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CAC CON PUO'NG TIN HIEU, CAC THAY POI PHAN TU
VA PIEU TRI PiCH TRONG UNG THU

TOM TAT

1) biéu tri dich 1a mot kiéu diéu tri ung thu st
dung cac thudce duoc thiét ké dé "nhiam dich" vao
cac gen va protein cu thé vén gidp té bao ung thu
ton tai va phat trién, ciing co thé tac dong dén
moi truong md ma té bao ung thu phat trién hoic
céc té bao dich lién quan dén sy phat trién ung
thu nhu cac té bao mach mau, trong khi né it doc
hon ddi véi cac té bao khoe manh so véi héa tri
licu.

2) Cac co ché tac dong cua diéu tri dich ung
thu gom: khoa hoac tat céc tin hiéu gitp té bao
ung thu phat trién va phan chia, lam dirng sy sinh
mach mau nudi té bao ung thu, mang chat doc
dén cac té bao ung thu dé giét ching, kich hoat
hé théng mién dich dé giét cac té bao ung thu,
kich thich sy chét t& bao ung thu theo chuong
trinh va bo doi khdi u vai cac hormon ma khéi u
can dé phét trién.

3) Cac con duong tin hiéu chinh trong ung thu
gom: chu ky té bao, Hippo, Myc, Notch, NRF2,
PIBK/AKT/mTOR, RTK-Ras/MAPK, TGFf bao
hiéu, P53 va B-catenin/Wnt. Cac thay d6i phan tir
trong gen ung thu gdm: tin hiéu cua thy thé
hormon, cac thy thé tyrosine kinase, con dudng
tin  hiéu PI3K/AKT/mTOR, duong
Ras/MAPK, kinase phu thudc cyclin va su bat on
dinh cua h¢ gen.
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4) Céc kiéu diéu tri dich bao gom: cac khang
thé don dong, cac chat wrc ché dan truyén tin hiéu,
cac chat diéu bién sy biéu hién gen, cac chat wc
ché sy sinh mach mau va cac chat cam ung qua
trinh chét té bao theo chuong trinh.

5) Cac diéu tri dich dwoc sir dung trong mot
s6 ung thu chinh, bao gdm: ung thu phdi té bao
khéng nho (NSLC), ung thu da day, ung thu dai
truc trang, ung thu va, ung thu budng tring, ung
thu noi mac tir cung, bénh bach cau dong tiy cip
(AML), bénh bach cau dong tay man (CML), u
lympho khong Hodgkin, ung thu da héc td, ung
thu than va ung thu biéu mo té bao gan (HCC).

SUMMARY

SIGNALING PATHWAYS,
MOLECULAR CHANGES AND
TARGETED THERAPY IN CANCER

1) Targeted therapy is a type of cancer
treatment that uses drugs designed to "target"
specific genes and proteins that help cancer cells
survive and grow, can also affect the tissue
environment that cancer cells grow in or target
cells related to cancer growth like blood vessel
cells, while it is less toxic to healthy cells than
chemotherapy.

2) The mechanism of action of targeted
therapies include: block or turn off signals that
tell cancer cells to grow and divide, stop making
new blood vessels to feed the cancer cells, carry
toxins to the cancer cells to kill them, trigger the
immune system to kill the cancer cells, stimulate
apoptosis, and starve cancer of the hormones it
needs to grow.

3) Main signaling pathways in cancer include:
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cell cycle, Hippo, Myc, Notch, NRF2,
PIBK/AKT/mTOR, RTK-Ras/MAPK, TGFp
signaling, P53 and p-catenin/Wnt. Molecular
alterations in cancer genes include: Hormone
receptor signaling, Tyrosine kinases receptor, the
PIBK/AKT/mTOR  signaling pathway, the
Ras/MAPK pathway, cyclin-dependent kinases,
and genomic instability.

4) Types of targeted therapies include:
monoclonal antibodies, signal transduction
inhibitors, gene  expression modulators,

angiogenesis inhibitors, and apoptosis inducers.

5) Targeted therapies are used in some main
cancers, include: non-small cell lung cancer
(NSLC), gastric cancer, colorectal cancer, breast
cancer, ovarian cancer, endometrian cancer,
acute myeloid leukemia (AML), chronic myeloid
leukemia (CML), non-Hodgkin lymphoma,
melanoma skin cancer, kidney cancer and
hepatocellular carcinoma (HCC).

I. DAT VAN DE

Theo dir liéu cua Globocan 2020, trén
toan Thé gidi trong nam 2020, sé ca ung thu
mac moi 1a 19.292.789 ca, trong d6 sb ca
méi mac ¢ nam la 100.065.305 ca, ¢ nir la
9.227.484 ca va sb ca tir vong la 9,958.133
ca. O Viét Nam, trong nam 2020, sd ca mic
ung thu méi 1a 182.563 ca mac méi, trong d6
s6 ca mic ung thu méi & nam 1a 98.916 ca va
& nix 12 83.647 ca. Miac du c6 nhiéu tién bo
trong phong ngira, sang loc, phau thuat, xa
tri, hoa tri, diéu tri dich va cham soc ung thu,
viéc chan doan som va diéu tri khoi ung thu
van con 1a thach thirc ddi véi Y hoc.

Trong bai tong quan nay, dinh nghia diéu
tri dich, cac co ché tac dong cua diéu tri dich,
cac con dudng tin hiéu, cac thay doi phan ti,
cac kiéu diéu tri dich va mot s6 diéu trj dich
chinh trong ung thu.

I. DINH NGHIA PIEU TRI DiCH

Piéu tri dich (targeted therapy) la mot
kiéu diéu tri ung thu sir dung cac thudc duoc
thiét ké dé "nhim dich" vao cic gen va
protein cu thé vén gidp té bao ung thu ton tai
va phaét trién, ciing c6 thé tac dong dén moi
truong mO ma té bao ung thu phat trién hoic
céc té bao dich lién quan dén sy phét trién
ung thu nhu cac t& bao mach mau, trong khi
né it doc hai hon ddi véi cac té bao khoe
manh so v&i hda tri lidu. Biéu tri dich 1a nén
tang cua y hoc chinh xac (precision
medicine), con goi 1a y hoc c4 thé hoéa
(personalized medicine) [1, 4, 8].

Diéu tri dich khac véi hoa tri liéu
(chemotherapy) & mot s6 diém sau:

1) biéu tri dich chi tac dong trén cac dich
phan tir cu thé cua té bao ung thu, trong khi
hoa tri liéu tac dong trén ca té bao ung thu va
té bao binh thuong.

2) biéu trj dich duoc lya chon c6 chu y
hodc duoc thiét ké dé chi tac dong trén céc
dich cua chung, trong khi héa tri liéu tiéu
diét tt ca cac loai té bao.

3) Céc diéu tri dich thuong 1 cac thube co
tac dung Gc ché sy phét trién cua té bao
(ngdn chan sy tang sinh cua té bao khéi u),
trong khi cac thudc héa tri liéu 1a cac chat
gy doc té bao (nghia 1a ching tiéu diét tat ca
cé4c loai té bao).

Il. CO' CHE TAC PONG CUA DIEU TR| BiCH

Céc co ché tac dong cua diéu tri dich ung
thu c6 thé bao gom:

1) Khoéa hoic tit céc tin hiéu gitp té bao
ung thu phat trién va phan chia,

2) Lam ngung su sinh mach mau
(angiogenesis) nudi té bao ung thu,
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3) Mang cac chét doc (toxins) dén céc té
bao ung thu dé giét ching,

4) Kich hoat hé théng mién dich dé giét
cac té bao ung thu,

5) Kich thich su chét cac té bao ung thu
theo chuong trinh (apoptosis),

6) Bo doi khdi u véi cac hormon ma khéi
u can dé phét trién [1, 4].

IIl. CAC CON PUONG TiN HIEU VA CAC
THAY DOI PHAN TU TRONG UNG THU

3.1. Cac con dwong tin hiéu trong ung
thw

Ké tir khi phét hién cac gen sinh ung thu
(oncogenes) nhu MYC, RAS, BRAF va KIT,
va céc gen 4p ché khéi u (tumor suppressor
genes) nhu TP53, BRCA1 va PTEN, céc ton
thuong di truyén (genetic lesions) lién quan
dén ung thu da duoc ghi nhan rong réi. Céac
con duong tin hi¢u (signaling pathways) lién
quan dén ung thu c6 thé gdm: 1) Con duong
tin hiéu chu ky té bao (cell cycle signaling
pathway); 2) Con duong tin hiéu Hippo
(Hippo signaling pathway); 3) Con duong tin
hieu Myc (Myc signaling pathway); 4) Tin
hiéu Notch (Notch signaling pathway); 5)
Con duong tin hiéu dap ung stress oxy
hoa/Nrf2 (oxidative stress response/Nrf2
signaling pathway); 6) Con duong tin hiéu
PIBK/AKT/mTOR (PIBK/AKT/mTOR
signaling pathway); 7) Con duong tin hiéu
thu thé tyrosine kinase (RTK)/tin hiéu
Ras/MAPK (receptor-tyrosine kinase
RTK/RAS/MAP-Kinase signaling pathway);
8) Con duong tin hieu TGFP (TGFp
signaling pathway); 9) Con duong tin hi¢u
P53 (P53 signaling pathway) va 10) Con
duong tin  hiéu  B-catenin/Wnt  (B-
catenin/WNT signaling pathway) [5]. Trong
s6 cac con dudng do, hai con duong tin hiéu
cha yéu thudng duoc kich hoat hoic dot bién

trong nhiéu ung thu 1a con duodng tin hiéu
PISK/AKT/mTOR va Ras/MAPK [8].

3.2. Céc thay doi phan tir trong ung thw

Cac thay d6i phan tx (molecular
alterations) trong cac gen ung thu dugC S
dung dé huéng dan cac diéu trj dich (targeted
therapies) c6 thé gom: 1) Céc tin hiéu cua thu
thé hormon dich; 2) Thu thé cua céc tyrosine
kinase; 3) Con duong tin  hiéu
PIBK/AKT/MTOR; 4) Con  duong
Ras/MAPK; 5) Cac kinase phu thudc cyclin
va 6) Su khong 6n dinh cua b gen (genomic
instability).

IV. CAC KIEU PIEU TRI DiCH

C6 nhiéu loai thudc diéu tri dich khac
nhau, duoc xép vao cac nhém dya trén céch
hoat dong ching ching. Hai nhém thudc
diéu trj dich chu yéu (targeted therapy drugs)
la cac khang thé don dong (monoclonal
antibodies), c6 tan cung bang "-mab”, noi
chung khdng c6 kha ning di vao té bao, tac
dong bang cach lam suy yéu hoic phé tuy
cac protein hoic enzym dich trén bé mat té
bao ung thu va cac chit ¢c ché phan tir nho
(small molecule inhibitors), c6 tan cling bang
"-ib", c6 kich thudc du nhé dé di vao té bao,
tac dong bang cach nham dich vao cac phan
tir dich bén trong té bao ung thu va Gc ché
chang.

Céc kiéu diéu tri dich (types of targeted
therapies) duoc phan theo loai protein ma
ching nham dich [1, 4], bao gdm 5 kiéu co
ban:

4.1. Cac khang thé don dong

Cac khang thé don dong c6 ban chat la
protein, cd tac dung ngan chan mot dich cu
thé & bén ngoai té bao ung thu, ciing ¢ thé
mang cac chit doc té bao dén cac té bao ung
thu. Vi du: trastuzumab, bevacizumab, ...

4.2. Céc chét rc ché din truyén tin higu
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Cac chat tc ché dan truyén tin hiéu
(signal transduction inhibitors) c6 tdc dung
ngin chin cac tin hiéu sai ma té bao ung thu
vbén nhian duoc dé phan chia lién tuc, qua
nhiéu va qua nhanh. Vi du: trastuzumab si
dung dé diéu tri ung thu v c6 HER2 duong
tinh, imatinib sir dung dé diéu tri bénh bach
cAu man.

