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SINH THIET LONG: CAC DAU AN SINH HOC, CAC (NG DUNG LAM SANG
VA TRIEN VONG TUO'NG LAI

TOM TAT

1. Sinh thiét long (LB) 1a mot ky thuat xam
14n téi thiéu duoc thuc hién trén cac dich co thé,
chu yéu 1a mau, dé tim céac té bao khdi u luu
thong (CTCs), DNA khéi u luu théng (ctDNA),
microRNA hoic thanh phan khdi u khac, duoc
giai phong tir khdi u vao céc dich co thé.

2. Cac uu diém cua sinh thiét long: So voéi
sinh thiét mo, sinh thiét 16ng it xdm lan hon, it
tén kém hon, cho két qua nhanh hon, cho phép
theo ddi diéu tri theo thoi gian thuc va c6 thé dé
dang lap lai dé theo ddi tién trinh cua bénh nhan.
Han ché cha yéu cua sinh thiét long 1a khong du
d6 nhay va do chinh xac dé phan biét céc loai
khi u khac nhau so véi sinh thiét mé.

3. Céc dau 4n sinh hoc lién quan dén khéi u
cua sinh thiét long gom: cac té bao khéi u luu
thong (CTCs), DNA khéi u luu théng (ctDNA),
cac RNA khdi u luu thong (ctRNAs), cac tdi
ngoai bao c6 nguon gbéc tr khéi u (EVs)
(exosomes) va céc tiéu cau bi thay doi boi khdi u
(TEPs). Trong sé do, chi c6 1 xét nghiém CTCs
va 4 xét nghiém ctDNA di dugc FDA chap thuan
dé &ng dung trong 1am sang, trong khi ctRNAs,
EVs va TEPs la céc du an c6 tiém niang day hta
hen.
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4. Cac ing dung 1am sang cua sinh thiét long
gom: sang loc va phat hién sém ung thu, chéan
doan, xac dinh nhiing thay doi ¢ thé tic dong &
cac khéi u rin di can dé lya chon diéu trj dich,
tién luong, theo doi dap ung diéu tri va khang
thudc theo thoi gian thuc, va phat hién khéi u con
s6t lai tdi thiéu va sy tai phét sau phau thuat.

5. Tuong lai cta sinh thiét long: Trong tuong
lai gan, sinh thiét long dya trén da bo thdng qua
phan tich tich hgp tri tué nhan tao va hoc may, la
mot chién luoc hap dan dé cai thién hiéu suat
phét hién ung thu sém, theo ddi dap tmg diéu tri
va khang thudc, phat hién khéi u sot lai tdi thiéu
Va sy tai phat. Do do, sinh thiét long c6 thé duoc
st dung nhu mot cong cu mai la trong y hoc
chinh xéac.

SUMMARY
LIQUID BIOPSY: BIOMARKERS,
CLINICAL APPLICATIONS AND
FUTURE PERSPECTIVES

1. Liquid biopsy (LB) is a minimally
invasive technique performed on body fluids,
primarily blood, to look for circulating tumor
cells (CTCs), circulating tumor DNA (ctDNA),
microRNAS, or other tumor components that are
released by tumors into body fluids.

2. The advantages and limitations of liquid
biopsies: compared to the tissue biopsy, liquid
biopsy is less invasive, less costly, available
earlier, may allow for the real-time monitoring of
therapies, and may be easily repeated to monitor
the patient’s progress. The major limitation of LB
is the lack of sensitivity and precision to identify
various tumor types compared to tissue biopsy.
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3. Cancer-related biomarkers of liquid biopsy
include: Circulating tumor cells (CTCs),
circulating tumor DNA (ctDNA), circulating
tumor  RNAs  (ctRNAs),  tumor-derived
extracellular vesicles (EVs) (exosomes), and
tumor-educated platelets (TEPs). Among them,
only one CTC test and 4 ctDNA tests have been
approved by FDA in the clinical application,
while ctRNAs, EVs and TEPs are biomarkers
with promising potential.

4. Clinical applications of liquid biopsy
include: Screening and early detection of cancer,
diagnosis, determining actionable alterations in
metastatic solid tumors for a targeted therapy
selection, prognosis, real-time monitoring of
treatment response and drug resistance, and
detection of minimal residual disease and
recurrence after surgery.

5. Future perspectives of liquid biopsy: In the
near future, multi-omics-based liquid biopsy
through integrative analysis of artificial
intelligence (Al) and machine learning is an
appealing strategy to improve the performance of
early cancer detection, monitoring of treatment
response and drug resistance, detection of
minimal residual disease and recurrence. Thus,
liquid biopsy could be used as a novel tool in
precision medicine.

I. DAT VAN DE

Theo T6 chuc Y té Thé giéi (WHO), ung
thu gay ra gan 10 triéu ca tir vong vao nim
2020. Con s6 nay duoc udc tinh s& tiép tuc
tang trong nhitng thap Ky tiép theo va s& dat
27 triéu ca mic maéi vao nam 2040. La yéu to
gay tir vong thir hai, ung thu chiém 1/6 sb ca
tir vong trén toan thé gigi mdi nam.

Viéc phat hién som va diéu tri kip thoi
dong mot vai tro quan trong va cd thé 1am
giam ty I¢ t&r vong cta bénh nhan ung thu.
Mic du sinh thiét mo (tissue biopsy) hién la

tiéu chudn vang (gold standard) dé chan
doan, phan tich hinh thai va héa m6é mién
dich cua ung thu nhung n6 co cac han ché 1a
xam 1an, phu thudc vao tinh trang bénh va vi
tri cua khdi u. Trong hon 10 nim qua, sinh
thiét long (liquid biopsy), cd thé duogc thuc
hién trén mau va cac dich sinh hoc khéac, la
mot phuong phép khong xam 14n, an toan va
hiéu qua, cé tiém ning tng dung trong chan
doan som, tién lugng va theo ddi diéu trj ung
thu [2, 3, 4].

Trong bai viét nay, ching t6i gidi thigu
cac khai niém co ban vé sinh thiét long, cac
wu diém va han ché, cac dau 4n sinh hoc, cac
(g dung va tuong lai cua sinh thiét long.

Il. NHNG KHAI NIEM CO' BAN VE SINH
THIET LONG

Sinh thiét long (liquid biopsy) 12 mot ky
thuat xam 1an téi thiéu duoc thuc hién trén
cac dich co thé, chi yéu 1a mau. Cac dich co
thé co tiém niang cho sinh thiét long co thé
gom: dich nfo tay, nudc bot, huyét thanh,
huyét tuong, tinh dich va nudc tiéu. Dic biét,
c4c thanh phan té bao khdi u caa sinh thiét
long dya trén mau co thé gom: céac té bao
khdi u luu thong (CTCs), DNA khéi u luu
thong (ctDNA), cdc RNA khéi u luu thong,
c4c tdi ngoai bao (EVS), cac tiéu cau bi thay
d6i boi khdi u (tumor-educated platelets:
TEPS) [, 4, 5.

Cho dén nay, mot s6 xét nghiém CTCs va
ctDNA d3 dugc FDA phé chuan dé st dung
trong lam sang, trong khi cac EVs, ctRNAs
va TEPs la nhitng d4u 4n sinh hoc khéi u luu
thdng c6 tiém ning hira hen trong quan ly
ung thu [5].

Nl. NHOPNG WU PIEM VA HAN CHE cUA
SINH THIET LONG SO VO1 SINH THIET MO
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3.1. Nhitng wu diém caa sinh thiét
léng:

1) Sinh thiét long it xam 14an hon dang ké
s0 v&i quy trinh sinh thiét md.

2) Xét nghiém nhanh hon so vd&i sinh
thiét mo, cd thé gidp chan doan sém

3) Sinh thiét long thuong it ton kém hon
nhiéu so véi sinh thiét ma.

4) Sinh thiét long cd thé sir dung dé du
doan nguy co tai phat hodc di can.

5) Sinh thiét 1ong c6 thé gitp phan tang,
theo ddi dap ung diéu tri theo thoi gian thyc
Va c0 thé xac dinh tt hon cac dich diéu tri.

6) CO thé dé dang lap lai xét nghiém dé
theo dbi tién trinh caa bénh [4, 5].

3.2. Nhitng han ché caa sinh thiét léng:

1) Han ché chu yéu cua sinh thiét long l1a
khong du do nhay va do chinh xac dé phan
biét cac loai khdi u khac nhau so véi sinh
thiét mo [4].

2) Su giai phong DNA cua khéi u & muc
do thap.

Céc té bao khéiu
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Céc té bao khéi u
luu théng (CTCs)
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Céc tiéu cdu bj thay déi béi
khdi u khéi u (TETs)

3) Su chuan hda cua cac xét nghiém va
nha cung cap khéc nhau.

4) Su thay d6i DNA c6 thé bi nham lan
boi qua trinh tao mau vd tinh tiém ning
khong xac dinh (clonal hematopoiesis of
indeterminate potential CHIP).

5) Su phén lap CTCs ciling con la mot
thach thirc vé mat k§ thuat [4, 5].

3.3. Cac diu 4n sinh hoc lién quan dén
khéi u cia sinh thiét 1ong

Céc dau 4n sinh hoc lién quan dén khéi u
cua sinh thiét long c6 thé gom: cac té bao
khéi u luu théng (circulating tumor cells:
CTCs), cac DNA khéi u luu thong
(circulating tumor DNA: ctDNA), cac RNA
khdi u luu thong (circulating tumor RNAS:
CtRNA), cac tdi ngoai bao (tumor-derived
extracellular vesicles: EVs) (con co tén la
exosomes) va Ccac tiéu cau bi thay doi boi
khdi u (tumor-educated platelets: TEPs) [1]
(Hinh 1).
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Céc tdi ngoai bao
(EVs)
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Céc acid nucleic lvu
théng: ctDNA, mRNA,
miRNA, IncRNA

Hinh 1. Cac ddu dn sinh hgc ciia sinh thiét léng
(nguon: Mader & Pantel. Oncol Res Treat 2017; 40: 404-408)
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3.4. Cac té bao khéi u luwu théng
(CTCs)

Cac té bao khdi u luu thong (CTCs) la
cac té bao khéi u tir khdi u nguyén phat hoic
di cin xdm nhap vao hé thdng tuan hoan.
Mot s6 CTC c6 thé vao mau, hinh thanh
“mam bénh” dé phét trién tai chd hoic di
can. Cac ky thuat 1am giau cac CTCs: vi sb
lugng cac CTCs trong mau rat it, chi cd
khoang 1 CTC/10” té bao bach cau va tir 1
dén 10 CTC/mL mau khéi u di can nén cac
CTCs can dugc phan lap bang sy bat giir té
bao dwa trén dau 4n sinh hoc va lam giau dya
trén céc tinh chat 1y sinh (kich thudc, ty
trong, ...) [4, 5]. Cho dén nay chi c6 1 xét
nghiém vé CTCs la CellSearch CTC test
dugc FDA phé chuan dé sir dung trong ung
thu hoc 1&m sang (2000) [6].

3.5. DNA khdi u luu thong (ctDNA)

DNA duoc giai phong tir cac té bao ung
thu dwoc goi 1a cac DNA khéi u luu thong
(ctDNA), 1a cac doan DNA soi kép, c6 khéi
luong phan tir tir 0,18 dén 21 Kb, duoc thay
cha yéu trong mau. Nhiéu ky thuat dugc st
dung dé phét hién ctDNA gom giai trinh ty
thé hé mai (NGS-based sequencing), PCR k¥
thuat s6 (digital PCR : dPCR), PCR ky thuat
s6 dang giot (droplet digital PCR: ddPCR)
[1, 5]. Bén nay, 4 xét nghiém vé ctDNA gom
cobas EGFR v2 (2016), PCR PIK3CA RGQ
kit (2019), Foundation One Liquid CDx va
Guardant360 CDx (2021), da dugc FDA phé
chuan dé ung dung trong y hoc 1am sang [5].

3.6. Cac RNA Kkhdéi u lwu théng
(ctRNAS)

Cac RNA khéi u luu thong (ctRNAs)

thuoc nhom RNA soi don nho khdng ma
hoa, c6 d6 dai khoang 20-24 nucleotid, dong
vai trd diéu hoa sau phién m3, ting sinh té
bao, biét hoa va su chét té bao theo chuong
trinh (apoptosis). C6 3 ky thuat cha yéu dé
do ndng d6 cua miRNA gom PCR sao chép
nguoc dinh luong (QRT-PCR), dinh lugng
DNA trén toan bo gen (microarrays) va giai
trinh ty thé hé mai (NGS) [4].

3.7. Céc tui ngoai bao (EVS)

Céc tui ngoai bao c6 ngudn gbc khéi u
(extracellular vesicles: EVs), con goi la
exosomes, la cac tdi nho, cd mang kép lipid,
duong kinh 30-100 nm, duoc tiét ra tir cac té
bao khéi u vao céac dich sinh hoc. Cac EVs
c6 thé chira cac DNA, miRNA, cac RNA dai
khong ma hoa (long non-coding RNAS:
IncRNAS), cac protein, ... Viéc phan lap céc
EVs tr cac dich co thé dugc thuc hién dua
trén cac dac tinh 1y sinh (kich thudc, hinh
thai, mat do) nhu siéu ly tam. Su két hop cua
cac ky thuat nhu siéu loc (ultrafiltration) va
ly tdm gradient ty trong (density gradient
centrifugation), c6 thé lam ting chét luong
cua cac EVs [1, 4].

3.8. CAc tiéu ciu bi thay ddi béi khdi u
(TEPS)

Trong qua trinh tuong tac vai cac té bao
khdi u, cac RNA cua tiéu cau bi thay doi, tao
nén cac tiéu cau bi thay do6i boi khdi u
(tumor-educated platelets: TEPs). Cac TEPs
c6 thé st dung dé phan biét bénh nhan ung
thu phdi v6i ngudi khoe manh hoic voi
ngudi bi viém phdi. Dé giai trinh ty RNA
cua cac TEPs, TEPs dugc phan lap tr mau
toan phan, RNA duoc chiét xuiat, DNA bd
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sung (cDNA) duoc téng hop va khuéch dai
dua trén ky thuat SMARTer va dugc giai
trinh tw cDNA dua trén ky thuat Hlumina
TruSeq. Sy phén tich trinh ty chudi RNA
ngudn gdc tiéu cau (platelet-derived RNA)
c6 kha nang phat hién sém ung thu phdi té
bao khéng nho (NSCLC) véi do chinh xac
gan 80% [4].
IV. NHPNG 'NG DUNG LAM SANG TIEM
NANG CUA SINH THIET LONG

Cac tng dung lam sang tiém ning cua
sinh thiét long bao gom: sang loc va phat
hién sém ung thu, chan doan, xac dinh su
thay d6i phan tar dé lya chon diéu tri dich,
theo ddi theo thoi gian thuc cua su dap ung
va khang thudc, du doan khdi u sét lai sau
phau thuat, tai phat, di cin va dy doan tién
luong [4, 5].

4.1. Sang loc va phét hién sém ung thw

Viéc sang loc & nhitng ngudi ¢6 nguy co
khong triéu chizng ¢6 thé gidp phat hién som
ung thu dé diéu tri két qua hon. Trong 17
nghién ciu vé sinh thiét long dé phat hién
som ung CtDNA, CTCs va
microRNA, ngudi ta thay rang do nhay, do
dac hiéu va dién tich dudi duong cong ROC
chung dé phét hién sém ung thu twong tng la
0,76 (95%CI: 0,67-0,83), 0,92 (95%CI: 0,86-
0,96) va 0,91 (95%Cl: 0,88-0,93 ). Nhu vay,
sinh thiét long c6 d6 nhay twong ddi thap va
c6 do dac hiéu cao trong phat hién sém ung
thu [2].

4.2. Chan don ung thw

Sinh thiét long c6 thé dugc sir dung dé
chan doan xac dinh ung thu & nhitng nguoi
¢6 dau hiéu hoic triéu chung caa bénh. Tong

thu veé

két 19 nghién ctu vé ung thu tuy gom 1872
bénh nhan, vai 7 nghién ctiiu vé ctDNA, 7 vé
CTCs va 6 vé cac tdi ngoai bao, dd nhay
chan doan cuia ctDNA, CTCs va cac tui ngoai
bao tuwong ung la 0,64, 0,74 va 0,93; do dac
hidu twong tng 12 0,92, 0,83 va 0,92 [8].

4.3. Phat hién cac dot bién dé lwa chon
diéu trj dich

Viéc xac dinh nhimg thay d6i vé gen c6
thé tac dong ¢ khéi u rin di can 1a rat quan
trong d6i véi diéu tri dich. Mot sb xét
nghiém chan doan dua trén ctDNA tir mau da
dugc FDA phé chuan cho diéu tri dich gom
xét nghiém dot bién cua thy thé yéu té ting
truong biéu bi (EGFR) cobas V2 dé phat
hién cac dot bién cua EGFR trong ung thu
phoi té bao khong nho (NSCLC) va bo kit
PIK3CA RGQ PCR dé phat hién dot bién
PIK3CA trong ung thu vu [5].

4.4. Tién lwgng

Céc CTC va ctDNA trong mau co thé
dugc st dung dé danh gia tién luwong
(prognosis) ung thu [7]. Nhitng bénh nhéan
NSCLC bi mét doan exon 19 hoic bi dot
bién L858R trén gen EGFR c6 thoi gian séng
s6t khong tién trién (progression-free
survival: PFS) trung binh la 13,7 thang, trong
khi nhitng bénh nhan c6 cac dot bién hiém
gap khac c6 PFS ngin hon (3,7 thang).
Nhitng bénh nhan ung thu va di can thudc
phan nhoém (subtype) cé bo ba am tinh (cac
thu thé ER, PR va HER2 am tinh) ¢6 mic >5
CTCs/7,5 mL (n=124) c6 thoi gian sbng
trung binh (overall survival: OS) ngén hon rd
rét so vai bénh nhan c6 mac <5 CTCs/7,5
mL (10,4 so véi 17,8 thang [1].
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4.5. Theo doi theo thoi gian thuc cia
sw dap &ng va khang thuéc

Uu diém chinh caa sinh thiét long 1a c6
thé 1dy mau mau lip lai theo thoi gian thuc
(real-time) dé phan tich ctDNA, nham phat
hién nhiing thay doi phan tir trong qua trinh
didu tri, phat hién sém sy dap ung hoic
khang thuéc [1]. O bénh nhan ung thu va
hodc tuyén tién liét tién trién, viéc theo doi
s6 luong cac CTCs trong diéu tri c6 thé gidp
tién luong sém. Su bién mat caa CTCs hoic
ctDNA cho phép danh gia hiéu qua thu
nghiém 1am sang caia mot thudc méi.

4.6. Du doan khéi u s6t lai sau phau
thuat, tai phat va di cian

Sinh thiét long con c6 vai tro trong du
doan khdi u sot lai téi thiéu sau phau thuat,
tai phat va di can [1]. Trong ung thu phdi, sy
tai phat sau phau thuat dugc thay khi bénh
nhan c¢6 CTCs tang tro lai trong mau. Viéc
phét hién ctDNA sau khi cat bo khdi u cho
phép du doan su tai phat som hon 6,5 thang
so voi chyp X quang. Trong ung thu dai truc
trang, nong do ctDNA, CTCs va miRNAs
cao 6 lién quan vai su tién trién va sy di can
cua khéi u [2, 7].

V. CAC TRIEN VONG TU'ONG LAI CUA SINH
THIET LONG

Trong tuwong lai gan, sinh thiét long dya
trén da bo (multi-omics), nhu bd gen
(genomics), bo biéu sinh (epigenomics), bo
sa0 ma (transcriptomics), bd protein
(proteomics) va  bd  chuyén  hda
(metabolomics), théng qua viéc phan tich
tich hop (integrative analysis) cua tri tué

10

nhan tao (artificial intelligence: Al) va may
hoc (machine learning) s& 1a mét chién luoc
hip dan dé cai thién hiéu suat phat hién ung
thu som, theo ddi dép tmg diéu tri va khang
thudc, phét hien khdi u sot lai téi thiéu va su
tai phat. Su ddi méi va nhitng tién bo cua
sinh thiét long trong cac quy cac trinh thir
nghiém va cac phuong phap tin sinh hoc
(bioinformatics) s& dan dan lam thay doi
cach quan ly 1dam sang va lam giam ty I¢ tr
vong va tinh trang bénh cua cac loai ung thu
khac nhau. Do d6, sinh thiét long c6 thé dugc
st dung nhu mot cong cu mai la trong y hoc
chinh xac (precision medicine) [1, 3].

Tom lai, sinh thiét long 1a mot ky thuat
xam l4n ti thiéu dé phan tich céc dich long
co thé nham phét hién cac té bao hoic cac
thanh phan khéi u luu théng. Cac wu diém
cua sinh thiét long la it xam lan hon, gia ré
hon, cho két qua nhanh hon, dé& dang lap lai
dé theo d@i tién trinh bénh, dap ung diéu tri
theo thoi gian thuc. Han ché chinh cua sinh
thiét long 1a thiéu do nhay va do chinh xac.
Céc dau an sinh hoc cua sinh thiét long gom
cac CTCs, ctDNA, ctRNAs, EVs va céac
TEPs. Cho dén nay mai c¢d 1 xét nghiém
CTC va 4 xét nghiém ctDNA duoc FDA phé
chuan dé ung dung trong 1am sang. Sinh thiét
long c6 thé ung dung dé sang loc, chan doan,
xac dinh cac thay doi phan tir dé lya chon
diéu tri dich, tién luong, theo doi dép ung
diéu tri va khang thudc theo thoi gian thuec,
phat hién khdi u con s6t lai téi thiéu va su tai
phét sau phiu thuat. Trong tuong lai gan,
sinh thiét long dua trén da bo théng qua phan
tich tich hop tri tué nhan tao va hoc may, la
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mét chién luoc hip dan dé cai thién hiéu suét
phét hién ung thu sém, theo ddi dap ung diéu
tri va khang thudc, phat hién khdi u sot lai téi
thiéu va sy tai phat. Do do, sinh thiét long co
thé dugc sir dung nhu mot cdng cu méi la
trong y hoc chinh xac.
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VAI TRO CUA SINH THIET LONG XAC PINH POT BIEN EGFR- T790M
THU PHAT GAY KHANG THUOC (*C CHE TYROSINE KINASE
(O BENH NHAN UNG THU’ PHOI KHONG TE BAO NHO

Lé Hoan?!, Tran Van Khanh?, Tran Khanh Chi?

TOM TAT

Muc tiéu: nhan xét vai tro cua k¥ thuat sinh
thiét long trong viéc xac dot bién EGFR- T790M
thir phét gay khang thuéc EGFR- TKIs thé hé tha
nhat. Poi tweng nghién ciu: 38 bénh nhan ung
thu phoi khdng té bao nho dap ung tiéu chuan
khéng lai EGFR-TKIs thé hé thtr nhét tai Bénh
vién Dai hoc Y Ha Noi va Bénh vién Ung budu
Ha No6i duoc duoc thuc hién xét nghiém sinh
thiét long tim dot bién EGFR-T790M. Két qua:
sinh thiét 16ng phét hién duoc 12/38 truong hop
(31,6%) c6 dot bién EGFR-T790M. Két luan:
sinh thiét long 1a ky thuat tién tién hiru ich trong
chan doan nguyén nhan khang EGFR-TKIs trong
thuc hanh 1am sang.

Tir khoa: Ung thu phdi, khang EGFR- TKis,
EGFR- T790M, sinh thiét long

SUMMARY
THE ROLE OF BIOPSY IN
DETECTING EGFR-T790M
SECONDARY MUTATION THAT
LEADS TO TYROSINE KINASE
INHIBITOR RESISTANCE IN
PATIENTS WITH NON-SMALL CELL
LUNG CANCER
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Objective: To review the role of liquid
biopsy technique in detecting EGFR-T790M
secondary mutation to first generation EGFR-
TKIs resistance. Subjects: 38 patients with non-
small cell lung cancer who met criteria for
resistance to first-generation EGFR-TKIs at
Hanoi Medical University Hospital and Hanoi
Oncology Hospital were tested with liquid
biopsies test for detecting EGFR-T790M
mutation. Results: liquid biopsies detected 12/38
cases (31.6%) with EGFR-T790M mutation.
Conclusion: Liquid biopsy is an advanced
technique useful in diagnosing the cause of
EGFR-TKIs resistance in clinical practice.

Keywords: Lung cancer, EGFR-TKIs
resistance, EGFR-T790M, liquid biopsy

I. DAT VAN DE

biéu tri dich EGFR bang thudc tc ché
Tyrosine kinase (TKIs) da dugc chung minh
1a phuong phép diéu tri hiéu qua, gilp cai
thién thoi gian séng khong bénh, cai thien
chat lugng cudc séng cho bénh nhan ung thu
phdi (UTP) khong té bao nho.t Tuy vay,
khang EGFR- TKIs thé hé thi nhat xay ra &
hau hét cac bénh nhan UTP khdng té bao nho
c6 dot bién EGFR sau mot khoang thoi gian
diéu tri. C6 nhiéu nguyén nhan gay nén tinh
trang d¢ khang nay trong d6 dot bién EGFR-
T790M thtr phéat 1a nguyén nhan phé bién
nhat.?

Trude diy, dé xac dinh nguyén nhan
khéng thudc, bénh nhan can phai sinh thiét
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lai ¢é phan tich mau mé tai thoi diém khang
thudc va lam cac xét nghiém dot bién gen
lien quan.® Viéc sinh thiét lai 1a mot thach
thirc vai cac nha lam sang vi nhitng nguy co
rai ro cua sinh thiét va tinh trang suy kiét cua
bénh nhan ung thu ¢ giai doan mudn. Do do,
khong it bénh nhan tir chdi sinh thiét lai dé
tim nguyén nhan khang thudc. Véi nhiing
tién bo gan day, ky thuat sinh thiét long cho
phép phat hién cac ctDNA cua té bao ung thu
tir MU Mau cia bénh nhan. Trén co s& do,
ngudi ta co thé xac dinh mot s dot bién gen
lién quan dén tinh trang d& khang EGFR-
TKIs, trong d6 c6 EGFR-T790M.*

Tai Viét Nam, tinh trang khang thuéc
EGFR-TKIs ¢ bénh nhan UTP da dugc quan
tdm nghién cru trong vai nam trd lai day, tuy
nhién cac nghién ctu méi thuc hién trén cac
bénh nhan dugc sinh thiét mau md UTP.S
Chinh vi vay, chlng t6i thyc hién nghién ctu
nay véi muc tiéu: Bude dau nhan xét vai tro
cua sinh thiét long trong xac dinh dot bién
EGFR-T790M thtr phéat gay khang thudc
EGFR-TKIs thé hé tht nhit & bénh nhan
UTP khong té bao nho.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién cieu

38 bénh nhan UTP khong té bao nho dap
g tiéu chuan khang lai EGFR-TKIs thé hé
tha nhat tai Bénh vién Pai hoc Y Ha Noi va
Bénh vién Ung budu Ha Nai tur thang 1/2020
dén thang12/2022.

2.1.1. Tiéu chudn lya chen

- Bénh nhan dugc chan doan xac dinh 1a
ung thu phéi khong té bao nho dua trén két
qua mé bénh hoc theo tiéu chuan cua té chirc
Y té thé gigi 2021.

- Bénh nhan duoc xac dinh la khang
EGFR-TKIs thé hé thi nhat theo tiéu chuan
cua Hoi Ung thu hoc 1am sang Hoa Ky.’

- Bénh nhan dugc xic dinh dot bién
EGFR-T790M bing ky thuat sinh thiét long
tai thoi diém khang thudc.

2.1.2. Tiéu chudn logi trie

- Bénh nhan ung thu phdi té bao nho.

- Bénh nhan c6 dot bién EGFR-T790M
nguyén phat

- Bénh nhan khong dugc xét nghiém tim
dot bién EGFR-T790M bang k¥ thuat sinh
thiét long tai thoi diém khang thude.

2.2. Phuong phap nghién ciu

- Thiét ké nghién ctiru: mé ta cat ngang

- Cac bénh nhan duwoc ldy miu mau
(10mL) tai thoi diém khang thudc, duoc tach
CtDNA biang bo kit Magmax™ Cell-free
DNA Isolation Kit (Applied Biosystem) sau
d6 dugc xac dinh dot bién gen EGFR-
T790M bang phuong phap realtime PCR véi
kit Cobas® EGFR Mutation Test v2 (Roche).

- Cac bién sb nghién cuu:

+ Mot s dac diém chung: tudi, gisi, yéu
t6 nguy co, két qua mo bénh hoc, két qua dot
bién gen EGFR trudc diéu tri

+Két qua phan tich dot bién gen EGFR
bang ky thuat sinh thiét long

2.3. Xir ly s6 ligu:

- S6 lidu duoc xir ly bang phan mém
thdng ké SPSS 20.0

- Sir dung thuat toan thong ké tan sut,
so sanh ty 1€, so sanh trung binh

2.4. Pao dwic nghién ciu

- Nghién cau tuan tha day du cac nguyén
tic cua nghién cau y hoc. Cac thong tin lién
quan dén bénh nhan duoc bao mat.

13
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Il. KET QUA NGHIEN cU'U

3.1. Mot sé dic diém chung ciia nhom nghién ciu

Bdng 1: Mét sé dic diém chung (n=38)

Pic diém n %
Tudi trung binh: 61,6 + 10,8 tudi (dao dong tir 32 - 81 tudi)

. Nam 18 47 4
Gigi tinh Nt 20 52.6
. P Co 15 39,5
Hut thuoc Khong 23 60,5
- Ung thu biéu md tuyén 38 100

M6 bénh hoc Khac 0 0
ik i LREA (exon 19) 20 52,6
d?égut 3 - éf:“Rt_rT“’Ig‘l’s L858R (exon 21) 17 44,7
’ G719S (exon 18) 1 2,7

Nhgn xét: nhém nghién ctu c6 do tudi
dao dong tir 32 - 81 tudi, trung binh 12 61,6 +
10,8 tudi; nir gigi va nguoi khdng hat thude
chiém ty 1& cao hon. Toan bd bénh nhan
nghién ciru 12 ung thu biéu mo tuyén. Pot

bién LREA va L858R la 2 dang dot bién gen
EGFR thuong gap nhat trude khi diéu tri
EGFR-TKIs.

3.2. Két qua phan tich dot bién EGFR
bang sinh thiét long

Bdng 2: Két qud phdn tich dgt bién EGFR bang sinh thiét léng (n=38)

Két qua phén tich dét bién EGFR n %
LREA (exon 19) 20 52,6
Pot bién nguyén phat L858R (exon 21) 17 447
G719S (exon 18) 1 2,7
Dot bién thir phat T790M (exon 20) 12 31,6

Nhgn xét: cac dot bién nguyén phat van
ton tai & thoi diém khang thudc. Co 12
truong hop (31,6%) xuat hién thém dot bién
T790M th phét.

IV. BAN LUAN

Nghién cau trén 38 bénh nhan UTP
khong té bao nho khang thuéc EGFR-TKIs
thé hé thir nhat, ching ti ghi nhan bénh
nhan tré nhat 1a 32 tudi, cao tudi nhat 1a 81
tudi, trung binh 12 61,6 + 10,8 tudi. Két qua
nay tuong tu V&i mot sé nghién ciu gan day
trén thé gioi. Nghién ctu cia Xu Q va cong
su (2019) tai Trung Qudc trén 206 bénh nhan
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UTP khong té bao nho khang EGFR-TKIs
ghi nhan tudi trung binh mac bénh 1a 58 tudi,
dao dong tir 28 dén 83 tudi.®

Nghién ctru cia chang téi ghi nhan 15/38
truong hop (39,5%) hat thude 14, két qua nay
cling phu hop véi nhitng nhan dinh trude day
vé UTP mang d6t bién EGFR, phé bién hon
& nhimg nguoi khong hat thude. Nghién ciu
cua Xu Q va cong su trén 206 BN UTP mang
dot bién EGFR ghi nhan ty 1¢ khoéng hat
thudc 1a 60,7%.8 Vé két qua phan tich md
bénh hoc, nghién ctru caa ching téi ghi nhan
100% bénh nhén 13 ung thu biéu md tuyén.
Diéu nay ciing phu hop véi nhiing két qua
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nghién ctru trong nude va qudc té vé ung thu
phdi mang dot bién EGFR. L& Hoan va cong
su nghién ctru trén 66 bénh nhan UTP khang
EGFR-TKIs dugc sinh thiét lai ton thuwong
ung thu, két qua ghi nhan cd 98,5% bénh
nhan ung thu biéu mé tuyén va 1,5% la ung
thu biéu md tuyén- vay.>

Vé két qua xac dinh dot bién EGFR trudc
diéu tri EGFR-TKIs, nghién ctu cua ching
toi ghi nhan c6 52,6% bénh nhan mang dot
bién LREA tai exon 19; 44,7% bénh nhan c6
dot bién L858R tai exon 21; va c6 1 trudng
hop mang dot bién G719S tai exon 18. Cac
nghién ctu vé dot bién EGFR nhay cam
TKIs déu nghi nhan LREA va L858R Ia 2
dang dot bién thuong gap nhat. Kim HR va
cong su nghién cuu trén 110 bénh nhan UTP
mang d6t bién EGFR tai Han Qudc ghi nhan
62,7% c6 dot bién LREA,; 33,6% c6 dot bién
L858R va chi c6 3,7% gap nhiing dot bién
nhay cam khéc cua gen EGFR.®

Khi phan tich két qua xét nghiém dot
bién EGFR bang realtime PCR voi kit
Cobas® EGFR Mutation Test v2 (Roche) tir
ctDNA tach tir mau mau cua bénh nhan UTP
tai thoi diém khang EGFR-TKIs thé hé thu
nhat, ching tdi ghi nhan cac dot bién nguyén
phét van tuong ty nhu thoi diém trude diéu
tri. Tuy nhién, bén canh nhimg dot bién
nguyén phéat, chung téi ghi nhan c6 12
truong hop (31,6%) xuat hién thém dot bién
T790M thir phat (chua co & thoi diém trude
diéu tri). Dot bién EGFR-T790M di duogc
xac dinh 1a nguyén nhan pho bién nhat gay
khéng lai cac EGFR-TKIs thé hé thir nhat.2?
Trong nghién ctru dau tién vé tinh trang dé
khang EGFR-TKIs tai Viét Nam ¢ cac bénh
nhan dugc sinh thiét lai mé ung thu, Lé Hoan
va cong su ghi nhan ty 1& dot bién EGFR-
T790M la 54,5%,° ty I¢ nay cao hon so véi
két qua tir sinh thiét long ma chang toi ghi

nhan tr nghién ctu nay. Spence T va cong su
nghién cuau trén 343 bénh nhén UTP khang
EGFR-TKIs ghi nhan 24% bénh nhan phat
hién dot bién EGFR-T790M tha phét nho
sinh thiét long.*°

Sinh thiét mé van dugc xem Ia tiéu chuan
vang dé xac dinh nguyén nhan dé khéang
EGFR-TKIs, bén canh x4c dinh cac dot bién
m&i xuat hign, sinh thiét md con cho biét kha
ning chuyén dang té bao tir ung thu té bao
khéng nhé sang ung thu té bao nho. Tuy
nhién, nguyén nhan dé khang EGFR-TKIs do
chuyén dang md hoc chi chiém khoang 10%
cac trudong hop.? Nhitng nghién ctu gan day
ngay cang thay dugc vai trd cua sinh thiét
long trong chan doan nguyén nhan dé khang
EGFR-TKIs. Zhou J va cong su thuc hién
mot nghién cau so sanh két qua sinh thiét
long va sinh thiét md trong phat hién dot bién
EGFR-T790M gay khang EGFR-TKIs thu
phat, két qua sinh thiét long chan doan
dwong tinh & 41,5% trong khi sinh thiét mo
xac dinh ¢6 45,5% bénh nhan c6 dot bién.*
Tir nhitng co so d6, nhitng khuyén céo qudc
té gan day da huéng dan sinh thiét long la
phuong phap duoc chi dinh ban dau dé xac
dinh dot bién EGFR-T790M gay khéng
EGFR-TKIs. Néu két qua sinh thiét long am
tinh, tai sinh thiét moé ung thu s& duoc thyuc
hién dé xac dinh nguyén nhan khang thudc.*?

V. KET LUAN

Qua nghién cuu trén 38 bénh nhan UTP
khéng té bao nho dé khang EGFR-TKIs
dugc tién hanh sinh thiét long tim nguyén
nhan khang thudc, ching t6i xac dinh duoc
31,6% bénh nhan c6 dot bién EGFR-T790M.
Sinh thiét l1ong 1a ky thuat tién tién, hiru ich
trong chan doan nguyén nhan khang EGFR-
TKIs trong thyc hanh 1am sang.
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VI. LO1 CAM ON

Nhom nghién cuu xin trén trong cam on
Bénh vién Dai hoc Y Ha Noi va Bénh vién
Ung buéu Ha Noi di tao didu kién thuan loi
dé chiing t6i hoan thanh nghién ciu nay.
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GIA TRI CUA CALPROTECTIN, IL-6, CRP TRONG CHAN POAN
PHAN BIET BENH VIEM RUQOT VA HOI CHO’NG RUQT KiCH THICH

Bui Thi Thu Hwong!, Nguyén Tién Diing!, P§ Chi Hiéu?,
Nguyén Thanh Vinh3, Tran Thanh TG3, Nguyén Thi Mai Hwong?,
Vii Thi Nhung?, Pao Viét Hang*, Tran Khanh Chi4, Nguyén Minh Hién?

TOM TAT

Viém rudt (Inflammatory Bowel Diseases:
IBD) va hoi chung rudt kich thich thé tiéu chay
(Irritable bowel syndrome: IBS-D) c6 nhiéu dic
diém 1am sang giéng nhau. Noi soi dai trang va
sinh thiét 1a xét nghiém tét nhat dé chan doan
viém loét dai tryc trang chay mau (UC) nhung n6
1a tha thuat xam lan va c6 nguy co bién chang.
Can thiét c6 mot phuong phap khong xam 14n dé
phén biét hai bénh ly nay. Muc tiéu: Xac dinh
diém cat tbi wu cua Calprotectin, IL-6
(interleukin -6), CRP (C reative protein) phan
biét UC, IBS-D. Poi twong &phwong phap:
nghién cru md ta cit ngang trén 255 ca nhan >
15 tudi duoc dua vao nhém nghién ctru, trong d6
¢6 31 nguoi khoe manh, 174 nguoi méc IBS-D,
35 nguoi chan doan 1a UC va 15 nguoi chan
doan 1a CD. Két qua: gia tri trung vi cua
calprotectin (khoang IQR) & ngudi khoe manh la
20,0 (28,0) ng/g; nhém 1BS-D: 16,0 (28,5) ug/g;
nhém UC la 1420,0 (2573,0) ug/g; nhém CD:
669,0 (978,0) ug/g. Nong do calprotectin & nhém

YTrwong dai hoc Y Duoc Thai Nguyén

2B¢énh vign 19-8

Bénh vién Thanh Nhan

*Truong Dai hoc Y Ha Ngi

Chiu trach nhiém chinh: Nguyén Minh Hién
SPT: 0949595886

Email: hienshbvtn@gmail.com

Ngay nhén bai: 29.6.2023

Nguoi phan bién khoa hoc: PGS.TS Pham Thién Ngoc
Ngay duyét bai: 4.7.2023

IBD bao gém ca UC va CD cao hon IBS-D Vdi
p<0,05, khéng cé su khac biét & nhom UC va
CD, IBS-D va ngudi khoe manh (p>0,05). Diém
cut-off t6i wu cua calprotectin phan biét IBS-D
va IBD 12 109,5 pg/g, c6 d6 nhay do dic hiéu lan
luot 1a 100% va 85,2%; cua IL-6 la 7,2 pg/mL c6
d6 nhay do dac hiéu lan luot 12 100% va 75,9%;
ciia CRP 13 3,4 mg/L c¢6 d6 nhay d6 dic hiéu lan
luot 1a 76,2% va 85,5%. Két luan: Calprotectin,
IL-6, CRP la xét nghiém cd gia tri phan biét IBD
va IBS-D.

Tur khéa: Calprotectin, IL-6, CRP, viém loét
dai truc trang chay mau (UC), hoi ching ruét
kich thich (IBS-D), bénh Crohn (CD), bénh viém
rudt (1IBD).

SUMMARY
VALUE OF CALPROTECTIN, IL-6 AND
CRP IN DISTINGUISHING BETWEEN IN
FLAMNATORY BOWEL DISEASE AND
IRRITABLE BOWEB SYNDROM
Inflammatory Bowel Diseases (IBD) and
irritable bowel syndrome (IBS-D) share many
similar clinical features. Colonoscopy and biopsy
are the best tests for diagnosing UC, but it is an
invasive procedure and carries a risk of
complications. A non-invasive method is needed
to differentiate these two diseases. Objectives:
The study aimed to determine the optimal cut-off
point of Calprotectin, IL-6 (interleukin-6), CRP
(C reactive protein) to differentiate UC, I1BS-D.
Subjects & Methods: A cross-sectional
descriptive study of 255 individuals >15 years of
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age was performed, including 31 healthy, 174
with IBS-D, 35 diagnosed with UC, and 15
diagnosed writh  CD. Receiver Operating
Characteristics (ROC), sensitivity, specificity and
area under curve (AUC) were computed.
Results: the median value of calprotectin (range
IQR) in healthy participants was 20.0 (28.0)
Mg/g; 16.0 (28.5) pg/g in IBS-D group; 1420.0
(2573.0) pg/g in UC group; and 669.0 (978.0)
Mg/g in CD group. Calprotectin concentration in
IBD group including UC and CD was higher than
IBS-D with p<0.05. The optimal cut-off point of
calprotectin that differentiated IBS-D from IBD
was 109.5 pg/g, with sensitivity and specificity
of 100% and 85.2%, respectively; of IL-6 was
7.2 pg/mL with sensitivity and specificity of
100% and 75.9%, respectively; of CRP of 3.4
mg/L had specific sensitivities of 76.2% and
85.5%, respectively. Conclusion: The
Calprotectin, IL-6, CRP are valuable tests for
discriminating between IBD and IBS-D.

Keywords:  Calprotectin, IL-6, CRP,
ulcerative colitis bleeding, irritable bowel
syndrome, Crohn's disease, inflammatory bowel
disease

I. DAT VAN DE

IBD va IBS déu la nhiing bénh pho bién
va anh hudng dén duong tiéu hoa, tam ly va
chat lugng cudc séng cua nguoi bénh. Ty 18
mac bénh 1BS tir 5%- 20% dan s6, ty 1¢ nay
thay d6i theo tung nghién cau, theo ting
vung dan cu [1]. Bénh khong nguy hiém dén
tinh mang nhung kéo dai lam ngudi bénh
ludn lo ling cang thang mat nga, ludn ludn lo
so bi cac bénh hiém nghéo khac cua ruét.
Bénh duoc biét dén tir 1au nhung co ché bénh
sinh cua bénh hién nay van chua 16 rang, do
d6 chua c6 phuong thic diéu tri triét can,
viéc diéu tri con gap nhiéu kho khan. Trén
thuc té, sinh thiét niém mac dai trang cua
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mot s6 bénh nhan bi IBS cho thiy tham
nhiém té bao mast day dic, giai phong nhiéu
chat trung gian, chang han nhu serine
protease ddy c6 thé la nguyén nhan gay ra
ching hung phan than kinh va cac triéu
chang cua IBS. IBD dé cap dén céc bénh
viém duong ruét mén tinh hoac thuyén
giam/tai phat va bao gom chu yéu la viém
loét dai truc trang chay mau (ulcerative
colitis - UC) va bénh Crohn (CD). Vi ca hai
bénh déu phat trién o la tudi tré, biéu hién
Ccéc triéu chimg nhu dau bung, tiéu chay va
phan ¢ thé c6 mau, va tién trién theo chu ky
Véi cac chu ky tai phat va thuyén giam nhiéu
lan. Dua vao cé4c triéu chung biéu hién cua
IBS-D va UC c6 thé chan doan duogc tuy
nhién nhiéu trudng hop ¢6 thé twong tu nhau
(vung xam). Thuc hién céc xét nghiém
khéng xam lan nhu Calprotectin, CRP, IL-6
s& gilp cho viéc chan doan phéan biét IBD,
IBS ma han ché tha thuat ndi soi.
Calprotectin 1& mot phuac hop protein
duoc ciu tao tur calci va kdm lién két véi
protein, c6 kha ning kim ché su phat trién
cuavi khuan. Calprotectin chiém hon 60%
tong sd protein trong bao tuwong cuia bach cau
trung tinh, sau qud trinh thuc bao, bach cau
trung tinh va cac dai thuc bao bi v& va giai
phéng Calprotectin xam nhap vao niém mac
rugt nhu mot phan coa dap Gng viém.
Calprotectin trong phan la ddu 4n sinh hoc
dac trung cho tinh trang viém dwong ruot, la
mot tham s khdng xam 1an va hiéu qua dé
chan doan IBD, vé&i d6 nhay, do dac hiéu
cao. Mot sb nha san xuat khuyén nghi
nguong Calprotectin trong phan la 50 ug/g
cho ngudi 16n binh thudng tuy theo bdi canh
1am sang, néu chi sir dung gia tri tham chiéu
cho nguoi binh thuong duong nhu la khong
du dé phan biét IBD va IBS. CRP va IL-6 la
cac xet nghiém danh gid mot tinh trang viém
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khéng dic hiéu lién quan dén duong rudt, nd
ciing thuong duoc sir dung dé danh gid muc
d6 tram trong cua tinh trang viém ruot va cé
lién quan dén sy ting cua bach cau. Vi vdy
tim xét nghiém co gia tri phan biét IBD va
IBS la can thiét.

Muc tiéu: Xac dinh gia tri cua
Calprotectin, CRP, IL-6 trong phan biét IBD,
IBS-D.

II. DOl TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

- Mau nghién ctru: 255 ¢4 nhan > 15 tudi
dugc dua vao nhom nghién ctru, trong d6 co6
31 nguoi khoe manh, 174 ngudi méac IBS-D,
35 nguoi chan doan 1a UC,15 nguoi chan
doan la CD.

+ Tiéu chuan lya chon: bénh nhan dugc
chan doan xac dinh 1a IBS-D dua vao tiéu
chuan chan doan ROME IV. Bénh nhan UC
va CD dugc chan doan xac dinh dua vao
tri¢u chirng lam sang, ndi soi dai trang va mo
bénh hoc. Cac bénh nhan IBS-D, UC, CD
déu dugc nodi soi dai trang cac truong hop
nghi ngo dugc thye hién xét nghiém mo bénh
hoc dé chan doan xé4c dinh.

+ Tiéu chuan loai trur: phu nit c6 thai,
kém theo viém rudt do vi khuan, tién sir phau
thuat dai tryc trang. ..

- C4c xét nghiém déu duogc tién hanh tai
ngay dau tién dén kham bénh

Il. KET QUA NGHIEN cU'U
Béng 1: Pic diém ciia nhém nghién citu

2.2. Thoi gian nghién cau: Tu thang
6/2021 dén thang 5/2023

2.3. Pia diém nghién ciu: bénh vién Dai
hoc Y Ha Noi, bénh vién Thanh Nhan, bénh
vién 108.

2.4. Phwong phap nghién cau: Nghién
ctru mo ta cit ngang.

+ K¥ thuat do nong do Calprotectin

- Xét nghiém LIAISON Calprotetin st
dung cong nghé mién dich hoa phat quang
(CLIA), sir dung 2 khang thé don dong dé
bét gitr va phat hién calprotectin dung trong
chan doén in vitro dé dinh lugng calprotectin
trong phan nguoi. Calprotectin dugc tach
chiét tir hdn hop cua mau phan véi dém tach
chiét (extraction buffer), st dung quy trinh
can hodc dung cu tach chiét LIAISON
Calprotectin Stool Extraction Device.

Thiét bi: May xét nghiém Liaison
DiaSorin XL thuc hién xét nghiém dinh
lugng Calprotectin

+ Xét nghiém IL-6 huyét twong thyc hién
trén hé théng Beckman UniCel DxI 800

+ Xét nghiém CRP huyét twong thuc hién
trén hé théng Beckman AU 5800

X ly sb lieu: Sb lieu duoc xur Iy bang
phan mém SPSS 20.0.

Vin dé dao duc: Nghién ctu dugc Uy
ban nhan dan thanh phd Ha noi cho phép
thuc hién theo duyét dinh sé 3723/Qb-
UBND ngay 27/1/2021

IBD
Pic diém 'B(f)' D uc CD p
(2) (©)
n 174 35 15
Nam 90 23 10 0.2
Ni 84 12 5 !
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Tudi (ndm): mean (SD) | 49,7(12,8) | 43,1 (15,3) | 31,3(9,2)

*p (1), (2), (3) <0,05
p (1), (2) >0,05

Cac triéu chirng thwong gap

Sét 0(0%) | 1(2,9%) | 2(13,3%)
Dau bung 95 (54,6%) | 24 (68,6%) | 9 (60%) 0,9
Di ngoai phan mau 3 (17,2%) | 18 (51,4%) | 7 (46,7%) <0,001

Xét nghiém mau (median (IQR)

S6 lwong bach cau (G/) | 59(1,9) | 90,9 | 70(7)

**(1), (2), (3)= 0,00
**(2), (3) =02

Bach cau trung tinh (%) 60,0 (9,5) | 61,0 (17,6) | 65,0 (28,0)

**(1), (2), (3) = 0,57
**(2), (3) =01

Bach cAu lympho (%) | 30,3 (9,6) | 25,0 (13,0) | 21,0 (22,0)

**(1), (2), (3) = 0,00
**(2), (3) =03

Méu lang sau 1h (mm/h) | 10,0 (13,0) | 28,0 (32,5) | 17,0 (19,0)

**(1), (2), (3) = 0,02
**(2), (3) =05

**(1), (2), (3) =0,00

CRP (mg/L) 1,2(1,3) | 53(10,6) | 16,0 (4,4) k() (3) = 1,7
IL-6 (pg/mL) 23(41) |31,8(659) | 94(12) **Scz:(g’),(g)::o(?,loo
Protein (g/L) 76 (6,7) | 658 (14,6) | 69,0 (10,3) **f,lk?;(g’)’(g)jo?éoo
Natri (mmol/L) 139 (2,0) | 138(3,2) | 136(3.8) *11,2(2()2 )(3()3 )::0101’1
Hemoglobin (g/L) 148 (21) | 140(38) | 114(54) T2, (9= 0.0

***(2), (3) =0,02

Vi hé dwong rudt

n 128 30 12
Rai rac 2 5 1

:I'yA|¢ Gram am cao hon 88 15 4 <0,001
Ty 1¢ Gram duong cao hon 13 9 2
Can bang 25 1 5

Nhdgn xét: Ty 1€ nam cao hon nit ¢ cac
nhom, su khac biét vé ty 1& nam va nit khong
¢6 y nghia thong ké (p>0,05). Tudi trung
binh méc bénh CD thip hon tudi mac IBS-D
va UC. Khong c6 su khac biét vé tudi &
nhom IBS-D va UC. Khong c6 su khac biét
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*one way anova

** Sir dung phép kiém Kruskal — Wallis

*** S dung phép kiém Mann-Whitney

vé triéu chimg dau bung & bénh nhan IBS,
UC va CD. Xét nghiém mau ling sau 1 gio,
s6 luong bach ciu trong mau, nong d6 IL-6,
CRP cao hon ¢ nhom UC, CD so véi IBS.
Khong thdy co sy khac biét vé cac chi sb
viém nay ¢ nhém UC so v6i nhom CD. Ty
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1¢ bach ciu lympho & nhém IBS cao hon duong rudt chi yéu 1a thién vé gram am
nhom UC va CD (p<0,05). Xac dinh vi h¢ (p<0,001).

Bdng 2: Nong dé ciia Calprotectin (ug/g) ¢ nhom bénh IBS-D, UC va CD

. n Nguoi IBD p
Xetnghiém | semanh|  'B5P uc cD IBS-D va IBD: 0,00
n 31 174 35 15 IBS-D va UC: 0,00
Min/Max | 5.0/141,0 | 2.2/6452 | 11,6/29800 | 141/5800 | IBS-D va ngudi khoe
. manh: 0,1
median (IQR)| 20 (28.0) | 16,0 (285) (1420 (2573.0)| 669 (878) | o\ 0o

Nhan xét: Nong do Calprotectin trong phan & nhém UC cao hon nhém IBS-D (p<0,05).
Nong do Calprotectin khéng c6 su khac biét & nhém UC va CD, IBS va nhém tinh nguyén.
Bing 3: Higu qud chin dodn ciia Calprotectin, IL6, CRP, mdu ling

Piém cut-| P nhay | P dic hiéu
AUC 95% CI P off (%) (%)
Calprotectin (ug/g) | 0.978 0.95-1,01 0.00 109.5 100 85,2
IL-6 (pg/mL) 0,87 0,73-0,92 0,001 7,2 100 75,9
CRP (mg/L) 0,88 0,72-0,99 0,00 34 76,2 85,5
Méu lang 1h (mm) | 0,69 0,52-0,52 0,04 22,5 54,5 83,3

Nhgn xét: Calprotectin 1a xét nghiém c6 gia tri tot nhat dé phan biét IBS va IBD khi AUC
dat 0,978. IL-6 va CRP ciing 1 xét nghiém c6 thé phan biét dwoc IBS va UC véi p<0,05,
AUC la 0,87 va 0,88.

Bdng 4: Phan tich méi twong quan giiza Calprotectin, 1L-6, CRP, sé lwong bach cau,
mau ling véi mike dg ciia UC

Calprotectin| IL-6 | CRP |S6 lwgng

" (e |pamy) mgy)| BC |t
Muc d6 hoat Nhe 8| 555,5/1320 (31,8/7,42 2,5/5,0 | 6,1/2,2 |18,5/27,5
do theo thang Vira 18|1375/3222,2 20,4/43,6/10,8/23,8| 8,5/3,1 |28,5/33,0
diém Mayo Nang 9| 2160/5893 (12,8/79,210,0/47,6| 10,6/4,5 |23,0/59,0
(medial/IQR) p 0,02 0,9 0,1 0,008 0,5
Theo Vi tr{ Loét ving dai trang trai| 7| 1960/1335 [50,4/60,0 5,3/5,4 | 5,4/2,8 [10,0/29,5
, ’ Loét vung truc trang |6 |504,5/849,0 |31,8/1.8|5,5/18,2| 6,0/4,4 | 7,0/2,8
ton thuong

Loét lan rong 22| 1375/3281 (13,4/37,5(13,6/25,0 9,0/5,1 | 9,0/5,1
p 0,1 0,3 0,3 0,1 0,3
Nhdn xét: Calprotectin va sé luong bach  biét vé Calprotectin va céc chi s6 viém khac
cau bién d6i theo mirc d6 nang cua UC (Dua  theo vi tri ton thuong
vao thang diém Mayo). Khong c6 su khac

(Median/IQR)
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IV. BAN LUAN

4.1. Pic diém chung clia nhém nghién
ctru

IBS-D va UC la bénh ly cua duong tiéu
hoa c6 mot s6 dic diém chung, co co ché
bénh sinh chwa rd rang va lién quan dén
nhiéu yéu té co dia. IBS-D hay gip & ngudi
I6n & dac biét 1a phu nit, va thuong biéu hién
& do tudi tir 15 dén 65 tudi. IBD hay gap &
cac nudc phat trién chang han nhu Hoa Ky &
Bic My va Vuong qudc Anh va cic nudc
bac Au nhung hién nay, ty 1¢ IBD gia ting &
chau A, chau Dai Duong va chau Phi can
Sahara ciing duoc quan sat thay. Piéu do co
I& 1a do qué trinh cong nghiép hoa, tinh trang
kinh té xa hoi duoc cai thién, cling nhu
nhitng thay ddi trong ché do an udng va 16i
séng [2]. Thoi diém khoi phat bénh hay gap
nhat 1 tir 15 - 40 tudi. Tuy nhién, bénh c6
thé xay ra ¢ bat ky tudi nao, c6 khoang >
15% s6 bénh nhan & thoi diém chan doan co
tudi trén 60 tudi. Tudi trung binh cia bénh
nhan trong nhom IBS-D dugc nghién ctu la
49,7 bénh nhan UC la 43,1. Tudi mic bénh &
nhém CD thip hon trung binh 1a 31,3+9,2.
Két qua nay cling phu hop véi nghién cau
cua Vicente-Steijn, R va CS tudi trung vi cia
bénh nhan 1BS-D: 36 (17), UC: 47 (30), CD:
37 (25) [3], tudi mac bénh hay gap ¢ 35 dén
50, day 1a d6 tudi lao dong nén ty Ié méc
bénh gia ting s& anh huong dén suc khoe,
chat luong cudc song va ning suat lao
dong.Theo céac nghién ctru chau Au va My ty
16 mac bénh IBS-D va IBD hay gap & ni,
nhitng phu nit ding thudc tranh thai co nguy
co mac bénh cao gap 2,5 lan so véi nhiing
phu nir khong ding thudc tranh thai [4].
Trong nghién ctu nay ty 1é nam nhiéu hon ¢
ca nhém IBS-D, UC va CD ciing theo mot
nghién cau caa Jha, A. K. va cong su tudi
mac bénh IBD 1a 35 tudi (tir 14-60), véi ty 1¢
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nam nit 1a 2: 1[5]. Ty I& nam, nit mic bénh
khéc nhau gitta cac khu vuc c6 thé 1a do théi
quen an udng, tinh trang cing thang, lo ling,
thay d6i hé vi sinh vat & cac dia du khéac
nhau.

IBS-D va UC ¢6 nhiéu diém tuong ddng
vé triéu chirng ma nhiéu tac gia cho rang mic
du day la hai loai bénh khac nhau nhung cé
nhiéu diém tring lap ¢ mot mic d6 nao do.
Ca hai bénh déu c6 biéu hién dau bung, day
hoi, tiéu chay, diéu nay gdy kho khan trong
chan doan. Sau khi tim hiéu céc triéu ching
lam sang hay gap ¢ ca nhém IBS-D, UC va
CD chung t6i thay triéu ching dau bung gap
& hau hét cac bénh nhan va khong cé su khac
biét & nhom IBS-D hay UC, CD. Mac du cé
su khac biét vé ty 18 sét & nhom UC so Vi
nhom IBS-D nhung ty 1¢ bénh nhan co sot rat
it nén triéu ching sét it co gia tri phan biét
hai nhdm bénh nay. Mét moi, gay sut va di
ngoai phan méau gap nhiéu & nhém bénh IBD
bao géom ca UC va CD hon so véi nhém IBS-
D su khac biét nay c6 y nghia théng ké véi
p<0,05. Theo y kién cua cac nha lam sang
c4c diu hiéu bao dong nhu: Sbt, sut can va
chan an, phan c6 méau, nén mira, thiéu mau 1a
biéu hién dic trung cua IBD [2]. Trong cac
truong hop UC ngudi ta thay c6 biéu hién rdi
loan dién giai, dac biét la giam Natri do hién
tugng mat Natri qua phan. Két qua bang (1)
cho thdy nong do protein, Natri, Hb giam ¢
nhom UC va CD so vaéi nhom IBS. Chang
t6i thay c6 su giam rat rd vé luong huyét sic
t6 & nhdm CD so véi UC mac du ty 1é ia mau
& nhém CD thap hon UC. Tinh trang thiéu
méau c6 lién quan mat thiét dén chat luong
séng va la van dé quan trong trong qua trinh
diéu tri nhitng bénh nhan man tinh. Cé rat
nhiéu nguyén nhan dan dén tinh trang thiéu
mau & bénh nhan UC. M4t mau man tinh qua
duong tiéu hoa dan toi thiéu mau, thiéu sit.
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Mot sb cac cytokine viém c6 thé Gc ché tong
hop erythropoietin ciing dan t6i tinh trang
thiéu mau. Thiéu hut axit folic do ché do an
kiéng, do tdc dung phu cua sulfasalazine
va methotrexat. Trong bénh Crohn, tinh trang
thiéu méu con do giam hap thu vitamin B12
va axit folic & doan cudi hdi trang, ta trang,
giam hip thu sit ¢ tatrang. Trong nhing
truong hop bénh ning, ¢ thé mat mau 6 at
qua duong tiéu hod din tgi tinh trang thiéu
mau nang.

Nguyén nhan bénh ly IBD va IBS-D déu
chua rd rang. Co ché bénh sinh phuc tap cua
IBS-D bao gém nhiéu yéu t nhu sy thay doi
vé nhu dong, cam giac noi tang, su thay doi
hé truc n&o - rudt, hé vi sinh vat, chuyén hoa
axit mat va tinh thAm rugt. Bén canh do, kich
hoat mién dich c6 thé lién quan dén tinh
trang viém muc d6 nhe. Trén thuc té, sinh
thiét niém mac dai trang cua khoang 2/3 s
bénh nhan bi IBS-D cho thdy thAm nhiém té
bao mast day dic, giai phong nhiéu chat
trung gian, chang han nhu serine protease, co
thé 1a nguyén nhan gay ra chimg hung phan
than kinh va cac triéu chung 1BS-D. Hon
nita, cac thanh phan thyc pham va khéang
nguyén dugc cho 1a di qua hang rao biéu mod
bi ro ri, ddn dén sy xam nhap va kich hoat té
bao mast, do d6 dan dén cac triéu ching
IBS-D. Trong bénh UC ngudi ta thay c6 su
tang hoat dong cua hé théng mién dich, thay
d6i hé théng than kinh rudt, ting cuong té
bao hach (ganglion cells), thAm nhiém té bao
viém. Chinh céc biéu hién viém khong dic
hi¢u 1am ting phan tng CRP, IL-6, bach cau
trong mau. Két qua nghién ctu ghi nhan co
su tang bach cau, CRP, méu ling gio 1, IL-6,
6 nhom bénh IBD dac biét 1a UC hon so vdi
nhom bénh IBS-D.

4.2. Gia tri caa Calprotectin, IL-6,
CRP

Calprotectin 13 mot protein lién két véi
canxi va kém thudc ho protein S-100, chu
yéu dugc tim thay trong bach cau trung tinh
bach cAu don nhan, dai thuc bao va té bao
biéu md trong phan tmg viém véi cac té bao
viém tich ty trong niém mac. Sy hi¢n di¢n
cua calprotectin trong phan l1a hdu qua cua sy
di chuyén bach cau trung tinh vao mé tiéu
hoéa do mot qua trinh viém Calprotectin sau
d6 duogc giai phong trong phan, tir 6 co thé
do dugc bang cach sir dung xét nghiém mién
dich lién quan dén enzyme. Nong do
Calprotectin trong phan cho thiy mbi tuong
quan tot v&i viém rudt va Calprotectin trong
phan dugc st dung nhu mdt d4u 4n sinh hoc
trong cac rdi loan tiéu hoa. Trong nhitng nim
gin ddy c6 mot s6 nghién ciu cho thay
Calprotectin ¢ gia tri chan doan phan biét
dén 90% bénh IBD va IBS, tuy nhién, do
nhay va do dic hiéu tai mot diém cat nhat
dinh c6 cac gia tri ngudng tdi uu 1a khac
nhau gifta cac xét nghiém vi thé can co
nghién ctru dé 1am 15 vai tro va gia tri cua
diém cit tin cay Calprotectin trong chan doan
IBD va IBS [6]. Calprotectin phan anh tinh
trang viém duong tiéu hoa va khong bi anh
huong boi sy thay doi 16i sdng & nguoi 16n,
ngoai trir viéc diéu tri b?lng thube chéng
viém khong steroid, nén ngimg 2 tuan trudc
khi 1dy mau. Calprotectin hién dién trén bé
mat cua bach cAu don nhén va dai thuc bao,
tao diéu kién thuan loi cho viéc kéu goi
ching dén vi tri viém. Qué trinh tong hop
calprotectin tdng lén trong qué trinh
viém. N6 ciing cung cip vai tro diéu hoa
mién dich bang cich twong tic voi céc
metalloproteinase phu thudc kém chiu trach
nhiém kich hoat cac cytokine tién viém nhu
TNF...

Két qua bang (2) cho thay khong co su
khac biét vé nong do Calprotectin & nhom
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khée manh va nhom IBS-D, cling nhu khong
tim théy su khac biét vé néng do
Calprotectin & nhéom UC va CD. Trén thuc té
su chong chéo cac dic diém lam sang giira
IBS-D va IBD dan dén viéc phai thuc hién
ndi soi nhiéu hon, mot thit thuat xam 1an lam
cho ngudi bénh kho chiu trong sudt qua trinh
chuin bj soi va dén vai ngay sau khi soi dic
biét la tré em, nén tim mot gia tri cut-off co
thé phan biét duoc IBS-D va IBD 1a can
thiét. Két qua bang (3) cho thiy ciing véi cac
xét nghiém danh gia tinh trang viém khac
nhu CRP, sb lugng bach cau, IL-6, mau lrfmg,
Calprotectin van 1a chi diém cé gia tri cao
nhét vé do nhay va d¢ ddc hiéu gia tri diém
cat Calprotectin 109.5 ug/g c6 gia tri phan
biét IBD va IBS-D v6i d nhdy, do dac hi¢u
la 100 % va 85,2 %. Trong mot nghién cliru
khac duogc thuc hién trén 76 bénh nhan bi
viém loét dai trang, do nhay 98% va do dac
hiéu 1a 96% & ngudng 188 ng/g da duoc bao
c4o vé van dé nay [5]. Két qua nghién ctru
cling cho thay Calprotectin c6 y nghia phan
biét IBD va IBS-D nhung khong thé dung
xét nghiém nay dé phan biét UC va CD
(p>0,05). Ching toi nhan thdy cac chi sb
trong phong xét nghiém nhu CRP, IL-6,
Bach cau hay méu ling déu co gia tri du
dodn mac IBD tuy nhién Calprotectin 1a xét
nghiém c6 gia tri t6t nhat

Ngoai gia tri phan biét IBS-D va IBD,
calprotectin con c6 gia tri trong danh gia
mirc d6 tén thuong. Theo két qua bang (4) so
vO1 cac xét nghiém danh gid viém khac thi
calprotectin va sb luong bach cau ting theo
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mirc d6 hoat dong cua ton thuong va khong
c6 su khéc biét vé vi tri ton thuong.

V. KET LUAN

Calprotectin, CRP, IL-6 phéan biét IBD
va IBS vé6i d6 nhay, do dic hiéu lan luot 1a
100% va 85,2%; 100% va 75,9%; 76,2% va
85,5%.
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PANH GIA KET QUA CHAN POAN TRU'G'C SINH PHAT HIEN THAI
MAC BENH THALASSEMIA TAI BENH VIEN PHU SAN HA NOI

TOM TAT*

Muc tiéu: Danh gia két qua chan doan trudc
sinh phét hién thai mic bénh thalassemia tai
Bénh vién Phu San Ha Noi tir nam 2019-2023.

Poi twong va phwong phap: 267 mau dich
bi cua cac thai phu c6 tudi thai tir trén 16 tuan
thai thugc nhém nguy co cao sinh con mac bénh
thalassemia. Tach DNA tir té bao di, sir dung ky
thuat Multiplex PCR xac dinh dot bién gen
thalassemia.

Két qua: Nghién ctu phat hién 72 (26,9%)
thai mac bénh o-thalassemia thé rat ning, 18

(6,7%) thai méc bénh B-thalassemia thé ning
va trung gian va 9 (3,3%) thai mic bénh o-
thalassemia thé trung gian.

Két luan: Chan doan trudc sinh bang xét
nghiém Multiplex PCR trén nhém thai phu co
nguy co cao sinh con méic bénh thalassemia giup
chan doan chinh xac thai mac bénh thalassemia
nham dua ra bién phép xir Iy kip thoi.

Tir khéa: Multiplex PCR, a-thalassemia, f-
thalassemia, chan doan trugc sinh.

SUMMARY
EVALUATE OF THE RESULTS OF
PRENATAL DIAGNOSIS IN
DETECTING THALASSEMIA
FETUSES AT HANOI OBSTETRICS
AND GYNECOLOGY HOSPITAL

Bénh vién Phy San Ha Ngi

Chiu trach nhiém chinh:

SDT: 0945965255

Email: trangnhi0109@gmai.com

Ngay nhén bai: 5.7.2023

Nguoi phan bién khoa hoc: PGS.TS Pham Thién Ngoc
Ngay duyét bai: 6.7.2023

Hoang Hai Yén?, Pinh Thiy Linh?

Objectives: Evaluate the results of prenatal
diagnostic in detecting thalassemia fetuses at
Hanoi obstetrics and gynecology hospital from
2019-2023.

Materials and methods: 267 amniotic fluid
samples of pregnant women with a gestational
age of more than 16 weeks who were at high risk
of giving birth to a child with thalassemia.
Culture and DNA extraction from amniotic cells,
using Multiplex PCR to identify thalassemia
gene mutations.

Results: The study found 72 (26,9%) fetuses
with a-thalassemia major, 18 (6,7%) fetuses with
B-thalassemia major and intermedia, 9 (3,3%)
fetuses with a-thalassemia intermedia.

Conclusion: Prenatal diagnosis by Multiplex
PCR in pregnant women at high risk of giving
birth to a child with thalassemia helps to
accurately diagnose affected fetuses to take
appropriate treatment.

Keywords: Multiplex PCR, a-thalassemia, f3-
thalassemia, prenatal diagnosis.

I. DAT VAN DE

Thalassemia 1a bénh di truyén don gen
phd bién trén thé gidi véi udc tinh khoang
7,0% dan s6 mang gen bénh. C6 hon 200
qudc gia va vung lanh thé chiu anh huéng
boi cin bénh nay trong d6 co Vit Nam. Mdi
nam c6 khoang 5.500 bénh nhan méc bénh o-
thalassemia muc do rat nang tar vong trong
giai doan chu sinh va 50.500 bénh nhan mic
bénh B-thalassemia thé nang duoc sinh ra
trén toan thé gisi [1],[2].
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Bénh thalassemia dac trung boi su suy
giam hoac mat tong hop chudi globin. Nguoi
binh thuong c6 4 gen a-globin chirc nang
ao/ao. va 2 gen chirc nang B globin (/).
Bénh a-thalassemia do mét hoan toan kha
ning san xuat chudi o globin tao Hb Bart’s
(ya)(--/--) gay bénh a-thalassemia rat nang.
Thai mic Hb Bart’s c¢6 phu né, suy tim va
hau hét thuong tir vong trong giai doan thai
ky 3 hoac ngay sau sinh [3]. Nhitng thai phu
mang thai mac Hb Bart’s con ddi mat vai céc
bién chtng veé san khoa nhu tién san giat, san
giat va bang huyét sau sinh. O Pong Nam A,
90% thai mac Hb Bart’s c6 phu thai, trong d6
nguyén nhan chu yéu do ddng hop tir SEA.
Sang loc va chan doan trude sinh bénh Hb
Bart’s ¢ nhitng khu vuc 0 ty I€ nguoi mang
gen cao la chién lugc bao vé quan trong Voi
sirc khoé cong dong [4]. Khi ba trén bon gen
o globin bj mat hoac bj bat hoat (--/-a hoic --
/oo hodc --/aa’) dan dén chudi p globin du
thira tao thanh tetramer hoat dong, khi trudng
thanh c6 ciu tric Bs gy bénh HbH. Bénh
HbH co6 tinh khong dong nhat cao va co
nhiéu quy luat khéc nhau vé co ché bénh [3].

Bénh B-thalassemia do giam tong hop
(B*) hodc mat tong hop (B°) 2 gen B globin
gay ra cac kiéu hinh khac nhau, tr mic do
thiéu méau nghiém trong dén muc d6 khdng
c6 triéu chung Iam sang. Bénh thuong dugc
chan doén tir 6 thang dén 2 tudi, thiéu mau la
biéu hién dugc phat hién sém, thuong xay ra
tir tir, tang dan, mirc d6 tir vira dén nang, doi
hoi phai truyén méau nhiéu lan, thuong
xuyén, gan va lach to, bién dang xuong, dic
biét 13 xuwong mat. Néu khong duogc diéu tri,
da s6 tir vong trudc 5 tudi, it kha ning
séngqué 10 tudi [5].

Bénh thalassemia dugc chia thanh céc thé
bénh tuy theo muc d6 nang nhe: thalassemia
thé nang biéu hién tinh trang thiéu mau ning
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va phu thudéc vao truyén mau; thalassemia
thé trung gian biéu hién kiéu hinh & cac mirc
dd khac nhau, tir thiéu mau nhe dén thiéu
méu ning kém theo gan lach to va bién doi
xuong; thalassemia thé nhe va nguoi mang
gen thalassemia thuong khéng co triéu ching
lam sang.

Bénh thalassemia khong thé chita khoi
nhung c6 thé phong bénh mot cach chia dong
va hiéu qua bang chan doan truéc sinh tir
dich 4i tim d6t bién gen, gilp chan doan thai
méc bénh thalassemia thé niang nham dua ra
bién phép xtr 1y va diéu tri kip thoi, gitp cho
gia dinh va x& hoi giam ganh nang cham séc
va diéu tri nguoi bénh thalassemia thé nang.

Xuat phét tir nhitng ly do trén, nghién
ctru nay dugc thyc hién vai muc tiéu: “Pdnh
gia két qud chdn dodn trwéc sinh phat hién
thai mdc bénh thalassemia tgi Bénh vién
Phu San Ha Ngi”.

II. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi twong

- Mau nghién ctu: 287 thai phu duoc chi
dinh  xét nghiém xac dinh dot bién
thalassemia tir dich di.

- Tiéu chuan lya chon: Thai phu c6 tudi
thai tir trén 16 tuan, cd it nhat mot trong
nhitng tiéu chuan sau dugc chon lam doi
tuong nghién ciu: Cap vo chong c6 nguy co
cao sinh con méc bénh thalassemia; Gia dinh
c6 nguoi mic bénh thalassemia nhu vo,
chdng hoic con di dugc xac dinh gen bénh
thalassemia; Tién st sinh con phu thai.

- Tiéu chuan loai trir: Thai phu c6 tudi
thai <16 tuan; Thai phu khong c6 nguy co
sinh con mic bénh thalassemia, thai phu
khong dong y 1am thu thuat hat dich 6i hozc
c6 chdng chi dinh hat dich 6i.

2.2. Phuwong phap
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- Thaoi gian nghién cau: Tu thang 8/2019
dén thang 6/2023

- Pia diém tién hanh: Trung tdm Sang
loc, chan doan trudce sinh va so sinh, Bénh
vién Phu San Ha Noi

- Thiét ké nghién ctru: Nghién ctu md ta
cit ngang, hoi ctiru két hop tién ciu

2.3. Céac quy trinh tién hanh trong
nghién cau

- 5mL dich 4i cua thai phu duoc nudi ciy
trong 7 ngay

- Tach DNA tur té bao 6i bang hoa chat
QIAamp DNA mini kit. Dinh luong va kiém
tra chat luong DNA bang may quang phd
NanoDrop.

- Thuyc hién k¥ thuat Multiplex PCR phét
hién 8 loai dot bién o-thalassemia (5 loai dot
bién mat doan & 3 loai dot bién diém) va 9

1. KET QUA NGHIEN cUU
3.1. Pic diém cia déi twong nghién ciru

loai dot bién diém B-thalassemia.

- Phan tich két qua

2.4. Mgt sb tiéu chuin sir dung trong
nghién ciu

- Dot bién o’-thalassemia: cac dot bién
mét ca 2 gen o globin (--SFA, --THAI __FIL),

- Dot bién of-thalassemia: cac dot bién
lam mat 1 gen a globin (-7, -a*?) hoac dot
bién diém lam bit thuong téng hop chudi o
globin (00, aa®, a2,

- Dot bién p°-thalassemia: cac dot bién
lam mat tong hop gen B globin (BC4Y42,
BCU17_ BCATLT2 CI% RIVSLL GIVSLS)

- Dot bién p*-thalassemia: cac dot bién
lam giam tong hop gen P globin (B2, p'VS*
654).

- HbE: Dot bién trén gen B-globin tao
huyét sac té HbE (pCU26)

Bdng 3.1. Pdc diém chung ciia déi twong nghién cizu

Pic diém Gia tri

Tudi thai phu trung binh (nim) 28,9+4,6

> 35 tudi (n, %) 19 (7,0%)
< 35 tudi (n, %) 248 (93,0%)

Tudi thai trung binh (tuéan) 19,3£3,9
< 20 (n, %) 197 (73,8%)

> 20 (n, %) 70 (26,2%)

Dia du

Ha Noi (n, %) 85 (31,8%)

Cac tinh khac (n, %) 182 (68,2%)

Nhdn xét: 267 thai phu trong nghién ctu
c6 tudi tir 17 - 40 tudi, trung binh 12 28,9+4,6
tudi, trong d6 nhém < 35 tudi chiém ty Ié cao
la 93%. Tudi thai tir 16 - 31 tuan, trung binh
la 19,3+3,9 tuan, trong d6 nhom tudi thai <
20 tuan chiém ty 1é cao l1a 73,8%. Thai phu

dén tir Ha Noi chiém ty l¢ 31,8%, thai phu
dén tr 27 tinh khu vuc phia bic chiém
68,2%.

3.2. Xét nghiém gen thalassemia cua
thai phu
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Bdng 3.2. Xét nghi¢m gen thalassemia cza thai phu

Phan loai gt bién S0lugng

n Y0

a-thal silent 16 6,0

a-thal (183 thai phu/68,5%) a-thal trait 165 61,8
HbH 2 0,7

B-thal (46 thai phu/17,3%) B-thal silent 46 17,3
HbE (26 thai phu/9,7%) HbE 26 9,7
ao/p-thal 5 19

Két hop (12 thai phu/4,5%) o/HbE 5 1,9
B-thal/HbE 2 0,7

Tong 267 100

Ghi chu: o-thal: a-thalassemia; B-thal: B-
thalassemia; silent: Nguoi mang gen; trait:
Thé nhe

Nhdn xét: Xét nghiém gen cua 267 thai
phu cho thiy nhom mang dot bién a-thal
chiém ty 1& cao nhat 1a 68,5%, trong d6 a-
thal thé nhe chiém ty 18 61,8%, ngudi mang
gen a-thal chiém ty 1 6,0% va c6 2 thai phu

méc bénh HbH. Nhém mang dot bién p-thal
chiém 17,3%. Nhom mang dot bién HbE
chiém ty 1& 9,7%. Nhom mang dot bién phdi
hop a, B-thal va HbE chiém ty 18 4,5%, trong
d6 o/p-thal va o/HbE chiém 1,9% mdi loai va
¢6 2 thai phu méc bénh B-thal/HbE.

3.3. Phan bd dét bién gen thalassemia
cuaa thai phu

Bdng 3.3. Phan bé dét bién gen cia thai phu

cZ s LK S0 luwgng

Kiéu dot bien N %
--SEA/a0 165 61,8
-3 /oo 7 2,6
-a*?/ao 3 1,1

a-thal - '
. oo~/ oo 4 15
(183 thai phu/68,5%) Y 1 04
00®2% /g0 1 0,4
__SEA/_ (13'7 2 0,7
B/BCd41/42 22 8 , 2
B/pC’ 12 45
B-thal p/pcarir2 4 1,5
(46 thai phu/17,3%) B/B'V52'654 1 0,4
B/BIVSSL-l 2 0,7
B/B'28 5 1,9
HbE (26 thai phu/9,7%) B/BCdz6 26 9,7
Két hop --SEA a0 va B/BC9%8 5 1,9
(12 thai phu/4,5%) --SEA 00 va B/BC‘jl7 3 1,1

28



TAP CHi Y HOC VIET NAM TAP 529 - THANG 8 - SO CHUYEN BE - 2023

--SEA/(X(X va B/BCd4l/42 1 0,4

ao”S/ao va B/ 1 0,4

BCdZG/BCdU 1 04

BCdZG/BCd41/42 1 04

Téng 267 100

Nhgn xét: Trong 6 kiéu dot bién gen a-
thal thi di hop tir SEA gdp nhiéu nhét vai ty
1& 61,8%. Tiép theo la cac dot bién theo tan
suit gap giam dan lan luot 1a 3.7, HbCs va
4.2. Dot bién HbQs va c2delT hiém gap hon
chi véi 1 truong hop/mdi dot bién. C6 2 thai
phu méc HbH c6 kiéu gen (--SE4/- a37). C6 6
kiéu dot bién gen B-thal, trong d6 di hop tir
Cd41/42 gap nhiéu nhit chiém ty & 8,2%.
Tiép theo 1a cac dot bién theo tan suat gap

19.800%
2.300%
\
4 NG
11.700% / N 6.700%

4.100% 25.000% 3.300%

giam dan lan luot 12 Cd17, Cd71/72, -28,
IVS1-1 va thap nhit 1a IVS2-654. Nhém
mang dot bién HbE gap 26 truong hop véi ty
18 9,7%. Nhom két hop cac dot bién o, p-thal
va HbE thap nhat 1a 12 truong hop vai ty 1é
4,5%. C6 2 thai phu mac bénh p-thal (B-
thal/HbE).

3.4. Két qua chan doan trwéc sinh cia
thai

= Phu thai do Hb Bart's (26.9%)

= 3 thalassemia thé nang (6.7%)

= HbH (3.3%)
Mang gen «o thal (25.0%)

= Mang gen HbE (4.1%)

® Mang gen 3 thal (11.7%)

® Mang gen o thal + 3 thal (2.3%)
Khong mang gen (19.8%)

Biéu dé 3.1. Két qud chdn dodn trwéc sinh cia thai

Nhén xét: 267 thai phu dugc chi dinh xét
nghiém dot bién thalassemia tir dich 6i, phat
hién 80,2% thai mang dot bién gen va 19,8%
thai khong mang dot bién gen, trong dé:

- 72 (26,9%) thai méic bénh o-thal thé rat
nang gay phu thai. 9 (3,3%) thai mic bénh o-
thal thé trung gian (HbH). 67 (25,0%) thai
mang gen a-thal

Bdng 3.4. Phan bé dét bién gen cia thai

- 18 (6,7%) thai mic bénh B-thal thé
nang va trung gian. 31 (11,7%) thai mang
gen B-thal

- 11 (4,1%) thai mang gen HbE

- 6 (2,3%) thai mang gen a-thal két hop
B-thal, HbE khong gay bénh.

3.5. Phan b dot bién gen caa thai

Kiéu gen S lugng.
n % Tong %
--SEAJqa 61 22,8
a-thal -a3'/oo 4 1,5 146 54,7
a0/ a0 2 0,7
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~SEAL 37 6 2,2
SEAL 2 2 07
--SEA/ 0 ©S 1 0,4
-SEAJ.SEA 70 26,2
HbE p/peeze 11 4,1 11 4,1
B/BCd4l/42 18 6,7
p/po” 9 3,4
B/BCdn/?Z 1 0,4
B/ﬁlVSl-l 1 0’4
B-thal e . 04 37 13,9
B/BIVSZ-654 1 0’4
BCd4l/42/BCd4l/42 2 0 7
BCd41/42/BCd17 4 15
BCdZG/BCdN 3 1,1
BCdZG/BCd41/42 5 1,9
BCdZG/BIVSI-l 2 0,7
Cd26,/2Cd71/72
Ket hop ECdzejglvs-em i g:j 20 75
-S40 va B/BE0° 4 15
-5 0 va BB 1 04
"SEA/U.(I va B/BCd41/42 1 0,4
__SEA/__SEA va B/BCdZG 2 0’7
Binh thudng 53 19,8 53 19,8
Tong 267 100 267 100

Nhgn xét: Thuc hién xét nghiém
Multiplex PCR tir té bao 6i phat hién 146
(54,7%) thai mang gen dot bién a-thal. Vi 4
kiéu dot bién (SEA, 3.7, 4.2, HbCs), 70 thai
mang dot bién ddng hop tir SEA (--SEA/--SEA
gdy phu thai do Hb Bart’s chiém ty Ié cao
nhat 1a 26,2%. 9 thai mic bénh HbH. 67 thai
mang gen di hop tir SEA, 3.7 va HbCs. 37
(13,9%) thai mang dot bién p-thal voi 6 kiéu
dot bién (Cd41/42, Cd17, Cd71/72, -28,
IVS1-1, 1IVS2-654), trong d6 6 (2,2%) thai
méc bénh B-thal thé nang (BCH4Y/42/pCoY42 v
pCUAL/AZ/BCALTy 3 31 (11,7%) thai mang gen
B-thal. 20 (7,5%) thai mang dot bién gen o/p-
thal, a-thal/HbE, trong do6 c6 2 (0,7%) thai
dot bién dong hop tir SEA két hop véi HbE
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(--SEAI--SEA va B/BY%) gay phi thai do Hb
Bart’s, 12 (4,5%) thai mac bénh p-thal thé
trung gian (B-thal/HbE) va 6 thai co dot bién
két hop o/B-thal va a-thal/HbE khong gay
bénh. 53 (19,8%) thai khong mang dot bién.

IV. BAN LUAN

Thalassemia la bénh di truyén gen lan
trén NST thuong, khi ca 2 vo chdng cling
mang gen thalassemia thi c6 25% nguy co
sinh con méc bénh, truong hop mot ngudi
mac bénh va mot ngudi mang gen bénh
thalassemia thi mdi lan sinh c6 50% nguy co
sinh con méc bénh. Chinh vi vay, véi céc cip
vo chong cling mang gen bénh o hoic P-
thalassemia hoac mot nguoi mang gen f-
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thalassemia va mot ngudi mang HbE thi nhét
thiét phai duoc tu van, sang loc va chan doan
truge sinh cho mdi 1an sinh. Tai Viét Nam, tir
nam 2020, theo quyét dinh s6 1807/QD-BYT
quy dinh dua bénh thalassemia la 1 trong 4
bénh bat bugc phai sang loc truéc 14 tuan
thai tai tt ca cac co s kham, quan ly thai
nghén trén ca nudc hién nay.

Trong nghién ctu, 183 thai phu cé nguy
co sinh con mac hoi chimg Hb Bart’s (--SF4/-
-SEAY duoc chi dinh hat dich 6i véi tudi thai
trung binh 12 19,3 tuan (16-31 tuan), cha yéu
ngudi mang gen di hop tir dot bién SEA (a),
day 1a loai dot bién phd bién nhat & khu vuc
Pong Nam A. Nghién ctru da phat hién 72
thai mac hoi ching phu thai do Hb Bart’s
chiém ty Ié 26,9%. Céc thai phy mang thai
dugc chan doan Hb Bart’s mot s6 trudng hop
c6 két qua siéu am bat thuong nhu phu thai,
tim thai to hozc ¢ tién sir sinh con phu thai
hodc dinh chi thai nghén do Hb Bart’s, mot
s6 truong hop chua phat hién bat thuong trén
siéu am hozc sinh con lan déu dugc sang loc
bénh thalassemia giai doan 3 thang dau cua
thai ky.... Ca 72 thai phu déu chip nhan
cham dut thai ky sau khi da duoc cac chuyén
gia di truyén tu van. Piéu nay dic biét co y
nghia gitp thai phu giam thiéu duoc bién
chung thai ky do mang thai mac bénh a-
thalassemia thé rat nang. Két qua nghién ctu
tuong dong véi nghién ctu cia Thién B.T.H.
phat hién 28,6% truong hop Hb Bart’s [6].

46 thai phu mang gen p-thalassemia
chiém ty 1& 17,3%, trong d6 40 thai phu
mang dot bién B°-thalassemia, 26 thai phu
mang dot bién HbE chiém 9,7%. Trong
nghién ciru gap 6 loai dot bién p-thalassemia,
day déu la nhitng dot bién phd bién o khu
vuc Pong Nam A va ¢ Viét Nam. Nhiing cip
vo chdng ciing mang dot bién p° s& c6 25%
nguy co sinh con mac bénh p-thalasasemia

mirc d6 ning. Bénh B-thalasasemia thé trung
gian va thé nhe 1a sy két hop gitra p°, p* va
BE, trong d6 B-thalasasemia thé trung gian c6
biéu hién 1am sang da dang tir nhe dén nang.
Chan doan phan biét B-thalassemia thé ning
hay thé trung gian rat quan trong trong viéc
lya chon phuong phép diéu tri. Nghién cau
phat hién 18 thai méic bénh p-thalassemia,
trong d6 c6 6 thai mac bénh B-thalasasemia
thé nang, ca 6 thai phu déu quyét dinh dinh
chi thai nghén sau khi dugc tu van, diéu nay
gilp cho thai phyu va gia dinh khong sinh ra
nhitng tré mic bénh thalassemia thé ning,
lam giam ganh nang cho gia dinh va xa hoi.

12 thai mac bénh BY%BE va B*/BE co thé
c6 biéu hién thiéu mau tir trung binh dén
nang, gia dinh nén duoc tu van k§ vé biéu
hién bénh 1y va theo ddi diéu trji sau nay. Néu
thai phu va gia dinh mong muén tiép tuc giir
thai thi duoc tu van kham va diéu tri cho tré
sém ngay sau sinh. Viéc diéu tri sém sé& gidp
giam nhitng bién ching cia bénh pB-
thalassemia thé nang cho tré sau nay.

Bénh HbH la bénh a-thalassemia c6 triéu
ching (di hop tir kép o va a*, hoic a') bao
gom mot dot bién mat doan hai gen va mot
dot bién mat doan hoic dot bién diém trén
mot gen. Nghién ctu phat hién 9 thai mac
bénh HbH chiém 3,3%, trong d6 8 thai mac
HbH thé mét doan va 1 thai mac HbH thé
khéng mat doan (--SFA/-a®). Két qua ty lé
thai mac HbH twong duong véi nghién ctu
cua Thién B.T.H. [6]. Nghién ctru cua Chen
va cong sy vé dic diém 1am sang va di
truyén cia 114 bénh nhan méic bénh HbH
cho thay bénh nhan HbH thé khong mat doan
(--1-a™) ¢6 biéu hién 1am sang ning hon so
v6i bénh nhan HbH thé mat doan (--/-a) [7].
Déi véi bénh HbH, viéc tu van di truyén sau
khi c6 két qua chan doan trude sinh cling can
duoc can nhic, do ¢ su khac nhau vé kiéu
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hinh véi céc kiéu gen twong &ng.

Nghién ctru phat hién 8 thai co dot bién a
két hop véi B-thalassemia, va o-thalassemia
két hop HBE, trong d6 c6 2 thai c6 Hb Bart’s
c6 kiéu gen dong hop tar SEA két hop voi
HbE (--SFA/--SEA va B/BC9%8) do cap vo chdng
thai phu c6 mot nguoi mang gen dot bién
SEA va mot ngudi mang gen SEA két hop
HbE. Vi vay nén chi dinh xac dinh dot bién
o-thalassemia cho cac cap vo chong mang
gen B-thalassemia hoac HbE, vi cac cap vo
chdng d6 c6 25% nguy co sinh con mac bénh
Hb Bart’s hoac HbH [8]

Nghién ctu tir thang 8/2019 dén thang
6/2023 da phat hién thai mic bénh a-
thalassemia mutc d6 nang gay hoi chung
Bart’s chiém ty Ié rat cao la 26,9% va 6,7%
thai mac bénh B-thalassemia thé nang. Chan
doan trudc sinh sém gidp phat hién chinh
xéac thai mac bénh thalassemia thé nang dé cé
thé tu van gia dinh ngan sinh ra nhiing tré
mac bénh nang dong thoi gidp lam giam bién
ching cho thai phu.

Nhu vay, nén trién khai sang loc va chan
doan trudc sinh bénh thalassaemia thanh hé
thng thuong quy gidp chan don som cho
thai va tu van di truyén nham dwa ra cac bién
phép can thiép kip thoi va diéu tri hiéu qua.

V. KET LUAN

Chan doan truéc sinh bang xét nghiém
Multiplex PCR trén nhém thai phu c6 nguy
co cao sinh con mic bénh thalassemia gitp
chan doan chinh x4c thai méic bénh
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thalassemia nham dua ra bién phap xu Iy kip
thoi.
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TOM TAT®

Pit van dé: Hoi chung QT kéo dai (LQTS)
duoc dac trung boi nhiéu triéu ching khac nhau,
bao gém r6i loan nhip that da hinh duoc goi la
"xodn dinh" va rung tim thét, c6 thé din dén ngit
hodc dot tir. Dot bién KCNQI 1a nguyén nhan
phé bién nhit giy ra LQTS.

Muc tiéu: Bao cdo mét truong hop bénh nhi
¢6 nhip tim thai cham nghi ngd mic LQTS

Po6i twong-Phwong phap: Bénh nhi va gia
dinh dugc 1am siéu 4m tim, dién tam d6 ECG, xét
nghiém di truyén CES dé phat hién dot bién gay
bénh

Két qua: Phat hién dot bién di hop & vi tri
c.1022C>T (p.Ala341Val) tai exon 7 cliia gen
KCNQI trén mau bénh nhi va ngudi me cho thay
bénh nhi di truyén dot bién nay tir ngudi me.