4.3. C4c chit diéu bién su thé hién gen

Céc chat diéu bién sy biéu hién gen (gene
expression modulators) c6 tac dung sira doi
chtic ning cua c4c protein ¢ vai trd kiém
soat su biéu hién gen von bi mat kiém soat ¢
té bao ung thu bang cach tat (hoic bat) cac
gen ¢ van dé. Vi du: 5-azacitidine 1a thubc
trc ché sy methyl héa DNA, st dung dé diéu
tri hoi chung loan san tay (myelodysplastic
syndromes: MDSs).

4.4. C4c chat &c ché sw tao mach mau

Céac chat uc ché sy tao mach mau
(angiogenesis inhibitors) c6 tac dung cit
ngudn cung cip mau nudi khdi u, ngan khoi
u phét trién cac mach mau moi. Vi du:
bevacizumab, sunitinib, ...

4.5. Céc thudc cam &ng sw chét té bao
theo chwong trinh

Qué trinh chét tu nhién cua mot té bao
binh thuong gdm mot chudi cac su kién dugc
lap trinh sdn goi la su chét té bao theo
chuong trinh (apoptosis). Cac té bao ung thu
thuong tim cach thoat khoi sy chét theo
chuong trinh. Cac thuéc cam ung sy chét
theo chuong trinh (apoptosis-inducing drugs)
lam céc té bao ung thu chét theo chuong
trinh. Vi du: bortezomib, oblimersen va
olaparib.

Ngoai 5 loai diéu tri dich trén, diéu tri
mién dich (immunotherapy), diéu tri hormon
(hormone therapies), vaccin ung thu (cancer
vaccines) va diéu tri gen (gene therapy) doi
khi cling dugc xem nhu diéu tri dich vi

chung ciing ngin can sy phat trién cua mot
s6 té bao ung thu dac biét [4].

V. NHO'NG THAY DOI PHAN TU' VA PIEU TRI
DiCH TRONG MQT SO UNG THU

Dén nay, FDA da phé chuan nhiéu loai
thudc diéu tri dich dé diéu tri hon 40 loai ung
thu khac nhau. Diéu tri dich 12 loai ung thu
thuong gap gom:

5.1. Piéu tri dich ung thw phéi té bao
khéng nho

Cac diéu tri dich ung thu phdi té bao
khéng nho (non-small cell lung cancer:
NSCLC) tién trién va di can gom: 1) Cac
thuéc @c ché sy sinh mach mau Ia
bevacizumab va ramucirumab; 2) Cac thudc
nhim dich vao dot bién gen KRAS (G12C)
la sotorasib; 3) Cac thuéc nham dich vao dot
bién gai & exon 20 cua gen EGFR Ia
erlotinib, afatinib, gefitinib, osimertinib va
dacomitinib; 4) Cac thudc nham dich vao su
dung hop gen (fusion) ALK la crizotinib,
ceritinib, alectinib, brigatinib va lorlatinib; 5)
Céc thuéc nham dich vao sy dung hop gen
ROS1 la crizotinib, ceritinib, lorlatinib va
entrectinib; 6) Cac thudc nham dich vao dot
bién gen BRAF (V600E) la dabrafenib; 7)
Céc thuéc nhim dich vao sy dung hop gen
RET la selpercatinib va pralsetinib; 8) Cac
thudc nham dich vao su x6a exon 14 cua gen
MET la capmatinib va tepotinib; 9) Cac
thuc nham dich vao su dung hop gen NTRK
14 larotrectinib va entrectinib [1, 2, 3].

5.2. Biéu tri dich ung thw da day

Céc diéu tri dich ung thu da day (stomach
cancer) gom: 1) Céc thuéc nhim dich vao
HER2 la trastuzumab va fam-trastuzumab
deruxtecan; 2) Thudc nhim dich vao VEGF
la ramucirumab; 3) Céc chat tc ché TRK la
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larotrectinib va entrectinib; 4) Mot sb thudc
khédc nhim dich vao protein HER2 hoic
nham vao cac dich khac dang thir nghiém [1,
6, 7].

5.3. Piéu tri dich ung thw dai truc trang

Céc diéu tri dich ung thu dai tryc trang
(colorectal cancer) gom: 1) Cac thubc chdng
yéu t& sinh mach méu VEGF (vascular
endothelial growth factor) gom bevacizumab,
ramucirumab and ziv-aflibercept; 2) Céac
thudc nham dich vao sy thay doi thu thé cua
yéu t6 sinh truong biéu md EGFR (epidermal
growth factor receptor) gom cetuximab va
panitumumab; 3) Thudc nhim dich vao cac
dot bién gen BRAF (ma hoa cho protein B-
Raf) 1a encorafenib; 4) Thuéc uc ché kinase
la regorafenib [1].

5.4. Piéu tri dich ung thw va

Céc thude diéu tri dich ung thu va (breast
cancer) gom: 1) Cac thude diéu tri dich cac
ung thu va c6 HER2 (+) tinh gém céc khang
thé don dong 1a trastuzumab va pertuzumab,
cac chat lien hop khang thé - thubc
(antibody-drug ~ conjugates) la  ado-
trastuzumab emtansine va fam-trastuzumab
deruxtecan, cac chat uc ché kinase gom
lapatinib, neratinib va tucatinib; 2) Céc thudc
didu tri dich cic ung thu va co thu thé
hormon (+) tinh (hormone receptor-positive)
la céc chat tc ché CDK4/6 nhu palbociclib,
ribociclib va abemaciclib; 3) Chat wc ché
mTOR Ia everolimus; 4) Cac thubc diéu tri
dich cac ung thu vi c6 cac dot bién gen
BRCA 4 olaparib va talazoparib; 5) Thuéc
diéu tri dich cac ung thu va c6 ba (-) tinh
(triple-negative) la sacituzumab govitecan [1,
6].

5.5. Piéu tri dich ung thw budng tring

Cac diéu tri dich ung thu budng tring
(ovarian cancer) gom: 1) Chét uc ché hinh
thanh mach 1& bevacizumab; 2) Cac chét wc
ché enzym poly ADP ribose polymerase
(PARP) vén c6 vai tro trong phat trién, diéu
hoa va sira chita DNA (DNA repair) té bao 1a
niraparib, olaparib va rucaparib; 3) Céc chat
trc ché enzym neurotrophic tyrosine receptor
kinase (NTRK) thay ddi do sy dung hop gen
NTRK la entrectinib va larotrectinib [1].

5.6. Piéu tri dich ung thw ndi mac tir
cung

Céc thudc diéu tri dich ung thu ndi mac ti
cung (endometrian cancer) gom: 1) Thudc tc
ché kinase (kinase inhibitor) I lenvatinib, c6
thé sa dung mot minh hoic két hop véi
pembrolizumab; 2) Thubc Gc ché sy sinh
mach mau (angionenesis inhibitors) la
bevacizumab; 3) Céc thudc wc ché protein
mTOR (MTOR inhibitors) Ia everolimus va
temsirolimus [1].

5.7. Piéu tri dich bénh bach cau dong
tuy cap

Piéu tri dich bénh bach cau dong tuy cap
(acute myeloid leukemia: AML) c6 thé bao
gom: 1) Céac chat wc ché FLT3 (FLT3
inhibitors) la midostaurin, gilteritinib, co tac
dung tc ché gen FLT3 bi dot bién, ngin chan
su phét trién caa té bao ung thu; 2) Céc chat
Bic ché enzym isocitrate dehydrogenase (IDH
inhibitors) la ivosidenib va enasidenib gay
bat hoat protein IDH bi d6t bién, lam dung
sy phét trién cia té bao ung thu; 3) Khang
thé don dong gemtuzumab ozogamicin gan
vao protein CD33, mét protein c6 ¢ phan 16n
c4c té bao ung thu mau dong tuy cip, c6 tac
dung tic ché sy phan chia cua té bao ung thu;
4) Chat tc ché protein BCL-2 (BCL-2
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inhibitor) 1a venetoclax c6 tac dung wc ché
protein BCL-2, lam giam thoi gian séng caa
té bao ung thu [1].

5.8. Diéu tri dich bénh bach cau dong
tay man

Céc té bao bénh bach cau dong tuy man
(chronic myeloid leukemia: CML) chira mot
gen bit thuong 12 BCR-ABL, gen nay lam
cho cac té bao ung thu méau dong tuy man
phét trién va sinh s6i mat kiém soat. Protein
BCR-ABL thudc loai tyrosine kinase. Céc
chat wc ché tyrosine kinase (tyrosine kinase
inhibitors: TKIs) nhiam dich vao protein
BCR-ABL, la c4c thudc diéu tri dich tiéu
chuan ddi vai bénh bach cau dong tuy man,
goém: 1) Imatinib; 2) Dasatinib; 3) Nilotinib;
4) Bosutinib; 5) Ponatinib va 6) Asciminib [1].

5.9. Piéu tri dich ung thw hach khong
Hodgkin

Céc thudc diéu tri dich ung thu hach
khong Hodgkin (Non-Hodgkin lymphoma)
bao gém: 1) Chat wc ché proteasome
(proteasome inhibitor) la bortezomib; 2) Chat
trc ché histone deacetylase (HDAC inhibitor)
la belinostat; 3) Cac chat &c ché Bruton's
tyrosine kinase (BTK inhibitors) la ibrutinib
va acalabrutinib; 4) Cac chat tc ché gen
PI3K (PI3K inhibitors) la copanlisib va
duvelisib; 5) Chat wc ché gen EZH2 (EZH2
inhibitor) 1a tazemetostat, va 6) Chat tic ché
su xuat nhan (nuclear export inhibitor) 1a
selinexor [1].

5.10. Piéu tri dich ung thu da hic to

Céc thudc diéu tri dich ung thu da héc t6
(melanoma) bao gém: 1) Céc thudc nhim
dich vao cac té bao c6 cac thay doi ¢ gen
BRAF (BRAF gene changes) la céac thudc tc
ché BRAF nhu vemurafenib, dabrafenib va

10

encorafenib, va cac thuéc tc ché MEK
(MEK inhibitors) nhu trametinib,
cobimetinib va binimetinib, 1a cac thudc
nhim dich vao cac protein BRAF hoic
MEK, ¢0 tac dung thu nho hoac lam cham sy
phét trién cua khdi u; 2) Cac thudc nhim
dich vao cac té bao c6 sy thay doi cua gen C-
KIT (C-KIT gene changes) la imatinib va
nilotinib, wrc ché sy phat trién cua té bao ung
thu [1].

5.11. Piéu tri dich ung thw than

Céac thudc diéu tri dich ung thu than
(kidney cancer) bao gdom: 1) Céc thudc nhim
dich vao sy sinh mach méau khéi u
(angiogenesis) la  sunitinib,  sorafenib,
pazopanib, cabozantinib, lenvatinib, axitinib,
tivozanib, belzutifan va bevacizumab; 2) Cac
thubc nhim dich vao protein mTOR Ia
temsirolimus va everolimus [1].

5.12. Piéu tri dich ung thw biéu mo té
bao gan

Céc thude diéu tri dich ung thu biéu mo té
bao gan (HCC) c6 thé gom: 1) Cac thude tc
ché kinase (kinase inhibitors) la sorafenib,
lenvatinib, regorafenib va cabozantinib, co
tac dung Gc ché mot sé kinase, 1am té bao
ung thu ngimg phét trién va sinh mach mau;
2) Cac khang thé don dong (monoclonal
antibodies) 1a bevacizumab va ramucirumab,
nham dich vao thu thé cia yéu to phat trién
noi mac mach mau (vascular endothelial
growth factor receptor: VEGFR), ngédn chan
su sinh mach méu; 3) Su két hop thude diéu
tri dich v&i cac chat tc ché diém kiém tra
mién dich (immune checkpoint inhibitors:
ICIs) la cac chat nham dich vao protein PD-1
(programmed death 1) nhu pembrolizumab
va nivolumab hoic nhim dich vao khang
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nguyén CTLA-4 lymphocyte T doc cua
nguoi  (human cytotoxic  T-lymphocyte
antigen 4) nhu ipilimumab, lam kha nang
mién dich chong khéi u manh hon so véi
viéc str dung thude diéu tri dich mot minh
[1] 1 9 1
Tom lai, diéu tri dich 1a mot Kiéu diéu tri
ung thu st dung céac thube duoc thiét ké dé
"nhim dich" vao cac gen va protein cu thé
vén gilp té bao ung thu ton tai va phat trién,
cling co thé tac dong dén moi truong mod
hoic dén cac té bao mach mau, it doc hon
ddi véi cac té bao khoe manh. Co ché tac
dong cua diéu trj dich gom: khoa hoic tit cac
tin hiéu gilp té bao ung thu phat trién va
phan chia, lam dirng su sinh mach mau nu6i
té bao ung thu, mang chat doc dén giét té bao
ung thu, kich hoat hé thong mién dich dé giét
té bao ung thu, kich thich su chét té bao theo
chuong trinh va bo déi khdi u véi céac
hormon ma khéi u can dé phat trién. Cac con
duong tin hiéu chinh trong ung thu co thé
géom chu ky té bao, Hippo, Myc, Notch,
NRF2, PI3BK/AKT/mTOR, RTK-Ras/MAPK,
TGFB, P53 va B-catenin/Wnt. Cac thay doi
phan tir trong ung thu co thé gdbm: tin hiéu
thu thé hormon, thu thé tyrosine kinase, con
duong  PISK/AKT/mTOR, Ras/MAPK,
kinase phu thudc cyclin va su bat 6n dinh cua
hé gen. Cac kiéu diéu tri dich gom: cac
khang thé don dong, cac chat wc ché dan
truyén tin hiéu, cac chat diéu bién su biéu
hién gen, cac chat Gc ché sy sinh mach mau
va cac chit cam tng qué trinh chét té bao
theo chuong trinh. Cac diéu tri dich trong
mot s6 ung thu chinh gém: ung thu phdi té
bao khéng nho, ung thu da day, ung thu dai

truc trang, ung thu va, ung thu budng trang,
ung thu ndi mac tir cung, bénh bach cau dong
tay cip, bénh bach cau dong tay man, u
lympho khong Hodgkin, ung thu da hic té,
ung thu than va ung thu biéu mo té bao gan.
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NGHIEN C*'U TAO PHU’C HO'P CUA ARTEMISININ-2-HYDROXYPROPYL-
B-CYCLODEXTRIN PE HO TRQ PIEU TRI UNG THU

L& Quang Huin!, Ha Thi Thanh Huong?3, Vii Dwong Thanh?,

TOM TAT

Thudc tri sét rét Artemisinin (Art) va cac dan
XUat ctia n6 da dugc kham pha nhu 1a chat chéng
ung thu tiém ning. Cac hop chét Art c6 thé khién
t¢ bio ung thu nhay cam véi qua trinh
ferroptosis, mot dang chét té bao theo chuong
trinh mai do qua trinh peroxy héa lipid phu thuoc
vao sit. Trong nghién ciru nay, chung toi da xay
dung quy trinh tach chiét két hop véi viéc tao
phuc hé véi 2-hydroxypropyl-p-Cyclodextrin
(HPbCD) dé thu ché pham Art-HPbCD tryc tiép
tu cay Thanh hao hoa vang (Artemisia annua L.).
Phtrc hé Art-HPbCD thu duoc ¢o6 kich thudc 162
nm chtra 36,496 pg/mL Art. Phic hé Art-HPbCD
duoc xac dinh IC50 la 3,0 pg/mL khi thir nghiém
trén té bao ung thu vi MCF7 va 2,4 pg/mL khi
thir nghiém trén té bao ung thu gan HTCC116.
Thir nghiém déc tinh trén chuét da xac dinh
LD50 12 4,2 g/kg theo dudng ubng va theo duong
tiém 1a 3,2 g/kg. Phac hé voi lidu 20 mg/mL st
dung lién tuc 28 ngay khong gy ton thuong gan,
than, phdi cua dong vat thi nghiém va Khéi u
nhan tao trén chuot tiéu bién hoan toan sau 25
ngay vai 5 lidu diéu tri (mét liéu 20 mg/mL).

Vién Cong nghé sinh hoc, VAST;
>AQP-Phenikaa;

3Vién héa hoc cac hop chdt thién nhién, VAST;
Chiu trach nhiém chinh: L& Quang Huin
Email: huanlequang@gmail.com

Ngay nhan bai: 31.8.2022

Ngay phan bién khoa hoc: 13.9.2022

Ngay duyét bai: 24.9.2022
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Pham Thi Quynh Trang?, Pii duy Ban'

SUMMARY

RESEARCH FOR CREATION OF
ARTEMISININ-2-HYDROXYPROPYL-

B-CYCLODEXTRIN COMPLEX TO

SUPPORT CANCER TREATMENT

The antimalarial drug Artemisinin (Art) and
its derivatives have been explored as potential
anticancer agents. Art compounds can sensitize
cancer cells to ferroptosis, a new form of
programmed cell death caused by iron-dependent
lipid peroxidation.

In this study, we developed an extraction
procedure using a 10% solution of 2-
hydroxypropyl-p-Cyclodextrin to obtain the Art-
HPbCD complex directly from Artemisia annua
L. The obtained Art-HPbCD complex having size
162 nm contains 36.496 pg/mL Art. The Art-
HPbCD complex have an IC50 of 3.0 pg/mL
when test on MCF7 breast cancer cells and 2.4
pg/mL when test on HTCC116 liver cancer cells.
Toxicity testing in rats determined an LD50 of
4.2 gl/kg orally and an injection of 3.2 g/kg.
Using the Art-HPbCD complex at a dose of 20
mg/mL continuously for 28 days there was no
damage to the liver, kidneys, lungs of experiment
animals and the artificial tumor was completely
destroyed after 25 days with 5 doses (one dose is
20 mg/mL).

I. DAT VAN DE

Theo uwéc tinh cua t6 chic Y té thé gioi
(WHO) dén nam 2032 c6 khoang 22 triéu
truong hgp ung thu maoi va 13 triéu nguoi
chét méi nam. Trong s6 172 qudc gia va
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viing 1anh thd dugc khao sat (WHO cong bd
thang 5/2014), Viét Nam dtng ¢ vi tri 78, cu
thé, ty 1& chét vi ung thu & Viét Nam 1a 110
ca/100.000 nguoi. Mdi nam Viét Nam co
khoang 200.000 ca ung thu mdi, trong d6 co
75.000 ca tir vong.

Ferroptosis 1a mot dang chét té bao phu
thuoc vao sit maéi duoc phat hién, khac voi
cac dang chét khac. Ferroptosis dong mot vai
trd quan trong trong viéc tc ché khéi u, mot
co hoi méi cho liéu phap diéu tri ung thu [Li
et al., 2020].

Art dugc Tu Youyou phat hién tac dung
diéu tri sbt rét [Kannan et al., 2005]. Sau do,
Art dd dugc chitng minh co tac dung chéng
viém, trj tiéu duong, gay hoai tir va apoptosis
& nhiéu té bao ung thu [Zhou et al., 2012].
Art hoat dong theo co ché: Lam ngung chu
ky té bao, rc ché hinh thanh mach, wc ché su
di can va gay ferroptosis [Wang et al., 2015,
Hu et al., 2022]. Art khong tan trong nudc
nén kha dung sinh hoc thap, nhiéu nghién
ctru ting hiéu qua diéu tri cia Art nhu tao
liposome, hé din nano. Pé ting hiéu qua
diéu tri cua Art, Zhu va cs, (2022) di tao
phuc hé Art-HPbCD va boc chang béi tinh
bot x6p. Tuy nhién, quy trinh kha phirc tap.
Trong nghién ctru cua chang toi phuc hé Art-
HPbCD duogc tao truc tiép tir nguyén liéu
trong qua trinh tach chiét. Phac hé thu dugc
la nguyén liéu chinh dé tao ché pham an toan
va ¢6 kha ning tiéu bién khéi u trén dong vat
thi nghiém.

II. DOI TUQNG VA PHU'O'NG PHAP NGHIEN CU'U
2.1. Nguyén lig¢u
Artemisinin (Art) va 2-Hydroxypropyl-p-
cyclodextrin (HPbCD) dugc mua cia Hang
Sigma-Aldrich; Chudt nhat trang chung
Swiss 5 tuan tudi nang 20-24g, truong thanh
va khée manh duoc cung cap tir Vién Vé

sinh dich té Trung wong. Chudt duoc nudi &
diéu kién binh thuong (12 gio sang, 12 gid
t6i, nhiét d6 nudi duy tri & 25-30 oC) trong 7
ngay dé thich nghi véi méi truong thi
nghiém; Hoéa chit gay khdi u:
methylcholanthrene; dau Oliu; va cac dung
mdi hoa chit can thiét khac c6 do tinh sach
can thiét dap tng yéu cau cua phong thi
nghiém.

2.2. Phuong phap

2.2.1. Tdch chiét Art siz dung HPbCD

Can 2g bot cay thanh hao hoa vang kho dé
hoa trong dung dich 10% HPbCD. Hd hop
dugc khudy déu 20 phit & 40 oC, sau d6 siéu
am trong 30 phut véi cuong d6 20 kHz, 300
W, nhiét @6 40-50 oC. Loc qua vai va mang
loc 0,45 um dé thu dich. Loai dung méi bang
may cb quay chan khéng & 60 oC (hoac dong
khd & -50 oC) dé thu mau nguyén liéu. Phan
tich kich thudc va ham lugng Art trong mau.
Mau dbi chiing st dung H20 thay cho dung
dich 10% HPbCD.

2.2.2. Xac dinh ham lwong Artemisinin
va kich thwéc san pham

Ham luong Art trong mau duoc Xac dinh
bang phuong phap HPLC (theo quy trinh cua
Mwangi et al., 2020). Xac dinh kich thudc
phic hé theo phuong phap cua Peerzade et
al., (2020).

2.2.3. Xdc dinh dgc tinh cdp cua ché
pham Art/HPbCD

Khao sat doc tinh cdp cua Art/HPbCD
theo phuong phap Litchfield-Wilcoxon 40
chuot nhin d6i 12h qua d&ém dugc chia ngau
nhién thanh 4 16 (N=10), mdi 16 chuot dugc
cho ubng 3 lan trong vong 24 gio, mdi lan
cach nhau 3 gio cua dung dich Art/HPbCD
khac nhau voi budc nhay lidu 1a 25%. Theo
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ddi sé chudt chét, séng trong vong 72 gio sau
thir nghiém va quan sat cac dau hiéu sau
trong vong 7 ngay vé: Hanh vi, can niang co
thé, hé tiéu hoa, hé bai tiét, hé hoé hap va
chuét s& duoc md dé quan sat dai thé nhiing
dong vat bi chét trong thoi gian theo ddi. Xac
dinh liéu LD50, liéu an toan va liéu dung nap
t6i da dung dich Art/HPbCD trén chudt nhit.

2.2.4. Xdc dinh déc tinh bdn truwong dién
cua Art/HPbCD

T liéu an toan cua dung dich Art/HPbCD
khi ding nhiéu lan khong gay thay doi déng
ké toi chuc ning, co quan hodc hoat dong
sinh ly chuot thi nghiém. Chudt duoc thu
nghiém ¢ 3 muc liéu thap, liéu trung binh va
litu cao cua dung dich Art/HPbCD véi 8
tuan, theo ddi cac hanh vi, can nang, cac chi
s6 huyét hoc va sinh hda, phan tich mé bénh
hoc. Céc tiéu ban mé gan than duogc xét
nghiém bing phuong phap héa mo mién
dich. Str dung phan mém théng ké SPSS 20.0
dé xu ly s liéu. So sanh sy khac biét théng
ké giita cac nhom bang t-test va Anova-test
véi do tin cay 95%. Cac két qua dugc biéu
dién dang gi4 tri trung binh + SD.