Két luin: Nhip tim thai cham trong thai ky
c6 thé 1a ddu hiéu cia LQTS. Nhiing tré nay nén
duoc lam dién tam dd sau sinh va xét nghiém di
truyén dé loai trir hodc xac nhan LQTS.

Tir khéa: Hoi chimg QT kéo dai bam sinh,
d6t bién KCNQI, nhip tim thai cham

'Bai hoc Y Duoc TP. Ho Chi Minh

2Bénh vién Dai hoc Y Duoc TP. Ho Chi Minh
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SUMMARY
A CASE REPORT: FETAL SINUS
BRADYCARDIA AND LONG QT
SYNDROME

Background: Long QT syndrome (LQTS) is
characterized by various symptoms, including
polymorphic ventricular arrhythmia known as
"torsade de points" and ventricular fibrillation,
which can lead to syncope or sudden death.
KCNQ1 mutations are the most common cause
of LQTS.

Objectives: Report a case of a pediatric
patient with fetal sinus bradycardia suspected of
having LQTS

Methods: Pediatric patient and her families
were subjected to echocardiography,
electrocardiogram ECG, and CES genetic testing
to find disease-causing mutation.

Results: Detection of mutation at position
€.1022C>T (p.Ala341Val) at exon 7 of the
KCNQ1 gene in pediatric and maternal samples
showed that the patient inherited this mutation
from her mother.

Conclusion:  Sinus bradycardia during
pregnancy may indicate fetal LQTS. These
children should get postnatal electrocardiography
and genetic testing to rule out or confirm LQTS.

Keywords: Congenital long QT syndrome,
KCNQ1 mutation, Fetal sinus bradycardia
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I. DAT VAN DE

Hoi chung QT kéo dai (LQTS) la mot hoi
chang réi loan nhip tim nguyén phét do di
truyén. LQTS biéu hién bing hinh anh QT
dai trén dién tam dd va nhitng rdi loan nhip
that gay ngat va dot tir. Trén dién tim dd bé
mat, dac trung cia LQTS la khoang thai gian
QT hiéu chinh (corrected QT, QTc) kéo dai,
con tim nhanh that da hinh thai, xoan dinh va
dot to. Hon nira, Xét nghiém gen la phuong
phap chinh xac nhat dé phan loai thé bénh
nhu 14 LQTS loai 1 néu c6 dot bién gen
KCNQ1, LQTS loai 2 néu c6 dot bién gen
KCNH2 va LQTS loai 3 néu c6 dot bién gen
SCN5A. Hién tai, cac dot bién da dugc xac
dinh & it nhat 17 gen lién quan dén LQTS.
LQTS c6 cin nguyén rat phuc tap, bao gém
ca nguyén nhan di truyén va khong di truyén
(3,5) Tai Viét Nam, mac du viéc chan doan
va diéu tri LQTS bam sinh da duoc chd y voi
b4o cdo chin doan va diéu tri ca bénh 1am
sang, nhung viéc &p dung phdi hop danh gia
lam sang, dién tam do va xét nghiém di
truyén trong chan doan, phan ting nguy co
va diéu tri vin con chua day du.

Trong nghién ctru nay, k¥ thuat giai trinh
tuy CES dd dwoc (ng dung dé nghién cau
phéat hién dot bién trén mot truong hop bénh
nhi ¢6 nhip tim thai cham nghi ngo mac
LQTS nham phat hién bién thé lién quan dén
bénh, tir d6 c6 thé xac dinh sém qué trinh
phét trién loan nhip tim va quan ly 1am sang
triét dé hon.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Pé6i twong
Mot gia dinh bénh nhan ngudi Viét Nam
duoc lam xét nghiém di truyén va tu van 1am
sang tai Bénh vién Pai hoc Y Dugc Thanh
phé HO Chi Minh. Bénh nhi 13 nit, 3 ngay
tudi dugc thyc hién xét nghiém gen G4500
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(CES) cung cha me rudt do c¢6 nhip tim thai
cham, nghi ngd mac LQTS.

2.2. Phwong phap nghién ciru

Gidi trinh tw NGS

ADN duoc tach chiét va dugc chuan bi
thu vién giai trinh ty bang kit New England
Biolabs (Hoa Ki). Cac phan manh ADN
trong vung gen muc ti€u s€ dugc lam giau su
dung mau do dic hiéu IDT DNA (Hoa Ki),
sau d6 duoc giai trinh tu trén hé thong giai
trinh tu thé hé méi NextSeq, Illumina (Hoa
Ki) véi do phu trung binh khoang 100X. Téi
thiéu 95% ving gen muc tiéu c6 do pha trén
10X. Két qua giai trinh tu s& so sanh véi bd
gen tham chiéu GRCh38 dé xac dinh bién thé
di truyén. Dua trén co s¢ dir liéu di truyén
hién c6 (bao gé)m dir 1iéu 1000 bo gen, ESP),
cac bién thé hiém véi tan suat dudi 1% trong
quan thé s& dugc tiép tuc phan 16p. Cac bién
thé dugc phan loai dya trén co s¢ dit lidu
ClinVar ciia Vién stic khoe quoc gia Hoa Ky
(US. National Institutes of Health) duoc cap
nhat t6i thoi diém tra két qua.

Khang dinh két qud bang phwong phdp
Sanger

Trinh ty doan gen chtra vi tri dot bién can
kiém tra dugc ldy tir co so dit liéu Genome
(GRCh38) ciia NCBI. Primer duoc thiét ké
bang phan mém Primer3Plus va dugc dénh
gia do ddc hiéu bang cong cu Primer-BLAST
ctia NCBI két hop véi cong cu In-Silico PCR
cua UCSC. Sau do, cac trinh ty primer dugc
giri di tong hop boi IDT. Trinh ty DNA quan
tam dugc dung dé thuc hién PCR trén may
ProFlex™ 3x32-well PCR System cua hang
Applied Biosystems dwa vao primer di tong
hop. San pham PCR sau khi tinh sach duoc
gidi trinh ty Sanger trén hé théng 3130xI
Genetic Analyzer st dung POP-7™ Polymer
(Applied Biosystems). Két qua giai trinh tu
dugc phan tich bang phan mém CodonCode
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Aligner (v. 9.0.1) két hop voi UCSC
Genome Browser (GRCh38) va cong cu
BLAST ctia NCBI dé xéac dinh vi tri dot bién
va loai dot bién.

Ill. KET QUA NGHIEN cU'U

3.1. Pic diém doi twong nghién ciru

Nghién ctru thyc hién trén mot bénh nhi
so sinh (SN 2022) nit, nhip xoang cham, sinh
lac 37 tuan 6 ngay. Trong thai ki nhip tim
thai cham bat thudng 100-110 I/ph, siéu am
tim thai chua ghi nhan bat thuong. Cac két
qua 1am sang cho thiy bénh nhan c6 siéu am
tim binh thudng, tuy nhién két qua dién tim
d6 ECG cho thay hinh anh nhip tim bat

thuong voi hoi ching QT kéo dai co gia tri
gié tri khoang QTc trung binh 471 ms, dugc
xem 1a gia tri QT bét thuong & ca nam gidi
va nir giéi. Két qua 1am sang cta ngudi me
(SN 1989) c6 két qua siéu 4m tim binh
thuong, két qua dién tim dd ECG kéo dai
474 ms. Két qua 1am sang ctia ngudi cha (SN
1982) c6 két qua siéu 4m tim binh thuong,
nhip xoang cham 58 I/p , két qua dién tam do
ECG binh thuong. Két qua 1am sang cia anh
trai bénh nhi (SN 2012) c¢6 két qua siéu am
tim binh thuong, két qua dién tam d6 ECG
kéo dai 464 ms. Bénh nhi duoc tu vin nguy
co bénh 1y tim mach va hudng dan theo ddi
diéu tri tai bénh vién Nhi Pong 2.

Hinh 1. Két qua dién tim @6 ECG ciia gia dinh bénh nhi

(A) ECG bénh nhi so sinh (SN 2022). (B)
ECG cua nguoi me (SN 1989). (---C) ECG
cua nguoi cha (SN 1982). (D) ECG cua anh
trai bénh nhi (SN 2012).

3.2. Két qua danh gia dt bién

Chung t61 da ing dung phuong phap giai
trinh tu gen thé hé méi Illumina phan tich
ving ma hoa cua 4.503 gen lién quan dén

bénh duge xac dinh rd nhat dén hién nay. Két
qué 1a chung t6i da phat hién mot dot bién di
hop sai nghia trén gen KCNQI trén mau
bénh nhi nit va mau nguoi me (bénh nhi nam
khong 1am xét nghiém gen). Dot bién phat
hién bang k¥ thuat CES duoc xac nhan lai
bang phuong phap giai trinh tu Sanger.
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Hinh 2. Két qud gidi trinh tw Sanger cia gen KCNQ1
Nhén xét: Phat hién dot bién di hop & vi tri ¢.1022C>T (p.Ala341Val) tai exon 7 ctia gen
KCNQI trén mau bénh nhi va nguoi me cho thay bénh nhi di truyén dot bién nay tir ngudi

me.

KCNQ1

NH2

)i

COOH

COOH A341V

Hinh 3. Vi tri dgt bién trén céu tric protein KCNQI

Nhgn xét: Protein KCNQ1 (Potassium
Voltage-Gated Channel  Subfamily Q
Member 1) bao gdm 676 amino acid, dugc
mi hoa bdi KCNQI nam trén nhiém sic thé
11. Protein KCNQI chtra sau domain xuyén
mang (S1-S6) v4i ving cam bién dién ap
duoc tao thanh boi S1-S4 va vung 16 kénh
(S5 va S6). Dot bién A341V nam trong ving
domain S6 tao thanh 16 ctia kénh Kali.

IV. BAN LUAN

Trong nghién ctru nay, ching t6i da ap
dung k¥ thuat CES dé xac dinh trinh ty ving
ma hoa cua 4.503 gen cta bénh nhén, tur do
phat hién ra mot dot bién sai nghia
€.1022C>T (p.Ala341Val) tai exon 7 cua gen
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KCNQ1 trén mau bénh nhi va ngudi me. O
nguoi, gen KCNQ1 ma hoa kénh Kv7.1 nhay
cam vai adrenergic chiu trach nhiém cho
dong kali di ra cham (k). Protein KCNQ1
lien két véi cac protein trong ho KCNE (vi
du protein KCNE1) dé tao thanh cac kénh
kali chizc niang. Bon tiéu don vi alpha duoc
tao ra tur cac protein KCNQL1 hinh thanh nén
cau tric cia mdi kénh. Mot tiéu don vi beta
duoc tao ra tr mot protein KCNE lién két
vao kénh va diéu chinh hoat dong cuaa né.
Trong tim, kénh kali lién quan dén co ché
nap nang luong cho co tim sau mdi nhip tim
dé duy tri nhip déu din. Dot bién
p.Ala341Val nim tai ving domain S6 cua
protein KCNQ1 1a dot bién hotspot cua gen
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KCNQI1 di duoc bao cdo trén nhiéu chiang
toc. Dot bién p.Ala341Val 1am mat kha ning
phosphoryl hoa cia KCNQL1 lam anh huong
dén chiic ning cho dong kali di ra cham khi
KCNQI1 dugc hoat hdéa boi protein kinase A
(PKA) va cAMP (1,4) .

DAu hiéu goi y dén LQTS cua bénh nhi la
trong thai ki nhip tim thai cham bét thuong
100-110 I/ph. Dau hiép nhip tim thai cham da
dugc bao céo trong cac truong hop LQTS
tuy nhién cac bac si san khoa khé nhan biét
dau hiéu nay dé hudng dén tam soat LQTS
trong cac truong hop bénh nhi khong co tién
su gia dinh 16 rang (2,6). Du khong moi
nhung LQTS van la bénh ly kh6 chan doan
néu chi dya vao dau hiéu 1am sang nén xét
nghiém giai trinh tu gen gidp ich cho chan
doan chinh xac va theo ddi diéu tri nguoi
bénh.

V. KET LUAN

Nhip tim thai cham trong thai ky c6 thé 1a
dau hiéu caa LQTS. Dién tam do sau sinh va
xét nghiém di truyén nén duoc thyc hién &
nhitng tré nay dé loai trir hodc xac nhan
LQTS.
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GIA TRI CUA XET NGHIEM TSI VA TRAB HUYET THANH
TRONG CHAN POAN BENH BASEDOW

TOM TAT

TSI (Thyroid Stimulating Immunoglobulin)
la xét nghiém dinh luong khang thé kich thich
tuyén gidp TRSAb (TSH Receptor Stimulating
Antibody), vi vay dac hiéu hon xét nghiém
TRAD trong chan doan bénh Basedow, c6 gia tri
chan doan phan biét giita bénh Basedow va mot
s6 nguy@n nhan khac gay ra hoi chitng nhidm doc
giap (NDG) trén lam sang.

Muc tiéu: Khao sat gia tri cua xét nghiém
TSI va TRAD huyét thanh & bénh nhan Basedow
va bénh nhan c6 hoi chimg NPG do mot sé
nguyén nhan khéc.

Po6i twong va phwong phap: Nghién cuu
md ta cit ngang trén 178 bénh nhan cé hoi ching
NDG chia lam hai nhém: 110 bénh nhan
Basedow dugc chan doan lan dau va 68 bénh
nhéan khong phai Basedow ma NDG do nguyén
nhéan khac; dén kham va diéu tri tai Bénh vién
Noi tiét Trung wong tir 01/2023— thang 06/2023.

Két qua: O nhoém Basedow: 97,27% bénh
nhan c6 két qua TSI dwong tinh (> 0,55 IU/L);
99,09% bénh nhan cé két qua TRAb duong tinh
(> 1,75 IU/L). O nhém NPG do nguyén nhan
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khéc: 0% bénh nhan c6 két qua TSI dwong tinh;
97,06% bénh nhan c6 két qua TRAb duong tinh.
C6 mébi twong quan thuan gita TSI va TRAD
(r=0,793) & nhém bénh nhan Basedow.

Két luan: TSI c6 gia tri chan doan dic hiéu
hon so voi xét nghiém TRAD trong chan doan
bénh Basedow.

Tir khoéa: TSI, TRAb, nhiém doc giap,
Basedow.

SUMMARY
THE VALUES OF SERUM TSI AND
TRAB TEST IN THE DIAGNOSIS OF
GRAVES' DISEASE

TSI (Thyroid Stimulating Immunoglobulin)
is a quantitative assay for thyroid-stimulating
antibody (TRSAb: TSH Receptor Stimulating
Antibody), so it is more specific than the TRAb
assay in the diagnosis of Graves' disease, and it is
valuable for distinguishing Graves' disease from
some other causes of thyrotoxicosis syndrome in
clinical trials.

Objectives: to investigate the values of
serum TSI and TRAD levels in Graves' patients
and patients with thyrotoxicosis syndrome due to
other causes.

Subjects and Methods: A cross-sectional
descriptive study on 178 patients with
thyrotoxicosis syndrome was divided into two
groups: 110 patients with first diagnosed Graves'
and 68 patients with non-Graves' (thyrotoxicosis
due to other causes); were diagnosed and treated
at the National Hospital of Endocrionogy from
01/2023 to 06/2023.
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Results: In the Graves' group: 97,27% of
patients had positive TSI result (> 0,55 IU/L);
99,09% of patients had positive TRAb result (>
1,75 1U/L). In the group of patients with
thyrotoxicosis due to other causes: 0% of patients
had positive TSI result; 97,06% of patients had
positive TRAD result (> 1,75 IU/L). There was a
positive correlation between TSI and TRADb
(r=0,793) in Graves' patients.

Conclusions: TSI has more specific value
than TRAb assay in the diagnosis of Graves'
disease.

Keywords:
Graves'.

TSI, TRADb, thyrotoxicosis,

I. DAT VAN DE

Bénh Basedow 1a bénh ly noi tiét thuong
gap ¢ Viét Nam ciing nhu trén thé giéi. Bénh
duoc dinh nghia 13 bénh tu mién, ¢ nhiéu
yéu t6 tac dong lam thay doi trinh dién ty
khang nguyén Ién bé mat té bao tuyén giap,
kich thich hé mién dich san xuét ra tu khang
thé TRAb. TRAb gin vao thu thé cua TSH
tai mang té bao tuyén giap, kich thich gay
tang sinh té bao tuyén giap, ting cuong hoat
dong chirc ning cua tuyén giap gay nén cac
biéu hién NDG trén 1am sang. TRAD la thuét
ngit chung chi ba loai tu khang thé xuat hién
trong bénh Basedow la: TRSAb kich thich té
bao tuyén giap, TRBAD tc ché té bao tuyén
gidp va TRNADb khong anh huong. Tac dung
sinh hoc khac nhau cua ba loai tu khang thé
nay la do cau tric phan tir cua chung c6 diém
khac nhau nén céch gan vao thuy thé cuaa TSH
tai mang té bao tuyén giap khéac nhau. Trong
bénh Basedow, tu khang thé TRSAb dugc
san xuat nhiéu dan dén nhiém doc giap. Muc
d6 nang hay nhe cua bénh phu thudc
vao ty I¢ gitta TRSAD/TRBAD, ty I¢ nay
cang tang thi biéu hién NBPG cang ning va
nguoc lai. TRAD la xét nghiém phat hién ca

3 loai tu khang thé xuit hién trong bénh
Basedow, do vdy nén co6 thé cho két qua
duong tinh gia trong mot sé trudng hop dan
tgi nham 14n trong chan doan. Bé khac phuc
duoc nhuoc diém nay, TSI 1a xét nghiém chi
dinh luong khang thé kich thich tuyén giap
TRSAD, vi vay dac hiéu hon TRAb trong
chan doan bénh Basedow, cd gia tri chan
doan phan biét gitra bénh Basedow véi mot
s6 bénh Iy tuyén giap khac co hoi ching
NDG trén 1am sang. O Viét Nam hién nay
con it nghién cau vé gia tri caa TSI trong
chan doan phan biét bénh Basedow véi mot
s nguyén nhan khac gay ra hoi chimg NDG.
Vi vay chlng tdi thuc hién dé tai nay véi
muc tiéu: Phéan tich gia tri caa xét nghiém
TSI so vé6i xét nghiém TRAb huyét thanh
trong chan doan phan biét bénh nhan
Basedow vai bénh nhan NDG do cac nguyén
nhén khéc.

II. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1. P6i twong va thoi gian nghién ciru
—Péi tuwong nghién ctu: 178 bénh nhan

c6 hoi ching NDG chia lam 2 nhém: 110

bénh nhan Basedow duoc chan doan lan dau

va 68 bénh nhan NDG do nguyén nhan khac

(budu nhan doc tuyén giap, viém tuyén giap

ban cip giai doan nhiém doc gidp; viém

tuyén gidp ty mién Hashimoto giai doan
nhiém doc giap...).
— Thoi gian nghién cau: tu thang 01/2023

dén thang 06/2023.

—Pia diém nghién ctu: Bénh vién Noi
tiét Trung uong

— Tiéu chuan lua chon:

+C6 hoi chung NDG trén lam sang va
xét nghiém (FT3; FT4; TSH).

+Nhom Basedow duoc chan doan lan
dau dua vao: hoi ching NDPG, c6 mot trong
ba tri¢u ching dac hiéu cua bénh Basedow
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(budu mach, 16i mét, phu niém trude xuong
chay); xét nghiém FTs; FT4; TSH, siéu am
tuyén gidp va siéu am Doppler mach mau
tuyén giap.

+Nhom NDG do cac nguyén nhan khac
nhu budu don nhan d6c, budu da nhan doc,
viém tuyén giap ban cip giai doan NDG,
viém tuyén gidp ty mién Hashimoto giai
doan NDG.

+C6 két qua xét nhiém TSI va TRAb.

+Pdng y tham gia nghién ciru.

—Tiéu chuan loai trir; Cac bénh nhan co
bénh 1y kém theo nhu suy than nang, viém
gan cap, suy gan, nhiém khuan ning, bénh ly
tim mach ning. Bénh nhan dang diéu tri
thudc wc ché mién dich. Bénh nhan khéng
ddng y tham gia nghién cuu.

2.2. Phuwong phap nghién ciru

— Nghién ctu mé ta cit ngang.

— Thiét ké nghién ctu: chon nhitng bénh
nhan c6 hoi ching NDBG, duogc khai thac
thong tin (tudi, giéi, chiéu cao, can nang, tién
st bénh tuyén giap), triéu chiing 1am sang,
siéu am tuyén giép, siéu am Dopple mach
maéu tuyén giap, xét nghiém FTs, FT4, TSH,
TRADb, TSI. Bénh nhidn dwoc chia lam 2
nhém: nhom Basedow va nhém NDPG do
nguyén nhéan khac.

Il. KET QUA NGHIEN cU'U

— Ky thuat thuc hién trong nghién cau:
cac xét nghiém st dung duoc thuc hién tai
Khoa Hoa sinh, Bénh vién Noi tiét Trung
wong. Cac xét nghiém FT3, FT4, TSH,
TRAD: thuc hién bang ky thuat mién dich
dién hoa phat quang trén hé théng may
Cobas E601. Xét nghiém TSI: thuc hién
bang phuong phap mién dich héa phat quang
trén may mién dich ty dong IMMULITE
2000 XPi. Céac xét nghiém duoc thuc hién
noi kiém tra chat luong, két qua noi kiém
nam trong giéi han cho phép trudc khi tién
hanh chay mau nghién ciu cho bénh nhan.

—S6 ligu duge xir ly bang phan mém
SPSS 20.0.

2.3. Dao dirc nghién ciru

—Nghién ctru duoc théng qua boi Hoi
dong dao dac Bénh vien Noi tiét Trung
uong. Nghién ctu thu thap théng tin theo
mau bénh an va thu thap mau mau cia bénh
nhan. Viéc nghién cttu khdng 1am ton hai stc
khoe va diéu tri cua bénh nhan. Cac thdng tin
vé bénh nhan hoan toan duogc giir kin. Két
qua nghién cau chi nham phuc vu hoc tap,
nghién ctu va cong tac chan doan, diéu tri,
tién lwgng cho bénh nhén, khéng dung cho
muc dich nao khac.

3.1. Pic diém 1Am sang va xét nghiém chirc ning tuyén giip
Bdng 1: Ddc diem |am sang cia doi twong nghién ciru

Nhom Basedow | Nhém NDG do NN

(n=110) khac (n=68) P
Tudi trung binh X + SD 34,35+ 11,89 45,29 + 13,84 0,00
Gidi (nam/nir) 10/100 9/59 0,384
Triéu ching budu mach 107 (97,4%) 5 (7,4%) 0,00
Triéu chtng 16i mat 45 (40,9%) 0 (0%) 0,00
Nhip tim nhanh 109 (99,1%) 62 (91,2%) 0,01
Héi chirg Run tay 106 (96,4%) 29 (42,6%) 0,00
cuong giap | Hoi hop danh trong nguc 109 (99,1%) 64 (94,1%) 0,07
Gay st 103 (93,6%) 37 (54,4%) 0,00
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Nhdn xét:

—Nhém Basedow c6 d6 tudi trung binh
thap hon (p = 0,00). Ty 1& nam/nit cua 2

nhom c6 su khéac biét (p = 0,384).

— Bu6u mach, 16i mat 1a triéu chung dac

c6 biéu hién budu mach.

Bdng 2: Két qud xét nghigm ddnh gid chirc ning tuyén giap

hiéu cua Basedow, tuy nhién van c6 mot ty 1é
nho trong nhém NBPG do nguyén nhan khac

Nhom Basedow Nhom NDPG do NN
(n=110) khac (n=68) P
TSH Gia tritrung vi (IQR) | 0,03 (0,03 -0,03) 0,03 (0,03-0,03) | 0,00
(U/mL) | Thap nhat — Cao nhat 0,03 - 0,05 0,03 — 0,24

FTs Gia tri trung vi (IQR) | 205 (11,99 -35,68) | 9,91 (7,42—12,60) | 0,00
(pmol/L) | Thip nhit — Cao nhét 5,4 — 50,00 4,23 —50,00

FT4 Gia tri trung vi (IQR) | 59,59 (34,3 —87,30) | 29,58 (25,39 —40,00) | 0,00
(pmol/L) | Thip nhit — Cao nhét 15,6 — 100,00 15,61 — 98,23

IQR: Khoang tir phan vi
Nhdn xét: Gia tri FT3 va FT4 cia nhom Basedow cao hon so vi nhom NDG do nguyén
nhan khéc (p < 0,05).
3.2. Gia tri xét nghiém TRAb va TSI trong chin doin phéin biét bénh Basedow va
nhom NDPG do nguyén nhan khac
Bdng 3: Két qud xét nghigm TRAb va TSI

Nhom Basedow Nhém NDG do NN
(n=110) khéc (n=68) P
TRAb | Giatritrungvi (IQR) | 14,35 (10,67 —24,67) | 3,10 (2,63-3,77) | 0,00
(IU/L) | Thip nhit — Cao nhat 1,74 - 40 1,54 — 40
TSI Gid tri trung vi (IQR) 7,38 (3,59 -13,9) 0,1(0,1-0,1) 0,00
(IU/L) | Thap nhit — Cao nhat 0,1-40 0,1-0,37

Nhén xét: Gia tri TSI va TRAb ¢ nhom Basedow cao hon so vdi nhom NDG do nguyén
nhan khéc (p < 0,05).
Bdng 4: Gia tri chdn dodn ciia xét nghiém TRAb va TSI

Nhom Basedow | Nhém NDPG do NN
(n=110) khéc (n=68) P
<1,75 1 (0,91%) 2 (2,94%)
TRADb (1UIL) >1,75 109 (99,09%) 66 (97,06%) 0.00
TSI (1U/L) <0,55 3 (2,73%) 68 (100%) 0.00
>0,55 107 (97,27%) 0 (0%) ’
Nhin xét: tinh (> 1,75 1U/L la gié tri ngudng chan doan

- O nhém Basedow: 97,27% bénh nhan
c6 két qua TSI duong tinh (> 0,55 IU/L la
gia tri ngudng chan doan bénh Basedow);
99,09% bénh nhan c6 két qua TRAb duong

bénh Basedow).

- O nhém NDPG do nguyén nhéan khéac: 0%
bénh nhan cé két qua TSI duong tinh; 97,06%
bénh nhan c6 két qua TRAb duong tinh.
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Biéu do 1: Méi twong quan giiva xét nghiém TRAb va TSI ciza nhom Basedow

Nhén xét: O nhém Basedow, két qua xét
nghiém TSI va TRAb c6 mdi tuong quan
dong bién chat ch& v6i hé sé twong quan r =
0,793.

IV. BAN LUAN

4.1. Pic diém 1am sang va xét nghiém
danh gia chirc ning tuyén giap

Bénh Basedow c6 thé gip & moi lira tudi
tuy nhién hay gip o tudi tré va trung nién.
Trong nghién ctru ciia ching toi, tudi trung
binh ctiia nhom Basedow 1a 34,35+11,89 tudi;
két qua nay tuong tu voi két qua cua tac gia
Bui Thi Tuyét Mai 1a 37,75+12,99 tudi [1]. O
nhoém NDG do NN khéc, do tudi trung binh
cao hon so véi nhom Basedow, két qua nay
kha twong dong voi két qua cua tac gia
Tiangi Liu [8].

Theo y van ty 1¢ méc bénh Basedow & nit
thuong cao hon ¢ nam, trong nghién clru cua
chung t6i ty 1€ nam/nir trong nhém Basedow
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la 1/10; ty 1€ n/nam & nhom NDG do
nguyén nhan khac c6 sy chénh I¢ch it hon.

Céc tricu ching NDG nhu nhip tim
nhanh, hoi hop, run tay, gay sut... xuit hién
& hau hét cic bénh nhan nghién ciu — két
qua cua sy ting ndong do cia cic hormone
tuyén giap luu hanh trong mau cua bénh
nhan va khong dac hiéu.

Céc trieu chung dac hiéu cia bénh
Basedow 1a buéu mach, 16i mat va pht niém
trudc xuong chay; trong dé budu mach la
triéu chung thuong gip nhit. O nhom
Basedow, budu mach gap & 97,4%. O nhém
NDG do nguyén nhan khac, c6 mdt ty 1¢& nhd
cd budu mach (7,4%), thuong gip trong
truong hop cac bénh nhan bi viém gidp
(budu kich thude nhod hon, tiéng thdi khong
r; s6 ddm mach va tdc do dong chay thuong
chi ting nhe trén siéu am Doppler tuyén
giap).

96,07% (171/178) bénh nhan c6 NDG rd
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(FTstang, FT4 tang, TSH giam); 3,93% bénh
nhan NDPG dudi 1lam sang (chi c6 TSH
giam). Tuy nhién mtc d6 thay ddi ndng do
hormone tuyén giap ciing c6 su khac biét
gitra hai nhoém.

O nhom Basedow, do bénh nhan chua
dugc diéu tri nén FTs, FTy4 tang cao va rat
cao; TSH da s6 ¢ dudi ngudng phat hién
0,03. Két qua FT4 ¢ gia tri trung vi 1a 59,59
(IQR 34,3-87,30 (pmol/L)); twong ddng voi
két qua cua tac gia Cao Van Khoa trén 41
bénh nhan Basedow mdi phat hién: FT4trung
binh 62,6 + 31,37 (pmol/L) [2].

O nhém NDG, FTs, FT; tang it hon. Céac
nguyén nhan gay ra hoi ching NDG khong
phai Basedow thuong gap 1a budu nhan doc
tuyén gidp, viém tuyén gidp ban cép giai
doan NDG, viém tuyén gidp man tinh
Hashimoto giai doan NPG. Két qua FTa
nhom nay thap hon so véi mot sé nghién ciru
khac: tac gia Nguyén Thi Ngoc Hoa nghién
ctru trén 48 bénh nhan viém tuyén giap ban
cip cho két qua FT4 trung binh 12 34,5 + 13,
7 (pmol/L) [6]; tac gid Nguyén Trong Thanh
nghién ctru trén 39 tré em cudng gidp do
viém tuyén giap Hashimoto cho két qua FT4
trung binh la 67,59 + 18,87 (pmol/L) [5].

Tir két qua ciia bang 3 c6 thé thdy két qua
xét nghiém hormone tuyén gidp ctia nhoém
Basedow cao hon rd rét so voi nhom NDG
do nguyén nhan khac. Tuy nhién trong nhom
NDG do nguyén nhan khac c6 mot sb trudng
hop ndng d6 hormone giap ciing ting rat cao
(FT3: 50 pmol/L, FTas: 98,23 pmol/L). Vi
vay, FT3, FTs4 la xét nghi¢ém so by dinh
hudéng nguyén nhan gay ra bénh chir khong
di cin ctt dé chan doan xac dinh bénh
Basedow.

4.2. Gia tri xét nghiém TRADb va TSI
trong chin doin phan biét bénh Basedow
va nhém NDG do nguyén nhin khac

Trong nghién ctru cua ching toi, két qua
TRAD va TSI ciia 2 nhém dbi tuong nghién
citu ¢ su khac bi¢t rd, sy khac bi¢t co y
nghia thong ké.

O nhém Basedow, két qua TRAb va TSI
déu ting cao. Gia tri trung vi (IQR) cua
TRAD la 14,35 (10,67 — 24,67) IU/L — cao
hon nhiéu lan so voéi ngudng gia tri chan
doan bénh Basedow (1,75 IU/L). Két qua
TRAb nay cao hon so véi két qua cua tac gia
Tran Hoai Nam: 11,7 + 11,1 IU/L nhung lai
thdp hon so voi tac gia Nguyén Manh
Tuong: 19,2 + 11,7 IU/L [3] [4].

Theo bang 4, nhom Basedow co gia tri
TSI la 7,38 (3,59 — 13,9) IU/L — cao hon
nhiéu 1an so v6i ngudng gia tri chan doan
bénh Basedow (0,55 IU/L). Két qua TSI nay
kha twong dong véi két qua cua tic gia
Tiangi Liu nghién ctu 227 bénh nhan
Basedow m&i: két qua TSI 1a 7,10 (3,13 —
16,65) IU/L [8].

O nhém NDG do nguyén nhan khac,
noéng d6 TRAD ting nhung ting it hon nhiéu
lan so v&i nhém Basedow, chi ting khoang 2
1an so v6i ngudng gia tri chan doan bénh; gia
tri trung vi (IQR) 1a 3,1 (2,63 — 3,77) IU/L,
két qua TRAb nay cao hon so véi két qua
cua tac gid Yao Hu nghién ctu 393 bénh
nhan bénh tuyén giap khac khong phai
Basedow cho két qua TRAb trung binh 13 2,6
+ 4,8 IU/L [7].

Trong nghién ctru, 175/178 bénh nhan co
két qua TRAb > 1,75 UI/L. Trong nhom
Basedow, c6 109/110 bénh nhan duong tinh
(Gia tri trung vi (IQR): 14,35 (10,67 — 24,67)
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[U/L)), diéu nay cho thdy TRAb 1a mot xét
nghiém c6 do nhay cao cho chin doan bénh
Basedow. Tuy nhién, 6 nhom NDG do
nguyén nhan khac van c6 dén 97,06% bénh
nhan c¢6 TRAb > 1,75 UI/L tuy ndng do
TRAD (Gid tri trung vi (IQR): 3,10 (2,63 —
3,77) IU/L) tang it hon so v&i nhom
Basedow.

Xét nghiém TRAD thyc té dang s dung
tai Viét Nam dugc xét nghiém béng phuong
phap xét nghiém phat hién TRAb trong huyét
thanh cta bénh nhan bang kha ning canh
tranh gin két TSH receptor voi phdi tir TSH
receptor dd biét (TSH hodc khang thé don
dong chéng TSH Receptor)), cac xét nghiém
nay khong thé phan biét TRAb kich thich
hay khong kich thich (Gc ché hay trung
tinh).Vi vay, trong mot sé truong hop do dac
hiéu ctia TRADb bi han ché, din dén két qua
duong tinh gia.

Trong nhdm NDBG do nguyén nhéan khac,
phan 16n bénh nhan déu c6 két qua TRAD
tang nhung c6 thé khong tang that sy thanh
phan TRADb cé tac dung kich thich thy thé
TSH tuyén giap TRSAD, do vay xét nghiém
TRADb duong tinh (vdi nguong 1,75 1U/L)
chua du dé chan doan mac Basedow. T diéu
nay co thé thay gia tri ngudng dé chan doan
Basedow cua xét nghi¢m TRAb 1a 1,75 TU/L
do nha cung cip hoa chit xét nghiém cong
bb chua phu hop véi quan thé bénh nhan
Viét Nam. Nhu vy, néu str dung xét nghiém
TRAbD véi ngudng chan doan 1,75 TU/L dé
chan doan bénh Basedow c¢o thé dan tGi chan
doan khong chinh xac & mot sb truong hop.

Ban luan d&én két qua TSL sb liéu cua
Bang 4 cho thdy sy ting nong do TSI ¢ hai
nhém nghién ctu cé su khac biét 1o rét so
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v6i su ting ndng d6 TRAb: & nhom Basedow
c6 97,27% bénh nhan c6 TSI duong tinh
trong khi & nhom bénh nhan NPG do nguyén
nhan khac khong c¢6 bénh nhan nao c6 TSI
dwong tinh. Két qua nay cho thay TSI ¢ gia
tri dic hiéu cao dé loai trr chidn doan bénh
Basedow trén nhiing truong hop bénh nhan
c6 hoi chimg NDG.

Tac gia Tiangi Liu va CS nghién ctru trén
nhom ddi tuong tuwong tu dua ra két qua: ty
Ié duong tinh cta TSI va TRAb ¢ bénh nhén
Basedow méi khai phét lan luot 12 96,92%
va 95,15%. Trong s6 8 trudng hop Basedow
méi dugc chan doan co két qua khang thé
dinh tinh khéng pha hop, TSI ¢ nhiéu kha
ning pht hop véi chan doan 1am sang cua
bénh Basedow hon (6 bénh nhan duong tinh
vai TSI so vai 2 bénh nhan duong tinh voi
TRAD) [8].

Trong nghién ctu cua chung téi, & nhom
Basedow, xét nghiém TSI va TRAb c¢d méi
turong quan thuan chit ch& véi nhau vai hé sé
tuong quan r = 0,793; két qua nay kha twong
ddng vai két qua cua tac gia Tiangi Liu va
CS [8].

V. KET LUAN

TSI ¢6 gia tri chan doan dac hiéu hon so
Vi xét nghiém TRAD trong chan doan bénh
Basedow.

Xét nghiém TRAb la mot xét nghiém co
gia tri trong chan doan bénh Basedow trén
dbi twong nguoi truong thanh véi do nhay va
d6 dic hiéu cao. Tuy nhién, trong mot sd
treong hop bénh nhéan cé hoi chiing NBG do
nhitng nguyén nhan khac nhu budu nhan doc
tuyén gidp, viém tuyén giap ban cip, viém
tuyén gidp Hashimoto... két qua xét nghiém
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TRAD c6 thé ting nhe nén can xem xét lai
ngudng gid tri chan doan cho bénh nhan
truéc khi chan doan méc Basedow, tranh
nhitng gié tri duong tinh gia gay ra nham lan
trong chin doan va diéu tri bénh.
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PAC PIEM LAM SANG VA HOA SINH CUA BENH NHAN UNG THU
TUYEN GIAP SAU PHAU THUAT SO’ DUNG DAO LIGASURE
TAI BENH VIEN TRUNG UONG THAI NGUYEN

Lé Thi Hwrong Lan!, Nguyén Cong Hoang?, Nguyén Thi Ngoc Anh?

TOM TAT

Muc tiéu: M6 ta dic diém l1am sang, Hoa
Sinh mau & bénh nhan UTTG sau phau thuét s
dung dao Ligasure. P6i twong: 80 bénh nhéan
ung thu tuyén giap duoc didu tri phau thuat sir
dung dao Ligasure tai Bénh vién Trung Uong
Théai Nguyén tir thang 09 ndm 2022 dén thang 03
nam 2023. Phwong phap: Nghién ciru mo ta cit
ngang. Két qua: Tudi trung binh 48,33 + 12,67
tudi, thdp nhat 17 tudi, cao nhat 75 tudi. Ty 1&
gidi: nt (87,5%), nam (12,5%), ty 1€ nli/nam =
7/1. 93,7% ung thu tuyén giap thé nhu. 32,5% c6
tri€u chung ha canxi trén lam sang. Khan giong
va nudt dau 13 hai triéu chimg thuong gip trong
24 gid du sau phau thuat ung thu tuyén giap.
56,3% bénh nhan ung thu tuyén giap sau phau
thuat c6 ndng d6 25(OH)D3 thip. Ty 18 ha canxi
huyét thanh sau phiu thuat tuyén giap 1 32,5%;
trong d6 ¢6 11,3% dugc chin doan suy tuyén cin
giap.

Két luan: Cac thong sb Hoa sinh can quan
tdm ¢ bénh nhan ung thu tuyén gidp sau phau
thuat 12 ndng do canxi huyét thanh, 25(0OH)D3 va
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PTH, dic biét & nhom phau thuat cit toan bd
tuyén giap.

Tir khéa: Ung thu tuyén giap, phau thuat,
dic diém Hoéa sinh, Bénh vién Trung Uong Thai
Nguyén, dao Ligasure.

SUMMARY
CLINICAL AND BIOLOGICAL
CHARACTERISTICS OF PATIENTS
AFTER THYROIDECTOMY USING
LIGASURE AT THAI NGUYEN
GENERAL HOSPITAL

To describe the clinical and biological
characteristics of patients after
thyroidectomyusingthe Ligasure. Subjects: 80
thyroid cancer patients who were treated using
the Ligasure at Thai Nguyen General Hospital
from September 2022 to March 2023. Methods:
Descriptive study Results: The mean age was
48.33 = 12.67 years , the youngest was 17 years
old, and the oldest was 75 years. Gender ratio:
female (87.5%), male (12.5%), female/male ratio
= 7/1. 93.7% papillary thyroid cancer 32.5%
have clinical symptoms of hypocalcemia.
Hoarseness and painful swallowing are two fairly
common symptoms in the first 24 hours after
thyroid cancer surgery. 56.3% of thyroid cancer
patients after surgery had a lower 25(OH)D3.
The rate of hypocalcemia after thyroid surgery
was 32.5%, of which 11.3% were diagnosed with
hypoparathyroidism. Conclusion: Biochemical
parameters that need attention in patients with
thyroid cancer after surgery are serum calcium,
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25(0OH)D3, and PTH, especially in the total
thyroidectomy group.

Keywords: Thyroid
thyroidectomy,biochemicalcharacteristic,
Ligasure.

cancer,

I. DAT VAN DE

Ung thu tuyén gidgp (UTTG) 1a ung thu
phd bién nhit ving dau cb va c6 xu hudng
ngay cang gia ting. Theo GLOBOCAN nam
2020, UTTG xép thir 9 trong cac bénh ung
thu phé bién, 586.202 ca méi méc hang nam
vol 48.143  ca t&r vong. Tri€u ching cua
UTTG thuong nghéo nan trong giai doan
dau, & giai doan mudn hodc khdi u xam 14n
c6 thé xuét hién triéu chung nhu: chen ép,
xam lan day than kinh quit nguoc gy noéi
khan. Phau thuat 1a phuong phap diéu tri
hang dau trong UTTG. Sau phau thuét suy
tuyén can giap tam thoi hay vinh vién 1a mot
trong cic bién ching hay gip ¢ bénh nhan
sau phau thuat UTTG la suy giam chirc ning
tuyén giap, ha canxi mau. Ty 1& suy tuyén
can giap vinh vién sau khi cit tuyén giap
toan bd tir 0,7 - 2% tuy nhién theo mdt s tac
gida thi ha canxi mau thoang qua la tri€u
chung xay ra & hau hét bénh nhan phau thuat
UTTG.

Tai Bénh vién Trung Uong Thai Nguyén
(BVTUTN) phiu thuat UTTG duoc tién
hanh thuong quy véi sy hd trg ciia dao
Ligasure. Tuy nhién sau phau thuat viéc danh
gi4 tinh trang suy tuyén can giap ciing nhu
cac dac diém 1am sang trén bénh nhan phau
thuat UTTG chua c6 nghién ctu danh gia cu
thé va chi tiét. Vi vy chiing t6i nghién ctru
dé tai v6i muc tiéu: “Mé ta ddc diém lim
sang, can lam sang cua bénh nhan UTTG
sau phau thudt sir dung dao Ligasure”.

. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i twong nghién ciru

- Péi tuong: 80 bénh nhan UTTG duoc
phdu thuat tai BVTUTN s dung dao
Ligasure.

* Tiéu chudn chon

+ Cac BN dugc chan doan xac dinh la
UTTG nguyén phat: dya vao lam sang, can
lam sang va mo bénh hoc, vao diéu tri tai
BVTUTN.

+ C6 hd so luu trir day di: mo ta 16 tricu
ching 1am sang, can 1am sang, mo6 bénh hoc,
duoc diéu trj phau thuat va c6 bién ban ghi rd
cach thirc phau thuat.

+ Pugc phau thuat tai BVTWTN sir dung
dao Ligasure.

+ Puoc diéu tri sau phau thuat va tai
kham dinh ky tai BVTUTN.

+ Puogc tai kham tai thoi diém nghién
citu va thyc hi¢n cic xét nghiém can lam
sang (si€u am, xét nghiém mau).

+ Khong bi bénh ung thu ¢ cac co quan,
bd phén khac kem theo.

+ BN va gia dinh dong ¥ tham gia nghién
clru.

* Tiéu chudn logi triv:

+ BN khong dap (ng mét trong cac tiéu
chuan trén.

2.2. Phuong phap nghién ctru

- Thiét ké nghién ciru: Nghién ciru mo ta
cat ngang.

- Thoi gian va dia diém nghién ciru:
Nghién ctu dugc thuc hién tai khoa Tai miii
hong va Trung tdm Ung buéu - BVTUTN tur
thang 09 ndm 2022 dén thang 03 nam 2023

- C¢ mdu va chon mdu

C& mau: duoc tinh theo cong thic udc
tinh mot ty 18 trong quan thé:

n=2Z%1-an ¥ (1AZ J

n: 1a c& mau nghién cuu.
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p: ty 1& bénh nhan ung thu tuyén giap bi
ha canxi mau sau phiu thuat cit tuyén giap
14y tir nghién ctru trude 1a 40% [3].

A: 1a d6 chinh xac tuyét ddi ctia nghién
ctru, 1dy =0, 1.

o: mirc y nghia théng ké, 1y o = 0,05.
Khi do, Z(1-a/2) = 1,96.

C& mau tbi thiéu dwoc tinh theo cong
thire cho két qua 1a 61,4.

Chon mau: chon miu ngiu nhién cic
bénh nhan UTTG diéu tri tai khoa Tai mii
hong va Trung tdm Ung budu - BVTUTN
trong thoi gian tién hanh nghién ctu.

Chi s, bién sb nghién ctru

Thong tin chung va dic diém lam sang:
tudi, gidi, tién sir gia dinh, tién sir ban than.
Thoi gian phat hién bénh dén nay. Ly do vao
vién, chan doan giai phau bénh (thé nhi, thé
nang, thé khong biét hoa); chan doan giai
doan ung thu; phuong phap phau thuat.

INl. KET QUA NGHIEN cU'U

Pic diém cdn lam sang: canxi huyét
thanh, canxi ion, PTH, albumin, phospho
mau trong vong 24 gid dau sau phau thuat.
Ha canxi huyét thanh dwoc chin doan khi
dué6i 2,1 mmol/L. Chan doan suy tuyén cin
giap khi ndng d6 PTH duéi 14 pg/mL (<1,5
pmol/L) va ndng d6 canxi huyét thanh dudi
8,5 mg/dL (< 2,1 mmol/L) [1, 3].

2.3. Xir ly s liéu

S6 liéu thu thap phan tich bang phan
mém SPSS 22.0. So sanh ty 1¢ hai nhom
bang kiém dinh y2 khi tin s mong doi cua
mdi 6 trén 5 va dung kiém dinh fisher’s exact
test khi tin s6 mong doi.

2.4. Pao duc nghién cau

Cac dbi tuong tham gia nghién ciru mot
cach tu nguyén. Céc thong tin dugc gitr bi
mat va chi dugc st dung véi muc dich
nghién ctru, dem lai 1¢i ich cho bénh nhén.

3.1. Mt s dic diém & doi twong nghién ciru
Bing 1. Diic diém chung déi twong nghién civu (n = 80)

Piic diém chung Tanso(n) | Tylé%
18 - 39 tudi 35 43,8
Tudi 40 - 59 tudi 30 37,5
> 60 tudi 15 18,7
Gisi Nam 10 12,5
Nit 70 87,5
Ung thu tuyén giép biét hoa thé nhi 75 93,7
Phan loai UT Ung thu tuyén giap biét hoa thé nang 5 6,3
Ung thu tuyén giap thé khong biét hoa 0 0
) PT toan b tuyén giap 74 92,5
Phuong phap PT PT thuy trai tuyén giép 6 75

Do tudi trung binh 1a 48,33 + 12,67 tudi; 43,8% dudi 40; ty 18 trén 60 tudi 1a 18,7%. V&
gidi, phan 16n ddi tuong ung thu tuyén giap 1 nir gisi véi ty 186 87,5%.

Pa s6 BN 1a UTTG thé nhu véi 93,7%; chi ¢6 6,3% 1a UTTG thé nang. C6 92,5% phéu
thuat cét toan bo tuyén giap, 7,5% 1a phau thuét 1 thuy.
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Bing 2. Cic trigu chirng lim sang gdp phdi trong 24 gio' sau phdu thudt cit tuyén gidp

cua bénh nhan UTTG

Tén s6 (Ty 1é %)
— Cit tuyén giap | Phau thuat cat thay
DPac diem o s p-value
toan bg (n=74) tuyen giap (n=6)

Tu mau vét mo 1(1,3) 0 (0) 0,04**

Khan giong 6 (7,5) 2(2,5) 0,3**

Nudt dau 16 (20) 5 (6,3) 0,03*

Co triéu chung ha canxi trén Iam san
el chung Na canx 91 21(23) 5 (6.3) 0,03
sau phau thuat (%)

Két qua & Bang 2 cho thdy triéu chimg
nudt dau sau phau thuat gap véi ty 1¢ nhiéu
nhat d6i v&i nhom cit tuyén giap toan bo 1a
20%, v6i nhom cat thuy 1a 6,3%; Két qua
nay cao hon c6 ¥ nghia thong ké so véi nhom
cit 1 thuy tuyén giap véi p < 0,05. Triéu
chung khan giong voi ti 1€ lan luot tai 2
nhom 1a 7.5 % va 2,5%. Ngoai ra, ty mau

*chi - squared test, **Fisher’ exact test.
gip ¢ 1 BN trong nhém phiu thuat cit tuyén
giap toan bo. V& triéu chung ha canxi trén
lam sang, c6 26,3% gap & nhom cit toan bd
tuyén giap; 6,3% ¢ nhom cat thuy, sy khac
biét c6 ¥ nghia thdng ké véi p < 0,05.

3.2. Pic diém mot so chi s6 hoa sinh va
méi lién quan ¢ bénh nhéan phiu thuit cit
tuyén gisp bang dao Ligasure

Bing 3. Méi lién quan giiva xét nghigm Héa sinh sau phdu thudt va phwong phdp phiu

thudt ciit tuyén gidp

. i PT mét thuy tuyén giap | PT toan b tuyén giap
Céc xét nghiém Hoa sinh (TB + SD) (TB + SD) p

TSH (uIU/mL) 13+0,7 15+0,8 0,6°
PTH (pmol/L) 3,01 +£0,56 1,63 +0,56 0,0002
25(0OH)D3 (ng/mL) 25,7+10,3 23,5+ 3,75 0,35
Phospho mau (mmol/L) 1,13+ 0,08 1,25+0,2 0,562
Canxi huyét thanh (mmol/L) 2,1+0,06 2,06 +£0,17 0,000°
Canxi ion (mmol/L) 1,18 £ 0,04 1,15+ 0,08 0,000?

aT-test, bMann-Whitney test

Két qua & Bang 3 cho thiy néng do PTH, canxi huyét thanh va canxi ion héa & nhom

phau thuit toan bo tuyén giap thip hon so vi nhém phau thuat 1 thiy co ¥ nghia thong ké

v6i p < 0,01. Cac chi sé khac nhu TSH, Phospho méu khong cé sy khac biét va déu ¢ ngudng

binh thuong. Nong d6 25(0OH)D3 trung binh ¢ 2 nhom khong khac biét nhung déu ¢ ngudng
thap.
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Bing 4. Moi lién quan giita phwong phdp phdu thudt tuyén gidp va mét sé dic diém

Hoéa sinh mau cua bénh nhan

L PT tuyén giap toan| PT 1thuy tuyén | Chun
Cac dic diem bg (n ) 72) gip (ny: 6>)/ (nzso(';J P
Ha canxi huyét thanh (%) 21 (26,3) 5 (6,3) 26 (32,5) | 0,000*
Ha 25(0OH)D3 (%) 35 (43,8) 10 (12,5) 45 (56,3) | 0,045**
Suy tuyén can giap (%) 8 (10) 1(1,25) 9 (11,3) | 0,000**

Két qua & Bang 4 cho thidy nhom phau
thuat cit toan bo tuyén gidp co ty 1é ha canxi
huyét thanh, 25(OH)D3, suy tuyén can giap
cao hon c6 ¥y nghia théng ké so véi nhom
phau thuat 1 thuy (p < 0,05). Nghién ctru cho
thdy chi c6 mdi twong quan trung binh c6 ¥
nghia thng ké giita nong do 25(0OH)D3 va
ndéng d6 canxi huyét thanh sau phau thuat voi
r=0,46, p <0,05.

IV. BAN LUAN

4.1. Pic diém chung cia UTTG

Két qua tai bang 1 cho thdy UTTG gap
phan 16n ¢ nit gidi voi ty 18 87,5% va ty 18
nit/nam = 7/1. Ty 1€ nit/nam trong nghién
clru cua ching t6i twong tu v6i két qua cua
Tran Minh Khoi 1a 7/1 va cao hon tac gia
Mai Thé Vuong 1a 5/1 [2, 4].

Tudi trung binh 48,33 £ 12,67 tudi thap
nhat 17 tudi, cao nhat 75 tudi. Khong c6 BN
nao dudi 15 tudi. Két qua nay ciing tuong tu
nhu két qua cua cac tac gia Mai Thé Vuong
[3]. Tudi 1a mot trong nhitng yéu té tién
luong vai bénh, nhitng BN trén 45 tudi hodc
dudi 15 tudi co tién luong xdu hon so véi
nhom BN con lai

Pa s6 bénh nhan trong nghién ctu 1a ung
thu thé nhl chiém 93,7%, thé nang chiém
6,3% va khong c6 bénh nhan nao UTTG thé
khong biét hoa hoac thé tuy. Nhu vay két qua
nghién cau caa chudng téi phu hop véi cac
nghién ctru trong va ngoai nudc, cing ddng y
v6i két luan UTTG hay gap nhat la thé nha
sau d6 1a thé nang, thé tay va thé khong biét
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hoa hiém gap [5].

4.2. Pic diém 1am sang sau phau thuat
ung thw tuyén giap

Két qua qua bang 2 cho thidy ha canxi
huyét thanh 13 mot bién chimg thuong gip
sau phau thuat tuyén giap. N6 thuong xay ra
trong nhitng ngay dau tién sau phau thuat va
n6 ¢ thé c6 triéu ching hoic khong co triéu
ching trén 14m sang. Nghién ctru cho thdy c6
26,3% bénh nhan co triéu chimg ha canxi
trén 1am sang trong 24 giod dau sau phiu
thuat & nhom phiu thut cat toan bo tuyén
gidp va ty 1& nay thap hon ¢ nhém cit mot
thiy voi 6,3% v6i p < 0,05. Két qua nay thap
hon so vé&i nghién ciru ctia Nguyén Xuan
Hau, nguyén nhan c6 thé do nghién ciru ciia
ching t6i bénh nhan dugc bo sung canxi va
vitamin D giip gidm céc tri€u ching ha
canxi trén 1am sang [3].

Ngoai tri¢u chung ha canxi mau trén lam
sang, triéu chimg nudt dau sau phau thuat
gip voi ty 16 di véi nhom PT cat tuyén giap
toan bd chiém 20%, v6i nhom cit thuy la
6,3%, sy khac biét gitra 2 nhom c6 y nghia
thong ké v6i p < 0,05. Triéu chimg khan
giong véi ti 1 1an luot & 2 nhom 1a 7,5% va
6,3%. Két qua trong nghién ctru cia chiing
t6i thdp hon dang ké so voi nghién ctru cua
tac gia Nguyén Xuan Hau do trong nghién
ctru 100% BN su dung dao Ligasure trong
phiu thuat, Két qua cua ching toi tuong tu
nhu ctia Mai Thé Vuong (2019) cho thay cac
yéu t6 nhu cit tuyén giap toan bd so voi cit
thiy va eo (p = 0,042), kém theo vét hach cb
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(p = 0,044) lam gia ting ty 18 khan tiéng mot
cach rd rét va c6 ¥ nghia théng ké [4, 6].

4.3. Pic diém mot sé chi s6 Héa sinh
mau sau phiu thuit UTTG

Khi danh gid mdi lién quan xét nghiém
Héa Sinh sau phau thuit va phuong phap
phau thuat, két qua tai bang 3 va bang 4 cho
két qua ty 18 ha canxi huyét thanh ¢ ca nhém
phau thuat cit tuyén giap toan bd cao hon so
v6i nhém cat 1 thuy voi ty 1& lan luot 1a
26,3% va 6,3%. Két qua nay twong tu Gupta
S va cong sy nim 2015 ciing cho thiy co su
khéc biét gitra nhém phau thuat cit toan bod
tuyén gidp va cat mot thuy tuyén gidp vé
né)ng do canxi sau phau thuat (38,8% ¢ nhom
cit toan bo so v6i 13,8% & nhom cat 1 thiy,
p < 0,001). Theo Trahan J va cong su (2018)
ty 1& ha canxi huyét thanh sau phiu thuat 1a
15,7% v6i nong d6 canxi huyét thanh trung
binh la 7,66 + 0,5 mg/dL so vé6i 8,96 + 0,5
mg/ dL. & nhom khde manh [6, 7].

Trong nghién cou danh gia ty 1€ ha
25(0OH)D3 1a 43,8% & nhom phiu thuat cit
tuyén giap toan bo va 12,5% & nhom phau
thuat cat 1 thiy tuyén giap thap hon tac gia
Vii Ngoc Ha. Nhu vay, ¢ thé thiy ty 1é ha
vitamin D sau phau thuat cat tuyén giap 1a rat
phé bién. Hau hét cac nghién ciru bio cio
mirc vitamin D thip hon dang ké & bénh
nhan ung thu tuyén giap so véi d6i tugng bi
cac bénh tuyén giap lanh tinh. Mot phén tich
tong hop gan day trong s6 14 nghién ctru
bénh chimg da cho thiy néng d6 25(0OH)D3
trong huyét thanh thap hon ¢ nhitng bénh
nhan UTTG trudc phiu thut so véi nhom
dbi chtng. Thiéu vitamin D ting nguy co
ung thu tuyén giap 1én 30% so voi nhing
nguoi khong thiéu véi OR = 1,3 (95%CI:
1,001 - 1,69). Ngoai ra, nghién ctlru ciing tim
thdy méi twong quan gitta ndng d6 Canxi
huyét thanh sau phiu thuat & nhom cat toan

bo tuyén giap véi ndng d6 25(0OH)D3. Két
qua tuong ty nhu nghién ciru cua Sammel J.
Rubin, 25(OH)D3 1a mot yéu t6 du bao co ¥
nghia vé ha calci huyét sau phiu thuit cit bo
tuyén giap [1, 8].

Trong 80 BN ty 1& suy tuyén can giap
thip 1a 11,3% trong d6 cha yéu nhém cit
tuyén giap toan bod chiém 10%. Ty 1& thap
hon Nguyén Xuan Hau 1a 15,4%, Tran Hiru
Hiéu 1a 16,7% [3]. Nguyén nhan c6 thé do
nghién ciru chung t6i dugc phau thuat su
dung dao Ligasure do d6 lam giam dang ké
tac dung nhiét dac biét trong thi boc tach bao
ton tuyén can giap, bao dam mach nudi cua
tyén. Suy tuyén can giap 1a bién ching phé
bién nhat sau phau thuat tuyén giap. Theo
C4c bao cao ty 18 trung binh cia suy tuyén
can giap tam thoi va vinh vién sau phau thuat
tuyén can giap dao dong tir 19 - 38% va 0% -
3%. Suy tuyén cin giap biéu hién qua tinh
trang ha canxi méu, 1a mot trong nhiing bién
ching cin quan tdm trong hiu phiu ciing
nhu qua trinh tii khdm ctia BN. Sau phau
thuat cit giap, ha canxi méau thoang qua cé
thé giai thich do thao tac phiu thuat vién trén
tuyén gidp va tuyén cén giap. Tuyén can giap
bi thuong tén co thé do chan thuong truc
tiép, do ton thuong mach mau nudi, hay do
bi mat nhiét trong qua trinh phau thuat. Két
qua cudi cung 1a thiéu mau nudi tuyén can
giap, do d6 lam giam tiét PTH. Cac thuong
ton nay c6 thé phuc hdi va tinh trang ha
canxi mau chi 1a thodng qua. Cac bio cao
cling cho thiy ha canxi huyét thanh c6 thé
xdy ra doc lap voi gidm PTH, nhung khi
giam PTH thi luén ludn xdy ra tinh trang ha
canxi mau, mac du thoi gian co thé tré tir vai
gio dén vai ngay. Dong thoi, ké ca khi khong
bi ton thuong tuyén cén gidp thi van c6
khoang 5% bénh nhan cé triéu chung ha
canxi mau va co thé kéo dai dén 6 thang.
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Nhu vay, van dé suy tuyén can giap, ha canxi
huyét thanh va 25(OH)D3 1a cac van dé can
lam sang can dugc quan tim ¢ bénh nhan
phau thuat ung thu tuyén giap [5].

V. KET LUAN

Pa s6 1a ung thu thé nha (93,7%). Sau
phau thuat 24h, triéu ching thuong gip la
khan giong va nudt dau. C6 32,6% BN co
triéu chiing ha canxi trén lam sang.

Céac chi s Hoéa sinh can quan tdm chi
dinh theo d&i va b sung trong qua trinh diéu
tri & bénh nhan UTTG sau phau thuat la:
Nong d6 PTH va Canxi TP huyét thanh,
canxi ion hoa gidm rd rét sau phau thuat
UTTG dic biét 1a phau thuat tuyén giap toan
bd voi p< 0.001, Nong d6 25(0OH)D3 cod
giam tuy nhién chua c6 y nghia théng ké.
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HIEU QUA BO SUNG THU’C PHAM TU’ TRU'O'C VA TRONG KHI CO THAI
PEN NONG PO HEPCIDIN VA TINH TRANG SAT CUA PHU N
TAI HUYEN CAM KHE TiNH PHU THO

TOM TAT

Muc tiéu: Danh gia hiéu qua bd sung thuc
pham cho phu nit tir truéc va trong khi mang thai
dén ndng d6 hepcidin va tinh trang sit. Doi
twgng va phwong phap: Nghién cau can thiép
c6 d6i ching. 60 phu nir 18-30 tudi chua tirng
mang thai séng tai Cam Khé, Pht Tho duoc phan
ngau nhién vao 2 nhém; Nhém can thiép duogc bd
sung thuc pham gidu sit, kém, vitamin A,
vitamin By, va folate san cé tai dia phuong 5
ngay/tuan tir trudc khi mang thai dén khi sinh
con; nhém chang: khéng bo sung thuc pham.
Hiéu qua can thiép dugc danh gia bang cac chi
s6: Hepcidin, Transferrin receptor, Sit, Ferritin,
Body Iron (BI). Nhiém tring duoc danh gia bang
céc chi sb: C-Reactive Protein va Alpha 1-Acid
Glycoprotein. Két qua: Tai thoi diém thai 32
tuan, ndng do hepcidin va nong d6 sit trong co
thé (Bl) & nhém can thiép 1a 5,2 ng/ml; 4,1
mg/kg cao hon c¢6 YNTK so vGi nhom ching
(1,8 ng/ml; -3,2 mg/kg). Ty 1 thiéu sit tao hong
cau va thiéu sét trong mé co thé cua nhém can
thiép 1a 20,6% va 10,3% thap hon c6 YNTK so
véi cac ty 1€ nay & nhém chimg twong tng 72,4%
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va 62,0%. Két luan: B6 sung thuc pham tu nhién
tr trudc khi mang thai cho tgi khi sinh da cai
thién tinh trang dinh dudng sat ¢ phu nit trong
thai ky.

Tir khoa: B6 sung thuc pham, hepcidin,
body iron, ferritin, transferrin-receptor, thiéu sit,
phu nir ¢6 thai, Phu Tho.

SUMMARY
EFFECT OF FOOD
SUPPLEMENTATION PRIOR TO AND
DURING PREGNANCY ON HEPCIDIN
CONCENTRATION AND
NUTRITIONAL IRON STATUS FOR
WOMEN IN CAM KHE DISTRICT,
PHU THO PROVINCE

Objective: To evaluate the improvement of
iron status of the food supplementation prior to
and during pregnancy for women living in Cam
Khe district, Phu Tho province. Subjects and
Methods: Randomized controlled study. 60
women who have not been pregnant of 18-30
years old living in Cam Khe, Phu Tho were
randomly assigned into two groups; Intervention
group: were supplemented with foods rich in
iron, zinc, vitamin A, vitamin B12 and folate
available locally for 5 days per week from
prenatal to postnatal; Control group: do not have
food supplementation. The efficacy of the
intervention was evaluated by the following
indicators:  Hepcidin, Transferrin  receptor,
Ferritin, Body Iron (BI). Infections are evaluated
by the following indexes: C-Reactive Protein and
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Alpha 1-Acid Glycoprotein. Results: At the
gestation of 32 weeks, the hepcidin concentration
and the body iron concentration in the
intervention group were 5.2 ng/ml and 4.1
mg/kg, respectively, which were higher
(statistically significant) than that of the control
group (1.8 ng/ml; -3.2 mg/kg). The percentage of
iron-deficient erythropoiesis and deficiency of
iron in body tissue were 20.6% and 10.3%,
respectively, which were lower (statistically
significant) than that of the control group
(72.4%; 62.0%) Conclusion: Natural food
supplementation from prior to and during
pregnancy has improved nutritional iron status in
women during pregnancy.

Keywords: Food supplementation, hepcidin,
body iron, ferritin, transferrin-receptor, iron
deficiency, pregnant women, Phu Tho

I. DAT VAN DE

Trong nhiéu nim qua, thiéu mau van la
van dé c6 y nghia stic khoe cong dong. Theo
thong ké ctia T chirc Y té thé gisi (WHO)
nim 2011 c6 dén 38% phu nit co thai
(PNCT) trén toan cau bi thiéu mau phan 16n
13 ¢ cac nuéc dang phat trién [1]. Trén 50%
cac truong hop thiéu mau & phu nit ¢6 thai 1a
do thiéu sit. Thiéu méau thiéu sit & PNCT
anh huong dén sy phat trién & giai doan bao
thai va tac dong khong tot dén qua trinh ting
trudng cua tré sau nay. Tai Viét Nam, thiéu
sat 1a bénh kha phd bién dic biét ¢ cac ving
ndng thdn. Theo tong diéu tra toan qudc nam
2015 cua Vién Dinh dudng, ty 1& thiéu mau &
phu nit tudi sinh dé 1a 25,5%, riéng & mién
ndi 1a 27,9%, ty 1& phu nit mang thai thiéu
méu 1a 32,8%, trong sb ddi twong thiéu méu
c6 54,3% bi thiéu sit [2].

Hepcidin l1a hoocmon peptide do gan san
xudt co6 tac dung diéu hoa sit ndi méi.
Hepcidin lién két v6i ferroportin (thy thé ctia
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hepcidin va 13 kénh trao d6i sét). Khi co thé
dy trit da st hodc viém, néng dd hepcidin
tang khién ferroportin bi thoai héa. Nguoc
lai, khi co thé thiéu sit hodc c6 hoat dong
ting tao hong cdu s& uc ché hepcidin dong
nghia v6i viéc ting ndng do ferroportin tao
diéu kién cho sit dugc hép thu trong rudt va
kich thich sit dwoc phong thich tir cac dai
thue bao va té bao gan dé tong hop cac hong
cau méi [3]. Nhu cau st cua me va thai nhi
tang 1én trong thoi Ky c6 thai duoc bu dip
boi su gia tang hap thu sat & ruot. Cac nghién
ctru trén dong vat va mot sé nghién cau theo
ddi trén ngudi cho thay, hepcidin bi c ché
dang ké trong thai ky ¢ nhiing phu nit hoan
toan khoe manh. Do vay ciing véi cac chi sd
danh gia tinh trang sat truyén théng (ferritin,
sat, transferrin receptor) viéc sir dung thém
chi s6 hepcidin dé danh gia su thay ddi tinh
trang sit rat c6 y nghia trong cic nghién cau
nay.

Dinh dudng cua ba me kém ca trude va
trong khi mang thai la nguyén nhan co ban
gdy nén tinh trang thiéu méu thiéu sit, viéc
tang cuong du trlr cllia ngudi me tur trude khi
c¢6 thai gitip dam bao dap ng nhu cau cua
thai nhi trong thoi ky mang thai [4]. Thuc
pham la ngudn cung cap cac chét dinh dudng
can thiét cho con ngudi. Bac biét thyc pham
c6 nguodn gdc dong vat 1a ngudn cung cap cac
chat dinh dudng c6 gia tri sinh hoc cao nhu
sat, k&m, vitamin A, vitamin Bi,... nhiing
chat nay rat quan trong voéi stic khoe sinh san
va sy phat trién cua thai nhi. Tuy nhién,
nhitng nghién ctu thir nghiém bd sung thuc
pham tu nhién dé cai thién tinh trang vi chat
cua me va két qua thai nghén con it [4]. Do
vy, nhom tac gia tién hanh nghién cau can
thiép bd sung thuc phiam giau dinh dudng
san ¢ tai dia phuong cho phu nit tir truéc
khi mang thai cho t&i khi sinh tai huyén Cam
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Khé Pht Tho, nham cai thién tinh trang dinh
dudng sat trén nhom ddi tuong nay.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

Tiéu chudn lwa chen: Phu nit tudi tir 18
dén 30. Méi dang ky két hon va dy dinh co
con ngay. Hién tai khéng mang thai, khdng
bi nhidm trang. Sinh séng tai 29 xa cua
huyén Cam Khé tinh Phi Tho.

Tiéu chudn logi trie: Phu nit dd c6 con.
Phu nir dang mang thai. Phu nit ¢6 du dinh di
1am an xa nha hoac phy nir hién c6 chong di
lam xa trong thoi gian dai hoic khong sbng
cling véi chong. Phu nit ¢4 nong dd CRP > 5
mg/L hoic AGP > 1,0 g/L. Phu nit ¢4 van d¢
vé strc khoe tam than, giam sit tri nhé.

Thei gian nghién cizu: Tir nam 2013 dén
thang 7 nam 2016

Cé mdu: Ap dung cong thirc tinh ¢& mau
so sanh sy khac biét gitta hai nhdm trong
nghién ctru c6 danh gia nhiéu lan theo thoi
gian [5].

22 +25) (1 + (" = 1)p)
W [(t — 1)/

Ap dung cong thic tinh ¢& méu so sanh

su khac biét gitra hai nhom trong nghién cuu

n=

c¢6 danh gia nhiéu lan theo thoi gian [5].
Trong d6: n™: 1a s6 thoi diém danh gia, n”
= 3; p la twong quan gia dinh gitra cac 1an do
lap lai, udc tinh P= 0,87; o: phuong sai gia
dinh chung gitta hai nhom, o= 5,5 dya vao
nghién ctru trude [6]; (11— p2) =4 1la ky vong
su khac bi¢t trung binh gitra hai nhém. Véi
do tin cay 95% va lyc mau la 0,80; ta co

Za=1.96 va 26= 0,84. Thay sb vao cong
thuc tinh duoc n=27. Thuc té, dé tai da chon

30 phu nir cho mdi nhém, tong sé mau cho 2
nhom la 60 phu ni.

2.2. Phuwong phap nghién cuu:

- Thiét ké nghién ciru: Nghién ctu can
thiép c6 d6i chung. Pdi twong duoc chia
ngau nhién vao mot trong hai nhom:

e Nhom 1 can thiép (CT): Nhém phu nix
duoc bd sung thuc phim giau dinh dudng tir
khi dang ky tham gia nghién ctru cho dén khi
sinh con.

e Nhdm chang: Nhom phu nit khéng
dugc an bo sung thyc pham.

Thuc phim siv dung trong can thiép 1a
nhitng thyc pham sin c6 tai dia phuong gom
thit lon, gan lon, tiét lon, tom, trimg vit 16n
va rau theo mua dugc xay dung thanh 10
thuc don quay vong. Mdi thuc don trung
binh cung cap khoang 15 (mg) sit, 5 (mg)
kém, 600 (ug) vitamin A, 9 (ug) Vitamin B12
va 400 (pg) folate. Niang luong cua khau
phan bd sung khong vuot quéa 200 Kcal/ngay.
Déi tuong duoc in thyc phim bod sung hang
ngady trir cudi tudn va cac ngay 18 tét. D6i
tugng an thue pham bo sung tai cac diém quy
dinh ctia mdi x4, khong an & nha. Nguoi td
chic an giam sat, can lai thyc pham khong
an hét va ghi vao so theo ddi an hang ngay.
D6i tuong khong dén an 10 ngay lién tiép
hodc an 1 ndm ma khong cé thai bi loai khoi
nghién ctru.

Thu thgp théng tin, nhan trdc, khdu
phan: phong van thong tin dua vao bo ciu
hoi thiét ké sdn. Po can ning, chiéu cao.
Dung cu do duoc trang bi méi va giéng nhau
¢ cac xa.

Thu thd@p mdu mau: Mau méau dugc thu
thap tai 3 thoi diém: truéc khi ¢ thai (To);
thai 16 tuan (T1e) va thai 32 tuan (T32). Méu
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tinh mach dwoc lay vao budi sang khi doi,
cho vao éng khéng cé chét chéng dong. Ly
tam dng méau ¢ 3000 vong trong 10 phdt,
tach Iy huyét thanh chia vao cac éng
eppendof. Bao quan mau ¢ -20°C, tai trung
tam Y té huyén trong 2 tuan. Sau 2 tuan, mau
dugc van chuyén vé Vién Dinh dudng va bao
quan & -80°C cho dén khi phan tich.

Dinh lwong céc chi sé hoa sinh:

Hepcidin va Alpha 1-Acid Glycoprotein
(AGP): duoc dinh lugng dua trén phuong
phép ELISA tai Vién Dinh dudng. Ferritin;
Transferrin receptor (Tf-R); va C-Reactive
Protein (CRP): dugc dinh luwgng dua trén
phuong phap hoéa sinh, mién dich, sir dung
hoa chit caa hdng Roche, lam trén may
Cobas 800 tai Bénh vién Bach Mai. Sit huyét
trong dugc phan tich bang phuong phap
khdi phé cam ung plasma, 1am trén may ICP-
MS tai Na Uy.

Tiéu chudn ddnh gid tinh trang sdt:

Thiéu sit du trir khi: Tf-R > 4.4 mg/L
hoic ferritin < 20 pg/L va khéng bi nhiém
trung.

Thiéu sit tao hong cau khi: Tf-R > 8,5
mg/L hoac ferritin < 12 pg/L va khong bi
nhiém tring. Nong d6 BI duoc tinh dya trén
ty s6 gitra Tf-R va ferritin theo cong thuc [7].

Bl (mg/kg) = - (log(Tf-R/Ferritin) —
2,822)/0,1207

Luong sit trong mo co thé can kiét khi:
Bl < 0 (mg/kg) va khdng bi nhiém trung.

Tiéu chudn ddnh gid finh trang nhiém
trang:

- Nhiém trung khi: CRP > 5 mg/L hoic
AGP > 1,0 g/L.

2.3. Phan tich sé liéu: Str dung phan
mém STATA 14.2 MP dé phan tich
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Ill. KET QUA NGHIEN CUU

3.1. Théng tin chung ciia ddi tweng tai
thoi diém ban dau

O thoi diém tham gia nghién ciu (To) ¢6
da 60 phu nit. T6i Tis con 59 ddi tugng dap
ung du tiéu chi nghién cau, loai bo 1 ba me
bi nhiém tring ¢ nhém ching va thoi diém
Ts2 loai 1 truong hop nhiém tring & nhém
can thiép. Két thiic nghién ctru con 58 doi
tugng dam bao du s6 lugng mau phan tich.
Do tudi trung binh cua phu nir tham gia
nghién ctu 1a (21,2 + 2,3) tudi véi BMI
trung binh 1a (19,8 + 1,5). Khong thay su
khéc biét vé cac chi s6 tudi; BMI; thanh phan
cac chat dinh dudng va cac chi sé hoa sinh
gitta 2 nhom tai thoi diém To voi p>0,05
trong tat ca cac truong hop.

3.2. Hiéu qua bé sung thuc pham Ién
tinh trang sat cia phu nir trong thai ky

Dé han ché cac yéu té nhidu trong danh
gia hiu qua can thiép bd sung thuc pham
gidu vi chat dinh dudng 1én tinh trang sat,
ngodi viéc loai trir cac ddi twong bi nhiém
tring, nghién ctru di thong ké va phan tich ty
16 % phu nit ubng bd sung vién sit folic
trong cac giai doan cua thai ky. Két qua cho
thiy, ty 1& ba me udng bd sung vién sat-folic
& nhom chtng rat cao cy thé tai Tie 12 65,5%
va Tz la 75,8% ty I€ nay cao hon ¢c6 YNTK
so Vi ty 1& ba me udng vién sat & nhom can
thiep (T1s 12 20,0% va Ts 12 41,4%) Voi
p<0,01 va p<0,05. Khdng thiy su khac biét
vé ty 1& dbi twong udng vién sat-folic giita 2
nhém ¢ thoi diém truéc khi mang thai
(p>0,05).

Hiéu qua can thi¢p duoc danh gia qua sy
so sanh ndng d6 hepcidin cua 2 nhdm nghién
ctru trong cac giai doan thai ky, dugc trinh
bay trong hinh 1
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Hinh 1. So sanh néng dé hepcidin ciia 2 nhém trong cdc giai doan thai ky
Két qua nghién ciu cho thay, trung vi (p25; p75) ciia ndng do hepcidin tai Ts2 cuia nhom
CT 1a 5,2 (3,0; 6,8) ng/ml cao hon c6 YNTK so vai nhém chang [1,8 (0,8; 3,8) ng/mL] vai p
< 0,001, khong thay sy khéac biét c6 YNTK vé nong do hepcidin gitta nhom CT va nhom
chtng ¢ ca To va Tis, VGi p > 0,05 trong ca 2 thoi diém.
Bdng 1: So sanh néng dp céc chi sé ddnh gid tinh trang sit ciia 2 nhom trong thai ky

Can thiép Chirng
n Trung vi (p25; p75) n Trung vi (p25; p75)
Ferritin To 30 35,9 (21,7; 98,2) 30 54,3 (38,1; 75,8)
T 30 59,6 (30,2; 92,0) 29 63,6 (51,8; 119,4)
(ug/L) T3 29 19,2 (12,1; 27,4)" 29 3,6 (0,1; 12,2
TR To 30 4,1 (3,0; 5,6 30 3,7(3,0;4,2)
(Mg/L) T 30 2,9(2,2;39) 29 2,6 (2,4;33)
T3 29 3,9 (34;5) 29 4,5 (3,9; 6,0)
To 30 6,2 (3,3;9,9)" 30 7,9 (7,5; 9,6)°
Bl (mg/kg)|  Tis 30 9,4 (6,7, 11,5) 29 10,7 (7,9; 12,1)
T3 29 41(2,6;57)" 29 -3,2 (-15,3; 2,6)"
Sit To 30 17,3 (15,1; 22,4) 30 15,1 (12,3; 21,8)
Tis 30 19,0 (15,7; 21,8) 29 19,2 (17,3; 22,4)
(pmoVL) 29 16,8 (13,4; 22,9)" 29 13,9 (8,9; 17,3)"
S6 liéu dugc trinh bay: trung vi (p25; Két qua cho thay, khong c6 su khéc biét

p75); Wilcoxon rank sum test so sanh giita 2 c6 ¥ nghia thong ké (YNTK) vé ndéng do
nhém trong cung thoi diém; "p<0,05, ™ p < sTfR giira 2 nhdm & ca 3 thoi diém nghién
0,01. ctru. Tai thoi diém To va Tie, nong do ferritin
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va st gitta 2 nhom khong c6 su khac biét
(p>0,05).

Nong do Bl & To cia nhom CT la 6,2
mg/kg thap hon c6 YNTK so véi nhém
chuang (7,9 mg/kg) véi p<0,05. Khéng thiy
su khac biét vé nong d6 Bl & Tie. Tuy nhién

tai Taz, nong do ferritin; Bl va sat huyét
tuong cua nhom CT tuong Ung la: 19,2 pg/L;
4,1 mg/kg va 16,8 umol/L déu cao hon cé
YNTK so véi nhdm chang lan luot 1a: 3,6
ug/L; -3,2 mg/kg va 13,9 umol/L twong urng
véi p<0,001; p<0,001 va p<0,05.

Bdng 3: So sanh mike dé thiéu st ciia 2 nhom trong thai ky

Can thiép Chwrng
n | Tyle%m) | n |Tyle%n)| P

T4 16 thiéu sit du triv To | 30 | 333(10) | 30 | 26,7(8) |>0,05°
Ferritin < 20 (pg/L) hodc Tf-R>| T, | 30 26,7 (8) 29 24,1 (7) |>0,05
4,4 (mg/L) T | 29 | 586(17) | 29 | 79.3(23) |>0,05°

a

Ty 18 thiéu sit tao héng ciu To | 30 10.0(3) 30 67() |>005
Ferritin < 12 (ug/L) hoac Tie | 30 0,0 (0) 29 0,0(0) |>0,05
Tf-R > 8,5 (mg/L) "

Te | 29 | 206(6) | 29 | 724(21) |<0,01

% str dung Fisher’s Exact test; b sur dung
x2- test so sanh ty 1€ gitta 2 nhoém, khac biét
¢6 ¥ nghia théng ké véi p < 0,05.

Két qua bang 3 cho thay, khong thay su
khéc biét vé ty lé thiéu sit du trir gitta hai
nhom tai c&c thoi diém nghién ctu (p>0,05).

Tai thoi diém Ta ty 1¢ thiéu sat tao hong
cau cua nhom CT 1a 20,6% thap hon c6
YNTK so véi nhom ching (72,4%) voi
p<0,01. Khdng thay su khac biét vé ty Ié
thiéu sit tao hong cau giira 2 nhom tai thoi
diém To va Tis.
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wg
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Hinh 2: So sanh ty 1é % phu nie thiéu sit trong mé co thé giira hai nhom
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Hinh 2 cho thdy, tai thoi diém thai dwgc
32 tuan, ty 1é % phu nit thiéu sit trong mo co
thé cua nhom CT 1a 10,3% thip hon co
YNTK so véi nhom chang (62,0%) voi
p<0,001. Tai thoi diém To va Tis khdng co
phu nit ndo bi thiéu sit trong mo co thé & ca
hai nhdm nghién cuu.

IV. BAN LUAN

Hepcidin la hoocmon peptid do gan san
Xuit c6 chuac ning diéu tiét can bang st
trong co thé, hoocmon nay tc ché hap thu sat
c6 trong khau phan va &c ché giai phong sét
tir cac dai thuc bao va té bao gan. Hoat dong
tao hong cau va dy trir sit trong co thé lam
tang san sinh ra hoocmon nay. Trong thoi ky
c6 thai, hepcidin cua thai nhi diéu tiét su
chuyén sit qua nhau thai tir huyét tuong cua
me vao tuan hoan cua thai. Nhu ciu sét cua
me va thai nhi ting 1én trong thoi Ky ¢o thai
dugc bu dap boi su gia ting hap thu sit ¢
rudt. Két qua nghién cau cho thay, nong do
hepcidin thay ddi véi mic thip nhat & cudi
thai ky. B6 sung thuc pham giau vi chat dinh
dudng som, tur trudc khi mang thai va trong
suét thai ky da thé hién hiéu qua can thiép
thong qua & nong do hepcidin & Taz, v6i
trung vi nong do hepcidin & T3z ctia nhom
CT (5,2 ng/ml) cao hon so v6i nhom ching
(1,8 ng/ml) v&i p<0,001. Nong do hepcidin
cuia ca 2 nhoém trong nghién ctru nay déu thap
hon so voi mot sé nghién ciu da cong bd
trén thé gisi & phu nit cung giai doan thai ky.
Nong d6 hepcidin ¢ T3z va T1s cia nhom CT
(14,1 ng/ml; 5,2 ng/ml) va nhém chung (12,1
ng/ml; 1,8 ng/ml) & Cam Khé déu thap hon
S0 v&i nghién cuau cua Finkenstedt trén 42
phu nit co thai ¢ quy 1 va quy 3 (16 ng/ml;
9,5 ng/ml). Trong khi ndng d6 hepcidin & Ta2
cia nhom CT (5,1 ng/ml) cao hon so vdi
nghién cuau cua Gyarmati B. trén 38 phu nir

c6 thai 40 tuan (2,52 ng/ml) va nghién cuau
cua Toldi G trén 37 phu nit c6 thai 36 tuan
(3,74 ng/ml) thi nong d6 hepcidin cua nhoém
chirng (1,8 ng/ml) trong nghién cau nay lai
thip hon so voi ca 2 nghién ctu cua
Gyarmati (2,52 ng/ml) cua Toldi G (3,74
ng/ml). T nhitng phan tich trén cho thay,
nong d6 hepcidin cia nhém CT trong nghién
ctu nay khéng cao so véi cac nghién cau
khéc trén thai phu phat trién binh thuong,
trong khi nong do hepcidin & nhém chang
(1,8 ng/ml) rat thap, tham chi thap hon so véi
nong d6 nay & nhitng thai phu trén 36 tuan.
Két qua cho thay su ting nong do hepcidin &
thoi diém Ts2 ciia nhom CT cao hon so véi
nhém chang 1 do dy tri sat caa nhitng phu
nit trong nhom dugc bd sung thyc pham da
cao hon so véi phu nit & nhém chuang. Mac
di ty 1é phu nir uéng bd sung vién sit trong
thai ky ¢ nhom can thiép tai T1s la 20,0% va
T3z 12 41,4% déu thap hon c6 YNTK so voi
ty I€ nay 6 nhom chiang (T1e 1a 65,5% va Ta.
1a 75,8% ) nhung két qua céc chi s6 danh gia
tinh trang sét gitta nhém CT da thé hién higu
qua cua can thiép bd sung thyc pham som tir
trugc khi co thai va trong sudt thai ky mang
lai, nhan dinh nay dugc minh chang thong
qua viéc so sanh néng do cac chi s6 danh gia
tinh trang sit & Ta2 giita 2 nhom nghién ctu
[trung Vi ndng do cac chi sé danh gia tinh
trang sit cua nhém CT: ferritin 1a 19,2
(ug/L); BI 1a 4,1 (mg/kg) va sit la 16,8
(umol/L) déu cao hon c6 YNTK so véi Cac
chi s6 danh gia tinh trang sat & nhém ching
twuong ung: ferritin (3,6 pg/L); Bl (-3,2
mg/kg) va sat (13,9 pmol/L) véi p<0,001;
p<0,001 va p<0,01].

Viéc str dung thuc pham tu nhién dac biét
thuc pham ¢ ngudn gbc dong vat véi ham
luong protein cao rat dé hap thu luong vi
chat vao co thé, tuy nhién véi 1 luong hap
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thu nho hang ngay doi hoi viéc bd sung phai
thuong xuyén lau dai maéi mang lai hiéu qua.
Pay ciing chinh 1a Iy do c6 rat it nghién ctu
danh gia hiéu qua can thiép bd sung thuc
phdm tu nhién vi doi hoi can phai c6 thoi
gian va kinh phi rét lon.

Trong khi ferritin 1a chi sé danh gia tinh
trang dy trir sat, thi Tf-R mang thong tin vé
nhu cdu sit cua té bao va ty 18 ting sinh hong
cau. Tf-R luu théng co tir viéc cac thy thé
tach khoi cac nguyén hong cdu dang hinh
thanh, nong do Tf-R ting khi ngudn cung cap
sdt cho mé tao héng cAu bi han ché. Két qua
nghién ctru cho thdy & T2s da c6 sy cai thién
16 rét & nhom duge bd sung thuc phém Vol ty
1¢ thiéu tao hong cau (20,0%) thap hon rd rét
so voi ty 1€ nay & nhom chimg (72,4%) Vi
p<0,01.

BI 1a chi s6 dic biét hitu ich dé danh gia
tinh trang sit trong co thé dic biét véi d6i
tugng c6 nguy co cao thiéu sit nhu tré dudi 5
tudi va phu nit ¢6 thai. Str dung chi sé BI ¢
gi4 tri tot trong cac nghién ctru can thiép bd
sung sat dé danh gia hiéu qua cai thién su
thiéu sat [7] [8]. Két qua cho thay, hiéu qua
bd sung thyc pham da cai thién rd rét tinh
trang st ctia phu nir ¢6 thai ¢ thoi diém 32
tuan, voi ty 18 % ddi tugng thiéu sit trong mo
co thé clia nhom can thiép 1a 10,3% thap hon
so vo1 nhém ching (62,0%) véi p<0,001. Ty
1¢ thiéu sit trong mo co thé & nhém can thiép
(10,3%) thap hon so véi ty 18 nay cia phu nit
c6 thai & quy thir 3 trong diéu tra quoc gia vé
tinh trang sit ctia phu nit c6 thai cta Hoa ky
(29,7%) [8].

Két qua nghién cau cho thay, viéc b
sung thuc phiam tu nhién giau vi chat 1a rat
can thiét cho phu nit mang thai, dic biét giai
doan dau thai ky khi co thé c6 sy thay doi
sinh ly, gdy cam giac nghén. Giai doan nay
v6i nang luong trong khau phan cua ddi
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tugng con thiéu nhiéu so véi nhu cau khuyén
nghi, cling vé&i nhu cau sét chua cao, thay vi
udng vién sit phu nit nén an thuc pham c6
nguon gbc dong vat giau protein va vi chat s&
an toan va nang cao suc khoe dinh dudng.

V. KET LUAN

B sung thuc pham tu nhién tir trude khi
mang thai cho téi khi sinh da cai thién tinh
trang dinh dudng sat & phu nit trong thai ky.
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KET QUA THUY’C HIEN NGHIEM PHAP DUNG NAP PUO'NG TREN CAC
THAI PHU MANG SONG THAI TAI BENH VIEN PHU SAN TRUNG UONG

Nguyén Hai Phuwong!, Nguyén Phuong T2,

Pham Thi Thanh Thiy?!, Hoang Thj Diéu Lan!

TOM TAT

Muc tiéu: Panh gid nguy co mic dai thao
duong thai ky o nhitng thai phu mang song thai
so véi nhitng thai phu don thai. Poi twong &
Phwong phap: Nghién ciu hdi ciu trén nhom
115 thai phu mang song thai tir 13 tuan va nhém
chung gébm 3579 thai phu don thai thyc hién
nghiém phép dung nap duong tai bénh vién Phu
San Trung Uong tir thang 01 niam 2021 dén
thang 03 nam 2023. Két qua: Ti 1¢ thai phu don
thai mic dai thao duong thai ky trén tong sé phu
nir don thai 1a 25.6% Ti 1& thai phu song thai méc
dai thao duong thai ky trén tong s6 phu nir song
thai la 42.6%. Két luan: Nhom thai phu song
thai c6 nguy co méc dai thdo duong thai ky cao
gap d6i so voi nhém thai phu don thai.

Tar khéa: song thai, nghiém phéap dung nap
duong, dai thao duong thai ky, hd tro sinh san.

SUMMARY
RESULTS OF ORAL GLUCOSE
TOLERANCE TEST ON PREGNANT
WOMEN WITH TWINS AT THE
NATIONAL HOSPITAL OF
OBSTETRICS AND GYNECOLOGY

Bénh vién Phy san Trung wong

2Pai hoc Y Ha Ngi

Chiu trach nhiém chinh: Nguyén Hai Phuong
SDT: 0904508042

Email: drhaiphuongnguyen@gmail.com

Ngay nhéan bai: 29.6.2023

Nguoi phan bién khoa hoc: PGS.TS Pham Thién Ngoc
Ngay duyét bai: 2.7.2023

Objectives: Survey of the results of oral
glucose tolerance tests of pregnant women with
twins and compare with the group of women
with singleton pregnancies. Subjects & method:
The retrospective study involved a group of 115
pregnant women with twins from 13 weeks and a
control group of 3579 singleton pregnancies
performing an oral glucose tolerance test at the
National Hospital of Obstetrics and Gynecology
from January 2021 to March 2023. Results: The
percentage of singleton pregnancies with
gestational diabetes mellitus to the total number
of singleton pregnancies was 25.6%. That of twin
pregnancies with gestational diabetes to the total
number of twin women was 42.6%. Conclusion:
The group of twin pregnancies was twice as
likely to develop gestational diabetes mellitus as
the group of singleton pregnancies.

Keywords: twins, oral glucose tolerance test,
gestational diabetes, assisted reproduction.

. DAT VAN DE

Da thai ngay cang trd nén phd bién do
qua trinh st dung cac bién phap hd trg sinh
san nhu bom tinh tring vao budng tir cung
(IU1) va thy tinh éng nghiém (IVF). Du
mang don thai hay song thai thi thai phu déu
phai d6i mat véi nguy co méic cac bién chung
thai ky. Ma trong d0, dai thao duong la mot
trong s6 nhitng bién chang pho bién. Tai
Viét Nam, ty Ié mic dai thao duong thai ky
duogc ghi nhan 1a 20.5% [1] Trén toan cau, ty
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1& mac bénh nay thuong khoang 6% va ¢ xu
huéng dang dan ting 1én [2].

Viéc kiém soat va diéu tri dai thao duong
thai ky rat quan trong dé dam bao suc khoe
ctia ca me va con. Néu khong duoc kiém soat
va diéu tri dGng cach, dai thao duong thai ky
c6 thé gay ra cac van dé& cho me va thai nhi,
bao gom ting nguy co tién san giat, sinh non,
dé kho, nhu cau mé Iy thai & ba me va thai
to, ha duong huyét ¢ tré so sinh [3]. Tuy
nhién cac dir liéu tai Viét Nam vé méi lién
quan gitra song thai hoac da thai vai bénh ly
dai thao duong thai ky d6i voi két qua cua
mét ca song thai kha khan hiém.