2.2.5. Gay khéi u thuc nghigm trén chugt

Céac chuot bach dong Swiss (4-6 chudt)
dugc tiém dudi da voi 1 mL dung dich hoa
chat (methylcholanthrene pha trong dau oliu
Vv6i nong do 0,1 mg/mL) dé tao khoéi u. Mo
khéi u duoc sinh thiét dé kiém tra cac té bao
ung thu.

Xéc dinh té bao ung thu trong khdi u tao
ra trong dong vat thi nghiém

Xac dinh cac té bao ung thu trong mo
khdi u dugc lay ra tir khdi u trén chuot thi
nghiém bang phuong phdp nhudm Véi
hemotoxylink.
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2.2.6. Xdc dinh tac dung tiéu u cua phac
hé Art/HPbCD

St dung Art/HPbCD theo dwdng uéng
hozc tiém tiém bép voi 1 mL dung dich phuc
hé Art/HPbCD (ndéng d6 20 mg/mL) cho 3-5
chuot Swiss c6 trong lugng 18-20 gram co
khdi u xuét hién rd. Theo dbi tinh trang tiéu
bién khéi theo thoi gian tir khi tiém cho dén
khi khdi u tiéu bién hoan toan.

Ill. KET QUA NGHIEN CU'U

3.1. Tao phuc hé Art-HPbCD

Bot Thanh hao hoa vang (500g) duoc hoa
trong 10% dung dich HPbCD. Khuiy déu,
sau do siéu &m trong 15 phut véi cuong do
20 kHz, 300 w. Kich thudc phiac hé tao ra
duoc xac dinh trén thiét bi Malvern la 162
nm (Hinh 1) va ham luong Art dugc xac dinh
bang sic ky long hiéu ning cao (HPLC-
Shimadzu véi hé dung moi ¢ pha dong la
methanol-nuéc (MeCN:H20 ti 1¢ 45:55),
budc séng 205 nm; téc do dong chay: 1,2
mL/phut) 1a 36,496 pug/mL. Mau chiét va tao
phuc hé sau d6 dugc dong kho dé tién hanh
cac thir nghiém tiép theo.

Intercept: 0.833 Peak3:  0.000 0.0 0.000
Result quality : Refer to quality report

Size Distribution by Number

Number (%)

Size (d.nm)

Hinh 1. Kich thwéc phic hé Art-HPbCD
dwoc Xdc dinh trén thiét bi MALVERN.
Panh gia doc tinh trén cac dong té bao

ung thu ung thu va MCF7 va ung thu gan
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HCT116 theo phuong phap MTT. Két qua
dbi voi dong té bao ung thu gan HTC116 thi
v6i nong d6 0,1pg/mL, phan trim té bao
séng thip hon so v6i d6i chung 1a 12,5%, Véi
nong d6 25 pg/mL, phan trim té bao sdng
thip hon so véi ddi chung 1a 90,1%, 1C50 =
2,4ug/mL. Vi dong té bao ung thu va: nong
d6 0,1 pg/mL thude c6 tac dong 1én suc sdng
dong té bao MCF7, phan trim té bao song
thap hon ddi ching 10,9%. Tai nong do 25

8* p
B ok phite phisng eng he
Kla hhse” A @ > BnGnB™ s

pg/mL, phan tram té bao séng thip hon so
véi ddi chimg 12 89,1%, 1C50 = 3,0 pg/mL.

3.2. Két qua gay khdi u trén chudt

Céc chudt bach dong Swiss dugc tiém
duéi da voi ImL dung dich héa chat
(methylcholanthrene pha trong dau oliu voi
nong d6 0,1 mg/mL) dé tao khoi u. M6 khdi
u duoc sinh thiét dé kiém tra cac té bao ung
thu. Két qua tao khéi u dugc biéu 16 trén
hinh 2.

- “ng yve
wow 4 thesg 15095 & IS MASng e

Hinh 2. Kich thwéc khéi u ciia chugt tae dwoc khi tiém methylcholanthrene pha trong dau
oliu véi néng dp 0,1 mg/mL.

3.3. Két qua xac dinh déc tinh caa ché
pham ArtHPbCD

Két qua cho thiy tat ca céc 16 chudt thir
nghiém véi cac liu Art/HPbCD déu khoe
manh, di Chuyén va an uéng binh thuong, da,
l6ng, mét ciing nhu cac chirc ning tiéu hoa,
hd hap, van dong, than kinh déu binh thudng
va khdng c6 chudt nao chét trong vong 72
gio hay c6 tién lugng chét sau 7 ngay. Dong
thoi, can nang chuot cuaa céac 16 thi nghiém
sau 7 ngay déu ting binh thudng va khéng co
su khac biét co ¥ nghia vé can nang giita cac
lieu th nghiém (p>0,05). Két qua thu
nghiém cho thiy Art co6 doc tinh cap thap.
Két qua thir nghiém cho thay theo duong
uéng LD50 1a Ién hon 4,2 g/kg va theo
duong tiém 13 16n hon 3,2 g/kg. O liéu cao,
ther nghiém trén dong vat, Art/HPbCD va
dan chit c6 doc tinh trén than kinh. Tuy

nhién, doc tinh nay hiém khi xay ra trén
nguoi khi dung mirc lidu 10-25 mg/kg/ngay.

3.4. Két qua xac dinh doc tinh ban truong
dién cua phtrc hé Art/HPbCD

The nghiém duoc tién hanh trén chuot
nhat trang trong luong 18 — 20 g/con. Chuot
duoc chia ngau nhién thanh 10 16, méi 16 10
con. Chudt dugc cho udng dung dich
Art/HPbCD vai lidu suy dién tir liéu dy kién
sir dung trén nguoi 1a 20 mg/kg/ngay, maot 16
duoc str dung lam ddi ching chi tiém nuéc
cuing thé tich tuong duong trong lugng nhu
16 diéu tri lién tuc trong 28 ngay.

Két qua: Thé trang va tinh trang chung
cua chuot dugce theo doi trudc va sau khi tha
nghiém déu tét, khéng c6 biéu hién bat
thuong ndo. Sau thoi gian 28 ngay st dung
Art/HPbCD té bao gan va than déu binh
thuong (hinh 3).
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Nhém | Hinh anh md gan Hinh anh mé than Hinh anh mé phéi

Nhom
chun

Nhom | |
the

Hinh 3. Hinh @nh gidi phdu md bénh hec gan, than va phoi
(Hinh @nh nhugm HE, Pg phéng dai 400 lan)
3.5. Két qua xac dinh té bao ung thw & dong vat thi nghiém
Xac dinh céc té bao ung thu trong mé khéi u duoc lay ra tir khéi u trén chudt thi nghiém
bang phuong phap nhuém vai hemotoxylink. Két qua (dugc thé hién trén hinh 4) cho thay
xuit hién cac té bao nhan quéi, nhan chia (té bao ung thw) trong cac mo.

Hinh 4. Anh chup gidi phdu mo cia khéi u dd tao dwoc trén chugt: Nhiéu té bao ung thw
dang Fibrosarcoma véi cdc kich thwéc to, nhé khac nhau, nhan kiém tinh, nam trong té
chaic lién két. (Hinh @nh nhugm HE, Pé phéng dai 400 lan).

~ b\

3.6. Két qua xac dinh tac dung tiéu u
caa phirc hé Art/HPbCD

Xac dinh kha nang ti€u u cua phuc hé
Art/HPbCD ciing dugc xac dinh qua hinh
anh giai phau bénh ly t& bao nhan quai-nhan

chia (té ?2‘10 ung thu) khong con nira, cac té Hinh 5. Anh chup gidi phdu md sau khi
bao tr¢ ve binh thuong (hinh 5) diéu trj bang phac hé Art/HPbCD. Két qud
cho thdy khong con té bao nhan quai, nhan

chia (¢ bao ung thu) (Hinh anh nhugm

HE, Dj phong dai 400 lan).
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3.7. Két qud gay tiéu bién khéi u
V& mit hinh thai khéi u sau khi sir dung phtic
hé Art/HPbCD cho thiy khdi u trén thuc

nghiém trén chudt da duoc tiéu bién sau thoi
gian 25 ngay (hinh 6).

(©)

Hinh 6. Anh chup sir tiéu bién khéi u sau khi si dung phic hé Art/HPbCD sau 15 ngay
(@), sau 20 ngay (b) va sau 25 ngay (c).
Déi vai cac chudt da gy khdi u ma khong st dung phicc hé Art/HPbCD thi khdi u van

phét trién va chuot chét sau 40 ngay.

VI. BAN LUAN

Artemisinin (Art) duoc dung trong diéu tri
sét rét do tac dung diét ky sinh trung sét rét
thé vo tinh trong hong cau. Gan day, cac
cong dung khac ciing da dugc xac dinh, dac
biét 1a kha ning tiéu diét té bao ung thu
nhanh va hiéu qua. Cac co ché chéng ung thu
cia Art bao gom uc ché chu ky té bao, tc
ché hinh thanh mach khéi u, ton thuong
DNA va tao ferroptosis. Ferroptosis la mot
loai chét té bao theo chuong trinh khéng phd
bién, bao gom diéu hoa chuyén hoéa sit, tao
ra cac loai oxy phan tng (ROS) va kich hoat
cing thang lugi noi chat (ERS). Thi nghiém
cua Waseem et al., (2018) da ching minh
rang viéc bd sung axit aminlevulinic (ALA)
lam ting cac dic tinh chéng ung thu dai truc
trang cua Art.

Zhou et al., (2022) da dua ra gia thuyét vé
co ché tac dong cua artemisinin: (1) Art tao
ra ROS (Reactive Oxygen Species), dan dén
tang biéu hién cua cac thu thé chét, va phan
cit caspase-3 va caspase-8, dong thoi giam
biéu hién c-FLIP, ddn dén kich thich con
duong apoptosis bén ngoai. Trong khi do,

ban thdn ROS ciing kich hoat con duong
apoptosis Nnoi tai bang cach diéu chinh sy
biéu hién cua tBID, BAX/BAK, gay ra su
giai phong Cytochrome C dé kich hoat
caspase-9. (Il) Su tich tu ROS tur cac loai
thudc loai Art din dén qua trinh peroxy hoa
lipid dé tao ra qua trinh ferroptosis. Bén canh
d6, su pha v hé théng duy tri can bang noi
mdi oxy hoa boi cac loai thubc loai Art dan
dén sy diéu hoa biéu hien GPX4. (I11) Stress
oxy hoa tir cac loai thudc loai ART bat dau
hinh thanh phagophore théng qua viéc kich
hoat con duong AMPK va tap hop phic hop
VPS34, dan dén hién twong autophagy.
Thudc Art cling gay ra hoai ta (IV), hoic gay
ra pyroptosis (V). Cac nghién ctu da chang
minh rang 80% liéu dung duong ubng duoc
thai qua phan va nudc tiéu trong 24 gio, 68%
liéu tiém tinh mach dugc tim thay trong nuéc
tiéu trong 24 gio dau va 95% duoc tim thay
trong 72 gid. Thoi gian ban thai cia Art rat
ngan, voi dudng udng 1a gan 4 gio va tiém
bap tir 3,85 — 5,38 gio.

Mot trong céc san pham duoc st dung dé
hd tro diéu tri ung thu 1a ARFeMAX cua
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Hungary la san pham chira Art két hop véi
vién sat. Két qua 1a chi sau 8 tiéng ¥% té bao
ung thu bj tiéu diét va sau 16 tiéng thi no tiéu
diét hoan toan 100% té bao ung thu con lai.
Trong khi d6 cac té bao lanh vi khéng co
nhiéu sit nén khéng bi anh huong
[https://navita.hu/en/product/arfemax/].

Két qua nghién cau cua chang toi cho
thay phuc hé Art/HPbCD c6 mirc do doc tinh
thap nén sau thoi gian st dung liéu 20
mg/kg/ngay & chudt vai thoi gian 28 ngay
khong gay ton thuong cic co quan ndi tang
cua chudt, giai phau gan, than va phdi cua
chuot déu cho thay cac mé nay khdng cé su
khac biét vai cac mo tuong (thg & chudt cua
16 ddi ching. Piéu quan trong nhat 1a khéi u
cta chudt duoc tiéu bién hoan toan sau 25
ngay sau khi sir dung 5 liéu diéu tri cach
nhau 5 ngay (mdi lidu 20 mg/kg/ngay) theo
duong udng hoac tiém. Su khac nhau khi st
dung theo duong udng va duong tiém la
khong rd rang.

Hiégu qua tac dong cua phac hé
Art/HPbCD d6i véi viéc tiéu bién khéi u,
theo chung t6i, ngoai tac dong cua Art con co
su cong huong tac dong caa HPbCD.

V. KET LUAN

1) ba xay dung duoc quy trinh tao phuc
h¢ Artemisinin -2 — Hydroxypropyl — B -
Cyclodextrin theo quy trinh tach tryc tiép tur
cay thanh hao hoa vang (Artemisia annua L.)
véi ham luong Art la 36,496 pg/mL, kich
thudc phac hé la 162 nm.

2) Thu nghiém dgc tinh theo phuong phap
MTT trén cac dong té bao ung thu via MCF7
va ung thu gan HTCCI116 da xac dinh duoc
IC50 twong ung la 3,0ug/mL va 2,4 pg/mL.
Liéu doc theo duong udng xac dinh theo
LD50 la I6n hon 4,2 g/kg va theo duong tiém
14 16n hon 3,2 g/kg.
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3) St dung phuc hé Art-HPbCD sau 28
ngdy véi lidu 20 mg/mL khéng gay ton
thuong cac co quan ndi tang nhu gan, than,
phoi cia dong vat thi nghiem.

4) Khéi u nhan tao trén chudt duoc tiéu
bién hoan toan sau 25 ngay véi 5 liéu su
dung (mét liéu 1a 20 mg/mL).
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KHAO SAT TY LE POT BIEN GEN EGFR, ALK, BRAF, ROS1, KRAS VA
NRAS O’ BENH NHAN UNG THU PHOI TE BAO KHONG NHO
TAI BENH VIEN PAI HOC Y DUQ'C THANH PHO HO CHI MINH
BANG KY THUAT GIAI TRINH TU’ THE HE MO'1

L& Minh Khoi***, Nguyé&n Hiru Huy*, Mai Thi Bich Chi*,
Nguyén Thi Bing Swong*"**, Nguyén Hoang Bac***

TOM TAT

Mé dau: Ung thu phoi van la nguyén nhan
hang dau gay tir vong lién quan dén ung thu trén
toan thé gioi. Ung thu phdi khéng té bao nho
(UTPKTBN) chiém khoang 80-85% cac trudng
hop. Giai trinh tu thé hé méi (NGS) 1a mot cong
nghé méi duoc str dung dé giai trinh tu DNA va
phat hién bién thé/dot bién. Céac xét nghiém phan
tr cua EGFR, ALK, BRAF, ROS1, KRAS va
NRAS duoc sir dung rong rdi dé dinh hudng diéu
tri ca thé hda & bénh nhan UTPKTBN.

Muc tiéu: Khao sat ty 1 dot bién gen EGFR,
ALK, BRAF, ROS1, KRAS va NRAS & bénh
nhan UTPKTBN tai Bénh vién Dai hoc Y Dugc
Thanh Phé H6 Chi Minh

P6i twong va phwong phap nghién ciru:
DNA dugc tich chiét tir 111 mau mé FFPE thu
thap tor cac bénh nhan UTPKTBN. Thu vién
DNA duoc giai trinh ty trén thiét bi NextSeq
(Humina).

Két qua: Theo két qua NGS, cac dot bién
duoc phat hién & gen EGFR (52/111, 46,8% bénh
nhan), KRAS (16/111, 14,4%), BRAF (5/111,
45%), ALK (3 / 111, 2,7%), ROS1 (2/111,

*Bénh vién Pai hoc Y Duoc TP. Ho Chi Minh
**Dai hoc Y Dugc TP. Ho Chi Minh

Chiu trach nhiém chinh: Nguyén Thi Biing Suong
Email: suong.ntb@umc.edu.vn

Ngay nhan bai: 6.9.2022

Ngay phan bién khoa hoc: 18.9.2022

Ngay duyét bai: 24.9.2022

1,8%), BRAF-NRAS (1/111, 0,9%) va ALK-
BRAF (1/111, 0,9%)

Két luan: NGS cho phép xéac dinh cy thé va
chinh xac cdc dot bién gen ¢ bénh nhan
UTPKTBN.

Tir khéa: UTPKTBN, giai trinh ty thé hé méi

SUMMARY

SURVEY OF THE PREVALENCE OF
EGFR, ALK, BRAF, ROS1, KRAS AND
NRAS MUTATIONS IN PATIENTS
WITH NON-SMALL CELL LUNG IN
UNIVERSITY MEDICAL CENTER
HCMC BY NEXT GENERATION
SEQUENCING

Introduction: Lung cancer remains the first
cause of cancer-related deaths worldwide. Non-
small cell lung cancer (NSCLC) accounts for
approximately 80-85% of cases. Next-generation
sequencing (NGS) is a new technology used for
DNA sequencing and variant/mutation detection.
Molecular assays of EGFR, ALK, BRAF, ROS1,
KRAS and NRAS are widely used to guide
individualized treatment in NSCLC patients.

Objective: To investigate the prevalence of
EGFR, ALK, BRAF, ROS1, KRAS and NRAS
mutations in patients with Non-small cell lung in
University medical center HCMC

Materials and Methods: DNA was isolated
from 111 FFPE samples collected from NSCLC
patients. DNA libraries were sequenced on
NextSeq instrument (Illumina).
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Results:  According to NGS results,
mutations were detected in EGFR (52/111,
46,8% of patients), KRAS (16/111, 14,4%),
BRAF (5/111, 4,5%), ALK (3/111, 2,7%), ROS1
(2/111, 1.8%), BRAF-NRAS (1/111, 0,9%) and
ALK-BRAF (1/111, 0,9%)

Conclusions: NGS allows for specific
detection and precise identification of gene
mutations in NSCLC patients.

Keywords: Non-small cell lung cancer, Next-
generation sequencing

I. DAT VAN DE

Theo s6 liéu tir T chirc Ung thu toan cau
(GLOBOCAN), ung thu phoi la bénh ung
thu phd bién dung tha 2 trén thé giéi (chiém
11,4%) véi khoang 2,2 triéu ca mac mai nam
2020. Ciing theo GLOBOCAN, Vi¢ét Nam
ghi nhan hon 26.000 ca mic ung thu phdi,
gan 24.000 ca tir vong vao nam 2020 [6].
Ung thu phoi khong té bao nho (non-small-
cell carcinoma: NSCLC-UTPKTBN) chiém
khoang 80-85% cac trudng hop ung thu phdi.
Nho su phét trién cua khoa hoc ky thuat,
ching ta c6 thé xac dinh cac dot bién gen
nhat dinh dé st dung thudc diéu tri tring
dich dic hiéu. Cac dot bién gen lién quan cé
kha ning dinh huéng cho diéu tri dich la
EGFR, ALK, BRAF va ROS1, trong khi céc
dot bién diém o gen KRAS lam giam do
nhay cua cac thubc EGFR TKIls [7]. Trong
nghién cau nay chadng téi st dung phuong
phép giai trinh ty madi cho 6 gen muc tiéu
bao gom EGFR, ALK, BRAF, ROSI,
KRAS, NRAS trén bénh nhan UTPKTBN
dén kham tai Bénh vién Dai hoc Y Duoc
TP.HCM dé lya chon phuong phap diéu tri
hop ly cho bénh nhan.
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Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
U'éc tinh c& mau
Ap dung cbng thite udc tinh ¢& mau cho
d6 nhay
Z2xpseX(1— Pye)

2

TP+FN = w
_TP+FN

se

va Pais

Lwa chon do nhay pse 1a 0,9, chap nhan sai
s6 12 0,1, pais 12 0,35 thi c& mau cua nghién
ctru la 98 bénh nhan.

Péi twong nghién cieu

Dbi tuong trong nghién cau nay gdom 111
bénh nhan dugc chan dodn mic UTPKTBN
tai Bénh vién Pai hoc Y Dugc TP.HCM tur
thang 01/2019 — 07/2022.

Tiéu chudn chen vao

Bénh nhan UTPKTBN thuéc mét trong
cac loai md hoc: carcindm tuyén; carcindm
gai tuyén; carcindm té bao gai; va carcindm
té bao Ion, trén 18 tudi, cd két qua giai phau
bénh, khdng phéan biét gidi tinh, giai doan
bénh.

Tiéu chudn logi trie

- Nguoi bénh c6 kém ung thu co quan
khac

- Mau m0 tach chiét khong dat chét luong

Thiét ké va phwong phéap nghién citu

Thiét ké nghién ctu hdi ctu ciat ngang md
ta. Xac dinh dot bién gen 6 gen EGFR,
KRAS, BRAF, NRAS, ALK, ROS1 bé‘mg Ky
thuat giai trinh ty thé hé mai trén hé théng
may giai trinh tu gene thé hé moi NextSeq
(Illumina) str dung bd hoa chat NextSeq Mid
Output kit (150 cycles).
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Xir Iy va phén tich so liéu

Dit liéu tir nghién ciu duoc xur ly bang
phan mém théng ké SPSS 20. Cac dic diém
vé 1am sang - giai phiu bénh, bao gom ca
giéi tinh va loai md hoc dugc théng ké theo
tinh trang (c6 hay khong co) dot bién 6 gene
EGFR, KRAS, BRAF, NRAS, ALK, ROSI1.

INl. KET QUA NGHIEN cU'U

Trong khoang thoi gian thang 01 nam
2019 dn thang 7/2022, ching t6i thu thap sd
liu cuia 111 bénh nhan thoéa tiéu chuan chon
bénh va khong c6 tiéu chuan loai trir diéu tri
tai Bénh vién Pai hoc Y Dugc TP.HCM

Pic diém chung cia nhém bénh nhan
UTPKTBN tham gia nghién ciru

Bdng 1: Péc diém bénh nhan

Pic diém N=111 (%)
Tudi
D tudi 33-97
Trung binh 63,7 +11,8
Gidi tinh
Nam 63 (56,8%)
N 48 (43,2%)
Dic diém giai phau bénh
Carcindm té bao tuyén | 105 (94,6%)
Carcindm té bao gai 6 (5,4%)

Nhgn xét: Ching t6i ghi nhan do tudi
trung binh caa bénh nhan UTPKTBN la 63,7
+ 11,8; gi6i tinh nam chiém wu thé (56,8%)
va cha yéu la Carcindm té bao tuyén
(94,6%).

Két qua phat hién dét bién gen ¢ bénh nhan UTPKTBN

Phan bé dot bién gen & bénh nhan UTPKTBN

"EGFR " KRAS " ALK ™ ROS1 ™ BRAF " NRASva BRAF ™ ALK va BRAF ™ Khéng dot bién gen

Hinh 1: Phan bé céc loai dét bién ¢ bénh nhan UTPKTBN

Nhdgn xet: Trong 111 bénh nhén, co 81
bénh nhan (73%) c6 it nhat mot dot bién gen
lién quan. Dot bién EGFR duoc tim thiy &
52 bénh nhén (46,8%). Dot bién KRAS dugc
tim thiy ¢ 16 bénh nhan (14,4%). Dot bién
BRAF dugc tim thiy & 5 bénh nhan (4,5%).