Dé dong gop kién thirc vao linh vuc nay,
nhoém nghién cau tién hanh dé tai “Két qud
thuec hign nghiégm phap dung ngp dwong
trén cac thai phu mang song thai tgi Bénh
vign Phu Séan Trung Uong”.

Il. KET QUA VA BAN LUAN

II. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi twgng nghién ciu: nhém song
thai gom 115 thai phu mang thai tir 13 tuan
va nhém chiing gdm 3579 thai phu don thai
tir 24 dén 28 tuan thyc hién nghiém phap
dung nap duong tai bénh vién Phu San Trung
Uong tir thang 01 nam 2021 dén thang 03
nam 2023.

2.2. Pia diém va thei gian nghién ciu:
Nghién ctru duoc tién hanh tai khoa Sinh
hda, bénh vién Phy San Trung Uong tir thang
05 nam 2023 dén thang 06 nam 2023.

2.3 Phuong phap nghién ciru:

2.3.1. Thiét ké nghién cizu: Nghién ctu
hoi cuu.

2.3.2. Tiéu chudn chén dodn

Chan doan x4c dinh dai thao duong thai
ky theo phuong phap 1 budc cua Bo Y Té
(IADPSG nam 2010).

2.3.3. X Iy s6 ligu: St dung phan mém
SPSS 22.0

3.1. Pic diém chung ciia nhom thai phu tham gia nghién ciru
Bdng 1: Péc diém vé tudi trung binh ciia bénh nhan tham gia nghién citu

Chi s6

Nhom thai phu song thai

Nhom thai phu don thai

n=115 n = 3579 P
Tubi trung binh
Tudi trung binh (mean + SD) | 31.21 + 4.654 | 29.78 + 5.317 | <0.05
Nhém tudi

< 18 tudi 0 (0.0%) 5 (0.1%) >0.05

18 — 24 tudi 9 (7.8%) 549 (15.3%) < 0.05

25 — 29 tudi 32 (27.8%) 1292 (36.1%) > 0.05

30 — 34 tudi 48 (41.7%) 1038 (29.0%) <0.05

35 — 39 tudi 24 (20.9%) 542 (15.1%) > 0.05

> 40 tudi 2 (1.7%) 153 (4.3%) > 0.05

Nhém thai phu song thai ¢6 d6 tudi trung
binh 12 31.21 16n hon d6 tudi trung binh cua
nhom thai phu don thai 14 29.26. Nhém tudi
hay gip nhit & cac ca song thai 1a nhom 30
dén 34 tudi. Con & cac ca don thai, nhom
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tudi hay gap nhat 1a nhom 25 dén 29 tudi.
Két qua nay ciing gidng véi nghién ciu cua
tac gia McLenan [4]: x4c suit mang song
thai ting theo tudi me, voi ty 1¢ sinh doi
chiém 6,9% tré so sinh do phu nit tir 40 tudi
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tré 18n sinh ra, so voi 5,0% dbi véi phu nir tir
35 dén 39, 4,1% ddi véi phu nir tir 30 dén 34,
3,1% ddi véi phu nir tir 25 dén 29. Didu nay
duoc ly giai vé viéc st dung cic phuong
phap hd trg sinh san ¢ nhiing phu nir cang

Ién tudi la cang 16n. Mat khac, nong do
hormon FSH ¢ phuy nit 16n tudi 13 cao hon c6
thé dan dén sé luong cac nang tring dugc
kich thich trong mét chu ki nhiéu hon.

Bdng 2. Pdc diém vé tuan thai theec hién nghiém phap ciia nhém thai pha nghién ciru
Nhom thai phu song thai|Nhém thai phu don thai

Chi s6

n=115 n = 3579 P
Tuan thai trung binh
Tuan thai trung binh (mean+SD)| 25.70 + 4.09 | 26.53 + 4.02 < 0.05

Nhém tuan thai

13 dén duéi 24 tuan 33 (28.7%) 721 (20.1%) <0.05
24 — 28 tuan 53 (46.1%) 1608 (44.9%) > (.05
Trén 28 tuin 29 (25.2%) 1250 (34.9%) <0.05

Tuan thai thuc hién nghiém phap duong
& nhom phu nit song thai va don thai cha yéu
(chiém 46,1% va 44.9%) 1a tir 24 dén 28 tuan
theo huéng dan caa Bo Y té. Céc thoi diém
trudc 24 tuan va sau 28 tuan chiém ti 18 it

hon véi gia tri lan luot 13 28.7% va 25.2%.
Nhédm song thai co ti I¢ duoc chi dinh lam
nghiém phép dung nap glucose trudc 24 tuan
nhiéu hon so véi nhém don thai.

Bdng 3. Diic diém vé phwong phdp hé tro sinh sdn ciia nhom thai phu song thai

Chi s Nhoém thai phu song thai | Nhém thai phu don thai
n =115 n = 3579 P
Cac phuong phap hd tre sinh san
Khéng st dung 77 (67.0%) 3459 (96.7%) <0.05
St dung 1UI 4 (3.5%) 3(0.1%) <0.05
St dung IVF 34 (29.6%) 116 (3.2%) <0.05
Ti 1€ thai phu mang song thai c6 sirdung cung ctia nguoi phu nit va gay nén hién

phuong phap hd trg sinh san Ia nhiéu hon
don thai. S liéu cta chung t6i ciing cho thay
két qua twong tu nhu bao céo cua tac gia
Wang [5]. Cac phuong phap hd tro sinh san
vira ¢6 thé gy kich thich nhiéu nang trang
phét trién trong cing mot chu ky, dong thoi
¢6 kha nang chuyén nhiéu phéi vao budng te

tuong da thai cho cac san phu. Bén canh do,
mot s nguyén nhan giy vo sinh nhu hoi
ching budng trimg da nang vira gy ting kha
nang da thai, vira ting nguy co mac dai thao
duong ndi chung.

3.2. Két qua nghiém phéap dung nap
Glucose trén nhém thai phu nghién cau
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Bdng 4. Két qua nghiém pha

dung ngp Glucose trén nhém thai phu

Chi sb Nhom thai phu song thai|Nhém thai phu don thai
n =115 n = 3579 P
Puwong huyét khi déi

Néng do trung binh (Mean + SD)| 4.39 + 0.06 | 4.28 + 0.48 <0.05
Puwong huyét sau udng Glucose 1 gio

Néng d6 trung binh (Mean + SD) 8.69 + 1.96 | 8.20 + 1.84 <0.05
Puwong huyét sau udng Glucose 2 gio

Néng do trung binh (Mean + SD)| 7.83+1.97 | 7.31+1.70 <0.05

S6 lan co két qua vurgt nguong

Khoéng co két qua vuot ngudng 66 (57.4%) 2662 (74.4%) <0.05
C6 1 két qua vuot ngudng 27 (23.5%) 496 (13.9%) <0.05
C6 2 két qua vuot ngudng 16 (13.9%) 349 (9.8%) > 0.05
C6 3 két qua vuot ngudng 6 (5.2%) 72 (2.0%) <0.05

Nhu vay, khong chi nong do trung binh
cac chi sb: duong huyét khi doi, sau thoi
diém udng glucose 1 gio va 2 gio cia nhém
thai phy mang song thai cao hon nhom don
thai thi nhém song thai con c6 ti & két qua
vugt ngudng nhidu hon nhom don thai. Khac
biét nay c6 y nghia thong ké. Tan suat c6 chi

s6 vuot ngudng nhiéu nhat ¢ ca hai nhém
don thai va song thai dé ghi nhan & thoi diém
sau udng glucose 2 gio voi nhém dosSn thai
chiém 17.1% va nhém song thai chiém
31.3%. Pung tha hai 12 thoi diém sau udng
glucose 1 gio.

Bdng 5. So sanh céc tiéu chi chan dodn ddi thdo dwong thai ky trén 2 nhém thai phu

Chi s Nhom thai phu song thai | Nhom thai phu don thai
n=115 n = 3579 b
Duwra trén dwong huyét khi déi > 5.1 mmol/L

Am tinh 103 (89.6%) 3442 (96.2%) < 0.05

Duong tinh 12 (10.4%) 137 (3.8%)
Dwa trén tiéu chuin ADA 2001

Am tinh 94 (81.7%) 3182 (88.9%) < 0.05

Duong tinh 21 (18.3%) 397 (11.1%)
Dwa trén tiéu chuin IADPSG nim 2010

Am tinh 66 (57.4%) 2662 (74.4%) <005

Duong tinh 49 (42.6%) 917 (25.6%)

Mot sy so sanh gitra cac tiéu chuan chan
doan da dugc nhom nghién cuu cua chang

1a tiéu chuan khi &p dung sé& cho ti 1é mic dai
thao duong Ion nhat. Néu chi s dung duong

t6i thiét 1ap. Tiéu chuan TADPSG nam 2010 huyét khi déi dé sang loc ma khong lam
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nghiém phap dung nap Glucose s& cd thé bo
sot dén 32.2% thai phu trong nhém song thai
va 21.8% thai phu trong nhém don thai. Hién
nay, trén thé giéi da co nhitng nghién ctu
riéng trén dbi tugng 1 thai phu song thai dé
dua ra tiéu chuan chan doan dai thao duong
thai ky cho ddi tuong dac thi nay [6].

IV. KET LUAN

Nhu vay, nhém thai phu song thai cé
nguy co mac dai thdo duong thai ky cao gap
d6i so voi nhoém thai phu don thai. Cac
phuong phép hd trg sinh san va do tudi cua
ngudi me cang lén s& gop phan lam ting ty
I& sinh song thai. Néu chi s dung duong
huyét khi doi dé sang loc ma khéng lam
nghiém phap dung nap Glucose s& c6 thé bo
s6t mot lugng I6n thai phu méc dai thao
duong thai ky.
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XAY DU'NG QUY TRINH PINH LUQ'NG ANTI-VINCULIN
TRONG HUYET THANH BANG KY THUAT ELISA,
NG DUNG PHAT HIEN HOI CHO’NG RUQT KICH THiCH

Nguyé&n Minh Hién!, Nguyén Thi Thu L&, Tran Thanh T,
Nguyén Thanh Vinh! Trwong Viét Hai Long?,

TOM TAT

Vinculin 1a mét protein lién két voi actin
tham gia vao qua trinh két dinh té bao. Su hién
dién cua céc ty khang thé khang Vinculin trong
hoi chung ruét kich thich (IBS) phu hop vai
nghién ctru trude day cho thay Vinculin la chat
diéu hoa quan trong cua hé than kinh rugt. Muc
tiéu: Xay dung quy trinh dinh luong ndng do anti
Vinculin trong huyét thanh bang ky thuat Elisa
gian tiép. So sanh ndng d6 anti Vinculin & nhém
hoi chung rudt kich thich va ngudi khoe manh.
Poi twong va phwong phap nghién ctru: nghién
cau mo ta trén hai nhém: 251 bénh nhan duoc
chan doan hoi ching rudt kich thich thé tiéu chay
tai bénh vién Thanh Nhan va nhom 31 déi chung
khée manh. Thyc hién cac tht nghiém trong
phong thi nghiém nham téi uvu hoéa quy trinh dinh
luong anti-Vinculin, Két qua: Pi xdy dung
dugc quy tinh phat hién anti Vinculin va cé su
khéc biét vé nong do anti vinculin & nhém 1BS
va ngudi binh thuong voi p<0.001. Két luan: C6
thé xac dinh duoc nong do6 khang thé khang
Vinculin trong huyét thanh bing phuong phap

1B¢énh vign Thanh Nhan

2Vign Cong nghé Sinh hoc

Chiu trach nhiém chinh: Nguyén Thi Thu Lé
SDT: 0388352636

Email: nguyenthithule8387@gmail.com
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L& Thi Huyén?2, Lé Thi Minh Phtc?

Elisa. Nong do Anti vinculin huyét thanh ting
cao hon & nhdm hi chirng rudt kich thich so vai
nhom tinh nguyén.

Tir khéa: Hoi chung rudt kich thich thé tiéu
chay, anti-vinculin, IBS

SUMMARY
ESTABLISHING THE PROCESS ANTI
VINCULIN ANTIBODY

CONCENTRATIONS IN SERUM BY
ELISA TECHNIQUE, APPLICATIONS

TO DETECT IRRITABLE BOWEL

SYNDROME

Vinculin is a cytoplasmic protein that binds
to actin and is involved in cell adhesion. The
presence of anti-vinculin autoantibodies in IBS is
consistent with prior studies which have
implicated vinculin as an important regulator of
the enteric nervous system. Objectives:
establishing the process for anti vinculin
antibody in serum by indirect elisa, Comparison
anti-Vinculin  concentrations irritable bowel
syndrome (IBS) with healthy people group.
Subjects and methods: A cross-sectional
descriptive study two groups: 251 IBS patients
and 31 healthy controls. Results: there was a
difference in anti-vinculin concentrations in the
IBS group and normal people with p<0.001.
Conclusion: Serum Anti-Vinculin  antibody
levels can be determined by the Elisa. Serum
Anti-vinculin concentrations in the irritable
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bowel syndrome
volunteers.

Keywords: irritable bowel syndrome, anti-
Vnculin, Vinculin

group were higher the

I. DAT VAN DE

Vinculin la mét protein cO trong lugng
phan tir 116 kDa, bao géom1066 axit amin
dugc phat hién nhiéu nhat & nhitng viing ma
té bao tiép xUc vaéi nhau. Vinculin duoc biét
nhu 13 chét két dinh nén té bao. Trong Iop
lien két actin, vinculin tao diéu kién cho viéc
tap hop cac protein bé sung dé diéu chinh
dong luc két dinh khu trd va cho phép di
chuyén té bao hiéu qua. Cac té bao thiéu
vinculin biéu hién tinh két dinh va cac dac
tinh di chuyén bi thay d6i. Vinculin lién quan
dén sy di chuyén té bao than kinh va ting
truong soi truc té bao than kinh duodng tiéu
hoa. Cac khang thé khang Vinculin lan dau
tién duoc phét hién ¢ IBS va nguoi ta thiy
rang c6 gia tri phan biét IBD va IBS nhung
khong co tinh dac hiéu cao ¢ IBS va bénh da
day ruot. Dix liéu trong IBS goi ¥ rang doc to
duoc tao ra boi vi khuan thuong gay ra viém
da day ruot va IBS tiép theo c6 thé dan dén
tu khang thé phan ung chéo véi Vinculin va
lam suy giam kha nang van dong duong
ruot.Nhiéu nghién ctu gan day da ching
minh rang khang thé Anti Vinculin c6 gia tri
phan biét IBS va IBD [1]. Y nghia lam sang
cua viéc tim Anti-vinculin ¢ thé hitu ich cho
viéc phan biét cac bénh 1y duong rudt lién
quan dén khang thé tu mién tuy nhién trén thi
truong chua c¢6 KIT thuong mai phat hién
Anti Vinculin antibody trong mau, do 1a ly
do nhém nghién ctu thuc hién rat nhiéu tha
nghiém trong phong thi nghiém véi muc tiéu:

1. Xdy dwng quy trinh dinh lwong nong
dé anti Vinculin trong huyét thanh bang kj
thudt Elisa gidn tiép.

2. S0 sanh nong d¢ anti Vinculin huyét
thanh ¢ nhom IBS va nguoi khoe manh.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Pdi twong nghién ciru: thuc hién
trén 2 nhom: 215 bénh nhan dugc chan doén
xac dinh hoi chiing rudt kich thich thé tiéu
chay tai bénh vién Thanh Nhan va 31 nguoi
binh thuong khoe manh

Tiéu chudn lwa chen bénh nhan IBS thé
tiéu chay theo tiéu chuan Rome IV:

2.2. Phuwong phap nghién ciu: nghién
ctru md ta cat ngang.

2.3. Ky thuat thuwc hién xét nghiém
anti-vinculin

Lay va bao quan mau bénh phdm anti-
vinculin:

Mau bénh phiam huyét thanh duoc su
dung cho xét nghiém anti-vinculin. Mau s&
duoc bao quan & diéu kién -20 ° C.

Ho& chdt sinh phdm: Hoéa chat sinh
pham cho nghién ctu duoc lya chon nhu sau:
Protein vinculin ¢ chiéu dai day du cua
nguoi (Abl131747, Abcam); cac loai dém
borate pH8.2 (Sigma Aldrich), PBS
(Thermofisher), coating buffer; khang thé
khang vinculin (Ab219649, Abcam); cong
hop khang thé khang Ig nguoi gian HRP
(Ab102420, Abcam); TMB (Abl71523,
Abcam); H>SOs (Ab210900, Abcam),
Tween 20 (Sigma Aldrich), H.O free RNase
va DNase, dia 96 giéng, cac loai dau tip, ng
falcon 15 mL va 50 mL, eppendoft 1.5 mL.

Phwong phép xét nghigm ELISA gidn
tiép

2.4. Pia diém nghién ciru: Khoa Hoa
sinh bénh vién Thanh Nhan

2.5. Pao duc nghién ciru: Nghién cuu
dugc Uy ban nhan dan thanh phé Ha noi cho
phép thuc hién theo duyét dinh s 3723/QD-
UBND ngay 27/1/2021 va duogc thdng qua
hoi dong dao dic bénh vién Thanh Nhan
theo quyét dinh s6 31/BVTN-HPPD
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I1. KET QUA NGHIEN cU'U

3.1. x&y dwng quy trinh xét nghiém phét hién anti-Vinculin trong mau

500 +

.UJ-F-*-
s 8

]
8

3

o
S

0.6 1.2

Gia tri OD tai 450nm

Nong d6 khang nguyén phi dia (ug/ml)

m Dém borate
m Dém coating

mbém PBS

24

Hinh 1. So sdanh gid tri OD khi sir dung cac dém phii khdc nhau dé liea chon hé dém phu
hop co dinh khing nguyén vinculin

Nhin xét: So sanh d¢ hap phu cia cing
mot ndng d6 khang nguyén pha trong ba loai
dém khéc nhau tai budc song 450 nm, véi
mau chira ndng d6 khang nguyén 1a 0.6
ng/ml gia tri hip phu & ca ba loai dém Ia
tuong duwong voi nhau. Tuy nhién, khi néng
do khang nguyén phu pha trong dém borate
tang 1én dén 1.2 pg/ml va 2.4 pg/ml thi gia

tri hép phu thu dugc cao hon so véi hai loai
dém coating va PBS. Nhu vay, dém borate 1a
loai dém phti hop nhét va tot nhét trong ba
loai dém da thir nghiém cho viéc gin két cua
khang nguyén vinculin trén dia. Do do,
chung t61 da chon dém borate cho cac thi
nghiém tiép theo.

500 +
=
g A00 -
v
-
.E- 300 -
=
© .200 -
= 100 -
O

.00 . T T
0.15 0.3 0.6 1.2 2.4
Noéng d6 khang nguyén phii dia (ug/ml)

Hinh 2: Téi wu Iwong khang nguyén vinculin cé dinh trén dia
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Nhdn xét: Dung khang thé Vinculin chuan dé phat hién cac KN gin dia ¢ cac mirc nong
d6 khac nhau & mic 1,2 pug /ml va 2.4 pug /ml c6 d6 hip phu thu duoc 13 cao hon dang ké so
v6i cac ndng d6 khang nguyén phu dia thip hon va su khac biét nay c6 ¥ nghia thong ké. Lua
chon ndng d6 khang nguyén phu 1a 1,2 pg/ml 14 t6i wu nhat cho phan tmg tiép theo.

500

400 -

300 -

200 -

100 -

Gia tri OD tai 450nm

.00 .

0 1 2
N6ng do khang thé 1 pha trong PBS (pug/ml)

3 4 5

Hinh 3: Két qua xdy dung dwong chudn cho xdc dinh khdng thé khdng vinculin

Nhin xét: Khang thé khang vinculin
chuan dugc pha vao PBS véi nong do 4.8
pg/ml (ndng d6 nay tuong tng voi do pha
lodng khang thé chuan 1:125). Sau d6 tiép
tuc pha loang 2, 4, 8, 16, 32 lan cho dén néng
d6 0.15 pg/ml (ndng do nay tuong Gng voi
d6 pha loang khang thé chuan 1:4000) gia tri
héap phu tai budc song 450 nm thu dugc ting

Bdng 1. Diic diém vé tugi va gidi

dan 1én va ty 1& thuan v6i ndng do khang thé
khang vinculin c6 trong mau. Trén co s& cac
gia tri OD thu dugc da xay dyng dugc mot
duong thang tuyén tinh v6i phuong trinh y
0.0923x + 0.0099 va hang s6 R? = 0.9959.

3.2. So sanh nong d¢ anti Vinculin &
nhom IBS va ngwoi khée manh

Nhom NC IBS Nhom tinh nguyén Chung
n 215 31 246
Ty 18 (%) 67,8 9,8 77,6
Nam 103 24 127
Nir 112 7 117
p 0,02
Tudi trung binh (niim) Mean (SD) | 48,7 (13,2) 43,1 (11,3) 46,7 (13,0
Tubi l6n nhat 78 68 15
Tudi nhé nhat 21 24 78
P (T test) 0.78

Nhan xét: Khong c6 su khac biét vé tudi & nhom IBS va nhém tinh nguyén

Ty 1& nit méc IBS nhiéu hon nam
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Bdng 2: So sanh néng dé anti vinculin

Nhém NC IBS Nhoém tinh nguyén
n 215 31
Anti Vinculin (OD) (Median (IQR)) 1,9 (1,2) 1,4 (0,6)
p 0,001

Nhgn xét: Vinculin huyét thanh ¢ nhém
IBS cao hon c6 ¥ nghia thdng ké (p<0,05) so
véi nhom tinh nguyén.

IV. BAN LUAN

ELISA (Enzyme Linked Immunosorbent
Assay — xét nghiém hap thu mién dich lién
két véi enzyme) c6 nhiéu dang ma dic diém
chung 1a déu dua trén sy két hop dic hiéu
gitta khang nguyén va khang thé. Xét nghiém
bang k¥ thuat nay kha nhay va don gian, cho
phép viéc xac dinh khang nguyén hoac khéang
the & mot nong do rat thap (khoang
0,1ng/ml). So vai céc xet nghiém st dung ky
thuat mién dich phong xa RIA thi xét nghiém
bang k¥ thuat nay c6 gié tién ré hon va an
toan hon, song van dam bao d6 chinh xac
nhu nhau. ELISA duoc chia thanh cac loai
phd bién nhu ELISA tryc tiép, ELISA gian
tiép, ELISA sandwich va ELISA canh tranh.
MJi loai c6 céach tién hanh khac biét tuy
nhién cung déu dya trén nguyén ly chung la
phan ng bat cip dic hiéu gitra khang
nguyén — khang thé. Sau khi khang nguyén
duoc ¢ dinh trén dia, cac khang thé phét
hién duoc thém vao va tao thanh maot phac
hop khang nguyén — khang thé. Cac khang
thé phat hién duoc lién két voi mot loai
enzyme hoic duoc lién két voi mot khang
thé thir cap mang enzyme thong qua lién két
cong hoa tri gitra cac phan tir sinh hoc. Sé
lugng enzyme phan huay co chét ti 1& thuan
véi cuong d0 mau qua do ty 1€ voi lugng
khang nguyén ban dau. Vi muc dich tim
khang thé anti Vinculin trong méau nhung
chua duogc téi wu hoa cac bude (chua co KIT
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thwong mai), nhdm nghién ctu da tién hanh
hang loat c4c thir nghiém dé chon hé dém, téi
uu hoa ndng d6 khang nguyén gin dia, xay
dung dudng chuan két qua da xdy dung dugc
quy trinh xac dinh anti Vinculin trong mau
nhu sau: (1) Phu mdi giéng cua khay ELISA
véi 50 pl khang nguyén vinculin pha loang
dén nong do 1,2 ng/ul trong dém borate. U
4°C qua dém. Giéng duogc phu xen k& khang
nguyén va khong khang nguyén dé xac dinh
lien két khong dac hiéu caa huyét thanh. (2)
Loai bé dung dich va rira qua bang PBS 1X.
(3) Block mdi giéng bang 300 pl dung dich
chira 5% skim milk trong dém borate. U
khay ¢ 37°C, 1h. (4) Loai bo dung dich va
rira khay bang PBS 1X ba lan. (5)Thém 100
ul huyét thanh bénh nhan da pha lodng 20
lan trong PBS, u khay & 37°C, 1h. (6) Loai
bo dung dich va rira khay bang PBS 1x +
0.05% Tween 20 ba lan. (7) Thém 100 pl
khang thé 2 cong hop HRP da pha loing
20.000 1an,  khay & 37°C, 1h. (8) Loai bo
dung dich va rira khay bang PBS 1x + 0.05%
Tween 20 ba lan. (9) Thém 100 pl co chét
TMB, u 15 phdat ¢ nhiét d6 phong. (10) Stop
phan tng bang 100 ul stop solution. (11) Po
OD tai 450 nm.

Sau khi chuan héa quy trinh voi diéu kién
t6i wu chung toi thyc hién trén cac mau IBS
va mau chang thu thap duoc. Theo két qua
nghién cau hai nhém nghién ciru 1a tuong
dong nhau vé cac dac diém tudi trung binh va
dic diém gidi. Do tudi trung binh cia nhém
IBS-D trong nghién ciru nay la 48,7 tudi nho
nhat 12 21 16n nhéat 14 78. Nhom bénh nhan
IBS c6 ty 1¢ gap & nit nhiéu hon nam, két qua
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nay phd hop véi nhiéu nghién ctu trén thé
gidi cho thiy yéu té nguy co duoc chimg
minh r& nhat d6i véi IBS 1a gidi tinh nit, co
lién quan dén ty 18 chénh léch 1a 1,67 (KTC
95%: 1,53-1,82) qua nhiéu nghién ctru dya
trén dan sb [2]. nay duoc giai thich do su
khac nhau giita hanh vi tu van, chdm séc sirc
khoe khac nhau gitra cac gidi tinh va chuc
nang sinh hoc (vi dy, diéu hoa ndi tiét t6 cua
chtrc nang rudt).

So sénh gié tri ndng d6 anti vinculin &
hai nhom nghién ciu két qua ching toi nhan
thdy c6 su khac biét vé nong do anti Vinculin
6 nhom IBS va nguoi binh thuong voi
p<0,001. Két qua nay ciing phu hop véi cac
nghién cau khéc trén thé gisi. Maysaa El
Sayed Zaki trong nghién ciru nam 2021 thuc
hién trén cac mau mau tir 100 ddi tuong I1BS
va 100 ddi twong khoe manh di duoc thu
nghiém. Két qua mat d6 quang hoc (OD) cua
nong do anti-vinculin ting dang ké & nhiing
bénh nhan mic IBS (1,58 + 0,496 OD, 2,47
0,60 OD) khi so sanh véi cac dbi twong kiém
soat (1,13 + 0,249 OD, 2,1 + 0,24 OD),
tuong ung vai P=0,001 cho ca hai [3]. Muc
do khéang vinculin ¢ phan nhom IBS-D cao
hon dang ké so véi cac phan nhom khéac
(P=0,001). Mét sb nghién ctru khéc ciing ung
ho viéc st dung Anti-vinculin la mét cong cu
dAu tién dé chan doan sy hién dién cua IBS-
D/ IBS-M theo tiéu chi Rome 11[4]. Mot
nghién ctu 16n da trung tam véi 2375 doi
tugng 1BS thé tiéu chay dya trén tiéu chi
Rome, 142 dbi tugng méac bénh IBD va 43
d6i ching khée manh. Véi muc dich danh
gia cac khang thé khang vinculin dang luu
hanh nhu 1a dau 4n sinh hoc cho IBS-D &
ngudi, cac két qua nghién ctu khang dinh
hiéu gia anti-vinculin cao hon dang ké trong
IBS (P <0,001) so véi cac nhom khéc. Téi uu
hoa cho thdy rang d6i véi anti-vinculin (mat

d6 quang>1.68), d6 dac hiéu, do6 nhay va ty
Ié chan doan twong Gng 1a 83,8%, 32,6% va
2,0. Nhitng két qua ndy xac nhan riang cac
khéang thé anti-vinculin ting cao trong IBS-D
S0 V&i cac ddi tugng khdng I1BS [5].

V. KET LUAN

ba xdy dung dugc quy trinh xac dinh
nong d6 Anti Vinculin trong huyét thanh
bang ky thuat Elisa.

Nong d6 Anti Vinculin & nhém IBS cao
hon ¢ ¥ nghia thong ké so véi nhdm khdng
mac bénh
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SU’ LIEN QUAN GIU*A NONG PO FERRITIN HUYET TUONG
VO'I CAC PAC PIEM LAM SANG VA CAN LAM SANG
O’ BENH NHAN NHIEM COVID 19

TOM TAT

Muc tiéu: Mot trong nhiing thong sé dé danh
gia mirc do nghiém trong cua bénh COVID-19 la
nong do ferritin mau. Muc tiéu cua nghién cau
nay la khao sat nong do va mdi lién quan cua
Ferritin huyét twong (FHT) véi céc chi sb 1am
sang va can lam sang & bénh nhan (BN) Covid-
19. Péi twong va phwong phap nghién ciru:
Nghién ctru md ta cit ngang duoc thyc hién trén
155 dbi twong 1a BN mic COVID-19, tai bénh
vién Quan y 103 tir thang 02/2022 dén thang
12/2022. Néng do FTH duoc dinh luong bing
phuong phap mién dich hoa phat quang trén may
DXI1800 (Backman Coulter, Hoa Ky). Két qua:
Nong d6 Ferritin ting theo muc do bénh, co su
khéc biét vé& ndng do trung binh caa Ferritin giia
cac nhom nhe, vira, nang (p=0.000). Ngudng
ferritin phan biét BN nhe-vira la 150,6 ng/Ml,
phan biét BN ning la 446.08 ng/mL. Nong do
FTH c6 méi twong quan nghich muc do nhe véi
Sp02 (%) (r = -0.173, p = 0.031), twong quan
thuan muae do nhe véi nong d6 LDH (r = 0.176, p
= 0.0028), twong quan thuan mc do via vai
nong do CRP va sé lwong bach cau (r = 0.496, p

'Bs mon Khoa Hoa sinh, Bénh vién Quan y 103
2Bé mon Sinh Iy hoc, Hoc vién Quan y

Chiu trach nhiém chinh: Pinh Trong Ha
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= 0.000; r = 0.409, p = 0.000). Két luan: Néng
d6 FTH quan véi muac do nghiém trong cua
COVID-19. Ngudng ferritin & muc do tir nhe dén
trung binh cua COVID-19 la 150,6 ng/mL va
ngudng nang la 446,08 ng/mL. Nong do FTH co
mbi twong quan nghich mac d6 nhe véi SpO2
(%) va nong d6 Albumin huyét tuong, twong
quan thuan mic d6 nhe voi nong do glucose,
hoat 46 GPT va LDH, tuong quan thuan muc do
vira Vi ndng do Bilirubin TP, CRP va s6 lugng
bach cAu.

SUMMARY

THE RELATIONSHIP BETWEEN

PLASMA FERRITIN LEVELS AND

CLINICAL AND SUBCLINICAL
INDICATORS IN COVID-19 PATIENTS

Objecttive: One of the parameters to assess
the severity of COVID-19 disease is blood
ferritin concentration. The objective of this study
was to investigate the concentration and
relationship of plasma ferritin (PF) with clinical
and subclinical indicators in Covid-19 patients.
Subjects and research methods: A cross-
sectional descriptive study was conducted on 155
subjects who were patients with COVID-19, at
Military Hospital 103 from February 2022 to
December 2022. Plasma ferritin concentrations
were  quantified by  chemiluminescence
immunoassay on a DXI800 machine (Backman
Coulter, USA). Results: Ferritin concentration
increased with disease severity, there was a
difference in average concentration of Ferritin
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between light, moderate, and severe groups (p =
0.000). The ferritin threshold that differentiates
mild-moderate patients is 150.6 ng/Ml, and
distinguishes severe patients is 446.08 ng/mL. PF
concentration has a slight negative correlation
with SpO2 (%) (r = -0.173, p = 0.031), a slight
positive correlation with LDH concentration (r =
0.176, p = 0.0028). Moderately positive
relationship with CRP concentration and white
blood cell count (r = 0.496, p = 0.000; r = 0.409,
p = 0.000). Conclusion: Serum ferritin levels
correlate with severity of COVID-19. The ferritin
threshold for mild to moderate COVID-19 is
150.6 ng/mL and the severe threshold is 446.08
ng/mL. PF concentration has a slight negative
correlation with SpO2 (%) and plasma albumin
concentration, a slight positive correlation with
glucose concentration, GPT and LDH activity,
and a moderate positive correlation with serum
concentration. Bilirubin TP, CRP and white
blood cell count.

I. DAT VAN BE

Bénh COVID-19 da dién ra & tit ca cac
quéc gia trén thé giéi véi hon 596.2 triéu
nguoi nhiém va 6,45 trigu ca tar vong.

Viéc sir dung két qua xét nghiém trong
theo dbi tién trién bénh COVID-19 gilp
ngudi bac si 1am sang c6 thém bang chang
cu thé, mang tinh chat dinh luong dé danh
gia tinh trang BN. Céc nghién cau vé moi
tuong quan gitra su thay doi cua cac dau an
sinh hoc nhu CRP, fibrinogen, ferritin, D-
dimer va IL-6 v6i mirec do nghiém trong cia
bénh. Trong do, ferritin 1a nhitng d4u an sinh
hoc dugc cho 1a vuot tréi hon trong theo doi
tién trién va tién luong cho BN [1, 2]. Tuy
nhién, cac nghién ciru trong nuéc van chua
day du. Muc tiéu caa nghién cau: “Khdo séat
nong do ferritin va mai lién quan véi mét sé

chi sé 1am sang, cdn 1am sang trén BN
COVID-19".

1. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. P6i twong nghién ciru

Gdm 155 BN duoc chin doan mic
Covid -19, diéu trj tai khoa Truyén Nhiém -
Bénh vién Quan y 103, bao gdm 35 BN
nang, 70 BN vira, 50 BN nhe.

BN dugc chan doan méac Covid -19 ba
mirc do: nhe, vira, ning theo huéng dan
chan doan va diéu tri COVID-19 do chung vi
rit Corona méi (SARS-CoV-2) ciia Bo v té.

Loai khoi nghién ctu cac truong hop:
Mic céc bénh Iy viém nhidm trung cép tinh
khac. Mic cac bénh tu mién: lupus ban do,
viém khép dang thip. Mic cac bénh ly ac
tinh nhu nhu u tuwong bao, u tuy, u lympho,
bénh bach cau, ung thu budng tring. Nguoi
st dung thudc Gc ché mién dich kéo dai.

2.2. Phwong phap nghién ciru

Tat ca cac BN déu dugc hoi bénh vé tién
str mac cac bénh ly nén, st dung cac thudc,
cac triéu chiing khai phét, tién sir gia dinh...
Kham 1am sang phét hién céc bénh ly két
hop, do tan sb tha, SpO2 (%). Chup X quang
phdi thang nghiéng...Cac miu méau duoc liy
theo mot quy trinh thong nhat. BN duoc yéu
cau nhin an tir 22h t6i hom trude dén 7h sang
hoém sau dé lay mau méau. Lay 3ml mau tinh
mach ngoai vi chéng dong bang heparin, ly
tam, tach lay huyét twong dé 1am xét nghiém
hda sinh va mién dich.

Céc chi s6 héa sinh duoc phan tich trén
hé théng AU5800 (Beckman Coulter, Hoa
Ky). FHT duoc dinh luwong bang phwong
phap mién dich hoa phéat quang trén may xét
nghiém mién dich DXI800 (Beckman
Coulter, Hoa Ky). Cong thirc mau duoc thuc
hién trén hé thong DXH600 (Beckman
Coulter, Hoa Ky).
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phan biét mic do bénh tir nhe dén vira, nang.
2.4. Dao dirc nghién ciru
Dé tai da thong qua Hoi dong dao dic
cap co s& Bénh vién Quan y 103 theo Phiéu
Chap thuan sb 157/CNChT-HPDPD ngay 25
thang 11 nam 2022.

2.3. Phén tich thong ké

Quan ly céc sé lieu bang Microsoft
Office Excel 2019. Phan tich biang SPSS
22.0. Kiém dinh Kruskal Wallis, One-way
ANOVA, Pearson’s va Spearman dugcC St
dung. Pudng cong ROC xac dinh diém cit

1. KET QUA NGHIEN CO'U
3.1. Pic diém cia d6i twong nghién ciru
Céc dic diém cua d6i twong nghién ctru duge thé hién ¢ Bang 1.
Bdng 1. Pdc diém ciia déi twong nghién crru

Pic diém | n (155) %
Gioi
Nam 89 57,4
Nt 66 42,6
Tudi (Xw £ SD) 52 + 22
Bénh kém theo
Tang huyét ap 51 32,9
Dai thao dudng 32 20,6
Bénh khac 88 56,8
Mire d bénh

Nhe 50 32,3
Vira 70 452
Nang 35 22,4

Bang 1 cho thay ty 16 nam mic cao hon nit, do tudi trung binh cia BN méc Covid -19 1a
52 + 22. Pa phan BN mac COVID -19 bi mac it nhat mot bénh kém theo nhu THA hoic

PTD.
Bing 2. Diic diém cin lam sang ciia doi twong nghién ciru
Chi s Nhom nhe (50) Nhom vira (70) | Nhém ning (35) p
Tan s6 tho 18+ 1.11 19+2.35 22 +3.13 0.000**
SpO; 97 + 1.39 96 +1.88 95 +3.91 0.000**
. 71.52 735 67.97 .
Protein TP(G/L)| 57 16 g5.13) (26.43-9443 | (46.29-8088) | 2O
. 38.56 37.3 33.88 .
Albumin (Q/L) | 56 7 46.25) (1635-5374) | (19.24—40.68) | °0%
. 6.28 6.5 8.7 .
Bach cau (G/L) (3.1- 18.9) (3.9-19.3) (2.9-22.1) 0.005
N 4.46 4.335 4.07 .
Hongcau (GIL)| 5 375 39) (2.23 - 6.3) (169526 | 202
PT-(s) 11.65 12.45 12.7 0.04*
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(10 -22.4) (9.6 - 22.7) (10.1- 28.1)

PT % (41 ?8125) (39 Ej8137) (29 235126) 0.035
INR (0.871 '921.92) ( 0.814;(??95) (0.911-' 12.58) 0.037*
CRP(mg/L) | 528 Eijz?éz.?s) (0.7?-3'%0.0) (0.3?—3;88.04) 0.000*
LOHUL | (111108005 | (0420145008 | (10965, s6a70) | O

* Kiém dinh kruskal-wallis; ** Kiém dinh One-way ANOVA
Bang 2 cho thy c6 su khac biét vé tan s tho, SpO2 (%), nong do protein TP, albumin,

CRP, LDH, sb luong bach cau, s6 lwong hong cau va céc chi sé phan anh tinh trang déng mau
gitra c&c mirc d6 bénh.

3.2. Nong d¢ Ferritin

Nong d6 Ferritin cua ddi tugng nghién ctiru duoc thé hién trong Bang 3 va hinh 1

Bdng 3. So sanh néng dé Feritin ciia doi trong nghién ciru

Feritin (ng/mL) Nhom Nhom nhe Nhom vira | Nhom nang p*
Min-Max 6.6 — 1566.8 15.3-2000 | 4.5-2000
Taphanvil 95.115 218.24 423.03 0.000
Trung vi 207.11 400.945 625.50 '
Taphanvil 450.68 754.958 1174.32

1469
989 85~
780.18-
687.74
578.28
479.00

33244
288571
22370
160.50
13060
94.32
58.30"
450

FERRITIN (ngimL)

408.40 ‘

|

JA

* Kiém dinh kruskal-wallis
Cac két qua ¢ Bang 2 cho thay ndng do ferritin ting theo mutrc do bénh, giira cac mic do
bénh khéc biét c6 ¥ nghia théng ké vai p < 0.001.

1

vira
Nhom

]
nhe

n@lng

Hinh 1. Nong dé ferritin ¢ dai twong nghién crru
Hinh 1 cho thay gié tri nong do ferritin & cac d6i twong nghién cau phan phdi khong
chuan, tang dan theo murc d6 bénh, thap nhat & nhom BN nhe, cao nhat & nhém BN nang.
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Hinh 2. Puwong cong ROC ciia nong d¢ FTH giira Mire dj nhe va mire d¢ trung binh (A)
va phan biét mire dp nang (B) cia doi twong nghién ciru

Hinh A: Dién tich dudi duwong cong ROC
(AUC) la 0,678; véi p =0.001; Piém cat
150,6 ng/mL. Nong ferritiin c6 gia tri trong
phan biét gitta nhdm BN nhan muc d6 nhe va
trung binh véi d6 nhay 84,3%, d6 dac hiéu
44%, Gia tri tién doan duong (PPV) 67,8 %,
Gia tri du doan am (NPV) 66,7 %.

Hinh B: Dién tich dudi duong cong ROC
(AUC) 1a 0,668; voi p =0.003; Piém cit

446.08 ng/mL. Nong ferritiin c6 gia tri trong
phan biét nhdm BN muc do nang véi do
nhay 74,3%, d6 dac hiéu 64.2%, Gia tri tién
doan duong (PPV) 37.7 %, Gia tri dy doan
am (NPV) 89.5 %.

3.3. Sw twong quan giita nong do
Feritin huyét twong véi cac chi sé vé 1am
sang va can lam sang

Bdng 3. Sw twong quan gia néng dé ferritin Vi tugi, gidi va mike dé bénh

Dic diém Ferritin (ng/mL) .
Tudi 0.252 0.002*
Gioi
Nam (89) o
Nt (66) -0.337 0.000
Mikc dd bénh
Nhém nhe (50)
Nhém vira (70) 0.352 0.000**
Nhém nang (35)

*Kiem dinh twong quan Pearson’s;

) **Spearman correlation test; r: hé sé tuwong quan tuyén tinh
Bang 3 cho thay nong do FTH & BN COCID-19 ¢6 tuong quan nghich vai gidi, tuong

quan thuan véi tudi va mic do bénh.
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Bdng 4. Sw twong quan giiva néng dg ferritin vgi mét sé chi sé can 1am sang

Dic diém Ferritin (ng/mL) =
Tso tho 0.332 0.000
SpO2 (%) -0.173 0.031
Glucose 0.221 0.006
Albumin -0.298 0.000
Bilirubin TP 0.360 0.000
GPT 0.268 0.001
LDH 0.176 0.028
CRP 0.496 0.000
WBC 0.409 0.000

Bang 4 cho thiy nong do FTH c6 mdi
tuong quan nghich muac d6 nhe vai SpO2
(%) va nong do6 Albumin huyét tuong (r = -
0.173, p = 0.031; r = -0.298, p = 0.000),
tuong quan thuan mac d6 nhe véi nong do
glucose, hoat 6 GPT va LDH (r =0.021, p =
0.006; r = 0.268, p = 0.001; r = 0.176, p =
0.0028), twong quan thuan mac do vira voi
nong d6 Bilirubin TP, CRP va sb lugng bach
cu (r = 0.36, p = 0.000; r = 0.496, p = 0.000;
r = 0.409, p = 0.000).

IV. BAN LUAN

Nghién ctu trén 155 BN duoc xac dinh
mac COVID-19 trong d6 c6 50 BN mirc do
nhe (32,3%), 70 BN muc do vua (45,2%), 35
BN ning (22,4%) ching tdi thdy ring nong
d6 Ferritin ting dan theo mirc d6 bénh (Hinh
1), c6 su khac biét vé ndng do trung binh cua
Ferritin gitra cac nhom nhe, vira, nang
(p=0.000). Nguong ferritin phan biét BN
nhe-vira la 150,6 ng/mL (AUC = 0.678) va
ngudng ngudng ferritin phan biét BN nang la
446.08 ng/mL (AUC = 0.668) (Hinh 2).
Duodng nhu ¢6 mot s6 kha nang du doan vira
phai trong viéc ferritin c6 thé phan biét muc
d6 bénh. Tuong ty nhu vay, Bennouar S va
CS ciing da bao cao AUC la 0,63 cho du
doan mtrc d6 nghiém trong trong mot nhom

gom 330 BN ngudi Algeria mac COVID-19
trong khoang thoi gian tir ngay 27 thang 3
dén ngay 22 thang 4 nam 2020 [3]. Nghién
cau cua Jonathan va CS, dua trén danh gia
hdi ciru 942 trudng hop COVID-19 truéng
thanh ciing di bao cio AUC gan nhu tuong
tu khi du bao tor vong va mic d6 nghiém
trong & COVID-19, lan luot 1a 0,63 va 0,68
[4]. Maghfirah Al va CS nghién cuau trén 67
BN COVID-19 cho thiay ndng do6 ferritin
trong huyét thanh twong quan véi muc do
nghiém trong cua COVID-19. Nguong
ferritin & muc do nghiém trong tir nhe dén
trung binh cuia COVID-19=153,89 ng/mL va
ngudng ferritin  khi t¢ vong=1145,54
ng/mL[5].

Ching t6i da nghién ctru méi lién quan
gitta ndng d6 FTH vai céac chi s6 1am sang va
can 1am sang. Két qua thu duoc 1a ndng do
FTH & BN COVID-19 ¢6 twong quan nghich
VGi gidi tinh, twong quan thuan véi tudi va
mic d6 bénh; c6 mbi twong quan nghich
mic d6 nhe voi SpO2 (%) va nong do
Albumin huyét twong, twong quan thuan mic
d6 nhe véi ndng d6 glucose, hoat d6 GPT va
LDH, tuong quan thuan muc do vua Voi
nong d6 Bilirubin TP, CRP va s6 luong bach
cau (bang 3 va bang 4). Két qua nay phu hop
Vi c4c bao c4o gan day cho thdy mic do cao
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ciia CRP, LDH va ferritin c¢6 lién quan dén
didn bién 1am sang nghiém trong hon va co
thé du doan tién lwong xau [6]. Nhiéu bao
c4o di quan sat thdy mac CRP ting dang ké
& BN COVID-19 so véi nguoi binh thuong,
hon nita, mitc CRP cao hon duogc tim thiy &
phan 16n BN COVID-19 bi bénh ning so Véi
BN nhe hoic khong ning. Thuc té 1a CRP, la
mot protein viém cip tinh, thuong duoc sir
dung nhu mot dau hiéu cua tinh trang viém
toan than. Su gia ting ndng do6 CRP c6 lién
quan chat ché véi viéc san xuat qua muc cac
cytokine gay viém ciing nhu sy pha hay mo
dugc thdy ¢ nhitng BN mic bénh COVID-19
nghiém trong. Trong khi LDH, enzym dugc
phan bd rong rai trong té bao dong vai tro
thiét yéu trong qua trinh chuyén hoa
carbohydrate théng qua xtc tac chuyén hoa
pyruvate thanh lactat. Sy gia tang mrc LDH
nay dugc coi 1a mot chi béo vé su pha hay
mo va té bao ciing nhu ton thuong thudng do
SARS-CoV-2 giy ra. Vi ly do do, nong do
LDH ting cao ciing duoc coi la yéu té du
bo tién trién thanh bénh nang va ty Ié ti
vong cao hon [6, 7].

Két qua quan sat ctia ching toi cling cho
thdy ferritin c¢6 lién quan dang ké dén rdi
loan chic ning gan. Piéu nay dat ra cau hoi
lieu nhitng rdi loan chic nang nay l1a két qua
cua su pha huy mé COVID-19 hay n6 co lién
quan dén bénh di kém thuong lién quan dén
bénh ning. Cac nghién ctru sau hon 13 can
thiét dé diéu tra diém nay.

V. KET LUAN

Ngudng Ferritin huyét twong & muac do
nghiém trong tir nhe dén trung binh cua
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COVID-19 1a 150,6 ng/mL va ngudng nang
la 446,08 ng/mL. Ferritin huyét twong c6 su
tuong quan nghich muac d6 nhe vai SpO2
(%) va ndng d6 Albumin huyét twong, twong
guan thuan mirc d6 nhe véi ndng d6 glucose,
hoat 4o GPT va LDH, tuwong quan thuan muc
d6 vira voi nong do Bilirubin TP, CRP va sé
lugng bach cau.
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MOT SO YEU TO LIEN QUAN PEN NGUY CO’
DIEN BIEN NANG TREN BENH NHAN COVID-19
TAI BENH VIEN VIET NAM - THUY PIEN UONG Bi

Nguyén Thi Thu Ha!, Nguyén Thi Ngoc Lan?4, Nguyén Pic Tuan?4,
Piing Cong Son?, Nguyén Diéu Thiy?, Ta Thanh Vin24

TOM TAT

Muc tiéu: khao sat dic diém mot sé chi sé
hoa sinh co ban cua bénh nhan COVID-19 tai
thoi diém nhap vién va mai lién quan giira chlng
v6i nguy co dién bién nang cua bénh nhan. Poi
twong & Phwong phap: nghién mo ta cit ngang
hdi ctru trén 884 dbi twong nghién ctru duoc chan
doan mac COVID-19 theo tiéu chuan chan doan
cua BYT va khéng mac bénh Iy nén. Két qua:
632 ddi tuong nghién ciru (BTNC), chiém 71%,
da tiém toi thiéu 2 miii vacxin tro 1én, va 214
DTNC (chiém 24%) chua tiém du 2 mili vacxin,
ty 1¢ dién bién ning & 2 nhom lan luot 12 4,9% va
13,7%, su khac biét 1a co ¥ nghia thdng Ke.
Trong toan bo DTNC, nguy co dién bién ning
ciia nhom bénh nhan trén 50 tudi cao gap 4,03
1an so v&i nhom dudi 50 tudi (95%CI 2.03-7.07,
p<0,001), dac biét trong nhom chua tiém dua 2
mili vacxin, nguy co nay tang lén t6i 11,23 lan
(95%ClI 3,55-35,53; p<0,001). Hon thé nita, nguy
co dién bién ning cua nhom bénh nhan co bét

1Bénh vién Viét Nam - Thuy Pién Udng Bi

B mén Héa sinh, truong Pai hoc Y Ha Ngi
3Vien Khoa hoc Cong nghé Y duoc va Sic khoe
cong dong

*Khoa Xét nghiém Bénh vién Pai Hoc Y Ha Ngi
Chiu trach nhiém chinh: Ta Thanh Van

SPT: 0912272922

Email: tathanhvan@hmu.edu.vn

Ngay nhén bai: 10.7.2023

Nguoi phan bién khoa hoc: PGS.TS Pham Thién Ngoc
Ngay duyét bai: 11.7.2023

thuong vé chi sé glucose mau, CRP khi nhap
vién ciing lan lugt cao hon 1,8 1an (95%Cl 1,10-
2,94, p<0,01) va 2,07 1in (95%Cl 1,24- 3,47,
p<0,01) so v&i nhém c6 chi s binh thuong. Két
luan: trong nhém bénh nhan COVID-19 khong
c6 tién st bénh Iy nén, ty 18 bénh din bién niang
& nhém da tiém du 2 miii vacxin thap hon nhom
chua tiém du 2 mii vacxin, ¢ sy gia tang nguy
co dién bién nang & nhém bénh nhan trén 50
tudi, bénh nhan cé bat thuong vé chi s6 glucose
méau, CRP khi nhap vién.

Tir khéa: COVID-19, héa sinh co ban, CRP,
glucose mau.

SUMMARY

Objectives: we conducted this study to
investigate the characteristics of some basic
biochemical indicators of COVID-19 patients at
the time of hospitalization and their relationship
with the risk of severe disease of the patients.
Subjects &Methods: A retrospective study of
884 patients diagnosed with COVID-19
according to MOH diagnostic criteria and
without underlying diseases. Results: 632
participants (71%) had received at least 2 doses
of COVID-19 vaccine and 214 participants
(accounting for 24%) had received less than 2
doses of COVID-19 vaccine. The rates of severe
disease in the 2 groups were 4.9% and 13.7%,
respectively, the difference was statistically
significant with p<0.05. The risk of severe
disease in the group of patients over 50 years old
was 4.03 times higher than in the group under 50
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years old (95% Cl 2.03-7.07, p<0.001),
especially in the group who had received less
than 2 doses of COVID-19 vaccine, the risk of
this increased to 11.23 times (95% CI 3.55-
35.53, p<0.001). Furthermore, the risk of severe
disease in the group of patients had abnormal
blood glucose, CRP on admission also had been
increase 1.8 times (95%CI 1.10-2.94, p<0.01)
and 2.07 times (95%CI 1.24-3.47, p<0.01) than
normal groups. Conclusion: In the group of
COVID-19 patients with no history of underlying
medical conditions, the rate of severe disease
progression in the group who received 2 doses of
the vaccine was lower than that in the group who
did not receive 2 doses of the vaccine. Risk of
severe development in the group of patients over
50 years old, patients with abnormal blood
glucose index, CRP on admission.

Keywords: COVID-19, basic biochemistry,
CRP, blood glucose.

I. DAT VAN DE

Trong nhitng nam gan dy, nhan loai lién
tuc phai d6i mat vai nhiéu bénh dich nguy
hiém, nhu dich SARS ndm 2003, ctim lon
HINI nam 2009, hoi chang hd hip Trung
DPong MERS niam 2012, va gan day nhat l1a
dai dich COVID-19. bai dich COVID-19
gdy ra boi virus SARS-CoV-2 dugc phat
hién vao thang 12/2019 tai tinh Vi Han —
Trung Qudc sau d6 nhanh chéng lan ra toan
thé giéi. Tinh dén thang 02 nam 2023 thé
giGi da c6 hon 755 triéu ca nhiém va hon 6,8
triéu truong hop tir vong.! Viét Nam da trai
qua 4 lan song dich vai hon 11 triéu ca méc
va hon 43.000 ca tur vong, tinh riéng trén dia
ban tinh Quang Ninh cling da c6 téi 364.982
ca mic va hang trim ca tir vong dugc ghi
nhan. Hién nay, véi thanh cong cua chién
dich tiém ching vacxin phong COVID-19 da
han ché nguy co lay lan, bung phét dich, tuy
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nhién véi sy xuit hién coa cac bién ching
virus méi, c6 thé lam suy yéu hiéu qua cua
vacxin khién cho cdng tac phong, chéng dich
COVID-19 van la mot van dé can hét stic luu
tam.

Mic du c6 kha nang lay nhiém cao, tuy
nhién phan 16n nguoi nhidm virus SARS-
CoV-2 chi c6 triéu chitng nhe hoac khéng cé
triéu chung. Ly giai cho dap @ng rat khac
nhau ciia mdi cé thé 1a do nhiéu yéu té anh
hudong dén mirc d6 biéu hién bénh cua bénh
nhan COVID-19 nhu chung virus, cac yéu t6
lién quan téi vat chu ciing nhu nhitng yéu t6
moi truong, x& hoi khac. Do dé, dé d6i pho
véi dai dich COVID-19, bén canh cac bién
phap nhu phat hién va cach ly nguoi nhiém
virus, trién khai rong rai vacxin... thi viéc
xac dinh cac ddi twong nguy co cao co thé
dién bién nang ciing ludn nhan dwoc sy quan
tam cua cac chuyén gia. Nhiéu nghién ciu da
chi ra cac yéu té nhu tudi cao, giéi tinh nam,
MAc cac bénh nén nhu dai thao duong, ting
huyét ap... c6 thé lam ting nguy co dién bién
nang cing nhu tor vong cua bénh nhan
COVID-19.2 Bén canh d6, gan day, mot loat
nghién cau cho thiy y nghia cua céc chi ddu
sinh hoc nhu glucose mau, CRP, D-Dimer,
LDH, AST, Creatinine... cling c6 gia tri quan
trong trong hd tro tién luong bénh nhan
COVID-19. 34

Tai Viét Nam, viéc thu thap thdng tin Iam
sang, tién sir ciing nhu cac chi sd can 1am
sang co ban cua bénh nhan COVID-19 tai
thoi diém nhap vién da dugc cha y trong
thuc hanh 1am sang. Hién nay da co6 mot sd
huéng dan dé cap toi cac yéu té nguy co &
bénh nhan COVID-19 nhu tudi cao, bénh
nén, tién sur tiém vacxin... Cung véi d6 mot
s6 nghién ciru trong nuéc ciing da dua ra
nhitng khuyén céo vé viéc sir dung cac chi
diu sinh hoc trong tién lugng bénh nhan
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COVID-19, tuy nhién nhitng nghién cuu nay
chua nhidu va két qua con chua thong nhit.
Dé cd thé lam rd hon gia trj cta nhitng chi sd
can lam sang trong danh gia bénh nhan,
chdng t6i tién hanh nghién ctu nay nhim
muc tiéu khao sat dic diém mot sb chi sb hoa
sinh co ban cua bénh nhan COVID-19 tai
thoi diém nhap vién va méi lién quan giia
chung véi tién lugng caa bénh nhan.

II. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Tiéu chuan chon vao nghién ciru:

- DBéi tugng nghién ciru dugc chan doan
mac COVID-19 theo tiéu chuan chan doan
cia BYT.> va khong mac bénh Iy nén (dai
thiao dudng, ting huyét 4p, cac bénh ly man
tinh khéc...)

- Pbi tuwgng nghién ciru co day da théng
tin hd so bénh an

2.2. Tiéu chuan loai trir:

- Pbi tuwong nghién ciu c6 tién sir mac
bat ky bénh Iy nén khac duoc ghi nhan trong
ho so bénh an

- Béi twong nghién ctiru khong co day du
ho so bénh an.

2.3. Phuwong phap nghién cau

Thoi gian va dia diém nghién ciu:
Nghién ctru duoc tién hanh tir thang 01/2021
dén thang 06/2023 tai Bénh vién Viét Nam —
Thuy Dién .

Thiét ké nghién cizu: Nghién ctru mé ta
cit ngang, hoi ctru.

I1. KET QUA NGHIEN cU'U

2.4. Cé& mau va phuong phap chon
mau: Chon mau thuan tién bao gom toan bo
bénh nhan du tiéu chuan lva chon vao nghién
ctu.

2.5. Bién sé nghién citu

- Théng tin chung vé& ddi tuong nghién
ctru: Tudi, giGi tinh, tién st tiém vaccin: sb
mii ti€ém (chia thanh nhém da tiém > 2 mii
vacxin va nhom ti€ém < 2 mii vacxin). Cac
loai vacxin dugc sir dung gém cd: vacxin
Moderna, vacxin Pfizer, vacxin Astrazeneca,
vacxin Verocell, vacxin Sputnik V.

- Théng tin can 1am sang: Cac chi s6 c4n
1am sang duoc thu thap trong vong 24h nhap
vién gébm c6 glucose mau bat ky, dién giai
dd, AST, ALT, Creatinine; Ure, CRP.

- Théng tin phan loai muc d6 bénh theo
huéng dan caa BYT gom: khong triéu
chung, triéu ching nhe, trung binh, nang va
nguy kich.® Nhom bénh nhéan khéng triéu
chung, triéu chiing nhe dugc xép vao nhom
bénh nhan muc d6 nhe, nhém bénh nhan
triéu chang trung binh, nang va nguy kich
duoc xép vao nhém bénh nhan mirc o nang.

2.6. Phan tich sé liéu: sé liéu dugc nhap
bang phan mém Microsoft Excel 2016 va
phan tich bang phan mém SPSS 20.0.

2.7. Pao duc nghién cau: Toan bo thong
tin nghién cau dugc truy cap hdi cau tir hd
so bénh an, cac thong tin dugc bao mat va
khong can thiép vao qua trinh diéu tri bénh
nhan.

Bdng 1. Pdc diém chung ciia déi trong nghién ciku
Nhém 1: Pa tiém| Nhom 2: Tiém
Chung ~. . ~. .

N (%) >2 mii vacxin | <2 mii vacxin

N (%) N (%)
Tudi trung binh 32,1+16,4 | 36,64+12,62 | 19,50 + 18,79

Tudi Dudi 50 tudi 785 (88,8) 552 (87,3) 200 (93,5)
>50 tudi 99 (11,2) 80 (12,7) 14 (6,5)
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Gisi Nam 420 (47,5) 313 (49,5) 91 (42,5)
N 464 (52,5) 319 (50,5) 123 (57,5)
Chua tiém 206 (23,3) 0 (0) 206 (96,3)
Tiém 1 mai 8 (0,9) 0 (0) 8 (3,7)
Vacxin Tiém 2 mii 587 (66,4) 587 (92,9) 0 (0)
Tiém 3 mdi 44 (5,0) 44 (7,0) 0(0)
Tiém 4 mi 1(0,1) 1(0,2) 0 (0)
Khéng cé thong tin 38 (4,3) 0 (0) 0 (0)
Phan loai Kh(“?ng triéu ching 100 (11,3) 45 (7,1) 54 (25,5)
Mitc dé .Trléu ching nhe 712 (80,7) 556 (88,0) 129 (60,8)
néng. Triéu ching trung binh 58 (6,6) 23 (3,6) 25 (11,8)
] Nang, nguy Kich 12 (1,4) 8(1,3) 4 (1,9
AST(U/L) 29,7+£1972 279+158 33,6 £13.3
ALT (U/L) 25,6 + 22,5 26,5 + 20,8 21,2+ 19,6
URE (mmol/L) 44412 44412 4,2+0,99
Can lam CRE (umol/L) 72,8+£17,0 775+150 60,1+ 14,8
sang khi | Glucose mau bat ky (mmol/L) | 58+2,2 58+23 58+ 1,4
Vao vién Natri (mmol/I) 1368+7,0| 137,0+£5,93 1359+ 10,5
Kali (mmol/l) 3,98 +£4,90 3,86 £ 3,94 4,47 +7,79
Clo (mmol/l) 1026 £5,5 102,4 £ 6,2 103,4+£29
CRP (mg/l) 11,0+ 20,7 11,2+18,2 9,6 +26,9

ty & DPTNC thuéc nhém muc do nhe va
nhém muc d6 nang lan luot 12 92,0% va
8,0%. Ty & nay trong nhom da tiém t6i thiéu
2 miii vacxin lan luot 12 95,1% va 4,9% va ty
Ié trong nhom chua tiém da 2 mii vacxin 1an
luot 12 86,3% va 13,7%.

Trong tong sé 884 DTNC c6 632 BPTNC
(chiém 71,5%) d tiém t6i thiéu 2 miii vacxin
tro 1én, va 214 DTNC (chiém 24,2%) chua
tiém hoac mai tiém 1 mii vacxin COVID-19.
Do tudi trung binh cua tit ca PTNC la
32,1#16,4 tudi va trong d6 nhom dudi 50
tudi chiém 88,8%. Trong tong s6 884 PTNC,

Bdng 2. Mét sé diic diém giza BN COVID-19 mize dg nang va mike dé nhe

Chun Nhom 1 Nhoém 2
N—882 Pa tiém i thiéu 2 miii | Chua tiém hodc tiém 1
B vacxin N=632 miii vacxin N=214
MicdoMic o) [MacdoMicds] [Micdo[Micds|
nhe nang value nhe nang value nhe nang value
n(%) | n(%) n (%) | n (%) n(%) | n(%)

Tudi trung | 31,7 + |37,0 + 1783012 361t | 4742 .
binh 151 | 26,7 | 2909 | 151 | 302 [90009% 119 | 195 [<0.001
AST | 280z |377+ 321+ 4072 275+ 341¢ .
W) | 191 | 183 |99992" ) o5 | 216 [0001F| q5g | qpq (00228
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ALT 249+ 33,1+ «|263% 303+ 188+ | 329+ -
(U/L) 21,4 31,6 0,0031 21,0 154 0,2965 9,57 42,5 0,0004
URE 43+ | 45+ 44+ | 48+ 41 +
(mmollly | 12 | 1s | 03067 | "R 1T Joos12 | U F 44£12 01565
CRE 73,0 | 70,6 £ 772+ 832+ «| 57,8+ | 59,9+
(umol/L) 16,9 20,4 0,2595 14,7 19,5 0,0296 15,2 14,3 0,4874
Glucose
maubitky | 27 E [ 88% 1o 0008x | 27E | T0E 16 00aa%| 20 F |5 44 1.9| 0,008%
2,1 2,3 2,3 2,7 1,3
(mmol/L)
Na+ 136,8 +[136,8 + 137,0 £{136,4 + 135,6 +|137,4 +
mmoliL) | 7.3 | 20 | 99 g0 | 34 |0938 g5 | o4 | 04U
K+ 40+ | 3,7+ 386+ (371 46+
+
(mmol/L) 51 0.4 0,7078 4,04 0.32 0,8323 8.6 3,8+ 0,4| 0,6266
Cl- 102,6 £(102,3 + 102,5+(101,6 + 103,5+|103,1 +
(mmol/L) 57 2,9 0,6840 6,3 3,5 0,4566 2,9 2,3 0.4725
CRP | 90+ |305+ .| 96+ [400% . 60+ [218% .
mg/l) | 151 | 434 | 0000 g | mpp [SO00LT 5y 5 | g 00016
Trong tat ca DTNC, tudi trung binh cha mac do niang lan lwot la 37,7 =+
nhém mirc d6 nhe 1a 31,7 + 15,1 tudi trung  18,3(mmol/L); 33,1 + 31,6(mmol/L); 6,6 +

binh cta nhém muc d6 nang la 37,0 £ 26,7.
Chi s6 AST, ALT, dudng mau bat ky, CRP
cia nhém muc d6 nhe lan luot 1a 28,9 +
19,1(mmol/L); 24,9 + 21,4(mmol/L); 5,7 %
2,1(mmol/L); 9,0 + 15,1(mg/L),trong nhom

2,3(mmol/L); 30,5 = 43,4(mg/L). Su khéc
biét vé& tudi trung binh, chi s6 AST, ALT,
glucose mau bt ky, CRP 1a c¢6 y nghia thdng
ké gitta 2 nhom.

Bdng 3. Mai lién quan gi#a cac yéu té va phan logi mize dé 1am sang ciia PTNC

Chun Nhom 1 Nhoém 2
N—88£gl Pi tiém toi thiéu 2 |Chwa tiém hoic tiém 1
B miii vacxin N=632 | miii vacxin N=214
Mic |Mic ds| OR | Muc '\g‘gc or | Mic '\g‘gc OR
do nhe| nang | (95% |d6 nhe néﬁg (95%Cld© nhe néﬁg (95%
0, 0, 0, ¢ 0 ¢
n@) [n((%) | CI) [n((%) n (%) n (%) n (%) Ch
Duéi 50| 734 | 49 . B33 | 19 sl 177 21 s
. tudi | (93,7)| (6,3) 4,03 (96,6) | (3,4) 4,95 (89,4) | (10,6) 11,23
TUbl el e gy | (@30- (2.30- 7= s | (355
woi | (78.8)| (21.2) 7,07) |68 (85)[12 (15)| 10,64) 42.9)| (57.1) 35,5)
379 069 | 294 | 19 | 060 | 76 | 13 | 0,87
Gisi | MM 90,7 P2 O3 (03| (93.9)| (6,1) | (0.29- | (85.4)| (14.6)| (0.40-
Nt | 433 |31(6,7) 1,14) | 307 | 12 | 1,27) | 107 | 16 | 1,92)
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(93,3) (96,2) | (3.8) (87,0)| (13,0)
Binh | 742 572 | 29 145 | 25
AST | thuong | (92,2) (23 (78] 211 | g5 5y | (ag) | 136 |(85.3)| 1ary| 2°
(U/L) Bit | 39 (0.91- 1754 (0.31- 774 s | (08
tnwong | @) [ (152 492 | quc |2(64)| 5.98) | | 2o | 109
Binh | 722 547 | 28 149 | 25 N
ALT | thwong | (02,1) 2 (79 183 15 1v| a9y | 11 |(g5.6)| (14.4)| %2
(U/L) Bit | 57 0,75 =3 (0,33- 1773 y | (168~
tnwong | @77) 8123 358) | 70 1354 376) | )| 2y | 37,6
Binh | 706 542 | 25 141 | 26
Ure | thuong | (92.2) |20 78) 168 1 oo 6y (aay | 217 |(gaay| 15,6 1O
(mmol/L) | Bit | 63 (0.80- =0, (0.80- 75 3 | 042
twomg | @7.5) ° 125) 359) | gpg)|5OD| 59D | zeo | oy | 632)
Binh | 346 316 | 19 22
Cre | thuong | (933) [>> &7 (3;‘2 943)| (5.7) (ggg 8g) | ° 12 (é'flj_
(umol/L) | Bat | 435 45 (9.4) 2’38) 285 | 12 1’47) 131 | 26 5’22)
thuong | (90,6) [ | %) 96,00 | (4,0) | 7" |(83.4)| (16,6)| >
Binh | 476 .| 377 | 14 |81 | 13
Glucose |\ rong | 93.3) P4 G 18% | 96 7| (3.6) | 297" | (86.2) | (13.8)| 192
mau bit o (1,10- (1,00- (0,88-
oy Bit | 34 136 |Lo oo [ a7 5ol 50 |16 | e
Y thwong | (6,7) | 21,4) | <77 92,9 | 7.0 | ¥ |58 (24,2)| ™
Binh | 599 454 | 23 121 | 26
‘ 59 (9,0)| 0,62 1,10 0,52
<+ Jthuong | @1.0) | OO 02 (@5.2)| @) | e |@23)|ann| o7
mmol/L Bat 164 ’ 143 ’ !
( ) tnoomg | 0a.3) 10 B7) 124) | 9,7 18(53)| 252) 18(90) 2(10) | 2.37)
Binh | 657 525 | 23 110 | 24 | 0,63
Na+ | thuong | (92,2) |28 (7/8) (3‘713 95.8)| (4.2) (21’55‘9*_ (82.1)| (17.,9)
(mmol/L) | Bat | 106 | 13 ! ! 29 4 | (0,20-
thuong | (89.1) | (10,9) | 272 |72 (0)8(10) | 588) | o7 v (120 | 1,07)
Binh | 721 568 | 28 127 | 27
Cl- | thuong | (91,7) P2 @3 139 g5 5| a7y | 254 (25| 75y OF7
(mmol/L) | B&t | 32 4(11.1) f’gj)' 24 3 (g,ggz)- 7 1 (g’gg)'
thwong | (88,9) |* ) PV | (88.9) | 11,1y | @7 | (87.5)| (12,5)| >
2,07%* 2,02 2,69*
Binh | 385 ! 267 ! 01| 15 | 2
CRP | thuong | (94,1) 24(59) gf;‘)' (97,5) 7(25) (6162;1)- (87,1) | (12,9) (61’1148)'
(Mg/L) ™~ B& [ 356 | 46 313 | 24 35 | 14
thuong | (88,6) | (11,4) 929)| (7.1) (71,4)| (28.,6)

Véi * 12 p<0,1 ; ** 1a p<0,01; *** |13 p<0,001
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Trong ciac DTNC, nguy co dién bién
nang & nhém trén 50 tudi cao gip 4,03 lan
nhém dudi 50 tudi (95%CI 2.03-7.07), trong
nhom chua tiém du 2 miii vacxin, nguy co
nay 1a 11,23 Ian (95%Cl 3,55-35,53;
p<0,001). Nguy co dién bién ning ¢ nhom
bénh nhan c6 dudng méu bat ky bat thuong
cao gap 1.8 lan (95%CI 1.10- 2.94), va &
nhém c6 CRP bét thuong 12 2.07 1an (95%ClI
1,24-3.47) so vé&i nhdm c6 cac chi s6 binh
thuong khi vao vién. Cac khéc biét trén déu
¢6 ¥ nghia thong ké véi p<0,01.

IV. BAN LUAN

Trong thoi gian qua, chién dich tiém
chung vacxin COVID-19 di dugc trién khai
rong rai trong cd nudc noi chung va dia ban
tinh Quang Ninh noi riéng. Trong nghién ctru
ctia chiing t6i, 6 632 (chiém 71%) DTNC da
duoc tiém tdi thiéu 2 miii vacxin va c6 214
(chiém 24%) chua tiém du 2 miii vacxin. Gia
tri cua vacxin trong tdng cuong kha nang bao
vé cta co thé va han ché dién bién ning ¢
bénh nhan COVID-19 da dugc rat nhiéu
nghién ctru trén thé giéi ciing nhu tai Viét
Nam cong bd.” Trong nghién ctru nay, két
qué ctia chiing t6i cho thay ty 16 PTNC dién
bién nang & nhoém di tiém du 2 miii vacxin 1a
4,9% va trong nhém chua tiém du 2 mii
vacxin ty 1¢ nay 1a 13,7%, su khac biét 1a co
y nghia thong ké véi p<0,05. Didu nay mot
14n nita nhdn manh gia tri cua chién luoc bao
phii vacxin trong viéc phong chong dai dich
COVID-19 ¢ nudc ta.

Bén canh yéu t6 vacxin, nhiéu nghién
ctru trén thé gidi ciing chi ra rang tudi ciing
1a mot yéu té anh hudng 16n téi nguy co dién
bién ning & bénh nhan COVID-19. Trong
nghién ciru nay, do tudi trung binh cta
DTNC 12 32,1 + 16,4 tudi va trong d6 nhom
dudi 50 tudi chiém 88,8%. Tudi trung binh

trong nghién ctru cua ching t6i thip hon
dang ké so v6i nhidu nghién ctru khac lién
quan té61 COVID-19, nhu nghién clru cua
Mohitosh va cong su véi do tudi trung binh
la 54 + 13? hay nghién ctru cua Aloisio véi
d6 tudi trung binh 1a 61 + 138, Ly giai cho
diéu nay 1a do nhitng bénh nhan cao tudi
thuong c6 bénh 1y nén kém theo, khong dap
ung duogc tiéu chuan lya chon PTNC cua
chung t6i. Mic du s luong bénh nhan cao
tudi dap Gng tiéu chuin lya chon khéng
nhiéu (99/884 DTNC chiém 11%), chiing t6i
van nhén thiy su gia ting nguy co dién bién
ning cua nhoém bénh nhéan trén 50 tudi cao
gip 4,03 lan so voi nhém dudi 50 tudi
(95%Cl1 2,03-7,07, p<0,001), dac biét trong
nhom chua tiém du 2 miii vacxin, nguy co
nay tang l1én téi 11,23 lan (95%CI 3,55-
35,53, p<0,001) Nhimng két qua trén twong
ddng vai nghién ciru cla tic gia Mohitosh va
cong su ty 1€ bénh nhan ¢ do tudi trén 50 co
nguy co dién bién ning, tr vong cao gip
15,4 1an so véi bénh nhan ¢ do tudi dudi 50
(RR 15,44, 95%CI 95% 13,02-18,31; p <
0,00001)?

Trong thoi gian qua, mot loat nghién ctru
trén thé gidi da cho thdy y nghia cua cac chi
dau sinh hoc trong hd tro tién lugng bénh
nhan COVID-19348, Trong nghién ctru nay
ching toi cling nhan thdy c6 moi lién quan
gilta chi s glucose méau, chi s CRP lic
nhdp vién tdo1 tién lugng muc dO ndng cua
bénh nhan. Gié tri trung binh cua néng do
glucose mau va CRP ¢ nhom bénh nhan
khong triéu chimg, triéu chimg nhe 1an luot
la 57 £ 2,1 (mmol/L); 9,0 £ 15 1(mg/L)
trong khi gia tri & nhom dién bién ning lan
luot 1a 6,6 = 2,3 (mmol/L); 30,5 + 43,4
(mg/L), su khac biét gitta 2 nhom 1a co y
nghia thdng ké v6i p<0,0001. Hon thé nita,
két qua cling cho thdy nhém BDTNC c6 chi sd
glucose mau nhdp vién bit thudng c6 nguy
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co dién bién niang cao gip 1.8 lan nhom co
chi s glucose mau nhap vién binh thudng
(95%CI 1,10- 2,94, p<0,001). Két qua nay
twong dong voi nghién ctru cua Carrasco-
Sanchez va Coppelli voi nguy co tir vong
doc lap gip 1,50 ( 95%CIL: 1,31— 1,73)>%.
Hon thé nira, ket qua cting cho thay nhom
DTNC c6 chi sé6 CRP nhap vién bit thudng
¢6 nguy co dién bién ning cao gip 2,07 lan
nhém co chi s6 CRP nhap vién binh thudng
(95%CI1 1,24-3.47; p<0,01) Két qua nay
trong dong v4i nghién chu cia tic gia
Ahnach 12 1,13 1an(95% CI (1,04-1,23)%. Bén
canh d6, mét sb nghién ctru nhu cta Aloisio
hay nghién ctru cia Aref da cho thay céc chi
s6 nhu AST, Creatinine,....co lién quan toi
tién lugng di®n bién ciia bénh nhan COVID-
19, tuy nhién, trong nghién ctru ndy chung
t6i c6 ghi nhan ty 18 bénh nhan dién bién
nang cao hon & nhém bénh nhan cé bat
thuong vé chi s6 men gan (AST, ALT), chi
s6 danh gia chire nang than (Ure, Creatinin),
chi sé dién giai ¢6 (Na+, Cl-), tuy nhién sy
khac biét nay chua c6 ¥ nghia thong keé.
Nhimg két qua khac biét nay ¢ thé dugc 1y
giai do sy khac biét vé quan thé nghién ciru,
tiéu chuan lua chon ddi twong nghién ctru, c&
mau gilta cac nghién ctru, do d6 chiing toi
kién nghi can tién hanh nhiing nghién ctru
16n hon dé 1am sang t6 hon nita ¥ nghia cua
nhiing chi s6 nay trong tién luong dién bién
cua bénh nhan COVID-19.

V. KET LUAN

Trong nhoém bénh nhan COVID-19
khong cd tién st bénh ly nén kém theo, ty I¢
bénh dién bién ning & nhom da tiém du 2
mili vacxin thap hon nhém chua tiém du 2
mili vacxin, c6 Su gia ting nguy co dién bién
nang ¢ nhém bénh nhan trén 50 tudi, bénh
nhan c¢6 bat thuong vé chi sé glucose mau,
CRP khi nhap vién.
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KHAO SAT Ti LE KHANG NGUYEN HLA-B27
O BENH NHAN VIEM COT SONG DiNH KHO'P

P64 Khanh Vy!, Hoang Ngoc Biao Mi?,

Dwong Thi Thanh Hwong?, Mai Thi Bich Chi?

TOM TAT

Pit van dé: Viém cot song dinh khop 1a
bénh dién hinh caa nhém bénh ly viém khop —
cot song, dic trung boi viém cot sdng, viem cac
khép 16n ngoai vi, chan doan bang biéu hién
viém khop cing chau trén chan doan hinh anh.
Nguyén nhan gay bénh chua thuc su rd rang, su
hién dién cua alen khang nguyén bach cau nguoi
B27 (HLA-B27) c6 & 90% sb bénh nhan, nhung
cling c6 & 10% sb dan sé ndi chung.

Muc tiéu: Khao sét ti 1&6 duong tinh véi yéu
td khang nguyén hoa hop mé HLA-B27 ¢ bénh
nhan viém cot séng dinh khop va méi lién quan
vé6i cac chi s6 1am sang, can 1am sang

Poi twong-Phwong phap: Nghién ciu mo ta
cit ngang, 125 bénh nhan duoc chan doan viém
cot séng dinh khop dén kham va diéu tri tai Bénh
vién Dai hoc Y Dugc TPHCM trong thoi gian tir
01/2022 dén 06/2023

Két qua: Phan tich 125 bénh nhan VCSDK,
tudi trung binh 12 30,0 + 8,6; ti 1& nam nix 2/1. Ti
I1¢ duong tinh véi khdng nguyén HLA-B27 la
79,2% (99/125). Gitra 2 nhém HLA-B27 duong
tinh va &m tinh ghi nhan sy khac biét co6 ¥ nghia
thdng keé trén triéu chimg viém khép héng, viém

Bénh vién Bai hoc Y diroc Thanh phé Ho Chi Minh
Chiu trach nhiém chinh: Mai Thi Bich Chi

SPT: 0913822303

Email: chi.mtb@umc.edu.vn

Ngay nhén bai: 8.7.2023

Nguoi phan bién khoa hoc: PGS.TS Hoang Van Son
Ngay duyét bai: 10.7.2023

diém bam gan; ndng d6 CRP, téc d6 ling méu
ESR 1h véi p < 0,05

Két luan: Khang nguyén hoa hgp md HLA-
B27 1a yéu t di truyén cha yéu & bénh nhan
viém cot song dinh khép, c6 méi lién quan giira
sy hién dién cia HLA-B27 véi cac chi sd 1am
sang, can lam sang

Tir khoa: viém cot séng dinh khép, HLA-
B27

SUMMARY
SURVEY OF THE HUMAN
LEUKOCYTE ANTIGEN HLA-B27
RATE IN ANKYLOSING
SPONDYLITIS

Background: Ankylosing spondylitis (AS)
is a typical disease of the group of arthritis-
spondyloarthropathies, characterized by
spondylitis, inflammation of the large peripheral
joints, diagnosed by sacroiliitis on imaging. The
cause of the disease is not really clear, the
presence of the human leukocyte antigen B27
allele (HLA-B27) is present in 90% of patients,
but also in 10% of the general population

Objectives: Survey on the positive rate of

human leucocyte antigen HLA-B27 in
ankylosing  spondylitis  patients and its
correlations with clinical and subclinical
indicators

Methods: A cross-sectional descriptive
study, 125 ankylosing spondylitis patients

diagnosed and treated at University Medical
Centre in Ho Chi Minh City from 01/2022 to
06/2023.
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Results: Analyzed 125 AS patients, mean
age was 30,0 £ 8,6; male/female ratio was 2/1.
The positive rate for HLA-B27 antigen was
79,2% (99/125). Between the positive and
negative HLA-B27 groups, there was a
statistically ~ significant  difference in the
symptoms of hip arthritis, tendonitis; CRP
concentration, ESR 1h with p < 0,05

Conclusion: Human leukocyte antigen
HLA-B27 was the major genetic factor in
ankylosing spondylitis patients. There was
correlations between the presence of HLA-B27
and clinical and subclinical indicators

Keywords: ankylosing spondylitis, HLA-B27

I. DAT VAN DE

Viém cot séng dinh khop (VCSDK) 1a
mot bénh thap viém dic trung boi ton thuong
khép cung chau, cot séng va cac khap o chi
duéi, thuong kém theo viém cac diém bam
gan. Nguyén nhan gay bénh dén nay van
chua thuc Sy rd rang, trong d6, c6 moi lién
quan chat ch& vai yéu té khang nguyén hoa
hop m6 HLA-B27, gap trong 90% truong
hop, ngoai ra con c6 thé cd mot sé yéu té gen
khac va tac nhan nhiém khuan, yéu té gia
dinh chiém ty 1¢ 10% [1]. Véi ty & mac bénh
1a 0,1 dén 1,4% trén toan thé giéi va nam
gidi c6 xu huéng méc cao gip 2 dén 4 lan so
véi nir [1,3]. Tai Viét Nam, VCSDK khong
phai 12 bénh qua hiém gap, thuong khoi phat
& nguoi tr 20 dén 40 tudi. Néu khong dugc
can thiép diéu tri kip thoi s& tién trién nang
dan, cot song bi dinh khop dan cing lai va
mat kha ning di dong, cd thé anh huong toi
chtrc nang hé hap hay cac van dé tim mach.
Nhiéu nghién ctu trén thé gisi da xac nhan
mbi lién hé gitta HLA-B27 véi VCSDK, tuy
nhién ty 1& phd bién cua gene 1a khac nhau
gitta cac chung toc [3,6]. Xét nghiém xac
dinh gene HLA-B27 & bénh nhan cé triéu
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chung lam sang la mét trong nhing tiéu
chuan chan doan quan trong va kip thoi, gip
ngudi bénh duoc diéu tri sém, tranh khoi cac
bién chirng nguy hiém. Chlng tdi tién hanh
nghién ciu nham khao sat ti 1& duong tinh va
vai tro cua khang nguyén HLA-B27 trén
bénh nhan VCSDK

II. DOI TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

Poi trgng nghién ciru: Bénh nhan dugc
chan doan bénh Iy viém cot séng dinh khép
(theo Huéng dan chan doan va diéu tri cac
bénh co xuong khép cia Bo Y Té nam
2014), tai khoa Noi Co Xuwong Khop va
phong khdm Noi Co Xuong Khap Bénh vién
Pai hoc Y Dugc TPHCM tur thang 01/2022
dén thang 06/2023

Tiéu chudn lwa chen:

Két hop triéu chung 1am sang, hinh
anh t6n thuong xwong khép trén X-Quang,
két qua xét nghiém HLA-B27

Tiéu chuan I1am sang (it nhat c6 mot yéu
t6):

— Pau that lung 3 thang trg I&n, cai thién
khi luyén tap, khdng giam khi nghi.

— Han ché van dong cot séng that lung ca
tu thé cdi va nghiéng.

— Giam d6 gidn 16ng nguc (dudi hoic
bang 2,5 cm).

Tiéu chuan X-Quang:

Viém khép cing chau giai doan > 2, néu
biéu hién viém ca hai bén.

Chén doan xac dinh khi c6 tiéu chuan X-
Quang Vva it nhat mot yéu tb thuoc tiéu chuan
Iam sang.

Tiéu chudn logi trir

Bénh nhan dang c6 bénh nhiém tring
nhu nhiém khuan co xuong khép, viém
phdi, nhiém khuan tiét niéu,...

Phwong phap nghién cau

Thiét ké nghién cizu: md ta cit ngang
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Céac sé lieu thu thdp: Hoi cau dir lidu
bénh nhan thdng qua hé théng dir liéu xét
nghiém va hd so bénh &n

Dic diém chung: tudi, gisi tinh

Dic diém 1am sang triéu chung viém dién
hinh: viém khép cung chau, viém khaop hang,
viém khop gdi, viém diém bam gan, viém két
mac mét

Can lam sang: tén thuong xuong khop
trén X-Quang (khop cung chau, phu tay
xuong, hep khe khap, dinh khop, xo xuong),

1. KET QUA NGHIEN cU'U

két qua HLA-B27, nong d6 CRP, téc d6 mau
ling 1h

Xi# ly sé ligu: phan mém SPSS 20.0

Phwong phdap xét nghi¢m: B Xxét
nghiém Real-Time PCR Detection Kit phat
hién allele HLA-B27 cia nha cung cap
Genmark Saglik, dua trén nguyén tic phan
tng khuyéch dai chudi gene st dung doan
mdi dac hiéu, chat nhuém huynh quang phan
tich dot bién 1a Biotium. Bo kit chuan hoa
trén dong may Cobas

3.1. Pic diém chung ciia nhom nghién ciéu
Bdng 3.1: Pdc diém chung ciza nhém nghién citu

Pic diém (n=125) n Tilé %
Gigi nam 81 64,8
Gidgi nit 44 35,2
HLA-B27 duong tinh 99 79,2
C6 ton thuong khép cling chau 49 39,2
Phu tiy xwong 7 5,6
Hep khe khép 37 29,6
Dinh khép 36 28,8
Xo xuong 39 31,2

Nhan xét: C6 81 nam va 44 nit, ty 1& nam/nir 1a 2/1, d6 tudi trung binh 30,0 + 8,6, cao
nhét 12 55 tudi, thap nhat 1a 13 tudi. Pac diém ton thuong khdp ciing chau chiém ti Ié cao nhat
Vi 39,2%, tiép theo 1a xo xwong va hep khe khép, thap nhit Ia phu tay xuong véi 5,6%

Ti I1é % dic diém lam sang

50

39.2

40

28.8
30

20

10 5.6

®Viém khép chau

®Viém khép hang
Viém khop gbi
Viém diém bam gan

= Viém két mac mat

Biéu do 3.1: Cdc dic diém can 1am sang
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Nhdn xét: Triéu chang viém khép chau  két mac mit véi 5,6%
c6 ti 16 cao nhit trong céc bénh nhan 3.2. Mai lién quan giira khang nguyén
VCSDK véi 39,2%:; tiép theo 1a viém diém HLA véi dic diém 1am sang va can lam
bam gan va viém khap géi; thap nhat 1a viem  sang trén bénh nhan VCSDK

Bdng 3.2: Méi lién quan véi ddc diém 1am sang

HLA-B27+ HLA-B27- (%) Tong chung 0
n(%o) n(%o)

Viém khdp chau 44 (44.4) 5(19,2) 49 (39,2) 0,32
Viém khép hang 14 (14,1) 8 (30,8) 22 (17,6) | 0,02*
Viém khap godi 22 (22,1) 5(19,2) 27 (21,6) 0,42
Viém diém bam gan 33(33,1) 3(11,5) 36 (28,8) | 0,01*
Viém két mac mat 5 (5,0) 2(7,7) 7 (5,6) 0,07

Téng chung n (%) 99 (100) 26 (100) 125 (100)

*: kiém dinh Fisher
Nhan xét: C6 su khéc biét co ¥ nghia thong ké giita 2 nhom HLA duong tinh va 4m tinh
& dac diém viém khop hang va viém diém bam gan vai p < 0,05. Khong c6 su khéc biét co y
nghia & cac dic diém viém khop chau, viém khép gbi, viem két mac mat
Bdng 3.3: Méi lién quan véi déc diém cdn 1am sang

HLA-B27* (n=99) HLA-B27 (n=26)
Pic diém N Trung vi - KTPV N Trung vi - KTPV p
hoic % hoac %
Té6n thuong khép cling chau | 44 44,4 5 19,2 0,10

Phu tay xuong 5 5,0 2 7,7 0,07
Hep khe khép 29 29,3 8 30,8 0,4

Dinh khép 33 33,3 3 11,5 0,01*

Xo xuong 32 32,3 7 26,9 0,46
ESR (mm/1h) 99 48,5(16,5-89,3) 26 | 15,0(7,8-37,8) | 0,001**

CRP (mg/L) 99 22,5(6,9-42,2) 26| 6,9(4,8-11,5) |<0,001**

p*: kiém dinh Fisher; p**: kiém dinh t-test
Nhdn xét: CO su khac biét c6 y nghia

thong ké giita 2 nhém HLA duong tinh va  |v. BAN LUAN
am tinh ¢ nhdm bénh nhan VCS[?K co h?nh 4.1. Pic diém chung va ti I¢ dwong tinh
anh dinh khép trén X-Quang, toc do 1ang  4i HLLA-B27
méu 1h, nong do6 CRP véi p < 0,05. Khéng
c6 su khac biét c6 ¥ nghia & cac dic diém ton
thuong khép khéc véi tan suat HLA-B27*

Do tudi trung binh trong nghién ctu cua
chung t6i 1a 30,0 + 8,6, VCSDK chu yéu
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khoi phéat & d6 tudi 20-40, ti 16 nam gap 2-4
lan so véi nit giéi [1]. Cac thé viem khop
dién hinh thuong & céc khép géi chi ddi
xang hai bén (khép hang, khép géi chiém
khoang 20%) [1]. Két qua caa ching toi phu
hop Véi y van va twong ddng voi cac nghién
clru trong va ngoai nude [2,3,8]. Pic diém
trén X-Quang chiém ti 1& cao nhit trong khao
sat cua ching t6i 1a tén thwong khép cling
chau véi 39,2%:; két qua nay tuong ddng Voi
Nguyén Pinh Khoa (2017) [2]. Tuy nhién, c6
su khéc biét vé ti & phi tay xuwong (62,5% so
VGi 5,6%). Tac gia nay nhan dinh dau hiéu
thudng gap nhat va chu yéu nhat trén MRI 1a
hinh anh phi tay xwong, biéu hién duoc coi
la dac hiéu caa viém khép cung chau dang
tién trién. Nhu vay, so véi X quang qui wdc,
MRI ¢6 uvu thé vuot troi giap xac dinh sém
viém khadp cung chau [2]

Vé ti & duong tinh v6i khang nguyén
HLA-B27, két qua cua ching t6i 1a 79,2%
trén tong sé bénh nhan VCSDK. Tac gia
Nguyén Pinh Khoa (2017) ciing dua ra két
qua tan suat duong tinh 1a 86,4% [2]. Cac tac
gia khac trén thé gigi cling dua ra két qua
tuong dong vai ti 1¢ duong tinh tir 80-90% s6
bénh nhan VCSDK [3,7]. Ké tir khi duoc
phat hién vao nam 1973, HLA-B27 dugc cho
la yéu té di truyén chinh trong VCSDK. Co
ché gay bénh duoc luan giai bang 3 co ché:
trinh bay peptide dbi véi cac té bao CDST,
cac dang bat thuong caa chudi ning HLA-
B27 va su nhan biét caa ching boi céc thu
thé giéng nhu globulin mién dich cua bach
CAU trén céc té bao tac dong mién dich, ciing
nhu viéc sap xép sai chudi nang HLA B27 va

cac tac dong sinh hoc nai tai trén cac té bao
bi anh huong [5,7].