Pot bién ALK va ROS1 lan luot dugc tim
thidy ¢ 3 bénh nhan (2,7%) va 2 bénh nhan
(1,8%). Truong hop dot bién dong thoi gitra
BRAF va NRAS; ALK va BRAF déu chi
xut hién ¢ 1 bénh nhan (chiém 0,9%).
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Phanbé cic loai dét bién EGFR

319 . 1919 19

N

25

= Mt doan &exon 19 Btbign didm LASER Dét bignthém Soan &exon 20

Bt bin digm GT1SA = Bt bién didgm LAE10 = Pigt bign didm 57681

= Bt bi&n gigm T750M = Batbign diém G719C & 57681 w DAt bién diém G7195& L8610

= B3t bign giém LBS8RE S768I

Phan bé cac loai dot bién KRAS

/

375

g

6.3

18.8

= Dot bién diém G12A= D4t bién difm G12C = 86t hi€n diém G12D= Datbigndiém G125

= Dot bién diém G12V® D4t bién difm G13C® B4t hi€n diém 06 1H

Hinh 2. Phan bé cac logi dat bién EGFR va KRAS

Nhdn xét: Trong nhdm 52 bénh nhéan co
dot bién EGFR, c6 26 bénh nhan (50%) co
dot bién mat doan & exon 19. ot bién diém
L858R duogc tim thay ¢ 13 bénh nhan (25%).
Dot bién thém doan & exon 20 duoc tim thay
& 4 bénh nhan (7,7%). Cac dot bién diém

khac chiém ty 18 thap. Trong nhém 16 bénh
nhan c6 dot bién KRAS, c¢6 6 bénh nhan
(37,5%) c6 dot bién diém G12C. Mbi dot
bién diém G12D va G12V duoc tim thay ¢ 3
bénh nhén (18,8%). Cac dot bién diém khac
chiém ty Ié thap chi tim thdy & 1 bénh nhan.

Bdng 2. Phan bé cac logi dét bién ALK, ROS1, BRAF, NRAF

Loai dot bién n %
Dot bién BRAF va NRAS
Dot bién diém BRAF V600E 33,3%
Dot bién diém BRAF G464V 1 8,3%
Dot bién diém BRAF G464A va NRAS G12D 8,3%
Dot bién diém BRAF W531L va dung hop gen ALK-EMLA4: Intron 19-
Intron 13 ! 8,3%
Dot bién ALK
Dot bién dung hop gen ALK-EML4: Intron 19-Intron 6 1 8,3%
Dot bién dung hop gen ALK-EML4: Intron 19-Intron 20 8,3%
Dot bién diém dung hop gen ALK-EMLA4: Intron 19-Intron 13 1 8,3%
Dot bién ROS1
Dot bién diém dung hop gen ROS1-CD74: Intron 34-Intron 4 8,3%
Dot bién diém dung hop gen ROS1-CD74: Intron 33-Intron 6 1 8,3%
Téng 12 100%

Nhdn xét: Trong 12 bénh nhan cé dét bién ALK, ROS1, BRAF, NRAF, c6 4 bénh nhan
(chiém 33,3%) c6 dot bién diém BRAF V600E. Cac dot bién khéac chiém ty 1 thap chi tim

thiy ¢ 1 bénh nhan.
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IV. BAN LUAN

Pic diém chung cia nhém bénh nhan
UTPKTBN tham gia nghién cau

Trong 111 BN nghién ctu thi c6 63 BN
nam (56,8%) va 48 BN nir (43,2%), ty I¢
nam so voi nr la 1,3/1. Nghién ctu cua
ching t6i nhan thay BN tré tudi nhat 1a 33 va
cao tudi nhat 1a 97, tudi trung binh 12 63,7 +
11,8. Vé dic diém mé bénh hoc, nghién cau
ctia ching toi ghi nhan 18 carcindm té bao
tuyén chiém da s (94,6%), sau do la
carcindm té bao gai (7,2%). Két qua cua
ching t6i phd hop voi nghién ciru khac déu
cho thay carcindm té bao tuyén la dang ton
thuong hay gap nhat [2], [7].

Két qua phat hién dét bién gen & bénh
nhan UTPKTBN

Nhitng bénh nhan ung thu phdi t& bao
khéng nho & giai doan tién xa c6 dot bién
gen EGFR duoc diéu tri bang céc thudc uc
ché tyrosin kinase [3]. Trong cac trudng hop
dot bién gen EGFR ching tdi ghi nhan chu
yéu 1a dot bién mat doan exon 19 va L858R
trén exon 21 déu lién quan dén kha nang dap
ing t6t véi TKIs. Nghién cau cua ching toi
ghi nhan trong cac truong hop dot bién
KRAS thi dot bién diém G12C chiém ty &
cao nhat (37,5%). Thudc Sotorasib di dugc
Cuc quan ly thuc pham va duoc pham Hoa
Ky - FDA cap phép diéu tri véi ngudi bénh
mic UTPKTBN giai doan tién xa va di can
va c6 dot bién KRAS GI12C va da thit bai
Vi it nhat mot phac d6 hoa chat [5]. Trong
UTPKTBN, ty I¢ cac bénh nhan cé dot bién
ALK la khoang 3-7%. Trong nghién ctu cua
ching t6i ghi nhan c6 3 bénh nhan c6 dot

bién ALK riéng I¢ (2,7%) va 1 bénh nhan c6
dot bién phdi hop véi BRAF (0,9%) ¢ co
hoi diéu tri bang cac thudc khang ALK. Theo
nghién cau cua Nguyén Hoai Nghia va cs
(2021) trén 55 BN UTPKTBN ghi nhan dot
bién gen EGFR théng ké 1a 25,1%, dot bién
KRAS chiém 10,9% va dot bién ALK chiém
1,8%. Ty & dot bién trong nghién ciu ching
t61 cao hon c6 thé vi do quan thé nghién ciu
¢ sy khac biét vé sb lugng c& mau [2]. Su
dung hop gen ROS1 gap khoang 1-2% trong
ung thu phoi. Crizotinib va Entrectinib,
Loratinib 1& nhimg TKIs da dugc chung
minh hiéu qua trong diéu tri UTPKTB c6 dot
bién dung hop ROSI. Repotrectinib dang
dugc nghién ctu va s& 1a 1 trién vong moi
trong tuong lai [7]. Trong nghién catu cua
chdng téi ghi nhan 2 truong hop ¢ dung hop
hop gen ROS1 (1,8%). Theo nghién ctu cua
Lé Xuan Truong va cs (2020) trén 35 BN
UTPKTBN chi phéat hién c6 1 truong hop
dao doan AKL, chiém ti 1¢ 2,85% va khong
ghi nhan dot bién gen ROS1[1]. Nguoi bénh
mang dot bién BRAF V600E c6 kha ning
dap ung véi  cac  thubc  méi
Dabrafenib/Trametinib. Chung tdi ghi nhan 4
truong hop c6 dot bién BRAF V600E va 3
truong hop khong phai V60OE. Di vai cac
dot bién BRAF khong phai V600E cd thé
diéu tri bang liéu phap mién dich, héa tri
hoac thudc e ché BRAF/MEK tly vi tri dot
bién [4]. PSi v6i nhitng bénh nhan co dot
bién gen NRAS s& khong co dap @ng Véi
thubc diéu tri TKIs [8]. Trong nghién ctu
nay chuang toi ghi nhan c6 mot truong hop
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mang dot bién diém BRAF G464A va NRAS
G12D chiém ty Ié rat thap (0,9%).

V. KET LUAN

Nghién cau trén 111 bénh nhan
UTPKTBN cho thay: cac dot bién chu yéu
dugc phat hién ¢ gen EGFR (52/111, 46,8%
bénh nhan) va KRAS (16/111, 14,4%), cac
dot bién khac dugc ghi nhan bao gom BRAF
(5/111, 4,5%), ALK (3/111, 2,7%), ROS1
(2/111, 1,8%), BRAF-NRAS (1/111, 0,9%)
va ALK-BRAF (1/111, 0,9%). Két qua
nghién cttu nay s€ gilp ich cho cac bac sy
lam sang dua ra phac d6 diéu tri phu hop va
hiéu qua cho bénh nhan UTPKTBN.
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KHAO SAT NHIEM HPV-16/-18 VA MOI LIEN QUAN VO1 MOT SO
PAC PIEM LAM SANG O’ BENH NHAN UNG THU PHOI
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bing Thi Ngoc Dung?, Lé Hoan?, Phan Quéc Hoan?,
Quach Xuan Hinh?, Lé Thi Thanh Xuan? Nghiém Xuan Hoan?

TOM TAT

Muc tiéu: Xac dinh ty I¢ nhiém HPV-16/-18
trén mau mo sinh thiét phoi & bénh nhan ung thu
phdi (UTP) va phan tich mot sé dic diém lam
sang va can lam sang ¢ bénh nhan UTP duong
tinh voi HPV-16/-18. Poi twgng va phwong
phap: St dung phuong phap Multiplex Realtime
PCR nham phat hién HPV-16/-18 trén mau bénh
pham 1am sang. Nghién ctu hoéi cau trén 273
bénh nhan UTP dugc diéu tri tai Bénh vién
Trung wong Quan doi 108 tur 7/2021-9/2022.
DNA HPV-16/-18 trong mau mé sinh thiét UTP
duge xac dinh bang ky thuat Realtime PCR. Két
qua: Ty I& nhiém HPV-16/-18 trong UTP la
5.1% trong d6 HPV-16 chiém 57.1% va HPV-18
chiém 42.9%. Ty 1& nhiém HPV-16/-18 trén bénh
nhan UTP & nir cao hon nam, & bénh nhan nit cé
dot bién EGFR (+) cao hon & bénh nhan nam c6
dot bién EGFR am tinh (p<0.05). Két luan: Ty
[¢ nhiém HPV-16/-18 trén mau md sinh thiét
UTP la 5.1%, trong cac bénh nhan UTP phu nix
c6 nguy co nhiém HPV cao hon nam gidi, quan
sat thay phu nit c6 dot bién EGFR (+) c6 thé co
nguy co nhiém HPV cao hon nam giéi khdng c6
dot bién EGFR.
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Ngay duyét bai: 24.9.2022

Ter khoa: HPV, HPV-16/-18, ung thu phéi,
Realtime PCR.

SUMMARY
EVALUATION OF HPV-16/-18
INFECTION AND ITS ASSOCIATION
WITH CLINICAL
CHARACTERISTICS IN LUNG
CANCER PATIENTS

Objectives: Determine the prevalence of
HPV-16/-18 infection on lung biopsy tissue
samples in lung cancer patients and analyze
clinical and subclinical characteristics in HPV-
16/-18-positive LC patients. Subjects and
methods: Developing a multiplex realtime PCR
method to detect HPV-16/-18 on clinical
specimens. This study was conducted on 273
lung cancer patients treated at the 108 Military
Central Hospital from 7/2021-9/2022. HPV-16/-
18 DNA in lung cancer biopsy tissue samples
was determined by our inhouse
developed/optimized multiplex realtime PCR
technique. Results: The rate of HPV-16/-18
infection in lung cancer was 5.1%, of which
HPV-16 accounted for 57.1% and HPV-18
accounted for 42.9%. The rate of HPV-16/-18
infection in lung cancer patients was higher in
women than in men. HPV-16/-18 infection in
female patients positive for EGFR mutations had
significantlyhigher than in male patients negative
for EGFR mutations (p<0.05). Conclusions: The
rate of HPV-16/-18 infection in lung cancer
biopsy tissues is 5.1%. Female patients had a
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higher rate of HPV infection than men. Female
patients positive for EGFR mutations are
possibly prone to HPV infection than men
negative for EGFR mutations.