4.2. Mbi lién quan véi cac dic diém
Iam sang, can lam sang

Ching t6i tién hanh phan tich mdi lién
quan gitra tan suit HLA-B27* véi nhiing
triéu chuing 1am sang va can lam sang. Gitra
2 nhom HLA-B27 duong tinh va am tinh,
chang toi ghi nhan sy khac biét co y nghia
théng ké ¢ bénh nhan VCSDK c6 triéu
chung viém khép hang va viém diém bam
gan véi p <0,05. Nhiéu nghién ciu ciing da
phan tich méi lién quan gitra sy hién dién cua
HLA-B27 voi cac dic diém 1am sang trén
bénh nhan VCSDK. Tac gia Yang (2017) két
luan tan suit HLA-B27 c6 mdi lién quan dén
viém khop vay nén, viém khép phan tng hay
cac triéu chang thi giac [8]. Tac gia Lin
(2017) da phan tich téng hop duya trén 11 bao
cao (4384 bénh nhan VCSDK) ciling dua ra
bang chung vé méi lién hé giita HLA-B27
Véi ti 1é viem mang bd dao, t6n thuong khép
ngoai bién, ton thwong khop héng voi RR
(95% CI) lan lwot 1a 1,07 (1,03-1,11), p
<0,0001; 1,04 (1,01-1,07), p =0,013; 1,06
(1,02-1,10); p =0,003 [6]. Vé chi sb téc do
ling méu, két qua phan tich caa ching toi 1a
48,5(16,5-89,3) mm/lh va 15,0(7,8-37,8)
mm/lh twong ang gitta 2 nhdm HLA-B27*
va HLA-B27; sy khac biét c6 y nghia thong
ké véi p <0,05, két qua nay tuong tu Véi Cac
nghién cuu khac [2,4]

V. KET LUAN

Trong nghién ctu cuaa ching toi, ti 1€
duong tinh vai khang nguyén hoa hop mo
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HLA-B27 14 79,2%, c6 mdi lién quan giita su
hién dién cua HLA-B27 vai biéu hién 1am
sang va cac chi sé can 1am sang & bénh nhan
VCSDK

TAI LIEU THAM KHAO

1.
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KHAO SAT Ti LE KHANG THE KHANG NUCLEOSOME, C1Q, DS-DNA
O BENH NHAN LUPUS BAN PO HE THONG

Ngb Thi Binh Minh!, Nguyén Phwong Thao!, Nguyén Tan Hiép?,

TOM TAT

Pit van dé: Lupus ban d6 hé thong
(Systemic lupus erythematosus, SLE) la mot
bénh tu mién cd thé gay tir vong do nhiéu bién
chung. Sy hién dién cua cac khang thé khang
nhan (ANAs) la xét nghiém chan dodn quan
trong. Nhiéu nghién ctru da chang minh vai tro
cua cac tu khang thé anti-nucleosome (AnuAb),
anti Clg (AC1gAb), anti-dsSDNA trong chén
doan va theo dbi diéu tri

Muc tiéu: Khao sét ti 1& va ndng do cac tu
thang thé AnuAb, AC1gAb, anti-dsDNA & 3 giai
doan: thoi diém khoi phat bénh (T0), sau 3 thang
diéu tri (T1) va sau 6 thang diéu tri (T2) va mbi
tuong quan giita ndng do cac ty khang thé voi
cac chi sb can 1am sang khac

Poi twong-Phwong phap: Nghién ciu mo ta
cit ngang. 61 bénh nhan lupus ban do hé thdng,
duoc chan doan va diéu tri tai Bénh vién Pai hoc
Y Dugc Thanh phé HO Chi Minh tir 08/2020 —
08/2022

Két qua: Phan tich 61 bénh nhan SLE, tudi
trung binh la 35,1; ti 1&€ ni/nam la 11/1. Tai thoi
diém TO, ti Ié cac tu khang thé AnuAb, AC1gAD,
anti-dsDNA lan luot 13 8,0%; 21,3%; 42,6%.

1Bénh vién Pai hoc Y dwoc Thanh phs Ho
Chi Minh

Chiu trach nhiém chinh: Mai Thi Bich Chi

SPT: 0913822303

Email: chi.mtb@umc.edu.vn

Ngay nhén bai: 8.7.2023

Nguoi phan bién khoa hoc: PGS.TS Hoang Van Son
Ngay duyét bai: 9.7.2023

Khuit Tuin Anh’, Mai Thi Bich Chit

Nong d6 AnuAb giam co y nghia théng ké ¢ thoi
diém T1 va T2 (p< 0,05). Ghi nhan mbi tuong
guan nghich giita nong d6 cac khang thé véi
nong do C3, C4, do loc cau than eGFR tai cac
thoi diém khao sat

Két luan: Trong nghién ctu nay, tu khang
thé anti-dsDNA chiém ti I cao nhét véi 42,6%
tai thoi diém khoi phat bénh, nong d6 AnuAb
giam c6 y nghia thong ké qua cac giai doan diéu
tri, nong do tu khang thé c6 mdi lién quan voi
cac chi sb hoat dong ¢ bénh nhan SLE. Khuyén
nghi chi dinh xét nghiém theo thir tu wu tién la
AnuADb, anti-dsDNA, AC1gAb

Tir khoa: lupus ban do hé thdng, tu khang
thé

SUMMARY
SURVEY OF THE CONCENTRATIONS
OF ANTI-NUCLEOSOME, ANTI-C1Q,
ANTI-DS DNA IN SYSTEMIC LUPUS
ERYTHEMATOSUS
Background: Systemic lupus erythematosus
(SLE) is an autoimmune disease that can be fatal
with many complications. The presence of
antinuclear antibodies (ANAS) is an important
diagnostic test. Many studies have demonstrated
the role of autoantibodies anti-nucleosome
(AnuAb), anti C1lg (AC1gAb), anti-dsDNA in
the diagnosis and treatment monitoring.
Objectives: Investigated the ratios and
concentrations  of  autoantibodies  AnuAb,
AClgAb, anti-dsDNA at 3 stages: time of
disease onset (T0), after 3 months of treatment
(T1) and after 6 months of treatment (T2) and the
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correlations between the concentrations of auto-
antibodies and subclinical indexes in SLE
patients

Methods: Cross-sectional descriptive study.
61 systemic lupus erythematosus patients,
diagnosed and treated at the University Medical
Center at Ho Chi Minh City from 08/2020 to
08/2022

Results: Analyzed 61 SLE patients, mean
age was 35,1; The female/male ratio was 11/1. At
time TO, the proportions of AnuAb, AC1gAb,
and anti-dsDNA autoantibodies were 8,0%;
21,3%; 42,6%. AnuAb concentrations decreased
statistically at the time of T1 and T2 (p<0,05).
Recorded the negative correlations between the
concentrations of auto-antibodies and the
concentrations of C3, C4, glomerular filtration
rate eGFR at the time of survey

Conclusion: In this study, anti-dsDNA auto-
antibodies accounted for the highest proportion
with 42,6% at the time of disease onset, AnuAb
concentration decreased statistically significantly
during the treatment stages, auto-antibody
concentrations had correlations with subclinical
indexes in SLE patients. It was recommended to
order tests in order of preference AnuAb, anti-
dsDNA, AC1gAb

Keywords: systemic lupus erythematosus,
auto-antibodies

I. DAT VAN DE
Lupus ban d6 hé théng (Systemic lupus
erythematosus, SLE) 1a mot bénh tu mién

cia mo lién két, chu yéu gap & nix gigi moi
ltra tudi, véi ti 16 niv/nam 1a 10/1 [1,2,3]. Bét
thuong mién dich, dac biét 1a sy hién dién
mét s6 khang thé khang nhan (ANAs), 1a dic
diém ndi bat ciing nhu 13 mot trong nhitng
tiéu chuan chan doan va theo d&i diéu tri
[3,5].

Nhiéu nghién ctru da chung minh vai tro
cua cac tuy khang thé AnuAb, AC1gAb, anti-
dsDNA trong chan doan va theo ddi bénh
nhung cho két qua khac nhau vé sy phan bd
ti 18 cling nhu méi lién quan gitta nong do
cac tu khang thé nay trong theo déi muac do
hoat dong va cac bién ching khéac cua SLE
[2,6,8]. Tuy nhién, cac sb liéu thong ké vé
nong do cac ty khang thé qua nhiéu giai doan
tién trién cua bénh chua c6 nhiéu cong bé. Vi
vay, ching toi tién hanh dé tai nghién ctu
nay nham khao sat ndng do céc tu khang thé
AnuAb, AC1gAb, anti-dsDNA qua 3 giai
doan cua SLE, nhiam dua ra sé liéu théng ké
chung, hé trg cho bac si 1am sang theo ddi va
diéu tri hiéu qua hon

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U

Po6i twong nghién ciru: Bénh nhan dén
kham va diéu tri tai Bénh vién Dai hoc Y
dugc Thanh phé Hd Chi Minh tir 08/2020 —
08/2022

Tiéu chudn lwa chen: Bénh nhan chan
doan SLE theo tiéu chuan EULAR 2019 cua
Hiép hoi thap khép Chau Au [3]

Trigu chitng Piém
Thé trang St 2
Giam bach cau 3
Huyét hoc Giam tiéu cau 4
Tu mién 4
Than kinh M@ sang 2
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R&i loan tdm than 3

Co giat 5

Mang bong tréc da toc, rung toc 2

Da, niém mac ,LOét miéng 2

’ ' Viém da ban cap tinh hodc lupus dia dém 4
Lupus da cap tinh 6

Huyét thanh Tran dic_rj mang phoi hoéc ma?g r,lgoai tim 5
Viém mang ngoai tim cap tinh 6

Co, xuong, khop C6 bét thuong 6
Protein niéu >0,5¢g/ 24 gio 4

Than Sinh thiét than c6 muc viém loai 11 hoic V 8

Sinh thiét than c6 muc viém loai 111 hodc IV 10

Antiphospholipid antibodies Anti-cardiolipin hoac Anti-p2GP1 2
. iz Murc C3 hoidc C4 thap 3
Xetnghiem bo the Mrc C3 va C4 thip 4

Tiéu chuan logi trie: Bénh nhan phéi
hop cac bénh tu mién khac (viém khép dang
thap, viém da co, xo cung bi, viém gan do
thudc)

Phwong phap nghién ciu

Thiét ké nghién cizu: mo ta cit ngang

Céch thu thdp sé ligu: Hoi cau dir ligu
bénh nhan théng qua hé théng dir liéu xét
nghiém va ho so bénh an. Tién hanh thu thap
thdng tin tudi, gii va cac két qua xét nghiém
nong do: AnuAb, AC1gAb, anti-dsDNA, bo

II. KET QUA VA BAN LUAN

thé C3, C4, urea, creatinine huyét thanh, do
loc cau than eGFR tai 3 thoi diém: khoi phat
bénh (TO), sau 3 thang diéu tri (T1), sau 6
thang diéu tri (T2)

Xir 1y sé liéu: Excel 2010 va SPSS 20.0

Phwong phap xét nghi¢m: Bo kit ELISA
ban dinh luong (AnuAb); dinh lugng
(AC1gADb, anti-dsDNA) cac khang thé lép
lgG trong huyét thanh, cung cap boi DRG
Instrument GmbH (MY¥); k§y thuat ty dong
trén may Immunomat (D1c)

3.1. Pic diém chung ciia nhém nghién ciéu

Bdng 3.1: Diic diém vé nhom tudi

Nhém tudi n Ti 1& nam (%) Ti I8 nir (%) Tong s6 (n=61)
18— 29 15 13,3 86,7 24,7
30-49 42 2,4 97,6 68,8

>50 4 50,0 50,0 6,5

Trong 61 BN, c0 56 nit va 5 nam vai ty 1€ tuong tng 1a 92,0% va 8,0%; ty Ié nit/nam la
11/1, d6 tudi trung binh 35,1 + 9,2. Nhém tudi 30-49 chiém ti 1& cao nhét 1a 68,8% va thip
nhat 12 nhom > 50 tudi véi ti 18 6,5%. SLE thuong gap & nit, do tudi 18-44. Két qua nay twong
ddng vai cac cong b trong va ngoai nudc [1,2,6]
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Biéu do ti 1& % dac diém |am sang, can l1am sang

100.00 93.44
£0.00 c
59,02 °9.02
60.00
36.
40.00 6.07
14.75
n.ﬂn T T T _—
THA BIEN  THIEU MAU BIEN  VIEM KHOP THAN KINH
CHUNG MAN CHU'NG DA
THAN
= THA BIEN CHUYNG THAN = THIEU MAU MAN
BIENCHUNG DA = VIEM KHOP s THAN KINH

Biéu dé 3.1: Cac biéu hign 1am sang, cdn 1am sang
3.2. Pic diém phan bé cac tw khang thé AnuAb, AC1gAb, anti-dsDNA tai thoi diém

TO
Bdng 3.2: Ti |é cac tw khang thé tai thoi diém TO

Tw khang thé Phan nhém N %

AnuAb Duong tinh 5 8,0
(Am tinh: < 1,2 S/CO) Am tinh 56 92,0
AC1gADb Duong tinh 13 21,3
(Am tinh: < 10 IU/mL) Am tinh 48 78,7
Anti-dsDNA Duong tinh 26 42.6
(Am tinh: < 25 IU/mL) Am tinh 35 57,4

Tai thoi diém TO, ti I¢ dwong tinh véi
anti-dsDNA chiém ti 1& cao nhat véi 42,6%
va thap nhit 1a AnuAb véi ti 16 8%. Ti 1&
duong tinh caa mdi loai khang thé dao dong
rat nhidu giira cac nghién cau trén thé gioi
[6,7]. Tai Viét Nam, nhiéu nghién ctru ciing
dua ra két qua khac nhau [1,2]. Su khac biét
két qua gitra cac nghién cau la do nhiéu
nguyén nhan. (1) Dan sé6 BN khac nhau; (vé
chang toc, sic gisi, ti Ié BN moi khai phat
bénh hay méic bénh da lau co thé bi anh
huong bai thude diéu tri) s& cho ti 1& khang
thé dwong tinh khac nhau. (2) Su khac nhau
vé cac ky thuat xét nghiém, do nhay, do dic
hiéu cling nhu tinh chudn héa giira cac phong
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xét nghiém ciing anh huong rat 16n dén ti 18
duong tinh. Pa sb cac nghién ctu trén thé
gidi déu st dung k¥ thuat ELISA dé khao sat
nong do cac ty khang thé, trong pham vi
nghién catu nay, chang t6i ciing s dung Ky
thuat ELISA trén hé théng may ban ty dong
Immunomat. Ky thuat ELISA noi chung, tuy
¢6 nhiéu vu diém nhu ré tién, d& thuc hién,
nhung ciing c6 khuyét diém Ia tinh khong
dong nhat vé nguon khang nguyén, anh
huong dén do nhay cua su gian két phan ung
mién dich.

3.3. So sanh néng dp cac tw khang thé
AnuAb, AC1gAb, anti-dsDNA tai cac thoi
diém
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Bdng 3.3: Nong dé tai thoi diém TOva T1

Tw khéang thé dwong T0 T1 .
tinh N | % Trung vi N | % Trung vi P
AnuAb (S/CO) 5| 80 | 33(29-100,0) | 7 |115] 3,1(1,8-4,3) |<0,001
AC1gAb (1U/ mL) 13 | 21,3 | 28,8(19,7-33,2) | 10| 16,4 |18,7(12,8-37,4)| 0,01
Anti-dsDNA (1IU/ mL) | 26 | 42,6 |52,4(36,5-145,3) | 21 | 34,4 |140,6(27,8-74,1)| 0,04
*: phép kiém t-test
Bdng 3.4: Nong dé tai thoi diém TO va T2
) z , TO T2
Tw khang thé dwong tinh N | % Trung vi N T % Trung vi p*
AnuAb (S/CO) 5 8 |3,3(29-1000) | 2 | 3,3 | 3,2(3,0-3,3) | 0,005
AC1gAb (1U/ mL) 13 |21,3|28,8(19,7-33,2) | 3 | 4,1 |40,8(27,1-45,1)| 0,18
Anti-dsDNA (1U/ mL) 26 | 42,6 |52,4(36,5-145,3)| 14 | 22,9 |34,6(25,8-65,9)| 0,16

So véi thoi diém T1, nong do khéang thé
déu giam c6 y nghia thong ké so véi thoi
diém TO. Tai thoi diém T2, chi c6 nong do
AnuAb giam c6 y nghia thong ké so voi thoi
diém TO voi véi p = 0,005. Biéu nay cho
thay AnuAb té ra la khang thé noi troi nhat
trong theo ddi bénh nhan lupus qua céc giai
doan; AC1gADb, anti-dsDNA chua thay rd y
nghia sau qua trinh diéu tri. Mot sb tac gia
khac ciing cho rang AnuAb cd gia tri noi troi

*: phép kiém t-test
hon han anti-dsDNA va c6 thé duoc hy vong
¢6 y nghia chan doan va dua ra quyét dinh
diéu trj khi khdng c6 anti-dsDNA [4,6]. Hién
nay, AnuAb di duoc cong nhan la dau an
quan trong trong chin doan, tuy nhién can
nghién ctu sau rong hon vé do nhay va do
dac hiéu cua AnuAb trong SLE

3.4. Méi twong quan giira cac tw khang
thé AnuAb, AC1gAb, anti-dsDNA véi cac
chi s6 can l1am sang

Bdng 3.5: Méi twong quan giira cac tw khang thé AnuAb, AC1gAb, anti-dsDNA vdi cac

chi sé cgn 1am sang tai thei diém TO

M&i twong quan C3 C4 Ure Cre eGFR
(/L) (g/L) (mg/gL) | (mg/gL) (ml/ph/1,73m?)

AnuAb p 0,226 0,139 0,721 0,313 0,562
(S/CO) r 0,004 -0,094 -0,09 -0,05 0,09
AC1gAb p 0,001 0,001 0,28 0,282 0,001
(IU/mL) r -0,456 -0,300 0,09 -0,01 -0,14
Anti-dsDNA p 0,001 0,001 0,95 0,223 0,16
(IU/mL) r -0,542 -0,402 -0,052 0,097 0,036

Nhdn xét: Tai thoi diém TO0, nong do6 AC1gAb c6 mbi twong quan nghich mirc d6 vira véi
néng d6 bd thé C3, C4, @6 loc cau than eGFR (p < 0,05) véi hé sb tuong quan r lan luot 13 -
0,456; -0,300; -0,14. Nong do anti-dsDNA c6 méi twong quan nghich mic do vira véi nong
d6 b thé C3, C4 véi hé sé twong quan r = -0,542 va r = -0,402
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Bdng 3.6: Méi twong quan giia cac tw khang thé AnuAb, AC1gAb, anti-dsDNA véi cac

chi sé c@n 1am sang tai thei diém T1

M&i twong quan C3 C4 Ure Cre eGFR
(g/L) (g/L) (mg/gL) | (mg/gL) (ml/ph/1,73m?)
AnuAb p 0,08 0,01 0,274 0,19 0,907
(S/ICO) r -0,159 -0,214 -0,05 -0,08 0,027
AC1gAb p 0,001 0,001 0,137 0,186 0,001
(1U/mL) r -0,394 -0,23 0,133 0,07 -0,155
Anti-dsDNA p 0,001 0,001 0,95 0,223 0,01
(1U/mL) r -0,535 -0,182 -0,04 0,09 -0,29

Nh@n xét: Tai thoi diém T1, nong d6 AC1gAb c6 méi twong quan nghich muc do vira voi
ndng do bd thé C3, C4, do loc ciu than eGFR (p < 0,05) véi hé sé twong quan r 1an luot 13 -
0,394; -0,23; -0,155. Nong do anti-dSDNA c¢6 méi twong quan nghich mirc do vira voi nong do
bo thé C3, C4, d6 loc cau than eGFR (p < 0,05) véi hé s6 twong quan r = -0,53; -0,182; -0,29

Bdng 3.7: Méi twong quan giiva cac tw khang thé AnuAb, AC1gAb, anti-dsDNA véi cac

chi sé cdn 1am sang tai thoi diém T2

M&i twong quan C3 C4 Ure Cre eGFR
(g/L) (g/L) (mg/gL) | (mg/gL) (ml/ph/1,73m?)

AnuAb p 0,001 0,04 0,111 0,201 0,727
(S/ICO) r -0,428 -0,248 -0,006 -0,07 0,09
AC1gAb p 0,312 0,003 0,001 0,007 0,001

(IU/mL) r -0,06 -0,161 0,239 0,513 -0,148
Anti-dsDNA | p 0,001 0,001 0,618 0,001 0,001

(IU/mL) r -0,361 -0,188 -0,013 0,100 -0,219

Tai thoi diém T2, nong do AC1gAb va
anti-dsDNA ¢6 méi twong quan thuan muc
d6 vira r = 0,513 va 0,100 so voi néng do
creatinin huyét thanh; twong quan nghich
muc do yéu r = -0,148 va -0,219 vai do loc
cau than eGFR. Két qua nay cho thiy sau 6
thang diéu tri, anti-dsDNA va AC1gAb to ra
la khéng thé ndi troi trong theo ddi hoat dong
SLE va bién chang than; tuy nhién AnuAb
chua thdy r& méi lién quan nay. Nhiéu cong
bd trong va ngodi nude ciing dua ra két luan
vé mdi lién hé gitta ndng do6 cac tu khang thé
vGi nong do bo thé C3, C4 va céc chi dau
bién ching than. Tac gia Phan Thi Van Anh
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phan tich thay su khéc biét co ¥ nghia thong
ké gitra nong d6 AC1gAb va nong do C3,
nong do protein niéu cat ngang va nong
do6 hong cau niéu cat ngang ( p< 0,05), tur
d6 cho thidy, AC1gAb c6 su lién quan
V6i  ton thuong than va mic do hoat dong
cua bénh SLE [2]. Tac gia Dhason tai An Do
ciing dua ra két qua méi twong quan nghich
mtrc do vira gitta nong d6 anti-dsDNA véi
nong d6 C3, C4 (r = -0,432; r = -0,608) [5].

IV. KET LUAN
Trong nghién cuau cuaa chung toi, anti-
dsDNA chiém ti 1& cao nhat véi 42,6% tai
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thoi diém khoi phat bénh, nong do AnuAb
giam c6 y nghia thong ké qua cac giai doan
cta bénh, nong do cac ty khang thé c6 méi
tuong quan v&i cac chi sé can 1am sang theo
ddi bénh. Do d6 chung t6i khuyén nghi xét
nghiém dinh luong cac tu khang thé nay theo
thd tu uvu tién la AnuAb, anti-dsDNA,
AClgAb. Ddng thoi mé rong thém dit lisu
nghién ctu nham kiém tra d6 nhay, do dic
hiéu céc chi dau sinh hoc nay trén bénh nhan
SLE
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SU’ LIEN QUAN GI*A KHANG THE KHANG NHAN (ANA) VO'I CAC
TRIEU CH’NG LAM SANG VA PAC PIEM CAN LAM SANG O’ BENH NHAN
VIEM GAN TU MIEN TAI BENH VIEN PAI HOC Y DU'Q’'C TP. HO CHi MINH

Vi Kim Phong?, Nguyén Hiru Huy?, Cao Minh Nga'?,
Mai Thi Bich Chi2, Luvu Nguyén Trung Théng?,
Nguyén Thi Kim Loan? Nguyén Hoang Bic'?,

TOM TAT

Pit van dé: Viém gan ty mién (AIH) 1a mot
bénh viém gan cip tinh hodc mén tinh do phan
mg mién dich khong rd ngudn gdc gy ra. AIH
1a mot bénh hiém giap nhung c6 ty 1& mic ngay
cang ting ¢ khu vuc Chau A — Thai Binh Duong.
Khang thé khang nhan (ANA) 1a ty khang thé
dau tién lién quan dén ATH.

Muc tiéu: Khao sat ty 1& va mbi lién hé giira
marker ANA véi cac triéu ching 1am sang, dac
diém can 1am sang ¢ nhom Viém gan tu mién tai
Bénh vién Pai hoc Y Dugc TP. HCM

Poi twong-Phwong phap: Nghién ciru mé ta
cit ngang. 72 bénh nhan d dugc chin doan xac
dinh viém gan ty mién tai Bénh vién Pai hoc Y
Dugc TP.HCM theo bang tinh diém rat gon cua
Hennes EM 2008 két hop véi tiéu chuan cua hé
thdng tinh diém chan doan viém gan ty mién sira
d6i nam 1999 trong khoang thoi gian 01/2018 —
04/2023.

Két qua: O 72 bénh nhan viém gan ty mién,
tudi trung binh £ do léch chuin 1a 56,3 + 16,8

'Bai hoc Y Duoc TP. Ho Chi Minh
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tudi; ty 1& nir 1a 72,2% va nam 14 27,8%. Khoang
mot nira s& bénh nhan c6 tridu ching viém gan
cap tinh. Xo gan dugc tim thiy & 35% véi diém
s6 APRI va FIB-4 ting cao. ANA la ty khang thé
thuong gip nhat & bénh nhan ATH (63%).

Két luan: Bénh nhan c6 dau 4n ANA duong
tinh co6 nguy co viém gan cap cao hon va men
gan GGT cao hon so voi bénh nhan nhém diu 4n
ANA am tinh.

Tir khéa: viém gan ty mién, tu khang thé

SUMMARY
CORRELATIONS BETWEEN
ANTINUCLEAR ANTIBODY (ANA)
AND CLINICAL AND PARACLINICAL
CHARACTERISTICS IN PATIENTS
WITH THE AUTOIMMUNE
HEPATITIS IN UNIVERSITY
MEDICAL CENTER HCMC
Background: Autoimmune hepatitis (AIH)
is an acute or chronic inflammatory disease of
the liver caused by an immune response of
unknown origin. AlH is a rare disease but with
increasing incidence in the Asia—Pacific area.
Antinuclear antibodies were the first
autoantibodies to be associated with AIH.
Objectives: This study aimed to survey the
prevalence and the correlations between ANA
and the clinical, paraclinical characteristics in
patients with autoimmune hepatitis at University
Medical Center HCMC.
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Methods: Cross-sectional descriptive study.
72 patients diagnosed with autoimmune hepatitis
according to the shortened scoring table Hennes
EM 2008 in combination with the standard
diagnosis scoring system of autoimmune
hepatitis amended in 1999 and treated at the
University Medical Centre in Ho Chi Minh City
from January 2018 to April 2022.

Results: In 72 patients with autoimmune
hepatitis, mean age + standard deviation is 56.3 +
16.8 years; the proportion of female was 72%
and male was 28%. Approximately half of
patients presented with symptoms of acute

hepatitis.  ANA is the most frequent
autoantibodies generated in patients with AIH
(63%).

Conclusion: Patients with positive ANA had
a higher risk of acute hepatitis and a higher level
of GGT compared with patients with patients
with negative ANA.

Keywords: autoimmune hepatitis,
autoantibodies, ANA
I. DAT VAN DE

Viém gan ty mién (Auto Immune

Hepatitis — AIH) la mot bénh ly man tinh
hiém gap phan anh tinh trang viém va ton
thuong té bao gan lién quan dén tuy khang thé
ctia ngudi bénh. Co ché duoc dé xuat cho su
phét trién cua bénh viém gan ty mién la do
su tac dong 1an nhau cua yéu t di truyén,
yéu t6 moi trudng va dap tng cia hé thong
mién dich tu nhién dan dén tinh trang viém
man tinh cua té bao gan va sau d6 1 xo hoa
gan [3].

Ty 1& hién mic AIH woc tinh la 19,44,
22,80 va 12,99/100.000 tai chau Au, Hoa Ki
va chau A va c6 xu hudng ting lén [1].
Khéang thé khang nhan 1a ty khang thé dau
tién co lién quan dén AIH va khoang 50—
75% bénh nhan AIH duong tinh véi ANA
[3]. Hién nay khong c6 tiéu chuan “vang”

trong chan doan VGTM, viéc chan doan
phan loai, tién luong ciing nhu chi dinh diéu
tri VGTM chu yéu dya vao triéu chang, xét
nghiém trong phong thi nghiém va sinh thiét
vi khdng c6 xét nghiém chan doan don 1¢ ndo
la tién lugng bénh cho bénh AIH. Tuy nhién
tai Viét Nam, nhiéu nghién ctu con han ché
trong viéc dé cap mot cach toan dién vé cac
dic diém can 1am sang caa bénh ma chu yéu
chi ra sy thay d6i trong chi sb sinh hoa. P6 1a
If do ma ching tdi thuc hién dé tai nay véi
muc tiéu: Sy lién quan gitta marker ANA vai
cac triéu chting 1am sang va chi sé can l1am
sang.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Thiét ké nghién ciu: Nghién cau cit
ngang mo ta

Péi twong nghién ciu: 72 bénh nhan
duoc chan doan Viém gan tu mién diéu tri tai
Bénh vién Dai hoc Y Dugc TP.HCM tu
01/2018 — 04/2023

Tiéu chuan Iwa chen: Bénh nhan da
duoc chan doan xac dinh viém gan ty mién
tai Bénh vién Dai hoc Y Dugc TP.HCM theo
bang tinh diém rat gon cua Hennes EM 2008
két hop véi tiéu chuan cia hé thong tinh
diém chan doan viém gan tuy mién sta doi
nam 1999

Tiéu chuan loai trir: Nhitng bénh nhan
c6 ton thuong gan di xac dinh nguyén nhan
khac nhu viém gan virus, ton thuong gan do
thudc, do ruou, ung thu gan.

Phwong phap nghién cuau

Thu thap cac dac diém:

- Nhan khau hoc: Tudi, gioi

- Chan doan 1am sang: Viém gan cap, @
mat, xo gan, ndo gan, suy gan

- Chi s can 1am sang

- Chi s6 xét nghiém sinh héa: Albumin,
AST, ALT, GGT, Bilirubin TP, Bilirubin TT,
Alkaline Phosphatase, Gammaglobulin
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Chi s6 xét nghiém huyét hoc — dong méu: Trong s6 72 bénh nhan dugc chan doan
cong thuc méu, tieu cau, prothrombin time AlIH c¢06 52 bénh nhan nir (72%) va 20 bénﬁh
Chi s6 xét nghiém mién dich: ANA, nhan nam (28%); ty I& nit/nam: 2,6/1. Tudi

ASMA, LKM, AMA, F-Actin, LC-1
X ly thong ké

hay gap nhit la tudi trung nién, tuoi trung
binh la 56,3 £ 16,7. Nhom tudi 41-60 chiem

Céc sb lieu duoc thdng ké va xir ly bang  ty 1é cao nhat 1a 47,2% va thap nhat 1a nhom

phan mém SPSS 20.0

I1. KET QUA NGHIEN cU'U

20-40 chiém ty 1¢ 15,3%.
3.2. Cac dac diém lam sang
Ty 1€ c&c bénh gan dugc chan doan 1am

3.1. Pic diém chung ciaa nhom nghién  sang trong nghién ctru dugc the hién ¢ Biéu

cwu

do 1.

Chan doan 1am sang cia nhom nghién ciru

60%
50%
40%
30%
20%
10% 7%

o 1R

50%

35%

11%

- B
=

Suygan Viémgancdip Xo gan N&do gan LS mat

Hinh 1. Ty | cac bénh gan dwoc chin dodn lam sing
Hinh 1 cho thay viém gan cip va xo gan hay gap nhat ¢ bénh nhan dugc chan doan AIH

Véi ty 18 lan luot 12 50%, 35%.
3.3. Ty I¢ cac tw khang thé

Ty |é céac tyw khang thé
70% 63%
60%
50% 44%
40%
30%
20‘:/:" 15%
y 7%

10% l 3% 0%

0% — -

ANA ASMA F-ACTIN LKM LC-1 AMA

Hinh 2. Ty Ié cac te khang thé dwec phéat hién ¢ cac bénh nhan bi bénh gan
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Tu khang thé ANA 14 loai tu khang thé thuong gap nhit & bénh nhan duoc chan doan

AIH chiém 63%.

3.4. Lién quan giira marker ANA véi tinh trang xo gan, viém gan cap
Bdng 1. Lién quan gi#a marker ANA véi tinh trang xo gan, viém gan cap

Xo gan 2
Marker Binh thuong Xo gan Tong
Am tinh 14 13 27
ANA Duong tinh 33 12 45
Téng 47 25 72
Viém gan cap 2
Marker Binh thuong Viém gan cip Tong
Am tinh 15 12 27
ANA Duong tinh 21 24 45
Tong 36 36 72

Bang 1 cho thidy nhom dwong tinh v&i ddu 4n ANA c6 it nguy co xo gan véi OR: 0.39
(95% ClI: 0.14 - 1.06) (Xo gan); nhung ting nguy co viém gan cap véi OR: 1.43 (95% CI:

0.55 - 3.72) s0 v&i nhdm ddu an ANA am tinh.

3.5. Lién quan giira marker ANA véi chi s6 can 1am sang
Bdng 2. Lién hé quan gi@a marker ANA vgi chi so cdn 1am sang

ANA dwong tinh (n=45)| ANA &dm tinh (n=28) P
. A - Khoan kiém dinh
Chi s0 xét nghi¢m Gia tri trung vi Gia tri trung vi  [tham chi%u mann-
whitney
Albumin 29,7 (24,1 —28,0) 33,7(27,6 —-37,0) | 32-52 G/L >0,05
Bilirubin-T 28,2 (12,3 -106,9) 23,9 (15,9-204,8) |<17umol/L| >0,05
Bilirubin-D 12,6 (5,2 — 108,6) 37,8(51-156,9) | <5umol/L | >0,05
AST 110 (60 — 356) 85 (46 —432) <40 U/L >0,05
ALT 118 (46 — 493,5) 104 (50 —580) <41 U/L >0,05
GGT 168 (84 — 486) 108,5 (45,3 -237,3) | <40 U/L <0,05*
ALP 126,4 (72,7 — 189,9) 121,7 (92,5 -280,5) | 64-300U/1 | >0,05
Gamma Globulin 16 (12-22) 13,5 (12,5 - 20) 7-169/L >0,05
WBC 6,6 (45-99) 7 (4,6 -9,6) 4-10 G/L >0,05
RBC 4,2 (34-4,6) 4,4 (3,8-4,7) 3.8-55T/L| >0,05
PLT 215 (122,5 — 295,5) 200 (93 —281) 150-450 G/L| >0,05
PT 15,2 (12,9 - 22,9) 16,4 (14,1 - 18,6) 11.1-15.2s >0,05
APRI 1,9 (0,9-5,5) 1,8 (0,4 -5,0) <0,5 >0,05
FIB-4 4,1(2,1-8)9) 4,5(0,9-9,7) <1,45 >0,05

Nhom duwong tinh véi marker ANA ¢o
nong d6 GGT cao hon ¢6 ¥ nghia thdng ké so
v6i nhdm ANA am tinh, con cac chi sé xét

nghiém khac khdng c6 su khac biét co y

nghia thong ke.
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IV. BAN LUAN

Viém gan ty mién la bénh ly gan man
tinh dic trung bai tinh trang viém té bao gan
ma cin nguyén con chua rd. Chan doan va
diéu tri viém gan ty mién hién con khé khin
do khéng c6 tac nhan gay bénh rd rang, can
loai trir cAc nguyén nhan gay bénh khéc.
Trong nghién ctu cua chung tdi ghi nhan
tudi trung binh caa bénh nhan 12 56,3 + 16,7;
bénh nhan nir chiém da s (72%). Két qua
nay tuong doéng vaéi nghién ciu Takahashi A
(2020) ghi nhan d¢ tudi bénh nhan 63 (52—
70), bénh nhan nit chiém da s6 (84%) [4]. Vé
triéu chung 1am sang thi thudng gap nhat 1a
viém gan cap (50%), sau do6 1a xo gan (35%).
Két qua nay ciing phu hop véi nghién ctu
Tamimi TA (2023) va Nguyén Coéng Long
(2022) déu ghi nhan viém gan cap 1a nguyén
nhan nhap vién hang dau cia bénh nhan AIH
[5,6] . V& xét nghiém ty khang thé thi ty
khang thé ANA 12 loai tu khang thé thuong
gap nhat chiém 63%. Két qua nay ciing
tuong dong véi Takahashi A (2020) va
Tamimi TA (2023) déu ghi nhan ty khang
thé ANA 14 loai ty khang thé pho bién nhat
chiém ty 18 86,7 — 46,7% [4, 5].

Trong nghién ctu cua chung toi thi cac
chi sé can 1am sang cta bénh nhan ATH nhu
Bilirubin-T, Bilirubin-D, AST, ALT, GGT,
APRI, FIB-4 déu cao hon ngudng tham
chiéu nhiéu lan, diéu nay ching to cac bénh
nhan dang trong giai doan tién trién cua viém
gan ty mién twong ddéng véi Takahashi A
(2020) va Tamimi TA (2023) déu ghi nhan
Su gia tang cua enzyme gan va bilirubin [4,
5]. Vé mdi lién hé giita marker ANA va cac
trieu ching lam sang thi chung t6i da ghi
nhan nhom duong tinh véi marker ANA cé
ty I¢ xo gan thap hon nhung ty Ié viém gan
cap cao hon so voi nhdm marker ANA am
tinh. V& céc chi s can 1am sang thi chi ghi
nhan théng s6 GGT cao hon c6 ¥ nghia
thong ké ¢ nhém marker ANA duong tinh.
Két qua nay twong dong véi nghién ciru B
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Hong Son (2014) di ghi nhan ty 1 xo gan
gap ¢ nhom ANA am tinh la 88,9 %, con ¢
nhém ANA duong tinh 1a 38,8%. Ddng thoi
tac gia DS Hong Son ciing ghi nhan tinh rdi
loan dong mau, thiéu mau, ting globulin
mién dich, ting ALP giira 2 nhom c6 ANA
am tinh va duong tinh 1a khong c6 su khac
biét [7].

V. KET LUAN

Ty 1&6 ddu 4n ANA duong tinh chiém
63% bénh nhan dugc chan doan AIH. Bénh
nhan c6 marker ANA duong tinh c6 nguy co
viém gan cap cao hon va men gan GGT cao
hon so v&i bénh nhan nhdm diu 4n ANA am
tinh.
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NGHIEN CU’U GIA TRI CHAN POAN UNG THU BIEU MO TE BAO GAN
CUA NONG PO PIVKA-II HUYET THANH

Bui Thi Lan Anh?, Nguy&n Thi Ngoc Lan23, Nguyén Pirc Tuin??,
Pao Thi Luan*®, Nguyén Quéc Cwong? Ta Thanh Vin23

TOM TAT

Ung thu gan 1a mot bénh ly rat pho bién, tuy
nhién phan Ién bénh nhan ung thu gan khong
duoc phét hién & giai doan soém dan toi tién
lwong khong tét. Chinh vi vdy, viéc &p dung cac
cdng nghé méi nhu cac chi dau sinh hoc trong
sang loc va chian doan sém ung thu gan luén 1a
maot van dé nhan duoc nhiéu sy quan tam. Trong
nghién ctru nay, ching t6i danh gia gia trj chan
doan ung thu biéu mo té bao gan (UTBMTBG)
ciia xét nghiém PIVKA-II trén 150 ddi twong
gém 50 bénh nhan UTBMTBG duoc chan doan
méi, chua diéu tri; 50 bénh nhan bénh gan man
tinh va 50 ngudi khoé manh dén kham va diéu tri
tai Bénh vién Dai hoc Y Ha Noi tir thang 7/2022
dén thang 6/2023. Két qua cho thay, nong do
trung binh PIVKA-II & nhdm khoe manh, nhém
c6 bénh gan man tinh va nhém UTBMTBG lan
lwot la 15,32 + 2,62 ng/mL, 56,86 + 166,75
ng/mL va 2668,23 + 5636,67 ng/mL, va su khac
biét giita cac nhom c6 ¥ nghia thong ké. PIVKA-
Il c6 gi4 tri tt trong chan doan UTBMTBG voi

YTruong Pai hoc Y Durgc Thai Binh

B mén Héa sinh, Truong Pai hoc Y Ha Ngi
*Khoa xét nghiém, Bénh vién Dai hoc Y Ha Ngi
*Bg mon Gidi phau bénh, Triong Pai hoc Y Ha Ngi
SKhoa gidi phau bénh, Bénh vién Bai hoc Y Ha Néi
Chiu trach nhiém chinh: Ta Thanh Van

SPT: 0912272922

Email: tathanhvan@hmu.edu.vn

Ngay nhén bai: 10.7.2023

Ngudi phan bién khoa hoc: PGS Nguyén Nghiém Lut
Ngay duyét bai: 11.7.2023

gia tri dién tich dudi duong cong ROC Ién tai
0,905 va d6 nhay, d6 dac hi¢u dat 84%, 72%.
bac biét, d6 nhay nay ¢ nhém UTBMTBG giai
doan som (Barcelona giai doan 0-A) cling dat
76,5%. Bén canh d6, chung t6i cling ghi nhan
mdi lién quan giita ndng do PIVKA-11 véi kich
thudc khdi u va giai doan bénh.

Tir khoa: ung thu biéu md té bao gan,
PIVKA-II, Elecsys PIVKA-II

SUMMARY
STUDY ON DIAGNOSTIC VALUE OF
SERUM PIVKA-II LEVELS FOR
HEPATOCELLULAR CARCINOMA
Liver cancer is a common disease, but most
of the patients with liver cancer are not detected
at an early stage leading to a poor prognosis.
Therefore, the application of new technologies
such as biomarkers in screening and early
diagnosis of liver cancer is really a matter of
concern. In this study, we evaluated the
diagnostic value of hepatocellular carcinoma of
the PIVKA-I11 assay. We used a descriptive cross-
sectional study method on 150 subjects
including: 50 patients with newly diagnosed
hepatocellular carcinoma, not yet treated; 50
patients with chronic liver disease and 50 healthy
people came for examination and treatment at
Hanoi Medical University Hospital from 6/2022
to 7/2023. The results showed that the median
values of serum PIVKA-II amount in the healthy
group, the group with chronic liver disease and
the HCC group were 15.32 + 2.62 ng/mL, 56.86
+ 166.75 ng/mL, and 2668.23 + 5636.67 ng/mL,
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respectively, and the difference between groups
was statistically significant. The PIVKA-II assay
has good value in the diagnosis of HCC with the
area under the ROC curve value is 0.905 and the
sensitivity and specificity reaching 84%, 72%. In
particular, the sensitivity in the group of early
hepatocellular carcinoma also reached 76.5%.
Besides, we also noted the relationship between
serum PIVKA-II concentration with tumor size
and disease stage.
Keywords:
PIVKA-II

HCC, PIVKA-Il, Elecsys

I. DAT VAN DE

Ung thu gan 1a mot bénh Iy rat thuong
gap hién nay, theo nghién cau cua
GLOBOCAN ndm 2020, day la loai ung thu
phd bién thir bay va c6 ty Ié tir vong dung
hang thi ba trén thé gisi. Hang nam & Viét
Nam c6 khoang 150.000 truong hop mac
maoi bénh ung thu, trong d6 ung thu gan ¢
nam giéi dang thir hai, chi sau ung thu phoi
va ding hang thir 6 ¢ nit.! Bén nay, phan I6n
bénh nhan ung thu gan ¢ Viét Nam khong
duoc phat hién & giai doan sém dan téi higu
qua diu tri khong cao, tién lwong kém trong
khi chi phi diéu tri rat I6n. Chinh vi vay, viéc
sang loc va chan doan sém ung thu gan ludn
la mot van dé nhan duoc nhiéu sy quan tam.

Hién nay, da c6 nhiéu chién lugc sang
loc va chan doan sém ung thu gan duoc dua
trong d6 noi bat 1a cac chi dau sinh hoc nhu
AFP, AFP-L3 va PIVKA-II. AFP la chi diu
sinh hoc thuong dugc st dung, tuy nhién
AFP ciing ting trong nhiéu bénh 1y khac nhu
viém gan man, xo gan va chung chi ting
khoang 60% cac truong hop ung thu biéu md
té bao gan (UTBMTBG). Do dé, d6 nhay, do
dac hiéu khéng cao cia AFP don doc khdng
cao trong sang loc va chan doan sém
UTBMTBG. Bén canh AFP, chi dau sinh hoc
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PIVKA-II (Prothrombin Induced by Vitamin
K Absence-Il) hay con goi la DCP (Des-
gamma-Carboxy Prothrombin) dugc hinh
thanh tr mot dang bit thuong cua
prothrombin dugc tao ra do thiéu vitamin K,
dong thoi chiing ciing ting trong huyét thanh
bénh nhan UTBMTBG. Nhitng nim gan day,
nhiéu nghién cau trén thé gigi nhu nghién
ctru cua Jun Ji hay nghién ctu cua Fei Xu da
chang minh gia tri cua PIVKA-II trong chan
doan sém UTBMTBG.23

Tai Viét Nam, Bo Y té da dua ra hudng
dan sir dung bo 3 xét nghiem AFP, AFP-L3
va PIVKA-II trén hé théng may dién di mao
quan dé sang loc, chan doan sém
UTBMTBG trén mot s6 nhéom ddi tuong
nguy co. Tuy nhién, viéc phai thuc hién dong
thoi ca 3 chi sb xét nghiém ciing giy ra
nhitng khé khin trong thuc té 1am sang, han
ché cac d6i twong dugc sang loc bénh, dong
thoi chi phi cao. Vi vay, viéc c6 thé trién
khai cac xét nghiém c6 thé dinh luong
PIVKA-II don doc, trén cac hé thong may
Xét nghiém ty déng thong thuong sé cung
cap thém nhitng lya chon phi hop dé nang
cao hiéu qua cua chién lugc sang loc, chan
doan UTBMTBG. Do d6, chung t6i thuc
hién nghién ciu nady nham danh gia gia tri
chan doan UTBMTBG cuia nong d6 PIVKA-
I trong huyét twong cua bénh nhan.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi twgng

Tiéu chudn lwa chen:

- Nhém UTBMTBG: Ddi tuong nghién
citu (BTNC) dap tmg du tiéu chuan chan
doan mic UTBMTBG theo huéng dan chan
doan va diéu tri UTBMTBG, quyét dinh sé
3129/QD-BYT. DTNC phat hién bénh lan
déu, chua c6 can thi¢p, diéu tri.
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- Nhom bénh gan man tinh: BPTNC dap
g du tiéu chuan chan doan mac bénh gan
man tinh theo hudng dan cua bo y té.

- Nhém khoe manh: DPTNC chua phat
hién bénh ly thuc thé trong qué trinh thim
kh&m stc khoe dinh ky.

- DTNC c¢6 day du théng tin hd so, bénh
an.

Tiéu chudn logi trae:

- PTNC c6 mic kém cac bénh ung thu
khac.

- PTNC dang c6 thai hodc dang trong
thoi ky hau san.

- DPTNC c¢6 tién st thiéu hut vitamin K,
hodc dang dung cac thudc khang vitamin K.

- PTNC khéng dong y tham gia nghién
cuu.

2.2. Phuwong phap nghién ciu

- Thiét ké nghién ctu: nghién ciru mo ta
cit ngang hoi cau.

- Thoi gian thuc hién: Thang 7/2022 —
6/2023.

- Pia diém nghién ctu: Khoa xét
nghiém, Bénh vién Pai hoc Y Ha Noi

Il. KET QUA NGHIEN cU'U

- Phuong phap chon mau va ¢& mau
nghién cau: Chon mau thuan tién tdi thiéu 50
DTNC cho mdi nhom.

- Bién s6 va chi sé nghién cuu:

Théng tin 1am sang: Gidi, tudi, chan doan
bénh, chan doan giai doan bénh, sb luong u,
kich thuéc u, tinh trang huyét khéi tinh mach
clra.

Théng tin can lam sang: néng do
PIVKA-II

- Quy trinh nghién ciu: BPTNC dap tng
tiéu chuan tham gia nghién ciu duoc thu
thap théng tin, ldy mau mau. Mau mau duogc
van chuyén téi khoa Xét nghiém, sau do tién
hanh ly tdm tach huyét thanh. Xét nghiém
Elecsys PIVKA-II st dung phuong phap
mién dich dién hoa phat quang (ECLIA) trén
hé théng Cobas e801.

- Phan tich sé liéu: sé liéu dugc nhap
bang phan mém Microsoft Excel 2016 va
phan tich bang phan mém SPSS 20.0.

- Pao duc nghién ciu: Toan bo thong tin
duoc truy cap hdi cau tir hd so bénh &n, cac
thong tin dugc bao mat va khéng can thiép
vao qua trinh diéu tri bénh nhan.

3.1. Pic diém chung cia dbi twong nghién ciu
Bdng 1. Pdc diém chung ciia déi trong nghién citu

Nhom 1: Nhom 2: Bénh Nhom 3: P value
Khoé manh | gan man tinh UTBMTBG | nhom 2
N=50 | % | N=50| % | N=50| % | va3s
X+ SD 40,06 + 12 56,92+ 115 59,06 + 12,08
Tubi Duai 60 44 88% 28 56% 23 46% 0,367
Trén 60 6 12% 22 44% 27 54%
.. Nam 24 48% 34 68% 43 86%
Gl Nit 26 | 52% | 16 | 32% | 7 | 143 | OO°°
. o PIVKA-II
Xét nghiém (ng/mL) 15,32 £ 2,62 56,86+166,75 |2668,23+5636,67| 0,002*
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Tudi trung binh cua nhém khoé manh,
bénh gan man tinh va UTBMTBG lan luot 1a
40,06 + 12 tudi, 56,92 + 11,5 tudi va 59,06 +
12,08 tudi. Ty 1é nam gidi & 3 nhém lan luot
la 48%, 68%, 86%. Khdng co su khac biét vé
tudi, giéi gitra nhom bénh gan man tinh va
nhém UTBMTBG. Noéng do trung binh
PIVKA-II ciaa nhom khoé manh, bénh gan

man tinh va UTBMTBG lan luot la 15,32 +
2,62 ng/mL, 56,86 + 166,75 ng/mL, 2668,23
+ 5636,67 ng/mL. Su khéc biét vé nong do
PIVKA-II gitra nhdm bénh gan man tinh va
nhém UTBMTBG 14 ¢ ¥ nghia théng ké.

3.2. Gi& tri cta xét nghiém PIVKA-II
trong chan doan UTBMTBG

Bdng 2. Gié tri cia xét nghiém PIVKA-II trong chdn dodn UTBMTBG

Chi s6 Youden Neguong t?am’chleu
AUC khuyén cido
Cut off D6 nha Do dac | Cutoff | Do [Po dic
(ng/mL) | i hiéu | (ng/mL) | nhay | hiéu
Nhém UTBMTBG 0,905 90,65 2% 96% 284 | 84% | 72%
Nhom UTBMTBG giai doan| ) o> | 5465 | 10006 | 68% | 284 |76.5%| 72%
som (Barcelona 0, A)

Trong chan doan phan biét gitra nhom
UTBMTBG va nhdm bénh gan man tinh, xét
nghiém PIVKA-II cé dién tich dudi duong
cong la 90,5%. Tai ngudng tham chiéu
khuyén co cua nha san xuét 1a 28,4 ng/mL,
d6 nhay va do dac hiéu cua xét nghiém

ROC Curve
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Sensitivity

oo 2 d‘l o8 Q5 10
1 - Specificity
A: Nhom UTBMTBG chung

PIVKA-II lan luot 1a 84% va 72%. Bdi véi
nhém UTBMTBG giai doan sém dién tich
dudi duong cong dat 85,2 % va do nhay tai
ngudng tham chiéu khuyén céo cua nha san
Xuit |4 76,5%.

ROC Curve

Sensitivity
1

-UIZ 02 o4 ae ‘A.U
1-Specificity
B: Nhém UTBMTBG sérm

Hinh 1. Gia tri ciia xét nghiém PIVKA-II trong chdn dodn UTBMTBG
(A) Buong cong ROC cua xét nghiém PIVKA-II trong chan doan UTBMTBG
(B) Pudng cong ROC cuia xét nghiém PIVKA-11 trong chan doan sém UTBMTBG
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3.3. Méi lién quan giita nong dd PIVKA-II véi mét sé yéu té khac & bénh nhan

UTBMTBG
Bdng 3. Méi lién quan gi#a nong dé PIVKA-11 véi mgt sé yéu té khac ¢ bénh nhan
UTBMTBG
Néong do PIVKA-II huyét
® hanth (ng/mL) Y| Palue
1u 287642 + 6846,53
S6 lwgng u 2-3 U 1034,15 + 1578,09 0,581
Trén 3 u 3347,78 + 5406,11
, , Duéi 5 cm 1107,55 + 4264,81
Kich thuoe u Trén 5cm 422891 + 6450,18 0.05%
q o) 5146,7 + 8796,58
HKTM cua Khéng 2196,14 + 4830,46 0.177
Child Pugh A 3709,36 + 6303,07
Mirc d6 xo gan Child Pugh B 989,57 + 761,36 0,624
Child Pugh C 1597,38 + 2061,85
Giai doan UTBMTBG |  Giai doan sém (0-A) 184,75 + 271,05 <0.001%
theo Barcelona Giai doan muén (B, C, D) 3947,6 + 6606,79 ’

O nhém UTBMTBG, nong d6 PIVKA-II
huyét thanh & nhém bénh nhan c6 kich thudc
u nho dudi 5 cm va trén 5 cm lan luot 13
1107,55 + 4264,81 ng/mL va 422891 +
6450,18 ng/mL, nong d6 PIVKA-II & nhém
bénh nhan duoc chan doan ¢ giai doan sém
va giai doan muon lan luot la 184,75 *
271,05 ng/mL va 3947,6 + 6606,79 ng/mL.
Su khéc biét vé nong do6 PIVKA-II huyét
thanh giita cac nhom trén 1a ¢6 ¥ nghia thong
ké. Khong c6 su khac biét vé nong do
PIVKA-II ¢ nhitng bénh nhan c6 1 u, 2-3 u
hay nhiéu u, bénh nhan c6 huyét khéi tinh
mach ctra hay khéng, bénh nhan cé cac mac
dd xo gan khéc nhau (Child Pugh A, B, C).

IV. BAN LUAN

Nhiéu nghién ctru trudc day trén thé gidi
cling nhu tai Viét Nam cho théy, nhom ddi
tuong thuong gap cua cac bénh gan man tinh

va UTBMTBG la nam gidi, tudi cao. Ly giai
cho diéu nay c6 thé do nam gigi thuong co
thoi quen sinh hoat khéng lanh manh, su
dung ruou, bia, thudc 14, cac chat kich thich
nhiéu hon nir gidi, ciing nhu sy tich luy cac
dot bién trong co thé do qua trinh séng.
Trong nghién ctiu caa chdng t6i, tudi trung
binh ctia nhom khoé¢ manh, bénh gan man
tinh va UTBMTBG lan luot 1a 40,06 + 12
tudi 56,92 + 11.5 tudi, 59,06 + 12,08 tudi; ty
1€ gidi nam trong cdc nhdm khoé manh, bénh
gan man tinh va UTBMTBG lan luot 12 48%,
68% va 86%. C6 su khac biét vé tudi trung
binh cling nhu ty I¢ gigi gita nhom khoé
manh va 2 nhom con lai, tuy nhién khong cé
su khac biét vé 2 chi sé nay giira nhém bénh
gan man tinh va nhém UTBMTBG. Két qua
trén tuong ty voi nghién ctu cua Tén That
Ngoc nam 2021 trén 70 bénh nhan
UTBMTBG véi tudi trung binh 1a 58,2 +
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10,7 tudi; va ty 1& nam gidi 12 82,9%.* Nhirng
két qua ndy maot 1an nira nhian manh nhém
d6i twong nam giGi, tudi cao 1a nhém can
dugc tap trung sang loc va chan doan sém
cac bénh gan man tinh cling nhu
UTBMTBG.

Trong nghién ciru cua ching t6i, ndng do
PIVKA-II huyét thanh & nhém khoe manh 1a:
15,32 + 2,62 ng/mL thip hon so véi nhém cé
bénh gan man tinh la: 56,86 + 166,75 ng/mL;
va ci 2 nhom nay déu thip hon nhém
UTBMTBG la: 2668,23 + 5636,67 ng/mL;
su khac biét nay 1a c¢6 ¥ nghia thdng ké véi p
< 0,001. Két qua nay tuong tu nhu nghién
ctu cua TOn That Ngoc (2021) véi nong do
PIVKA-II huyét thanh & nhém khée manh,
nhom bénh gan man tinh va nhom
UTBMTBG ciing ghi nhan su khac biét cd y
nghia théng ké giita cac nhém nghién ctu.*
Hon thé nita, két qua caa ching tdi cho thay
xét nghiém PIVKA-II don doéc c6 gia tri
trong chan doan phan bi¢t UTBMTBG véi
cac bénh gan man tinh khac vai gia tri dién
tich dudi dwong cong ROC Ién tgi 0,905 va
d6 nhay, do dic hiéu ti wu tai ngudng cut-
off: 90,65 ng/mL lan luot 1a 72% va 96%.
Tai ngudng cut-off theo khuyén céo cua nha
san xuét 1a 28,4 ng/mL, do nhay, do dac higu
cua xét nghiém PIVKA-II don doc la 84% va
72%. Pac biét, d6 nhay nay & nhom
UTBMTBG giai doan sém (Barcelona giali
doan 0-A) ciing dat 76,5%. Két qua nay
tuong tu voi két qua nghién cau cua Chan
HLY va cong su trén 168 bénh nhan
UTBMTBG va 208 bénh nhan bénh gan man
tinh véi d6 nhay va d6 dac hiéu la 86,9%,
83,7%, d6i v6i nhéom UTBMTBG giai doan
sém, do nhay ciing dat 77,9%.°
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Khi xem xét mdi lién quan giira két qua
xét nghiém PIVKA-II véi mot s6 yéu td khac
& bénh nhan UTBMTBG, ching t6i nhan
thiy nong do PIVKA-II huyét thanh & nhém
c6 khéi u trén 5 cm 16n hon nhém ¢6 u dudi
5 cm (422891 = 6450,18 ng/mL so v&i
1107,55 + 4264,81 ng/mL), su khac biét nay
¢ y nghia théng ké. Két qua nay cua ching
t6i twong tu nhu két qua nghién ctu cua
Zakhary NI (2013) trén 83 ddi twong trong
d6 c6 48 bénh nhan UTBMTBG. Bén canh
d6, nong do6 PIVKA-II huyét thanh & nhom
UTBMTBG giai doan mudn ciing cao hon so
v6i nhom dugc phét hién ¢ giai doan sém
(3947,6 + 6606,79 ng/mL so vGi 184,75 +
271,05 ng/mL), su khac biét nay la co y
nghia théng ké. Két qua nay twong tu nhu
nghién ctu cua Yu R cho thdy nong do
PIVKA-II huyét thanh cao hon dang ké &
giai doan muon (B, C, D) so véi giai doan
sém (0, A).5 Mat khéc, nhiéu nghién ctu
ciing chi ra mdi lién quan gita nong do
PIVKA-II huyét thanh va mot s6 yéu t6 khac
cia bénh nhan UTBMTBG. Vi du nhu
nghién ctru cia Yamatoko K va cong sy trén
96 bénh nhan UTBMTBG cho thay nong do
PIVKA-II ¢6 lién quan téi s6 lwong khoi u.”
Tuy nhién trong nghién ctru nay cua chdng
t6i, mic di c6 sy gia ting nong d6 PIVKA-II
& nhém bénh nhan c6 trén 3 khdi u hay nhom
c6 huyét khéi tinh mach cira so v6i cac nhom
con lai, nhung su khac biét nay 1a chua co y
nghia thong ké. Ly giai cho két qua nay co
thé quan thé nghién ctu, ¢ miu ciing nhu
tiéu chuan lya chon DTNC khac nhau giira
cac nghién ctru, do d6 chung toi kién nghi
can ¢ nhiing nghién ctu véi ¢& mau 16n hon
nita dé danh gia toan dién méi lién quan giira
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nong do PIVKA-II huyét thanh don doc va
caic yéu t6 khac nhau & bénh nhan
UTBMTBG.

V. KET LUAN

Nong d6 PIVKA-II huyét thanh & nhém
UTBMTBG cao hon nhém khoe manh,
nhom bénh gan man tinh, su khéac biét cé y
nghia thng ké. PIVKA-1I ¢6 gia tri tt trong
chan doan UTBMTBG véi d6 nhay, d6 dic
hiéu tai nguong cut-off khuyén céo 1a 84%
va 72%. Nong d6 PIVKA-II huyét thanh c6
su lién quan véi kich thudc khdi u va giai
doan bénh.
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PAC PIEM NONG PO VITAMIN D HUYET THANH CUA BENH NHAN
PAI THAO PU'ONG TYPE 2 TAI BENH VIEN PAI HOC Y HA NOI

Nguyén Thi Ngoc Lan'?, Nguy&n Anh Thu'?2, Nguyén Dirc Tuinl?

TOM TAT

Muc tiéu: Tién hanh khao sat nong do
vitamin D huyét thanh va mot s6 yéu té lién quan
& bénh nhan BTD type 2 tai bénh vién Pai hoc Y
Ha Noi. Péi twong va phwong phap: Tién hanh
trén 191 d6i twong bao gébm 60 dbi twong da
dugc chan doan mic PTD type 2 va 131 dbi
tugng thuéc nhém chang, tit ca dugc lam xét
nghiém dinh luong nong do 25-hydroxyvitamin
D huyét thanh dé danh gia tinh trang vitamin D.
Két qua: CO su suy giam nong do vitamin D
huyét thanh & nhém bénh nhdn DTD so véi
nhém chang (18,12 + 5,36 ng/mL va 25,10 +
4,62 ng/mL). C6 93,3% bénh nhan DTD type 2
c6 tinh trang thiéu vitamin D trong d6 c6 43,3%
thiéu vitamin D murc d niang. Trong nhém bénh
nhan PTD type 2, ndong d6 vitamin D & nhom
khong dat muc tiéu kiém soat HbA1C thip hon
nhém bénh nhan dat muc tiéu kiém soat HbA1C,
ndng d6 vitamin D ¢ nhém ¢ réi loan lipid méu
thap hon nhom khong c6 rdi loan lipid méu. Bén
canh d6, ching t6i tim thdy mdi twong quan
nghich gitta nong do vitamin D véi chi sb
HbALC voi hé sb twong quan R?=0,256. Két
luan: O bénh nhan DTP, ty I¢ thiéu vitamin D la
93,3% va ty ¢ thiéu vitamin D mic d6 nang la

'B6 mon Héa Sinh, truong Dai hoc Y Ha Ngi
2Khoa Xét nghiém, Bénh vién Pai hoc Y Ha Ngi
Chiu trach nhiém chinh: Nguyén Thi Ngoc Lan
SPT: 0964311285

Email: ngoclannguyen@hmu.edu.vn

Ngay nhan bai: 01/7/2023

Nguoi phan bién khoa hoc: PGS.TS Pham Van Tran
Ngay duyét bai: 10.7.2023
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43,3%. C6 mdi lién quan gitra tinh trang thiéu
vitamin D va chi s HbA1C ciing nhu tinh trang
rbi loan lipid mau ¢ bénh nhan DTP.

Tur khoa: Pai thao duong type 2, 25-hydroxy
vitamin D, vitamin D.

SUMMARY
CHARACTERISTICS OF VITAMIN D
SERUM OF DIABETES TYPE 2
PATIENTS AT HANOI MEDICAL
UNIVERSITY HOSPITAL

Aim of research: To survey serum vitamin
D levels and some related factors in patients with
type 2 diabetes at Hanoi Medical University
hospital. Subjects and methods: Conducted on
191 subjects including 60 subjects diagnosed
with type 2 diabetes and 131 subjects in the
control group, all were quantitatively tested for
serum 25-hydroxyvitamin D levels to assessment
of vitamin D status. Results: There was a
decrease in serum vitamin D levels in the group
of diabetic patients compared with the control
group (18.12 + 5.36 ng/mL and 25.10 + 4.62
ng/mL) mL). There are 93.3% of patients with
type 2 diabetes have vitamin D deficiency, of
which 43.3% have severe vitamin D deficiency.
In the group of patients with type 2 diabetes,
vitamin D levels in the group that did not achieve
the HbA1C control goal were lower than those in
the group who achieved the HbA1C control goal,
and the vitamin D levels in the group with
dyslipidemia were lower than the group without
the disorder. dyslipidemia. Besides, we found an
inverse  correlation  between vitamin D
concentration and HbA1C index with correlation
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coefficient R2=0.256. Conclusion: In patients
with diabetes, the rate of vitamin D deficiency
was 93.3% and the rate of severe vitamin D
deficiency was 43.3%. There is a relationship
between vitamin D deficiency and HbA1C index
as well as dyslipidemia in diabetic patients.

Keywords: Type 2 diabete, 25-hydroxy
vitamin D, vitamin D.

I. DAT VAN DE

Vitamin D la mét vitamin tan trong dau
¢6 ¥ nghia quan trong ddi véi sic khoe con
ngudi, chic ning chinh coa ching 1a diéu
hoa nong d6 canxi va phospho. Trong co thé,
dudi tdc dung cua enzym 25-hydroxylase,
vitamin D  dugc chuyén thanh  25-
hydroxylvitamin D (25(OH)D), day dugc coi
la chat phan anh tét nhat tinh trang vitamin D
trong méau.l Hién nay, tinh trang thiéu
vitamin D d4 va dang 1a mot van dé sac khoe
toan cau anh hudng téi hang ty nguoi, dic
biét trong bi canh cac bénh 1y man tinh nhu
dai thao duong, tim mach, ung thu ngay cang
tré nén phoé bién gop phan c6 thé lam tram
trong thém tinh trang nay. Pai thao duong
(PTD) type 2 1a mot trong nhitng bénh mén
tinh phé bién nhat hién nay voi trén 500 triéu
ca MAc va ¢ tgi trén 2 triéu ca tir vong hang
nam trén toan cau. Tai Viét Nam nhimng nim
qua, s6 lugng bénh nhan DTD type 2 khong
ngung gia ting, dic biét nuéc ta nam trong
top 10 qudc gia co ti 1¢ gia ting bénh DTD
type 2 cao nhat thé gigi véi ty 1& 1én t6i 5,5%
moi nam.

Bén canh cé4c yéu t6 nhu di truyén, ché
d6 luyén tap, cham soc thi dinh dudng ludn
la mot yéu td duoc dic biét quan tm & bénh
nhan PTP type 2 v6i nguyén tic co ban la
han ché toi da glucid, han ché cac axit béo
bdo hoa, dam bao luong protein. Gan day,
nhiéu nghién ctu trén thé gigi di cho thay

anh huéng cua c4c vi chat dinh dudng trong
bénh ly DT type 2 ma tiéu biéu 1a vitamin
D. Trong bénh ly DTD type 2, vitamin D anh
huéng t6i qua trinh didu hoa insulin nho kha
ning can bang nong do canxi trong mau,
ddng thoi phan tir 1,25(0H)2D két hop Vi
thu thé vitamin D trong té bao p dao tuy va té
bao dich 1am kich thich biéu hién cua thyu thé
insulin tir d6 tang cudng qua trinh tiét insulin
va tang sy nhay cam insulin.! Mot s6 nghién
ctru trén thé gisi da cho thay thiéu vitamin D
c6 lién quan t6i su gia taing mot sb rdi loan
nhu ting ndng do glucose, thira can béo phi,
réi loan lipid mau ciing nhu mot so bién
chang & bénh nhan mic BTP type 2. Pic
biét, viéc bo sung du vitamin D gidp lam
giam nguy co tién trién tir tién DTP thanh
bénh BDTD ciing nhu han ché bién ching &
bénh nhan BDTD type 2.

Pén thoi diém hién tai, cac nghién cuau
trén thé gigi vé tinh trang vitamin D ¢ bénh
nhan DTD type 2 dang ngay cang nhan
duoc nhiéu sy quan tam, tuy nhién & Viét
Nam hién nay chua c6 nhiéu nghién cau vé
van dé nay. Do d6, chang toi thyc hién
nghién ctru nay véi muc tiéu khao séat nong
d6 vitamin D va mdi lién quan giira nong
do vitamin D véi cac yéu té khac & bénh
nhan mic BTD type 2.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pédi twgng

- Nhém bénh: dbi twong nghién cau
(PTNC) d3 duoc chan doan mic DTD type 2
theo Huéng dan chan doan va diéu tri dai
thao duong type 2 ban hanh cung quyét dinh
s6 3319/QD-BYT cua B truong Bo Y té.

- Nhom chiang: DTNC chua phat hién
bénh ly thuc thé trong qua trinh thim kham
suc khoe dinh ky.
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Loai tror phu nit c6 thai hoac nguoi
dudi 18 tudi, cac ddi twong mic cac bénh
két hop hoidc dang str dung ché pham chia
vitamin D.

2.2. Phwong phap nghién cau

Nghién ciru md ta cit ngang tir thang
1/2021 dén thang 6/2023 tai Bénh vién Dai
hoc Y Ha No6i. Khdm lam sang, xét nghiém
can 1am sang lwa chon d6i twong nghién cuu.
Ldy mau xét nghiém 25(0OH)D, HbAIC,
triglycerid, cholesterol, LDL-C, HDL-C,
AST, ALT, Creatinin.

e Tinh trang vitamin D: tinh trang
vitamin D binh thuong khi nong do
25(0OH)D huyét twong trén 30 ng/ml, thiéu
vitamin D muc d6 nhe khi nong do 25(OH)D
huyét twong tir 20 dén 30 ng/ml, thiéu
vitamin D mac do nang khi néng do
25(0OH)D huyét tuong dudi 20 ng/ml.?

e Tinh trang kiém soat dudng huyét:
Tinh trang kiém soat duong huyét duoc xac
dinh theo Hudng dan chan doan va diéu tri
dai thao duong type 2 ban hanh ciing quyét
dinh s6 3319/QD-BYT véi muc tiéu kiém
sodt HbA1C cua nhoém bénh nhan nguoi
truong thanh 13 7%, nguoi cao tudi 1a 7,5 %
va nguoi cao tudi cd kém nhiéu bénh 1y nén
14 8%.

e Tinh trang réi loan lipid mau: Tinh
trang réi loan lipid mau duoc xac dinh khi
DTNC dap (g it nhat 1 trong cac tiéu chuan

sau: Triglycerid > 1,7 mmol/L, LDL-
cholesterol > 2,58mmol/L, HDL-cholesterol
< 1,0 mmol/L dbi véi nit gigi va <1,3
mmol/L dbi véi nam giéi.

Xét nghiém dinh lwong ndng dod
25(0OH)D dugc thuc hién trén hé thbng may
xet nghiém tu dong Cobas C8000 e801 dua
trén phan ung canh tranh mién dich dién hoa
phat quang. Cac xét nghiém dinh Iugng
triglycerid, cholesterol, LDL-C, HDL-C
duoc thuc hién trén hé théng may xét nghiém
sinh hoa tu dong Cobas c601. Xét nghiém
HbA1C duoc thuc hién trén may xét nghiém
Cobas ¢513. Cac xét nghiém trén cac hé
thdng ké trén déu tuan thu ding khuyén cao
ctia nha san xuat va c6 két qua thyc hién noi
kiém, ngoai kiém dat theo dting quy dinh.

- Xa ly s6 liegu bang phan mém
Microsoft Excel 2016 va phan tich bang phan
mém SPSS 20.0.

- Pao duac nghién ctru: Nghién ciru tuan
tha cac quy dinh vé dao duc nghién ctu y
hoc, thong tin thu thap dugc dam bao an toan
va tinh riéng tu.

Ill. KET QUA NGHIEN CU'U
3.1. Pic diém dbi twong nghién ciru
Trong s6 191 d6i twong nghién ctu, c6
60 d6i twong da dwoc chan doan mic TP
type 2 va 131 d6i twong thudc nhém chuang.

Bdng 3.1: Pdc diém chung ciia déi trong nghién ciru

Nhom chung | Nhom chieng }N)gi)nl;;:;] o value
N=191 N=131
N=60
Tudi TB 55,61+ 12,71 | 54,58+ 12,21 | 57,85+ 13,58 | 0,099
Tudi < 50 69 (36,10%) | 52(39,70%) | 17(2830%) | .,
> 50 122 (63,90%) | 79 (60,30%) | 43 (71,70%) |

y Nam 72 (37,70%) | 45 (34,40%) | 27 (45,00%)

Gigi tinh Nt 119 (62,30%) | 86 (65.60%) | 33 (55,000%) | o0
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Bia du Thanh phé 108 (56,50%) | 77 (58,80%) | 31 (51,70%) 0.432
) Nong thén 83 (43,50%) | 54 (41,20%) | 29 (48,30%) ’

HbA1C (%) 6,77+19 5,84 £0,75 8,79+2,06 | <0,01*

Triglycerid (mmol/L) | 2,28 +2,07 19+1.28 3,11+£3,03 | 0,004*
Cholesterol (mmol/L) | 5,31 +1,37 522+1 55+194 0,287

Canlam| LDL-C (mmol/L) 3,25+1,16 3,28 £ 0,86 3,18+1,64 0,665
sang HDL-C (mmol/L) 1,43 +155 149+184 127+0/4 0,385
Creatinin (umol/L) | 68,07 + 16,91 | 66,49 + 14,27 | 71,53 +21,32 | 0,099

AST (U/L) 24,87 £18 25,76 £20,06 | 2295+12,27 | 0,319

ALT (U/L) 28,97 +32,32 | 28,51 +36,41 | 29,97 +20,99 | 0,774

Do tudi trung binh cia nhom DT type 2
la 57,85 + 13,58, do tudi trung binh cua
nhom chang la 54,58 + 12,21. Trong nhom
DTD type 2, ty 1¢ DTNC trén 50 tudi chiém
71,70%, ty I& nay ¢ nhom chung la 60,3%,
Gia tri HbALC va nong do triglycerid cua
nhom DTD type 2 1an luot 12 8,79 + 2,06 (%)
va 3,11 £ 3,03 (mmol/L), trong khi caa nhém
chang la 5,84 + 0,75 (%) va 1,9 + 1,28

*p<0,05 c6 y nghia thong ké
(mmol/L), su khac biét gitta 2 nhém la co y
nghia théng ké. Khong c6 su khac biét gitra 2
nhom vé tudi trung binh, ty 1& gidi tinh va
khu vuc sinh séng ciing nhu cic chi $6
cholesterol, LDL-C, HDL-D, AST, ALT,
Creatinin.
3.2 Nong d vitamin D va tinh trang
thiéu vitamin D ciia PTNC

Bdng 3.2: Néng dé vitamin D va tinh trang thiéu vitamin D ciia PTNC

Nhom chitng  [Nhom bénh DTD type 2 o value
N=131 N=60
Nong d6 25(0H)D3 trung binh (ng/mL)| 25,1 + 4,62 18,12 + 5,36 <0,001*
Tinh trang|—1iéu nang (<20ng/mi) | 13 (9.90%) 26 (43,30%)
vitamin D Thieu nhe (20-30ng/ml) 102 (77,90%) 30 (50,00%) <0,001*
Binh thuong (>30ng/ml) 16 (12,20%) 4 (6,70%)

Nong do vitamin D trung binh ¢ nhém
DTD type 2 va nhom ching lan luot 14 18,12
+ 5,36 ng/mL va 25,10 + 4,62 ng/mL. Su
khéc biét vé nong do vitamin D c6 y nghia
thong ké giita 2 nhém DTNC (p<0,05). C6
16 trong tong sé 131 (chiém 12,20%) DTNC
thugc nhdm chieng khéng thiéu vitamin D, ty
I¢ nay trong nhom DTD type 2 1a 4/60

*p<0,05 ¢6 ¥ nghia thong ké
(chiém 6,70%). Ty ¢ thiéu vitamin D ning &
nhom DTP type 2 va nhom chang lan luot 1a
43,30% va 9,90%. Su khéc biét vé tinh trang
thiéu vitamin D ¢ nhém PTD type 2 va
nhom chimg 13 c6 ¥ nghia théng ké (p<0,05).
3.3. Mét s6 yéu té lién quan téi nong

d¢ vitamin D & nhém DTD type 2
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Bdng 3.3: Nong dé vitamin D ¢ nhém PTD type 2 va cdc yéu té lien quan

Néng do Tinh trang vitamin D
Pic diém vitamin D trung|p value| Thiéu nang |Binh thuong hoic vaFI)ue
binh (ng/mL) N (%) | thiéu nhe N (%)
N <50 18,18 + 6,44 6(353%) | 11 (64,7%)
Tuol > 50 18,00+ 495 | 2L (50 (465%) | 23 (535%) | 000
o Nam 17,36 + 6,68 12 (44,4%) | 15 (55,6%)
Gigi tinh N 1873+398 | 058 14 (a24%) | 19 (57,6%) | O
. Thanh phé| 18,39 +5,15 16 (51,6%) | 15 (48,4%)
Pladu Nangthon| 17.82£5,65 | 002 [10(345%) | 10 (655%) | V120
Muc tiéu kiém|  Dat 1951£540 | .| 5(185%) | 22(8L5%) | 0.
soat HbALC |Khong dat| 16,98 +513 | 21(63,6%) | 12 (36,4%) '
R6i loan Khong | 2289645 | .| 4(400%) | 6(60.0%) |,
lipid mau Co 17,16+ 462 | 22 (44,0%) | 28 (56,0%) '

Trong nhom DTD type 2, khong co su
khéc biét vé ndng d6 vitamin D theo do tudi,
gioi tinh va noi sinh séng cua dbi tuwong
(p>0,05). Nong d¢ vitamin D trung binh &
nhém c6 dat muc tiéu kiém soat HbALC la
19,51 + 5,40 (ng/mL) va ¢ nhém khong dat
muc tiéu la 16,98 + 5,13 (ng/mL). Ty 1€ bénh
nhan thiéu vitamin D niang & 2 nhom lan luot
la 18,50% va 63,60%. Su khéc biét vé nong

14.00

12.00

10.00

4.00

*p<0,05: ¢6 ¥ nghia thong ké
do, tinh trang thiéu vitamin D gitra 2 nhom 1
¢6 y nghia théng k& (p<0,05). Nhém bénh
nhan DTD type 2 khong di kém réi loan lipid
méau c6 nong do vitamin D trung binh 1a
22,89 + 6,45 (ng/mL) va & nhdm c6 réi loan
lipid mau la 17,16 + 4,62 (ng/mL). Su khac
biét vé nong do vitamin D trung binh gitra 2
nhom 13 c¢6 ¥ nghia théng ké (p<0,05).

HbA1C (%)

R square = 0,256
p <0,001

00 10.00 20.00

30.00 40.00

] Nong do 25(OH)D (ng/mL) )
Hinh 3.1: Méi twong quan giiia nong d¢ 25(0OH)D va chi so HbA1C
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Trong nhém DTD type 2, cb6 mdi tuong
guan nghich gitra ndng do6 vitamin D véi chi
sé6 HbALC véi R?=0,256 va mirc ¥ nghia
thdng ké p<0,01.

IV. BAN LUAN

Tinh trang thiéu vitamin D di va dang la
mot van d& rat thuong gap hién nay, anh
huong téi hang ty nguoi trén toan cau. Trong
nghién ctu cta chung toi, co téi 152 trong
tong s6 191 DTNC c6 tinh trang thiéu
vitamin D, ngay ca trong nhom chung ty Ié
nay ciing lén té1 90,07% (118/131 BDTNC),
mac du phan 16n chi thiéu vitamin D ¢ mirc
d6 nhe (77,90%) va chi c6 12,20% thiéu
vitamin D muac do ning. Két qua nay thap
hon so voi mot sé nghién ciu trude day nhu
nghién ctu caa Nguyén Tan Hiép (2022) véi
25,51% thiéu vitamin D muc d6 nang, ly giai
cho diéu nay c6 thé 1a do su khéc biét vé dic
diém quén thé, c& mau cling nhu tiéu chuan
lva chon BPTNC.

Trong nghién ctu nay, chdng tdi nhan
thay c6 su suy giam nong do vitamin D huyét
thanh & nhom bénh nhan BDTD type 2 so voi
nhom ching (18,12 + 5,36 ng/mL va 25,10 £
4,62 ng/mL), ty 18 thiéu vitamin D ¢ nhom
bénh nhan BTD type 2 ciing cao hon (93,3%
S0 Vé&i 87,8%), dic biét ¢ téi 43,30% s
bénh nhan DTD type 2 c¢d tinh trang thiéu
vitamin D nang trong khi ty I¢ nay ¢ nhom
chung chi 1a 12,2%. Két qua cua ching toi
tuong dong véi nhidu nghién cau tai Viét
Nam ciing nhu trén thé giéi nhu nghién ctu
cia Nguyén Lé Diéu Hién (2023) voi ti 18
thiéu vitamin D trén 117 d6i twong miac DTH
type 2 la 80,3% 3, nghién cau cua Georgios
Papadakis (2017) chi ra ti & thiéu vitamin D
0 bénh nhan DTD 1a 85,9% hay nghién cttu
cua Alhewishel (2020) voi 89,68% bénh
nhan méac DTD type 2 c6 thiéu vitamin D.*°

Trong nghién ctru nay ching t6i ciing
nhan thay ndéng do vitamin D & nhom bénh
nhan khong dat muc tiéu kiém soat duong
huyét thiap hon so véi nhém bénh nhan dat
muc tiéu kiém soat (16,98 + 5,13 ng/mL so
véi 19,51 £ 5,40 ng/mL). Bén canh d9, ty I¢
thiéu vitamin D niang & nhom khong dat muc
tiéu kiém soat HbA1C ciing cao hon dang ké
V6i ty 1& lan luot 1a 63,6% so véi 18,5%.
Quan diém nay da duoc chiang minh & nhiéu
nghién ctu trudc day nhu nghién ciru cua
Duong Thi Hong Ly (2021) chi ra tinh trang
thiéu vitamin D c6 méi lién quan dén viéc
Kiém soat duong mau ¢ bénh nhan DT type
2 va ndng do vitamin D & nhém bénh nhan
kiém soat tinh trang duong huyét kém thap
hon déng ké so v&i nhém bénh nhan kiém
soat tot duong huyét.! Hon thé nira, ching
t6i nhan thay c6 médi trong quan nghich giia
nong d6 vitamin D va chi s6 HbA1C véi hé
s6 tuong quan R>= 0,256, (hé s6 hdi quy = -
0,164 va p <0,001). Két qua nay tuong dong
vai nghién ctu cua Zhao Hang (2020) voi
nong d6 vitamin D c6 méi twong quan
nghich vai gia tri HbALC (hé sb hdi quy =
~0,254 va p <0,001).7

R&i loan lipid méau 1a mot tinh trang rat
pho bién & bénh nhan PTD type 2. Tinh
trang nay c6 thé xuat hién truéc khi bénh
nhan duoc chan doan PTP type 2, dic biét &
nhom ddi twong c6 16i séng kém lanh manh,
it hoat dong thé luc, hay st dung thic an
nhanh, tuy nhién né ciing c6 thé la hau qua
cua bénh 1y BTD type 2. Do d6, tinh trang
réi loan lipid méau luén dugc quan tdm &
bénh nhan DTD type 2. Trong nghién cuu
nay, khi danh gia vé tinh trang vitamin D &
bénh nhan DTD type 2, chung t6i cling nhan
thiy nong d6 vitamin D & nhém bénh nhan
khéng c6 tinh trang rdi loan lipid mau kém
theo cao hon so véi nhém c6 rdi loan lipid
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mau (22,89 + 6,45 ng/mL so véi 17,16 £
4,62 ng/mL). Két qua nay tuong dong Véi
nhiéu nghién ctu trén thé gidi ciing nhu tai
Viét Nam, vi du nhu nghién ciu caa Tran
Hitu Thanh Tung (2021) trén 214 ddi twong
mic DTD type 2 chi ra ty 1& bénh nhan c
triglyceride, cholesterol , LDL-C méau cao va
HDL-C mau thap & nhom bénh nhan thiéu
vitamin D cao hon so véi nhém bénh nhan
khong thiéu vitamin D.® Hay nghién ctu cua
Yosuf Abdullah Salih (2021) ciing cho ring
& bénh nhan mic PTD type 2, tinh trang
thiéu vitamin D cang ning thi ti 1& réi loan
lipid méu cang cao.

V. KET LUAN

Trong nghién cuu, ¢ bénh nhan BTD, ty
I& thiéu vitamin D 1a 93,3% va ty 1¢ thiéu
vitamin D muc do nang 1a 43,3%. C6 méi
lién quan giita tinh trang thiéu vitamin D va
chi s6 HbAIC ciing nhu tinh trang rdi loan
lipid méau & bénh nhan DTD.
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BIEN THE PA HINH PNPLA3 1148M VA MOI LIEN QUAN V&1 MOT SO
PAC PIEM NHAN TRAC, SINH HOA & NGU'O'I CO GAN NHIEM MO’

Lé Dwong Hoang Huy?, Nguyén Minh Ha!, Nguyén Hitu Ngoc Tuan?!

TOM TAT

Giéi thiéu: Bién thé da hinh don nucleotide
1148M (rs738409) trén gen PNPLA3 1a mot yéu
t6 duoc chung minh c6 vai tro quan trong trong
phan ting nguy co ¢ bénh gan nhiém mé&. Thong
tin vé ti & kiéu gen va mdi lién quan véi cac chi
s6 can 1am sang gop phan tao tién dé& cho cac
nghién ciru doan hé va can thiép nhim nang cao
hiéu qua quan ly bénh nhan gan nhiém ma.

Muc tiéu: Xac dinh ti 1& cua bién thé da hinh
1148M (rs738409) va mot s yéu té nhan trac va
can 1am sang & nguoi gan nhiém ma.

Po6i twong va phuwong phip nghién ciu:
Nghién ctru mo ta loat ca, khao sat cac dic diém
can lam sang va dic diém bién thé 1148M trén
can bo vién chuc- ngudi lao dong (CBVC-NLD)
Truong Pai hoc Y khoa Pham Ngoc Thach va
nhan vién y t& (NVYT) cong tac tai Bénh vién
Nguyén Tri Phuong kham tai sic khoé dinh ky tir
10/2022 dén 07/2023 c6 két qua gan nhidm ma&
qua siéu am. Bién thé duoc xac dinh bang ki
thuat khuéch dai chudi thoi gian thuc realtime-
PCR. Céc chi s6 nhan tric va can lam sang sir
dung két qua kham stic khoé.

Két qua: C6 156 CBVC-NLD-NVYT tham
gia nghién ciru. Tudi trung binh 1a 38 tudi (26,90
— 47,04 tudi), nir chiém 49,4%. Ti Ié alen C
chiém 65,4%, alen G chiém 34,6%. Ti lI¢ kiéu

YTruwong Pai hoc Y khoa Phgm Ngoc Thach

Chiu trach nhiém chinh: Nguy&n Hitu Ngoc Tuén
Email: nhntuan@pnt.edu.vn

Ngay nhan bai: .7.2023

Ngudi phan bién khoa hoc: PGS Nguyén Thi Hoa
Ngay duyét bai: 12.7.2023

gen CC: 45%, CG: 41%, GG: 14%. CBVC-NLDb
co tién sir tang huyét 4p chiém 11,5%, dai thao
duong 5,1%. Trung binh cua triglycerid la 1,53
(1,1 -2,3 mmol/L), cholesterol la 4,8 (4,1 -5,4
mmol/L), LDL-c la 1,3 (0,9 -3,1 mmol/L), HDL-
clal,2 (1,2 -2,9 mmol/L).Ghi nhan su khac biét
¢6 ¥ nghia théng ké giita nhom c6 alen G va
nhom khong c6 alen G & chi sb triglycerid va
cholestterol.

Két luan: Ti ¢ alen C chiém 65,4%, alen G
chiém 34,6%. C6 su khac biét co y nghia thong
ké gitra nhom c6 alen G va nhém khdng cé alen
G ¢ chi sé triglycerid va cholesterol.

Tir khoa: bénh gan nhiém m&, gen PNPLA3,
bién thé da hinh don nucleotide.

SUMMARY

PNPLA3 1148M POLYMORPHIC

VARIANT AND RELATIONSHIP WITH
SOME PARACLINICAL FACTORS IN
PEOPLE WITH STEATOSIS

Introduction: Single nucleotide
polymorphism is a proven factor in risk
stratification in fatty liver disease. Information
on genotypic ratio and association with
laboratory parameters contributes to the premise
of cohort studies and interventions to improve
the management of patients with fatty liver
disease.

Objectives: To determine the genetic
characteristics of the polymorphic variant 1148M
(rs738409) and some anthropometric and
subclinical factors in people with fatty liver.

Subjects  and research methods:
Descriptive study of a series of cases, surveying
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the paraclinical and variant characteristics of
1148M on employees working at Pham Ngoc
Medical University Thach and medical staff
working at Nguyen Tri Phuong Hospital have
periodic health checks from 10/2022 to 07/2023
with fatty liver results through ultrasound.
Variant was determined by real-time PCR.
Anthropometric and paraclinical indicators using
the results of physical examination.

Results: There were 156 staffs participating
in the study. The average age was 38 years old
(26.90 - 47.04 years old), female accounted for
49.4%. The percentage of allele C accounted for
65.4%, allele G accounted for 34.6%. Genotypic
ratio CC: 45%, CG: 41%, GG: 14%. Employees
with a history of hypertension account for 11.5%,
diabetes is 5.1%. The median triglyceride was
1.53 (1.1 -2.3 mmol/L), cholesterol was 4.8 (4.1 -
5.4 mmol/L), LDL-c was 1.3 (0.9). -3.1 mmol/L),
HDL-c is 1.2 (1.2 - 2.9 mmol/L). There was a
statistically significant difference between the
group with the G allele and the group without the
G allele in the index of triglycerides and
cholesterol.

Conclusion: The rate of allele C accounted
for 65.4%, allele G accounted for 34.6% in the
group of people with fatty liver. There was a
statistically significant difference between the
group with the G allele and the group without the
G allele in the triglyceride and cholesterol level.

Keywords: fatty liver disease, PNPLA3 gene,
single nucleotide polymorphism.

I. DAT VAN DE

Bénh gan nhiém m& hién 1a van dé suc
khoe vé gan pho bién nhat trén toan thé gigi
[2] vai ty 1€ chung dugc uac tinh 1a 32,4%.
Ty Ié hién mic tang dang ké theo thoi gian,
tr 25,5% nam 2005 1én 37,8% vao nam 2016
[5]. Tién trién tir gan nhiém m& don thuan s&
dan dén viém gan nhidm ma va cac hau qua
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nang né 1én gan nhu xo gan va ung thu gan.
Cho dén nay, chua co6 phuong phap diéu tri
nao duoc phé duyét cho gan nhiém ma, ma
cha yéu tap trung vao thay déi 16i song va
giam céac bénh déng mic. Mot sé yéu té da
dugc ching minh lam tang nguy co xo hoa
gan tién trién thanh xo gan bao gdm: sy hién
dién cua bénh dai thao duong tip 2 dong
méc; 1on tudi; tang huyét ap; chi sé khéi co
thé (BMI) cao; va mot s6 yéu té di truyen.
Trong @do, bién thé da hinh don nucleotite
(SNP) rs738409 C>G (1148M) trén gen
PNPLA3 khéng nhitng c6 tan suat cao ma
con dugc xem dugc Xem la “alen nguy co”
lién quan dén ham lwong mé& trong gan va cé
lién quan dén moi giai doan tién trién cua
bénh [6].

Hién nay nhiéu nghién ctu da cho thay
liéu phap antisense oligonucleotides (ASO)
tac dong 1én bién thé 1148M trén gen
PNPLA3 da cai thién nhiéu giai doan cua
viém gan nhiém m& bao gom tich ty lipid,
viém va xo hoa[3]. Viéc khao sat dic diém
bién thé 1148M gilp khao sat vai trd cia gen
PNPLAZ3 trong bénh gan nhiém ma va lam
tién dé cho nghién ctu c& thé hoa dap ung
diéu tri trén bénh nhan gan nhiém ms. Tai
Viét Nam chua c6 nghién citu vé cac bién thé
gen PNPLA3 nén chang téi thuc hién nghién
ctu: “Nghién ciru bién thé da hinh don
nucleotide rs738409 (1148M) trén gen
PNPLA3 véi céc yéu to lién quan trén bénh
gan nhiém mé”.

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U

Nghién ciru md ta loat ca, dugc tién hanh
tir thang 10/2022 dén thang 07/2023. Mau
nghién ctru duoc ldy tai phong kham Da
khoa Truong Pai hoc Y khoa Pham Ngoc



TAP CHi Y HOC VIET NAM TAP 529 -

THANG 8 - SO CHUYEN PE - 2023

Thach va Bénh vién Nguyén Tri Phuong.
Xac dinh kiéu gen bang ky thuat Real-time
PCR tai Trung tdm Nghién ctu Y sinh,
Truong Pai hoc Y khoa Pham Ngoc Thach.

Pbi tuwong nghién cou: Ngudi trudng
thanh kham stc khoe tai Phong kham Da
khoa Truong Pai hoc Y khoa Pham Ngoc
Thach va Bénh vién Nguyén Tri Phuong co
két qua siéu &m ghi nhan gan nhiém md
trong dot kham stc khoe dinh ky tur thang
10/2022 dén thang 07/2023. Chon mau bang
phuong phap chon miu thuan tién cho dén
khi hét dot kham strc khoe.

Cac dbi twong dong y tham gia nghién
ctru s& dugc hoi dé thu thap cac thong tin bao
goém: tudi, gidi, tien st ban than (dai thao
duong, ting huyét 4p), can niang, chiéu cao.
Str dung lai két qua kham stc khoé va mau
méau kham suc khoe dé thu thap DNA tur
bach cau. Mau DNA sau khi ly trich duoc
thuc hién Real-time PCR trén hé théng
QuantStudio 5 cua hang Thermo Fisher (Hoa

Ky) va bo sinh pham SYBR™ Green PCR
master mix (Hoa Ky) dé thu thap théng tin
bién thé 1148M.

S6 liéu duoc xtr ly bang phan mém thong
ké va phan tich Stata 14.2. P& cwong nghién
ctru dugc thong qua Hoi dong Pao duc trong
Nghién cau Y sinh cua Truong Pai hoc Y
khoa Pham Ngoc Thach, gidy ching nhan
859/TDHYKPNT-HDDD ngay 20/4/2023 va
Hoi dong Pao duc trong Nghién ctu Y sinh
cia Bénh vién Nguyén Tri Phuong, gidy
ching nhan 778/NTP- HDDbDb ngay
2714/2023.

Ill. KET QUA NGHIEN CU'U

Co 156 dbi twong thoa tiéu chuan duoc
dua vao nghién ciru, 88 d6i twong tir Truong
Pai hoc Y khoa Pham Ngoc Thach va 68 d6i
tugng tir Bénh vién Nguyén Tri Phuong.

Pic diém nhan trac va can 1am sang
ddi twong tham gia nghién ciru

Bdng 1. Diic diém dan sé hoc ciia déi tweng nghién cru

Pic diém S6 lwong (N=156), N (%)
Tudi (ndm) 38 + 11,04 tudi
20-30 tudi 31 (19,9)
30-40 tudi 57 (36,6)
40-50 tudi 35 (22,4)
56-60 tudi 25 (16,0)
> 60 tudi 8 (5,1)
Gioi
Nam 79 (50,6)
Nit 77 (49,4)

Nhdn xét: 95% db6i twong nghién cau thude do tudi lao dong (tir 20 — 60 tudi) Vai tudi
trung binh 12 38 + 11,04 tudi. Trong co ciu V& gigi tinh, ti Ié nam:nit nhiéu khoang 1:1.
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Bdng 2. Pdc diém Vé tién cin va phan loai BMI ciia déi twong nghién crru
Pic diém S6 lwong (N=156), N (%)
Tién ciin ting huyét 4p

Co 18 (11,5)
Khéng 138 (88,5)
Tién ciin dai thao dwong

Cé 8 (5,1)

Khong 148 (94,9)
Phéan loai theo BMI )

Gay 1(0,6)
Binh thuong 33 (21,2)
Thtra can 47 (30,1)
Béo phi 75 (48,1)

(*): Phan logi BMI theo Asia-Pacific guidelines
Nhan xét: Ti 1& d6i twong tham gia nghién ctiu ¢ tién cin ting huyét 4p khoang 10% va
dai thao duong khoang 5%. Ti Ié ngudi tham gia thira can va béo phi chiém gan 80%.
Bdng 3. Pdc diém cac chi sé sinh hoa ciia doi tweng nghién ciru

Chi s6 sinh hoa Ponvido | Trungvi Khoing tir phan vi

Glucose (doi) mmol/L 51 48-5,6

AST U/L 22,5 18,5-28,4

ALT U/L 23,9 16,8 -40,0
Triglycerid mmol/L 1,53 1,1-23
Cholesterol toan phan mmol/L 4.8 41-54
LDL-c mmol/L 1,3 09-31
HDL-c mmol/L 2 12-29

Nhgn xét: nhin chung, gié tri trung vi, vé nong do cua céac chi s sinh hoé thu thap, déu
trong khoang gia tri binh thuong cua chi sb hoa sinh d6. Vé khoang tir phan vi c¢é chi sb
triglycerid va cholesterol toan phan cao hon mirc gia tri binh thuong.

Pic diém bién thé da hinh don nucleotide I148M trén gen PNPLA3

GG
8%
ol B

//

Biéu dé 1. Ti Ié kiéu gen va alen ciia bién thé I148M trén nguwoi c6 gan nhiém mé
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Nhgn xét: Trong bién thé 1148M, ti 1é phan b alen C khoang 65%. Kiéu gen mang alen
nguy co (CG va GG) chiém ti 18 55% d6i tugng tham gia nghién ciu.
Bdng 4. Méi lién quan kiéu gen va dic diém nhan tridc, BMI ciza nhém nghién cizu

A . Kiéu gen N (%)
STT Phan nhom cC CG VA GG p
o Nam 39 (50,6) 40 (49,4) N
1 Gigi tinh Nit 31 (51.1) 46 (48.9) 0,253
20-30 tudi 14 (45,2) 17 (54,8)
30-40 tudi 25 (43,9) 32 (56,1)
2 Nhom tudi 40-50 tudi 15 (42,9) 20 (57,4) 0,942*
56-60 tudi 13 (52,0) 12 (48,0
> 60 tudi 3 (37,5) 5 (62,5)
Gay 0 (0,0) 1 (100)
A . Binh thuong 17 (51,5) 16 (48,5) -
3| Phan loai BMI Thira can 21 (44,7) 26 (55,3) 0671
Béo phi 32 (42,7) 43 (57,3)

(*): Sir dung phép kiém chi binh phwong
Nhgn xét: Chua ghi nhan sy khac biét c6 y nghia co thong ké giira cac dic diém vé tudi,

giai va lam sang gitra nhom co alen nguy co va khong c6 alen nguy co.
Bdng 5. Mai lién quan kiéu gen va mét sé ddc diem sinh hoa ciza nhom nghién ciru

Y " S6 lrong Trung vi
STT | Chisosinhhoa | Kiéugen N (%) Khoang ti phan vi p
, | Glucose (doi) cC 70 (45,0%) 5,1 (4,8 - 5,6) 0.015*
(mmol/L) CGVvaGG | 86 (55,0%) 5,1 (4,8 5,6) !
cC 70 (45,0%) 22,3 (18,4 — 27,0) }
2 ASTWUL)  Pe5aGe | 86 (55,0%) 22,5 (18,6 _28,6) | 200
cC 70 (45,0%) 24,1 (18,0 — 39,2) ,
3 ALTWUL) 17550366 | 86 (55,0%) 237 (164 —a1,1) | 29290
4 Triglycerid CC 70 (45,0%) 1,64 (1,3-2,5) 0.0262*
(mmol/L) CGVaGG | 86 (55,0%) 1,4 (0,98 —2,2) :
5 Cholesterol toan CC 70 (45,0%) 5,0 (4,2 -5,6) 0.0452*
phan (mmol/L) | CGvaGG | 86 (55,0%) 4,6(3,9-5,2) '
cC 70 (45,0%) 1,2 (1,0 3,2) ,
6 | LDL-c(mmoliL) m==" GG | 86 (55,0%) 1,3 (1,0—3,0) 0.99
cC 70 (45,0%) 2,3(1,2—2,9) .
7| HDL-c(mmol/L) 7= 56 T 86 (55,0%) 1,76 (1.2 -2.7) 0.1874

Nhdn xét: CO su khac biét c6 y nghia
thong k& vé trung vi cua triglycerid va
cholesterol toan phan giita nhém cé alen va

(#): Phép kiém Wilcoxon Rank-sum
khong c6 alen nguy co G. Cac chi sb sinh
hoa con lai chua ghi nhan su khac biét co y
nghia thong ke.
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IV. BAN LUAN

Dic diém vé tudi phan bd déu ¢ cac 16p
tudi trong do6 tudi lao dong, nhém tudi trén
60 thdp hon so vdi c&c nhdm con lai. Ti 1&
gidi tinh 1:1 phd hop véi dic diém 1a mot
quan thé nguoi lao dong. Trong nhom ddi
tuong tham gia, ti 16 ngudi cd tién cin ting
huyét 4p va dai thao duong thap, lan luot 1a
11,5% va 5,1%, diéu nay c6 thé phi hop do
da s6 nguoi tham 1a nguoi trong do tudi lao
dong, khong phai 1a do tudi nguy co cua cac
bénh Iy tién can nay.

Ddi véi phan loai BMI, dic diém cua
quan thé nghién cau rat khéac biét so véi dic
diém cuaa cac quan thé chung. Theo té chic
Y té Thé giai, ti 18 nguoi thira can va béo phi
trén dan sé chung lan luot 1a 39% va 13%, dé
tai nay ghi nhan ti 1€ ngudi thira can va béo
phi lan luot 13 30,1% va 48,1%. Piéu nay c6
thé duoc giai thich do nhém nguoi cd gan
nhiém m& thuong c6 kém cé réi loan chuyén
héa di kém dan dén ti 1 nguoi thira can béo
phi trong nhém dbi tugng tham gia cao hon
s0 voi dan s6 chung.

Dbi vai cac chi sé sinh hoa, cac chi sb
nhu glucose (doi), AS, ALT, HDL va LDL
déu nam trong gidi han binh thuong. C6 hai

0,4
03
0,2
- A P,
0,1 2 . ?
) 5 1/
0
Dan Chiu Chiu Chau My
sb Au Phi 1 Phi 2 goc
chung Phi
TansuadtalenG 0,214 0,212 0,089 0,086 0,09

chi s6 sinh héa c6 trung vi va khoang ti phan
Vi cao hon gigi han binh thuong la triglycerid
va cholesterol. Nghién ctru twong dong cua
Dhumal va cong ciing chi ra ¢6 sy ting ndng
do triglycerid va cholesterol huyét thanh ¢
nhém nguoi ¢d hinh anh gan nhiém mé&
théng qua siéu am [4].

Trong toan nghién cau, alen nguy co
(alen G) chiém 34,6% va kiéu gen chira alen
nguy co (CG va GG) chiém 55,0% (Biéu do
1). Trudc ddy, cac nghién ctu vé ti 18 cac
SNP géy bénh chua duoc quan tim dung
muc tai nudc ta. Do do, tai Viét Nam, day
duoc xem la céng bd dau tién vé tan suat
bién thé PNPLAS3 rs738409 C>G ¢ ngudi c6
gan nhiém md trén siéu &m. Khi so sanh véi
tan suat alen G cuaa bién thé nay trong dan sé
chung & céc chung toc khac nhau, dugc cong
bé trén co s& dit liéu caa NCBI [1] (Biéu d6
1) cho thay: tan suat alen G cua nghién cau
nay thuéc nhom cao trén thé gisi, twong
duong véi s lieu chung caa chau A va chi
thap hon ciia ving Pong A. Viéc cac dan toc
chau A n6i chung va cé thé Viét Nam noi
riéng, co su hién dién cua alen nguy co cao
hon céc dan toc khac trén thé gidi.

e
e
e
L.
e
e
o
o
o
“._
.
o
e
.
LR

My Nam bong Cac Nghié
Latin Latin A A A vung nciu
2 Chau nay
A
khac
0,27 0328 0364 0204 0403 0,203 0,346

Biéu do 2. Tan sudt alen G cia bién thé PNPLA3 1148M (rs738409 C>G)
¢ mgt sé khu varc trén thé gidi [1]
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Khi so sanh voi nhom dbi tuong twong
dong 1a nguoi ¢6 gan nhidm ma, nghién ctu
nay co tan suat alen thip hon so véi cong bd
cua tac gia Zhang Y va cong su khao sat trén
969 ngudi Trung Québc 1a 0,537 [8]. Tuy
nhién nghién ctu nay lai twong dong véi tac
gia Zain S.M va cong su, nghién ctu trén
342 ngudi Trung Qudc, Malaysia va An Do
vé6i tan suat alen G 12 0,35 [7].

Déi voi méi lién quan giita alen nguy co
G va céc chi sb sinh héa, nhém nghién cau
ghi nhan c6 su Khac biét co ¥ nghia théng ké
gitta nhom c6 alen nguy co va alen khéng
nguy co & chi sb triglycerid va cholesterol
toan phan trong huyét thuong. Piéu nay co
thé giai thich do vai trd cua protein do gen
PNPLA3 mé hoéa c6 chirc ning chuyén hda
giot lipid va bai tiét ra khoi té bao gan. Vi
thé, kiéu gen CC dugc xem nhu yéu to la
viéc chuyén hda va bai tiét dugc thuan loi tir
d6 lam ndng d6 cua cac lipid nay cao Ién
trong huyét thanh. Tuy nhién, véi quy mé la
khao sét loat ca cd mot sb gisi han, viéc 1am
séng to cac co ché va su khéac biét nay can cé
nhitng nghién cau chuyén sdu va thich hop
hon dua trén tan suat cua alen cua dé tai nay
Vi gié tri dé tai ndy mang lai 1a tan suat bién
thé PNPLA3 rs738409 C>G ¢ ngudi ¢ gan
nhidm m& trén siéu 4m dau tién & nguoi Viét
Nam.

V. KET LUAN

Pi xac dinh ti I¢ cua bién thé 1148M
(rs738409 C>G) trén gen PNPLA3 ¢ CBVC-
NLDP va NVYT c6 gan nhiém md la: alen
nguy co (alen G) chiém 34,6% va kiéu gen
chia alen nguy co (CG va GG) chiém
55,0%.

Ghi nhan cd su khac biét co y nghia gitra
su hién dién cua alen nguy co & chi sé
triglycerid va cholesterol va chua ghi nhan
su khac biét co y nghia gitra sy hi¢n dié¢n cua

alen nguy co & mot sé yéu té lién quan nhu
tuoi, giagi, BMI trén nhom nghién ciu.
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NONG PO APOLIPOPROTEIN VA MOT SO CHi SO LIPID HUYET TUONG
O’ BENH NHAN BENH THAN GIAI POAN CUOI LOC MAU CHU KY
TAI BENH VIEN TRUNG UO'NG THAI NGUYEN

TOM TAT

Muc tiéu: Xac dinh ndng do apolipoprotein
va mot sb chi sé lipid huyét twong & bénh nhén
bénh than giai doan cudi loc mau chu ky tai Bénh
vién Trung wong Thai Nguyén. Poi tweng va
phwong phap nghién ctru: M6 ta cit ngang trén
155 bénh nhan bénh than giai doan cudi loc mau
chu ky tai Bénh vién Trung wong Thai Nguyén.
Két qua: Nong do apoB, apoA huyét tuong
tuong Gng 1a 0,90£0,27 mmol/L; 1,37+0,22
mmol/L. Nong d6 va ty Ié rdi loan mét s6 chi s6
lipid huyét twong gdm cholesterolp, triglycerid,
HDL-C, LDL-C tuwong ung la 3,79+0,98
mmol/L; 20,0%, 1,19+0,99 mmol/L; 16,6%,
1,09+0,25 mmol/L; 44,5%, 2,73+1,04mmol/L;
26,5%. O nhom bénh nhan ting ndng do apoB
huyét twong, nong do6 maot sé chi sb lipid gom
cholesterol+p, triglycerid huyét twong cao hon c6
¥ nghia so voi nhém bénh nhan c6 nong do apoB
binh thuong. Két luan: Nong do apoB va ty 18
tang apoB huyét twong 1a 0,90+0,27 mmol/L va
38,7%; Nong do apoA va ty 1é giam apoA huyét
tuong 13 1,37+0,22 mmol/L va 27,1%; Néng do
apoB huyét trong c6 mbi twong quan thuan mic
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do6 chat véi nong do cholesterolrr va c6 méi
tuong quan nghich mic do yéu voi ndng do
apoA véi p<0,05.

Tie khoa: Bénh than giai doan cudi,
apolipoprotein A, apolipoprotein B, apoA/apoB

SUMMARY

PLASMA APOLIPOPROTEIN AND

LIPID PROFILE IN END STAGE
RENAL DISEASE ON HEMODIALYSIS

AT THAI NGUYEN NATIONAL

HOSPITAL

Objective: Determine of plasma
apolipoprotein and lipid profile in end stage renal
disease (ESRD) on hemodialysis at Thai Nguyen
National Hospital. Subjects and methods: A
cross-sectional study of 155 patients with ESRD
on hemodialysis at Thai Nguyen National
Hospital. Results: The plasma concentrations of
apoB and apoA were 0.90+0.27 mmol/L and
1.37+0.22 mmol/L, respectively. The
concentrations and proportions of dyslipidemia,
including total cholesterol, triglycerides, HDL-C,
and LDL-C, were 3.79+0.98 mmol/L, 20.0%;
1.19+0.99 mmol/L, 16.6%; 1.09+0.25 mmol/L,
445%; and 2.73£1.04 mmol/L, 26.5%,
respectively. In the group of patients with
increased plasma apoB concentrations, the levels
of lipid profile such as, total cholesterol,
triglycerides were significantly higher than the
group of patients with normal apoB
concentrations. Conclusion: The plasma apoB
concentration and the proportion of increased
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plasma apoB were 0.90£0.27 mmol/L and
38.7%, respectively. The plasma apoA
concentration and the proportion of decreased
plasma apoA were 1.37+0.22 mmol/L and
27.1%, respectively. The serum plasma apoB
concentration showed a positive correlation with
the concentration of total cholesterol and a weak
negative correlation with the apoA concentration
(p<0.05).

Keywords: End stage renal disease, apoA,
apoB, apoA/apoB

I. DAT VAN DE

Suy than man la mét hoi chirng 1am sang
va hoéa sinh tién trién man tinh qua nhiéu
nam thang, hau qua cua sy xo hda cic
nephron chic nang, giy giam sat tir tr mac
loc cu than xudng duéi mic binh thuong
(<60ml/phat). Bénh than man tinh c6 lién
quan chat ch& véi mot so cac bénh chuyén
hoa, bao gém béo phi, khang insulin, d4i thio
duong type 2, ting huyét ap, réi loan lipid
mau va xo vita dong mach. Theo thong ké
nam 2022, tai Hoa Ky ¢6 gan 800.000 nguoi
mac bénh than giai doan cudi [5].

Réi loan lipid mau l1a yéu té nguy co
truyén thong caa xo vita dong mach do thic
day qué trinh viém 16p té bao ndi mac mach
méu c6 thé dan dén bénh tim mach, dot quy
va bénh than do xo vira dong mach. Theo
khuyén cdo cua Hoi Than hoc Quéc té
(KDIGO: Kidney Disease: Improving Global
Outcomes), can danh gia bo xét nghiém lipid
co ban gom cholesterolrs, triglycerid, HDL-
C va LDL-C dé tién luong bénh than. Tuy
nhién, méi lién quan gitra mot s6 chi sb lipid
ndy véi hau qua bénh than con la van dé
tranh céi [M4].

Apolipoprotein B (ApoB) la mot thanh
phan ciu tric quan trong cua lipoprotein ty
trong trung binh (IDL), lipoprotein ty trong
rat thap (VLDL) va nonHDL. Pi c6 nhing
nghién ctu ghi nhan méi lién quan giira
apoB va nguy co xo vita dong mach va bénh
tim mach. Theo huéng dan cia Hoi Tim
mach Hoa Ky duoc cong bb gan day cho
thidy ndéng do apoB huyét twong >1,30g/L
tuong @ng véi ndng d6 LDL-C >150mg/dL,
do d6 apoB co thé la dau an sinh hoc tiém
nang cua nguy co bénh tim mach cling nhu
du bdo hau qua cua bénh than. Nghién cau
cua tac gia Kwon (2020) trén 9403 bénh
nhan bénh than man tinh, theo déi trong 10
nam, két qua cho thay, & nhém bénh nhan cé
nong do apoB huyét twong & tam phan vi thi
3 nguy co tién trién bénh than giai doan cudi
gap 2,56 lan so v&i nhém bénh nhan & tam
phan vi tha nhit (p<0,001) [3]. Nong do
apoB huyét twong cao hon & nhém bénh
nhan bénh than man tinh tién trién bénh than
giai doan cudi so vgi nhom bénh nhan co
nong do apoB thap ciing dugc ghi nhan trong
nghién cuu caa Zhao (2020) [8].

Tai Viét Nam, chua c6 cac ghi nhan vé
nong do apoB huyét tuong & bénh nhan bénh
than man tinh. Vi vay, dé tai nay duoc thuc
hién véi muc tieu: Xac dinh nong do
apolipoprotein B va mot sb chi s6 lipid huyét
trong & bénh nhan bénh than giai doan cubi
loc mau chu ky tai Bénh vién Trung uong
Thai Nguyén.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN cU'U
2.1. Péi twong nghién cieu
Gom 155 bénh nhan bénh than giai doan
cudi (BN STM) dang loc mau chu ky tai
khoa Nbi than - Tiét niéu va loc mau Bénh
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vién Trung wong Thai Nguyén tir thang 1
nam 2023 dén thang 6 nim 2023, bénh nhan
duoc chon theo tiéu chuan sau:

Chon mau theo chu dich, ¢c& mau thuan
tién. LAy toan bo BN STM dang loc méu chu
ky du tiéu chuan vao nhém nghién cuu.

* Tiéu chudn chen bénh nhan:

BN bénh than giai doan cudi loc mau chu
K.

- Tudi cia BN > 18.

- bi va dang duoc chan doan, diéu tri loc
méau thay thé trudéc d6 bang phuong phap
than nhan tao don thuén, du it nhat 3 thang
lién tuc.

- BN duoc lam du cac xét nghiém va thoa
man theo y&u cau cua nghién ctu.

- BN hop tac, tham gia nghién ctu.

* Tiéu chudn logi trie déi tweng nghién
ciru:

- Suy tim man tinh nang.

- Suy gan nang.

- Mic bénh ung thu giai doan cubi kém
theo.

- Pang mac cac bénh cap tinh nhu: nhiém
khuan, nhdi mau co tim, suy tim cap, dot quy
nao...

* Tiéu chuan phan loai réi loan lipid méau
theo Hoi Tim mach Viét Nam nam 2006:
Tang cholesteroltp >5,2 mmol/L; Tang
triglycerid>1,7 mmol/L; Giam HDL-C <1,0
mmol/L; Tang LDL-C >3,1 mmol/L;

* Tjéu chuan phan loai thé trang theo chi
s6 khdi co thé (BMI) &p dung cho nguoi
chau A: Gay khi BMI < 18,5; Binh thudng
khi BMI 18,5 - 22,9; Thura can khi BMI tur 23
- 24,9; Béo phi khi BMI> 25.

* Tiéu chuan ting apoB theo nghién ctu

cua tac gia Zhao (2020) [8]: tang
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apoB>1,1g/L; Giam apoA<1,3mmol/L.

* Phan loai ting huyét &4p theo JNC VI.

2.2. Pia diém, thoi gian nghién ciru:

Khoa Nbi than -Tiét niéu va loc mau
Bénh vién Trung wong Thai Nguyén.

Khoa Sinh héa Bénh vién Trung uong
Thai Nguyén.

Khoa Xét nghiém Bénh vién truong Dai
hoc Y Dugc Thai Nguyén.

2.3. Thiét ké nghién ciu:

M6 ta cat ngang. C& mau toan bo.

2.4. Thiét bi nghién ciu

May xét nghiém sinh héa tu dong
OLYMPUS AU480 .

Hoéa chat do
COULTER cung cap.

2.5. Chi tiéu nghién cau

- Mot sé dic diém chung nhém bénh
nhan nghién ctu: Tudi, gioi, thoi gian méc
bénh, tién sir bénh than

- Mot s6 dic diém 1am sang: Mach, huyét
&p, chi s6 BMI, thoi gian loc méu chu ky, st
dung thudc ha huyét ap, thuéc kiém soét
glucose, thudc ha lipid mau.

- BPinh luong cholesteroltp, triglycerid,
HDL-C, LDL-C.

- Binh lugng ndng ure, creatinin,

- Pinh luong nong do apolipoprotein A
(apoA), apolipoprotein B (apoB), ty sb
apoB/apoA.

2.6. Phwong phap xir ly sé liéu: Theo
phuong phap thong ké y hoc st dung phan
mém Stata 14.

2.7. Pao dwc trong nghién ciu: Nghién
ctru dugc Hoi dong thong qua dé& cuong va
Hoi dong Y duc truong Pai hoc Y Duoc
Thai Nguyén théng qua.

hing BECKMAN
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. KET QUA NGHIEN CU'U
Bdng 1. Mgt sé dic diém 1am sang nhém bénh nhan nghién ciru (n=155)

Dic diém n %
Gisi Nam 95 61,3
Nit 60 38,7
X +SD 59,9+14,9 27-82
Tubi (nim) <60 tui 54 38,47
>60 tudi 101 65,2
X +SD 21,242,1 18,9-24,2
BMI (kg/m?) <23 119 76,8
>23 36 23,2
X +SD (théng) 475+17,9 20-97
Thoi gian LMCK <5 ndm 69 44,5
>5 nam 86 55,5
HATT (X +SD) 141,4+20,5 110-180
Huyét p HATTr (X +SD) 88,9+7,2 60-100
Binh thuong 26 16.8
Téang HA 129 83,2

Nhd@n xét: Bénh nhan chu yéu ¢ d6 tudi >60, chiém 65,2, ty 1& bénh nhan nam chiém
61,3%. C6 36 bénh nhan thira can, béo phi chiém 23,2. Thoi gian mac bénh trung binh Ia
47,5+17,9 thang, ty 18 bénh nhan c6 thoi gian >5 nam 1a 56,5%. C6 83,2% khong kiém soét

tt huyét ap.
Bdng 2. Mgt sé diic diém cgn 1am sang nhom bénh nhan nghién citu (n=155)
Chi s X £SD (n) Min-Max (%)
Glucose (mmol/L) 6,90+2,72 2,99-21,7
Ure (mmol/L) 27,547,3 10,9-51,9
Creatinin (umol/L) 1027+273,6 520,5- 1723,7
Acid uric (umol/L) 466,9+87,5 225,1-770,4
69,445,9 55,7-83,6
Proteinte (g/L) Binh thuong 117 (75,5)
Giam 38 (24,5)
36,2429 29,6-46
Albumin (g/L) Binh thudng 100 (64,5)
Giam 55 (35,5)
3,79+0,98 2,07-6,73
Cholesteroltp (mmol/L) Binh thuong 124 (80,0)
Téang 31 (20,0)
. : 1,19+0,99 0,42-8,24
Triglycerid (mmol/L) Binh thong 130 83 4
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Tang 25 16,6
1,09+0,25 0,4-1,8
HDL-C (mmol/L) Binh thuong 86 55,5
Giam 69 44,5
2,73+1,04 1,1-6,6
LDL (mmol/L) Binh thuong 114 73,5
Tang 41 26,5
0,90+0,27 0,53-1,59
apoB (g/L) Binh thuong 95 61,3
Tang 60 38,7
1,37+0,22 0,92-2,01
apoA (g/L) Binh thuong 113 72,9
Giam 42 27,1
Ty s6 apoB/apoA 0,6840,25 0,30-1,38

Nhgn xét: Nong d6 apoB, apoA va nong do mot sé chi so lipid huyét twong trong gidi han

binh thuong, ty 18 rdi loan céc chi b trén dao dong tir 20-45%.

Bdng 3. Moéi lién quan gii#a néng dé apoB huyét twong véi mét sé chi sé can 1am sang

(n=155)

Chi s ApoB<1,1 g/L (n=95) | ApoB>1,1g/L (n=60) p
Cholesteroltp (mmol/L) 3,22+0,52 4,83+0,75 <0,01
Triglycerid (mmol/L) 0,90+0,37 1,72+1,47 <0,01
HDL-C (mmol/L) 1,10+0,24 0,99+0,31 <0,05
LDL-C (mmol/L) 2,59+0,99 2,79+0,87 >0,05
ApoA (g/L) 1,41+0,23 1,23+0,16 <0,01
Ure (mmol/L) 28,3+7,7 26,6+6,8 >0,05
Creatinin (umol/L) 10904259 909+264 >0,05
Acid uric (umol/L) 466,7+101,5 446,9+90,4 >0,05

Nhgn xét: O nhém bénh nhén tang nong do apoB, nong do cholesterolre, triglycerid va
apoA cao hon c6 ¥ nghia, ndng d6 apoA thap hon co y nghia so VOI nhom bénh nhan nong do
apoB binh thuong. Khong c6 su khac biét co y nghia thong ké vé nong do ure, creatinin va
acid uric huyét twong & 2 nhém bénh nhan trén.

Bdng 4. Méi twong quan giira nong dé apoB huyét twong véi mgt sé chi sé lipid huyét
twong (n=155)

Chi s6 r p
Cholesterolrr (mmol/L) 0,83 <0,05
Triglycerid (mmol/L) 0,38 <0,05
HDL-C (mmol/L) -0,21 <0,05
LDL-C (mmol/L) 0,32 <0,05
ApoA (g/L) -0,27 <0,05
Ure (mmol/L) -0,19 >0,05
Creatinin (umol/L) -0,33 >0,05
Acid uric (umol/L) -0,13 >0,05
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Nh@n xét: C6 mbi tuong quan thuén,
murc d6 chat, c6 ¥ nghia gitra nong d6 apoB
v6i ndng d6 TC huyét twong (r=0,83). Co
mdi twong quan nghich, mac do yéu, co y
nghia giira ndng do apoB vdi nong do apoA
(r=-0,27) va néng d6 HDL-C (r=-0,21).

IV. BAN LUAN

Pic diém chung cida nhém bénh nhan
nghién ciu

Trong nghién ctu caa chdng téi bénh
nhan nam chiém da sé véi ty & 61,3% va
55,2%; tudi trung binh 12 59,9+14,9 nim, ty
I¢ bénh nhan >60 tu6i chiém 65,2%. Tuoi
trung binh trong nghién ctu cua tac gia Lé
Hanh Nguyén (2023) 1a 57,82 +15,32 (ndm),
ty 1& bénh nhan > 60 tudi chiém 50,8%, ty 1&
nam/nir 1a 1,3/1 [1]. Tudi trung binh trong
nghién ciru cua tac gia Zhao 1a 61,7 nam, ty
1& nam chiém 60,5% [8]. Tudi trong nghién
chru cua tac gia Sato la 69 nam, ty 1€ nam la
57,7% [6].

Nong d6 apoB, apoA va mét so chi s6
lipid huyét twomg & nhom bénh nhan
nghién caru

Nghién ciru cia ching toi cho thiy: nong
d6 apo B, apoA huyét tuong twong ung la
0,90+0,27 mmol/L; 1,37+0,22 mmol/L.
Nong d6 va ty 1& rbi loan mot s chi s lipid
huyét twong gém cholesterolrp, triglycerid,
HDL-C, LDL-C tuong tng la 3,79+0,98
mmol/L; 20,0%, 1,194+0,99 mmol/L; 16,6%,
1,09+0,25 mmol/L; 44,5%,
2,73+£1,04mmol/L; 26,5%.

Tac gia Sato va cs (2016) nghién cau trén
1081 bénh nhan loc mau chu ky, & do tudi

trung binh 1a 69, c6 thoi gian loc mau trung
binh la 81 thang, bénh nhan dugc theo ddi it
nhat 48 thang, nong d6 apoB; apoA tai thoi
diém ban dau twong ung 12 0,69g/L; 1,33g/L.
Nong d6 mét sb chi s6 lipid huyét twong gom
cholesterolyp, triglycerid, HDL-C, LDL-C
twong ung la. 3,94+0,85 mmol/L; 0,95+0,47
mmol/L; 1,02+0,37 mmol/L;
2,49+0,73mmol/L [6].

Téac gia Zhan (2018) nghién ctu trén 860
bénh nhén suy than man loc mang bung theo
ddi doc tr naim 2005 dén 2017, bénh nhan
duoc theo dbi tir khi loc mang bung dén tar
vong, thoi gian theo ddi trung binh 27 thang
(13-41 thang), mot s thdng tin vé& 1am sang,
c4c chi s6 can 1am sang nhu nong d6 apoB,
apoA, ty s6 apoB/apoA va mét sb chi sb lipid
mau dugc ghi nhan sau loc mang bung tir 1-3
thang, két qua nghién ciru cho thay: nong do
apoB trung binh la 0,8 g/L (0,63-1,0 g/L);
apoA trung binh la 1,22g/L (1,07-1,41g/L);
trung vi ty s6 apoB/apoA 1a 0,65 (0,22-2,24)
[7].

Tac gia Bae va cs (2016) da nghién cuu
hoi ctu, theo dBi doc 10288 ddi twong tham
gia tong kiém tra sic khoe it nhat 4 1an trong
thoi gian 7 ndm, nguy co mac bénh than man
tinh lién quan véi céc chi sb lipid duoc phan
tich bang ty 1é rai ro dugc diéu chinh (hazard
ratio-HR) d6i voi bénh than man tinh trén
1SD tang muc lipid. Véi thoi gian theo doi la
56,5+14,3 thang co 356 ddi tuong (chiém
3,5%) tién trién bénh than man tinh, ndng do
apoB/apoA & nhém bénh than man tinh
twong Ung la 0,94+0,22 g¢/L/1,38+0,23 g/L
cao hon/thdp hon c¢6 ¥ nghia so véi nhom
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khéng mic bénh than man tinh 13 0,91+0,21
g/L/1,42+0,25 g/L. Mot sé yéu td lién quan
dén nguy co tién trién bénh than man tinh l1a
ty s6 LDL-C/apoB va HDL-C/apoA ciing
nhu ndng d9 triglycerid va HDL-C [2].

Nong d6 apoB, apoA huyét twong trong
nghién ctu cua ching ti tuong tu két qua
nghién cuu cua tac gia Bae [2], cao hon so
véi két qua nghién ciu caa mot sé tac gia
khac [6], [7]. C6 su khac biét gitra cac
nghién ctu trén c6 thé do sy khac nhau veé
d6i twong nghién cau, do tudi cua nhom
nghién ctru cling nhu sy suy giam chic nang
than trong cac nghién cuau c6 su khac nhau
nén cé su khac biét nay.

R&i loan mot sé thanh phan lipid huyét
twong c6 lién quan dén nguy co bénh than
giai doan cudi trong d6 apoB 1a chi sb c6 gia
tri nhat da dwoc ghi nhan trong mot sé
nghién cutu trén thé giéi. Tac gia Kwon
(2020) nghién ctu vé nong d6 apoB trén
9403 bénh nhan bénh than man tinh, theo doi
trong 10 nam, két qua cho thay c6 110 bénh
nhan tién trién thanh bénh than giai doan
cudi (chiém ty 1& 1,2%). Nong do apoB huyét
twong trung binh 1a 0,77g/L (0,65-1,1g/L);
Nong d6 apoB huyét twong ¢ tam phan vj thir
nhat; tam phan vi thi hai va tam phan vj tha
3 twong ung la 0,61 (0,55-0,65)g/L; 0,77
(0,74-0,82)g/L va 1,0 (0,92-1,11)g/L. O
nhém bénh nhan cé néng do apoB huyét
tuong & tam phan vi tha 3 va tam phan vi thi
2 nguy co tién trién bénh than giai doan cudi
tuong ung gip 2,56 lan va 1,5 1an so Vi
nhém bénh nhan & tam phan vi tht nhat
(p<0,001) [3].
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Lién quan giita nong dé apoB huyét
twong va mét s6 yéu té can 1am sang

Két qua nghién ctu cua ching toi cho
thdy & nhom bénh nhan ting nong do6 apoB
huyét twong, nong d6 mot s6 chi sé lipid gom
cholesterolrp, triglycerid huyét twong cao
hon ¢6 y nghia so vdi nhdm bénh nhén co
nong d6 apoB binh thuong. Néng d6 apoB
huyét twong c6 mdi twong quan thuan mic
d6 chit vai nong do cholesteroltp va c6 moi
tuong quan nghich mic do yéu véi nong do
apoA vai p<0,05.

Tac gia Zhao va cs (2020) nghién cuu
nong do apoB, apoA trén 258 bénh nhan
bénh than man tinh giai doan 3 -5, bénh nhan
duoc chia 1am 2 nhém: nhém c6 nong do
apoB thap (<1,1 g/L) va nhom cé nong do
apoB cao (>1,1g/L), két qua cho thay ty lé
taing nong do apB la 41,9%; O nhom bénh
nhan ting nong do apoB ndéng do mot sb
thanh  phan lipid huyét tuong nhu
cholesterol+p, triglycerid, LDL-C cao hon c6
y nghia théng k&, nong do HDL-C thap hon
¢6 y nghia théng ké so vai nhém c¢6 nong do
apoB binh thuong. C6 93 bénh nhéan (36%)
tién trién bénh than man tinh can diéu tri thay
thé than trong d6 c6 54 bénh nhan (58%) &
nhém c6 néng do apoB cao va 39 bénh nhan
(42%) & nhém c6 nong d6 apoB binh thudng
[8]. Nghién ctru cua tac gia Sato cho thay c6
mdi twong quan thudn muc do chat gita
nong do apoB véi nong d6 LDL-C huyét
tuong (r=0,86) [6].

V. KET LUAN

- Nong d6 apoB va ty 1é ting apoB huyét
tuong 1a 0,90+0,27 mmol/L va 38,7%;

- Nong d6 apoA va ty lé giam apoA
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huyét tuong 1a 1,37+0,22 mmol/L va 27,1%.
- Nong d6 apoB huyét twong c6 moi
tuong quan thuan cé y nghia véi v6i ndng do
cholesterolte (r=0,83), triglycerid (r=0,38),
LDL-C (r=0,32). Néng d6 apoB huyét tuong
c6 mbi twong quan nghich mic d6 yéu voi
nong d6 HDL-C (r=-0,21), apoA (r=-0,27).
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NONG PO ACID URIC HUYET TUONG O’ BENH NHAN BENH THAN
GIAI POAN CUOI TAI BENH VIEN TRUNG UONG THAI NGUYEN

TOM TAT

Muc tiéu: Phan tich méi lién quan gitta nong
d6 acid uric voi mot s6 dic diém 1am sang, can
Iam sang & bénh nhan bénh than giai doan cudi
tai bénh vién Trung wong Thai Nguyén. Doi
twong va phuwong phap: M6 ta cit ngang trén
318 bénh nhan bénh than giai doan cudi, géom
155 bénh nhan bénh than giai doan cudi loc mau
chu ky (LMCK)va 163 bénh nhan bénh than giai
doan cudi diéu tri (PT) bao tén dang diéu tri noi
trd tai Bénh vién Trung wong Thai Nguyén. Két
qua: Nong d6 acid uric huyét twong trung binh &
nhom bénh nhan LMCK la 466,9+87,5 umol/L,
cao hon c6 y nghia so vdi nhdm bénh nhan BT
bao ton 1a 432,1+107,8 umol/L, ty Ié ting nong
d6 acid uric huyét twong & hai nhém bénh nhan
tuong tng 1a 75,5% va 57,1%. Két luan: Ting
nong do acid uric huyét twong c6 lién quan dén
tudi, giéi; O nhém bénh nhan nam, nhdém bénh
nhan & do tudi >60 tudi co nong do acid uric
huyét twong cao hon nhém bénh nhan nir va
nhom bénh nhan ¢ d6 tudi <60. C6 mdi tuwong
quan thuan muac do trung binh giira ndng d6 acid
uric huyét tuong voi nong do ure, creatinin huyét
tuong.

YTriwong Pai hoc Y Duroc Thai Nguyén

2Beénh vign Trung wong Thdi Nguyén

Chiu trach nhiém: Nguyén Thi Hoa

SDT: 0982502072

Email: hoanguyenthi74hstn@gmail.com

Ngay nhén bai: 9.7.2023

Nguoi phan bién khoa hoc: PGS.TS Pham Thién Ngoc
Ngay duyét bai: 10.7.2023

134

Tran Thu Uyén!, Nguyén Thi Hoa
Nguyén Thi Hong Anh, Hoang Thai Son!

Tir khoa: Bénh than giai doan cudi, acid
uric, diéu tri bao ton, loc méau chu ky

SUMMARY
PLASMA URIC ACID

CONCENTRATION IN PATIENS WITH

END STAGE RENAL DISEASE AT
THAI NGUYEN NATIONAL HOSPITAL

Objective: Analysis of the relationship
between plasma uric acid and some Clinical and
subclinical characteristics in patients with end
stage renal disease (ESRD) at Thai Nguyen
National Hospital. Subject and method: A
cross-sectional study of 155 patients with ESRD
on hemodialysis and 163 patients with ESRD on
conservative treatment. Results: The
concentration of plasma uric acid in the group of
patients with ESRD on hemodialysis was
466,9£87,5 pumol/L, in the group of patients with
ESRD on conservative treatment  was
432,1£107,8 pmol/L (the difference was
statistically significant, p<0,05). The proportion
of patients with increased plasma uric acid in
which the hemodialysis group was 75.5% and the
conservative treatment group was 57.1% (the
difference was statistically significant, p <0.01).
Conclussion: There was a relationship between
age, gender and hyperuricemia. In the group of
male patients, the group of patients aged >60
years had higher plasma uric acid levels than the
female group and the under 60 years group.
There was a moderate positive correlation
between plasma uric acid levels and plasma urea
and creatinine concentrations.
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Keywords: End stage renal disease, uric acid,
conservative treatment, hemodialysis.

I. DAT VAN DE

Bénh than giai doan cudi 1a mot hoi
chang 1am sang va héa sinh tién trién man
tinh qua nhiéu nim thang, hau qua cua su xo
hoa c&c nephron chirc nang, gy giam sut tu
tr mac loc cau than xudng dudi mac binh
thuong (<60ml/phut). Bénh than man tinh cé
lien quan chat ché véi mot sé cac bénh
chuyén hoa, bao gom béo phi, khang insulin,
dai thao duong type 2, ting huyét ap, rdi loan
lipid mau va xo vita dong mach. Theo thdng
ké nim 2022, tai Hoa Ky c6 gan 800.000
ngudi mac bénh than giai doan cudi [6].

C6 nhiéu yéu té thac day tinh trang ton
thuong than tién trién bao gom ting huyét
ap, dai thao duong, rdi loan lipid méu, ché do
an gidu protein, soi than... Gan day, nhiéu
nghién ctu cho thiy ting acid uric huyét
tuong 1a yéu tb thic day qua trinh tién trién
bénh than man [8]. Than chiu trach nhiém
chinh trong qua trinh dao thao acid uric
(chiém 65-75%), luong con lai (25-35%) dao
thai qua duong tiéu hoa. Vi vay, khoang 90%
s6 truong hop ting acid uric do suy giam
chtic ning bai tiét cua than. Ty Ié ting acid
uric & bénh nhan bénh than man tinh giai
doan 1-3 khoang 40%, & bénh nhan giai doan
4-5 khoang 70% [4].

Tac gia Tsai (2017) da nghién ctru ¢ 739
bénh nhan bénh than man tinh, bénh nhan
dugc theo dbi doc véi thoi gian theo doi
trung binh 4,25 nam, két qua nghién ctu cho
thidy: & nhém bénh nhan cé néng do acid
uric<émg/dL tai thoi diém ban dau chi co
13% tién trién thanh bénh than giai doan 5
trong khi bénh nhan c6 nong dé acid uric &
muic >10mg/dL c6 29% tién trién thanh bénh
than giai doan 5 [7]. Trong thuc hanh lam

sang, tang acid uric & bénh nhan bénh than
man tinh con két hop véi nhiing yéu té khac
va khong chi bénh nhan bénh than man tinh
MGi ting acid uric huyét twong ma nhimg doi
tuong khong c6 bénh than man tinh cling cé
nhitng yéu té lién quan dén ting acid uric
bao gom béo phi, rdi loan lipid huyét twong,
sir dung rugu, ché d6 an giau base purin, yéu
t6 di truyén va luoi hoat dong thé luc. Bé tim
hiéu nhiing yéu t6 c6 lién quan dén tang acid
uric huyét trong & bénh nhan bénh than giai
doan cudi. Vi vay, d¢é tai nay duoc thyuc hién
v6i muc tiéu: Phan tich méi lién quan giira
nong do acid uric véi mot s6 dic diém lam
sang, can lam sang ¢ bénh nhan bénh than
giai doan cudi tai bénh vién Trung wong Thai
Nguyén.

II. Ol TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

Gom 155 bénh nhan bénh than giai doan
cudi (BN STM) loc mau chu ky va 163 bénh
nhan bénh than giai doan cudi diéu tri (BT)
bao tdn tai Khoa Noi than - Tiét niéu va loc
mau Bénh vién Trung wong Thai Nguyén tur
thang 1 nim 2023 dén thang 6 nam 2023,
bénh nhan duoc chon theo tiéu chuan sau:

Chon mau theo chu dich, ¢c& mau thuan
tién. LAy toan bo BN STM diéu tri bao ton va
loc mau chu ky du tiéu chuan vao nhom
nghién cuu.

* Tiéu chud@n chen bénh nhan:

- Tudi cia BN > 18.

- Bénh nhan duoc chan doan xac dinh
bénh than man dya vao tiéu chuan cua Hoi
than hoc Hoa Ky (KDIGO-2012).

- BN duoc lam du cac xét nghiém va thoa
mén theo yéu cau cua nghién ciu.

- BN hop tac, tham gia nghién cuu.

* Tiéu chudn logi trir déi treng nghién
cuu:
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- Suy tim man tinh nang.

- Suy gan nang.

- Miéc bénh ung thu giai doan cudi kém
theo.

- Pang mic c4c bénh cip tinh nhu: nhidm
khuan, nhdi mau co tim, suy tim cap, dot quy
nao...

* Tiéu chuan phan loai thé trang theo chi
s6 khéi co thé (BMI) 4p dung cho nguoi
chau A: Gay khi BMI < 18,5; Binh thuong
khi BMI 18,5 - 22,9; Thura can khi BMI tir 23
- 24.,9; Béo phi khi BMI> 25.

* Phan loai ting huyét ap theo JNC V1.

* Tiéu chudn ting acid uric mau khi nong
do acid uric mau >420pmol/L & nam
va>360umol/L & nir.

* Phan loai acid uric huyét trong theo tac
gia Tsai (2017) [7]:

- Binh thuong <360 pumol/L;

- Tang nhe 360- <480 pmol/L;

- Tang vua 480- < 590 umol/L;

- Tang cao >590 pmol/L

2.2. Pia diém, thoi gian nghién ciru:

Khoa Noi than -Tiét niéu va loc mau
Bénh vién Trung uwong Thai Nguyén.

Khoa Sinh hoa Bénh vién Trung wong
Thai Nguyén.

2.3. Thiét ké nghién ciu:

M0 ta cit ngang. C& mau toan bo.

INl. KET QUA NGHIEN cUU

2.4. Thiét bj nghién ciru

May xét nghiém sinh hoda tu dong
OLYMPUS AUA480.

Hoéa chit do héng
COULTER cung cap.

2.5. Chi tiéu nghién cau

- Mot sb dic diém chung nhém bénh
nhan nghién ctu: Tudi, gisi, thoi gian mic
bénh, tién st bénh than

- Mot s6 dic diém 1am sang: Mach, huyét
ap, chi s BMI.

- Pinh luong nong ure, creatinin, acid
uric.

2.6. Ky thuat thu thap so liéu

Thu thap sb liéu cac théng tin chung va
chi tiéu 1am sang, can lam sang theo mau
bénh &n nghién cau. O nhém bénh nhan
LMCK bénh nhan dugc ldy mau mau trudc
loc mau dé dinh lwong céc chi s6 can 1am
sang theo quy trinh chuan trén hé théng may
AU.

2.7. Phwong phap xir ly so ligu: Theo
phuong phép thong ké y hoc st dung phan
mém Stata 14.

2.8. Pao dwrc trong nghién ciru: Nghién
ctru dugc Hoi dong thong qua dé& cuong va
Hoi dong Y duc truong Pai hoc Y Duoc
Thai Nguyén théng qua.

BECKMAN

Bdng 1. Mgt sé diic diém 1am sang nhém bénh nhan nghién crru

Nhém DT bio ton

Nhém NC|  Nhém LMCK p

Pic diém (n=155) (a) (n=163) (b) (a,b)
X+SD 59,9+14,9 62,6+16,2

Tuoi <60(n=113) 54 (34,8%) 59 (36,2%) >0,05

>60 (n=205) 101 (65,2%) 104 (63,8%)

Nam (1) 95 (61,3) 90 (55,2)

Gigi Nit (2) 60 (38,7) 73 (44,9) >0,05

p (1,2 >0,05 >0,05
Gay 13 (8,4) 11 (6,7)

BMI Binh thuong 106 (68,4) 119 (73,0) >0,05

Thira can 36 (23,2) 33 (20,2)
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Nhgn xét: Khong c6 su khac biét vé tudi, gidi, chi sé BMI & hai nhdm bénh nhan nghién
ctru. Bénh nhan chu yéu & do tudi >60, chiém 65,2% & nhém LMCK va 63,8% & nhém bénh

nhan DT bao ton.
Bdng 2. Mgt sé diic diém cdn 1am sang nhom bénh nhan nghién ciru
Nhém NC Nhém LMCK Nhém PT bao ton p

Chi s6 (n=155) (a) (n=163) (b) (a,b)
Cholesterolrp (mmol/L) 3,79+0,98 4,32+1,33 <0,01
Triglycerid (mmol/L) 1,19+0,99 1,47+0,79 <0,05
HDL-C (mmol/L) 1,09+0,25 1,02+0,23 >0,05
LDL (mmol/L) 2,73£1,04 2,37£0,75 <0,05
Ure (mmol/L) 27,5+7,3 25,9+11,5 >0,05
Creatinin (umol/L) 1027,0+273,6 758,8+319,0 <0,01
Glucose (mmol/L) 6,90+2,72 6,84+2,32 >0,05

Nhgn xét: Nong do mot sb thanh phan lipid huyét twong & hai nhém bénh nhan nghién
ctru déu trong gidi han binh thuong. G nhém bénh nhan BT bao t6n, nong do cholesteroltp,
triglycerid, LDL-C cao hon c6 ¥ nghia, ndng d¢ creatinin huyét tuong thap hon c6 y nghia so

véi nhom bénh nhan LMCK.

Bdng 3. Nong dg acid uric huyét twong (umol/L) theo mét sé dic diém lam sang nhom

bénh nh&n nghién ciu

Nhém NC|  Nhém LMCK Nhém PT bio ton p

Pic diém (n=155) (a) (n=163) (b) (a,b)

Chung (n=318) 466,9+87,5 432,1+107,8 <0,01

Ty I8 ting: n (%) 117 (75,5) 93 (57,1) <0,01

Giéi | Nam (n=185) (1) 494,6%80,7 448,1+106,7 <0,01

Nir (n=133) (2) 424,380,9 416,8+109,5 >0,05
p(1,2) <0,01 <0,05

<60 (n=113) (1) 453,6+82,6 420,6+106,2 <0,05

Tudi | >60 (n=205) (2) 481,6+91,1 460,3+107,3 <0,05
p(1,2) <0,05 <0,05

<23 (n=249) (1) 453,9+91,6 423,5+99,1 >0,05

BMI >23 (n=69) (2) 472,8+82,7 44174923 >0,05
p(1,2) >0,05 >0,05

Nhdn xét: CO su khac biét c6 y nghia
thong ké vé nong do acid uric huyét tuong
theo tudi, theo gigi & nhém bénh nhan
LMCK so v&i nhém bénh nhan DT bao ton.
Ty l¢ tang acid uric huyét tuong & nhoém
LMCK 1a 75,7% cao hon c6 y nghia so vai

nhém DT bao ton 1a 57,1%. O hai nhém
bénh nhan, néng d6 acid uric huyét twong &
nhom bénh nhan nam, nhém bénh nhan >60
tudi cao hon c6 ¥ nghia so véi nhém bénh
nhan nit, nhém bénh nhan <60 tudi.
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Bdng 4. Phan logi acid uric huyét swong ¢ nhém bénh nhan nghién ciu

Phan loai uric <360 360-<480 | 480-<590 >590
Nhém NC (umol/L) (umol/L) | (umol/L) | (umol/L)
Nhom LMCK (n=155) 17 (11,0) 68 (43,9) | 52(33,5) | 18 (11,6)
Nhom DT bao ton (n=163) 30 (18,4) 93 (57,1) | 23(14,1) | 17 (10,4)

P >0,05 <0,05 <0,05 >0,05

Nhgn xét: Khéng c6 su khéc biét vé ty 18 nd

ng d6 acid uric & muc d6 binh thuong va mac

d6 tang cao & hai nhém bénh nhan nghién cau. G nhém bénh nhan LMCK, nong d6 acid uric
& muc ting nhe thap hon va ting vira cao hon c6 ¥ nghia thong ké so véi nhém DT bao ton.
Bing 5. Twong quan giiva néong d¢ acid uric huyét fwong véi mét sé chi sé cgn 1am

sang
Chi sé Acid uric (umol/L) (n=318)
r p
Cholesteroltp (mmol/L) 0,04 >0,05
Triglycerid (mmol/L) 0,07 >0,05
HDL-C (mmol/L) -0,06 >0,05
LDL (mmol/L) 0,09 >0,05
Ure (mmol/L) 0,39 <0,05
Creatinin (umol/L) 0,57 <0,05
Glucose (mmol/L) -0,15 >0,05

Nhgn xét: C6 méi twong quan thuan muc
d6 trung binh gitta ndng do acid uric huyét
tuong v6i nong do ure, creatinin huyét
tuong, voi r twong utng la r=0,39; r=0,57.
Khong c6 mdi twong quan giita nong do acid
uric huyét tuong véi mot sé chi sé lipid
huyét tuong.

IV. BAN LUAN

Pic diém chung cia nhém bénh nhan
nghién caru

Trong nghién cuiu cuaa chang toi ¢ ca hai
nhém bénh nhan, nam chiém da s voi ty 18 &
nhém bénh nhidn LMCK va nhom DT bao
t6n twong ung 12 61,3% va 55,2%:; tudi trung
binh twong wng la 59,9+14,9 nam va
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62,6+16,2 ndm, ty I¢ bénh nhan >60 tudi & ca
hai nhém chiém>60%. Tudi trung binh trong
nghién ctu cua tac gia Mai Huynh Ngoc Tan
(2021) 1a 69,1+16,65 [2], cua tac gia Nguyén
Vin Tuan (2021) & nhém bénh nhan LMCK
la 41,85%£13,56 va nhém bénh nhan DT bao
t6n 1a 53,73+17,57 [3]. Tudi trung binh trong
nghién cau cua tac gia Lé Hanh Nguyén
(2023) 1a 57,82 +15,32 (ndm), ty & bénh
nhan > 60 tudi chiém 50,8% [1].

Pa s6 bénh nhan c6 chi sé khéi co thé ¢
muc binh thuong (>68%), ty 1€ bénh nhan
thira can-béo phi & nhém bénh nhan LMCK
va nhém bénh nhan DT bao ton twong Gng 1a
23,2% va 20,2%. Nghién ctu cua tac gia Mai
Huynh Ngoc Tan nam 2019 trén 126 bénh
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nhan bénh than giai doan cudi ¢ 78 (61,9%)
bénh nhan c6 chi s khdi co thé & muc binh
thuong va gay, ty 1€ bénh nhan thwra can-béo
phi la 38,1% [2]. Tac gia Doualla (2018)
nghién cuau trén 103 bénh nhan bénh than
giai doan cudi dang diéu tri bao ton, c6 do
tudi trung binh 1a 55,78 £12,58 (nam), co6 61
bénh nhan nam chiém ty 1& 59,3%, chi sb
khéi co thé trung binh 1a 26,30 (6,04) [5].

Nong dd acid uric huyét twong & nhom
bénh nhan nghién cau

Trong nghién cau cia chung t6i, nong do
acid uric huyét tuong trung binh ¢ nhém
bénh nhan LMCK va nhdom bénh nhan bénh
than giai doan cubi BT bao tén tuwong tuwong
ung la 466,9+87,5 umol/L va 432,1+107,8
umol/L; Ty & tang acid uric huyét tuong
twong wng & hai nhdm bénh nhan trén la
75,5% va 57,1%. O nhém bénh nhan LMCK,
ty 1€ tang acid uric & mac do vira la 33,5%,
muc d6 nang la 1,6%,

Tac gia Doualla va cong su (2018)
nghién cau vé nong do6 acid uric & 103 bénh
nhan bénh than giai doan cudi trong d6 co
73,7% suy than giai doan 4, 5, két qua
nghién cttu cho thiy nong do acid uric trung
binh la 453,2+120,4 umol/L, ty 1€ tang acid
uric 1a 67% [5].

Nghién ctru cua tac gia Huynh Mai Ngoc
Tan (2019) trén 126 bénh nhan bénh than
man chua LMCK tai bénh vién da khoa
Trung wong Can Tho, ndng do acid uric
huyét tuong trung binh la
494,21+131,57umol/L, ty I¢ tang acid uric
mau 1a 77,8% trong d6 c6 65,31% tang acid
uric miac d6 nhe, 33,67% tang trung binh,

1,02% tang mirc 46 nang [2]. Nghién ctru cua
tac gia Nguyén Vin Tuén trén 120 bénh nhan
bénh than man giai doan cudi cho thiy nong
d6 acid uric & nhém diéu tri bao tdn 1a 490,0
+ 131,6 umol/L va ¢ nhom diéu tri thay thé
la 500,28 + 95,48 pmol/L [3]. Nghién cau
cua tac gia Lé Hanh Nguyén (2023) trén 195
bénh nhan bénh than man chua diéu tri thay
thé & cac giai doan khac nhau, ndng do acid
uric cia bénh nhan dao dong tir 150,0-886,0
umol/L, ndng do6 acid uric trung binh cua cac
bénh nhén la 500,35£153,60 pmol/L [1].

Nong d6 acid uric huyét twong & nhém
bénh nhan DT bao ton trong nghién ciu cua
chung t6i twong tu két qua nghién ciu cua
tac gia Doualla [5], thap hon so véi két qua
nghién ctiru cua mot sé tac gia trong nudc [1],
[2], [3]. CO su kh&c biét gitra cac nghién cau
trén c¢6 thé do su khac nhau vé ddi tugng
nghién ciru, do tudi ciia nhém nghién cau, su
suy giam chirc nang than cling nhu ty 1€ bénh
nhan st dung thubc ha aicd uric (day 1a han
ché trong nghién ciru cua ching t6i).

Lién quan gitra acid uric huyét twong
va mét sé yéu té 1am sang, can 1am sang

Két qua nghién ctu cua ching toi cho
thdy, & ca hai nhdm bénh nhan nghién ctu
nong do acid uric huyét twong & nhém bénh
nhan nam cao hon so v&di hhom bénh nhan
nit, véi su khac biét co y nghia thong ké.
Nong d6 acid uric huyét twong & nhém bénh
>60 tudi cao hon c6 ¥ nghia so v6i nhém
bénh nhan<60 tudi. Khéng c6 su khéc biét c6
y nghia thong ké vé nong do6 acid uric huyét
twong & nhom bénh nhan thua can, béo phi
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so véi nhdm bénh nhan khong thira can, béo
phi.

Két qua nghién cou cua tac gia Mai
Huynh Ngoc Tan cho thdy khéng cé su khéc
biét vé ty I¢ ting ndng do acid uric huyét
tuong theo gidi, theo nhém tudi. C6 méi lién
quan giira ting nong do6 acid uric véi chi sé
BMI [2]. Nghién ctu cua tac gia Nguyén
Vian Tudn & nhdm bénh nhan bénh than man
giai doan cudi diéu tri bao ton, chi s6 nong
d6 acid uric huyét tuong c6 xu hudng ting
dan theo tudi; va & nam (534,46 + 1145
umol/L) cao hon so va&i nir (456,91 + 135,46
pmol/L), véi sy khac biét nay c6 y nghia
théng ké (p < 0,05) [3]. Két qua nghién ctu
cua tac gia L& Hanh Nguyén cho thay khdng
khéc biét c6 y nghia thong ké vé nong do
acid uric gitra nam va nt & nhom bénh than
man ndi chung va theo giai doan bénh than;
khéng c6 mdi twong quan giita ndng do acid
uric huyét twong véi tudi; Co twong quan
thuan gitra ndng d6 acid uric huyét tuong va
BMI, véi r=0,264, p<0,001 [1]. Nong d¢ acid
uric huyét trong & nhém bénh nhan nir thap
hon so v&i nhdm bénh nhan nam c6 thé dugc
giai thich do estrogen ngan chan lugng
protein tai hap thu urat, 1am ting dao thai
acid uric qua than, din dén giam nong do
acid uric huyét twong. Sy hién dién cua
estrogen dugc cho 1a c6 thé bao vé phu nir
chéng lai cac ton thuong & than.

Vé mdi twong quan giita nong do acid
uric huyét tuong véi mot sé chi sé can 1am
sang, két qua nghién ctru cua chang toi cho
thiy c6 mdi twong quan thuan mic do trung
binh giita ndng d6 acid uric huyét twong véi
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nong do ure, creatinin huyét twong; Khong
c6 mdi twong quan giira néng do acid uric
huyét twong véi mot sé chi sé lipid huyét
tuong.

Tac gia Wang H va cong su nghién cau
trén 39736 nguoi khoe manh ¢ Trung Qudc
cho thay c6 méi lién quan thuan, kha chat
gitta nong d6 acid uric mau voi néng do
creatinin mau p < 0,001) [8]; Nghién ctru cua
Lé Hanh Nguyén ciing cho thiy nong d6 acid
uric huyét twong c6 mdi twong quan thuan
mic d6 yéu véi néng do ure (r=0,265,
p<0,001) [1]. C6 thé giai thich mdi tuong
quan nay nhu sau: Tai than, acid uric dugc
loc hoan toan qua cau than, bai tiét va hip
thu & ong than, khi suy than cang ning thi
kha nang bai tiét va hap thu acid uric giam,
dan téi tang acid uric huyét tuong, mic do
tang ndng do acid uric huyét twong ning dan
theo muc do suy than.

V. KET LUAN

Nong d6 acid uric huyét tuong trung binh
& nhém bénh nhan LMCK la 466,9+87,5
umol/L, cao hon ¢6 y nghia so v&i nhém
bénh nhan DT bao ton la 432,1+107,8
pumol/L.

Tang nong d6 acid uric huyét tuong co
lién quan dén tudi, giéi; O nhom bénh nhan
nam, nhém bénh nhan & d6 tudi >60 tudi co
nong do acid uric huyét twong cao hon nhém
bénh nhan nit v nhém bénh nhan ¢ do tudi
<60.

C6 mdi tuong quan thuan muc do trung binh
gitra nong do acid uric huyét twong véi nong
do ure, creatinin huyét twong.
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NHAN XET TY LE ROI LOAN CHU’C NANG TUYEN GIAP O’ PHU NU
MANG THAI 3 THANG PAU TAI BENH VIEN PHU SAN TRUNG UONG

Nguyén Huy Pong!, Nguyén Hai Phwong? Pham Thi Thanh Thiiy?

TOM TAT

Pit van dé: Mang thai la thoi diém c6 nhiéu
thay d6i noi tiét to vé tuyén gidp phuc tap, co thé
lam thac day nhitng rdi loan chiic ning tuyén
gidp (RLCNTG), dé lai nhitng hau qua nang né
cho ca me va thai nhi néu khong duoc chian doan
va diéu tri kip thoi. O Viét Nam c6 mot sd
nghién ctru vé van dé nay nhung chu yéu &p dung
theo tiéu chuan caa ATA 2011. Muc tiéu: Nhan
Xét ti 1& rdi loan chirc nang tuyén giap ¢ phu nir
mang thai trong 3 thang dau tai Bénh vién Phu
san Trung wong theo tiéu chudn cua ATA 2017.
Poi twong va phwong phap: nghién cau mo ta
cit ngang duoc tién hanh trén 992 thai phu mang
thai 3 thang dau. Dya vao nong do xét nghiém
FT4, TSH d phan vao cac nhom va tinh ty l¢
RLCNTG. Két qua: Dya trén khoang tham chiéu
khuyén cao cua Hiép hoi tuyén gidp Hoa Ky
(ATA) 2017 ty 16 RLCNTG la 13,7%. Trong do,
cuong giap 8,9%, suy giap 2,5%, tinh trang giam
hormon FT4 2,3%. Két luan: Ty Ié rdi loan chirc
nang tuyén giap & phu nit trong thoi ky mang thai
la kha 1on. Nén sir dung tiéu chuan ATA 2017
trong chan doan RLCNTG & phu nit mang thai.
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Tir khod: rbi loan chirc ning tuyén giap,
cuong giap, suy giap, phu nir mang thai trong 3
thang dau.

SUMMARY
PREVALENCE OF THYROID
DISORDERS IN PREGNANT WOMEN
IN THE FIRST TRIMESTER AT THE
NATIONAL HOSPITAL OF
OBSTETRICS AND GYNECOLOGY

Background: Pregnancy is a time of many
complex hormonal changes in the thyroid gland,
which can promote thyroid dysfunction, leaving
severe consequences for both mother and fetus if
not diagnosed and treated promptly. In Vietnam,
there are a number of studies on this issue, but it
is mainly applied according to the standards of
ATA 2011. Objectives: To assess the status of
thyroid dysfunction in pregnant women in the
first 3 months at the National Hospital of
Obstetrics and Gynecology, according to the
standards of ATA 2017. Subjects and methods:
a cross-sectional descriptive study was conducted
on 992 pregnant women in the first trimester.
Based on the concentration of FT4, TSH to
classify into groups and calculate the rate of
RLCNTG. Results: Based on the American
Thyroid Association (ATA) 2017 recommended
reference range, the prevalence of thyroid
disorders was 13.7%. In which, hyperthyroidism
8.9%, hypothyroidism 2.5%, FT4 hormone
decrease 2.3%. Conclusion: The prevalence of
thyroid dysfunction in women during pregnancy
is quite large. The 2017 ATA criteria should be
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used in the diagnosis of thyroid disorders in

pregnant women.
Keywords: Thyroid disorder,
hyperthyroidism,  hypothyroidism,  pregnant

women in the first trimester.

I. DAT VAN DE

Mang thai la thoi diém c6 nhiéu thay doi
noi tiét tb phuc tap. Nhitng thay déi binh
thuong vé sinh Iy tuyén giap khi mang thai
bao gom ting san xuat hormon giap (T3 va
T4) khoang 50%, cung v&i su gia tang twong
ng vé tong lugng nhu cau i-6t hang ngay,
taing néng d6 globulin gan véi tuyén giap
(TBG). O phu nir khoe manh, nhiing thay déi
sinh Iy nay dién ra mot cach ty nhién. Tuy
nhién, rbi loan chiic ning tuyén giép
(RLCNTG) c6 thé phat trién va xuat hién &
nhiéu phu nit mang thai do cac qua trinh
bénh ly. Bénh ly tuyén giap la bénh noi tiét
phd bién tht hai ¢ phu nir trong do tudi sinh
dé chi sau bénh dai thao duong. Ti Ié
RLCNTG trong thai ky thay ddi tir 3-15%
tuy theo dan toc va tiéu chuan chan doan ap
dung. Hau hét cac rdi loan do tuyén giap nay
déu co thé diéu tri duoc va c6 thé anh huong
xau dén me va thai nhi néu ching khéng
duoc chan doan sém va quan ly mot cach
thich hop [1].

Hormon giap rat quan trong trong thoi ky
mang thai dé hd tro sy ting truong va phat
trién cua ndo va hé than kinh cua thai nhi.
Thai nhi phu thuoc vao hormon giap cta me
trong sudt 10 dén 12 tuan dau tién cua thai
ky cho dén khi tuyén giap cua thai nhi bét
dau hoat dong. Thiéu hut hormon giap trong
tinh trang suy giap c6 lién quan dén say thai,
sinh non, vo sinh, viém tuyén giap sau sinh
(PPT), nhau bong non va v& mang i sém,
cling nhu cac két qua bat lgi ¢ tré so sinh nhu
ton hai dén sy phét trién tdm than va vén

dong, réi loan thiéu tap trung, giam trong
luong ndo [1]. Do do, danh gia tinh trang
tuyén gidp trong thai ky, dac biét trong tam
c& nguyét dau la diéu can thiét dé bat dau
diéu tri sém ¢ nhitng nguoi méi duoc chan
doan.

O Viét Nam dd c6 méot sé6 nghién cau
danh gia tinh trang RLCNTG ¢ phu nr co
thai, tuy nhién hau hét déu ap dung tiéu
chuan cua Hiép hoi tuyén giap Hoa Ky
(ATA) nim 2011 dé chan doan suy giap ma
chua co dé tai nao sir dung tiéu chuan cua
hudng dan méi ATA 2017. Vi vay dé tai nay
dugc thuc hién vai muc tiéu nhan xét ty Ié
réi loan chirc ning tuyén gidp ¢ phu nix co
thai 3 thang dau tai bénh vién Phuy san trung
wong, dya theo tiéu chuan cia ATA 2017.

II. D8I TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciu: Dbi tugng
nghién cttu 1a 992 phu nir mang thai dudi 14
tuan dén kham va quan ly thai nghén tai bénh
vién Phu san Trung uwong tir thang 1 nam
2021 dén thang 6 ndm 2023

2.1.1. Tiéu chudn lwa chen: Phu nix
mang don thai, thu thai tu nhién, thai song,
tudi thai dén hét 13 tuan; Pong y tham gia
nghién cuu

2.1.2. Tiéu chudn logi trie: Thu thai nho
cac bién phap hod tro sinh san: IUI, IVF;
Dang st dung cac thudc anh huong dén két
qua Xxét nghiém nhu: hormon tuyén giap,
khang giap trang, amiodarone, lithium, céac
ché pham corticoid, hormon sinh duc
(estrogen); Pang mac cac bénh cip tinh:
nhidm khuan, lao phdi, suy gan, suy than;
Céc thai phu khong dong y tham gia nghién
chru.

2.2. Pia diém va thai gian nghién ciru:
Nghién ctru duoc tién hanh tai khoa Sinh
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héa, bénh vién Phu San Trung Uong tir thang
05 ndm 2023 dén thang 07 ndm 2023.

2.3. Phwong phap nghién cau

2.3.1. Thiét ké nghién ciru: nghién ctu
mo ta cat ngang.

2.3.2. Cé& mdu: 992 thai phy dat tiéu
chuan, chon mau thuan tién

2.3.3. Thu thdp sé li¢u: Tat ca cac ddi
tuong nghién ctu dugc khéam, ldy mau xét
nghiém nong d6 FT4, TSH tai khoa Sinh hoa
BV Phu san Trung wong. Xét nghiém dugc
phan tich trén may mién dich dién hoa phat
quang Cobas E801 cua hdng Roche bang co
ché mién dich bat cap.

2.3.4. C&c chi tiéu danh gia

Theo tiéu chuan ATA 2017 [1], trong
treong hop phong xét nghiém khong co
khoang tham chiéu cho tirng quan thé dan s6
va danh riéng cho phu nit ¢6 thai 3 thang dau
thi c6 thé giam gidi han dudi caa mic TSH
binh thuong xudng ~0,4 mIU/L va gidi han
trén xuéng 0,5 mIU/L so voi gia tri tham
chiéu cia nguoi binh thuong (twong dwong
véi muc TSH 12 0,1 — 4,0 mIU/L).

« Chan dodn suy gidp

INl. KET QUA NGHIEN cUU

- Suy giap lam sang dugc xac dinh trong
2 truong hop sau: Nong d6 TSH >10 mIU/L.
Hoac 4,0 mIU/L < TSH < 10 mIU/L va ndng
do FT4 <12 pmol/L.

- Suy giap dudi lam sang duoc xac dinh
khi TSH tir 4,0 - 10 mIU/L va nong do FT4
trong Qidéi han binh thuong (tr 12-22
mIU/L).

«» Chan dodn cuong giap

- Cuong giap 1am sang dugc xac dinh khi
dinh lugng ndng d6 TSH < 0,1 mIU/L va
nong d6 FT4 cao (> 22 pmol/L).

- Cuong giap dudi lam sang dugc Xac
dinh khi nong d6 TSH < 0,1 mIU/L va nong
d6 FT4 trong gigi han binh thuong (tor 12-22
mIU/L).

« Chdn dodn tinh trang gigm hormon
FT4: Khi TSH binh thuong (tr 0,1-4,0
mlU/L) va nong d6 FT4 giam (< 12 pmol/L).

 Rai loan chire nang tuyén giap thai ky:
Thai phu dugc xac dinh la ¢c6 RLCNTG khi
duoc chan doan 1 trong 3 réi loan sau: suy
giap, cuong giap, tinh trang giam FT4.

2.3.5. X ly sé ligu: Sir dung cac phuong
phap théng k& y hoc va phan mém SPSS
22.0, Excel.

3.1. Pic diém chung cia nhom thai phu tham gia nghién ciéu
Bdng 1. Ddc diém vé tuéi ciia doi twong nghién ciru

Nhém tudi S6 lwong Ti 18 %
<30 tudi 522 52,6
>= 30 tudi 470 47 4
Tong 992 100%
Tudi trung binh (min, max) 29,7 + 5,4 (min=17, max=50)

Nhan xét: Nhom thai phu duéi 30 tudi chiém ti I¢ 52,6%, nhom trén 30 tudi chiém ti 1¢
thip hon 1a 47,4%. Tudi trung binh cua d6i twong tham gia nghién cau 12 29,7 + 5,4. Trong
d6, tudi thap nhat 1a 17 tudi, cao nhat 1a 50 tudi. Cac thai phu co d6 tudi nam trong giGi han

trung binh ciia ra tudi sinh dé binh thudng.
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Bdng 2. Phan bé doi tweng nghién ciku theo tién sik sdn khoa

Tién sir san khoa S6 lwong (n) Ty 18 (%)
Thai luu 100 10,1%
Say thai/Sinh non 17 1,7%

Nhan xét: Ti I¢ thai phu c6 tién sir thai luu 13 10,1%, trong khi d6 ti |é thai phu ¢ tién s

say thai hoac sinh non la 1,7%.

3.2. Ti |é cac rdi loan chitc niing tuyén giap
Bdng 3. Ti I¢ cac rai logn chirc niang tuyén giap cia doi tuwong nghién cau

Céc rdi loan N Ty 18 (%)
. Lam sang 6
Suy giap Dudi 1am sang 19 25 25
. ., Lam sang 49
Cuong giap Duéi 1am sang 39 88 8.9
Tinh trang giam hormon FT4 23 2,3
Binh giap 856 86,3
Tong 992 100

Nhan xét: Cac rdi loan chic ning tuyén
gidp o cac thai phu trong nghién cau cua
ching t6i bao gom: 25 nguoi bi suy giap
(2,5%), 88 nguoi bi cuong gidp (8,9%) va 23
nguoi (2,3%) cO tinh trang giam hormon
FT4. Tong s6 c6 13,7% sé thai phu trong
nghién ctu bi cac RLCNTG. Trong nhom
nghién cau cé 856 thai phu c6 chic nang
tuyén giap binh thuong, chiém 86,3%.

IV. BAN LUAN

Pic diém chung caa d6i twong nghién
cieu: So voi nghién ciu cua Nguyén Thi
Tuong Van thuc hién tai Bénh vién phu san
Trung wong trén 30 thai phy c6 do tudi trung
binh 1a 29,7 + 4,7 tudi, thi két qua nghién
ciu cua chung t6i 1a twong duong. Con so
véi nghién ctru cta Bui Thi Thu Huong [2]
thuc hién trén 1583 thai phu ¢ Thai Nguyén
thi két qua nghién ciu cua chdng toi 1a cao
hon: Tudi trung binh caa nhom tham gia
nghién ctru 1 27,7 + 5,1 tudi, tudi thap nhat
la 17 tudi, cao nhat 1 45 tudi. Ti Ié thai phu
c6 tién sir thai luu trong nghién ctu cua
chung t6i cao hon kha nhiéu so véi két qua

nghién cuu cta Bui Thi Thu Huong [2] la
1,5%, con ti 1& thai phu co tién su say thai
hodc sinh non thi kha twong dong la 1,3%.
Trong mot nghién cau khac caa DS Thi
Tuyét Nhung [3] thuc hién trén 156 thai phu
tai khdm tai bénh vién Phu san trung wong va
Bénh vién Bach Mai thi tong ti 18 thai phu c6
tién st thai luu, say thai va sinh non 1a 28,2
%, cao hon so véi két qua cua ching toi.
Diéu nay c6 thé giai thich do bénh vién Phy
san trung wong 1a bénh vién tuyén cudi nén
nhiéu thai phu Ion tudi, cd tién sir san khoa
phtic tap lya chon dén dé tham kham va quan
ly thai nghén.

Réi loan chirc ning tuyén giap: Tinh
trang rdi loan chirc ning tuyén giap o phu nit
mang thai 12 kha phé bién. Ty & nay khac
nhau giira cac qudc gia, phu thugc vao tiéu
chuan chan doan, dic diém dan cu, dinh
dudng va ché do cham soc y té. Nghién cau
cua chung toi ¢6 két qua thdp hon B3 Thi
Tuyét Nhung [3] nam 2015 c6 38,5% sb thai
phu bi cd&c RLCNTG bao gdm: 17 thai phu bi
suy giap (10,9%), 26 thai phu bi cuong giap
(16,7%) va 17 (10,9%) thai phu cd tinh trang
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giam hormon FT4. Két qua ti I& thai phu
mang thai 3 thang dau c6 RLCNTG cua
Pham Tuan Duong (2021) [4] trén 123 ddi
tuong tai bénh vién 19-8 va cuaa Bui Thi Thu
Huong [2] lan luot 13 31,7% va 40,9% ciing
tuong ddng véi nghién ciu cia B3 Thi Tuyét
Nhung va cao hon két qua caa ching tdi. So
s&nh vai cac nghién cau trong khu vuc Chéau
A, ching toi thiy két qua tuong ddng voi
nghién ctu cua tac gia Wang (Trung Qudc)
[5], voi RLCNTG gap ¢ 10,2% sé thai phu
va Dinesh (An Do) [6], RLCNTG gap ¢
15,5% thai phu.

Suy giap: Theo tiéu chuan cua ATA
2017, trong nghién ctu caa ching téi cé 25
thai phu (chiém 2,5%) dugc chan doan 1a suy
giap; trong d6 c6 6 thai phu chan doan suy
gidp lam sang (0,6%) va 19 thai phu duoc
chan doan suy giap dudi 1am sang (1,9%).
Két qua nay cua chung tbi gidng voi tac gia
D6 Thi Thu Thuy [7] khi sir dung mirc gigi
han tham chiéu trén cua TSH 1a 4,2 mIU/L
thi c6 58/2100 thai phu bi suy giap (chiém
2,8%); trong d6 suy giap lam sang l1a 0,8% va
suy gidp dudi 1dam sang la 2%. Tuy nhién khi
S0 Vi cac nghién cuu khac tai Viét Nam s
dung cing tiéu chuan 1a ATA 2011 véi mic
tham chiéu trén cia TSH 12 2,5 mIU/L thi két
qua caa ching tdi thap hon kha rd (ti 18 thai
phu bi suy giap cia Pham Tuan Duong [4] la
16,3%, cua D6 Thi Tuyét Nhung [3] la
10,9%). O Viét Nam chua c6 nhiéu nghién
ctiu Vvé ty 1é suy giap trong thai ki theo tiéu
chuan chan doén cua ATA 2017. Trén thé
gioi, ty 1€ nay cling chénh léch gitra cac
nghién ctiru cua cac tac gia khac nhau, tuy
thuoc vao céch ap dung khoang tham chiéu
cia TSH. O Trung Quéc, nghién cau cua
Wang [5] lay muc gidi han trén tu xay dung
cua TSH la 3,93 mIU/L thi ty 1€ suy giap gap
7,5%. Té&c gia Li [8] nghién ctru 4800 phu nit
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Trung Quédc mang thai quy dau thay ty 18 suy
gidp khé cao (27,8%) néu st dung tiéu chuén
chan doan caa ATA 2011. Sy so sanh vé ti ¢
suy giép cua chung t6i twong ddi gidng Voi
su so sanh ti 16 RLCNTG véi cac nghién cau
trong va ngoai nudc, khi cac bao cao trong
nuéc chu yéu sir dung tiéu chuan ATA 2011.
Néu &p dung theo tiéu chuan cii ATA 2011
dé chan doan thi co6 thé dan dén mot sé luong
thai phu 16n hon dugc xép vao nhém suy
giap, gay ra nhitng lo ling khong can thiét t6i
bénh nhan.

Cwong giap: Cuong giap trong thoi ky
mang thai hay gap trong 3 thang dau thai ky.
C6 2 nguyén nhan hay gap nhit 1a cuong
giap thoang qua do thai nghén va cuong giap
do bénh Basedow. Nghién ctu cta chdng toi
c6 88/992 thai phu bi cuong giap, chiém
8,9%, trong do ti I¢ cuong giap dudi lam
sang va cuong giap lam sang kha tuong
duong nhau, lan luot 1a 4,0% va 4,9%.
Nghién ctu caa DS Thi Tuyét Nhung [3] c6
26/156 thai phu bi cuong giap, chiém 16,7%,
con nghién cau cua Pham Tuian Duong [4]
co ti 1€ thai phu bi cuong giap la 13%. Ty 1€
cuong giap caa ching toi kha cao so vai cac
bao cao trén thé gidi. O Trung Qudc, tac gia
Wang [5] gap 1,8% sb thai phu trong thoi ki
mang thai 3 thang dau c6 TSH < 0,13 mIU/I
dugc chan doan 1a cuong giap (1am sang va
dudi 1am sang), tac gia Dinesh [6] & An Do
c6 két qua 1,0% véi TSH < 0,1 mIU/L duoc
chan doan 1a cudng gidp trong thoi ky mang
thai 3 thang dau. Nguyén nhan c6 thé l1a do
sb thai phu bi cuong gidp thai nghén thoang
qua l6n khién cho ti 1& dugc chan doan
cuong giap ting cao. Pé cd thé chan doan rd
rang hon chung t6i can c6 cac xét nghiém
sau hon nhu TRAD, B-hCG méi c6 thé nhan
dinh duoc. Bén canh dé, do dia diém lay mau
nghién ctu la tai bénh vién dau nganh
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chuyén vé san khoa nén ti 1& gap céc thai phu
c6 bénh tuyén giap tir trudc hay triéu ching
lam sang kho chiu hodc c6 yéu té nguy co
cao vé bénh tuyén gidp sé tang cao hon. Ty
I¢ bénh Iy ma ching t6i thu duoc chi dai dién
cho quan thé thai phu dén kham bénh. Ty lé
nay c6 thé s& thip hon néu & cong dong. Dé
c6 céi nhin tong quan vé rdi loan chirc ning
tuyén giap thai ky ¢ Viét Nam, can tién hanh
cac nghién cau lén hon va rong khap tai
cong dong.

Tinh trang giam FT4: Day la tinh trang
thiéu hormon tuyén giap thuong lién quan
dén iod. Mot vai nghién cau cho rang tinh
trang giam hormon FT4 it c6 lién quan dén
cac két cuc bat lgi trong thai ky. Tuy nhién
tinh trang ndy anh hudng dén sy hinh thanh
hé than kinh cua thai nhi va phét trién tam
than kinh cua tré vé sau. Trong 992 thai phu
tham gia nghién ctu, chdng t6i thay c6 23
thai phu (chiém 2,3%) c6 mitrc FT4 duéi 12,0
pmol/L dong thoi mac TSH trong gigi han
binh thuong, dugc chan doan 1a c6 tinh trang
giam hormon FT4. Ty & nay twong dong Vi
két qua nghién ciu cia Pham Tuan Duong
[4] 1a 2,4%. Ty 1é nay trong nghién cuu cua
Wang [5] la 1,3% va cua Dinesh [6] la 0,9%.

V. KET LUAN VA KHUYEN NGHI

Ty 1& réi loan chirc ning tuyén giap &
phu nir trong thoi ky mang thai la kha I6n.
Nén st dung tiéu chuan méi ATA 2017 trong
chan doan RLCNTG ¢ thai phu, dic biét 1a
trong 3 thang dau cua thai ky.
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NGHIEN CU*U NONG PO VITAMIN D HUYET TUONG
O BENH NHAN NHIEM KHUAN HUYET

TOM TAT

Muc tiéu: Xac dinh nong do vitamin D
huyét twong va danh gia méi lién quan giira nong
d6 Vit-D huyét tuong va véi bénh canh 1am sang
& bénh nhan (BN) nhiém khuan huyét (NKH).
Poi twong va phuong phap: Nghién ciu mo ta
tién cau trén 125 bénh nhan NKH diéu tri tai
bénh vién TUQD 108 tir thang 12/2019 dén
thang 02/2021. Nong d6 Vit-D huyét trong duogc
do tai thoi diém chan doan xac dinh NHK. Két
qua: Ty lé thiéu Vit-D & bénh nhan NKH Ia
48%. Nong do Vit-D huyét tuong tai thoi diém
bénh nhan dwgc chan doan NKH 1a 20,41 (15,03
- 30,25) ng/mL. Biém SOFA & nhém thiéu Vit-D
cao hon nhém khéng thiéu (p < 0,05). Nong do
Vit-D & nhém séc thap hon nhom khéng sdc
(19,33 ng/mL va 24,36 ng/mL, p < 0,05), nhom
thd may thip hon nhom khong thd may (17,3
ng/mL va 22,06 ng/mL, p < 0,05), nhém tir vong
trong 30 ngay thip hon nhom sdng sot (15,51
ng/mL va 22,06 ng/mL, p < 0,01). Két luan:
Thiéu Vit-D hay gap ¢ bénh nhan nhiém khuan
huyét. Nong do Vit-D huyét twong c6 thé lién
quan dén bénh canh 1am sang ning va tir vong
trong 30 ngay.

Tir khoa: Nhidm khuan huyét, Vitamin D
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SUMMARY

STUDY ON PLASMA VITAMIN D

LEVELS IN SEPSIS PATIENTS

Objective: To determine plasma vitamin D
levels and evaluate the association between
plasma vitamin D levels and outcomes of
patients with sepsis. Subject and methods:
Prospective descriptive study was conducted on
125 patients with sepsis treated at 108 Military
Central Hospital from December 2019 to
February 2021. Plasma vitamin D levels were
measured at the time of definitive diagnosis with
sepsis. Results: vitamin D deficiency rate in
patients with sepsis was 48%. The level of
plasma vitamin D at the time of definitive
diagnosis with sepsis was 20.41 (15.03 — 30.25)
ng/mL. SOFA score in vitamin D deficient group
was higher than in non-deficient group (p <
0.05). vitamin D level in the shock group was
lower than in the non-shock group (19.33 ng/mL
vs 24.36 ng/mL, p < 0.05), in the mechanical
ventilation group was lower than in the non-
ventilation group (17.3 ng/mL vs 22.06 ng/mL, p
< 0.05) and in the 30 - day mortality group was
lower than in the survival group (15.51 ng/mL vs
22.06 ng/mL, p < 0.01). Conclusion: Deficiency
of vitamin D was common in patients with
sepsis. Plasma vitamin D level may be associated
with severe outcomes and 30-day mortality.

Keywords: Sepsis, Vitamin D
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I. DAT VAN DE

Nhiém khuan huyét (NKH) Ia tinh trang
nhiém khuan ning gay nén béi phan tng cua
vat chi v6i tac nhan gay bénh dan dén rdi
loan chirc ning cac co quan dan dén tir vong.
Nam 2017, wéc tinh trén toan ciu c6 khoang
48,9 trieu ca NKH, 11 triéu ca tor vong,
chiém 19,7% tong sé ca tir vong [1]. Diéu tri
co ban NKH 1a bu dich, khang sinh, kiém
soat 6 nhiém khuan, hd trg thong khi va tbi
vu hoa huyét dong dé duy tri huyét ap phu
hop dam bao tudi mau cac co quan. Phuong
phap diéu tri bd tro dé han ché phan {ng
viém, giam tac hai cta cac géc tu do, cai
thién réi loan chuyén hda s& Ia can thiét trong
diéu tri NKH.

Vitamin D (Vit-D) c6 vai trd diéu chinh
mién dich bam sinh va mién dich thich @ng.
Vit-D ciing ¢6 dic tinh chong viém, diéu
chinh san xuat peptit khang khuan noi sinh,
rc ché té bao CD4 + Thl san xuat cytokin
viém nhu inteleukin 2 (IL-2), interferon va
yéu t6 hoai tir u, kich thich té bao Th2 san
xuat I1L-4, IL-5 va IL-10, ting san Xxuat oxit
nitric, giam rdi loan dong mau do NKH [2].

Cho dén nay trén thé gi¢i da c6 nhiéu
nghién ctu vé nong do Vit-D & bénh nhan
NKH, tuy nhién van con nhiéu khia canh
chua nhat quan trong nhan dinh vai tro cia
yéu to nay [2]. O Viét Nam chua ¢ nghién
cliu Vé Van dé nay. Do do, nghién ciru nong
d¢ Vit-D huyét tuong va mbi lién quan gitra
nong do Vit-D huyét trong véi bénh canh
lam sang & bénh nhan NKH 1a rat can thiét.
Qua d6 tao co so cho thyuc hién nhiing nghién
ctru can thiép trong tuwong lai. Vi vay chidng
t6i thuc hién dé tai vai muc tiéu:

- Xac dinh ndng do vitamin D huyét
tuong & bénh nhan nhiém khuan huyét.

- Panh gia méi lién quan giita nong do
vitamin D huyét twong vé&i bénh canh 1am
sang & bénh nhan nhiém khuan huyét.

II. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Poi twgng

Goém 125 bénh nhan dugc chan doén
NKH, diéu tri tai Bénh vién TUQD 108 tir
thang 12/2019 dén thang 02/2021.

Tiéu chudn lwa cheon: Tir 18 tudi tro 1én,
duoc chan doan NKH theo tiéu chuan cua
ddng thuan Qudc té lan thir 3 vé NKH bao
goém: c6 biéu hién nhiém khuan va ting cap
tinh diém SOFA tir 2 diém tré Ién [3].

Tiéu chudn logi trie: Nhidm HIV, ding
thudc wc ché mién dich, suy than man loc
méu chu ky, xo gan mét bu, truyén mau, cac
ché pham cia mau, bd sung Vit-D trong
vong 3 thang trudc, phu nit dang mang thai,
cho con ba, bénh ty mién.

Phwong phap

Thiét ké nghién cieu: Nghién ciu mo ta
tién cau.

Phwong phdp ldy mdu: chon mau theo
phuong phap chon mau thuan tién.

Noi dung nghién ciru va cac chi tiéu danh
gia

Céc dic diém lam sang, can lam sang
duoc thu thap dya trén mau bénh an nghién
ctru: Tudi, gigi, bénh ly nén, thoi gian nam
vién, diém SOFA, th¢ may, soc nhidm
khuan, suy than (creatinine mau > 176.8
pumol/L), suy gan (bilirubin TP méu > 34,2
pumol/L va INR > 1,5) [4], ta vong trong 30
ngay, nong do Vit-D huyét twong tai thoi
diém chan doan NKH.

Nong do Vit-D huyét twong duoc Xac
dinh bang nong do6 25-hydroxyvitamin D
(25(0H)D) huyét twong, gia tri tham chiéu
20 - 50 ng/mL, thiéu Vit-D khi nong do Vit-
D huyét tuong <20 ng/mL (theo hing
Roche).

Xét nghiém dinh heong vitamin D huyét
twong
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Bénh pham duoc Iy tai thoi diém bénh
nhan dugc chin doan NKH. Liy 2 ml mau
tinh mach cho vao éng chdng déng bang Li
heparin, sau d6 ly tam 4000 vong trong 5
ph(t tach lay huyét twong, bao quan & - 80° C
cho dén khi tién hanh xét nghiém.

DPinh duong Vit-D huyét twong bing
phuong phap mién dich dién hoa phat quang,
trén may Cobas E601, hoa chat hing Roche,
buc

Xk Iy va phan tich so liéu

1. KET QUA NGHIEN cU'U

- S liéu duoc nhap va xu ly bang phan
mém théng ké SPSS 22.0.

- Céc bién dinh tinh: tinh ty Ié phan tram.

- Bién lién tuc phan phdi chuan dugc tinh
trung binh va d6 léch chuan, so sanh trung
binh cua 2 nhém bang kiém dinh t-test. Bién
lien tuc khoéng phan phédi chuan dugc mo ta
bang trung vi va khoang tir phan vi, so sanh 2
nhém khac nhau bang test Mann Whitney.

- Sy khéc biét co ¥ nghia thong ké véi p
<0,05.

3.1. Néng a9 Vit-D va ty I¢ thiéu Vit-D & bénh nhan nhiém khuan huyét

Khéng thiéu ™ Thiéu

n=125

Biéu do 1. Ty 1¢ thiéu Vit-D ¢ bénh nhan nhiém khudn huyét
Két qua ¢ Biéu dd 1 cho thay 48% bénh nhan thiéu Vit-D tai thoi diém dugc chan doan

NKH, 52% khong thiéu Vit-D.