Keywords: HPV, HPV-16/-18, lung cancer,
Realtime PCR

I. DAT VAN DE

UTP 1a can bénh &c tinh phd bién tht hai
va la nguyén nhan hang dau gay tir vong trén
toan thé gi¢i. Nam 2020 uéc tinh c6 hon 2
triéu truong hop mac mai va gan 1,8 triéu ca
tr vong do UTP®. Nguyén nhan gay bénh
chinh 1a hat thuéc 14, tuy nhién UTP & nguoi
khéng hat thudéc c6 xu huéng ngay cang
tang, dac biét 1a & phu nir va nguoi chau A,
cho thay céc yéu té khac tac dong cho qua
trinh sinh UTP nhu su nhay cam di truyén va
cac tac nhan lay nhiém ching han nhu
virus...Virus gy ung thu 1a mot yéu té duogc
dwa ra co lién quan dén UTP nhung van con
nhiéu tranh céi.

Théng ké cho thdy HPV la nguyén nhan
cia 4,5% tong s6 ca ung thu trén toan thé
gi¢i (630.000 ca ung thu méi Moi niam)e.
Duya trén kha nang sinh ung thu HPV duogc
chia thanh hai nhom, nhém nguy co thap
(low risk) va nhom nguy co cao (high risk).
Nhiing kiéu gen HPV nguy co cao co kha
ning gy ting sinh, loan san va bién doi té
bao biéu md dan dén hinh thanh khéi u ac
tinh. HPV-16/-18 dugc chi ra la nhing
genotype gay bénh phd bién nhit. HPV da
duogc biét dén 1a yéu té nguy co cao din dén
ung thu ¢ tir cung va cac ung thu sinh duc
hau mon khéc. Nghién ctu gan day ciing chi
ra rang bénh nhan UTP c6 lién quan dén su
hién dién cua virus HPV dac biét la HPV-
16/-18. Tuy nhién c6 su khac biét vé ti 1é
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gitta cac khu vuc trén thé gigi. Tai Viét Nam
c4c nghién cau vé tinh trang nhiém HPV
trong UTP con chwa duoc chd Y toi nhiéu. Vi
vay ching tdi tién hanh nghién cau nay véi
muc dich xac dinh ty & nhiém HPV-16/-18
trén mau mo sinh thiét phdi & bénh nhan
UTP va phan tich mot sb dac diém 1am sang
va can ldam sang ¢ bénh nhan UTP duong
tinh véi HPV-16/-18.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru: Nghién ciu
duoc tién hanh tai Bénh vién TU Quan doi
108 tir thang 07/2021 dén thang 09/2022 trén
273 bénh nhan dugc chan doan xac dinh
UTP nguyén phat bang két qua md bénh hoc
va duoc tién hanh 1am xét nghiém dot bién
EGFR.

Tiéu chuén lwa chon:

- Bénh nhan UTP nguyén phat, tudi >18,
c6 mau mé sinh thiét phdi dugc duc paraffin,
s6 luong mau du chat lugng va s luong
phuc vu cho tach chiét DNA.

Tiéu chuan loai trir:

- Bénh nhan UTP tha phat. Mau mo cua
bénh nhan khong cé/ khong du lugng DNA
can thiét cho cac phan @ng sinh hoc phan tir.

2.2. Phwong phap nghién ciru:

Nghién ctu md ta cit ngang, hdi cau.
Bénh nhan duoc thu thap cac théng tin
nghién cau trong bénh &n vé tudi, gioi, giai
doan bénh, xét nghiém dot bién gene EGFR.

Xac dinh DNA HPV-16/-18 trong mau
mod sinh thiét UTP bang ky thuat Realtime
PCR. Phan @ng st dung bo mdi va probe
thiét ké nhu bang sau, véi chuan duong la
plasmid HPV-16/-18, chang néi (IC) la gen
betaglobin.
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Bdng 1. Trinh tw mai va probe s dung trong phdn s#ng Realtime PCR
Kiéu gen HPV | Ma@i / Probes Trinh tw doan mai chiéu 5°-3°

MObi xudi(F) 5- TGA CAG CTC AGA GGA GGA GGA TG -3
Moi nguoc(R) | 5'- CGA AGC GTA GAG TCA CAC TTG CAAC -3

APV-18 Srobe 5'- /56-FAM/AGC TGG ACA AGC AGA ACC GGA
CAG A/3BHQ 1/ -3
Mbi xubi(F) | 5'- AGA CTC TGT GTA TGG AGA CAC ATT G -3'
HPV-18 Mbi nguoc(R) | 5- CCA GCT ATG TTG TGA AAT CGT CGT -3
orobe 5'- [SHEX/CGG TGC CAG AAA CCG TTG AAT
CCA GCA /3BHQ 1/ -3
Mbi xudi(F) 5’- AGA AGA GCC AAG GAC AGG TAC G-3’
(C (betaglobin) Mbi nguoc(R) 5’- TGC TCC TGG GAG TAG ATT GGC- 3’
orobe 5- [SHEX/ATC ACT TAG ACC TCA CCC TGT

GG/3BHQ_1/-3’

S6 liéu duoc xu Iy bang phan mém SPSS v20.0. Cac phan tich st dung céc kiém dinh
thong ké phl hop véi ting loai so sanh giita cac nhoém. Phan tich co y nghia thong ké khi
P<0,05.

INl. KET QUA NGHIEN CUU
3.1. Pic diém ciia nhém nghién ciru
Bing 2. Diic diém ciia nhém nghién ciru

Pic diém n %
Tudi trung binh 65.25 + 11.13
, . <65 138 50.5
Nhoém tuoi
>65 135 49.5
o Nit 64 23.4
Gidi tinh
Nam 209 76.6
L EGFR (+) 110 59.7
bot bién EGFR —
EGFR am tinh 163 40.3
Giai doan bérh 111 10 3.7
fat doatl be T, 263 96.3
UTBM tuyén 266 97.4
M6 bénh hoc ye
UTBM vay 7 2.6

Nhén xét: Tudi trung binh ciia bénh nhan UTP 13 65.25 + 11.13. Ty 1&é nam/nit 1a 3,3/1.
Bénh nhan UTP ¢ giai doan sém /11 chiém 3.7% va 96,3% bénh nhan ¢ giai doan mudn
[I/1V. Phan loai md bénh hoc ung thu biéu mo tuyén chiém 97.4% va ung thu biéu mo vay
chiém 2.6%. Ty 1& dot bién EGFR (-) 1a 40.3%, dot bién EGFR (+) 12 59.7%.
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Ty 1 nhiém HPV-16/-18 trén mAu md sinh thiét & bénh nhan UTP

WHPV am tinh

WHeyduongtih K8 gen HPV S6 BN (n) Ty Ié (%)

HPV16 8 57.1

HPV-18 6 42.9

Biéu do 1. Ty 1 va si phan bé nhiém HPV-16/-18 trén bénh nhan UTP
Nhan xét: Trong s6 273 bénh nhan, 14 bénh nhan c6 mau md sinh thiét phdi duong tinh
v6i HPV chiém ty 1€ 5.1%. Trong sé 14 bénh nhan UTP nhiém HPV, ty 1¢ bénh nhan nhiém
HPV-16 cao hon nhiém HPV-18 (57.1% vs. 42.9%).
3.2. Pic diém lam sang va cin 1Am sang ¢ bénh nhan UTP dwong tinh v6i HPV-16/-18
Bdng 3. Méi lién quan gida déic diém 1am sang ciia BN UTP véi nhiém HPV

Bic didm Dwong tinh HPV Am tinh HPV 0
: n % n %
s <65 7 5.1 131 94.9
Nhom tuoi >65 7 5.2 128 943 | 00
Gidi tinh Nir 7 10.9 57 89.1
<0.05
Nam 7 3.3 202 96.7
Dot bién EGFR (+) 9 8.2 101 91.8 50,05
EGFR EGFR (-) 5 3.1 158 96.9 '
Giai doan 1/ 1 10 9 90 50,05
bénh IV 13 4.9 250 95.1 '
. UTBM tuyén 14 5.3 252 94.7
Mo benh hoc g v);y 0 0 7 100 | 00

Nhgn xét: Ty I& bénh nhan nit nhiém HPV cao hon nam (10.9% vs.3.3%), su khac biét cd
¥ nghia théng ké véi p<0.05. Nhdm bénh nhéan c6 dot bién EGFR (+) nhiém HPV nhiéu hon
nhom dot bién EGFR (-), nhiing bénh nhan & giai doan sém 1/11 ¢6 ty & nhiém HPV cao hon
bénh nhan ¢ giai doan muon II/IV. Tuy nhién su khac biét chwa c6 y nghia thong ké
(p>0.05).

Bdng 4. Méi lién quan giia gidi tinh, dt bién EGFR véi ty 1¢ nhiém HPV

Pic diém HPV dwong tinh (n,%) HPV am tinh (n,%) p
Nam - EGFR &m tinh 3(2.1%) 137(97.9) NA
Nit - EGFR &m tinh 4(5.8%) 65(94.2%) >0.05
Nam - EGFR (+) 2(8.7%) 21(991.3%) >0.05
Nit - EGFR (+) 5(12.2%) 36(87.8%) <0.05

Nhgn xét: Bénh nhan nir c6 dot bién EGFR (+) cd ty & nhiém HPV cao hon bénh nhan
nam dot bién EGFR (-) (12.2% vs. 2.1%), su khéc biét c6 ¥ nghi théng ké véi p<0.05.
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IV. BAN LUAN

Mot s6 nghién cau trén thé gioi da bao
cdo vé méi lién quan giira sy hién dién cua
DNA HPV trong ung thu phoi. Chlng toi
khao sét tinh trang nhiém HPV dic biét |2 hai
kiéu gen ¢ nguy co cao va phd bién tai Viét
Nam gom HPV-16 va 18 trong mau md UTP
thu thap dugc tai Bénh vién TUQD 108 tir
07/2021 dén 09/2022.

Ty 18 nhiém HPV-16/-18: Ty 1& c6 su
hién dién ctia HPV trén mau moé UTP duoc
bao cao dao dong tir 0 dén 78,3% va co su
khong ddng nhat giita cac vung dia 1y khac
nhau trén thé giéi*. Két qua nghién ctru cia
chiing t6i chi ra ty 1é nhiém HPV-16/-18 trén
mau md UTP 14 5.1%. Két qua nay tuong tu
v6i két qua nghién ciru ciia Jain va cong su
v6i ty 18 nhiém HPV-16/-18 1a 5%2, thap hon
ty 1€ HPV-16/-18 ¢ nghién ctru ciia Wang va
cong su (44.1%)" va cao hon & nghién ciru
ctia Coissard va cong su (1.8%)%. Su khac
biét vé ti 1¢ UTP dwong tinh véi HPV trong
cac nghién ctru ¢ thé 1a do sy khac nhau vé
phuong phap phat hién HPV DNA (PCR,
ISH, dotblot...) va duogc thuc hién trén cac
nhoém nghién ciru khac nhau vé mdi truong
hay cac yéu t6 hanh vi nguy co cao nhu hut
thudc va tinh duc. Mat khéc, sy khéc biét vé
ty 1¢ nhiém HPV ciia chung t6i (thip hon)
vs.mot sd bao cdo c6 thé 1a do trong khao sat
nay ching toi chi thiét ké phan ing multiplex
realtime PCR dé phat hién HPV kiéu gen 16
va 18 trong khi cac nghién ctru khac thiét ké
phat hién nhiéu kiéu gen cia HPV hon.
Nhom nghién ciru dang va tiép tuc xay dung
va toi wu phan tng multiplex realtime PCR
in-house c6 kha niang phét hién cac kiéu gen
HPV nguy co cao va phd bién tai Viét Nam
gom: 16, 18, 31, 33, 35, 39, 45, 51, 52, 56,
58, 59 va 68.