60

40—

ng'mL

20

L Lo

2041 (15,03 -30.25)

Vitamin D
Biéu do 2. Nong dp Vit-D ¢ bénh nhan nhiém khudn huyét
Két qua ¢ Biéu do 2 cho thay nong do Vit-D huyét tuong tai thoi diém duoc chan doan
nhiém khuan huyét 1a 20,41 (15,03 - 30,25) ng/mL.
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23,46(15.26.31 66) 16,46(11,36-20,15)
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Biéu dé 3. So sanh nang Vit-D theo tuéi, gidi
Két qua ¢ Biéu do 3 cho thay khong c6 su khac biét vé ndng do Vit-D gitra nhém < 60
tudi va nhom > 60 tudi. Nong do Vit-D & nit thip hon nam, p < 0,001.
3.2. Méi lién quan giira nong d9 vitamin D huyét twong véi bénh canh 1am sang &
bénh nhan nhiém khuin huyét
Bdng 1. Piém SOFA, théi gian nam vién ¢ nhom thiéu va khong thiéu Vit-D

R £ Vitamin D (ng/mL)
Thong s0 Thidu Khong thiéu P
y n 60 65
<
SOFA (diém) Trung binh 8,78 + 4,43 6,54 + 3,36 0,05
o n 38 53
Thoi gian nam vien (Ngay) o[ 1600+ 757 | 1845+997 | 0%

Két qua ¢ Bang 1 cho thay nhom thiéu Vit-D c6 diém SOFA cao hon nhém khéng thiéu (p
<0,05). Khong co sy khac biét vé thoi gian nam vién giita nhom thiéu va khong thiéu Vit-D.
Bdng 2. Nong dp Vit-D ¢ bénh nhan suy tang

Thong sb n (Kr;ror;nnggt\lg vi) P
st G | iemdsor aren | 01!
o | ey | e[ melra o,
OO | syt (KOO0 B8 207804835050 |
Suy gan Kgééng 22 2203’,1579((1136;?074-24?2’?00)) o

* Test Mann — Whitney
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Két qua & Bang 2 cho thiy nong do Vit-D huyét trong & nhém sbc thap hon so véi nhom
khong sdc, nhém théd may thap hon so voi nhém khéng thd may, p < 0,05. Nong d6 Vit-D
khong co6 sy khac biét gitrta nhém cé suy than va nhom khong c6 suy than, nhom suy gan va

khéng suy gan.

60
3

__ 40
—
=
.
Qo
R
O
c -
£ 20
il
>

0 15,51 (11,05 - 25,18)

p<0,01

22,06 (16,46 - 31,83)

I
T vong (n = 34)

|
Séng (n = 91)

Biéu do 4. So sanh néng dp Vit-D ¢ nhom séng va nhom ti vong

Két qua & Biéu d6 4 cho thiy nong do
Vit-D ¢ nhom tir vong thap hon & nhém séng
(15,51 ng/mL va 22,06 ng/mL), su khéc biét
¢6 ¥ nghia théng ké voi p < 0,01.

IV. BAN LUAN

Theo nghién ciru cua ching toi thay ty 18
thiéu Vit-D tai thoi diém chan doan nhiém
khuan huyét 1a 48%. Nhiéu nghién ctu cua
cac tac gia khéc trén thé gisi ciing cho thay
thiéu Vit-D 12 mot dic diém pho bién & bénh
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nhan NKH, ty Ié thiéu Vit-D ¢ bénh nhan
NKH cao tr 54 - 81,7% [5], [6], [7], [8].
Nong d6 Vit-D ¢ bénh nhan NKH thap, theo
Shojaei (2019) la 19,03 + 13,08 ng/ml [7],
theo Bayat (2021) la 19,03 £ 13,08 ng/mL
[9]. Céc két qua nay ciing twong ddng vai két
qua cua ching toi, nong d6 Vit-D huyét
tuong tai thoi diém chan doan NKH 1a 20,41
(15,03 - 30,25) ng/mL. Ching tdi thdy nong
d6 Vit-D ¢ bénh nhan nit thap hon nam, p <
0,001 (biéu d6 3). Nghién cwtu cua
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Trongtrakul (2017) ciing thay ty ¢ thiéu Vit-
D & nit cao hon nam. Giai thich cho su khac
biét ndy, c6 thé do nir gisi thuong hay st
dung cac bién phap chéng ning nhu mic
quan 4o, sir dung kem chéng ning nhiéu hon
S0 Vv&i nam gidi dan dén giam tiép xdc voi
anh nang mat troi 1am giam téng hop Vit-D.
Diéu nay dan dén ty 18 thiéu Vit-D trong
cong ddng cua it cao hon nam da duoc ghi
nhan trong nghién ctru cuia Huong T.T.
Nguyen (2012) khi tién hanh khao st ty Ié
thiéu Vit-D cia nguoi dan mién Bac Viét
Nam cho thay ty I& thiéu Vit-D ¢ nir la 30%,
& nam la 16%, ty 18 thiéu Vit-D & nit cao gap
gan 2 lan & nam. Ching t6i thiy khong c6 su
khéc biét vé& nong do Vit-D giita nhém < 60
tudi va nhom > 60 tudi. Két qua nay ciing
dugc cac tac gia khac ghi nhan [6], [9].

Vit-D c6 vai tro quan trong trong dap
tng viém va NKH. Vit-D tham gia diéu
chinh mién dich bam sinh va mién dich thich
tng, tham gia san xuit cac peptit khang
khuan noi sinh nhuw LL-37, ac ché té bao
CD4 + Th1 san xuit cac cytokin viém nhu
IL-2, yéu t6 hoai tir u, ting cuong san xuat
IL-4, IL-5 va IL-10 cua té bao Th2 giam
thiéu tac dong cO hai cua trang thai tién
viém. Vit-D ciing 1a mot yéu té phién ma
nitric oxide synthase ngi mo, lam tang san
Xuat oxit nitric. Vit-D con c6 tac dung lam
giam rdi loan dong mau do NKH [2]. Vi vai
tro nhu vay, thiéu Vit-D c6 thé dan t6i tang
t6n thuong cac co quan, ting ty Ié tir vong &
bénh nhan NKH. Séc nhiém khuan, tho may,
ton thuong tang 1a nhirng biéu hién nang cua
NKH. Thang diém SOFA duoc Vincent va

cong su phét trién nham danh gia muc do
nang cua réi loan chic ning da co quan &
BN hdi sic. Hién nay thang diém SOFA di
duogc hoi nghi ddng thuan vé NKH 2016
(sepsis 3) dua vao trong chan doan NKH (khi
c6 nhiém khuan va diém SOFA tir 2 diém tro
1én duoc chan 1a NKH). Vé6i diém SOFA &
muc nay, ty 1€ tor vong tai bénh vién cua
bénh nhan dwoc wdc tinh 1a 10%, diém
SOFA cang cao thi ty I¢ tr vong cang gia
tang [3]. Theo két qua nghién ctu ¢ bang 1,
bang 2 nhom thiéu Vit-D c6 diém SOFA cao
hon nhém khéng thiéu (p < 0,05), Vit-D &
nhom séc thap hon nhom khéng séc, & nhom
thd may thap hon nhoém khong thd may, p <
0,05. Nhiéu nghién ctru khac ciing cho thay
thiéu Vit-D lién quan dén muc d6 ning cua
NKH [8], nhém thiéu Vit-D c6 ty ¢ phai tha
méy cao hon nhom khong thiéu, diém SOFA
& nhém thiéu Vit-D cao hon nhém khong
thiéu [6], [8], NKH ning c6 nong do Vit-D
thap hon, Vit-D & nhém séc thip hon nhom
khéng sbc [9]. Chiing t6i thay, nong do Vit-
D & nhém tir vong trong 30 ngay thip hon
nhom sdng sot, p < 0,01 (biéu dd 4). Két qua
nay cling dugc ghi nhan & cac nghién ctu
khac nhu nghién ctru cua Rech (2014) [5] va
Shojaei (2019) [7] ciing thdy nong do Vit-D
& nhém ti vong thap hon nhém khoéng tur
vong trong 30 ngay diéu tri.

V. KET LUAN

Thiéu vitamin D hay gip ¢ bénh nhan
nhiém khuan huyét. Nong do vitamin D
huyét twong c6 thé lién quan dén bénh canh
Iam sang nang va tu vong trong 30 ngay.
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NGHIEN CU’U NONG PO VITAMIN B12 HUYET TUONG
TREN BENH NHAN X0 GAN DO RUQU

Nong Vin Diép?, Phung Thi Trang?!, Triéu Thi Bién?,

TOM TAT

Muc tiéu: Xac dinh néng do vitamin B12
huyét twong (VTM B12 HT) va mdi lién quan
gita nong do vitamin B12 huyét twong voi mot
sb triéu chung 1am sang, can 1am sang trén bénh
nhan (BN) xo gan do ruou (XGDR). Péi tweng
va phwong phap nghién ciru: M6 ta cit ngang,
dbi twong nghién ciu gdm 2 nhom: Nhom bénh
gém 50 BN XGDR diéu tri tai Bénh vién Quan y
103 tir 12/2021-07/2022; Nhém ching gdm 50
ngudi khoe manh. Két qua: Nong do trung binh
cia VTM B12 huyét twong & BN XGDR Ia
991,56 + 782,39 pg/mL, trung vi 845,5 pg/mL
cao hon ¢ ¥ nghia thong ké so vai nhom chimng
la 293,12 £+ 109,62 pg/mL, trung vi 254 pg/mL,
p<0,0001. C6 mdi lién quan giita ndong d6 VTM
B12 HT véi céc triéu chung 1am sang nhu vang
da niém mac (p=0,001), cb trudéng (p=0,0008) va
giai doan xo gan theo Child Pugh (p=0,016).
Néng d6 VTM B12 HT ¢6 mdi twrong quan thudn
v6i nong do bilirubin toan phan (r = 0.46;
p=0,0006), bilirubin truc tiép (r = 0.46;
p=0,0007) va ALT (r = 0.29; p=0,03). Két lun:
Néng d6 VTM B12 HT ting cao & BN XGDR.

Bénh vién Pa khoa tinh Béc Kan

“Hoc vién Quan Y

Chiu tradch nhiém chinh: Nong Van Diép

SDT: 0981125822

Email: nongvandiep1093@gmail.com

Ngay nhén bai: 10.7.2023

Ngudi phan bién khoa hoc: PGS. Nguyén Thi Hoa
Ngay duyét bai: 11.7.2023

Pham Vin Tran2, Nguyén Thi Mai Ly?,
Bui Khic Cuong?, Nguyén Vin Tuin?

C6 mébi lién quan giita nong 6 VTM B12 HT
v6i vang da niém mac, c¢d truéng va phan do
Child Pugh; C6 mbi twong quan thuén giita ndng
d6 VTM BI12 HT véi cac ndng do bilirubin toan
phan, bilirubin tryc tiép va hoat do ALT.

Tir khéa: Xo gan do ruou, vitamin B12, mbi
lién quan

SUMMARY
STUDY THE PLASMA VITAMIN B12
LEVELS IN PATIENTS WITH
ALCOHOLIC LIVER CIRRHOSIS
Aim: To determine the plasma vitamin b12
levels and the relationship between vitamin b12
levels and some clinical and subclinical
symptoms in patients with alcoholic liver
cirrhosis. Subjects: A cross-sectional study
including 50 alcoholic cirrhosis  patients
diagnosed and treated in Military Hospital 103,
from 12/2021-07/2022 and the control group
with 50 healthy participants. Results: The
plasma vitamin B12 of alcoholic cirrhosis
patients was 991.56+782.39 pg/mL, median
845.5 pg/mL significantly higher than that of
healthy controls was 293.12+109.62 pg/mL,
median 254 pg/mL), p<0.0001. There is a
relationship between the concentration of plasma
vitamin B12 with clinical symptoms such as
mucosal jaundice (p=0.001), ascites (p=0.0008)
and the Child Pugh stages (p=0,016). The plasma
vitamin B12 was positively correlated with total
bilirubin (r = 0.46, p=0.0006), direct bilirubin (r
= 0.46, p=0.0007) and ALT (r = 0.29, p=0.03).
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Conclusion: The vitamin B12 increased
significantly among patients with alcoholic
cirrhosis, suggesting the reduced store capacity
of damaged liver. In addition, the among
alcoholic cirrhosis, the plasma vitamin B12
levels were associated with mucosal jaundice,
ascites and cirrhosis, as well as the positively
correlated with the total bilirubin, direct
bilirubin, and ALT level. The result suggests the
prognostic value of plasma vitamin B12 in
patients

Keywords: Alcoholic liver cirrhosis, vitamin
B12, relationship

I. DAT VAN DE

Bénh gan man tinh xay ra ¢ hon 1.5 ti
ngudi va 2% trong s6 d6 1a nguyén nhan do
ruou [1]. Xo gan 1a giai doan cudi caa bénh
gan man tinh, gdy ra hon 2 triéu ngudi chét
mdi ndm [2]. Cac co ché lam dung ruou gay
ton thuong gan bao gébm suy giam chuyén
hoa gay tich trit lipid trong gan, tang cuong
phan ang viém tai chd va thuc ddy qué trinh
xo hoa [2].

Vitamin B12 (VTM B12) c¢6 vai tro quan
trong trong qua trinh chuyén hoa chat va
ning lugng, trong sy phén chia té bao, trong

tong hop nhan porphyrin, bién doi
ribonucleotid, tong hop protein & ribosom
[3].

Bénh gan ning do ruou lién quan dén
tang cudng van chuyén VTM B12 toan phan
tr md gan vao huyét tuong. B6 sung VTM
B12 thuc day tu stra chira va hdi phyc ton
thwong gan, lam cham tién trién cua xo gan
va dao nguoc tinh trang viém va xo hoda gan
[4]. Khi gan bj ton thwong nang, lién két
gitta VTM B12 va m6 gan bi pha va, du trir
B12 cua md gan giam dan t6i VTM B12
thoat ra khoi gan vao tuan hoan [4]. Trong
khi do, sy thiéu hut nghiém trong VTM B12
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trong bénh gan ning gay ra réi loan chic
ning chuyén héa & mé, mic du tong lugng
VTM B12 trong huyét twong ting cao [4].
Tuy nhién, cac nghién ctu vé ndng d6 VTM
B12 HT ¢ BN XGDR tai Viét nam con chua
day du. Vi vdy, dé tai nghién cru nham muc
tiéu: Xac dinh nong d6 VTM B12 HT va méi
lién quan giira nong do vitamin B12 huyét
trong v6i mot s6 triéu chang 1am sang, can
Iam sang trén BN XGDR.

1. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Péi twong

Nhom bénh gom 50 BN XGDR dugc
chan doan, diéu tri tai Bénh vién Quan y 103
tur 12/2021-07/2022.

Nhom chiing gém 50 nguoi khoe manh.

Tiéu chudn lwa chon nhém bénh

Chan doan xo gan khi c6 day du 3 hoi
chung: Hoi chiing suy té bao gan, hoi ching
tang ap luc tinh mach ctra va hoi chang thay
doi hinh théi gan.

Loai trr cac nguyén nhan giy xo gan
khac nhu nhiém virus viém gan B, virus
viém gan C va c6 cac bénh két hop.

Tiéu chudn lwa chon nhém chirng

Ngudi binh thuong, khoe manh d&én
kham suc khoe dinh ky tai Bénh vién Quan y
103 va c6 cac két qua xét nghiém can lam
sang trong gidi han binh thuong.

Gia tri tham chiéu cia vitaminBiz: sur
dung dai tham chiéu cia nong d6 VTM B12
HT tai khoa Sinh hoda, Bénh vién Quan y
103, binh thuong tr 180 - 914 pg/mL;
Giam< 180pg/mL; Tang: >914pg/mL.

2.2. Phwong phap nghién ciru

Nghién ctru duwoc thuc hién tir 12/2021-
07/2022 tai Bénh vién Quan y 103.

Khai thac tién su, bénh s, kham 1am
sang, xét nghiém can 1am sang dé lya chon
dbi twong nghién cuu.
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LAy méau tinh mach lic doi, ly tdm tach
huyét twong.

2.3. Céc chi tiéu nghién cwru

Mot sé diac diém lam sang: Tudi, gidi,
chan an, vang da, xam da, phu, sao mach,
ban tay son.

Mot sé dic diém cén 1am sang: Dinh
luong néng @ VTM B12 huyét tuong theo
nguyén Iy mién dich hoéa phat quang, trén
may UniCel DxI 800 (Beckman Coulter).

Xac dinh hoat do AST, ALT, GGT va
mot s chi s6 can 1am sang khac theo qui tinh
chuan.

Il. KET QUA NGHIEN cU'U
3.1. Phan b6 nong d6 VTM B12 theo tudi
Bdng 1. Nong dg VTM B12 HT theo tudi

Bénh nhan dugc kham Iam sang, xét
nghiém can 1am sang lya chon dbi tuong
nghién ctu. LAy mau tinh mach, ly tdm tach
huyét twong dé lam xét nghiém. Trong qua
trinh thu thap sé liéu ¢6 5 bénh nhan khong
thu thap duoc day du triéu ching 1am sang
nén khi phan tich méi lién quan giira ndng do
VTM B12 HT véi mot sé triéu chang 1am
sang chi dugc phan tich trén 45 bénh nhan.

2.4. Xir ly s liéu trén phan mém théng
ké SPSS 23.0.

Nh6m tudi _ Vitamin B12 .(pg/ml) :
n x +SD min - max trung vi
<40 tudi 6 989,83+1061,8 334-3135 616,5
40-60 tudi 34 997,15+784,09 296-4430 886
>60 tudi 10 973,6+672,0 407-2730 899,5
p 0,665

Kiém dinh Kruskal-Wallis cho thiy khéng

6 su khac biét vé nong do VTM B12 huyét

tuong giira cAc nhdm tudi cua bénh nhan xo gan véi p=0,665. Nhu vay, VTM B12 HT khong

phu thudc vao tudi.

3.2. Nong @9 VTM B12 HT giira nh6ém bénh va nhém chiing
Bdng 2. So sanh nong dé VTM B12 HT gi#a nhom bénh, nhém ching

VTM B12 (pg/mL)
Xo gan do rugu Nhom chirng
Min-Max 296-4430 130-513
Trung vi 845,5 254
x+SD 991,56+782,39 293,12+109,62
p=0.0000

So sanh nong d6 VTM B12 HT giita nhdm XGDR va nhém khée manh cho thiy, nhém
XGDR ¢6 néng ¢6 VIM BI12 HT cao hon c¢6 y nghia théng k& so voi nhém ching

(p<0.0001).
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Bdng 3. Lién quan bién d6i VTM B12 HT vdi xo gan

Nhém Bién d6i VTM B12 . Téng
Binh thwong Tang Giam

] n 42 0 8 50
Chirng % 84 0 16 100
Xo gan n 28 22 0 50
% 56 44 0 100
Téng n 70 22 8 100
% 70 22 8 100

Pearson chi2(2) = 32.800 Pr =0.000
Fisher's exact = 0.000

Phan tich lién quan cho thay mdi lién quan c6 ¥ nghia thong ké giita ty 1¢ bién doi nong
d6 VTM B12 HT va bénh 1y xo gan. Tang VTM B12 HT khong xay ra & nhom chirg, nhung
Xuat hién ¢ 22/50 (44%) BN XGDR.

3.3. Lién quan giira ndng do VTM B12 HT véi dic diém 1am sang

Bdng 4. Lién quan gi#a nong dé VTM B12 HT véi mgt sé trigu chirng 1am sang

‘A . VTM B12(pg/ml)
Triu chung n x+SD Min-max | Trung vi P
N Cé 33 | 1084,3+8654 | 311-4430 | 909
Chdn an Khong | 12 | 652,2¢280,5 | 296-1073 | 595 0,065
o Cé 40 | 1010,9+809,1 | 296-4430 | 855
Metmot Khong | 5 | 634,042795 | 313-1040 | 626 0,233
Vine da nic Cé 26 | 1235419213 | 311-4430 | 10385 | ..
ang caniemmac i hang | 19 | 6045482220 | 296-1073 | 564 !
Cé 15 | 1200,7+#813,6 | 334-3135 | 977
Xam da Khong | 30 | 8532:742.8 | 206-4430 | 6495 | 004
o C6 19 | 1094,6+10153 | 311-4430 | 955 0.765
Khong | 26 | 877,3t5442 | 296-2905 | 729
Sao mach Cé 17 | 1106,5+901,4 | 407-4430 | 996 0,087
a0 mac Khong | 28 | 885,6+692,8 | 296-3135 | 694 ’
B tav son Cé 18 | 10741:8922 | 334-4430 | 9955 | ..o
y Khong | 27 | 899,0+6965 | 296-3135 | 670 !
e Cé 5 | 1059,6£10355 | 467-2905 | 629
Rotloanythic ™ s " 40 | 957747534 | 296-4430 | 855 0,745
.| co 13 | 7050£230,2 | 417-1073 | 629
Xuathuyet tieu hoa= o ™ 30 | 1076,3+800,2 | 296-4430 | 9345 | 0202
. ] co 24 | 1012,3+794,1 | 334-4430 | 932
Tuanhoan bang e s ™51 | 9106£770,6 | 296-3135 | 629 0.237
b o Cé 29 | 1102,1+830,2 | 313-4430 | 977 0,003
g Khong | 16 | 727,8+618,1 | 296-2905 | 5635 !
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Xo gan giai doan C(‘)’n bu 4 510,75+171,79 296-670 538,5 0.067
' Matbu | 41 | 1013,80+797,93 | 311-4430 863 ’
Child A 5 572,2+329,8 296-1140 451
Xo gan Child Pugh| ChildB | 23 | 744,91+29191 | 311-1443 718 0,016
ChildC | 17 | 1389,12+1096,1 | 334-4430 1057

Két qua cho thay, c6 mdi lién quan giira
noéng d6 VIM B12 HT véi cac tridu chimg
lam sang nhu vang da niém mac (p=0,001),
¢ truéng (p=0,0008) va giai doan xo gan
theo Child Pugh (p=0,016). Khéng c6 su
khéc biét nong do VTM B12 HT giira cac

BN c6 hay khéng c6 cac trieu chang lam
sang khac nhu chan an, mét moi, xam da,
phu, sao mach, ban tay son, rdi loan y thuc,
xut huyét tiéu hoa, tuan hoan bang hé.

3.4. Twong quan giira ndng do VTM
B12 HT v6i mot s6 chi s6 hoa sinh

Béng 5. Twong quan giita nong dgp VTM B12 HT vdi mgt sé xét nghiém hoa sinh

Chi sé VTM B12
r p
Glucose (mmol/L) 0,02 0,87
Protein (g/L) 0,04 0,73
Albumin (g/L) 0,15 0,29
Bilirubin TP (umol/L) - 0,46 0,0006
Bilirubin TT (umol/L) -0,46 0,0007
AST (U/L) 0,23 0,10
ALT (U/L) - 0,29 0,03
GGT (U/L) 0,15 0,29
Cholesterol (mmol/L) 0,08 0,56
Triglycerid (mmol/L) 0,002 0,98
Ure (mmol/L) 0,05 0,68
Creatinin (umol/L) 0,03 0,82

Két qua phan tich chi ra mdi twong quan
thuan gitra nong ¢ VTM B12 va nong do
Bilirubin toan phan, Bilirubin tryc tiép va
ALT (p<0,05),

IV. BAN LUAN

Trong thoi gian ngin va ¢ mau han ché
(n=50), nghién ctu cua ching téi khéng ghi
nhan bénh nhan nir bi XGDR. Piéu nay phan
anh ddng thyc trang dich té tai Viét Nam va
phu hop véi cac nghién cau cia Pham Thi
Dung (2018) (100% nam gidi) [5] va Ha Thi
Hanh Dung (2019) 98% nam [6].

Nghién ctru cua Banker va CS nam 1987
da chi ra rang BN mic bénh gan c6 nong do
VTM B12 HT tang va muc do VTM B12
trong nhu md gan giam [7]. Két qua nghién
ctru cua ching tdi chi ra su ting cao ndng do
VTM B12 HT & BN XGDR so véi nhom
chang. 44% BN XGDR (22/50) c6 ndng do
VTM BI12 HT tang cao. Pang chu y, tang
VTM B12 HT lién quan véi giai doan xo gan
theo Child Pugh (p<0,05) goi y gia tri y
nghia tién luong cua B12 véi miac d6 ting
nang cia BN XGDR. Tuy nhién, can c6
nghién ctu véi ¢ mau 16n hon dé cé du
bang ching dua ra khuyén céo.
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Nong d6 VIM B12 ting cao hon & BN
XGDR ¢6 ¢b truéng, vang da niém mac, so
véi BN XGDR khoéng c6 cac triéu chung
trén. Mat khéac, nghién ctu cua chang téi chi
ra sy twong quan giira ndong 46 VTM B12 HT
va céc chi s6 xét nghiém can 1am sang lién
quan dén chirc ning gan va su pha huy té bao
gan nhu bilirubin toan phan, bilirubin truc
tlep va hoat d6 enzym ALT. Nhu vay, co
bang chiing goi ¥ V& mdi twong quan gitta
mtc d6 nang cua bénh véi mac do tang
VTM B12 HT. Méi tuong quan nay chi ra
rang véi su gia ting ton thuong té bao gan
(tdng enzym gan), VIM B12 HT ciing c6 xu
huéng cao hon. Ly do c6 thé 1a gan bi ton
thuong, giam chirc nang hap thu cobalamin
va cac chat twong tu tir mau [8]. Pong thoi,
gan tén thuong suy giam kha nang lién két
véi VTM B1, vai giam kha nang luu trir
transcobalamin, khién VTM B12 thoat ra
khoi té bao gan vao hé tuan hoan [8]. Vi vay,
& nhitng bénh nhan c6 ton thuong gan, thiéu
dudng VTM B12 c6 thé bi che mo bai su
taing VTM B12 do giam du trix trong té bao
gan. Céc nghién ctu vé muc d6 VTM B12
trong huyét twong va mo gan & nhimg nguoi
bénh gan do ruou goi Y rang ton thuong gan
c6 thé gay thiéu hut nghiém trong B12 ¢ md,
dan dén réi loan chirc nang chuyén héa mac
d tong lwong VTM B12 trong huyét twong
van tang [7]. Bén canh d6, nong do Bilirubin
phan &nh sy tic nghén va o tré trong gan,
hoat d6 ALT la chi s6 phan &nh ton thuong
man tinh t& bao gan. Sy twong quan thuan
v6i nong do Bilirubin (r = 0.46) va hoat do
ALT (r = 0.29), cling nhu sy lién quan gitra
tang VITM B12 va phan d§ xo gan goi Y gia
tri tién lwong cua nong d6 VTM B12.

V. KET LUAN

Nong d6 VTM B12 HT ting cao & BN
XGDR.
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C6 mdi lién quan giita néng d6 VIM
B12 HT véi vang da niém mac, c6 trudng va
phéan d6 Child Pugh;

Co6 mdi twong quan thuin gitta néng do
VTM B12 HT véi cac ndng d6 bilirubin toan
phan, bilirubin tryc tiép va hoat d6 ALT.
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NONG PO AMH HUYET THANH
O’ PHU NU’ TIEN MAN KINH KHOE MANH

Nguyén Thi Thanh Hwong?, Ping Thi Thu Thiy?,
Nong Thi Khanh Chi', Nguyén Thi Linh!, Nguyén Poan Diing’

TOM TAT

Nong d6 AMH huyét thanh 1a co s cho tng
dung 1am sang lién quan dén dau hiéu 130 hoa
budng treng ¢ phu nit. Muc tiéu: Méi lién quan
gita ndng do AMH huyét thanh voi cac hormon
sinh duc, dic diém sinh san va mét sb triéu
chang tién man kinh ¢ phu nit tién man kinh
khoe manh. P6i twong va phwong phap:
Nghién ctiu cit ngang dugc thyc hién trén 140
phu nit tién man kinh khoe manh c6 d6 tudi tir 35
— 45. Thu thap théng tin, dac diém lam sang bang
bo cau hoi phong van. Cac xét nghiém AMH,
FSH, LH, E2, prolactin, progesteron, testosteron
duoc thuc hién trén may Cobas E801, bang
phuong phap mién dich dién héa phat quang. Két
qua: Tudi trung binh cua nhém nghién ctu 1a
39,62 + 2,44 tudi, ndbng 46 AMH véi trung vi
(KTC 95%) 1a 1,12 (0,91 — 1,63) ng/ml; 1,02
(0,83 — 1,22) ng/ml; 0,48 (0,21 — 0,74) ng/ml lan
luot twong (ng voi cac nhém tudi 35 — 38; 39 —
42; 43 — 45 tudi, c6 su khac biét dang ké vé ndng
dd6 AMH theo nhém tudi voi p<0,05. Trong cac
triéu chang tién man kinh c6 triéu chimng kho thu
thai chiém ty 1& cao nhat (68,57%), kinh nguyét
khong déu (40%), béc hoa (27,9%), cd mdi lién
quan giita ndng do AMH vai triéu ching boc hoa

'Bénh vién Phy San Trung Uong

Chiu trach nhiém chinh: Nguyén Thi Thanh Huong
SPT: 0904982465

Email: thanhhuong3012@gmail.com

Ngay nhén bai: 29.6.2023

Nguoi phan bién khoa hoc: PGS.TS Pham Thién Ngoc
Ngay duyét bai: 4.7.2023

véi p<0,05. C6 méi twong quan nghich giira ndng
do AMH véi hormon sinh duc FSH va LH vai
p<0,05. Két luan: Nong do AMH thap co lién
quan dén tudi ngay cang ting ¢ phu nir, véi tinh
trang kinh nguyét va dic diém kinh nguyét trong
d6 tudi tién man kinh. C6 mdi lién quan gitra
AMH véi trieu chimg béc hoa. Khong cd mbi
tuong quan gitra AMH vai cadc hormon sinh duc
nhu E2, prolactin, progesteron,
nhung lai c6 méi twong quan nghich véi FSH va
LH.

Tir khda: AMH, tién man kinh, hormon sinh
duc

testosteron,

SUMMARY

Serum AMH levels are the basis for clinical
application in relation to ovarian aging markers
in women. Objectives: Relationship between
serum AMH levels and sex hormones and some
premenopausal symptoms in healthy
premenopausal women. Subjects and methods:
A cross-sectional analysis included 140 healthy
premenopausal women aged from 35 to 45 years.
Information collection, clinical characteristics by
interview questionnaire. Tests for AMH, FSH,
LH, E2, Prolactin, Progesteron, Testosterone
were analyzered on Cobas E801 machine, by
electroluminescence immunoassay. Results: The
mean age of the study group was 39,62 + 2,44
years old, the AMH concentration (median, 95%
CI) was 1,12 (0,91 - 1,63) ng/ml; 1,02 (0,83 —
1,22) ng/ml; 0,48 (0,21 - 0,74) ng/mi
corresponding to age groups 35 - 38; 39 — 42; 43
- 45 years old, there was a significant difference
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in AMH concentration by age group with p<0,05.
Among perimenopausal symptoms, the highest
rate was difficulty conceiving (68,57%), irregular
menstruation (40%), hot flashes (27,9%). There
is an inverse correlation between the
concentration of AMH and sex hormones FSH
and LH with p<0,05. Conclusions: Low AMH
levels are associated with increasing age in
women, with menstrual irregularities and
menstrual irregularities in perimenopause. There
is a relationship between AMH levels and hot
flashes. There is no relationship between AMH
and sex hormones such as E2, prolactin,
progesterone, testosterone, but there is an inverse
correlation with FSH and LH.
Keywords: Anti-mullerian
perimenopausal, sex hormones

Hormon,

I. DAT VAN DE

Anti-mullerian Hormon (AMH) la mot
loai glycoprotein, cé trong lugng phéan tu
140kDa, 1a thanh vién cua ho cac yéu to bién
d6i tang truong (TGF-B). O phu nit truong
thanh, AMH dugc san xuit va tiét ra doc
quyén boi céc té bao hat cua nang tring,
kiém soat viéc tuyén dung, chon loc va
truong thanh cua cac nang trimg so cap [1].
Nong d6 AMH khoéng thay do6i trong sudt
chu ky kinh nguyét va nong do nay khong
phu thudc vao mot sé hormon sinh duc khéc
nhu FSH, LH, E2, Progesteron. Nhitng dac
diém nay lam cho AMH tr thanh muyc tiéu
hdp dan véi cac nha 1am sang, dic biét trong
linh vuc san phu khoa va dé nghién ctu [2].
AMH rét nhay cam véi nhimng thay doi lién
quan dén tudi tac, ddy ciing 1a mot chi dau
quan trong duoc dung lam tiéu chi hé trg cho
viéc phan loai cac giai doan 140 hoa sinh san
theo phan loai Stages of Reproductive Aging
Workshop (STRAW +10) [3]. Mic du AMH
duoc nghién ctu rong réi trong nhiéu trudng
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hop nhu trong hd trg sinh san, hoi chiing
budng trimg da nang, khéi u budng trimg...
nhung nhitng lién quan gitta AMH véi cac
yéu té & phu nir tién man kinh (TMK) khoe
manh van con it. Vi vay muc tiéu nghién cau
cua ching t6i 1a xac dinh mdi lién quan &
phu nit TMK khoe manh giira nong d6 AMH
huyét thanh véi mot sé ndng do hormon sinh
duc trong huyét thanh, dic diém sinh san va
céc triéu chung cua TMK.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Péi tweng nghién ciru

% Tiéu chudn lwa chen

- Nghién ctu duoc thuc hién trén 140
phu nit trong d6 tudi tién man kinh tir 35 —
45 tudi, dugc danh gia theo tiéu chi cua
STRAW +10 [3] .

- Chua dugc thuc hién cac hd tro vé sinh
san (IUl, IVF, ICSI)

- Pdng y tham gia nghién cau

< Tiéu chudn logi trie

- Mic céc bénh ly cép tinh, man tinh,
bénh Iy vé budng trimg, ung thu budng tring
hay da phau thuat lién quan dén budng trimg
trude do.

- Thiéu nang sinh duc di truyén, mang
thai, mat kinh > 12 thang

2.2. Thoi gian va dia diém nghién ciu

- Thoi gian: tir 1/2023 — 4/2023

- Pia diém: C4c bénh nhan dén kham tai
Khoa Kham bénh cua bénh vién Phu san
Trung Uong. Cac xét nghiém AMH, FSH,
LH, E2, Prolactin, Progesteron, Testosteron
duoc thyuc hién tai Khoa Sinh héa — BV Phu
san Trung Uong.

2.3. Phuwong phap nghién ciu

< Thiét ké nghién creu: Nghién ctu cat
ngang

% Chi tiéu nghién ciru
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- Cac phu nit dén kham dugc do chiéu
cao can nang, khai thac bénh str, tién st san
phu khoa, tinh trang kinh nguyét hién tai, cac
triéu chiing cua tién man kinh theo bo cau
hoi o san.

- Céc xét nghiém AMH, FSH, LH, E2,
Prolactin, Progesteron, Testosteron duocC
thuc hién vao ngay 2 — 3 vong kinh. Tuy
nhién d6i véi mot sé phu nir ¢6 triéu ching
mat kinh < 12 thang (nam trong triéu chiing
cua tién man kinh), c6 thé l1dy mau lam xét
nghiém ngay khi dén kham bénh.

% Ky thugt si¢ dung trong nghién crru:
Céc xét nghiém duoc thuc hién trén may

1. KET QUA NGHIEN cUU
Bdng 3.1. Pdc diém ciia nhom nghién ciru

Cobas E801 bing phuong phap mién dich
dién hda phét quang.

% Phwong phdp phan tich sé ligu:

- Sir dung phan mém SPSS 20.0, théng
ké phi tham sé do dir liéu c6 do léch cao. Céc
thir nghiém don bién cho bién phan phdi
khong chuan Wilcoxon va Kruskal-Wallis.

- Péi voi nhitng phy nit ¢ néng do
AMH thip hon LOD (gi6i han phéat hién) thi
gia tri AMH duoc tinh bang cach st dung
LOD/2, day la gia tri nam giira 0 va LOD.
Vi AMH trong nghién ciru cua chung toi c6
LOD: 0,0098 vay véi nhitng phu nir c6 AMH
< 0,0098 ng/ml thi gia tri dugc lay la 0,0049
ng/ml.

va méi lién quan véi AMH huyét thanh

. aeX AMH (ng/ml
Djc diém chung Median (r(<Tgc 95)5%) P
Tudi (Mean * SD) 39,62 + 2,44
Phan nhém tudi n(%)
3538 50 (35,7) 1,12 (0,91 —1,63)
39— 42 71 (50,7) 1,02 (0,83—-1,22) [<0,001
43— 45 19 (13,6) 0,48 (0,21 —0,74)
Tudi hanh kinh (Mean + SD) 14,58 + 1,57
Phan loai tudi hanh kinh n(%)
<14 78 (55,7) 0,97 (0,85 — 1,16)
15-17 56 (40) 1,06 (0,77 -1,25) | 0,446
18-20 6 (4,3) 0,72 (0,04 — 2,42)
Tubdi mang thai (Mean + SD) 25,84 + 4,41
Phan loai tudi mang thai lan dau n(%)
<19 11 (8,9) 0,92 (0,26 —1,3)
20-24 35 (28,5) 0.83(0,54-118) | o0
25-29 55 (44,7) 1,05 (0,79 — 1,17) ’
>=30 22 (17,9) 1,28 (0,85 — 2,27)
S6 con di c6 N(%)
0 23 (16,4) 1,09 (0,65 — 1,82)
1-2 106 (75,7) 0,98 (0,82—-1,16) | 0,212
3-4 11 (7,9) 0,80 (0,21 — 1,11)
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Tinh trang kinh nguyét
th‘)ng déu 56 (40,0) 0,6 (0,38 —0,82) <0.001
béu 84 (60,0) 1,16 (1,03-1,43) ’
Triéu chieng réi loan kinh nguyét
Khéng c6 tri¢u chirng 51 (36,4) 1,16 (1,05 - 1,39)
Chu ky ngan 26 (18,6) 0,71 (0,401 —1,44)
Chu ky dai < 2 thang 29 (20,7) 0,86 (0,35 —1,59)
2 thang < Mat kinh < 12 thang 7 (5,0) 0,0049(0,0049 — 0,125) | 0,001
Rong kinh 6 (4,3) 0,859 (0,385 — 2,41)
Kinh it 12 (8,6) 1,14 (0,88 — 2,25)
Cuong Kinh 9(6,4) 1,405 (0,62 — 3,15)

Tudi trung binh caa nhom nghién ciu la
39,62 + 2,44 tudi, trong d6 do tudi tir 39 — 42
chiém ty 1& cao nhat 50,7% va c6 mdi lién

nong do AMH vai tinh trang kinh nguyét va
cac triéu chang réi loan kinh nguyét & phu
nit TMK. Tuy nhién, khéng c6 mai lién quan

gitta AMH véi tudi bat dau hanh kinh, tudi
mang thai lan dau.

quan gitra ndng d6 AMH véi phan loai nhém
tudi o phu nit TMK. C6 méi lién quan giira

Bdng 3.2. Trigu ching tién man kinh va méi lién quan véi AMH huyét thanh

Triéu chieng tién man kinh n (%) Meg\ig/ln%((r]lgé:ngg%) p
Triéu chitng bdc héa
Khong 101 (72,14) | 0,99 (0,85 — 1,24) 0,017
C6 30 (27,86) | 0,817 (0,29 1,10)
Kho thu thai
Khong 44 (31,43) 0,08 (0,73 — 1,17) 0,301
C6 96 (68,57) | 0,95 (0,81 —1,16)
Hay lo ling/héi hop
Khéng 101 (72,14) | 0,982 (0,82 1,16) 0,293
C6 39 (27.86) | 0,925 (0,76 — 1,16)
D& ting cin
Khong 85 (62,86) | 0,99 (0,85 1,16) 0,404
C6 55(39,29) | 0,902 (0,62 — 1,20)
Pau nhirc xwong khép
Khong 88 (62,86) 1,00 (0,87 — 1,36) 0,070
Co 52 (37,14) | 0,84 (0,68 1,13)
Réi loan giic ngii
Khong 104 (74,29) | 0,94 (0,81 — 1,12) 0,037
Cé 36 (25,71) 1,07 (0,77 — 1,41)

Trong cac triéu chiing vé tién mén kinh caa dbi twong nghién ctu thi triéu chung kho thu
thai chiem ti I¢ cao nhat (68,57%), roi loan giac ngu chiém thap nhat (25,71%). C6 moi lién
quan gitra nong d6 AMH véi triéu ching boc hoa (p<0,05).
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Bing 3.3. Moi twong quan giiva néng dp AMH huyét thanh véi mét so6 hormon sinh duc

Xeét nghiém OR (KTC 95%) p
FSH -0,038 (-0,053 — -0,022) <0,001
LH -0,048 (-0,087 — -0,009) 0,016
E2 0,003 (-0,006 — 0,012) 0,561
PRL 0 (-0,001 - 0,001) 0,615
PRG -0,041 (-0,34 — 0,258) 0,783
TES 0,627 (-0,044 — 1,298) 0,066

M6 hinh hdi quy & bang 3.3 cho thiy
nong d6 AMH co tuwong quan tuyén tinh
nghich véi xét nghiém FSH vi OR=-0,038
(KTC 95%: -0,053 — -0,022; p < 0,001) va
LH véi OR=-0,048 (KTC 95%: -0,087 — -
0,009; p=0,016). Khong c6 mdi tuong quan
gita AMH vé6i xét nghiém E2, Prolactin,
Progesterone va Testosterone.

IV. BAN LUAN

AMH 14 chi s6 dé danh gia dy trir budng
tring ¢ phu nir da dugc ap dung trong thuc
hanh 1am sang hién nay nhu mot cong cu dé
chan doan va tién luong. AMH rat nhay cam
V6i nhitng thay d6i lién quan dén tudi tac.
Sau khi ting cho dén tudi truong thanh sém,
nong d6 AMH s& giam dan khi tudi cang cao.
Nong ¢ AMH huyét thanh cia tirng c& nhan
phan anh chinh xac kich thudc cua nang
trimg, dai dién cho sé luong cac nang trang
nguyén thuy con lai. Do d6 AMH thay doi
dang ké va khong giéng nhau ¢ phu nit c6
cing do tudi, diéu d6 cho phép AMH du
doan chiéu dai con lai cua chu ky kinh
nguyét & nguoi phu nit [4] . Nghién ctu cua
chtng t6i cling phu hop véi cac bao céo khac
vé mdi lién quan nghich giita tudi tac va
nong d6 AMH.

Trong nghién ctu cua chadng t6i, khong
c6 mbi lién quan gita AMH véi cac dic
diém V& sinh san nhu tudi bat dau hanh kinh,
tudi mang thai lan dau va sé con di co. Két
qua nay cting phu hop vai nghién cau cua

mot sb tac gia khac. Nghién ctu cua tac gia
Christiana [5] ciing cho thdy khong c6 mdi
lién quan nao dugc tim thay gitra AMH véi
ddc diém sinh san ¢ phu nit TMK. Két qua &
bang 3.1 cho thidy c6 méi lién quan giira
nong do AMH vai tinh trang kinh nguyét va
r6i loan kinh nguyét & phu nix tién méan kinh.
O nhitng phu nit ¢6 tinh trang kinh nguyét
khong déu, nong d6 AMH 0,6 (0,38 — 0,82)
thip hon c6 ¥ nghia so v&i phu nit c6 kinh
nguyét déu 1,16 (1,03 — 1,43). O phu nit c6
triéu ching réi loan kinh nguyét véi triéu
chang mat kinh trén 2 thang va dudi 12
thang c6 nong do AMH thip hon han so véi
phu nix 6 triéu chung cuong kinh, rong kinh.
Diéu d6 cho thay su phu hop vé mat sinh ly
cling voi sy 130 hoa budng trimg, tuy nhién
diéu @6 ciing cho thiy su thay d6i nong do
AMH ciing nhu cac dau hiéu vé 4o hoa
budng tring khéng gidng nhau & phu nir
cung trong do tudi tien man kinh.

Triéu ching vé tién man kinh & dbi tuong
nghién ctru cia ching t6i cling kha da dang,
hay gap nhét 14 triéu ching kho thu thai, diéu
nay co thé ly giai do nhu cau dén kham va
chira vo sinh ¢ d6i twong phu nir trong do
tudi tién man kinh kha cao ¢ bénh vién cua
ching t6i. Tuy nhién, khong c6 mdi lién
quan giita néng do AMH véi triéu chang trén
cling nhu mot vai triéu chung khac nhu hay
hdi hop danh tréng nguc, dé& ting céan, rdi
loan giac ngi. Chi ¢ triéu ching béc hoa 1a
c6 mdi lien quan véi nong do AMH Vi
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p<0,05. Két qua vé mdi lién quan nay cua
chung t6i ciing twong ddng véi mot nghién
ciru & Han Quéc cua tac gia Sundu vé nong
d6 AMH thap co lién quan dén viéc ting
nguy co mac céc triéu chang van mach (bbc
hoa va d6 md hoi) khoi phat som & phu nir
trong do tudi tién man kinh [6] .

Két qua nghién ctu cua ching toi chi ra
c6 mbi twong quan nghich dang ké gitra nong
d6 FSH va LH. Khdng c6 méi twong quan
véi E2, Prolatin, Proges va Testos. Két qua
nay phl hop vai hau hét cac nghién cau [7] ,
[8] . Trong giai doan tién man kinh chirc
nang budng tring thay d6i din dén nhiing
thay ddi trong cac hormon sinh duc & giai
doan nay. Nong do FSH phai tang 1én dé duy
tri chic ning cua budng tring trong chu ky
va nong d6 E2 giam dan do n6 dugc san xuat
b&i cac nang noan.

AMH cho thay c6 nhiéu dic diém thuan
loi dé st dung trong linh vuc 1am sang. Tinh
doc 1ap cua né véi cac dac diém trong chu ky
kinh nguyét, sinh san, thoi gian va nhan trac
hoc khién no6 tré nén hap dan dbi véi nhiing
ung dung Iam sang ¢ phu ntr.

V. KET LUAN

Nong d6 AMH thap c6 lién quan dén tuoi
ngay cang tang cua phu nir, vadi tinh trang
kinh nguyét va rdi loan kinh nguyét trong do
tudi tién man kinh ¢ phu nit. C6 méi lién
quan giira nong d6 AMH Vi triéu chiing bbc
hoa. Khéng c6 méi lién quan giita AMH véi
cac hormon sinh duc nhu E2, prolactin,
progesteron, testosteron, nhung lai ¢4 mbi
tuong quan nghich véi FSH va LH.
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PANH GIA MU’C PO TUONG PONG CUA CAC PHUONG PHAP
XET NGHIEM HBA1C TREN CAC BENH NHAN MANG BIEN THE HBE

TOM TAT

Pit van dé: Phuong phap sic ky & luc
Boronate (Boronate Affinity Chromatography-
HPLC) va phuong phap mién dich wc ché do do
duc (Turbidimetric Inhibition Immunoassay-
TINIA) c6 két qua twong quan tt, khdng cd su
khac biét gitta hai phuong phap khi phan tich
trén mau mau hemoglobin binh thuwong. Muc
tiéu: So sanh do chénh léch va d6 twong quan vé
két qua HbAlc giita phuong phéap sic ky ai luc
Boronate (Premier Hb9210, Trinity Biotech) vai
phuong phap mién dich do do duc (Cobas ¢513,
Roche Diagnostics) trén bénh nhan dai duong va
bénh nhan mang bién thé Hemoglobin E. Déi
twong va phwong phap nghién ciu: nhom 1:
50 mau mau toan phan bénh nhan dai duong tai
Khoa Hoa sinh — Bénh vién Bach Mai; nhom 2:
40 mau mau toan phan c6 két qua dién di bat
thuong va6i dinh HbE tai Khoa Hoa sinh, Vién
Huyét hoc - Truyén mau Trung Uong tir thang
05/2023 dén thang 06/2023. HbAlc dugc phan
tich trén hé thdng Premier Hb9210 va Cobas
¢513 tai Khoa Hoa sinh, Bénh vién Bach Mai.
Tiéu chuan chap nhan su do léch nho hon téng

'Khoa héa sinh — Bénh vién Bach Mai

2Khoa hoa sinh — Vién Huyét hoc truyén méau
Trung wong

Chiu trach nhiém chinh: Pao Huyén Quyén

SDT: 0982128503

Email: quyenhsbm@gmail.com

Ngay nhén bai: 10.7.2023

Ngudi phan bién khoa hoc: PGS Nguyén Thi Hoa
Ngay duyét bai: 11.7.2023

Pio Huyén Quyén!, Nguyén Thiy Ngal,
Uéng Thi Thu Hwong?, Vii Thi Hwong?

sai sO cho phép (TEa) <6% quy dinh Chuong
trinh qudc gia chan hoa GlycoHemglobin. Két
qua: bo léch HbAlc gitra Hb9210 (HPLC) va
513 (TINIA) trong 2 nhém lan luot 12 2.60%,
0,556% déu nho tiéu chuan do chénh léch cho
phép la 6% HbAlc. Trong nhém HbE su khéac
biét gitra 38/40 (95%); twong quan manh, phuong
trinh tuwong quan la y = —0,505 + 1,1 * x vai
Pearson Correlation: 0,862.. Do léch két qua
HbAlc 6,5% la 2,23%, nho hon 50% TEa_ tiéu
chuan CAP la 3%. Két luan: Két qua HbAlc
phuong phap sic ky i luc Boronate va mién dich
rc ché do dd duc trén mau cua bénh nhan dai
duong va bénh nhan mang bién thé HbE c6 do
chénh léch nho hon tiéu chuan do chénh léch cho
phép 6% (NGSP) va hai phuong phap cé su
tuong quan rét chit.

Tir khéa: Mién dich uc ché do do duc, sic
ky ai luc Boronate, HbAlc, bénh hemoglobin

SUMMARY
EVALUATION OF THE
CORRELATION OF HBAL1C TESTING
METHODS AT BACH MAI HOSPITAL
ON PATIENTS CARRYING THE HBE
VARIANT
Background: Boronate Affinity
Chromatography (HPLC) and Turbidimetric
Inhibition Immunoassay (TINIA) have excellent
compatibility; there is no distinction between the
two methods analyzed using a sample of normal
hemoglobin. Objectives: Comparison of the
difference and correlation of results between
Boronate affinity chromatography (Premier
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Hb9210, Trinity Biotech) and Turbidimetric
Inhibition Immunoassay (Cobas ¢513, Roche
Diagnostics) in HbAlc quantification in whole
blood samples of diabete patients and patients of
Hemoglobin E variant carrier. Materials and
methods: group1:50 random samples of diabete
patients at the Department of Biochemistry -
Bach Mai Hospital; group 2: 40 samples had
abnormal electrophoresis results with HbE peak
at the Department of Biochemistry, National
Institute of Hematology and Blood Transfusion
from May 2023 to June 2023. HbAlc were
analyzed on Premier Hb9210 and Cobas c513
systems at Department of Biochemistry, Bach
Mai Hospital. Accepted method of assessment is
when the difference between the two methods is
less than TEa 6% according to National
Glycohemoglobin  Standardization ~ Program.
Results: The HbAlc test results between the two
methods HPLC and TINIA in the two groups
diabete and with HbE showed that the difference
were 2.60, 0.556% less than 6%. The difference
of groups with HbE within the limit with 38/40
samples ( 95%); the two methods have strong
correlation in HbAlc quantitative results, the
correlation equation for test results is y = —0.505
+ 11 * x with Pearson Correlation:
0.862.Calculating the difference according to the
linear regression model) at 6.5% HbAlc
(diabetes diagnostic threshold) the difference
between the two machines is 2.23%, smaller
than50% TEa_CAP(3%). Conclusion: The
results of HbAlc between Boronate Affinity
Chromatography and Turbidimetric Inhibition
Immunoassay in samples of diabete patients and
samples of patients carrying the HbE variant had
a difference of less than the 6% (NGSP) and the
two methods have a strong correlation.
Keywords: Boronate
Chromatography, HPLC,

Affinity
Turbidimetric
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Inhibition Immunoassay, HbAlc,

hemoglobinopathy.

I. DAT VAN DE
HbAlc duoc coi la chi sb

va dugc st dung phd bién dé chan dodn va

dang tin cay

danh gia ndng d6 glucose huyét trong co thé
trong 3 thang qua [1], [2], [6]. Hiép hoi Pai
thao duong Hoa Ky (ADA) khuyén cao cic
phong xét nghiém nén lya chon cac phuong
phap do HbAlc ma da dugc chirng nhan boi
Chuong trinh Qubc gia vé chuan hoa
Glycohemoglobin [3], [7]. Hién nay, co
nhiéu phuong phéap do HbAlc tuy nhién co
mdi phuong phap co nhimng han ché va uu
diém khac nhau. Nghién ctru gan ddy cho
thiy bénh huyét sic t6 c6 thé anh hudng dén
phép do HbAlc, va dua ra nhan dinh muc d6
HbAlc c6 két qua thip ¢ nhitng bénh nhan
c¢6 ¢6 mang bién thé hemoglobin bat thuong
[2], [4], [9]. Khoa Hoéa Sinh bénh vién Bach
Mai hién nay dang st dung 2 phuong phap
do HbAc la sic ky 4i luc Boronate (HPLC)
va mién dich do d§ duc (TINIA). Trudc khi
dua vao su dung may, khoa da khao sat
tuong quan gifta 2 phuong phap nay trén
nhém bénh nhan dai duong khong c6 bién
hemoglobin bat thuong cho thdy 2 phuong
phap nay c6 mdi twong quan rat chit. Viét
Nam ndm khu vuc Pong Nam A ving co
HbAiC nhiéu bénh nhan mang bién thé
Hemoglobin bét thuong dic biét 1a HbE
chiém ty 1& phd bién [2], day 1a yéu t6 anh
huong dén phép do HbA lc vi vay dé tai duoc
thuc hi¢én véi muc ti€u: So sanh dp chénh
léch va dp twong quan vé két qui HbAIc
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mdu todn phén giita phwong phdp séc ky di
luc Boronate (Premier HDb9210, Trinity
Biotech) véi phwong phdp mién dich do d
duc (Cobas c513, Roche Diagnostics) trén
bénh nhén mang bién thé Hemoglobin E.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

< Nhém 1: 50 miu mau toan phan cua
bénh nhan dai duong tai Khoa Hoéa sinh -
Bénh vién Bach Mai.

% Nhom 2: 40 mau mau toan phan cé két
qua dién di bat thuong véi dinh hemoglobin
E (HbE) tai Vién Huyét hoc - Truyén mau
Trung Uong tir thang 05/2023 dén thang
06/2023.

Tiéu chudn chen mdu: Mau mau bénh
nhan chan doan dai duong va mau mau duoc
xac dinh c6 bién thé HbE bang phuong phap
dién di mao quan.

Tiéu chuan logi tree:

e Bénh thiéu méu tan huyét.Bénh thiéu
mau do thiéu sat.

Bénh nhan hoi phuc sau mat mau cap
tinh, Bénh nhan mic HbSS, HbCC va HbSC,

1. KET QUA NGHIEN cU'U

Bénh nhan duoc chin doan suy than man
tinh.

% Dja diém nghién ctru: Khoa Hoa sinh,
Bénh vién Bach Mai.

2.2. Phuwong phap nghién ciru

% Thiét ké nghién ctru: Ma ta cat ngang.

% C& mau: 90 mau mau toan phan trong
d6 50 mau toan phan bénh nhan chan doan
dai duong va 40 mau toan phan bénh nhan c
bién thé HbE.

< Phuong phap chon mau: Chon mau
thuan tién

% Trang thiét bi:

May xét nghiém Cobas ¢513, hang Roche
Diagnostics va hda chat chinh hang.

Premier Hb9210, hdng Trinity Biotech va
hoa chat chinh hang.

+ Noi dung nghién cau:

Pbi tuong nghién ctu: Bénh nhan dai
duong va bién thé hemoglobin E.

Tiéu chuan duoc chip nhdn 1a khi do
chénh léch cta hai phuong phap nho hon
TEa la 6% duoc quy dinh boi NGSP.

Hé sb twong quan Pearson Correlation
danh gia mac do twong quan.

Bing 1. P§ léch két qui HbAlc gita hai phwong phdp HPLC va TINIA ciia bénh

nhdn ddi thdo dwong

Method/ Differences N Min Max Mean
Hb9210 50 4,40 10,90 5,78

Cobas c513 50 4,36 10,80 5,63
Bias 50 0.15

Bias (%) 50 2.60

Nhdn xét: Trong 50 mau ngau nhién, d6 chénh léch HbA lc giita hai phwong phap HPLC
va TINIA 12 2.60% < 6% tiéu chudn cho phép cia NGSP.
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Scatter Plot (Spec)
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Biéu @6 1. Biéu do Passing Pablok Regression so sanh do twong quan cua phwong phap
HPLC va TINIA ciia bénh nhdn dai thao dwong
Nhdén xét: Trong nhom 1, két qua HbAlc giita phuong phap HPLC va TINIA twong dong
véi Pearson Correlation: 0,9964 v&i 100% mau dat tiéu chi vé 1&ch bias.
Bdng 2. Dy chénh léch két qud giita hai phwong phip HPLC va TINIA trén mdu cé
dién di bit thwong vdi dinh hemoglobin E

Method/ Differences N Min Max Mean Median
Hb9210 40 4,90 5,90 5,40 5,35
Cobas c513 40 4,59 5,98 5,42 5,40
Bias 40 -0,31 0,34 0,02 0,03
Bias (%) 40 -6,33 6,42 0,41 0,556

Nhdn xét: Trong 40 mau nhom 2, @6 chénh léch HbAlc giita hai phuong phap HPLC va
TINIA 12 0,556 % < 6% tiéu chuan cho phép ctia NGSP.
Bing 3. Pj chénh léch két qua giita hai phwong phdp HPLC va TINIA tai nguwing
HbAlc 6,5%
Regr. Method Level (%) Bias | 95% LCL | 95% UCL | Bias (%)
Passing Pablok Regression 6,5 0,145 -0,13 0,36 2,23
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Biéu dé 2. Biéu do Passing Pablok Regression so sanh d¢ chénh léch ciia phwong phdp
HPLC va TINIA tai mirc HbAlIc 6,5%
Nhdan xét: Do chénh léch HbAlc gitta hai phuong phap HPLC va TINIA 1a 2,23% nho
hon d6 chénh 1éch t6i da cho phép tai ndng d6 nay 1a 3% (50% TEa_CAP).
Bdng 4. Dy twong quan HbAIc giita phwong phap HPLC va TINIA
Method Correlation Method Estimate p-Value
HPLC vs TINIA Pearson 0,862 <0,001

fii

T
10 a3 i A “n s0 L3 sa L an 6o &2 na

Biéu dé 3. Biéu do Passing Pablok Regression so sanh dp twong quan ciia phwong phdp
HPLC va TINIA trong méu c6 di¢n di bét thuwong véi dinh hemoglobin E
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Nhdn xét: Trong nhém 2, két qua HbAlc
gita phuong phap HPLC va TINIA c6 do
tuong quan €ao voi phuong trinh twong quan
két qua xét nghiém 1a y = —0,505 + 1,1 * x
v61 Pearson Correlation: 0,86

IV. BAN LUAN

Qua nghién ctu nay, chung téi da ghi
nhan d6 chénh léch vé két qua HbAlc giita
Hb9210 (HPLC) va c513 (TINIA) trong 2
nhém lan luot 1a  2.60%, 0,556% déu nho
tiéu chuan do chénh léch cho phép 1a 6%
(NGSP) (bang 1-2). Tai mic HbAlc 6,5%
(ngudng chan doan dai thao duong), do
chénh 1éch két qua HbAlc giita hai phuong
phap 1a 2,23% < tiéu chuan do chénh léch
cho phép tai néng do nay 1a 3% (50%
TEa_CAP) (bang 3). Két qua chung tuong tur
nghién ctru tac gid Xiaobin Wu (2016) cho
thdy hai phuong phip do trén hé may
Premier Hb9210 va Roche ¢501 cho hiéu
sudt t6t véi CV% nho hon tiéu chuan cho
phép. Hiéu suat cao vé do chinh xic, do
tuyén tinh, ctia 2 phuong phap nay phu hop
v6i cac nghién ctru trude day va tiéu chuan
cuia nha san xuat dua ra [3].

Nghién ctru so sanh phan tich hdi quy
Passing-Bablock, & nhom dir liéu ngoai kiém
CAP va nhom miu ngiu nhién, ghi nhan két
qua HbAlc gilta phuong phip HPLC va
TINIA tuong dong véi Pearson Correlation
lan luot 13 0,999 va 0,957. Véi nhém mau
mang bién thé HbE, két qua HbAlc giita
phuong phap HPLC va TINIA c6 do tuong
quan rit chat ché v6i phuong trinh twong
quan két qua xét nghiém 1a y = —0,505 + 1,1
* X voi Pearson Correlation: 0,86. Nghién
ctru Xiaobin ciing cho két qua c6 mdi twong
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quan rat chit giita 2 phuong phap niy
Passing-Bablok: Y = 0,96 (CI 95%: 0,93 dén
1,00) [3]. Hé sb tuong quan cua nghién ciru
nay cao hon cua nghién ctru cua chung t6i do
chon miu cua chung t6i toan bd mau bénh
nhan c6 bién thé HbE, con cua tac gia bao
gdém ca mau bénh nhan binh thudng va bénh
Iy vé Hemoglobin.

Mot nghién clru cua tac gia Manthana
Mitchai (2021) di cho két qua HbAlc trong
16 truong hop HbE ddng hop tir va 2 trudng
hop CSEA Bart's khong thé phat hién duogc
bang phuong phap dién di mao quan mic du
van c6 thé do dugc biang phuong phap
TINIA [2]. Nghién ctu chung t6i lya chon
mAu bénh nhan c6 mang bién thé HbE, két
qua HbAlc gitta 2 phuong phap HPLC va
TINIA c¢6 tuong quan rat chat. Két qua nay
turong ty mot sd nghién ciru trude day ciing
dua ra két luan két qua phép do HbAlc phan
tich bang may mao quan 2FP, Roche ¢501 va
Premier Hb9210 khong bi anh hudng béi su
hién dién cta bién thé HbE [3], [5].

V. KET LUAN

Phuong phap sic ky ai lyc Boronate
(HPLC) va mién dich c ché do do duc
(TINIA) c6 d6 chénh léch két qua nam trong
tiéu chuan do chénh léch cho phép cua
NGSP va twong quan rat chit trong xét
nghiém HbAlc trén miu méu clia bénh nhan
dai duong va bénh nhan mang bién thé HbE.

V1. LO1 CAM ON

Nhom nghién ctru cam on Cong ty Roche
Diagnostic Viét Nam d3 hd trg thuc hién dé
tai nghién ciu nay.Viéc cong bd két qua
nghién ctru nay khong c6 xung dot 1gi ich.
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U’'NG DUNG KY THUAT SAC KY LONG GHEP KHOI PHO (LC-MS/MS)
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TOM TAT

Pit van dé: Phoi nhiém thudc trir sau tai
DPBSCL lan dau tién dugc ung dung ki thuat sic
ky long ghép khéi phd (LC-MS/MS) dinh luong
chat chuyén hoéa Dialkyl phosphate (DAPS) trong
nudc tiéu cua ngudi ndng dan phun thude trir sau,
muc tiéu xac dinh tinh trang phoi nhiém thudc
trir sdu goc phospho hitu co (OP) ciia ngudi dan
phun thudc tai tinh An Giang, Pong bang Séng
Ctu Long. Phwong phap: Nghién ctiu cat ngang
mo ta trén 748 dbi twong. Két qua: Tong DAPs
nhoém phun thuéc so véi nhém ching 1a 1672,2
ng/ml so véi 623,8 ng/ml, trong 6 chat chuyén
hoa tim thdy DMTP c6 ndéng do cao nhit ¢ hai
nhoém lan luot 1a 1003,8 ng/ml so véi 302,4
ng/ml. Nong d6 trung binh PChE hai nhém lan
luot la 6023 + 1399 so véi 7362+ 1318 (UI/L),
phan tich Pearson ¢ quan nghich giira ndng do
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DAP so véi PChE véi R 1a -0,129 va P < 0,001.
Két luan: Viéc ung dung ky thuat sic ky long
ghép khdi phé (LC-MS/MS giam sét tinh trang
phoi nhidm thudc trir sdu OP la can thiét. Cuy thé
nhitng ngudi phoi nhiém thudc trir sdu c6 nong
d6 DAP cao hon nhom khong phoi nhiém, két
qua la bang chig vé nhiing rui ro khi tiép xdc
véi hoa chit bao vé thuc vat.

Tir khod: Phoi nhiém thudc trir siu, sic ky
long ghép khéi phd (LC-MS/MS), phospho hitu
CO.

SUMMARY
APPLICATION OF LIQUID
CHROMATOGRAPHY- MASS
SPECTROMETRY (LC-/MS/MS) IN
THE ASSESSMENT Of
ORGANOPHOSPHATE PESTICIDE

EXPOSURE IN AN GIANG PROVINCE

Introduction: The first application of liquid
chromatography-mass spectrometry (LC-
MS/MS) in the exposure to pesticides in the
Mekong Delta. Objective: to determine the
exposure status of OPs-based pesticides of
spraying people in An Giang province, the
Mekong Delta. Methods: A cross-sectional
descriptive study on 748 subjects. Results: Total
DAPs in the spray group compared with the
control group was 1672,2 ng/ml and 623,8 ng/ml.
Among the 6 metabolites, DMTP was found to
have the highest concentration of both groups at
1003,8 ng/ml and 302,4 ng/ml. The mean PChE
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concentrations of the two groups were 6023 +
1399 UI/L vs 7362 + 1318 (UI/L). Pearson's test
analysis had an inverse relationship between
DAPs and PChE concentrations with R -0.129
and P < 0.001. Conclusion: The application of
liquid chromatography-mass spectrometry (LC-
MS/MS) technique to monitor OP pesticide
exposure is practical. Specifically, those exposed
to pesticides had higher levels of DAP than the
non-exposed group, a result that is evidence of
the risks associated with pesticide exposure.

Keywords: Pesticide exposure, Liquid
chromatography-mass spectrometry (LC-
MS/MS), Organophosphate

I. GIO1 THIEU

DPong bang song Ctru Long, ngudi dan
noi day st dung thubc trr siu binh quéan
0,27 kg/loai va mdi mua vu st dung trung
binh 7 loai thudc khac nhau, nghién ctru cho
théy 64 loai thudc khac nhau da dugc st
dung trong canh tac lta & cac tinh Can Tho
va Tién Giang, bao gom ca loai thudc trir sau
bi cam, nhu methyl parathion va
methamidophos (cac hop chat phosphor hitu
¢0),®) Nguoi dan sir dung ngay cang nhiéu
chét doc hai, khong dugc kiém soat, khong
theo huéng dan nha san xuét, kém theo sy
hiéu biét con han ché, khong st dung va sir
dung bao ho lao dong khong dung cach, diéu
nay anh hudng dén sirc khoé va tac dong lén
moi truong 1a dicu kho tranh. Viéc danh gia
phoi nhidm thudc trir sdu phosphor hitu co
rat phtic tap phu thudc nhiéu yéu té thoi gian,
mirc 46, lidu lugng tiép xtc, phuong phap
phat hién can c6 do nhay va d¢ dac hi€u cao,
gi6i han phat hién duéi 1a thap nhat nén chon
ky thuat sic ky long ghép khéi pho 1a lya
chon tdi wu trong diéu kién hién nay. Tai
PBSCL lan dau tién ching toi tng dung k¥
thuat sic ky long ghép khdi phd (LC-

MS/MS) dé dinh luong chat chuyén hoa
Dialkyl phosphate trong nudc tiéu véi muc
tiéu xac dinh tinh trang phoi nhiém thudc trir
sau gdc phosphor hitu co ciia nguoi dan phun
thudc tai tinh An Giang.

II. DOI TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

2.1 Poi tweng nghién ciru

No6ng dan lam néng nghiép c6 tham gia
phun thudc trir sau nhu pha, tron, xit thudc

Tiéu chi chen vao: nhém phun thuéc cé
do6 tudi tir 18 - 60, sinh song dia ban nghién
cau, lam ndéng nghiép trén 2 nam, c6 tham
gia phun thubc trr sau nhu pha, tron, xit
thudc tai thoi diém khao sét téi thiéu 1 lan
trong tuan. Nhom chang bao gom nhiing
ngudi dan sinh séng cung dia ban, khdng c6
tham gia bat ky vao cong viéc phun thudc,
lam cong viéc khéac nhau. Tat ca nhém phun
thudc va nhom ching khong cé bat ky bénh
ly nao hay bi nhidm Covid-19 vao thoi diém
ldy mau.

Tiéu chi logi ra: Dbi tuong lam néng
nghiép khong tham gia phun thudc, hoic
khong ddng y tham gia.

2.2 Phuong phap nghién ciru

Thiét ké nghién ciru: Nghién ciru mo ta
cit ngang

Cé mau: 748 d6i tuong, trong d6 nhom
phun thuéc 611 va nhém ching 137

Thoi gian va dia diém nghién ciu:
Nghién ctru dugc thuc hién vao vu Bong —
Xuan (bt ddu thang 12 nam 2021 dén thang
2 ndm 2022), tai tram y t& 7 x4 cua hai huyén
Pha Tan va An Phu tinh An Giang

Phwong phdp chon mdu: Chon mau
ngau nhién, thuan tién, ddi twong dap tng
dang tiéu chi chon vao

Céch thu thgp di ligu: Phong van truc
tiép bao gom cac bién sé nhu tudi, hoc van,
st dung ruou bia, thudc 14, thu nhap, cong
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viéc phun thudc, sé lan phun trong tuan, sé
gio phun trong 1an, s6 nam l1am ndng nghiép,
hanh vi st dung thudc, st dung bao ho lao
dong. Lay mau tinh mach 2 ml khong cé chat
chbng dong va 1dy 2 lo nuéc tiéu trong budi
sang. Mau mau phan tich
Pseudocholinesterase (PChE) va lo nuéc tiéu
thir nhat phan tich Creatinine trén thiét bi
AU480 tai Trung Tam Kiém chuan Xét
Nghiém Y hoc PHYD TPHCM. Lo nuéc
tiéu the hai phan tich 6 chat chuyén hoa

Dialkylphosphate (DAPSs) gom
Dimethylphosphate (DMP),
Dimethylthiophosphate (DMTP),
Dimethyldithiophosphate (DMDTP),
Diethylphosphate (DEP),
Diethylthiophosphate (DETP),

Diethyldithiophophate (DEDTP) tai Vién
kiém nghiém thudc Thanh phd H6 Chi Minh

Il. KET QUA NGHIEN cU'U

trén hé théng may UPLC-MS/MS hing
Waters.

Phwong phdp xir 1y va phan tich sé liéu:
Dit liéu, két qua thu nhan tir phan tich mau
mau, nudc tiéu, duoc nhap & bang Excel.
Théng ké mo ta thé hién phan trim, tan s,
trung binh va do léch chuan, trung vi va
khoang tir phan vi. Théng ké phan tich sur
dung phép kiém ANOVA, Mann-Whitney
test, twong quan Pearson, bién s6 phu thudc
la DAPs va bién sé doc lap nhu dic diém
dich t& hoc, tinh chat phun thubc, nong do
PChE trong huyét thanh.

Dao dirc nghién ciru: Puoc chap thuan
tir hoi dong dao duc nghién ciu Pai hoc Y
dugc Thanh phé Hb6 Chi Minh IRB-
VNO01003/IRB00010293/FWA00023448. S
296/HbDD-DHYD ngay 16 thing 4 nam
2021

Bdng 1. Diic diém dich té hoc ciia déi twong nghién citu ¢ An Giang ( n= 748)

Nhom phun| Nhém Nhom phun|_ ., ,
< geR £ . < aeR £ Nhom chirng
Dac diém thuoc chirng Dac diém thuoc (n=137)
(n=611) | (n=137) (n=611)
Tudi, TB+DLC | 42,2 (8,5) |41,2+10,3| Duéil lan/tudn | 327 (53,5) | 58 (42,3)
Duéi 30 tudi 27 (4,4) | 12(8,8) | 2 dén 3 lan/tuan | 153 (25,0) | 53(38,7)
Tir 30 &én 45 tudi | 372 (60,9) | 79 (57,7) | Ht thude 14
Tir 46 dén 60 tudi | 212 (34,7) | 46 (33,6) Khong ht 298 (48,8) | 82 (59,9)
Trinh d9 hoc vin Dudi 10 diéu/ngay| 112 (18,3) | 28 (20,4)
Cip 1/duéi cip 1 | 248 (40,6) | 27 (19,7) |Tur 10-20 diéu/ngay| 201 (32,9) | 27 (19,7)
Cip 2 212 (34,7) | 31 (22,6) Thu nhip
Cép 3 va TH 151 (24,7) | 79 (57,7) | Duéi 50 tridéu/nam | 363 (59,4) | 68 (49,6)
S dung rwou bia Tur 50-80 triéu/nam| 179 (29,3) | 43 (31,4)
Khéng udng 131 (21,4) | 26 (19,0) | Trén 80 triéu/nam | 69 (11,3) 26 (19,0)

Tudi trung binh nhém nghién cau 1a 42,2
tudi, khong c6 su khéc biét vé nhém tudi ¢
ca hai nhom, trong d6 do tudi tir 30 dén 45
chiém ty Ié cao 60,3% day co thé xem 1a do
tudi lao dong chinh trong gia dinh. Trinh d
hoc van phan bd déu ¢ 3 mirc cap 1, cip 2 va
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cap 3. Két qua khao sét tinh trang uéng ruou
bia da s ngudi dan c6 st dung chiém 79,0%,
bén canh hat thudc 14 chiém 49,2%. Ngudi
dan c6 thu nhap thip dudi 50 triéu/nim
chiém 57,6% (bang 1).
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Bdng 2: Tinh chdt cdng viéc, va si# dung PPE nhom phun thuéc tei An Giang (n=611)

Pic diém nhém phun | Nhém phun thudc |Pic diém nhém phun | Nhém phun thuéce
thudc Tén s6 (%) (n=611) thudc Tan s6 (%) (n=611)
Céng viéc phun thudc Trén 10 nam 506 (83,2)

Phun cho gia dinh 330 (54,3) Théi quen sir dung thudc phun
Phun thué 126 (20,7) Str dung mot loai thude 4 (0,7)
Két hop hai loai trén 152 (25,0) Pha hai loai thudc 15 (2,5)
S6 1an phun thudc/tuin Pha nhiéu hon 02 loai 590 (96,9)
Tir 1 dén 2 1an/tudn 267 (44,1) Sir dung PPE
Tir 3 dén 4 lan/tuan 191 (31,5) Co 33 (5,4)
Trén 4 lan/tuin 148 (24,4) Khong 575 (94,6)

S6 gio' phun thudc/lin

Loai trang bi bao h¢

Tir 1 dén 4 gio 406 (67,0) Khau trang 222 (29,7)
Tir 4 dén 6 gio 126 (20,6) Ging tay 20 (2,7)
Trén 6 gid 75 (12,4) Ao va quin bao ho 3 (0,4)
$6 nim lam nong nghiép Kinh bao hd 40 (5,4)
Tir 2 d&én 5 nam 32 (5,3) Noén bao hd 5(0,7)
Tir 5 dén 10 nam 70 (11,5) Giay bao ho 5(0,7)

Két qua cho thidy phun cho gia dinh
chiém 54,3%, phun thué chiém 20,7%, két
hop via phun thé va phun cho gia dinh
chiém 25%. Thoi gian phun tir 1 dén 2 lan
trong tuan chiém 44,1%, nhung van c6 phun
trén 4 1an trong tuan chiém 24.4%. MJdi lan
phun da s6 tir 1 — 4 gio chiém 67,0%, ngudi

lam néng c6 tham nién trén 10 nam chiém
83,2%. Trong qué trinh phun thudc c6 thoi
quen phdi tron nhiéu hon 2 loai thudc chiém
96,9%. Khong st dung bao ho lao dong la
94,6%, va trong s6 tra 10i ¢ sir dung bao ho
lao dong chi la khau trang loai vai chiém

29,7%. (bang 2).

Bdng 3: Nong d PChE trong huyét thanh ciia ngwei dan phun thuéc tinh An giang,

DBSCL (n=748)

Néng d9 PChE/ huyét thanh (UI/L) Nho”gnp_hﬁulq)th”“c Nh(?]"_‘ 1"3h7‘;’”g D
PChE, TB= PLC 6023 + 1399 7362 + 1318 | <0,001
n (%) n (%)
Giam duoi < 2660 UI/L) 11 (1,8) 0(0)
Giam dudi < 3990 UI/L) 38 (6,2) 00 | 5001
Giam < 5320 UI/L) 131 (21,5) 8 (5.8) !
Binh thuong (> 5320 UJ/L) 431 (70,5) 129 (94.2)

Két qua cho thdy ndng d6 trung binh PChE nhém phun thudc thap hon nhom ching 6023
+ 1399 (UI/L) S0 v&i 7362+ 1318 (UI/L), trong d6 nhom giam dudi 1a 2660 UL 1a 1,8%,
nhom giam dudi 3990 UI/L la 6,2% va giam dudi mac binh thuong < 5320 UI/L la 21,5%.
C6 sy khac biét PChE giita nhém phun thudc va nhém chieng (p<0,001) (bang 3).
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Bing 4: Néng d¢ DAPs (ng/ml) trong nwéc tiéu va va néng dé DAPs higu chinh
(Lg/gCreatinine) ciia déi trong Nghién citu tinh An Giang, PBSCL (n=748)

DAPs (ng/ml) DAPs hiéu chinh(pg/gCreatinine)
Nhém phun | Nhom ching Nhém phun | Nhém chiang
thudc (n=611) (n=137) thudc (n=611) |  (n=134)
Trung vi Trung vi p Trung vi Trung vi p
(Khoang tar (Khoang tar (Khoang tr | (Khoang tur
phan vi) phan vi) phan vi) phan vi)
Log(}, 7,42 6,44 7,39 6,56
DAPs) | (6.69-8.08) | (5.77-7.05) | 00| (634820 | (5.56-7.21) | <00
1672,2 623,8 1609 703,2
LDAPS | 0006-3243.2)| (315,6-1134.2) | 9% |750.1-3635.3)| (253,5-311,9)| <0001
DMP 0(0-4,3) 0(0-7 0,859 | 0(0-5,1) 0(0-4,6) | 0,768
1003,8 302,4 1065 323
DMTP (367-2575,2) | (90,2-662,6) <0,001 (354,4-3024,5) (79-691,7) <0,001
DMDTP | 7,2(0-36,8) | 24(0-17,6) | 0,005 | 7,6 (0—-41,1) |15(0-17,1) | 0,006
DEP |416(7,2-84)|354 (2,2—84) | 0,335 40,7 (7,5-99,5)| 36,6 (2—92) | 0,513
28,7 18,8 26,5 19
DETP (11,6-55,8) (6,4-35,6) 0,002 (11,2-61,8) (6,6-48,4) 0,018
161,3 94,8 160,2 78,1
DEDTP (22,3-414) (9,8-292,4) 0,010 (21,6-450,7) | (8-320,7) 0,009

Két qua cho thay nhom phun thudc c6 téng DAP cao hon nhém chirng 1a 1672,2 ng/ml so
Vv6i 623,8 ng/ml, trong d6 DMTP tim thay c6 ndng do cao nhat 1a 1003,8 ng/ml so vai 302,4
ng/ml. Két qua hiéu chinh véi Creatinine ciing cho két qua twong tw, khong ¢ sy khéc biét
dang ké. Tuy nhién két qua cd sy khéac biét rd rét gitra hai nhom c6 phun thudc va nhém
chang vé céc chi s6 DMTP, DMDTP, DETP, DEDTP (bang 4).

Bing 5: Twong quan giita DAP va PChE ciia doi twong nghién citu ¢ An giang

(n=748)

Twong quan Pearson PChE véi DAPs
(ng/ml), n=748

Twong quan Pearson PChE véi DAPS
hiéu chinh (pg/gCreatinine), n=748

R

P

Coefficience (95% CI)

R

P

Coefficience (95% CI)

S DAPs

-0,129

<0,001

-0,078 (-0,121 — -0,035)

-0,055

0,002

-0,016 (-0,036 — 0,005)

Log(X>
DAPS)

-0,151

<0,001

-188,1 (-276,7 — -99,5)

-0,110

0,003

-121,9 (-201 — -42,8)

Chung t6i tim thay c6 méi twong nghich giita tong DAPs, log (3 DAPs) véi nong do
PChE trong huyét thanh véi R va P lan luot la -0,129, -0,151 va P < 0,001. Trudng hop hiéu
chinh véi Creatinine R va P lan luot 13 -0,055, -0,110 va P 12 0,002, 0,003 (bang 5)
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IV. BAN LUAN

Nguoi ndng dan tham gia nghién ctru co
tudi trung binh cao hon nhiing nghién ciru
khac, d6 tudi chiém da s6 & hai nhom 13 trén
30 -45 tudi, ddy dugc xem 1a thanh phan lao
dong chinh gia dinh. Nghién ctru tai Thai
Lan ghi nhan do tudi trung binh trén doi
tuong tiép xGc thudc trir sdu 1a 30,299). bi
kém 13 s6 nam lam ndng nghiép trén 10 nim
dugc ghi nhan 1a 83.2% (bang 2). Cho thiy
ngudi néng dan tiép xuc thude trir sau tir rat
som va trong thoi gian dai. Mgt nghién ctu
tai An Do ddi tugng phun thubc cho thay
dugc s6 nam trung binh 1am néng nghiép cta
nguoi phun thude 1a 11,9 nam®

Déi tuong nghién ciu 1a nam nén thoi
quen hut thudc 14 va sir dung bia rugu chiém

ti 1¢ twong d6i cao & ca hai nhom. Két qua
phu hop véi mot nghién ctru tai Thai Lan c6
hon 80% ddi twong thira nhan st dung rugu
bia va gan 50% ddi tugng hién dang sir dung
thude 18@.

Trong nghién ctru cho thdy phan 16n
ngudi néng dan phun thudc tai ho gia dinh.
Ti 1€ phun thué hodc phun ca hai hinh thac la
nhu nhau. Ngoai ra hinh thirc phun va sb lan
phun trong tuan c6 mdi lién quan dang ké,
tan suat phun tir 2 — 4 1an trong tudn va trén 4
lan chiém ti 1& cao hon ¢ nhitng ngudi phun
thué hoac ca hai hinh thirc. Mot nghién ctru
tai Thai Lan cho thay phan Ién dbi twong tiép
xuc, phun tir 1 hodc 2 1an mot tuan lan luot 1a
46,5% va 41,3%, nguoi phun trén 3 lan chi
chiém dudi 10%®, phan anh duoc cac doi

179



HOI NGH] KHOA HOC TOAN QUOC LAN THU' XXV — CHAO MU'NG 60 NAM THANH LAP HOI HOA SINH Y HOC VIET NAM

tuong trong nghién ctu ching toi tan suét
tiép xdc nhiéu hon so véi nghién ciru di cong
bo.

Trong nghién ctru ghi nhan trung binh
PChE ctia nhém phun thudc thap hon so véi
nhém chimg, sy khac biét c6 ¥ nghia thong
ké. Theo nghién cau tai Y trung binh ¢ ddi
tuong tiép xtc va khong tiép xuc lan luot 1a
4406 UI/L va 5862 UI/L®), két qua nghién
ctru thap hon so véi nghién cau caa ching
t6i. Mot nghién cau tai An Do két qua phu
hop khi nhan dinh rang hoat tinh PChE giam
dang ké gitra nhom phun thuéc va nhém
chiang®-

Két qua DAP cua chung t6i trong ty nhu
cac nghién ciu vé nghé nghiép va moi
truong, trong 6 chat chuyén héa DAP thi
DMTP la chat thuong dugc phét hién nhat va
c6 ndng d6 cao nhat. Tuong tw Mot nghién
ctiu tai Latino cho thay rang DMTP la chat
thuong gap nhit trong mau khao sat voi
nguoi lam néng nghiép la 75%, va nguoi
khong lam néng nghiép chiém va 67,4% &
nim 2012 @, tac gia khao sat trong nim
2013 thi ti I¢ gitra hai nhom nay da tang 1én
gan 90%, két qua gan twong ddng so Voi
nghién ctru caa chung toi.

Phan tich sé liéu cho thay trung binh
ndng d6 cua cac chat chuyén hoa trong nhém
phun thudc cao hon so v&i nhém con lai, cu
thé ¢ ddy trung binh YDAP trén dbi tuong
phun thudc 1a 1672,2 ng/ml so véi d6i tuong
khong phun thudc 1a 623,8 ng/ml, su khac
biét mang y nghia théng ké. Két qua twong
ddng voi mot nghién ciu tai Latino da dua ra
két luan rang trung binh YDAP cua nhiing
nguoi lam néng nghiép cao hon véi nhirng
ngudi khong 1am nong nghigp @

Mic du 6 rat it tai liéu danh gid mbi lién
quan gitta DAP va ddu 4n sinh hoc nhu
PChE & ngudi tiép xtic thude trir sau. Két qua
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trong nghién ctru cho thiy co tuwong quan
nghich gitta ndng do cac chat chuyén hoa
DAP véi nong d6 PChE, tuy nhién udc tinh
chi thé hién twong quan yéu giira hai yéu td.
Mot nghién clru tai Mexico muc twong quan
gita cac chat DMTP, DMDTP, DEP, DETP,
tong DAP so v6i ddu an sinh hoc PChE lan
luot 1a -0,12; -0,02; -0,36; -0,40; -0,29. Tac
gia cling két luan dugc rang c6 mdi tuong
quan nghich c¢6 ¥ nghia giita cac chit chuyén
hoa DAP va nong do cholinesterase®.

V. KET LUAN

Day 1a nghién ctru dau tién ching t6i ung
dung ky thuat sic ky long ghép khéi phd
(LC/MS/MS) cung vai viéc xét nghiém mau
PChE trong huyét thanh nham dénh gia mirc
d6 phoi nhiém thudc trir sau phospho hiru co
cia nhitng nguoi phun thudc ¢ tinh An
Giang, PBSCL, c6 sy twong quan nghich
gitta ndng do PChE va tong DAP ca truong
hop hiéu chinh vagi Creatinine. Mac du han
ché nghién cau la thanh phan thudc trir sau
chua dic hiéu, nhung két qua cho thay nhiing
rai ro khi tiép xuc, dong thoi can cac chuong
trinh can thi¢p nham muc dich giam thiéu
nhitng tac hai gay ra tir viéc tiép xic véi
thudc trir su trong thoi gian dai.

VI. TUYEN BO CHUNG

Nghién ctru nay duogc sy tai trg kinh phi
tr S& Khoa hoc va Cong nghé tinh An
Giang. Két qua nghién ctru 1a mot phan trong
dé tai “Nghién ctu tic dong thude trir sau
phospho hiru co anh huéng dén suc khoé
sinh san cua nguoi phun thudc tai tinh An
giang va hiéu qua cua mot sé bién phép can
thiep”
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NGHIEN C(*U PHYONG PHAP PCR-RFLP GEN 16S rRNA
PE PANH GIA PA DANG VI KHUAN TRONG PHAN TRE TIEU CHAY
KHONG RO NGUYEN NHAN
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Tiéu chay 1a bénh phd bién dan d&n tinh
trang mat nuéc, suy dinh dudng & tré em, nang
nhit c6 thé gay tr vong. Bén canh cac truong
hop tiéu chay xac dinh dugc nguyén nhan, mot ty
lé dang ké cac truong hop tiéu chay khong rd
nguyén nhan. Trong nghién cutu nay, phuong
phdp PCR-RFLP gen 16S rRNA dugc thiét lap
dé danh gia tinh da dang cua vi khuan trong phan
cua tré tiéu chay khong ré nguyén nhan va ho tro
thém cho viéc xac dinh nguyén nhan. Pau tién,
trong s6 bay enzyme gigi han duoc nghién cuau,
Mbol di cat metagene 16S cua chin chung chi thi
va vi khuan tir phn tao ra da hinh chiéu dai doan
gidi han da dang nhat. Cac doan DNA dugc tao
ra tir sy phan cét bang Rsal c6 gia tri bd sung
théng tin cho mot s doan DNA nhéat dinh.
Chuong trinh tough-up PCR di khuéch dai
metagene 16S rRNA da dang nhat so voi cac
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chuong trinh PCR thong thuong va chuong trinh
tough-down, do d6 da tao ngudn gen tt nhat cho
phan tich RFLP. Qua quan sat dién di d6 PCR-
RFLP, mét s6 bang DNA khac biét c6 ngudn goc
tur phén tré bi bénh co kich thude twong ung tai
vi tri cac bang chi thi caa E. coli hoic
Salmonella. Cac doan DNA nay can dugc giai
trinh ty dé khing dinh sy c6 mat caa vi khuan
nay trong mau bénh pham.

SUMMARY
ESTABLISHMENT OF PCR-RFLP OF
16S rRNA GENE FOR ANALYSIS OF
BACTERIAL DIVERSITY IN STOOLS
OF CHILDREN SUFFER FROM
DIARRHEA WITH UNKNOWN CAUSE
Diarrhea is common disease leading to
dehydration and malnutrition in children and in
the most severity can cause mortality. Besides
the identified-cause diarrhea, significant percent
cases are unknown reason. In this study, a
method PCR-RFLP of the 16S rRNA gene was
established for assessment of bacterial diversity
in stools of children suffer from unknown-cause
diarrhea and further assists for identification of
reason. Firstly, of the seven investigated
restriction enzyme, Mbol digested 16S metagene
of nine indicator strains and bacteria from stools
to generate the most diversity of restriction
fragment length polymorphism. The DNA
fragments created from Rsal cleavage also
contributed additional information for certain
DNA fragments. The tough-up PCR program
amplified the most diverse 16S rRNA metagene
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than normal and tough-down PCR programs thus
contributed the best materials for RFLP analysis.
Some discriminated DNA bands originated from
disease stool were observed at the position of E.
coli or Salmonella indicator bands, that should be
confirmed bysequencing.

I. DAT VAN DE

O Viét Nam, tiéu chay 1a mét trong 10
bénh phd bién & tré va dang thir 4 vé ty 16 tur
vong. Tai bénh vién, dé xac dinh tac nhan
gay bénh, phuong phap phd bién nhat dugc
ap dung 13 soi tuoi, cdy phan va PCR dé chan
doan cac tac nhan thong thuong. Tuy nhién,
trén thé gigi, con so tré tiéu chay khong tim
duogc ra nguyén nhan chiém khoang 30-65%.
O Viét Nam, nghién ctru nam 2016 trén 122
tré tiéu chay kéo dai cho thay co t6i 47,38%
tré ¢ dau hiéu nhiém tring nhung khong xac
dinh dugc can nguyén [1]. Trong nhitng nam
gan day, nhiéu phuong phap sinh hoc phan tir
dugc &p dung dé phan tich da dang hé vi
khuan trong phan cua nhiéu loai mau bénh
pham trong d6 c6 tiéu chay va da phat hién
ra nhiéu nguy@n nhan tir mat can bang vi sinh
duong rudt dan téi bénh tat, dién hinh nhu
béo phi, tu ky, tiéu duong, tim mach, ung thu
dai trang, ... Nhitng phét hién méi nay da
thiic day phat trién nhiéu con duong tiép can
khac nhau cho chan doan va diéu tri bénh.
Céc phuong phap dién hinh gom giai trinh tu
da hé gen bang cong nghé giai trinh tu thé hé
m&i, phan tich da hinh cau tric soi don
(SSCP), phan tich da hinh giéi han DNA
ribosome khuéch dai (ARDRA), phan tich da
hinh doan gidi han (RFLP), phan tich da hinh
chiéu dai doan giéi han (T- RFLP), dién di
trén gel gradient bién tinh (Denaturing
Gradient Gel Electrophoresis-DGGE), ... Cac
phuong phap nay déu ¢ kha ning danh gia
da dang vi khuan va dong thoi tim kiém céc
gen khac biét trung véi gen chi thi gay bénh
hodc khéc biét so véi ddi chung dé tién hanh
giai trinh ty, xac dinh can nguyén [4]. Trong

cong trinh nghién ctru nay, chdng téi trinh
bay viéc thiét lap phwong phap PCR-RFLP
dé danh gia da dang phd vi khuan trong mau
phan tré bi tiéu chay chua rd nguyén nhan va
mau chung tir tré khoe manh dé tién téi dinh
huéng hd tro tim kiém cac tac nhan vi khuén
gay bénh.

II. DOI TUQNG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciu, nguyén ligu
nghién cau

Céc vi khuan c6 kha ning gy bénh gém
E. coli HM 3175, E. coli ATCC27117, B.
aureus, B. subtilis 168, Staphylococcus
aureus, Salmonella  typhymurium, S.
enteritidis ATCC 13076, Listeria fermentum,
Enterococcus faecium c6 trong bd suu tap
chang cua phong Ky thuat di truyén, Vién
Cdng nghé sinh hoc duoc sir dung lam chiing
chi thi dé khuéch dai gen 16S rRNA, danh
gid cac enzyme giGi han phu hop cit san
pham PCR cua 9 loai vi khuan nay thanh cac
doan c6 do da hinh cao. DNA da hé gen vi
khuan tir mau phan cua tré khoe manh va tré
tiéu chay (mau da duoc kiém tra am tinh véi
cac tac nhan tiéu chay bang QlAstat-Dx®
Gastrointestinal Panel25 tac nhan) dugc tach
chiét tr cong trinh nghién ciu trudc [5].
DNA da hé gen dugc st dung trong nghién
ctru nay la dugc bang phuwong phap cua
Sambrook (ky hiéu la S) va GenJET (ky hiéu
l1a G). DNA da hé gen tach tir mau tré tiéu
chay (ky hiéu 1a D) va mau tir tré khoe manh
(ky hiéu 1a H) duoc tach Iap lai hai 1an gom
DS1, DS2, DG1, DG2, HS1, HS2, HG1,
HG2. Cac mau dugc ding dé danh gia: (1)
chuong trinh PCR lam tang do da dang gen
16S cua mau; (2) phuong phap tach chiét
DNA da hé gen lam tdng d¢ da dang gen 16S
ctia mau.

2.2. Phuwong phap nghién ciru

2.2.1 PCR khuéch dai gen 16S rRNA

DNA hé gen cua ching vi khuan chi thi
dugc tach chiét dwa theo phuong phéap cua
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Sambrook va cong su [7]. Gen 16S rRNA
duoc khuéch dai bang cip mdi 27F (5'-
GAGTTTGATCCTGGCTCAG-3') va
1527R (5'-AGAAAGG
AGGTGATCCAGCC-3"). PCR duoc tién
hanh voi tong thé tich 100 pl gdm 10 pl dém
Pfu 10x, 8 pl ANTP 2 mM, 4 pl méi (2 uM)
mdi loai, 10 ng DNA hé gen hodc 50 ng
DNA da hé gen, 1 ul Pfu DNA polymerase
(Thermo Fisher Scientific, 2,5 U/ul) va nudc
deion vo trung. Gen 16S cua cac chung vi
khuan chi thi duoc khuéch dai bang chuong
trinh chuan (Ky hiéu 1a N: normal) véi chu
trinh gdm: (1) bién tinh soi khuon & 94°C, 4';
(2) khuéch dai gen véi 35 chu ky (94°C, 30";
55°C, 30", 72°C, 1'); (3) hoan thi¢n & 72°C,
4'; giit san pham PCR & 4°C. Gen 16S rRNA
clia cac vi khuan trong mu DNA da hé gen
(DS1, DS2, DG1, DG2, HS1, HS2, HGI,
HG2) duogc khuéch dai bang chwong trinh
chuan va chuong trinh tough-up (ky hiéu la
U c6 nhiét d gan moi thay d6i tang dan sau
mdi 5 chu ky tir 50°C dén 52°C, 55°C, va
cudi cung 1a 20 chu ky c¢6 nhiét d6 gin mbi

58°C) va chuong trinh tough-down (ky hiéu
la D, c6 nhiét 4o gan mdi giam dan sau mdi 5
chu ky tir 58 xuong 52°C nhu phuong phap
tough-up, 20 chu ky c6 nhiét d6 gan moi &
50°C). San pham PCR sau khi khuéch dai
dugc kiém tra bang dién di trén gel agarose
0,8%, duoc tua lai béng 2 lan thé tich ethanol
98° (Sigma) qua dém & -20°C, rira bang
ethanol 70%, lam kho va hoa lai bang 50 ul
nudc vo trung. Ham lugng DNA dugc do
bang may Nanodrop 2000 (Implen).

2.2.2. Nghién ciru lwa chen enzyme han
ché thich hgp dé cit san phdm PCR gen
16S rRNA ciia cac vi khudn khac nhau tgo
cdac doan gidi han da dang

Dau tién, cac enzyme gii han nhan biét
bo 4 nucletide bao gom Alul (10 U/ul), Dpnl
(20 U/ul), Haelll (10 U/ul), Mbol (5 U/ul),
Mspl (20 U/ul), Rsal (10 U/ul), Sau3Al (4
U/ul) (New England Biolab) dugc khao sat
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cit hdn hop san pham PCR gen 16S tir 9
chang chi thi dé tim ra cac enzyme gigi han
cho phd biang DNA sau khi cit da dang nhit,
c6 kha nang phan biét cao gitra 9 chung.
Téng thé tich phan ung cat 1a 15 pl gdm 1,5
pul dém CutSmart 10x, 900 ng metagen 16S
(tron tir 100 ng DNA hé gen ciia mdi chung),
10 U enzyme han ché va nuéc deion v
trung. Phan ng cét dién ra & 37°C trong 3
gid sau d6 san pham sau khi cit dugc dién di
kiém tra trén gel agarose 2%. Enzyme cit tao
doan gigi han tét duoc ding dé cat gene 16S
ciia moi chung gitip dinh vi doan chi thi da
hinh. Toéng thé tich phan tng cat 1a 15 pl
goém 1,5 pl dém CutSmart 10x, 100 ng DNA
san pham PCR gen 16S cua mdi chung, 2 U
enzyme han ché

va nudc deion vo trung va duoc u ¢ 37°C
trong 3 gio.

2.2.3. Nghién cuu khdo sdat chwong
trinh PCR thich hep thudn lgi cho danh gia
da hé gen vi khudn trong mdu phan

Viéc khao sat dé tim ra chuong trinh
PCR thich hop giup danh gia tot da dang vi
khuan trong mau phan, ching t6i sir dung
phuong phap PCR-RFLP véi sy hd trg phan
tich bang so @6 heatmap. Dau tién, san pham
PCR gen 16S duoc khuéch dai bing 3
chuong trinh PCR tur DNA da hé gen vi
khuan trong mau phan cia bénh nhi tiéu chay
va tré khoe manh va dwoc cit bang enzyme
Mbol, Rsal. Anh dién di san pham cit duoc
chuyén vao phan mém ImageLab dé phan
mém quét va dua ra chi s6 cudong do dam
nhat clia cac bang & mdi vi tri twong ng véi
ham luong DNA cua cac bing & mdi vi tri.
Dya vao chi sé cudng d6 bang, do thi
Heatmap sé duoc xay dung dua trén ngbn
ngit R [3] dé danh gia mirc do phan biét phd
biang DNA sau cit bang céc enzyme khac
nhau.
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Il. KET QUA VA THAO LUAN

3.1. Nghién cwu khao sat enzyme gioi
han tao da hinh doan gen 16S rRNA cao

Dé khao sat duoc enzyme han ché thich
hop cho cét gen 16S rRNA cua vi khuan tao
doan da hinh cao, dau tién, gen 16S tir 9
chung chi thi da duoc khuéch dai dic hiéu,
ham luong 16n véi kich thudc khoang 1,5 kb
nhu tinh toan 1y thuyét (Hinh 1A). Sau khi
tron chung san pham PCR va cét bang cac
enzyme han ché, hau nhu gen cua 9 chang
khéng bi cit bai Alul, mot phan nho bi cat
boi Dpnl nhung tao cac doan khdng rd rang.
Céac enzyme Haelll, Mbol, Mspl, Rsal va
Sau3Al déu cit hdn hop gen thanh cac doan
khac nhau. Enzyme EcoRI va HindlIII cling
dugc thr nghiém, tuy nhién hau nhu gen 16S
tir cac chung vi khuan khong bi cit boi hai
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enzyme han ché nay. Sau khi cat kiém tra lai,
hai enzyme Mbol, Rsal cit hdn hop thanh
nhiéu doan c6 d6 da dang chiéu dai cao nhit.

Dé tao marker phan tir c6 thé nhan biét
doan gen cua vi khuan gay bénh cé trong
mau phan, san pham PCR gen 16S cua ting
chung chi thi da dwoc cét lai bang Mbol,
Rsal. Két qua (Hinh 1C, D) cho thiy Mbol
cit gen cua 9 chung chi thi thanh cac da hinh
doan gigi han c6 d6 da dang cao, c6 kha
nang phan biét 16n hon Rsal. Tuy nhién, vié¢c
cit bang Rsal ciing cho két qua bd sung cho
viéc cit bang Mbol tét. Do vay, ching toi
chon hai enzyme han ché nay dé thiét lap
phuong phdp PCR-RFLP cho danh gia da
dang vi khuan trong mau phan va hd trg giup
tim nhanh vi khuin gay bénh cé thé cé trong
mau.
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Hinh 1. Pién di dé phan tich san phdm PCR va sdn phdm cdt sdn pham PCR
bang cac enzyme khac nhau
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A. San pham PCR gen 16S rRNA; B:
San pham cit hdn hop gen 16S rRNA cua 9
chang chi thi; C, D: Tuong ung l1a san pham
cit gen 16S rRNA cua ting chung va hdn
hop 9 chang chi thi biang enzyme Mbol,
Rsal. 1: E. coli HM 3175; 2: E. coli ATCC
27117; 3: B. aureus; 4: B. subtilis 168; 5:
Staphylococcus aureus; 6:  Salmonella
typhymurium; 7: S. enteritidis ATCC 13076;
8: Listeria fermentum; 9: Enterococcus
faecium; M1: DNA chuan 1 kb (Fermentas);
M2: DNA chuan 100 bp (Fermentas); M3:
Hon hop cta 9 chung chi th.

3.2. Nghién cieu thiét 1ap phwong phap
PCR-RFLP cho danh gia da dang vi
khuan va hd tro phat hién tac nhan vi
khuén gay bénh

Truéc hét, gen 16S rRNA dugc khuéch
dai tor khuén DNA da hé gen DS1, DS2,
DG1, DG2, HS1, HS2, HG1, HG2 bing
chuong trinh chuan, tough-up va tough-
down. Két qua, gen 16S dugc khuéch dai 1a
dac hiéu, co kich thudce 1,5 kb nhu tinh toan
ly thuyét (Két qua khong duogc trinh bay
trong bai) v6i ham luong gan twong duong

H(-) HS1 HS2HGT HG2M2 M3 DS10S2 DG10G2(-)

A PCR thong thuong - cat Mbol

C:PCR tough-down -cat Mbol
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B: PCR tough-up -cat Mbol
H(-) HS1HSZ HG1 HGZM2M3 DS1DS20G1DG2 (-)  H(-)HST HSZHGTHG2 M2 M3 DS1 DS20DG1 DG2 () bp

nhau. Sau khi taa cdn va loai bo mudi, DNA
¢ chat luong tét véi A260/280 dat tir 1,96
dén 2,07; A260/230 dat trén 2,2. Mbol cat
metagene 16S thanh 14 doan da hinh, Rsal
cit metagen 16S thanh 13 doan da hinh. Nhin
tdng quat trong ca 6 anh phan tich (Hinh 2),
metagen 16S khuéch dai tir DNA da hé gen
vi khuan mau phan dugc tach chiét bang kit
GenJET c6 do da dang cao hon, dugc thé
hién & ca mau bénh va mau chiing (Hinh 2A,
B, C). Trong khi d6, gen khuéch dai tir da h¢
gen vi khuin tach bang Sambrook ciing thé
hién mot s6 bang khac biét so véi kit GeJET.
Nguyén nhan c6 thé c6 la do ban chét céc
hoa chat duoc sir dung trong ly trich thu hoi
DNA da hé gen & hai phwong phap tach chiét
la khac nhau nén hiéu qua thu hoi DNA tir vi
khuan thudc céc chi, nganh khac nhau c6 su
khac nhau. Cac mau duoc tach l3p lai hai lan
cho céc két qua twong tu nhau. Nhu vy co
thé noi dé co thé thu duoc da hé gen vi khuan
phong phl nhat cho dénh gia da dang, viéc
tach chiét DNA da hé gen tir mau phan bing
ca hai phwong phap 1a can thiét.

H(-) HS1HS2 HG1 HG2 M2M3DS1 DS2DG1 DG2 (-)

Lisena/Enterococcs

E. collBacilus/Staphylococcus
~-£ coll cllvs/Salmonela

- E cd'ﬁgcm'u:
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=~ E colBaciius
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E, colBaciius

-l NHNF*_H..
- 1000

600
400
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D: PCR thong thuwéng - cat Rsal
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E: PCR tough-up -cat Rsal
Hinh 2. Dién di dé san pham cit metagen 168 rRNA dwoc khuéch dgi bang cdc chwong
trinh PCR tir khuén DNA da hé gen vi khudn tir phan tré bj tiéu chdy (DS1, DS2, DG1,

DG2) va tré khée mgnh HS1, HS2, HG1, HG2) trén gel agarose

(-): San pham PCR gen 16S khong cit;
M2: DNA chuian 100 bp (Fermentas); M3:
San pham cat gen 16S rRNA cua 9 chung chi
thi. Mili tén chi cac bang DNA khéc biét dién
hinh gitta mau bénh so véi mau khoe.

Nhu duoc quan sat thay trong mau ching
chi thi, gen 16S khuéch dai tir da hé gen
dugc cat bang Mbol cho phd bang rd rang,
tach biét hon va c6 sy phan biét gitta mau
bénh va mau chtng kha rd. Doi voi mau cat
bang Mbol, doan DNA kich thudc khoang 1
kb chi thay xuat hién & mau bénh voi ham
lwong kha 16n va khéng trung véi doan da
hinh cua chung chi thi. Pay la doan dang
quan tdm nén duogc giai trinh ty dé dy doan
vi khuan c6 mat. Poan gen & vj tri 700 bp,
200 bp khdng thiy c6 ¢ mau tré khoe nhung
thay rat rd voi ham luong khé 16n & mau tré
bi tiéu chay déu twong ung vai doan chi thi
cua E. coli va Salmonella. Do vay, rit cd thé
tré tiéu chay chua rd nguyén nhan 1a do mac
cac loai vi khuan nay. Tuy nhién, dé khang
dinh chic chin, cac doan gen ndy can dugc
giai trinh tu va so sanh véi gen tuong urng
cua E. coli va Salmonella. Quan sat dién di
dd phan tich da hinh doan giéi han ching toi
cling nhan thiy, cac doan da hinh khac biét
gitta mau bénh nay duoc thé hién rd hon, nét
hon khi gen 16S dugc khuéch dai bing

Bacilvs/UistenafEnterococcus

~ £ coliBaailva’Staphylococcus
= Saimonelia

Uisteria/E nterococcus

Bacilys

F PCR tough-down -cat Rsal

chuong trinh tough-up. By da da hinh céc
doan giGi han thip nhat khi gen 16S dugc
khuéch dai bang chuong trinh tough-down.

Tuong tu nhu vay, ddi véi cac mau
cit bang Rsal bang DNA ¢ vi tri khoang 450
bp cé kich thudc tuong (ng vai doan chi thi
cua Salmonella (Hinh 2E, F). Ngoai ra, doan
gen ¢ vi tri 300 bp twong Gng Vvéi chi thi
Listeria/ Enterococcus cling dugc quan sat
thiy trong mau bénh pham trong d6 khong
quan sat thiy ¢ miu chung va dwoc quan sat
rd & mau duoc PCR bang chuong trinh
tough-up. O mau d6i chang, mot sé doan
DNA khéc biét so véi mau bénh va vai gen
tir ching chi thi cling duoc quan sat thay va
c6 ham luong 16n. Nhu vay c6 thé thay ddi
Véi tré bi tiéu chay, cau tric vi khuan trong
phan di c6 su thay doi khi quan sat bang
PCR-RFLP.

PCR-RFLP da duoc tng dung trong viéc
xac dinh tdc nhén gdy bénh & bénh nhén
viém mi noi nhan [6], ching giam bach cau
kém theo sbt va tiéu chay do ky sinh tring
trén mot sé chung dic trung phan lap hoic
ngudn gen dich c6 sin. Hién nay chua c6
nghién cttu ndo tng dung PCR-RFLP dé xac
dinh vi khuan gy bénh trong mau phan. Vé
co ban, phuong phap nay c6 cac tng dung
tuong tu nhu DGGE chi khac DGGE phén
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tach viing gen 16S dua trén diém nong chay
cia vling gen cua cac chung vi khuan khéc
nhau. Phuong phap DGGE da duoc ap dung
thanh cdng trong viéc xac dinh tac nhan gay
tiéu chay ¢ 15 tré tiéu chay do Rotavirus.
Dya trén cac bang khac biét cua cum mau
bénh pham va mau tré khoe, tac gia da phat
hién duoc E. coli, Bacteroides
vulgatus, Enterococcus
faecium, Clostridium,

E. fergusonii, C.

sardiniense, va Peptostreptococcus
anaerobius 1a cac vi khuan troi trong mau
phan bénh nhi bi tiéu chay do
Rotavirus.Bacteroides, Bifidobacterium,
Lactobacillus, Proteobacteria
bacterium, Clostridium, va vi khuan khéng
nudi cay duoc 1a troi ¢ mau phan tré khoe
manh [2].

3.3. Nghién ciru danh gia do da dang
cua PCR-RFLP gen 16S

Pa gen 16S rRNA duoc cét bang Mbol

Mau bénh
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Hinh 3. Hinh dnh so sanh twong quan cia 24 méau dién di phan tich da hinh gen 16S ciia
vi khudn tir mdu phan tré khée manh va tré tiéu chdy dwoc cit bang Mbol, s dung thudt
todn Spearman va mé hinh héa trén so dé heatmap.

Dé phan tich danh gia da dang mot cach
khéch quan nhét dya trén cac phan mém tin
sinh hoc, hinh anh dién di do phan tich da
hinh trén gel agarose d3 duoc dwa vao phan
mém quét anh dé danh gia cuong do, sb
luong cac da hinh. Dua trén thuat toan
Spearman, so dd heatmap danh gid mdi
tuong quan phd da hinh va ham luong DNA
gitta cac da hinh da duoc xay dung (Hinh 3).
Két qua cho thay, da hinh trong mau bénh va
mau chiang hoan toan khéac biét nhau. Mau
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bénh dugc tach bang kit GenJET khac biét so
VGi mau tach bang phuong phap Sambrook.
Pho gen 16S khuéch dai bang chuong trinh
tough-up va tough-down khac biét vai
chwong trinh chuan. Két qua nay ciing tuong
tu nhu phan tich véi gen dugc cit bang Rsal
(Két qua khong duoc trinh bay).

IV. KET LUAN
Phuong phip PCR-RFLP da dugc thiét
lap thanh cong dé danh gia da dang vi khuan
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va hd tro tim tac nhan vi khuan gay bénh tiéu
chay dua trén viéc khuéch dai toan bo
metagene 16S cua hé vi khuan trong phan
bing chuong trinh tough-up va cit bing
Mbol. Phé da hinh doan gigi han dugc tach
biét tot. Mot sé doan da hinh trong mau bénh
phdm di duoc phat hién twong tng véi doan
gen chi thi cua E. coli va Salmonella. Cac
doan gen ndy can duoc giai trinh ty dé xac
dinh chinh xac tac nhan gay bénh.
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XAC PINH CAC YEU TO ANH HUONG PEN NONG PO TSH
TRONG MAU NGOAI KIEM TUYEN GIAP

Nguyén Thi Hong Phwong2, Tran Hitu Tam?23,

TOM TAT

Chi s6 TSH 1a mét trong nhitng théng sé
chan doan cic bénh lién quan dén chirc ning
tuyén giap. Do do, dé dam bao két qua xét
nghiém TSH dang tin cdy can phai cd cac bién
phap kiém soat chat luong xét nghiém. Noi kiém
va ngoai kiém 1a 2 cdng cu bit budc ding trong
kiém soat chat lwong xét nghiém. Bé trién khai
cong tac ngoai kiém can phai tao ra cac mau
kiém chuan véi thong sé chua biét truéc. Muc
tiéu nghién cu ndy nham tim ra cac yéu tb tac
dong dén nong do6 TSH trong qua trinh ché tao
mau ngoai kiém dang déng kho ding trong kiém
tra chat luong xét nghiém. Thi nghiém da yéu té
bing ma tran Plackett-Bruman dé sang loc cac
yéu t6 anh huong nhat dén nong do cua TSH
trong huyét thanh. Két qua thi nghiém duoc phan
tich trén phan mém “Design expert®7.0” (p-
value< 0,05) va chon ra 3 yéu té ¢6 anh huéng
nhat ¢én ndng 6 TSH. Két qua nghién ctru Xac
dinh duoc 3 yéu té 1a ethylene glycol va meso-
erythritol, thoi gian sdy tac dong manh nhat.
Nghién ctru 12 budc dau cho viéc kiém soat nong
d6 cua cac thong sé tuyén giap khac nhu FT3,

'Dai hoc Mg TP.HCM

2Trung tam Kiém chudn Xét nghiém Thanh pho
*Pai hoc Y Khoa Pham Ngoc Thach

Chiu trach nhiém chinh: Nguyén Thi Hong Phuong
SDT: 0904434440

Email: nthphuong3101@gmail.com

Ngay nhén bai: 4.7.2023

Nguoi phan bién khoa hoc: PGS.TS Hoang Van Son
Ngay duyét bai: 6.7.2023
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Lé Thi Truc Linh', V& Ngoc Nguyén?

FT4,...nhiam tao ra mot mau ngoai kiém da thong
s6, dap tng duoc nhu cau cua cac phong xét
nghiém.

Tir khoa: tuyén gidp, ngoai kiém, mién dich,
TSH, Placket- Bruman. ...

SUMMARY
FACTORS AFFECTING THE TSH
CONCENTRATION IN THE
MANUFACTURE OF THYROID
EXTERNAL QUALITY ASSESSMENT
SAMPLES
TSH is one of the indicators for diseases
related to thyroid function. Therefore, it is
essential to monitor test quality to ensure reliable
TSH test results. External quality assessment
(EQA) and internal quality control (IQC) are
mandatory tools for quality assurance. To
execute EQA, samples with unknown parameters
must be created. The research's objective is to
determine the variables that influence the TSH
concentration during the production of
lyophilized samples used in EQA schemes. The
Plackett-Bruman matrix was wused in a
multifactorial experiment to identify the
variables that significantly affect TSH levels.
The results of the experiment were analyzed
using the program "Design Expert®7.0" (p-value
0.05) to identify three variables that have the
strongest impact on the concentration of TSH.
The study's results identified three factors:
ethylene glycol, meso-erythritol, and drying time
with strongest impact. This research is the first
step in the development of multiparameter EQA
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samples that meet the needs of laboratories by
controlling the concentration of other thyroid
parameters, such as FT3 and FT4,...

Keywords: thyroid, external assessment,
immunology, TSH, Plackett-Burman...

I. DAT VAN DE

Pé dam bao chat luong xét nghiém can
phai thuc hién viéc kiém tra chat luong xét
nghiém dinh ky. Hai cong cu duoc sir dung
phd bién trong kiém tra chat lwong 1a ngoai
kiém tra chat lugng xét nghiém (EQA —
External Quality Assessment) va noi kiém tra
chat lugng xét nghiém (IQC - Internal
Quality Control) [1]. Cbng cu danh gia ngoai
kiém tra 1a cac mau kiém chuan. Cac co quan
kiém chudn mudn trién khai dugc kiém tra
chat luong xét nghiém can phai c6 mau ngoai
kiém, day la mot dang vét liu - mau chuin
dam bao day du cac yéu cau k¥ thuat dé co
thé tién hanh trién khai ngoai kiém, danh gia
chat lugng cic phong xét nghiém mot cach
khach quan. Hién nay ti 1¢ mac bénh tuyén
giap ngdy cang dugc quan tim, ti 1& mic
bénh & nit cao hon 5-10 14n so véi nam va
tan suat méic bénh tang theo do tudi. Do do
tam soat nhanh trong bénh tuyén giap 1a diéu
quan trong trong cong tac cham soc sucC
khoe, gilp tam soat chinh xac va phét hién
sém kha nang mac bénh va giam nguy co tir
vong. Thong sé6 TSH la mot trong nhitng chi
s6 thuong duoc st dung dé theo ddi cac bénh
nhan dang diéu tri thay thé hodc wc ché
hormone tuyén giap. TSH la théng sb rat
nhay trong viéc xac dinh réi loan chirc ning
tuyén giap va tién doan nhitng biéu hién thay
d6i 4c tinh cua khéi u [6]. Bbi voi mau ngoai
kiém dat yéu ciu vé chét luong va on dinh
can phai t6i uu quy trinh ché tao vi chi s6
TSH d& bj anh hudng béi cac yéu t6 hoa hoc
va vét 1y ciing nhu sy thay doi sinh hoc khac

nhau. Nén mau duogc ché tao dang dong kho
dé kéo dai tudi tho ciia mau. Bude dau cua
qué trinh téi wu héa la phai sang loc céc yéu
t6 anh huong chinh tir hang loat cac yéu td
ban dau. Nghién cau st dung ma tran
Plackett-Burman dugc thiét ké chuyén biét
cho thi nghiém tir 2 — 31 yéu t§, ma mdi yéu
t6 khac nhau o hai mtrc ndng do thap (-1) va
cao (+1) [7].

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong

Mau nghién ctu la mau huyét
tuong/huyét thanh cua ngudi géom cé cac chi
s6 tuyén giap (TSH) & ngudng gia tri bat
thuong va binh thuong theo khoang gia tri
tham chiéu cua thdng sé do, duogc thu thap tir
cac phong xét nghiém, bénh vién. Cac mau
huyét tuong hodc huyét thanh sau khi thu
thap duoc bao quan & nhiét do -30°C khi
chua sir dung. Cac mau huyét twong bi duc
hoac tan huyét s& bi loai bo.

2.2. Phuwong phap

2.1.1. Phwong phdp chudn bi mau:

Céc mau huyét twong hodc huyét thanh
duogc rd dong & nhiét d6 phong. Sau do, su
dung hon hop Thrombin 1kU va CaCl, 1M
dé chuyén huyét twong thanh huyét thanh
nham loai bo cac sgi to huyét co thé lam anh
huong dén két qua xét nghiem TSH. Céc
mau huyét thanh c6 ciing mirc ndng do bénh
ly s& duoc tron chung véi nhau thanh hon
hop stock [2].

2.1.2. Phwong phap dong kho:

Mau trudc khi dong kho bd sung céc chat
don (meso-erythritol) dé gilp cho qué trinh
tao banh va dam bao su két tinh cua mau.
Sau d6 thyc hién dong kho qua 2 giai doan:
Tién dong & nhiét do (-30 °C), dong kho trén
may Alpha 2,4-LD plus ¢ nhiét do -86 °C va
&p suat 4,58 mmHg trong 24 gio. Mau sau
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khi dong khé duoc hoan nguyén bang 1ml
nudc cat 2 1an hodc nuéc cit pha tiém dé do
nong do cua TSH. (dé tai sinh hoa cip thanh
phd)

2.1.3. Thiét ké ma tran Plackett-
Burman:

Khao st cac yéu té anh hudng bao gém
chat 6n dinh (ethylene glycol), chat bao quan

(sodium azide) [5], cac chat hd tro tao banh
dong kho (meso-erythritol) [4], nhiét do dong
lanh, thoi gian say dong kho [3].

Thi nghiém duoc thiét ké véi 12 nghiém
thire voi 5 yéu td & mic nong do thap (-1) va
cao (+1)

Bdng 1. Cac yéu té dnh huwéng dén néng dép TSH dwec sie dung trong ma trgn Plackett-

Burman
STT Tén yéu to Mire dwéi (-1) Mhc trén (+1)
1 Ethylene glycol (% v/v) 15 30
2 Sodium azide (g/ml) 0,01 0,02
3 Meso-erythritol (g/ml) 0,1 0,15
4 Nhiét d6 lanh déng (°C) -40 -30
5 Thoi gian say (gio) 12 24

Céc yéu té c6 gi4 tri anh huong dwong
I6n s& anh huong toi ndng d6 TSH véi do tin
cay 95%

2.1.4. Phan tich théng ké

Tinh toan sé liéu dwa trén phian mém
Design expert®7.0, one way Anova (p <0.05).

1. KET QUA NGHIEN cCUU

3.1. Két qua thi nghiém sang lec

Dya trén céc tai liéu huong dan cua
WHO vé 6n dinh miu huyét thanh, céc

nghién ciu vé dong kho trude d6 cua ching
t6i va cac nghién ciau vé dong kho, nhom
nghién ctu di xac dinh dugc 5 yéu t& Xi:
ethylene glycol (% v/v), Xo: Sodium azide
(9/ml), X3: Meso-erythritol (g/ml), Xa: Nhiét
d6 lanh déng (°C), Xs: Thoi gian siy (gio) dé
dua vao thiét ké ma tran Plackett Burman.
Ma tran dua ra 12 nghi¢m thirc can phai thuc
hién va két qua thuc nghiém duoc thé hién
qua Béang 2.

Bdng 2. Két qud thi nghiém sang lgc cac yéu té dnh hwéng dén néng d¢ TSH bang ma

tran Plackett-Burman

o Céc bién Nong dd TSH (uU/ml)
Thinghiém =~ X Xa X4 Xs | M6 hinh | Thuc nghiém
1 1 1 1 1 K] 7.9 8,1
2 1 1 1 K] 1 78 75
3 1 1 1 1 1 7.4 7.2
4 K] 1 1 1 K] 8,3 8,2
5 1 K] 1 1 K] 78 8,0
6 1 1 K] 1 1 8,3 8,5
7 K] 1 1 K] 1 7.9 73
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8 1 -1 1 1 1 7,9 8,2
9 -1 1 -1 1 -1 7,4 7,2
10 -1 -1 1 1 1 7,8 7,7
11 -1 -1 -1 -1 1 7,4 8,0
12 -1 -1 -1 -1 -1 8,3 8,5

3.2. Két qua phan tich anh hwéng cia yéu to

Két qua duoc xir 1y bang phin mém Design expert @7.0, One way Anova (p value
<00,5). Két qua nghién ctru cho thiy 3 yéu t6 anh huong dén ndng d6 TSH 1a ethylene glycol

va meso-erythritol, thoi gian sdy véi p- value < 0,05.
Bing 3. Két qud phan tich thong ké mirc anh hwong ciia 5 yéu t6 sang loc

STT Tén yéu t6 Hé s6 anh hwéng Pj tin cay
1 Ethylene glycol (% v/v) 3,75 0,045
2 Sodium azide (g/ml) 2,98 0,358
3 Meso-erythritol (g/ml) 6,66 0,029
4 Nhiét d6 lanh déng (°C) 2,11 0,985
5 Thoi gian say (gio) 3,12 0,039

Néu hé s6 anh huéng ciia mot yéu to 1a
duong thi yéu t6 d6 anh hudng nhiéu & muc
cao va néu hé sé anh huong 1a 4m thi yéu 6
d6 anh hudng nhiéu & mic thap dén két qua
khéo sat. Dua vao hé sd anh huong nhoém
nghién ctru dd xac dinh 3 yéu td tic dong
nhiéu nhat dén ndng d6 cua thong s6 TSH
vl do tin cdy p- value < 0,05 voi ethylene
glycol la 3,75; meso-erythrito 1a 6,66; thoi
gian sdy 1a 3,12. Day 1 ba yéu té anh huong
manh dén thong s6 TSH 1a co so cho cac
nghién ctru t6i wu hoa tiép theo.

IV. BAN LUAN

Thoi gian ton tai cua TSH trong huyét
thanh & nhiét do phong la 30 ngay va 36
ngay & nhiét do -20 °C va 4 °C [8]. Pé kéo
dai tudi tho cua mau thi can phai bo sung cac
chat 6n dinh va tao mau & dang dong khé.

Két qua sang loc cac yéu té anh husng
dén ndng d6 TSH cho thay ethylene glycol,

meso-erythritol va thoi gian sy cé anh
huong nhiéu nhat. Biéu nay hoan toan phu
hop vai cac nghién cuu trude do. Ethylene
glycol duoc biét ¢én 1a chat 6n dinh cho cac
mau ¢6 ngudn gdc sinh hoc va thudng duoc
ding trong diéu ché huyét thanh kiém tra
chat luong nho dic tinh chéng dong va
khang khuan gidp o6n dinh céc phan tir hitu
co trong huyét thanh. Trong qué trinh dong
kho thi meso-erythritol ngoai kha nang ho tro
tao banh dong kho, nd con co6 tac dung bao
vé protein khoi su bién tinh, ciing nhu ngin
chan nhitng thay ddi do cac tac nhan vat ly
va hda hoc trong qua trinh bao quan mau,
kha nang hoa tan cao ctia no6 trong nudc cling
g6p phan cho qué trinh hoan nguyén mau.
Thoi gian sy thing hoa ciing 14 yéu t6 anh
huong dén chit luong san pham. Khi thoi
gian sidy ngan, d6 am s& khong dat, anh
huong dén chét lugng caa mau.
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V. KET LUAN

Nhém nghién cau lya chon va da tién
hanh sang loc tir 5 yéu t6 ban dau anh hudng
dén ndng d6 TSH trong d6 tim ra dugc 3 yéu
t6 anh huong nhat 1a ethylene glycol, meso-
erythritol, thoi gian sdy khi st dung ma tran
Plakett Burman thiét ké trén mé hinh 12
nghiém thirc. Két qua cac nghiém thirc phu
hop va dat do tin cdy cao tim ra cac yéu t6
anh huong gilp cho viéc tao ra loai mau
mién dich chta théng sé6 TSH thich hop
trong cac diéu kién bao quan va 6n dinh theo
thoi gian trién khai chuong trinh ngoai kiém.

VI. KIEN NGHI

Str dung két qua sang loc dé thyuc hién toi
wu hoa cac yéu té anh huéng dén thong sd
TSH. Tir d6 danh gia d6 6n dinh va dong
nhét cia mau.

Nghién ciu nay la tién dé cho viéc
nghién ctu cac thdng sb tuyén giap khac nhu
FT3, FT4,...
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SO SANH PO TUONG PONG KET QUA PINH LUO'NG PONG
TRONG HUYET TUONG BANG PHUONG PHAP
QUANG PHO HAP THU NGUYEN TU’ VO'I PHUONG PHAP PO MAU

Pham Thu Hién2, Tran Thi Chi Mail2, Nguyé&n Thi Hug?,
Vii Thi Hoa?, Tran Ngoc Thiang?, Lé Kim Dung?, Vii Ha Pic?

TOM TAT

Muc tiéu: So sanh do twong dong két qua
dinh lugng ddng trong huyét twong cta phuong
phap quang phd hap thu nguyén tir véi phuong
phap do mau. Po6i twong va phwong phap
nghién ciru: 40 miu bénh pham duoc tién hanh
phan tich song song bang phwong phap quang
phd hap thu trén may AA-7000 va phuong phap
do mau trén may AU-5800.S6 liéu duoc phan
tich theo phuong phap d6 thi khac biét cua
Altman- Bland va héi quy Passing-Bablock. Két
qua: Phan tich bing biéu dd khac biét cho thiy
két qua su khac biét trung binh 12 0,5 pmol/L va
95% khoang tin cay cua su khac biét la (-0,777
dén -0,222). Gi4 tri tuyét doi cua trung binh sy
khac biét hai phwong phap dinh luong dong
huyét trong nho hon do léch cho phép tai nong
d6 22,25 pmol/L, tuy nhién I6n hon do léch cho
phép tai ndng d6 2,35 pmol/L. Phan tich hdi quy
Passing-Bablock: db thi c6 d¢ dbc 0,947 (95% ClI
12 0,925- 0,994) va giao diém 0,046 (95% CI Ia -
0,048- 0,201), hé sb twong quan r 1a 0,996. Két
luan: Két qua xét nghiém dinh luong dong huyét

YTrwong Pai hoc Y Ha Ngi

2Beénh vién Nhi Trung Uong

Chiu trach nhiém chinh: Pham Thu Hién

SPT: 0988101660

Email: hienviennhil983@gmail.com

Ngay nhén bai: 29.6.2023

Nguoi phan bién khoa hoc: PGS.TS. Nguyén Gia Binh
Ngay duyét bai: 2.7.2023

tuong cua hai phuwong phap 14 khong twong dong,
nhung tuong quan chit.

Tir khoa: Dong huyét tuong, biéu do khac
biétAltman- Bland, md hinh hoi quy Passing-
Bablock, so sdnh phuong phap

SUMMARY

COMPARISON OF RESULTS OF
PLASMA COPPER MEASUREMENTS

BETWEEN THE ATOMIC
ABSORPTION SPECTROMETRY AND
COLORIMETRIC METHODS

Objective: To compare the similarity of the
results of plasma copper measurement between
atomic absorption spectrometry and colorimetric
methods. Materials & methods: 40 patient
plasma samples were analyzed in parallel by
absorption spectrometry method on AA-7000
and colorimetric method on the automatic
chemistry analyzer AU-5800. The data were
analyzed by Bland-Altman difference plot and
Passing-Bablok regression. Results:  Using
difference plot, the mean difference between two
methods was 0.5 umol/L and the 95% confidence
interval of difference was -0.777 to -0.222
pmol/L. The absolute value of the mean
difference between two methods of plasma
copper quantification was smaller than the
allowable deviation at the concentration of 22.25
pmol/L, but it was larger than the allowable
deviation at the concentration of 2.35 pmol/L.
Using Passing-Bablock regression analysis: the
graph had a slope of 0.947 (95% CI was 0.925-
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0,994) and an intercept was 0.046 (95% CI was
0,048- 0,201), the correlation coefficient r was
0.996. Conclusion: The results of plasma copper
measurements between the two methods were not
compatible, but closely correlated.

Keywords: Plasma Copper conncentration,
Bland-Altman difference plot, Passing-Bablock
regression, Method comparison.

I. DAT VAN DE

Dbdng 1a mot nguyén té vi luong can thiét
cho hoat dong cua cac co quan va qua trinh
trao d6i chat & nguoi. Trong co thé, dong ton
tai chii yéu ¢ gan, phan it hon ¢ than, mat,
ndo va mot sé co quan khac. Trong mau phan
l6n dong ton tai dudi dang ceruloplasmin va
phan con lai duoc gan véi protein trong mau,
mot phan rat nho dong ton tai ¢ trang thai ty
do (1). Binh luong dong trong huyét twong 1a
xét nghiém hd trg chan doan thiéu hut dong,
ngd doc dong, cac bénh ly di truyén lién
quan dén rdi loan chuyén hoa dong. Bé dinh
luong ddng trong mau dich sinh hoc, c6
nhiéu phuong phdp duoc &p dung nhu:
phuong phap do mau, phuong phép quang
phd hap thu nguyén tir (AAS), phuong phap
khbi pho cam @ng plasma (ICP-MS), phuong
phép quang pho phéat xa cam ung plasma
(ICP-OES). Gia tri str dung va tinh chinh xac
cua tung phuong phép khac nhau, trong do
phuong phap phuong phap quang phd hap
thu nguyén tir (AAS) l1a phuong phap hay
ding nhat trong phong xét nghiém 1am sang
trén thé gisi (1). Tuy nhién & Viét Nam
phuong phap nay it duwoc st dung tai cac
phong xét nghiém ¢ bénh vién do hé thdng
quang phd hap thu nguyén tir tng dung chu
yéu trong phan tich kim loai- nhiing xét
nghiém khong dugc lam thuong quy tai cac
phong xet nghiém thong thuong. Hon nira,
cac phuong phép phan tich kim loai trén may
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quang phd hap thu nguyén tir khdng phai 1a
phuong phap thuong mai trén thi truong, doi
hoi phong xét nghiém phai ty phat trién
phuong phap, do vay yéu cau vé nhan luc
can dugc dao tao chuyén sau. Theo hiéu biét
caa chang téi, hién nay tai Viét Nam chua c6
phong xét nghiém Iam sang nao thuc hién xét
nghiém dinh lugng ddng trong huyét twong
bang phuong phap quang phd hép thu
nguyeén ti.

Hién tai, khoa Héa sinh- Bénh vién Nhi
Trung wong dang dinh lugng dong trong
huyét twong bang phuong phap do mau trén
may hoa sinh tu dong. Phuong phap nay co
vu diém 1a don gian, tu dong hoa hoan toan,
thoi gian tra két qua nhanh; tuy nhién han
ché 1a o lap lai khong tot, doi khi gdy ra cac
truong hop két qua cao gia tao. Do vay
chung t6i da xdy duyng va tham dinh quy
trinh dinh luwong dong trong huyét twong
bing phuong phap quang phd hap thy
nguyén ti (2). Nghién cau nay duoc thyc
hién nhiam so sanh d6 twong dong két qua
dinh lwong dong trong huyét twong cua
phuong phap quang phd hap thu nguyén tir
V61 phuong phap do mau tai Khoa Héa sinh,
Bénh vién Nhi Trung Uong.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

Poi twong nghién ciru

40 mau huyét tuong thira caa bénh nhéan
duoc chi dinh dinh lugng dong bang phuong
phap do mau tai phong xét nghiém, ¢ nong
do trai khap khoang do cua hai phuong phép.

Nghién ctru dugc thuc hién tai Khoa Hba
sinh Bénh vién Nhi Trung wong tir thang
12/2021 - 10/2022.

Phwong phap nghién cau

Nguyén ly ky thugt cia phwong phdp
quang phé hdp thu nguyén ti si# dung 10
dién



TAP CHi Y HOC VIET NAM TAP 529 - THANG 8 - SO CHUYEN BE - 2023

Mot lugng nhé mau dugc hoda hoi va
nguyén tir héa & nhiét do cao trong Ong
graphit. Cac nguyén tir déng tu do sinh ra
trong dng graphit hip thu tia sang don séc tir
dén catot rong tao thanh phd hap thu nguyén
tor va dugc xac dinh bdi detector nhan quang
dién. Viéc dinh luong dong trong mau duogc
thuc hién v6i mot dudng chuan xay dung tir
mot day dung dich chuin dugc chuin bi song
song véi moi mé mau.

Nguyén ly ky thugt cia phwong phdp do
mau

Dbdng tao phan tng véi 4- (3,5 dibromo-
pyridylazo)-N-sulfopropylamine tao thanh

I1. KET QUA NGHIEN cU'U
a Diiffars

e

phac hop mau. Su ting mat do quang cua
phuc hop nay duoc do ¢ budc song 580 nm
va ty 18 thuan véi ndng do Bong trong mau
bénh pham.

Quy trinh nghién ciru

Thyc hién phan tich dong trén hai may
quang phd hip thu nguyén tir AA-7000 va
Beckman Coulter AU 5800. Thuc nghiém so
sanh tuong doéng két qua xét nghiém duoc
tién hanh theo huéng dan EPO9A cua CLSI.
So sanh sy twong dong két qua xét nghiém
bang phan tich hdi quy Passing — Bablock va
bang db thi khac biét Bland- Altman (3-5).

Sur khic bigt néng 46 ding gitta 2 miy (umolL)

Wamn

“a 3

15
Diffsrenae plot N o= 40

25 =)

Hinh 1. Biéu dé khéc bigt trong so sanh két qua dinh lwgng dong trong huyét twong giira
hai phwong phap
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40 mau bénh pham duoc tién hanh phan tich song song bang phwong phép quang phd hap
thu trén may AA-7000 va phuong phap do mau trén may AU 5800 theo quy trinh tai phong
xét nghiém. C6 4 trén 40 mau cd két qua khéc biét nam ngoai khoang gidi han chap nhan.
éch tir biéu do khéc biét co sai sé hé théng hang dinh

Bdng 1. Két qud woc tinh dj |

| Kiémainh |"UN9PINN o00p Gl ciia | D lach | TNone 49 oD Igch tuyét doi
Xeét ~ . z. swkhacbiét) ., * | tinh quyet | tai nong d¢ co
.| phan phaoi o dé léch trung | cho phép* | .. . K e
nghiém chudn hai may(d) binh (Lmol/L) (%) dinh y khoajtinh quyét dinh y
(umol/L) H (umol/L)**| khoa (umol/L)
DPdng | Phan phdi -0,5 -0,777dn- | 52% 2,35 0,12
(n=40) |khéng chuan 0,222 22,25 1,16

Két qua sy khac biét trung binh 1a 0,5
pumol/L va 95% khoang tin cay cua su khac
biét 1a (-0,777 dén -0,222). Khoang khac
biét trung binh + 2SD bao gom 0. Gia tri
tuyét d6i caa trung binh sy khac biét hai méay
cua xét nghiém dinh luong ddng huyét tuong
nho hon do léch cho phép tai néng do 22,25

- 7000 (pmol/L)

Nong do dong trén may AA
%

umol/L, tuy nhién Ién hon do Iéch cho phép
tai ndng d6 2,35 pmol/L.

* PO léch cho phép duoc lay tir trang
web cua Westgard https://www.westgard.
com/ biodatabasel.htm

** Nong d6 quyét dinh y khoa la cac gioi
han trén va giéi han dudi caa khoang tham
chiéu cua @ong trong huyét tuong.

Néng d6 déng trén ma\ /\I SS()O (pmol/L)
Hinh 2. Biéu dé Passing- Bablock so sanh két qud dinh lwong dong
trong huyét twong giita hai phwong phdp
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40 mau bénh pham dugc tién hanh phan
tich song song trén hai may AA-7000 va
AU5800 theo quy trinh tai phong xét
nghiém. D6 thi co d6 dbc 0,947 (95%
khoang tin cay cua d6 déc 1a 0,925- 0,994):
va giao diém 0,046 (95% khoang tin cdy cua
giao diém 1a -0,048- 0,201). Hé sb twong
quan r 1&2 0,996, I6n hon 0,99. 95% CI ctua do
déc khong bao gom 1. 95% CI cua giao diém
bao gom 0.

IV. BAN LUAN

Phuong phép do mau dinh luong ddng
trong huyét trong c6 wu diém 1a don gian, tu
do6ng hoa hoan toan, thoi gian tra két qua
nhanh; tuy nhién han ché 1a d6 Iap lai khdng
t6t, d6i khi gay ra cac truong hop két qua cao
gia tao. Nghién cuu cua Beckett va cong su
nam 2009 dénh gid phuong phap dinh lugng
dong trong huyét twrong bang phuong phap
do mau cho thay so véi phuong phép quang
phd hap thu nguyén tir, két qua cho thiy
phuong phap do mau kém 6n dinh hon (6).
Do vay ching t6i da xay dung quy trinh dinh
lwong ddng trong huyét twong bang phuong
phap quang phé hap thu nguyén tir (2) va tién
hanh so sanh d6 tuong ddng két qua Voi
phuong phap do mau. Trong nghién ctru nay,
40 mau bénh pham khac nhau duoc sir dung
dé so sanh do6 tuong dong gitta phuong phap
quang phd hap thu (thuc hién trén may AA —
7000) va phuong phap do mau trén may hoa
sinh ty dong AU 5800. So sanh két qua mau
bénh pham duoc phan tich bang biéu db khéc
biét Altman- Bland va héi quy tuyén tinh
Passing-Bablock. Biéu do khac biét cho thay
két qua su khac biét cua cac xét nghiém trén
hai may hoa sinh va 95% khoang tin cay cua
su khac biét d6. Tiéu chuin chip nhan cua
phuong phap 1a két qua sy khéc biét luén nho
hon d6 léch t6i da cho phép & cac nong do

quyét dinh y khoa. Két qua su khéac biét
trung binh 1a 0,5 pmol/L va 95% khoang tin
cay cua su khac biét 1a (-0,777 dén -0,222).
Khoang khéc biét trung binh + 2SD bao gém
0. Gia tri tuyét ddi cua trung binh su khac
biét hai may cua xét nghiém dinh luong dong
huyét tuong nho hon do léch cho phép tai
nong d6 22,25 pmol/L, tuy nhién 16n hon d6
léch cho phép tai nong do 2,35 pmol/L. Nhu
vay, khi sir dung d6 thi khac biét dé danh gia
su twong ddng gitra 2 phuong phap thi su
khéc biét 1a chap nhan dugc & mac nong do
cao, khong cap nhan dugc & mac nong do
thap.

Két qua dinh lugng ddng cia cac mau
bénh pham gitta hai phuong phap con duoc
so sanh bang phuong phap hoi quy Passing-
Bablok. Hinh 2 cho thay xét nghiém dinh
luong ddng huyét twong c6 khoang tin cay
95% cua do doc khdng bao gom 1, khoang
tin cay 95% cua giao diém bao gom 0. Nhu
vay c0 thé xem nhu két qua dinh lwong dong
cua hai phuong phap nay la khac biét, mac
du khong co su khac biét vé sai s6 hé thong
hang dinh nhung co sy khac biét dang ké veé
sai s6 ty Ié giita két qua xét nghiém cua hai
phuong phap. Phuong trinh tuwong quan Ia
y=0,947 x+ 0,046, trong d6 y l1a két qua
phuong phép quang pho hap thu nguyén tir, x
la két qua phuong phap do mau. Sy khac biét
vé két qua caa mau bénh nhan giira cac thiét
bi 12 do khac nhau vé nguyén Iy xét nghiém,
qua trinh hiéu chuan, hoa chat, thubc thu.
Mac du hai phuong phap la khong tuong
ddng do ton tai sai s6 hé thdng ty lé, tuy
nhién két qua hé sé twong quan r 16n hon
0,99 cho thiy hai phuong phép c6 tuong
quan chat.

Thyc nghiém danh gia do twong dong
ching t6i lya chon thuc hién theo huéng dan
EP09-A3 cua CLSI, day 1a huéng dan cu thé

199



HOI NGH] KHOA HOC TOAN QUOC LAN THU' XXV — CHAO MU'NG 60 NAM THANH LAP HOI HOA SINH Y HOC VIET NAM

giup cac phong xét nghiém thuc hién cac
bu6c tién hanh so sanh phuong phap mot
cach chi tiét, co hiéu qua va kha ning ap
dung toan cau, duoc cac phong xét nghiém
vu tién lua chon(3). Trén thuc té khi thuc
hién nghién ctru theo huéng dan EP09-A3
ciia CLSI ¢6 uvu diém 1a ding mau huyét
tuong cua bénh nhan pha kin khoang tuyén
tinh s¢ danh gia chinh xac d6 chéch gitra 2
thiét bi & cac muc nong do khac nhau thay vi
s dung mau QC chi c6 thé danh gia do
chéch & mot s6 gia tri nong do nhat dinh.
Ngoai ra theo méot sé khuyén céo viéc su
dung cac mau QC mic du don gian, tién loi,
dé sir dung, nhung chi thich hop ap dung khi
hai thiét bi xét nghiém giong nhau sir dung
cuing 16 thudc thir, thi kha nang méi quan hé
giira cac két qua QC cua hai may 1a tuong tu
nhu mdi quan hé giita c&c mau bénh pham
gitra 2 may. Tuy nhién khi nghién ctu so
sanh phuong phap duoc thyuc hién trén hai hé
thong khac nhau, thudc thir duoc s dung
khéc nhau thi kha niang phan anh mdi quan
hé vé két qua khi phan tich mau bénh nhan
thong qua két qua cia mau QC la han ché va
c6 thé dan dén nhiing két luan sai 1am vé kha
ning so sanh cia mau bénh nhan. Vi vay, cac
mau bénh pham 1a lya chon t6i wu khi sir
dung dé so sanh d6 léch giita hai phuong
phép trén cac hé thdng may xét nghiém khac
nhau(3). Mau nghién ctru lya chon tir chinh
cac mau bénh pham thira duoc st dung cho
phan tich tai phong xét nghiém 1a ngudn vat
liéu ly tuong cho thuc nghiém so sanh
phuong phép, vi day 1a cac mau thyc té duoc
phan tich bang hé théng do luong. Mau
huyét thanh thira c6 nhitng sai s6 va yéu tb
anh huong y hét nhu két qua phan tich thuc
té, do d6 su khéc biét do luong duoc cd dod
tin cay cao.
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V. KET LUAN

Két qua xét nghiém dinh luong ddong
huyét twong cua phuong phap quang phd hap
thu nguyén tir va phuong phap do mau la
khong twong déng, nhung tuong quan chit.
Phong xet nghiém chi nén st dung mét trong
hai phuong phap dé theo ddi néng do dong
huyét twong cho bénh nhan.
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AP DUNG HUO'NG DAN EP15A3 CUA CLSI XAC NHAN PHUONG PHAP
PINH LUONG G6PD TRONG MAU MAU THAM KHO
TREN HE THONG VICTOR 2D CUA PERKIN ELMER

Nguyén Vin Thwéng?, Tran Tin Nghia23, Ping Thi Ngoc Dung?

TOM TAT

Xéc nhan gia tri st dung cia phuong phap
(method verification) 1a kiém tra lai kha ning
thuc hién ciia cac phuong phap di dugc cong bd,
nhim ching minh ring phwong phap d6 thuc
hién dugc va cho két qua phu hop véi cac yéu
cau k¥ thuat ma nha san xuét da cong b, tai mot
phong xét nghiém cu thé. Nghién ctru duogc thuc
hién voi myc tiéu xac nhan phuong phap dinh
lugng G6PD trong mau mau thdm khd trén hé
thdng VICTOR 2D cua Perkin Elmer. Nghién
ctru sir dung vat liéu bo noi kiém Neonatal G6PD
QC hai muc va héa chat Neonatal G6PD kit dé
tién hanh thuc nghiém danh gia do ding, do
chum cua xét nghiém G6PD trén hé théng
VICTOR 2D cuia Perkin Elmer theo huéng dan
EP15A3 cua CLSI. CV cua phong xét nghiém
véi QC (normal) va QC (Abnormal) lan luot la
1,14%, 2,42% nho hon gia tri CV nha san xuat
cong b cho gia tri binh thuong 1a 5,3% va gia tri
bénh 1y 1a 13,8%. Gia tri trung binh quan sat cua
hai m@c QC nam trong khoang xac nhan. Do
chum va d¢ dang caa xét nghiém sang loc G6PD
duoc xac nhan, xét nghiém co thé thuc hién dé

B¢énh Vién San Nhi tinh Qudng Ninh

*Triwong Pai Hoc Y Ha Ngi

*Triwong Dai hoc Y Duoc Can Tho

Chiu trach nhiém chinh: Nguyén Vin Thuong
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Ngay nhén bai: 29.6.2023

Ngudi phan bién khoa hoc: PGS Nguyén Gia Binh
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cung cip dich vu cho bénh nhan tai phong xét
nghiém.

Tir khéa: Thiéu enzyme G6PD, sang loc so
sinh, xac nhan phuong phap, EP15A3.

SUMMARY

APPLICATION OF CLSI EP15A3

GUIDELINE FOR VERIFICATION

OF G6PD MEASUREMENT METHOD
IN DRY BLOOD SAMPLES ON
PERKIN ELMER’S VICTOR 2D
SYSTEM

Analytical method verification is crucial for
laboratories before proceeding to the testing of
patients' samples. The purpose of this study was
to verify the performance of G6PD measurement
in dry blood samples on Perkin Elmer’s VICTOR
2D system for newborn screening of
G6PD deficiency. The verification of precision
and trueness was conducted on the Perkin Elmer
analyzer using the Perkin Elmer's Neonatal
G6PD kit and quality control materials in
accordance with CLSI EP15-A3 guidelines. The
laboratory CVs of two QC levels were observed
to be 1.14% and 2.42% respectively, lower than
the manufacturer’s CVs of normal value 5.3%
and Abnormal value 13.8%. The observed mean
value of two QC levels were within the
verification intervals. As a result, the precision
and trueness of this G6PD assay were verified,
allowing it to be used for neonatal screening.

Keywords: G6PD deficiency, newborn
screening, method verification, EP15A3
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I. DAT VAN DE

Nha san xuit da danh gia mot cach ky
ludng trude khi dua mdt phuong phép ung
dung vao lam sang, tuy nhién ¢ tung phong
xét nghiém co rat nhiéu yéu t6 cd thé tac
d6ng, anh huong dén céc chi tiéu chat luong
cua phuong phap nhu: Mo6i truong thuc hién
phuong phéap, diéu kién van chuyén, bao
quan (hoa chat, thudc thi, vat tu), ky ning
thyuc hién cta nhan vién,... Vi vay, trudc khi
st dung phuong phap mdi, phong xét
nghiém can thyc hién xac nhan gia tri sir
dung cua phuong phap dé ching minh
phuong phép nay khi duoc &p dung thyc té
tai phong xét nghiém cé su twong duong voi
cac thong sb chat luong dugc dua ra boi nha
san xuat [2, 3]. C6 nhiéu huéng dan danh gia
phuong phap duoc chap nhan trén thé gioi
nhu tiéu chuan cua t6 chuc CLSI, 1SO,
ASTM, AOAC...Trong d6, huéng dan
EP15A3 caa CLSI vé xac nhan phuong phap
dugc cong nhan va ap dung rong réi véi mo
hinh thuc nghiém tdi thiéu 14 “5 1an x5 ngay”
dé danh gia do chum, do dang cua phuong
phap. Huong din ndy di gitp phong xét
nghiém tiét kiém thoi gian, ngudn lec va co
thé tai cac phong xét nghiém khac nhau vé
trang thiét bi, ki thuat, nhan lyc ma van dam
bao tinh tin cdy [4, 5].

Bénh thiéu enzyme G6PD (Glucose—6—
Phosphate Dehydrogenase) 1a tinh trang thiéu
enzyme G6PD trén mang té bao hong ciu, la
su thiéu hut enzyme phd bién nhét lién quan
dén hon 400 triéu nguoi trén toan thé gisi.
CAc té bao hong cau phu thudc vao hoat dong
G6PD dé tao NADPH bao v¢, khi thiéu
enzyme G6PD trén mang té bao hong cau
cac té bao hong cau d& bi stress oxy hoa hon
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céc té bao khéc. O nhiing tré bi thiéu enzyme
G6PD, stress oxy hoa c6 thé lam bién tinh
huyét sic t5, gay tan méau ndi mach. Hong
cau bi v kéo theo hemoglobin bi phan huay,
van chuyén toi than dé dao thai ra ngoai,
nhung luong hemoglobin bién tinh nhiéu c6
thé bj tich tu tai than gay suy than. Tur nim
1965, giao su Wong Hock Boon da khoi
xudng sang loc bénh thiéu enzyme G6PD ¢
mau cudng rén tai Singarpore [6]. Tai Viét
Nam, chuong trinh sang loc so sinh bat dau
6 tir ndm 1998, véi du an khu vuc c6 tén goi
la RAS/6/032. Tir nim 2007 dén 2010, c6
38.437 tré dugc huong loi tir sang loc trudc
sinh va sang loc so sinh. Tur nhiing tré sang
loc nay, dd xac dinh dugc mét sé luong 16n
nghi ngo, tir d6 tién hanh chan doan xac dinh
sém dugc 2767 tré mac bénh thiéu enzyme
G6PD [7]. Tai bénh vién San Nhi tinh Quang
Ninh mdi nam da tién hanh sang loc cho hon
5000 tré so sinh, sang loc G6PD di gop phan
chuan doan sém nguyén nhan thiéu mau do
thiéu enzyme G6PD.

Pé d¢am bao chit lugng xét nghiém ciing
nhu d¢ tin cay cua thiét bi khi thuc hién xét
nghiém sang loc cho bénh nhan, phong xét
nghiém can xac nhan phuong phap trudc khi
dua vao sir dung. Vi vy, dé tai nay duoc
thuc hién véi myc tiéu: Ap dung huéng dan
EP15A3 cua CLSI x&c nhan phuong phap
dinh lugng G6PD trong miu mau thim kho
trén hé thong VICTOR 2D cua Perkin Elmer.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN cU'U
2.1. Chét ligu nghién ciru
Chat ligu nghién ciru:
- Hoa chat thuc hién.
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Tén hoa chit Lot Han sir dung
Neonatal G6PD kit 741697 05/2024
Neonatal G6PD QC 740310 04/2024
- Loai mau thyc hién danh gia do chum, Mot két qua duoc coi la ngoai lai khi n6
d6 dung: Mau noi kiém (QC). nam ngodi giGi han cua Grubbs’:

- Chon mau: Chon cac mau QC ung voi 2
muc nong d6 khac nhau cua nha san xuat.

Thiét bi: Hé théng thiét bi sang loc so
sinh bang méau got chan caa Perkin Elmer
gom 05 thiét bi: (1) May duc 16, (2) May lac
U dia vi tim, (3) May lic, (4) May rira, loai
bo dia gidy, (5) May doc huynh quang. Thiét
bi sir dung nguyén ly mién dich huynh quang
st dung chat danh dau huynh quang l1a phic
Lanthanide.

Dia diém va thoi gian: Khoa Sinh hoa
bénh vién San Nhi tinh Quang Ninh, tir thang
5 nam 2022 dén thang 8 nam 2022.

2.2. Phwong phap nghién ctru

2.2.1. Phuwong phap nghién cizu

Nghién ctu thuc nghiém trong phong xét
nghiém. Nghién cau nay st dung cung 1
thuc nghiém dé danh gia d6 chum va do
dang cua xét nghiém sang loc thiéu enzyme
G6PD theo huéng dan EP15A3. Phan tich
lap lai 5 1an/1 ngay ddi voi mdi miac QC va
thuc nghiém dugc tién hanh trong 5 ngay
lién tiép.

2.2.2. Thuc nghiém ddanh gia djp chum
(Precision)

Do chum (con goi la do tap trung) 1a mac
d6 gan dung gitra cac két qua thuc hién doc
lap trén cing mot mau va trong clng mot
diéu kién thuc hién. D6 chum tuwong tng véi
khoang céch giira két qua xét nghiém riéng lé
Véi tri s6 trung binh [8].

- Phuong phép xir ly s liéu danh gia do
chum (theo huéng dan EP15A3) gom 4 budc

Buoc 1: Test Grubbs tim gié tri ngoai lai

Grubbs’limit = Mean + G x SD véi Mean la
gia tri trung binh cua sb liéu thu duoc bao
gom ca gia tri ngoai lai, G 1a hé s6 Grubbs
tra tir bang Grubbs table B4 trang 73 trong
EP15A3, SD la do Iéch chuan cua sé liéu bao
goém ca gia tri ngoai lai.

Buéc 2: Ude tinh @o chum sur dung phén
tich phuong sai mét chiéu (ANOVA)

+ Tinh tong cac binh phuong (Sum of
squares - SS), bac tu do (Degrees of freedom
- DF), binh phuong cua trung binh (Mean
squares - MS) giira cac lan chay (SSi, DF1,
MS;) va trong lan chay (SSz, DF2, MS»).

+ Tinh phuong sai giita cac lan chay Vi
va phuong sai trong lan chay Ve:

Vw = MS2; Vs = (MS1 - MS2)/no (no 12 56
lan chay: n,=5)

Buwéc 3: Tinh d6 léch chuan trong lan
chay Sr, do léch chuan giita cac lan chay Se,
d6 léch chuan caa phong xét nghiém Swi

Sr=VVw S5 =VVb g, =VVw+Vb

+ Chuyén SD sang CV%: CVr = (S
x100)/Trung binh, CVe = (Sb x 100)/Trung

binh, CVwl = (SWL x 100)/Trung binh.

Buéc 4: Panh gia két qua

+ Do chum wudc tinh cua phong xét
nghiém nhoé hon hoidc bang d6 chum cua nha
san xuat céng bé thi @6 chum cua phong xét
nghiém dugc Xac nhan.

+ Do chum cua phong xét nghiém 1én
hon d6 chum cua nha san xuit cong bd thi
can tinh gigi han xac nhan trén UVL (Upper
verification limit).

Tinh UVL gom:
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Xac dinh bac tu do df cho do lap lai va
d6 chum (dfr va dfwi)

e dfr = N — k (trong d6: N: s6 lan 1ap lai,
k = no: s6 1an chay).

Hé s6 F ciia UVLg cho do lap lai duoc
tinh toan theo dfr dua trén bang 7 trang 29
trong EP15A3.

Vé6i @6 chum cua PXN can tinh p cua
NSX:

o p = SDwi(Nsxy/SDrinsx) = %0CVwL/%CVR

Tra hé sé dfw. dya trén bang 6 trang 27
trong EP15A3 (dya vao p va sd lan chay)

Hé s6 F cua UVL cho d6 tai lip duoc
tinh todn theo dfw. dua trén bang 7 trong
EP15A3.

Giéi han xac nhan trén UVL = F x
SDwi(nsx) hoac UVLw = F X %CVwi (Nsx)

Néu do lap lai va d6 chum caa PXN nho
hon hodc bang UVL thi d¢ chum cua NSX
cong bd duoc xé&c nhan trong diéu kién cua
PXN.

Do chum thyc nghiém I6n hon gidi han
xac nhan trén UVL thi PXN can tién hanh
hanh dong khac phuc tién hanh thuc nghiém
phan tich lai hoic c6 thé tién hanh thuc
nghiém I6n hon theo EPOS5.

2.3. Thuc nghiém danh gia d¢ dung
(Trueness)

Do ding 1a khai niém chi mac do gan
nhau gitta két qua do va gia tri thuc caa phép
do [4][8]. Mdi mau bénh pham déu c6 gia tri
thuc cua nd, tuy nhién viéc xac dinh dugc gia
tri thuc nay la khdng thé, chi c6 thé quy udc
mot gia tri trung binh duogc 1ap lai nhiéu nhat
la gia tri thuc hay con goi la gia tri quy
chiéu.

- X1r Iy s6 liéu (Thuc nghiém danh gia do
dung duoc tién hanh theo huéng dan theo
EP15A3) gém 7 budc.

+ Tinh gia tri trung binh, SD cua két qua
thuc nghiém thu dugc.
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+ Xac dinh standard error cua gié tri dich
(TV) va trung binh quan sét.

Buwéc 1: Tinh sai s6 chuan cua trung binh
(sex)

| T, ;.
{1/nRun % (S, - (nRep- 1)/ nRep X S5,.7)
sex=V ' ?

Trong d6: nRun 12 s6 1an chay: nRun = 5.
nRep 1 sb 1an chay lap lai trén

mot mau: nRep =5
Buéc 2: Sai sb chuan cua gia tri dich

(S€RM) gia dinh 13 0 khi vat liéu st dung 1a

QC.

Bueéc 3: Tinh sai s6 chuan két hop (sec):
se. = Jse +segy’

Do S€rRM = 0 nén se; = Sex

Buréc 4: Tinh bac tu do két hop (dfc):

dfx=nRun-1=5-1=4

dfe = dfx = 4 (Vi sec = sex)

Buéc 5: Cai dat hé sé nhan m véi o =
0,05 va 4 bac tu do

m =t1 - o/2.nSam, dfc

Buoéc 6: Tinh khoang xac nhan (VI —
Verification interval)

VI=TV £m X sec

Buéc 7 (Panh gia): Néu trung binh sb
liéu thuc nghiém nam trong khoang xéac nhan
cua gia tri dich thi d6 dung dwoc xac nhan
phU hop vai nha san xuét.

Trong trudng hop trung binh sé liéu thuc
nghiém nam ngoai khoang xac nhan, do léch
nho hon d6 léch cho phép ma PXN da lya
chon, do ding duoc xac nhan, néu do léch
I6n hon d6 léch cho phép ma PXN da lya
chon, PXN can lién hé véi nha san xuét.

2.4. Xir ly s6 ligu

Str dung phan mém SPSS 20.0 dé xur ly
va phan tich sé liéu.

2.5. Pao dwic nghién cieu

- Nghién cttu khéng c6 su can thiép trén
nguoi bénh.

- S6 liéu thu thap dugc trong nghién ctu
chi dung trong viéc danh gia chat lwong thiét
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bi sang loc tai khoa Sinh hoa, Bénh vién San

INl. KET QUA NGHIEN CU'U
3.1. X4c dinh d§ chum theo hwéng dan EP15A3
Bdng 1. Két qud thirc nghiém xé&c nhdn phwong phdp do hoat dé G6PD

Nhi tinh Quang Ninh.

QC1 (Normal)

Hoat d G6PD (U/gHb)

Mean NSX Lan chay|Lan chay|Lan chay|Lan chay|Lan chay Mean D
6,2 U/gHb 1 2 3 4 5
Ngay 1 6,33 6,21 6,18 6,34 6,25 6,25 0,071
Ngay 2 6,17 6,21 6,35 6,20 6,30 6,21 0,075
Ngay 3 6,19 6,24 6,30 6,26 6,21 6,24 0,043
Ngay 4 6,32 6,39 6,15 6,29 6,27 6,29 0,083
Ngay 5 6,13 6,21 6,16 6,22 6,15 6,11 0,039
Mean, SD 6,24 0,070
QCI\Z/lg:‘ErII\IOSrQaI) Lan chay|Lan chay|Lan chay|Lan chay|Lan chay Mean D
1,3 U/gHb L 2 3 4 >
Ngay 1 1,33 1,30 1,29 1,31 1,35 1,31 0,024
Ngay 2 1,28 1,32 1,37 1,29 1,32 1,32 0,035
Ngay 3 129 | 134 | 136 | 139 | 131 | 134 | 0,039
Ngay 4 134 | 136 | 128 | 129 | 133 | 133 | 0,033
Ngay 5 1,27 1,32 1,32 1,36 1,30 1,32 0,032
Mean, SD 1,32 0,031

Nhan xét: Trong két qua thuc nghiém xac dinh d6 chum khéng cé gia tri QC G6PD nao
nam ngoai dai ciia Grubbs’limit vi vay khong co gia tri nao bi loai bo.

Bdng 2. Két qud phan tich phwrong sai mét chiéu - ANOVA
Nguén bién thién SS o’ SD CV | DF MS
Gitracac lanchay | 0,035 | 0,004 | 0,063 | 051% | 4 |0,009 (MSy)
QC1 Trong lan chay 0,085 | 0,001 | 0,032 | 1,01% | 20 | 0,004 (MS,)
Toan phin 0,120 0,071 | 1,14% | 24
Giita c4c lan chay | 0,002 0 0 0% 4 10,000 (MSy)
QC2 Trong lan chay 0,022 | 0,001 | 0,032 | 2,42% | 20 | 0,001 (MSy)
Toan phan 0,024 0,032 | 242% | 24

SS (Sum of squares): Tinh téng c4c binh
phuong; o? (Variance): Phuong Sai; SD
(Standard deviation): do léch chuan; CV
(Coefficient of variation): hé sé bién thién;
DF (Degrees of freedom): bac ty do; MS

Nhdn xét: Két qua phan tich phuong sai
mét chiéu cho QC1 va QC2 c6 MS (gitra cac
lin chay) lAn luot 13 0,009 va 0,000, MS
(trong cac lan chay) lan luot 1a 0,004 va
0,001.

(Mean squares): binh phuwong cua trung binh.
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Bdng 3. Két qud so sdnh dg chum véi cong bé ciia nha sdn xudt

Mean Mean thuc Do chum phong xét nghiém
QC | NSX nghiém N | CVwéc [CVcongbd| Giéihan Pinh gis
(U/gHDb) (U/gHDb) tinh NSX xac nhan
QC1 6,2 6,24 25 1,14% 5,3% 6,94% Pat
QC2 1,3 1,32 25 2,42% 13,8% 18,08% Pat
Nhdn xét: Do chum wdc tinh caa PXN  1a 13,8% (Bang 3). Do vay d6 chum duoc
v6i 2 miac QC lan lwot la QC1 x4c nhan ma khéng can tinh gigi han xac

(CVwi=1,14%), QC2 (CVwL=2,42%) thap
hon so vdi cong bo cta nha san xuat véi
QC1 (Normal) la 5,3% va QC2 (Abnormal)

nhan cho d6 chum ¢ thuc nghiém nay.
3.2. Xac dinh d9 dang cda xét nghiém
sang loc G6PD

Bdng 4. Két qua xac nhdn dé ditng xét nghiém G6PD theo hwong ddn EP15A3

Gia tri thu dwoc QC1 QC2
Sai s6 chuan cua TB (sex) 0,019 0,006
Sai s6 chuan cua gia tri dich (serm) 0 0
Sai s6 chuan két hop (sec) 0,019 0,006
Hé s6 nhan 4 4
Khoang xac nhan (U/gHb) 6,153 — 6,286 1,299 - 1,341
Mean s6 liéu thuc nghiém (U/gHb) 6,24 1,32
banh gia Pat Pat

Nhgn xét: Gia tri Mean thuc nghiém d6i
véi QC1 (Normal) 1a 6,24 U/gHb nam trong
khoang xac nhan tinh toan theo huéng dan
EP15A3 (6,153 — 6,286 U/gHb), d6 diing cia
phuong phap xét nghiém G6PD dugc Xac
nhan vai gia tri QC1 (Normal). Gia tri Mean
thuc nghiém ddi véi QC2 (Abnormal) la 1,32
U/gHb nam trong khoang xac nhan tinh toan
theo huéng dan EP15A3 (1,299 - 1,341
U/gHb), d6 dang cuta phuong phap xét
nghiém G6PD dugc xac nhan véi gia tri QC2
(Abnormal)

IV. BAN LUAN

Thuc hanh chat lwong tét doi hoi cac
phong xét nghiém phai c6 cac quy trinh tham
dinh hoic xac nhan phuong phéap c6 thé truy
nguyén theo hudng dan quéc gia hoic qudc
té. C6 nhiéu tai liéu hudng dan xac nhan gia
tri st dung cta phuong phap. Thuc té cho
thdy, cac phong xét nghiém & Viét Nam hién
dang str dung céac tai liéu khac nhau va gap
rat nhiéu khé khian trong viéc xac nhan

206

phuong phap xét nghiém. Nhiéu phong xét
nghiém trén thé gioi da ap dung cac hudng
dan cua CLSI cho viéc xac nhan hiéu ning
phuong phap. Nghién ctru nay &p dung céc
huéng dan EP15A3 cua CLSI dé tién hanh
danh gia d6 chum, d6 dung dbi voi xét
nghiém G6PD trén hé théng sang loc cua
Perkin Elmer [4, 5].

Trong nghién cau caa ching toi, két qua
hé s6 bién thién d6 chum cua hé théng xét
nghiém dugc chap nhan. CV d6 chum wdc
tinh QC1 (Normal) va QC2 (Abnormal) cua
xét nghiém G6PD tai phong xét nghiém
ching t6i lan luot 1a 1,14%, 2,42%, d6 chum
tt hon so v6i thiét bi cta nghién ctu
Nguyén Thi Phuong Cac va cong su, nho
hon CV d6 chum nha san xuét céng bd ddi
v6i QC1 (Normal) va QC2 (Abnormal) lan
luot 1a 5,3% va 13,8% [1]. PO chum cua
phuong phap duoc xac nhan.

Tuy nhién khi thuc nghiém néu CV thuc
nghiém 16n hon CV nha san xuat cong bé thi
PXN can tinh gi¢i han xac nhan trén UVL
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(Upper verification limit) cia phuong phap
theo huéng din EP15A3. Néu CV thuc
nghiém nhé hon gidi han xac nhan thi do
chum cua phuong phap duoc chap nhan. Ap
dung huéng dan EPI5A3 udc luong Xac
nhan giagi han trén UVL%, véi QC1 va QC2
trong nghién cau cua chung tdi lan luot 1a
6,94% va 18,08% (Bang 3). V&i két qua wdc
luong nay, khi so sénh gia tri CV thuc
nghiém cua QC1, QC2 trong nghién cuu,
chdng t6i thiy gia tri CV thuc nghiém nho
hon gia tri CV nha san xuat da cong bo dong
thoi nho hon rat nhiéu gigi han xac nhan
UVL uéc luong dugc theo hudng dan
EP15A3. Do vay, trong nghién ctu cua
chdng tdi khéng can tinh giéi han xac nhan
d6 chum (UVL). Néu CV do chum thuc
nghiém lén hon CV cua gigi han xac nhan
wdc tinh (UVL) thi PXN can tién hanh hanh
dong khic phuc va tién hanh thuc nghiém
phan tich lai hoic c6 thé tién hanh thuc
nghiém I6n hon theo EPO5 hoac lién hé vai
nha cung cap dé hd trg.

Do dung 1a khai niém chi mac do gan
nhau gitra két qua do va gia tri thuc cua phép
do. Thyc nghiém danh gia d6 dang st dung
cung gia tri thu dugc tir danh gia do6 chum.
Véi phén tich 2 nong d6 QC theo cong thic
(5 1an chay lap lai x5 ngay). Do ding duoc
danh gia qua gia tri trung binh quan sat,
khoang xac nhan theo huéng dan EP15A3.
Néu gia tri trung binh quan sat nim trong
khoang xac nhan thi d6 dtng cia phuong
phap dugc xac nhan. Trong nghién ctu cua
ching téi gia tri trung binh quan sat cua 2
muc QC nam trong khoang xac nhan (Bang
4). Nhu vay ky thuat dinh luong thiéu
enzyme G6PD biang miau mau thdm khd
dugc xac nhan vé do dang.

V. KET LUAN

Xac nhan phuong phéap dinh luong thiéu
enzyme G6PD mau thim khd bang Neonatal
G6PD kit trén thiét bi VICTOR 2D cua

Perkin Elmer tai khoa Sinh hoa Bénh vién
San Nhi tinh Quang Ninh dap ung d6 chum,
d6 dang cua nha san xuat.
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DPANH GIA PAC TINH BO MAU HUYET THANH PONG KHO
DUNG TRONG NGOAI KIEM VIEM GAN B VA C
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TOM TAT

Muc tiéu: Panh gia dic tinh gom tinh dong
nhit cua toan bd mau, do 6n dinh bao quan, on
dinh van chuyén cua mau huyét thanh déng kho
dung trong chuong trinh ngoai kiém viém gan B
vaC.

Péi twong — phwong phap nghién ciu:
Nghién ctru thuc nghiém trén bo mau duong tinh
véi viém gan B va C tir huyét thanh sau qua trinh
chuyén d6i huyét tuong. Panh gia tinh dong nhat
va d6 6n dinh mau trong qué trinh bao quan, van
chuyén ciia bo mau sau khi dong kho bang kiém
dinh oneway ANOVA va t-test.

Két qua: Bo mau géom 3 16. L1: Anti-HBs
(+), Anti-HCV (+). L2: HBsAg (+), Anti-HBc
total (+), Anti-HBe (+). L3: HBsSAg (+), Anti—
HBc total (+), HBeAg (+). Ca 3 16 déu dat tinh
ddng nhat theo phép kiém dinh oneway ANOVA
p value lan luot 1a L1 (0,23; 0,11); L2 (0,66:
0,50; 0,50); L3 (0,18; 0,50; 0,92) (95%). Do én
dinh bao quan va véan chuyén theo phép kiém

Dai hoc Y Duoc Thanh phé Ho Chi Minh
2Trung tdm Kiém chudn chdt lirong xét nghiém y
hoc - Pai hoc Y Duoc TP.HCM

Bénh vién Pa khoa Pong Nai

*Trung tam Xét nghiém Y khoa iLab

Chiu trach nhiém chinh: Lé Van Chuong

SBT: 0989981145

Email: chuongmedtech@ump.edu.vn

Ngay nhan bai: 10.7.2023

Ngudi phan bién khoa hoc: PGS Nguyén Gia Binh
Ngay duyét bai: 11.7.2023
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dinh t-test déu cho p value > 0,05. Mau dat 6n
dinh bao quan 6n dinh bao quan trong 3 thang tai
2 muc nhiét do -20°C va 2-8°C, dat d¢ o6n dinh
van chuyén dén 6 ngay & ca diéu kién lanh co da
gel va diéu kién khong co dé gel.

Két luan: Tu két qua nghién cau cho thiy
dic tinh mau huyét thanh dong kho viém gan B
va C dat tinh déng nhat va d6 6n dinh trong diéu
kién bao quan va van chuyén. Két qua bo mau
sau danh gia 1a nén tang dé tiép tuc xay dung quy
trinh va ung dung vao chwong trinh ngoai kiém
theo tiéu chuan 1SO 17043:2010.

Tir khoa: Huyét thanh déng kho, Viém gan
B va C, Ngoai kiém.

SUMMARY
EVALUATION OF
CHARACTERISTICS OF
LYOPHILIZED SERUM SAMPLES
FOR EXTERNAL QUALITY
ASSESSMENT OF HEPATITIS B AND C

Objectives: The evaluation of lyophilized
serum samples used in the external quality
assessment (EQA) program for hepatitis B and C
is crucial to ensure accurate and reliable
laboratory testing. This study aimed to assess the
homogeneity, storage stability, and transport
stability of these samples.

Subjects and research methods: An
experimental study was conducted using positive
serum samples with hepatitis B and C markers
after plasma conversion. The homogeneity,
storage stability and transport stability of the
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samples were evaluated using one-way ANOVA
and t-tests.

Results: The lyophilized serum sample set
consisted of three lots, each with different
hepatitis B and C markers. L1: Anti-HBs (+),
Anti-HCV (+). L2: HBsAg (+), Anti-HBc total
(+), Anti-HBe (+). L3: HBsAg (+), Anti-HBc
total (+), HBeAg (+). The homogeneity analysis
revealed consistent results within each lot
according to One-way ANOVA p values is as
follows: L1 (0,23; 0,11); L2 (0,66; 0,50; 0,50);
L3 (0,18; 0,50; 0,92) (95%). The storage stability
and transport stability according to t-test both
yielded p values > 0,05. Storage stability and
transport stability tests indicated that the samples
remained stable over a three-month storage
period at temperatures of -20°C and 2-8°C.
Additionally, the samples demonstrated transport
stability for up to six days under both cold
conditions with ice packs and cold conditions
without ice packs.

Conclusion: The evaluated lyophilized
serum samples used in the external quality
assessment program for hepatitis B and C
exhibited characteristics of homogeneity, storage
stability, and transport stability. These findings
support their suitability for use in EQA programs
according to ISO 17043:2010 standards. The
results of this study provide a foundation for
further development and application of these
samples in proficiency testing for hepatitis B and
C diagnostics.

Keywords: Lyophilized serum, Hepatitis B
and C, External Quality Assessment.

I. DAT VAN DE

Udc tinh ¢6 khoang 354 triéu ngudi trén
toan thé gioi song chung véi viém gan B
hodc C [8]. Viém gan B va C la van dé y té
mang tinh chat toan cau nhung chi 10%
trong tong s6 nhitng ngudi bi nhidm vi rat

viém gan B mén tinh duoc chan doan, 22%
trong s6 ho dugc diéu tri. DSi véi nhidm
viém gan C, ty 1& nay twong ¢ng lan luot 1a
21%, 62%. Tir ty & trén, cho thiy viéc chan
doan phat hién bénh con kha thap so véi tién
b6 khoa hoc cdng nghé ngay nay [6]. Vi vay
dé hd trg chan doan va diéu trj thi nang cao
chat luong xét nghiém 1a mot viéc can thiét,
ddng thoi ciing 1a quy dinh bit budc theo
Thong tu 01/2013/TT-BYT ngay 11/01/2013
ciia B truong Bo Y té vé “Hudng dan thuc
hién quan Iy chat lugng xét nghiém tai co s
kham bénh, chira bénh”.

Ngoai kiém la mét céng cu hitu hiéu
trong viéc kiém soat chat luong xét nghiém,
gitip danh gia mot cach khach quan, xem xét
va khic phuc cac sai sé kip thoi, déng thoi 1a
yéu cau bat budc ddi voi co so khdam chira
bénh c6 phong xét nghiém. O nudc ta hién
nay, tuy da cung cap cac chuong trinh ngoai
kiém viém gan B va C ¢ dang long dong lanh
nhung gip nhiéu kho khin trong qua trinh
van chuyén, ting chi phi bao quan va van
chuyén mau, kém nguy co mat an toan sinh
hoc cao giy kho khan cho cac don vi tham
gia. Pé danh gia tot chat luong cac xét
nghiém va giai quyét nhiing khé khan trén
viéc san xuat mau huyét thanh hoc dong kho
la can thiét, nham dap ung duoc nhu ciu
ngoai kiém trong nudc, tao diéu kién thuan
lgi cac don vi tham gia chuong trinh, gop
phan nang cao chat luong xét nghiém. Vi
nhitng ly do trén, ching tdi tién hanh nghién
cau: “Pdnh gid ddc tinh bg mdu huyét thanh
dong khé dimg trong ngoai kiém Viém gan B
va C.”

II. DOl TUONG VA PHU'ONG PHAP NGHIEN cU'U

Poi twong nghién cieu: Cac mau huyét
tuong duong tinh v&i mot hoic nhiéu thdng
s6: HBsAg, Anti-HBs, HBeAg, Anti-HBe,
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Anti-HBc total, Anti-HCV sau khi dugc sang
loc theo quy dinh Thong tu 26/2013/TT-
BYT thu thap tir ngan hang mau va dugc luu
trir -80 °C tai Trung tdm Kiém chuan chat
luong xét nghiém y hoc — Pai hoc Y Duoc
Thanh phé H6 Chi Minh tir thang 10/2022
dén thang 6/2023.

Y dwc caa nghién cau: Nghién cau
dugc théng qua bai Hoi ddng dao duc trong
nghién ctu y sinh Pai hoc Y Dugc TP. Ho
Chi Minh theo quyét dinh sé 797/HPPD-
DHYD ngay 26 thang 10 nam 2022

Phwong phap nghién cwu:

Thiét ké nghién cizu: Nghién cau thuc
nghiém.

Tao bg mdu

Mau huyét twong thu thap tir ngan hang
mau sau d6 dugc ra dong tu nhién ¢ nhiét do
phong. Huyét twong s& duoc chuyén doi
thanh huyét thanh biang cach st dung
Calcium chloride va Kaolin [7]. Sau d6 danh
gia cac théng sé6 HBsAg, Anti-HBs, HBeAg,
Anti-HBe, Anti-HBc total, Anti-HCV bang
hé thong may xét nghiém mién dich tu dong
Roche Cobas 6000

B mau huyét thanh duoc chon theo mo
hinh bénh tat va bd sung thém chét 6n dinh
dong kho trehalose, albumin vé&i dic diém
nhu sau: [1] [3].

L6 1 (Chung ngira VG B chu dong va
VG C): Anti-HBs (+), Anti-HCV (+).

L6 2 (VG B man giai doan khong hoat
dong): HBsAg (+), Anti-HBc total (+), Anti-
HBe (+).

L6 3 (VG B man giai doan hoat dong):
HBsAg (+), Anti-HBc total (+), HBeAg (+).

Déng lgnh mdu: Cac 16 miu dugc tron
déu bang may khudy tir, sau d6 chia nho
1000 uL vao mdi lo thuy tinh, déng nap cao
su, dan nhan. Lo mau duoc dong lanh & nhiét
do -80°C.
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Déng khé mdu: Mau dong lanh s& duoc
chuyén vao may dong kho Freezone Console
model FreeZone 6 Liter (Labconco — MY),
cai dat chuong trinh dong khé vaéi 2 giai
doan:

- Giai doan sdy so cap: &p suat trong
budng sdy giam va nhiét duoc cung cap dé
thiic day su thing hoa ctia nuéc chira trong
san pham.

- Giai doan thir cp: nhiét do duoc nang
lén va ap suat dwgc giam hon nira nhim
thiang hoa hét luong hoi nuwéc con sot lai &
giai doan sdy so cap.

Tiéu chuan chat luong: V& mat cam
quan, mau tao thanh khéi tron déu, khdng
am, toan ven cau trdc, hinh dang tuong dong
khi & trang thai cip dong, dung dich sau hoan
nguyén khéng cé soi to huyét, khéng van
duc.

Pong nap va bao quan: Tién hanh dong
nap cac lo miu di dong kho va bao quan
theo cac nhiét do can nghién cau.

Dinh gid dgc tinh

Bo mau sau khi san xuat dugc danh gia
tinh dong nhit bang cach lay 10 miu ngiu
nhién tir mdi 16. D6 6n dinh dugce danh gia
bang céach lay 3 mau ngau nhién tir mai 16.
Po 6n dinh dugc danh gid trong 2 truong
hop, 6n dinh bao quan & nhiét do (-20 °C va
2-8 °C) thoi diém 1, 2, 3 thang va 6n dinh
van chuyén méu dugc dong goi ¢ didu kién
(co va khong c6 da gel) gui tir Trung tam toi
Pon vi ¢ cac vung dia ly khac nhau theo hop
ddng voi don vi van chuyén Viettel. Pon vi
nhan dwgc mau s& chuyén hoan lai Trung
tam. Trung tdm nhan lai mau va thuc hién
danh gia do 6n dinh van chuyén theo thoi
gian | thoi diém 2, 4, 6 ngay. Tt ca cac mau
dugc danh gia 1ap lai 2 lan bang phuong
phap dién hoa phat quang trén may Roche
Cobas 6000 dé danh gia do 13p xét nghiém.
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Cé mdu: Theo huéng dan cua tiéu chuan
ISO 13528:2015 va ISO guide 35:2006

- Péanh gia tinh déng nhat 10 mau/ld: 10
x 03 (I6) = 30 mAu (a)

- Panh gia d6 6n dinh van chuyén: 03
mau/ld/thoi diém, (luva chon 6 thoi diém bang
cach danh gia mau & 2 diéu kién van chuyén
c6 da gel va khong c6 da gel va tién hanh
danh gia ndng d6 & 3 mbc thai gian 2 ngay, 4
ngay, 6 ngay: 03 (mau) x 03 (16) x 06 (thoi
diém) = 54 mau (b).

- Panh gia d6 6n dinh bao quan: 3
mau/ld/thoi diém (lya chon 6 thoi diém bing
cach danh gia mau & 2 mac nhiét do bao

quan -200C, 2-8 oC va tién hanh danh gia
nong d6 & 3 mdc thoi gian 1 thang, 2 thang
va 3 thang): 03 (mau) x 03 (I6) x 6 (thoi
diém) = 54 mau (c).

Nhu vy, ¢& mau trong sudt qua trinh
nghién cau: [(a) + (b) + (c) x 105% ~ 145
mau (lya chon xac suat that lac, hu hong do
van chuyén, giri mau lai 1a 5%).

Phan tich sé ligu: S liéu dugc thu thap
trén ¢& mau can phan tich, duoc ghi nhan va
quan ly bang file Excel. Sir dung phép kiém
t-test, one-way ANOVA trén phan mém
théng ké STATA 14.2.

INl. KET QUA NGHIEN CU'U
Sau khi hoan tit qué trinh dong kho, tién hanh danh gia dic tinh mau bang cach hoan
nguyén mdi mau véi 1000 mL nudc cat. Két qua danh gia tinh déng nhat duogc thé hién trong

bang 1.
Bdng 1: Két qud ddnh gid tinh dong nhdt 16 1,16 2 va 16 3
L61 Lb2 L6 3
Anti—HBs Anti— HbsAg Anti-HBc| Anti— HbsAg Anti-HBc HBeAg
Lomiu [(miumy) HEV | (sicoy| ol | HBe | geny| TOR 1 igen)
: (Col (S/ICO) |(S/ICO) (S/ICO)
B B B B B B B B
1 358,9 24,90 2230 0,0150 | 0,002 | 1808 965 1043
2 3475 25,6 2245 0,0145 | 0,002 | 1806 1047 11185
3 363,9 26,51 2214 0,0150 | 0,002 | 1839 1044 11235
4 383,1 26,45 2276 | 0,0155 | 0,002 | 1798 1070 1153
5 358,3 26,75 2216 0,0150 | 0,002 | 1826 1075 11455
6 356,8 26,93 2260 0,0155 | 0,002 | 1812 1053 1102,5
7 352,3 26,97 2281 | 0,0150 | 0,002 | 1807 1090 1141
8 363,8 26,62 2259 0,0150 |0,0025| 1822 1084 1085
9 356,4 26,49 2264 | 0,0150 | 0,002 | 1830 1131 1168
10 358,8 26,73 2238 0,0155 | 0,002 | 1820 1113 1141
Mean 360,0 26,39 2248 | 0,0151 |0,0021| 1817 1067 1122
pvalue | p=0,23 | p=0,11 | p=0,66 | p=0,50 |p=0,50| p=0,18 | p=0,50 | p=0,92
nhBéitpd:(; g 5 Pat Dat Dat Dat Pat Pat Pat Pat
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Nhin xét: Theo Bang 1, ddnh gia tinh  bao quan va d6 6n dinh van chuyén sau khi
dong nhit dwoc thyc hién bang kiém dinh ca 3 16 déu dam bao tinh dong nhit. Két qua
Oneway ANOVA vé6i két qua 16 1, 2 va 3 danh gia d6 on dinh tai thoi diém danh gia
déu cho p > 0,05 dam bao tinh dong nhat ca  duoc so sanh véi sb liéu danh gia tinh dong
3 16. Bit dau tién hanh danh gia d6 6n dinh  nhat duoc thé hién qua bang 2 va 3.

Bdng 2: Pdnh gid dé én dinh khi bdo qudn ¢ mic nhiét dg va thei diém khéc nhau
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Nhdn xét: Theo Bang 3, két qua danh gia
d6 6n dinh van chuyén tai tirng thoi diém 1an
luot duoc so sanh véi gia tri T° (thoi diém
danh gia tinh ddng nhat) bang kiém dinh t-
test déu cho két qua p > 0,05. L& 1, 2 va 3
déu dat do 6n dinh khi bao quan & diéu kién
(c6 va khong c6 da gel) dén 6 ngay.

IV. BAN LUAN

Dua theo tiéu chuan 1SO 13528:2015 [2],
tién hanh danh gia dong nhat bang viéc lay
ngau nhién it nhat 10 mau trén mdi 16 de
danh gia, chay Iap lai 2 lan dé phén tich do
lip cua xét nghiém. Nghién ciu cho thay,
trung binh két qua 2 lan chay cua 10 mau
khong c6 su khac biét (ANOVA, p-value >
0,05). Két luan mau hoan toan déng nhat sau
dong kho, c6 thé tién hanh danh gia 6n dinh.

Pénh gia do 6n dinh van chuyén cho thay
cac mau déu dam bao on dinh trong thoi gian
2 ngay, 4 ngay va 6 ngay ¢ ca diéu kién van
chuyén co da gel va khong da gel (t-test, p-
value > 0,05). Két qua nay phu hop nghién
cau cua Tonnis WF va cong sy chitng minh
rang mau dong khé viém gan B 6n dinh ¢ ca
nhiét d6 phong va nhiét 46 cao 60°C [5].

Panh gia d6 6n dinh bao quan cho thiy
cac mau déu dam bao 6n dinh trong 3 thang
& ca nhiét do -20°C va 2-8°C (t-test, p-value
> 0,05). So sanh véi két qua nghién cau cua
Dimisky va cong su HBsAg dong kho co thé
6n dinh 1én dén 18 thang ¢ cac nhiét do khac
nhau[4]. Bang viéc danh gia do on dinh cua
mau trong thoi gian 1én dén 3 thang, véi
khoang thoi gian trén nha cung cip ngoai
kiém c6 thé hoan thanh viéc thuc hién ngoai
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kiém tir lGc phong xét nghiém tham gia dén
khi két thic viéc phan tich két qua va ghi
nhan phan hoi.

V. KET LUAN

M3u nghién ctru dat tinh déng nhét, dam
biao do 6n dinh trong sudt qua trinh vén
chuyén 6 ngay va do6 6n dinh bao quan &
nhiét d6 -20°C, 2-8°C trong 3 thang. Tém
lai, nhdm nghién ctru danh gia thanh cong
dic tinh mau ngoai kiém huyét thanh hoc
dong kho viém gan B va C theo tiéu chuan
ISO 13528:2015. Can danh gia mau dam bao
d6 6n dinh dai hon gdp phan cai thién, tich
hop gui mau, giam chi phi van chuyén, giam
thiéu that lac mau, nang cao chat lugng xét
nghiém.

V1. LO1 CAM ON

Chung téi xin chan thanh cam on Pai hoc
Y duoc Thanh phé H6 Chi Minh da tai tro
kinh phi theo hop ddng sé 158/2022/HP-
DHYD ngay 15 thang 9 ndm 2022 va Trung
tam Xét nghiém Y khoa iLab da ho tro chlng
toi thyc hién nghién cau nay.
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SO SANH TUONG PONG KET QUA XET NGHIEM LDL-C
PINH LUONG TRU'C TIEP VA TINH TOAN BANG CONG THU'C

Lé Hoang Bich Ngal?2, Tran Thi Thim?, Lé Thu Hing?,

TOM TAT

LDL-C 1a mét xét nghiém do ludng nong do
cholesterol trong lipoprotein c6 ty trong thap
(LDL-C) trong méau, duge khuyén cdo su dung
trong danh gia nguy co xo vita dong mach va
bénh 1y tim mach (theo NCEP - ATP IlI)1. LDL-
C ¢6 thé duge dinh luong tryc tiép hodac udc tinh
qua gia tri ciia Cholesterol toan phan (TC),
Triglycerid (TG), cholesterol trong lipoprotein c6
ty trong cao (HDL-C); tuy nhién can danh gia su
khac biét va gia tri st dung cua cac cong thic
tinh toan truéc khi ap dung. Péi twong, phuwong
phap nghién ciu: Lya chon 6654 bénh nhan
duoc thuc hién déy du ca 4 chi sb xét nghiém
lipid mau va c6 ndng do Triglycerid <400mg/dL
(4,5mmol/L). Panh gia do twong dong két qua
giita LDL-C do tryc tiép va LDL-C tinh toan udc
tinh qua cac cong thuc Friedewald (F), Hatta (H),
Puavilai (P), Martin (M) va Sampson (S) qua chi
s6 Diff va Delta%, phan tich tuong quan Pearson,
va danh gia giad tri sit dung cua cong thirc theo
cach phan loai nhom nguy co cia NCEP - ATP
I1l. Két qua: Cong thuc Puavilai cho két qua
LDL-C uéc tinh gan nhat véi LDL-C dinh lugng
tryc tiép, cong thire Sampson va Martin cho két

lTru’o‘ng Dai hoc Y Ha Noi

’Bénh vién Pai hoc Y Ha Ngi

Chiu trach nhiém chinh: Nguyén Thi Ngoc Lan
SPT: 0964311285

Email: ngoclannguyen@hmu.edu.vn

Ngay nhén bai: 10.7.2023

Ngudi phan bién khoa hoc: PGS Nguyén Gia Binh
Ngay duyét bai: 11.7.2023
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qua tt hon so v&i cong thirc Friedewald va
Hatta. Sy khéc biét phan tram Delta% giita LDL-
C do tryc tiép va LDL-C tinh toan theo cong thirc
F, H, P, M, S lan luot 1a 10,93%; 17,38%;
7,15%; 8,11%; 8,18%. 4 cong thuc (F, P, M, S)
cho két qua wdc tinh LDL-C phu hop dé phan
loai bénh nhan c6 nguy co theo tiéu chuin NCEP
- ATP III. Phan tich twong quan Pearson cho thay
c6 mbi twong quan tot gitta ca 5 gia tri LDL-C
udc tinh va gia tri LDL-C duoc do truc tiép (r >
0,9). Su khac biét két qua xét nghiém ting khi
noéng do Triglycerid ting, va ting giam khong
déu khi HDL-C ting. Két qua tinh toan theo cong
thirc Martin 13 it anh huéng nhédt boi nong do
Triglycerid.

Tir khod: LDL-C, so sanh tuong ddng,
Friedewald, Hatta, Puavilai, Martin, Sampson

SUMMARY

COMPARISON OF THE LDL-C’S

RESULTS BY DIRECT
QUANTIFICATION AND
CALCULATION USING FORMULAS

LDL-C is a test that measures the
concentration of low-density-lipoprotein
cholesterol (LDL-C) in the blood, recommended
for use in the assessment of the risk of
atherosclerosis and cardiovascular  disease
(according to NCEP - ATP Ill).. LDL-C can be
directly quantified or estimated through other
lipid tests such as Total Cholesterol (TC),
Triglyceride  (TG), high-density-lipoprotein
cholesterol (HDL-C), however, it is necessary to
evaluate the difference and worth using of the


https://www.zotero.org/google-docs/?RE7ru7
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calculation formulas before applying. Object
and Method: 6654 patient samples. Evaluation
of the similarity of results between directly
measured LDL-C and estimated calculated LDL-
C through the Friedewald (F), Hatta (H), Puavilai
(P), Martin (M) and Sampson (S) formulas
through the Diff and Delta% index, Pearson
correlation analysis, and evaluate the value of the
formula according to the risk group classification
of NCEP - ATP Ill. Result: The Puavilai
formula gives the closest results to the direct
quantitative LDL-C, the Sampson and Martin
formula gives better similarity than Friedewald
and Hatta. The percentage difference (Delta%)
between LDL-C directly measured and LDL-C
calculated by the formula F, H, P, M, S is
10.93%; 17.38%; 7.15%; 8.11%; 8.18%.
Application of 4 formulas (F, P, M, S) provide
appropriate LDL-C estimation results to classify
patients at risk according to NCEP - ATP Il
criteria. Pearson correlation analysis shows good
correlation between all 5 estimated LDL-C
values and directly measured LDL-C values (r >
0.9). The difference increases as triglyceride
level increases, and increases and decreases
unevenly as HDL-C increases. The results
calculated according to the Martin formula are
least affected by the Triglyceride concentration.
Keywords: LDL-C, Method comparison,
Friedewald, Hatta, Puavilai, Martin, Sampson

I. DAT VAN DE

Lipoprotein ty trong thip (low density
lipoprotein — LDL) 13 san pham thoai hoa
cuia VLDL trong méau. LDL c6 ty 1€
Cholesterol cao va ¢ chirc ning van chuyén
phan 16n Cholesterol tir mau téi cac md dé sir
dung. LDL-C trong huyét thanh cao la
nguyén nhan chinh cua chung xo vira dong
mach va 14 yéu t6 nguy co quan trong dbi véi

bénh tim mach (CVD)*2. Té chtrc National
Cholesterol  Education Program  Adult
Treatment Panel 11l (NCEP-ATP III) da
khuyén cdo rang ndong d6 LDL-C huyét thanh
nén la yéu t6 chinh trong diéu tri roi loan
lipid mau?. Bénh nhan rdi loan lipid méau
nén dugc phan loai thanh cac nhom nguy co
theo mirc 40 LDL-C, do mbi lién quan chat
ché& gitra LDL-C va CVD?,

Hién nay c6 nhiéu phuong phap dé dinh
luong va tinh toan néng d6 LDL-C. LDL-C
c6 thé duoc dinh luong tryc tiép bang
phuong phép so mau enzym, siéu ly tam- -
quantification hodc udc tinh tir nong do cac
thanh phan lipid khac trong méu nhu nong
d6  cholesterol toan phan (TC-Total
Cholesterol), Triglycerid (TG) va cholesterol
trén lipoprotein ty trong cao (HDL-C) dé lam
giam thiéu chi phi, thoi gian thuc hién®.
Cong thtrc wdc tinh ndng d6 LDL-C dau tién
duoc dua ra trén thé giéi 1a cong thuc
Friedewald (1972), hién nay van duoc su
dung rdng rai mac du con nhiéu han ché, dic
biét v&i cac mau co ti 16 VLDL cao hoic
LDL qua thap>*5. Nhiéu nghién ctru da duoc
thuyc hién dé dua ra cac phuong trinh chinh
xac hon bing cach sta ddi cong thirc
Friedewald vi du nhu: cong thirc Hatta
(1986), cong thirc Puavilai (2009), cong thirc
Martin ~ (2013), cong thitc  Sampson
(2020)?>*5. Nam 2018, Pai hoc Tim mach
Hoa Ky (ACC) va Hiép héi Tim mach Hoa
Ky (AHA) da khuyén nghi cong thuc
Martin?®. Nam 2021, Hiép hoi Hoa sinh 1am
sang Canada khuyén céo st dung cong thirc
Sampson dé tinh toan nong d LDL-C cho
tat ca cac bénh nhan®.

Cac phong Xét nghiém ¢ Viét Nam hién
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nay chu yéu dung phuong phép enzym dé do
luong truc tiép gia tri LDL-C, tuy nhién
phuong phéap nay c6 thé gy phat sinh thém
chi phi, thoi gian cho bénh nhan dong thoi
két qua ciing khong chinh xé4c trong trudng
hop bénh nhan mic réi loan lipid mau. Vi
vay, nhom nghién ctru khao sat sy phu hop
cac cong thuc tinh toan khi ap dung tinh toan
LDL-C, so sanh su khac biét néng do gitra
LDL-C dinh lugng va udc tinh, danh gia
tuong quan, va muic do anh hudng cua cac
chi s6 TG va HDL-C khi ap dung cong thirc
tinh toan.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru
Khéo sat bénh nhan dén kham va diéu tri

tai Bénh vién Pai hoc Y Ha Noi1

Thoi gian: Tir thang 04 dén hét thang 05
nam 2023.

Tiéu chuin lya chon: Bénh nhan c6 chi
dinh 1am xét nghiém lipid mau gom 4 chi sé:
Cholesterol toan phan, Triglycerid, HDL-C,
LDL-C. Bénh nhan c6 két qua TG < 400
mg/dL (4,5mmol/L). Cac xét nghiém dugc
thyc hién dong thoi trén hé thdng Cobas
C702 - Roche.

2.2. Quy trinh va chi s6 nghién ctru

Budc 1: Thu thap két qua xét nghiém cia
bénh nhan du tiéu chuén.

Budc 2: Tinh toan LDL-C theo cac cng
thure.

Thong qua cac chi s6 TC, TG, HDL-C,
tinh dugc LDL-C theo tirng cong thic.

Bing 1. Bing cdc cong thirc tinh toan LDL-C>*°

Tén

Cong thirc

Pham vi 4p dung

Friedewald (1972)

TG
LDC — C = TC — HDL — C — —[ mg/dL |
9

TG <400 mg/dL

Hatta (1986)

LDL-C = TC = HDL-C — —- [ mg/dL ]

TG < 750 mg/dL

Puavilai (2009)

LDL-C = TC — HDL-C — —~ [ mg/dL ]

TG <400 mg/dL

Martin (2013)

LDL-C = TC = HDL-C = ———— [ mg/dL]

TG <400 mg/dL

T Hol ( { TG Te: >

natHDL, = ( r6: \

Sampson (2020) ‘04~ © =G5 wan L wee

— 9.44] mgsdl |

TG <800 mg/dL

- )
2140 16100 )

Budc 3: So sanh twong dong gitra LDL-C
tinh toan bang coéng thirc va LDL-C do truc
tiép qua hai chi s6 Diff va Delta%. Diff 1a sy
khac biét tuyét dbi vé gia tri LDL-C giira
phép do truc tiép va udc tinh. Delta% la
chénh léch phan trim giita LDL-C do tryc
tiép va udc tinh.

Diff = |LDL-C do tryc tiép LDL-C tinh toan|

|= |LDL—C do tryc tiép — LDL—GC tinh toan|x100
LDL-C do trwe tiép

Delta% =
Budc 4: Phén tich twong quan tuyén tinh

218

Pearson giita LDL-C tinh toan bang cong
thirc va LDL-C do tryc tiép. Két qua duogc
goi 14 ¢6 turong quan chit ché néu r >0,9.
Budce 5: Phan loai su phu hop cia LDL-
C tinh theo cong thuc voi LDL truc tiép dua
trén tiéu chuan NCEP - ATP IIl. Duya vio
huéng dan phan nhém bénh nhan c6 nguy co
theo ndng do LDL-C cua t6 chirc NCEP -
ATP III (cac ngudng noéng do 100, 130 va
160 mg/dL), néu LDL-C uéc tinh va LDL-C
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truc tiép thugc mot murc phan loai thi goi la
“concordant”, néu LDL-C udc tinh duoc
phan loai vao mirc cao hon LDL-C tryc tiép
thi goi 1a “overestimation”; néu LDL-C uéc
tinh & mirc thip hon LDL-C tryc tiép thi goi
la “underestimation”.

Budc 6: So sanh LDL-C tinh theo cbng
thire va LDL-C do truc tiép qua timg mirc
TG duya trén tiéu chuan NCEP - ATP III. TG
duoc phan loai theo cac mutrc: <100 mg/dL,
100 - 149 mg/dL, 150 - 199 mg/dL, 200 -
399 mg/dL. Tinh Diff va Delta% cua LDL-C
tinh theo tirng cong thic ¢ ting muc phan
loai.

Budc 7: So sanh LDL-C tinh theo cong
thirc va LDL-C do truc tiép qua ting mirc

Bing 2. Diic diém chung nhém bénh nhin

HDL-C duya trén tiéu chuan NCEP - ATP 1.
HDL-C dugc phan loai theo cac muc: < 40
mg/dL, 40 - 49 mg/dL, 50 - 59 mg/dL, > 60
mg/dL. Tinh Diff va Delta% cua LDL-C tinh
theo tirng cong thire ¢ tirng murc phan loai.

Bude 8: Ban lugn va két luan

2.3. Xir Iy s6 liéu. S6 liéu duogc téng hop
bang Microsoft Excel va phén tich thong ké
bang phan mém SPSS 26.

IIl. KET QUA NGHIEN CU'U

3.1. Pic diém chung cia nhém bénh
nhan nghién ciru

Nhém nghién ctru thu thip 6654 mau
bénh nhan dat tiéu chuan lya chon mau. Do
tudi trung binh ctia quan thé nghién ctru 1a 52.

nghién curu (n=6654)

Dac trung Gia4 tri trung binh = P§ 1éch chuin
Tudi 52,23 £ 15,02
Cholesterol toan phan (mg/dL) 192,94 + 40,53
Triglyceride (mg/dL) 153,24 + 78,46
HDL-C (mg/dL) 51,26 + 13,19

LDL-C do tryc tiép (mg/dL) (LDL-CD)

123,18 + 35,88

Bing 3. Sw khdc bigt gitta LDL-C tinh theo tirng cong thirc va LDL-C do truc tiép qua

2 chi s6 Diff va Delta %

Gia tri LDL-C | Gia tri trung
Cong thirc theo tirng cong | binh + d¢ 1éch Diff (mg/dL) Delta% (%0)
thirc chuin

Friedewald LDL-CF 111,04 + 36,00 12,63+ 7,16 10,93 + 6,98

Hatta LDL-CH 103,37 + 36,18 20,03 £ 9,90 17,38 £ 10,03
Puavilai LDL-CP 116,14 + 36,12 8,28 £ 5,67 7,15+ 5,58
Martin LDL-CM 115,25 + 34,80 9,54 +£5,78 8,11 £5,67
Sampson LDL-CS 114,50 + 35,45 9,54 +£5,91 8,18 £5,53

Nhin xét: Cong thirc Puavilai cho két qua LDL-C u6c tinh gan nhat véi LDL-C do truc
tiép nhat trong 5 cong thirc, voi Delta % 1a 7,15 + 5,58 (%).
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Hinh 1. Méi twong quan két qud xét nghiém LDL-C truc tiép va wéc tinh theo cong thirc
Friedewald (A), Hatta (B), Puavilai (C), Martin (D) va Sampson (E)
Nhin xét: LDL-C tryc tiép va udc tinh c6 mdi twong quan chit ch& (r>0,9), v6i phuong

trinh twong quan lan luot 1a:
+LDL-CDvaLDL-CFla:y=
+LDL-CDvaLDL-CHla:y =
+LDL-CDvaLDL-CPla:y=

-7,61 +0,96* x véir = 0,976
-13,94 + 0,95* x v6ir = 0,960
-3,39 + 0,97* x vo1r = 0,981

+LDL-CD va LDL-CP la: y = 0.66 + 0,36* x voir = 0,977

+LDL-CDvalLDL-CSla:y=
@ Suphobopeuall
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y 1

-3,05 +0,95* x véir = 0,981

i LDL-C do
cong thin
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Hinh 2. Biéu d6 so sdnh sw khdc bigt ciia LDL-C truc tiép va wéc tinh theo huéng dén ciia
NCEP va Delta%

Nhdn xét:

A.LDL-CP cho két qua phu hop nhét so
v6i LDL-CS va LDL-CM, LDL-CF, LDL-
CH: Ti 1& “concordant” 1an luot 1a 77,07%:;
73,41%; 73,31%; 66,19%:; 50,65%.

B. LDL-CP cho két qua phu hop nhét so
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véi LDL-CS va LDL-CM, LDL-CF, LDL-
CH vdi ti 1é Delta <5% 1an luot 1a 38,6%:
28,73% va 28,9%; 17.22%; 4,45% va ty 18
Delta <10% lan luot 1a 76,58%:; 68,88% va
68,8%: 50,69%; 20,68%.
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Hinh 3. Biéu d6 Diff (A) va Delta% (B) giva LDL-C do truc tiép va LDL-C

tinh bang cong thirc ciia ting mirc phén logi TG theo NCEP - ATP |11
Nhén xét: Khi né)ng do TG tang, su khéc biét Diff va Delta% cua 4 cong thuc F, H, P, S

tang khi nong d6 TG va giam khi 4p dung con
@ e nif m C e tgp va )L-C "

TIINTIR
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Hinh 4. Biéu d6 Diff (A) va Delta% (B) giita LDL-C do truc tiép va LDL-C

tinh bang céng thirc ciia tirng mivc phin logi HDL-C theo NCEP - ATP 111

Nhdn xét: Diff va Delta% cua ca 5
phuong trinh ¢6 xu hudng tang giam khong
déu khi HDL-C ting. Diff va Delta% cua
LDL-C F va LDL-CM khong khac biét dang
ké khi HDL-C cao, nhung khac biét dang ké
khi HDL-C duéi 400 mg/dL.

IV. BAN LUAN

Trong nghién clru nay, chung t61 da thu
thap két qua xét nghiém bd md cua 6654
bénh nhan, duoc thuc hién trén trén hé théng
may Cobas 702 tai Khoa Xét nghiém - Bénh
vién Pai hoc Y Ha Noi trong thoi gian tur
ngay 01/04/2023 dén ngay 27/05/2023. Cac
x¢ét nghi¢ém da thyc hién xac nhan phuong
phép, ndi kiém va ngoai kiém dinh ky dam
bao két qua do luong chinh xac, dang tin cdy.

Nghién ciru sy khac biét cho thay trong
ndm cong thtrc tinh LDL-C, cong thic clua
Puavilai cho két qua gan nhéat véi LDL-C
tryc tiép. Su khac biét giita LDL-C do truc
tiép va LDL-C tinh toan bang cac cong thuc
Friedewald, Hatta, Puavilai, Martin,
Sampson, theo thu tu lan lugt Delta% la
10,93%; 17,38%; 7,15%; 8,11%; 8,18%. Ti
1¢ mau c6 khac biét Delta <5% khi st dung
cong thire Puavilai 1a cao nhét (76,58%).

bénh gia su phu hop cua LDL-C udc tinh
duwa trén tiéu chuan phan loai NCEP - ATP
III cho thay: Cong thirc Puavilai cho sb mau
c6 sy phu hop “concordant” 1a cao nhét
(77,07%), Cong thuc Hatta cho ti 1¢ phu hop
thip nhat (50%).

Déanh gid tuong quan Pearson va xay
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dung phuong trinh tuong quan cho thiy, két
qua LDL-C dinh luong va uéc tinh c6 mdi
quan hé tuyén tinh duong hoan toan, tuong
quan chdt ché (r>0,9), trong d6 cong thuc
ciia Puavilai va Sampson c6 hé sb tuwong
quan r = 0,981 13 cao nhét.

banh gida gid tri ctia xét nghi¢m theo
khoang nong d6 TG va HDL-C cho thiy: Su
khac biét két qua gitra LDL-C do truc tiép va
LDL-C tinh toan ting khi nong d6 TG trong
mau bénh pham ting. Chi co két qua tinh
toan theo cong thirc Martin 1a it anh hudng
nhit boi ndng dd TG. Su twong dong két qua
xét nghiém ting giam khong déu khi muc
HDL-C tang.

Céc cong thuc tinh toan LDL-C hi¢n nay
déu dang udc tinh dya trén ti 1€ VLDL-C:
TG. Cong thuc Friedewald dya trén ty 1¢
gitta TG: VLDL-C 1a 5; tuy nhién ty 1¢ thuc
t¢ khac nhau va cong thirc khong st dung
dugc trong mot sd trudng hop mau huyét
thanh c¢6 TG ting cao (=400 mg/dL), bénh
nhan tang lipid mau loai III, va khong chinh
xac khi nong d6 LDL-C rat thap (< 70
mg/dL) hodc ¢ bénh nhan dang diéu tri véi
thudc ha lipid mau®. Mot s6 nghién ctru khac
dua ra ty 16 TG:VLDL-C khac nhau, nham
giam thiéu sai so: Hatta dé xuat ty 1&
TG:VLDL-C ti wu 1a 4, Puavilai dé xuat ty
1¢ TG:VLDL-C tbi wu 13 6 thay vi 5, Martin
d¢ xudt TG:VLDL-C c6 thé diéu chinh thay
vi ty 1& ¢6 dinh.

Két qua mot nghién ctru khac tuong tu
cua Mijeong Kang (2017) thuc hién tai Han
Qudc, cong thirc Martin 13 cong thirc cho két
qua khéc biét nhé nhat>. Nam 2018, ACC va
AHA ciing di khuyén céo uu tién sir dung
cong thirc Martin cho nhitng nguoi ¢6 LDL-
C thap?®. Trong nghién ciru niy, Martin
khong phai 13 cong thie chinh xac nhat, tuy
nhién, cong thirc Martin ¢c6 mot vu diém rat
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16n 1a it bi anh huéng khi ndéng do
Triglyceride tdng cao, trong khi cdc cong
thirc khac déu bi anh huong (Hinh 3).

Bén canh d6, mot cong thirc khac dugc
danh gia phu hop dé tinh toan cho nhiing
bénh nhan c6 ndng d 400 < TG < 800mg/dL
la cong thic Sampson. Cong thirc dugc Hoi
Hoa Sinh 14m sang Canada khuyén céo st
dung cho tat ca cac bénh nhan, gém bénh
nhan ting TG méu, hodc c6 LDL-C thap®.
Barak Zafrir va cong su (2020) danh gia
cong thirc Sampson ap dung t6t cho ca nhitng
bénh nhan c¢6 TG cao, bénh nhian mic bénh
mach vanh dang duoc diéu tri bang PCSKO,
rat phu hop véi muc dich theo déi diéu tri’.
Tuy nhién, cong thirc nay cling c6 nhugc
diém khong ap dung cho bénh nhédn ting
lipid mau loai I112°,

Tir nhitng két qua trén, nhom nghién ciru
két luan cong thirc Puavilai cho két qua khac
biét giita LDL- C dinh lugng tryc tiép va
LDL-C uéc tinh thip nhat, tiép dén 1a cong
thirc Martin va Sampson, t6t hon so voi cong
thirc Friedewald va Hatta. Nhom nghién ctru
kién nghi mo rong ¢& mau nghién ciru, bao
gom nhiéu do tudi va danh gia trén cac mau
¢6 ndng do TG cao >400mg/dL.

V. KET LUAN

Udc tinh LDL-C theo cong thirc Puavilai,
¢ su phu hop tot nhit voi ndng do LDL-C
tryc tiép. Cong thirc Martin va Sampson
cling cho két qua t6t hon so v6i cong thic
Friedewald va Hatta:

- Su khac biét gitra LDL-C do tryc tiép
va LDL-C tinh toan bang cac cong thirc
Friedewald, Hatta, Puavilai, Martin,
Sampson (Theo thr tu 1an lugt Delta% la
10,93%; 17,38%; 7,15%; 8,11%; 8,18%). 4
cong thuc (F, P, M, S) van phu hop dé phan
loai bénh nhan cé nguy co theo tiéu chuin



TAP CHi Y HOC VIET NAM TAP 529 -

THANG 8 - SO CHUYEN PE - 2023

NCEP - ATP III, cong thuc Hatta kém hi¢u
qua.

- Phén tich twong quan Pearson cho thiy
c6 mdi tuong quan tot gitra ca 5 gia tri LDL-
C udc tinh va gia tri LDL-C dinh lugng truc
tiép (r>0,9).

- Su khac biét két qua gitta LDL-C do
tryc tiép va LDL-C tinh toan tang khi TG
tang. Chi c6 két qua tinh toan theo cong thirc
Martin 1a it anh huéng nhét boi nong do TG.
Su tuong dong két qua xét nghiém ting giam
khong déu khi mirc HDL-C ting.
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KHAO SAT PAC PIEM CHUONG TRINH
NGOAI KIEM HOA SINH RIQAS NAM 2020
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TOM TAT

Muc tiéu nghién ciu: nhim danh gia hiéu
suat thuc hién, tan suat tham gia theo ting xét
nghiém hoa sinh va kha nang phan tich toan dién
cia bo miu ngoai kiém randox international
quality assessment scheme (RIQAS). Péi twong
va phwong phap: nghién ciu cit ngang mo ta,
dix liéu cho nghién ciru dugc thu thip vao nam
2020. CAc gi4 tri tan suat tham gia (N), chi s6 do
léch chuan (SDI), gié tri an dinh (Mean) duoc thu
thap tir két qua ngoai kiém hang thang. Két qua:
tir 12 bang tong két két qua ngoai kiém cho mdi
xét nghiém hoa sinh nam 2020, c6 16/56 xét
nghiém khdng c6 phong xét nghiém nao tham gia
thuc hién ngoai kiém va ty 1& trung binh phan
tram két qua ngoai kiém khong dat cua céc xét
nghiém chiém 12,89%. Ty 1& cac xét nghiém c6
gia tri an dinh khdng bao phu cac gia tri quyét
dinh 1am sang khoang 61% va gap 1,5 lan so voi
cac xét nghiém c6 gia tri 4n dinh bao phu cac gia
tri quyét dinh 1am sang. Két luan: Véi 56 thong
s6 cua chuong trinh ngoai kiém RIQAS, cac don
vi chi tham gia thuc hién 40/56 cac xét nghiém

'Pai hoc Y Duoc TP. Ho Chi Minh

2Trung tam Kiém chudn Chdt hrong Xét Nghiém
Y hoc - Pai hoc Y Dwoce TP. Ho Chi Minh

Chiu trach nhi€ém chinh: Van Hy Triét

SPT: 0984881440

Email: vanhytriet@gmail.com

Ngay nhan bai: 01/7/2023

Nguoi phan bién khoa hoc: PGS.TS Pham Van Tran
Ngay duyét bai: 10.7.2023
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nay. Hiéu suat thuc hién cua cac phong xét
nghiém tham gia c6 do tin cay cao vai ty 1é phan
tram két qua khong dat trung binh cia cac xét
nghiém 1a 12,89%. B6 mau ngoai kiém chuong
trinh héa sinh RIQAS can bd sung thém mot sé
nong d6 cua mot s xét nghiém dé bao phu cac
gia tri quyét dinh 1am sang, phu hop cho viéc
danh gia chat lugng phan tich dugc toan dién.

Tir khéa: Ngoai kiém, hoa sinh, hiéu suat
thuc hién.

SUMMARY
SURVEY ON CHARACTERISTICS IN
GENERAL CLINICAL CHEMICAL OF
RIQAS IN 2020

Objectives: This study aimed to evaluate the
analytical performance, frequency of
participation for each biochemical test, and
comprehensive analytical capability of External
quality assessment (EQA) samples. Methods:
This was a cross-sectional study conducted in
2020. The necessary data for the study was
collected from the monthly EQA reports.
Participation frequency values (N), standard
deviation index (SDI), and assigned values
(Mean) were collected from the summary tables
of EQA reports for each biochemical test.
Results: Among the 56 biochemical tests in the
RIQAS external quality assessment program, 16
tests had no participants. The average percentage
of unacceptable EQA results for all tests was
12,89%. Approximately 61% of tests with
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assigned values did not cover medical decision
levels, which was 1.5 times higher than that of
tests with assigned values covering medical
decision levels. Laboratories tended to mainly
perform external quality assessments for tests in
the comprehensive metabolic panel, and their
analytical performance was significantly reliable.
Conclusions: With 56 parameters of the RIQAS,
the participants only join in 40/56 of these tests.
The performance of participating laboratories is
highly reliable with an average percentage of
failing results of tests of 12,89%. The RIQAS
general clinical chemistry program sample panel
should be  supplemented  with  some
concentrations of several analytes to cover the
clinical decision  values, suitable  for
comprehensive analysis quality evaluation.
Keywords: External quality assessment,
biochemistry, analytical performance.

I. DAT VAN DE

Ngoai kiém 1a mét trong nhitng thanh t6
quan trong nham dam bao chat luong, tiéu
chuan hoa phuong phép, lién thong két qua
xét nghiém, so sanh hiéu suit cia cac phong
xét nghiém véi nhau, danh gia phuong phap
xét nghiém, danh gia hiéu suat cua phong xét
nghiém[4]. EQA la mot trong cac yéu cau bat
budc dé phong xét nghiém dugc cong nhan
theo tiéu chuan quéc gia TCVN ISO
15189:2014[2] ciing nhu dat mot sb tidu chi
quan trong (*) theo B¢ tiéu chi danh gia muc
chat luong phong xét nghiém y hoc ban hanh
kém quyét dinh 2429/QD-BYT [3] ngay 12
thang 6 nam 2017 cua Bo Y té. Trong bai

b&o nay, nhém nghién ciru dua ra cac muc
tiéu sau:

- Xac dinh sé luong céc phong xét
nghiém trung binh tham gia cac thdng sé xét
nghiém cia chuong trinh ngoai kiém hda
sinh RIQAS va hiéu suit thuc hién cua céac
phong xét nghiém d4i véi tirng xét nghiém.

- Khao sét sb lugng xét nghiém trong céc
mau cia chuong trinh ngoai kiém trong mot
chu ky ¢ néng do bao phu tit ca cac diém
quyét dinh 1am sang.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CUU

DPé tai dugc thuc hién tai Trung tam
Kiém chuan chat luong xét nghiém y hoc -
Pai hoc Y Duoc TP. H6 Chi Minh tir thang
1/2020 dén thang 12/2020. Nghién ctu trén
12 bang tong két két qua ngoai kiém tuong
g 12 mau ngoai kiém cac don vi tham gia
chwong trinh ngoai kiém hoa sinh RIQAS do
Trung tdm Kiém chuan chat lwong xét
nghiém y hoc-Dai hoc Y Dugc TP. H6 Chi
Minh quan ly trong nam 2020.

Céc chi s6 va bién so nghién ciru:

Gom 56 thdng sb xét nghiém cua chuong
trinh ngoai kiém héa sinh RIQAS duoc liét
ké trong bang 1. Chang t6i tinh todn Tan suat
tham gia trung binh (N), khoang t& phéan vi
(Quatile range - QR), do léch chuan
(Standard Deviation Index — SDI), gia tri
trung binh, gia tri quyét dinh 1am sang
(Medical Decision Level).

Phuwong phap tién hanh: Quy trinh tién
hanh nghién ctru theo so d6 sau:
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12 bing tong két két
qua ngoai kigm RIQAS

h 4

Thu thip s6 liéu cia 56
théng sd qua 12 thang

v

Tan sudt tham gia (N)

h 4

Sdp xép day gid tri cac xét

nghiém theo thir iy

tin sut tham gia gidm din

v

v v

v

QR 1

QR 2 QR 3

QR4

test.

Il. KET QUA NGHIEN cU'U

Y

thuc hién

Danh gid hidu suit

h 4

v

Khoang ndng dd cia
mau ngoai kiem

h 4

SDI = +2.0 hoac

S0 sanh vt cac gia tri

SDI<-2.0 quvét dinh lam sang cia
cdc xét nghiém
Y 4’ 4’
Khdng dat hlmug_ bac Bao phi
phi

2020.

So do 1: So do tién hanh nghién ciru

S6 ligu thu thap va phan tich bang phan
mém MExcel 365. Ty ¢ cac xét nghiém
trung binh céc xét nghiém dugc cac phong
thuc hién gitta cadc khoang t&r phan vi lién
tiép nhau duoc danh gia bang phép kiém t-

Nghién ctru duoc thong qua boi Hoi dong
dao duc trong nghién curu y sinh Pai hoc Y
Duoc TP. H6 Chi Minh theo quyét dinh sé
222/HPDD-DHYD ngay 19 thang 3 nam

Bing 1: Béng thir tw cdc xét nghigm c6 so lwong don vi tham gia trung binh dwoc sip
Xxép tir cao dén thap trong chwong trinh ngoai kiém hoéa sinh RIQAS tai Trung tim Kiém
chudn chat lwong xét nghiém y hoc

STT  Xétnghiem | oM VE o0 lort Xét nghiém N(don vij o
tham gia) tham gia)

1 Glucose 423 16,95 29 Free T4 31 0,52

2 ALT (GPT) 419 16,89 30 Phosphate, Inorganic 19 0,32

3 AST (GOT) 419 16,89 31 Free T3 18 0,30

4 Creatinine 411 16,75 32 Lipase 15 0,25
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5 Cholesterol 404 16,64 33 Total T3 15 0,24
6 Urea 393 16,45 34 Cholinesterase 13 0,22
7 Trig Total 391 16,42 35 PSA, Total 11 0,17
8 Uric Acid (Urate) 383 16,29 36 Total T4 4 0,07
9 GGT 307 |5,04] 37 Amylase, Pancreatic 4 0,06
10 | HDL-Cholesterol 273 4,49 38 Zinc 3 0,05
11 Bilirubin, Total 239 3,92 39 Osmolality 2 0,04
12 Protein, Total 234 13,84 40 EGFR (Pilot) 1 0,01
13 | Bilirubin, Direct 233|383 41| Non-HDL Cholesterol 0 0
(Pilot)
14 Amylase, Total 223 |3,67| 42 Fructosamine 0 0
15 Albumin 215 |3,53| 43 TIBC 0 0
16 Calcium 193 [3,17] 44 | Angiotensin converting 0 0
enzyme, ACE
17 Sodium 132  |2,17| 45 |Acid phosphatase, Prostatic 0 0
18 Potassium 132 |2,16| 46 | Acid phosphatase, total 0 0
19 Chloride 125 |2,06| 47 | Adjusted Calcium (pilot) 0 0
20 Iron 86 1,41 48 Bicarbonate 0 0
g1 | LDL-Cholesterol |5, 589 49 Bile acids o |o
(Pilot)
22 CK, Total 42 0,69 50 Copper 0 0
23 | Calcium, lonised 41  |0,67| 51 D-3-hydroxybutyrate 0 0
24 | Alkaline Phosphatase 38 |0,63] 52 | Glutamate dehydrogenase 0 0
25 LD (LDH) 37 10,61 53 a HBDH 0 0
26 Magnesium 36 |0,58 54 Lithium 0 0
Unsatured Iron- Binding
27 TSH 34 (0,55 55 Capacity (UIBC) 0 0
28 Lactate 33 |0,54| 56 | Non esterified fatty acids 0 0

Trong bang 1 xét nghiém c6 tan suat

tham gia nhiéu nhat 1a Glucose véi 423 don
vi tham gia, tiép dén 1a ALT véi 419 don vi
tham gia, AST 1a 419 don vi tham gia. Chi co
40 thong s xét nghiém c6 don vi tham gia,
16 théng sé xét nghiém chiém khoang 30%
khong c6 don vi nao tham gia trong suét nim
2020. Ty 1& s6 luong trung binh tham gia cua
nhom xét nghiém thuoc nhém tir phan vi thir
nhat (QR 1) chiém hon % trén tong sé luot
tham gia cua tit ca 56 thong s, tiép theo Ia
nhom ti phén vi thir hai (QR 2) khoang 20%,

nhom ta phan vi tht ba (QR 3) chiém
khoang 2,25%. Bén canh d6 nhom xét
nghiém thudc tir phan vi thtr tr (QR 4) ¢o ty
I& tham gia trung binh bang khéng.

Hinh 1 cho biét hiéu suat thuc hién xét
nghiém ngoai kiém hoa sinh cua tat ca cac
phong tham gia, ty 1& % két qua khong dat
trung binh cuta cac xét nghiém la 12,89%.
Trong d6, cac xét nghiém thudoc nhom ti
phan vi thir ba (QR 3) 6 ty Ié két qua khdng
dat trung binh thap nhat nhu Zinc va EGFR
(Pilot) voi 0%, Osmolality (7,69%),
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Phosphate, Inorganic (8,19%)... Tuy nhién,
cac xét nghiém nay c6 sé lugng don vi tham
gia trung binh rét thap tir 1 dén 3 don vi tham
gia. Nhom t&r phan vi thtr nhit (QR 1) vai ty
I& tham gia trung binh cao nhat c6 ty lé két
qua khong dat trung binh gan 14%. Pang chi

Amylase, Pancreatic

y nhdm xét nghiém co it phong xét nghiém
tham gia (QR 3) ciing c6 ty 18 két qua trung
binh khong dat khd cao nhu Amylase,
Pancreatic (38,64%), Total T4 (21,15%),
Free T3 (18,72%).

. - ...

Total T4 IS 21 134%
CK, Towl 19.085%
Free T3 DS [5.721%
(‘ﬂlciul]‘ vvvvvvvvvvvvvvvvvvvv 2 l‘ -"'Iuo
Protein, Total 17.611%
Bilirubin, Direct 16.315%
Creatinine 16.075%
GGT 15.389%
Tl’lg Tﬂl&!l A R A P T E T AR TP AP F LAV l,‘.U-,‘“o
Cholinesterase EEEEEEEmmm——— |4 286%
Magnesium ZIITIIITTIITTIIEITTY 0 14.085%
Calcium, lonised ooy 13.878%
Amylase, Total T | 3.640% B QRr1
TSH 3 13.614%
AST (GOT) BB 13.553% 0 QR2
Unc¢ Aad (Urate) 13.534%
Bilirubin, Tota] PR 13.457% @ QR3
T(‘J(ill T} SRR 13.483% m QR4
Free T4 EEEEEESSSSNNNNNNNS |2 0079%
HDL-Cholesterol e RS 12.439%
Urea 12.243%
Iron ] 3 11.748%
LDL-Cholesterol (Pilot) v Y 3 11.639%
Potassium ZIZTrrrrrrrerrrrrn 10,513%
Albumin =T 10.461%
Alkalinc Phosphatase TEommmmmnmdd 10,435%
Cholesterol 10.412%
Chloride 10.106%
Sodium ToTTmTTmTTTTD 0.407%
Lipase D 0 200%
PSA, Total| SE——— 5 730%
LD (LDH) ====rr===m §.371%
Phosphate, Inorganic S § 190%%
Osmolality I 7 692%
Lactate SOimT=sd 6,394%
EGFR (Pilot) 000%
Zing 000%
000% 10.000% 20.000% 30.000% 40.000% 50.000%

Hinh 1. Ty Ié cac xét nghiém c6 két qud khéng dat trung binh dwoc céc phong thuc hién
trong chwong trinh ngoai kiém hoa sinh RIQAS tgi Trung tdm Kiém chudn chdt lirgng Xét
nghiémy hec
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BBao phu

SKhong bao phu

Hinh 2. Biéu do ty 1¢ xét nghiém dwoc cdc phong xét nghigm thwe hién ngogi kiém RIQAS
bao phii va khéng bao phii cic khodng gid tri quyét dinh lam sang

Nhin chung, trong 40/56 xét nghiém
duoc khao sat gia tri an dinh thi ty 18 xét
nghiém khdng bao pha hét cac gia tri quyét
dinh 1am sang chiém kha Ion khoang 61%
(Hinh 3), gdp 1,5 lan so vé&i nhom xét
nghiém c6 gia tri 4n dinh bao phu céac gia tri
quyét dinh 1am sang.

IV. BAN LUAN

Tir bang 1 thé hién nhom ti phan vi thir
nhat (QR 1) chira da sé cac xét nghiém nam
trong bang chuyén hdéa toan dién
(Conprehensive Metabolic Panel-CMP) va
c6 tan suit tham gia nhiéu nhit 1én dén 78%
s6 luot tham gia. Tuy nhién nhém céc xét
nghiém di¢n giai khong c6 xu hudng nhu
trén ma cd tan suat tham gia thap hon thudc
nhém t phan vi th 2 (QR 2). Két qua nay
cling tuong ddng véi két qua khao sét tai
Colombia véi cac xét nghiém thuéc nhom
CMP dugc thyc hién nhiéu nhat, trong do6
glucose chiém ty I¢ thyc hién cao nhat[7].
Theo codng bé tai Bhutan nam 2013, cac xét
nghiém glucose, urea, creatinine, AST, ALT
la nhitng xét nghiém dugc thuc hién noi

kiém va ngoai kiém nhiéu nhat [8]. Tai mét
cudc khao sat dugc cong bd nam 2014 tai
Bra-xin, cac xét nghiém glucose, cholesterol,
acid uric, creatinin, AST, ALT, GGT duoc
cac phong xét nghiém thuc hién nhiéu nhat
[9]. Nguoc lai, nhom xét nghiém chirc nang
tuyén giap (Free T4; Total T4; Free T3; Total
T3; TSH), xét nghiém cap cau (Lipase,
Amylase pancreatic) c6 tan suat tham gia it
hon rét nhiéu so véi QR 1. Cac xét nghiém
thuoc nhém QR 4 khdng c6 phong xét
nghiém nao tham gia, c6 thé la do cac xét
nghiém nay khong hoic it duoc trién khai tai
cac phong xét nghiém tai dia ban Trung tam
quan ly. Mau ngoai kiém RIQAS cung cip
chira nhiéu théng s xét nghiém vuot quéa
nhu cau cua phong xét nghiém hién tai véi
16/56 thong sé xét nghiém khéng co don vi
nao tham gia, diéu nay la do cac xét nghiém
nay hiém, it dugc bac si 1am sang chi dinh
thuc hién.

Trong hinh 1, ty & % két qua khong dat
trung binh cua cac xét nghiém khoang
12,89% gan nhu twong dong vai nghién cau
cua Clara Morales va Ramon Giraldo cong
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bd nam 2020 tai Colombia [7]. Nhém xét
nghiém c6 tan suit tham gia nhiéu nhit - QR
1 ¢6 ty lé hiéu suét thuc hién khong dat tir
trung binh dén thap (17,61%-10,41%), két
qua nay cho thay hiéu suét thyc hién cua cac
don vi tham gia d6i v6i cac xét nghiém nay
dang tin cay. Tuy nhién nhom xét nghiém cé
tan suit tham gia thap nhu cac xét nghiém
chirc nang tuyén giap, va xét nghiém cip cau
lai c6 ty 1& hiéu suat khong dat rat cao
(Amylase pancreatic-38,64%; Total T4-
21,15%, Free T3-18,72%). Nghién ctu cua
tac gia Tran Hiu Tam nim 2022 [6] ciing
cho thdy nhém xét nghiém chirc ning tuyén
giap co ty I& % két qua khdng chap nhan cao.
Diéu nay c6 thé do cac xét nghiém mién dich
dinh lwong hdéc mdn tuyén giap c6 nong do
thap hon so véi cac xét nghiém hoa sinh nén
sai s6 cao hon. Mic di, xét nghiém Amylase
pancreatic cd sai s6 cao nhat c6 thé 1a do s6
luong don vi tham gia it (4 don vi) nhung xét
nghiém amylase total von dugc cac phong
xét nghiém thuc hién nhiéu c6 sai sé thap
hon.

V. KET LUAN

Véi 56 théng sé ciia chuong trinh ngoai
kiém RIQAS, cac don vi chi tham gia thuc
hién 40/56 cac xét nghiém nay. Hiéu suat
thuc hién ctaa cac phong xét nghiém tham gia
c¢6 d6 tin cay cao véi ty 18 phan tram két qua
khong dat trung binh cua cdc xét nghiém la
12,89%.

Bo miu ngoai kiém chuong trinh hoa
sinh RIQAS can bd sung thém mot s nong
d6 ciia mot s6 xét nghiém dé bao phu céc gia
tri quyét dinh 1am sang, phl hop cho viéc
danh gid chat luong phan tich dwoc toan
dién.
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DANH GIA KHA NANG GIAO HOAN CUA MAU NGOAI KIEM SINH HOA
VO'I MAU BENH NHAN O MOT SO XET NGHIEM ENZYM GAN
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TOM TAT

Muc tiéu: Nghién ciu nady nhiam danh gia
giao hoan giitra mau huyét thanh doéng kho duing
cho chuong trinh ngoai kiém véi mau huyét
thanh bénh nh&n. Phwong phap nghién ctru:
danh gia nam mau huyét thanh dong kho dung
cho chuong trinh ngoai kiém voi 25 mau huyét
thanh bénh nhan gita hé théng kin Beckman
Coulter AU480 va hé thong mé Teco Diagnostic
TC3000 theo huéng dan cua CLSI EP14-A3. Két
qua: két qua logl0 cua xét nghiém ALT, AST &
may AU480 cd hoat do nho hon may TC 3000,
két qua log10 cua xét nghiém ALT, AST & may
AUA480 c6 hoat do 16n hon may TC 3000, 5 mau
ngoai kiém nam trong khoang du doan cua 25
mau bénh nhan. Két luan: Nam mau huyét thanh
dong kho dung trong chuong trinh ngoai kiém
héa sinh do Trung tdm Kiém chuan Chat luong
Xét nghiém Y hoc- Pai hoc Y Duoc TP. H6 Chi
Minh giao hoan véi mau bénh nhan ddi véi xét
nghiém ALT, AST, GGT khi dugc danh gia gitra
quy trinh do luong trén hé théng kin may sinh

'Bai hoc Y Duoc TP. Hé Chi Minh

Trung tam Kiém chudan Chdt lwong Xét Nghiém
Y hoc-Bai hoc Y Duoc TP. Ho Chi Minh

SBénh vién Pai hoc Y Duoc TP. Ho Chi Minh co
S0 2.

*Khoa Y, truong Pai hoc Vin Lang

Chiu trach nhi€ém chinh: Van Hy Triét

SPT: 0984881440

Email: vanhytriet@gmail.com

Ngay nhan bai: 01/7/2023

Nguoi phan bién khoa hoc: PGS.TS Pham Van Tran
Ngay duyét bai: 10.7.2023

hoéa tw dong Beckman Coulter AU480 va hé
thdng mo Teco Diagnostic TC3000.

Tir khéa: mau ngoai kiém, giao hoan, CLSI
EP14-A3.

SUMMARY
EVALUATION OF THE
COMMUTABILITY OF
BIOCHEMICAL PROFICIENT

TESTING SAMPLES WITH CLINICAL

SAMPLES IN LIVER ENZYME

ANALYTES

Objective: This study aimed to evaluate the
commutation between lyophilized serum samples
used for the proficiency testing program and
clinical samples. Methodology: Evaluation
commutation of five lyophilized serum samples
for the proficiency testing program with 25
clinical serum samples between the homogenous
system presented by Beckman Coulter AU480
and the heterogenous system presented by Teco
Diagnostic TC3000 according to guidelines CLSI
EP14-A3. Results: log10 results of ALT, AST in
AUA480 analyzer have weaker activity than TC
3000 analyzer, logl0 result of ALT, AST in
AU480 analyzer has stronger activity than TC
3000 analyzer, 5 lyophilized serum samples are
within the predicted interval of 25 clinical
samples. Conclusion: Five lyophilized serum
samples in the biochemistry proficiency testing
program by the Center for Quality Control of
Medical Laboratory - University of Medicine and
Pharmacy at Ho Chi Minh City commuted with
clinical samples for ALT, AST, GGT analytes
when evaluated between the measurement
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procedure on the homogenous system Beckman

Coulter AU480 and heterogenous Teco
Diagnostic TC3000.
Keywords: Proficiency testing samples,

commutation, CLSI EP14-A3.

I. DAT VAN DE

Xét nghiém ALT, AST, GGT dugc thuc
hién thudong quy dong thoi nam trong danh
muc xét nghiém lién théng, cong nhan két
qua xét nghiém va duoc cac don vi tham gia
thuc hién nhiéu nhat trong chuong trinh
ngoai kiém [1]. Theo quyét dinh 316/QD-
TTg ngay 27 thang 2 nam 2016 cua thu
tudng chinh phu vé ting cuong lién thdng
cac xét nghiém c6 quy dinh cac xét nghiém
tai cac co so phai so sanh duogc véi nhau.
Trong chuong trinh ngoai kiém, nhiéu truong
hop danh gia hiéu suat phong xét nghiém
tham gia sai sot c6 nguyén nhan khong dén
tr phong xét nghiém, ma dén tir mau ngoai
kiém khong giéng tinh chat caa mau bénh
nhan nén két qua bi anh huong dan dén danh
gia sai hiéu suat phong xét nghiém.

Pé so sanh chung nhoém xét nghiém, mau
ngoai kiém phai dwoc danh gia tinh giao
hoan v&i mau bénh nhan. Bén canh do, tiéu
chuan ISO 17511:2003 dé cap dén kha niang
truy nguyén nguoén goc do ludng cua céc gia
tri dugc an dinh cho vat ligu higu chuan va
vat liéu kiém soat va quy dinh rang cac vat
hiéu chuan phai c6 thé giao hoan duoc & mdi
budc trong chudi truy xuat ngudn goc[2]. Tai
liégu CLSI EP14-A3 huéng dan danh gia mau
huyét thanh da qua xir ly véi mau bénh nhan
gitta cac quy trinh nham danh gia tinh giao
hoan.

Qua trinh dong kho mau ngoai kiém co
thé anh huong dén céc xét nghiém co trong
mau dong kho. Vi vay, Nghién cau nay
nham muc tiéu danh gia tinh giao hoan mau
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ngoai kiém cua chuwong trinh sinh hoéa véi
mau bénh nhan trén hé théng Beckman
Coulter AU480 va TC3000.

II. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

Thoi gian va dia diém: nghién ctu thuc
nghiém dugc thyc hién tir thang 09/2021 dén
thang 12/2021 tai Trung tdm Kiém chuan
Chat lugng Xét nghiém Y hoc - B6 mon Xét
nghiém, Dai hoc Y Dugc TP. H6 Chi Minh.
Mau huyét thanh bénh nhéan duoc thu thap tai
Khoa Xét nghiém, Bénh vién DPai hoc Y
Dugc TP. H6 Chi Minh co sé 2.

Péi twong nghién ciu va tiéu chuén
lwa chon: Theo huéng dan cua huéng dan
CLSI EP14-A3 thi can khao sét it nhat 20
mau huyét thanh dé danh gia giao hoan voi
mau ngoai kiém

- Hai muoi 1im mau huyét thanh bénh
nhan cho mdi xét nghiém lién quan sau khi
xac dinh hoat @6 ALT, AST, GGT duoc bao
quan & nhiét do -80°C cho dén khi tién hanh
thir nghiém. Cac mau mau da duoc sang loc
am tinh voi HBsAg, HCV Ab, HIV va
khoang hoat d6 bao phi ndng d6 mau ngoai
kiém ddi véi cac xét nghiem ALT, AST,
GGT.

- Nam mau huyét thanh dong kho a, b, c,
d, e ding cho chwong trinh ngoai kiém con
trong han st dung. Mau ngoai kiém duogc
diéu ché tir huyét thanh tir 1 dén 2 nguoi hién
am tinh voi cac xét nghiém HBsAg, HCV
Ab, HIV Y%, sét rét, giang mai. Cac mau
huyét thanh nay dugc didu chinh hoat do cac
chat cho phi hop véi bang mau da thiét ké tur
truéc, hoat dd dugc can chinh bang cac sinh
phdm coa Sigma gom glutamic-pyruvic
transminase tu tim lgn (200 UN); glutamic
oxaloacetic transminase tur tim lgn (1 KU);
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glutamyltranspeptidase tur than ngua (100
UN). Khdng cé chét bao quan nao dwoc thém
vao, qua trinh thao tac cén chinh hoat do
dugc thuc hién trong phong sach.

Thiét bi va hda chit:

Thiét bj may sinh hoa ty dong AU 480 va
hoa chat cua hing Beckman Coulter dugc
san xuit tai Nhat Ban. May sinh hoéa ban tu
dong TC 3000 cua hang Teco Diagnostic san
Xuit tai My. Hoa chit xét nghiém sir dung
cho TC3000 cua hdng Cormay Diagnostic
Xuat st Ba Lan.

Quy trinh cu thé dwoc tién hanh nhw
sau:

- Mau bénh nhan sau khi rd déng dé o
nhiét ¢6 phong trong 30 phdt, tron déu, chia
2 phan, mdi phan dugc thuc hién trén may
AU 480 va TC3000.

- MAu ngoai kiém dugc hoan nguyén véi
2 ml nudc cat, && 15 phat ¢ nhiét d6 phong

Il. KET QUA NGHIEN cU'U

xét nghiém, tron déu tranh tao bot trong 2
phdt, chia ra 2 phan, p mdi phan duoc thuc
hién trén may AU 480 va TC3000.

- M&i mau chay lap lai 3 1an.

- Két qua duoc phan tich theo hudng dan
cua CLSI EP14-A3 dé danh gia tinh giao
hoan cua mau ngoai kiém véi mau bénh
nhan.

Phan mém tinh toan: su dung phan
mém Excel 365 d& tinh toan Deming
regression va vé cac do thi giao hoan gitra 2
quy trinh do ludng. Do hiéu sé hoat d6 ALT,
AST, GGT gitra hai quy trinh do 1éch nhau ty
Ié theo hoat d6 nén hoat do s& chuyén sang
log10 trugc khi vé biéu db.

Y dic nghién ciu: nghién ctu nay da
duoc chap thuan thong qua boi Hoi dong dao
dac trong nghién cau y sinh hoc dai hoc y
duogc thanh phé H6 Chi Minh sb 222/HDDD-
PHYD.

Bdng 1: Péc diém hoat dp mdu bénh nhan va mdu ngogi Kiém ddnh gid tinh giao hoan

trén may AU480 va TC3000

Xét Mau bénh nhan (n=25) MAu ngoai kiém (n=5)
nghiém AU480 TC3000 AU480 TC3000
Trung vi|(min-max)|Trung vi|(min-max)| Trung vi|(min-max) [Trung vi| (min-max)
ALT (U/L)| 26 12 - 219 21 |13-140| 27 11 - 227 23 13-150
AST (U/L)| 30 15 -348 35 14 -340 44 20-351 48 22 -326
GGT (U/L)| 35 10 -279 31 8 - 261 30 12-181 28 10-173

Céac khoang hoat do ALT, AST, GGT cua
mau bénh nhan bao phu cac diém quyét dinh
ldm sang tir gid tri binh thuong téi gia tri
bénh Iy bao phu néng d6 nim mau ngoai
kiém thé hién trong Bang 1.

Trong Hinh 1, trén cing mot mau, két
qua logl10 cua xét nghiém ALT, AST & may

AU480 cb hoat d6 nhé hon may TC 3000,
trén do thi ALT, AST léch am dac biét 1a doi
véi cac logl0 cua cac mau bénh nhan dudi
1,8, xét nghiém GGT ¢ may AU480 cé hoat
d6 16n hon may TC 3000, trén dd thi léch
duong.
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Hinh 1: Biéu do khéc bigt: Log10 ciza AU480 — Log 10 ciza TC3000 so véi Log 10 cia
AU480 va Log 10 ciia TC3000 cac xét nghiém ALT, AST, GGT
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Hinh 2: Hoi quy Deming cho cac két qud trung binh da chuyén log10
cua xét nghigm ALT, AST, GGT

Xét nghiém ALT, AST, GGT c6 mdi
twong quan chat ché gita AU480 va
TC3000 (r>0,98, dir liéu nay khong dé cap
trong bai bao nay). Ca ba xét nghiém & nam
mau ngoai kiém déu cho két qua giao hoan
v&i mau bénh nhan trong Hinh 2. Phwong
trinh Deming fit ¢6i v&i mau bénh nhan cua
xét nghiém ALT: y = 0,02345 + 0,9971x;
AST: y = 0,1489 + 0,9303x; GGT: y = -
0,06184 + 1,014x.

IV. BAN LUAN

May tu dong hé thng dong va may ban
tu dong hé thdng me, dai dién cho dic tinh
cac phong xét nghiém tham gia chuong trinh

ngoai kiém. Ca hai quy trinh ddi véi tirng xét
nghiém déu sir dung mau chuan cing hang
vé6i hda chit st dung, lién két chuan caa céc
xét nghiém ALT, AST, GGT déu tir cac quy
trinh tham chiéu cua IFCC nam trong danh
sach céc quy trinh tham chiéu, vat liéu tham
chiéu cua t6 chiic JCTLM. Céc chat chuan
cua ca hai hing déu co traceability theo tiéu
chuan quéc té. Khoang nong do céc chét
khao sat cuia cac mau trong nghién ctu bao
phu céc ndéng do cia nim mau ngoai kiém
nhu cach tiép c4n trong hudéng dan caa CLSI
EP14-A3[3]. Trong huéng dan nay, téi thiéu
mdi quy trinh can thuc hién 20 mau bénh
nhan, nghién ctru nay da tién hanh trén 25
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mau bénh nhan dbi véi mau xét nghiém, do
d6 ¢& mau bénh nhan phd hop dé danh gia
dac tinh giao hoan. Trong qua trinh thu thap
cac mau khao sat, nhdm nghién cau khéng
tang nong d6 c4c mau bang cach thém vao
céc hoa chét tinh khiét twong tng nham tranh
thay d6i dic tinh chat nén trong mau bénh
nhan anh hudng dén viéc danh gia tinh giao
hoén. Theo két qua lam viéc cua IFCC, d6i
v6éi mau ngoai kiém mudn so sanh két qua
v6i nhau, thi tit ca cac quy trinh do ludng
cta cac don vi tham gia déu phai duoc déanh
gia tinh giao hoan timg d6i mot hoic tat ca
cac quy trinh déu phai dugc danh gia voi quy
trinh do lwdng tham chiéu[4].

Cac két qua khao sat ddi v6i nam mau
ngoai kiém dugc danh gia tinh giao hoan déu
nam trong khoang cho phép cua khoang du
doan thiét 1ap tir mau bénh nhan. Mot nghién
ciru danh gia tinh giao hoan giira 10 mau
huyét thanh tron cia bénh nhan c6 hoat do tur
20-200 U/L véi hai mau huyét thanh dong
kho cua hang Biorad gitra quy trinh do luong
tham chiéu caa IFCC véi bén quy trinh do
luong thuong mai (Abbott, IL, Siemens,
Roche) cho thay giao hoan ¢ hoat do thap
(62,4 U/L), ¢ hoat o cao (163,1 U/L) khdng
c6 tinh giao hodn vai Abbott va Roche, co
thé dugc bo sung hoat @6 GGT ¢ ngudn tir
than bo [5]. Trong nghién cau nay mau
ngoai kiém giao hoan hoan toan véi mau
bénh nhan c6 thé 1a do miu ngoai kiém cua
TTKC nang hoat 46 GGT c6 ngudn géc tir
than ngua thay vi than bd. Theo tac gia
Graham viéc str dung céc vat liéu ngoai kiém
c6 tinh giao hoén tro nén rat quan trong dbi
véi cac ving khdng co céc nha san xuét sinh
pham tin cy, v&i cac phuong phép tu phét
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trién, thiéu hiéu chinh hé théng do ludng cua
nha san xuét, hodc thiéu dit liéu so sanh dua
trén céc hé thong do ludong cua nha san xuit
[6]. Két qua nghién ctru nay ciing twong dong
vai nghién cuu cua tac gia Carlo so sanh dac
tinh cua huyét thanh kiém tra va huyét thanh
déng kho tai viing Lombardy cua Y, cho thay
huyét thanh déng khé c6 van dé vé tinh giao
hoan ddi vai xét nghiém GGT chu yéu la ddi
v6i ky thuat sinh hoéa khd, néu loai bo
phuong phap sinh héa kho thi mau huyét
thanh dong kho c6 dac tinh twong ty nhu
mau huyét thanh dong lanh[7]. Do d6 dbi voi
cac xét nghiem ALT, AST, GGT trong mau
doéng kho van thé hién duoc dic tinh giao
hoan nhu mau huyét thanh bénh nhan.

C6 nhiéu cach tiép can trong danh gia
dac tinh giao hoan cia mau. Tir so sanh CV
tir cac két qua caa mau huyét thanh tron dong
lanh cua bénh nhan va miu huyét thanh
dong khé trong cac thuc nghiém ¢ cac néng
d6 xét nghiém khéc nhau [7]. Cho dén
hudng dan CLSI EP14-A3 tién hanh danh
gia tinh giao hoan dua vao d6 chéch so voi
mau bénh nhan [3]. Theo IFCC vé cac yéu
cau do chéch lién quan hang dinh trong
khoang noéng do cua cadc mau bénh nhan
trong 1am sang, do d6, mi ndng d6 ctia mau
ngoai kiém phai dugc danh gia bang do
chéch trung binh cua cac miu bénh nhan dé
danh gia[8].

V. KET LUAN

Niam méu huyét thanh déng kho ding
trong chuwong trinh ngoai kiém hoa sinh do
Trung tdm Kiém chuan Chit luong Xét
nghiém Y hoc- Pai hoc Y Duoc TP. H) Chi
Minh giao hoan véi miu bénh nhan ddi véi



TAP CHi Y HOC VIET NAM TAP 529 -

THANG 8 - SO CHUYEN PE - 2023

xét nghiém ALT, AST, GGT khi dugc danh
gia gitra quy trinh do luong trén hé thong kin
may sinh hoéa te dong Beckman Coulter
AU480 va hé théng mo Teco Diagnostic
TC3000.

VI. LO1 CAM ON

Nhom nghién cau chan thanh cam on
Ban diéu hanh, phong dao tao va nghién ctu
khoa hoc, Khoa Xét nghiém Bénh vién Dai
hoc Y Duoc TP. H6 Chi Minh co so 2 d3 tao
diéu kién cho viéc lay mau bénh nhan va cam
on Ban Giam dbc Trung tdm Kiém chuan
Chat lugng Xét nghiém Y hoc- Ban Chu
nhiém B6 moén Xét nghiém- Pai hoc Y Duogc
TP. HO Chi Minh di tao diéu kién vé mau
ngoai kiém, co s& vat chat cho nghién cau.
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XAC PINH PO KHONG PAM BAO PO
MOT SO CHIi SO HOA SINH TREN MAY ARCHITECT CI4100
TAI BENH VIEN PA KHOA HOAN MY MINH HAI NAM 2022

TOM TAT

Pit van dé: Theo yéu cau 1SO 15189:2014,
phong xét nghiém phai sin sang dua ra cac wdc
luong vé do khong dam bao do cho ngudi sir
dung. Muc tiéu nghién cau: 1) Xac nhan gia tri
st dung mot s6 chi sé hoéa sinh trén may
Architect CI4100 2) Xac dinh do khong dam bao
do mot sé chi sb héa sinh trén may Architect
Cl4100 tai bénh vién Ba khoa Hoan My Minh
Hai. Poi twong va phwong phap nghién ctu:
Nghién ctu thuc nghiém cac chi sé glucose,
HbAlc, cholesterol, triglycerid, HDL-C, AST,
ALT, urea, creatinin va albumin trén mau noi
kiém va mau ngoai kiém tir 1/2022 dén 12/2022.
Xé&c nhan gia tri sir dung dé chiing minh quy
trinh dugc thyc hién trong phong xét nghiém
hién tai phu hop. Sau do, xac dinh d6 khong dam
bao do tdng hop va mé rong. Két qua: Céc chi
sb hoa sinh déu dat xac nhan gid tri st dung khi
so sanh voi cong bé NSX va EFLM. Do khong
dam bao do mé rong cua glucose la 6,88% va
3,26%, HbAlc la 7,21% va 4,42%, cholesterol la
6,81% va 4,6%, triglycerid la 7,12% va 4,46%,
HDL-C la 9,18% va 5,62%, AST la 8,61% va
4,59%, ALT la 9,77% va 5,64%, urea la 6,34%

'Bénh vién Da khoa Hoan My Minh Hdi

Chiu trach nhi€ém chinh: Lé Trung Hiéu
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Email: lehieu.lab@gmail.com
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va 4,48%, creatinin la 9,33% va 4,93% va
albumin 12 4,53% va 3,83%. Két luan: Céc chi
sb hoa sinh déu dat xac nhan gia tri st dung. Xac
dinh duoc d6 khong dam bao do mét sé chi sb
hoa sinh.

Ter khéa: @6 khong dam bao do, xac nhén
gia tri str dung, 1SO 15189.

SUMMARY
DETERMINATION OF

MEASUREMENT UNCERTAINTY

SOME BIOCHEMICAL INDIES ON
THE ARCHITECT CI14100 MACHINE
AT HOAN MY MINH HAI GENERAL

HOSPITAL IN 2022

Background: In accordance with the
requirements of ISO 15189:2014, the laboratory
must be willing to provide estimates of
measurement  uncertainty to the users.
Objectives: 1) Verificating the use of some
bichemical indices on the Architect CIl4100
machine 2) Determining the measurement
uncertainty of some bichemical indices on the
Architect C14100 machine at Hoan My Minh Hai
general hospital. Materials and methods:
Experimental study on glucose, HbAlc,
cholesterol, triglyceride, HDL-C, AST, ALT,
urea, creatinine, albumin on internal control
samples and external control samples from
1/2022 to 12/2022. Verification to demonstrate
that a procedure performed in a current
laboratory is appropriate. Then, determine the
combined standard uncertainty and expanded
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uncertainty. Results: All biochemical indices are
verified when compared with published MFG
standards and EFLM. The extended uncertainty
for glucose are 6,88% and 3,26%, HbAlc are
7,21% and 4,42%, cholesterol are 6,81% and
4,6%, triglycerid are 7,12% and 4,46%, HDL-C
are 9,18% and 5,62%, AST are 8,61% and
4,59%, ALT are 9,77% and 5,64%, urea are
6,34% and 4,48%, creatinin are 9,33% and
4,93% and albumin are 4,53% and 3,83%.
Conclusion: The biochemical indices were
verified. Determine the measurement uncertainty
of some biochemical indcies.
Keywords: measurement
verification, 1SO 15189.

uncertainty,

I. DAT VAN DE

Trong quan ly chat lwong xét nghiém do
khong dam bao do rit quan trong. Vi do
khong dam do dwoc gan véi két qua xét
nghiém s& cho thdy khoang gié tri ma trong
d6 ¢ chira tri s6 thuce vai mac tin cay p quy
dinh. N6 la mot uéce tinh dinh lugng cho su
phan tan va thé hién do tin cay véi két qua
xét nghiém [3]. Theo yéu cau ISO
15189:2014, phong xét nghiém phai sin sang
dua ra cac ude luong vé do khong dam bao
do cho nguoi su dung. Dua vao d6 khong
dam bao do, phong xét nghiém cai tién he
thong do luong va nang cao chat luong xét
nghiém. Két qua xét nghiém dugc béo céo
cung vai do khong dam bao do cho phép bac
s phan biét dugc sy thay doi 1am sang cua
ngudi bénh hay 1a do sai s6 cia phuong phap
do. Tir 40, béc si so sanh két qua xét nghiém
v6i khoang tham chiéu dé c6 thé chan doan
chinh xac. Pong thoi, d6 khong dam bao do
cho phép so sanh cac phong xét nghiém va
cac quy trinh vai nhau. X&c nhan gié tri st
dung la mot hoat dong cua phong xét nghiém
nhim danh gia sai s c6 thé xay ra trong

phong xét nghiém. Xac nhan gia tri st dung
dé chung minh rang trudc khi tra két qua cho
ngudi bénh quy trinh xét nghiém da duoc
danh gia. Viéc lya chon cac thong sb xac
nhan gia tri sir dung tuy thuoc vao quy trinh
&4p dung, diéu kién va ngudn lyc cia phong
xet nghiém. Xac nhan gia tri sir dung thuong
bao gdom cac thdng s6 1a d6 chum, d6 ding.
Truéc khi tién hanh xac dinh d6 khéng dam
bao do, phong xét nghiém can xac nhan gia
tri sir dung truéc dé viéc cung cap bang
chang khéch quan rang quy trinh va hé théng
do ludong dép tng cac yéu cau vé tinh ning
ctia nha san Xuat.

Trén thé gigi, nghién cau tac gia Chen H
[5] tai Trung Quéc, chi sé glucose c6 do
khong dam bao do ma rong la 13,58%. Tai
Viét Nam, nghién ctu cua tac gia Tran Thi
Chi Mai [5], céc chi s6 glucose, creatinin,
AST va ALT c¢6 d6 khong dam bao do md
rong lan luot 12 10,46%, 11,88%, 14,12% va
10,28%. Céc két qua nghién cho thiy c6 do
khéng dam bao do khac nhau gitra cac
nghién cuau. Tai Ca Mau, ching t6i chua ghi
nhan c6 nghién ctu vé viéc xac dinh do
khéng dam bao do trudc day. Cau hoi ma
ching t6i ddt ra 1a d¢ khong dam bao do cac
chi s6 hoa sinh tai bénh vién Pa khoa Hoan
M$ Minh Hai la bao nhiéu? Vi thé ching t6i
di dén thuc hién nghién cuu:

“Xac dinh d6 khong dam bao do mot s6
chi s6 hoa sinh trén may Architect CI14100 tai
bénh vién Pa khoa Hoan My Minh Hai nam
2022 v6i muc tiéu sau:

1. Xac nhdn gia trj siz dung mét sé chi so
hoa sinh trén may Architect C14100

2. Xac dinh do khong dam bao do mot )
chi s6 hda sinh trén may Architect CI14100
tai bénh vién Pa khoa Hoan My Minh Hai.
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II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Poi twgng nghién ciru

Mau noi kiém va ngoai kiém tir 1/2022
dén 12/2022.

- Tiéu chuan chon mau:

- Mau noi kiém con han st dung, bao
quan ¢ nhiét d6 < am 20°C, hoan nguyén
dung 5mL. MAu ngoai kiém duoc bao quan ¢
nhiét do 2-8°C.

- Tiéu chuan loai trir: mau noi kiém va
ngoai kiém c6 dau hiéu bi nim méc.

2.2. Phwong phap nghién ciu

- Thiét ké nghién ctu: nghién cau thuc
nghiém.

- C& mau: theo quyét dinh s6 2429/Qb-
BYT ngay 12 thang 6 ndam 2017 cua B
truong Bo Y té vé viéc ban hanh tiéu chi
danh gia muc chat luong phong xét nghiém y
hoc [1], nghién ctu trén mau ndi kiém ¢ mai
muc nong do véi sb lan phan tich 1a n=20 va
mau ngoai kiém 1a n=12 cho mdi chi sd.
Bénh vién Pa khoa Hoan My Minh Hai can
xéac dinh 10 chi s hda sinh. Téng s6 mau noi
kiém nghién ctu & 2 mac nong do (trung
binh va cao) la 10x40=400 mau va mau
ngoai kiém 13 10 x 12 = 120 mau.

- Phuong phéap chon mau: chon mau c6
chu dich.

- N61 dung nghién ctlru:

2.2.1. Chudn bi mdu nghién ciu

- Mau noi kiém Technopath multichem S
plus 2,3 ciia Abbott duoc chuan bi va phan
tich nhu sau:

Mau noi kiém dugc bao quan & nhiét do
< am 20°C va hoan nguyén ¢ nhiét do tu
18°C dén 25°C trong 30 phut. Xoay nhe lo
mau noi kiém dé tron déu mau trong 15 phit.
HGt mau noi kiém tir lo sang céc chira mau
va thuc hién phan tich.

- MAau ngoai kiém cua Randox dugc
chuan bj va phan tich nhu sau:
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Hoan nguyén mau ngoai kiém voi
SmL nudc cit & nhigt do tir 20°C dén 25°C.
Tron déu va dé yén trong 60 phit ¢ noi tranh
anh sang trugc khi s dung. Hit mau ngoai
kiém tir lo sang c6¢c chira mau va thuc hién
phén tich.

2.2.2. Pdc diém chung ciza mdu nghién
curu

- Mau ndi kiém: cac chi sd glucose,
HbAlc, cholesterol, triglycerid, HDL-C,
AST, ALT, urea, creatinin va albumin xac
dinh gia tri trung binh (meankxn), d6 1éch
chuan (SDkxn).

- Mau ngoai kiém: cac chi s6 glucose,
HbAlc, cholesterol, triglycerid, HDL-C,
AST, ALT, urea, creatinin va albumin xac
dinh gia tri két qua ngoai kiém cua khoa xét
nghiém (x), gia tri an dinh cua trung tam
kiém chuan xét nghiém thanh phé Ho6 Chi
Minh (X).

2.2.3. Xdc nhdn gia tri sw dung cdc chi
sé héa sinh

- P chum: dugc thé hién bang do lap lai
va do tai lap

+ Do lap lai: tinh SDkxn (SDigp 1) va
meankxn, tr d6 tinh hé sb bién thién
CVkxn=(SDkxn/meankxn)x100 [4] cua 4 lan
phan tich mau noi kiém cing 1 ngay.

+ D¢ tai lap: tinh SDkxn (SDwi lap) va
meankxn, tr d6 tinh hé sb bién thién
CVikxn=(SDkxn/meankxn)*100 [4] cua 20
lan phan tich mau noi kiém trong 5 ngay.

+ Tiéu chuan dat xac nhan d6 chum [1]:

. D6 1ap lai: néu CVikxn < CVnsx thi dat,

. D6 tai 1ap néu CVixn < CVnsx thi dat,

- b6 ding: duoc thé hién bang d6 chéch

+ Tinh d§ chéch: tir cbng thuc thuc tinh
do chéch (bias-D): D = x-X [4], khoa xét
nghiém tinh d chéch trung binh trong 12
thang thuc hién ngoai kiém, trong do:
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. X: két qua ngoai kiém cua khoa xét
nghiém, 12 gia tri x twong ung tung thang.

. X: gia tri 4n dinh cua trung tdm kiém
chuan xét nghiém thanh phé H6 Chi Minh, 2
gia tri X twong tng tirng thang.

+ Tu cOng thirc tinh d§ chéch theo ty 1€
%: D% = (% ) %1% [4], khoa xét nghiém tinh
d6 chéch theo ty 1€ % trong 12 thang:

+ So sanh véi gia tri bias & mirc mong
mudn tinh tir cic nghién ciru bién dong sinh
hoc cua hiép hoi cac phong xét nghiém y hoc
va sinh héa lam sang Chau Au (EFLM:
european federation of clinical chemistry and
laboratory medicine).

+ Tiéu chuin dat xdc nhan do ding:
biaskxn(%) <biaserLm(%0).

2.2.4. Ap dung phwong phdp top-down
tie nguon di ligu thu thdp thec hién xac
nhdn gia tri si dung:

1. KET QUA NGHIEN cU'U

+ Xéc dinh d6 khong dam bao do tong
hop (Uc) bang cong thie tinh:

+ SD2

o2
gai1zp T DlaSgxy

U. = JSDIZﬁ_'p lai

+ Xac dinh d¢ khong dam bao do mo
rong (U) theo cong thtrc [3]

U =k x Ug, trong d6:

. k: hé s6 phu k = 2 véi muc tin cay p =
95%) [3].

+ Xac dinh d¢ khong dam bao do mo
rong theo don vi (%):

U(%) = (U/meankxn) x 100.

- Phuong phap xir Iy, phan tich sé liéu

S6 liéu sau khi thu thap dugc xur ly va
phan tich bang chuong trinh Microsoft Excel
2019. Tinh trung binh dung ham average, do
léch chuan ding ham stdev.

Bing 3.1. Pic diém mbu noi kiém Technopath multichem S plus 2, 3

X . Nong do 2 Nong do 3
Chi'so n Don vi mean SD mean SD
Glucose 20 mmol/L 6,21 0,1 16,9 0,1
HbAlc 20 % 5,3 0,01 10,05 0,1
Cholesterol 20 mmol/L 4,13 0,03 6,3 0,04
Triglycerid 20 mmol/L 1,8 0,02 2,3 0,02
HDL-C 20 mmol/L 1,46 0,01 2,2 0,02
AST 20 IU/L 107,8 0,8 278,8 2,7
ALT 20 IU/L 75,6 1,4 191,7 2,6
Urea 20 mmol/L 13,27 0,2 21,24 0,3
Creatinin 20 umol/L 171,91 4,7 566,5 11,2
Albumin 20 g/L 39,1 0,3 51,3 0,4

Nhin xét: Chi s HbAlc c6 gia tri

10,05+0,1%.

trung binh (néng d6 2 va 3) 1a 5,3+0,01% va

241



HOI NGH] KHOA HOC TOAN QUOC LAN THU' XXV — CHAO MU'NG 60 NAM THANH LAP HOI HOA SINH Y HOC VIET NAM

Bing 3.2. Pic diém mdu ngoai kiém héa sinh ciia Randox tiv thang 1 dén thing 6

Chi s6 Thadngl | Thdng2 | Thang3 Théang 4 Théang 5 Théng 6
X1-X1 X2-X2 X3-X3 Xa-X4 X5-X5 X6-X6
Glucose | 5,93-6,07 | 1,97-1,99 | 15,8-1557 | 5,8-5,84 | 19,14-19,73 | 5,88-5,89
HbAlc 4,6-5,29 | 10,5-10,3 | 5,3-5,22 | 10,6-10,19 5,3-5,19 10,6-10,15
Cholesterol 5-4,1 3,11-3,08 | 7,56-7,49 | 4,11-4/16 7,3-7,66 4,15-4,14
Triglycerid | 0,87-1,08 | 0,23-0,23 | 2,77-2,86 0,99-1 4,45-4,57 0,99-0,98
HDL 156-147 | 1,1-1,14 2,64-2,6 1,47-1,53 2,55-2,68 1,47-1,45
AST 28-30,11 7-8,03 | 139-142,35 | 31-31,57 | 157-169,78 | 32-32,13
ALT 40-39,58 | 12-11,84 | 136-134,03 | 39-38,76 | 131-142,67 | 39-37,11
Urea 7,5-7,38 | 2,2-2,26 | 20,2-20,33 | 7,2-7,07 25,9-25,18 8,1-7,19
Creatinin 136-138 62-65 454-436 131-130 617-618 139-136
Albumin | 40-40,48 | 21-2141 | 29-29,55 41-41,48 51-54,02 41-40,58

Nhdn xét: Thang 4, glucose ¢ gia tri x 1a 5,84 mmol/L va X 1a 5,84 mmol/L

Bing 3.3. Pic diém mdu ngoai kiém héa sinh ciia Randox tiv thang 7 dén thdng 12

Chi sé Thadng7 | Thang8 | Thang9 | Thang 10 | Thadng 11 | Théng 12
X7-X7 Xs-Xs X9-Xo X10-X10 X11-X11 X12-X12
Glucose 5,7-5,96 | 15,66-15,59 | 5,89-6,07 | 15,4-15,61 | 1,95-1,97 | 15,35-15,55
HbAlc 13,1-13,2 4,7-4,63 7,9-7,89 | 11,1-11,03 | 5,2-5,13 10,8-10,81
Cholesterol | 3,91-398 | 7,61-7,58 | 4,09-4,13 | 7,69-7,72 | 3,06-3,09 | 7,46-7,46
Triglycerid | 1,04-1,02 | 2,88-2,87 | 1,05-1,06 | 2,86-2,82 | 0,25-0,28 | 2,81-2,83
HDL 1,42-1,36 | 2,53-2,63 | 1,37-142 | 2,6-2,53 1,18-1,17 | 2,69-2,62
AST 30-31,39 | 130-131,41 | 37-32,45 | 147-128,98 9-7,99 159-166,16
ALT 44-40,6 | 145-141,86 | 33-36,12 | 130-132,58 | 12-11,51 120-125
Urea 8,7-7,8 20,7-20,29 | 7,6-7,51 | 20,5-20,88 | 2,6-2,31 | 20,2-20,32
Creatinin 124-133 368-388 142-141 373-380 73-65 434-432
Albumin | 43-42,46 29-28,83 40-40,87 30-30 22-21,53 30-29,4

Nhdn xét: Thang 12, cholesterol c6 gia tri x 1a 7,46 mmol/L va X 1a 7,46 mmol/L
Bing 3.4: Xdc nhén gid tri siv dung mét so chi so héa sinh

b chym P din
Chi s None g5 |_P@13012i (%) | DO tai l3p (%) > CHng
g de cv | cv | cv | cv | bias KXN [bias EFLM
KXN | NSX | KXN | NSX (%) (%)
2 1,05 161
Glucose 3 14 5 0.59 5 1,66 2,4
2 0.19 3 0.19 3
HbAlc ; o6 - . - 231 1.8
2 0,58 0,73
Cholesterol 3 05 3 06 3 2,52 44
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. . 2 2,22 1,11
Triglycerid 3 0.6 5 0.87 5 2,57 10,6
2 1 0,68
HDL-C 3 105 4 091 4 3,35 6,2
2 0,89 0,74
AST 3 131 4,6 097 4.6 5,86 5,7
2 2,54 1,85
ALT 3 5 5,2 136 5,2 3,82 7,7
2 0,88 1,51
Urea 3 07 4,5 141 45 2,88 6,3
. 2 1,46 2,73
Creatinin 3 104 6 198 6 2,35 3,7
Albumi 2 L3 3,3 L 3,3 1,9 14
umin 3 11 ) 0,78 ) ) )
Nhgn xét: cac chi s6 hoa sinh c¢6 do chum va do dang nho hon céng b nha san xuat va
EFLM.
Bing 3.5: D khong diam bdo do mét so chi sé héa sinh
. Nong do 2 Nong do 3
Chiso Uc U (%) Uc U (%)
Glucose 0,21 6,88 0,28 3,26
HbAlc 0,19 7,21 0,22 4,42
Cholesterol 0,14 6,81 0,14 4,60
Triglycerid 0,06 7,14 0,05 4,46
HDL-C 0,07 9,18 0,11 5,62
AST 4,64 8,61 6,39 4,59
ALT 3,69 9,77 5,41 5,64
Urea 0,42 6,34 0,48 4,48
Creatinin 8,02 9,33 13,97 4,93
Albumin 0,89 4,53 0,98 3,83

Nhén xét: chi sb glucose cd do khong
dam bao do mé rong (nong do 3) l1a 3, 26%
thip nhit so vdi cac chi sb & cac mirc nong
do con lai. ALT c6 d§ khong dam bao do mo
rong (nong do 2) la 9 77% cao nhét so voi
céc chi sd & cac mirc ndng do con lai.

IV. BAN LUAN

V6i  mau  noi kiém  Technopath
multichem S plus 2, 3 cac chi s6 hoa sinh c6
gia tri trung binh duoc tinh tir 20 lan phan

tich mau noi kiém cho mdi muc nong do. Két
qua phan tich nam trong gigi han kiém soét
+2SD phi hop dé thyc hién xac nhan gia tri
st dung va xac dinh d6 khong dam bao do.
Trong d6, gia tri trung binh (ndng do 2) chi
s6 cholesterol 1a 4,13+0,03 mmol/L, chi s6
creatinin 1a 171,91+4,7 umol/L. So sanh vdi
nghién ctu tac gia Trinh Phuong Dung [2],
chi s6 cholesterol c6 gia tri trung binh la
4,07+0,05 mmol/L, chi sb creatinin c6 gi4 tri
trung binh 1a 121,52+3,9 pmol/L. Nhan thay,
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nghién cuu cua tac gia Trinh Phuong Dung
[2], gia tri trung binh chi sé cholesterol va
creatinin ¢ két qua nho hon. Mau nghién
ctru nodi kiém cua Abbott va ngoai kiém cua
Randox c6 gi4 tri phu hop theo yéu cau 1SO
15189:2014 khi xac dinh do khong dam bao
do & muc nong do6 lién quan ngudng quyét
dinh 1am sang.

Trong két qua xac nhan gia tri st dung
cac chi s6 hoa sinh, d6 chum va d6 dung cac
chi sdé glucose, HbAlc, cholesterol,
triglycerid, HDL-C, AST, ALT, urea,
creatinin va albumin c6 CVkxn nho hon cong
bd NSX va biaskxn nho hon gid tri biaserim
tinh tir cac nghién ctu bién dong sinh hoc
cua hiép hoi cac phong xét nghiém y hoc va
sinh hoa 1am sang Chau Au (EFLM). Ngoai
trir 2 chi s6 HbAlc va albumin cé gia tri
biaskxn 1a 2,31% va 1,9% I6n hon biasgrLm O
muc mong mudn 1a 1,8% va 1,4% nhung van
nhé hon gi4 tri biaserLm & muc téi thiéu 1a
2,7% va 2,1%. Trong d6, d6 tai lap (nong do
2) cé4c chi sb cholesterol, triglycerid, urea va
creatinin c6 két qua CVkxn lan luot la
0,73%, 1,11%, 1,51%, va 2,73%. So sanh véi
nghién ctu cua tac gia Trinh Phuong Dung
[2], d6 tai lap cac chi s cholesterol,
triglycerid, urea, va creatinin c6 két qua
CVkxn la 1,57%, 2,08%, 3,86% va 3,84%.
Nhan thdy, nghién citu cua tac gia Trinh
Phuong Dung [2] d6 tai lap c6 két qua
CVkxn 16n hon & tat ca céc chi s trén. Vé
tong thé, cac chi s6 hoa sinh duoc thuc hién
nghién ctru déu dat xac nhan gia tri st dung
khi so sénh véi cong bé NSX. Do d6, chung
t6i tién hanh x4c dinh d6 khong dam bao do
theo muc tiéu ban dau dat ra.

Trong két qua xac dinh d6 khong dam
bao do cac chi sé hoa sinh, nghién ctu da
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xac dinh chi sb glucose c6 d6 khong dam bao
do mé rong (ndng do 3) 1a 3,26% thap nhat
S0 Vi c&c chi s6 & cac muc nong do con lai.
Chi s6 ALT c6 do khong dam bao do mé
rong (noéng do 2) 1a 9,77% cao nhat so Voi
céc chi sé & cac miic ndng @6 con lai. Trong
d6, cac chi sb glucose, creatinin, AST va
ALT c6 d0 khong dam bao do mo rong
(ndng d6 2) lan luot 12 6,88%, 9,33%, 8,61%
va 9,77% so sanh va4i nghién ctu tac gia
Martinello Flavia [7], chi sé creatinin c6 do
khong dam bao do md rong la 12,4%.
Nghién cau tac gia Chen H [5], chi sé
glucose c6 d6 khong dam bao do md rong la
13,58%. Nhan thdy, nghién ctu tac gia
Martinello Flavia [7] va Chen H [5] chi s6
creatinin va glucose déu co két qua do khong
dam bao do 16n hon nghién ctu chung toi.
Ngoai ra, chi s6 HbAlc c6 do khong dam
bao do mo rong (ndng 4o 2) 1a 7,21% so
sanh va&i nghién cau cua tdc gia Galindo-
Mendez M [6], chi s6 HbAlc c6 d6 khong
dam bao do duoc xac dinh tir két qua mau
noi kiém 1a 0,19% va két qua mau ngoai
kiém 1a 0,43%. Nhan thdy, nghién ctu caa
tac gia Galindo-Mendez M [6] c6 két qua
nho hon. So sanh v&i nghién ctu cua tac gia
Tran Thi Chi Mai [3], cac chi sé glucose,
creatinin, AST va ALT c6 d6 khong dam bao
do mo rong la 10,46%, 11,88%, 14,12% va
10,28%. Nhan thay, nghién ctu cua tac gia
Tran Thi Chi Mai [3] c6 két qua 16n hon o tat
ca cac chi sb trén. Khi so sanh véi nghién
ctu cua tac gia Tran Thi Chi Mai [3] voi
ching tdi c6 thé do khac nhau dbi twong
nghién cuu. nghién ctu cua ching toi su
dung mau ndi kiém Technopath cia Abbott.
Trong khi dé, nghién ctru cua tac gia Tran
Thi Chi Mai [3] sir dung ca mau noi kiém
ITA dé xac dinh d6 khong dam bao do. Khi
so sénh vai tac gia Chen H [5] vai chdng toi
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c6 thé do khac nhau vé trang thiét bi va hoa
chat. Nghién ctu cua ching t6i sir dung hoa
chat va thiét bi Architect C14100 caa Abbott.
Trong khi d6, nghién ctru cua tac gia Chen H
[5] st dung hoa chat va trang thiét bi cua
Roche. Cac chi s cholesterol, triglycerid,
HDL-C, urea va albumin c6 két qua do
khong dam bao do mé rong (ndng do 2) lan
luot la 6,81%, 7,14%, 9,18%, 6,34% va
4,53% so sanh vai nghién cau tac gia Gu H
[8], cac chi s cholesterol, triglycerid, HDL-
C, urea va albumin c6 két qua do khong dam
bao do m¢ rong la 3,56%, 2,59%, 4,66%,
4,37% va 2,94%. Nhan thay, nghién ciu tac
gia Gu H [8] c6 két qua nhé hon. Khi so sanh
vé6i tac gia Gu H [8] véi ching toi c6 thé do
khac nhau vé s6 luong 16 héa chat sir dung
trong nghién ctiru. Nghién cuu ctaa chdng toi
str dung mét 16 duy nhat trong sudt qué trinh
thu thap mau. Nghién ciu cua tac gia Gu H
[8] str dung nhiéu 16 hoa chit trong sudt qué
trinh thu thap mau. Do do khong dam do c6
thé khac nhau phu thudc vao thiét bi va sd
lugng 16 hoa chat st dung, ching toi kién
nghi bénh vién nén tiép tuc bao tri trang thiét
bi va nén sir dung hoa chat cung 16 dé nang
cao chét lugng xét nghiém.

V. KET LUAN

Cac chi s6 hda sinh trén may may
Architect CI4100 dat gia tri sir dung khi so
sanh voi cong b nha san xuit va EFLM.
Xac dinh dugc d0 khong dam bao do mé
rong mot sé chi sé6 héa sinh trén may
Architect CI4100 tai bénh vién DPa khoa
Hoan My Minh Hai.
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