Mot s6 dic diém lam sang va cin lam

sang va tinh trang nhiém HPV. Ching t6i
nhan thay, nit gigi mic UTP c¢6 ty 1& nhiém
HPV cao hon nam gidi. Nguyén nhdn c6 thé
1a do con dudng lay nhidm virus vao mé phdi
lién quan dén dén HPV tr cb tir cung.
Nghién ctru cua ching t6i cling chi ra ty 1¢
nhiém HPV & bénh nhan nit c¢6 dot bién
EGFR (+) cao hon ¢ bénh nhan nam c6 dot
bién EGFR am tinh, sy khac biét ¢6 ¥ nghia
thong ké voi p<0.05. Dot bién gene thu thé
yéu to ting tmong biéu bi (EGFR) da dugc
ching minh 1a ph6 bién hon & phu nit, ngudi
khong bao gio hiit thudc va bénh nhan ung
thu biéu mé tuyén cua phdi. Mot sé nghién
ctru cling di chi ra dot bién gene EGFR c6
lién quan dén su hién dién cua virus HPV
trong ung thu phdi. Wu va cong su® da ching
minh rang oncoprotein E6 ciia HPV cé chic
ning diéu hoa chat tc ché t& bao cua qua
trinh chét theo chwong trinh (cIAP2) thong
qua dong thac tin hiéu EGFR/ PI3K/AKT
lién quan dén dot bién gene EGFR, do d6 ¢
thé gilt vai tro quan trong trong qua trinh
sinh UTP lién quan dén HPV & bénh nhan c6
dot bién EGFR.

Mac du viéc phat hién DNA caa HPV ¢6
thé suy ra su tham gia cua virus trong cac
khdi u phoi, nhung chi tinh trang DNA
khong chirmg minh dugc vai tro gy ung thu
trong cac khdi u phoi. Kha ning giy bénh
cua HPV phu thudc vao su biéu hién cua cac
oncoprotein E6 va E7 caa HPV. Mot sé it
nghién ctru di dua ra bang ching cho thay
céc protein lién quan dén phat sinh ung thu
HPV E6 va E7 biéu hién trong cac mo UTP,
nhung mdi lién hé can nguyén giita HPV va
UTP van chua dugc hiéu biét mot cach day
du.

Trong nghién cuau nay, viéc so sanh do
nhay d6 dac hiéu gitra phuong phap cua
chang t6i véi mot sé kit thuong mai hoa co
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chting chi IVD vén chwa duoc tién hanh thi
mot han ché khéac cua khao sat nay do 1a sb
luong ¢& mau udc tinh dua trén ty 1& nhiém
HPV ly tir nghién cau caa Jinn-Li Wang &
Dai Loan 1a 15.7%°. Ty I&¢ nay cao hon so
véi chung t6i bdo céo trong khao sat nay. Do
d6 cac nghién ctu tiép theo can phai thuc
hién trén mot sé lugng ¢& mau Ién hon nira
dé c6 thé c6 dua ra ty 1& nhiém HPV & bénh
nhan UTP chinh x4ac hon. Hon nita ¢& mau
trong khao sat nay cling khong mang tinh dai
dién cho quan thé bénh nhan UTP vi ching
t0i chi dua vao nghién ctu nay cdc bénh
nhan duoc lam sinh thiét phoi va la nhiing
bénh nhan ¢ giai doan muon can lam dot
bién EGFR cho muc dich diéu trj thudc dich.
Nhu vay trong khao sat nay chiang ta chua
biét dugc tinh trang nhiém HPV trén mé ung
thu ¢ cac bénh nhan UTP giai doan sém va
giai doan trung gian. Pay la nhitng bénh
nhan ma cac bac sy 1am sang thuong khong
chi djnh lam dot bién EGFR.

V. KET LUAN

Ty I& nhiém HPV-16/-18 & trong md sinh
thiét phoi ciia bénh nhan UTP trong khao sat
nay 1a 5.1%, trong d6 57.1% (8/14) 1a HPV-
16 va 42.9% (6/14) la HPV-18. Bénh nhén
nit UTP ¢ ty I& nhiém HPV cao hon bénh
nhan nam. Trong sé bénh nhan co dot bién
EGFR (+), bénh nhan nit ciing c6 ty 1& nhiém
HPV cao hon. Khéng cé su khac biét cé y
nghia thong ké vé tudi, md bénh hoc va giai
doan bénh voi tinh trang nhiém HPV trong
UTP. Can tién hanh nhitng nghién ciru sau
hon dé 1am séng to vai trd cua nhiém HPV
trong sinh bénh hoc ung thu phoi.
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NGHIEN CU’U NONG PO CYFRA 21-1 & BENH NHAN UNG THU VU

Nguyén Chinh Nghia®, Lé Thay Van?, Tran Thij Giang®

TOM TAT

Muc tiéu: 1. Khao sat su thay doi nong do
Cyfra 21-1 ¢ bénh nhan ung thu va. 2. Xac dinh
mdi twong quan gitra ndng d6 Cyfra 21-1 va nong
d6 mot s6 dau 4n khdi u khéc & bénh nhan ung
thu va. Phwong phap: Nghién ctu mé ta cit
ngang trén 40 bénh nhan UTV va 30 phu nir khoe
manh lam nhom ching. DPinh lugng Cyfra 21-1,
CA 15-3, CEA phan tich sb liéu va rat ra két
luan. Két qua: O bénh nhan UTV nong do Cyfra
21-1 tang cao so v&i nhom chung (3.72 ng/mL so
voi 2.08 ng/mL), p <0.001. C6 tuwong quan gitia
nong d6 Cyfra 21-1 va nong d6 CA 15-3 (r =
0.616, p< 0.001). Khéng c6 tuong quan giira
nong do Cyfra 21-1 va nong d6 CEA (r=0.069, p
>0.05).

SUMMARY

RESEARCH OF CYFRA 21-1
CONCENTRATIONS IN BREAST
CANCER PATIENTS

Objectives: 1. Survey the change of Cyfra
21-1 concentration in breast cancer patients. 2.
Determine the correlation between the
concentration of Cyfra 21-1 and the
concentration of some other tumor markers in
breast cancer patients. Methods: Cross-sectional
descriptive study on 40 breast cancer patients and

'Khoa Xét nghi¢ém — BV Tam Anh Ha Ngi,

2Khoa Hoa sinh — BV Bach Mai,

$Trung tam Gidi phau bénh,Vién K co sé Tan Triéu
Chiu trach nhiém chinh: Nguyén Chinh Nghia
Email: nghiabvbm@yahoo.com

Ngay nhan bai: 15.9.2022

Ngay phan bién khoa hoc: 19.9.2022

Ngay duyét bai: 24.9.2022

30 healthy women as a control group.
Quantitative Cyfra 21-1, CA 15-3, CEA data
analysis and draw conclusions. Results: In
patients with breast cancer, the concentration of
Cyfra 21-1 was higher than that of the control
group (3.72 ng/mL versus 2.08 ng/mL), with p
<0.001. There was a correlation between Cyfra
21-1 concentration and CA 15-3 concentration (r
= 0.616, p < 0.001). There was no correlation
between Cyfra 21-1 concentration and CEA
concentration (r=0.069, p >0.05).

I. DAT VAN DE

Ung thu va (UTV) 1a ung thu thuong gap
& phu nit, bénh c6 thé gap ¢ nhiéu do tudi,
sac toc khac nhau. Theo Co quan nghién ciu
Ung thu thé gisi, nam 2018, ty 1é mic UTV
& nir chiém 24,2% tong s6 cac ung thu & nit
trén toan thé gisi [5], s6 phu nit chét do UTV
wéc khoang 627 000 ngudi — gan 15% sb
ngudi tr vong do ung thu [6].

M6 bénh hoc 1a phuong phap chan doan
xac djnh UTV. Hoa md mién dich cho biét
tinh trang thu thé noi tiét va mac do boc 16
Her-2/neu va Ki-67 gitip tién luong va diéu
tri [1]. Tuy nhién nd doi hoi phai sinh thiét
dugc chinh xac khdi u, thoi gian cho két qua
lau. Hién nay, viéc tim kiém dau 4n khéi u
dic hiéu chan doan ung thu dang duoc quan
tam. Trong UTV mot s6 dau 4n khéi u nhu
CA 15-3, CEA...da duoc sur dung trén l1am
sang.

Cyfra 21-1 la dau an khéi u chu yéu st
dung trong chan doan ung thu phdi té bao
khéng nho. Tuy nhién, trén thé gioi, tir
nhitng nam 2000 (Bunzo Nakata va CS) [4]
hay gan day (Samia A. Ebeid va CS — 2017)
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[9] qua nhitng nghién ctru da dua ra két luan
c6 thé st dung ndéng do Cyfra 21-1 trong
chan doan va theo d&i diéu tri UTV. Trong
nuéc, hién ching t6i chwa tim thay nghién
ciru ndo V& van dé nay. Do vay, nghién cau
vé Cyfra 21-1 trong UTV 1a c6 ¥ nghia khoa
hoc va can thiét. Nham tim hiéu r& hon gia
tri cua xét nghiém Cyfra 21-1 trong UTV,
ching toi tién hanh nghién cou dé tai:
“Nghién citu néng @9 Cyfra 21-1 & bénh
nhan ung thw va” Vi nhirng muc tiéu sau:

1. Khao séat sy thay d6i nong d¢ Cyfra
21-1 6 bénh nhan ung thw vi.

2. Xac dinh méi twong quan giira nong
d Cyfra 21-1 va nong dd mét sé dau 4n
khéi u khac & bénh nhan ung thw vi.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong nghién ciru
Péi tuong nghién cau 1a bénh nhan UTV
dén kham tai vién K trung wong - co s& Tan

Il. KET QUA NGHIEN cU'U

Triéu tr ngay 12/12/2018 dén 15/01/2019.
Tiéu chuan lya chon:

- Nhém UTV: Bénh nhan dugc chan doan
xac dinh UTV bang giai phiu bénh, chua
dugc diéu tri hda chat, thudc, phau thuat.

- Nhém chung: Phu nir hoan toan khoe
manh dén kham sic khoe dinh ky.

+ S6 lwong: Nhom chang: 30 mau. Nhom
bénh: 40 mau, loai trir bénh nhan UTV tha
phét. bénh nhan mac kém cac ung thu khac.

2.2. Thoi gian va dia diém nghién ciru

- Thoi gian: Tur thang 12/2018 dén thang
05/2019.

- Pia diém: Bénh pham duoc thu thap tai
vién K co s& Tan triéu. Dinh luong céc chi
s6 CA 15-3, CEA, Cyfra 21-1 tai Khoa Hoa
sinh — Bénh vién Bach Mai.

2.3. Phwong phap nghién ciru:

Thiét ké nghién ciru: Nghién ciru mé ta
cit ngang.

Xir Iy s6 liéu bing phan mém SPSS 22.

3.1. Pic diém chung cia ddi twong nghién ciru
3.1.1. Vé tudiva 1y Ié mdc bénh theo dp tudi
Bing 3. 1. Tuéi trung binh va ty I¢ méc bénh theo dé tuéi ciia bénh nhan UTV

Do tudi <40 40-60 >60 p
Ty 1& méic bénh n 4/40 (10%) 24140 (60%) 12/40 (30%) | <0.001
va tudi TB X +SD 54,13 + 1,96

Nhgn xét: Trong nhom UTV, tudi trung binh caa bénh nhan 13 54,13 + 1,96 (nam).
- Nhom co do tudi tir 40 - 60, ty 1& mic bénh cao nhat (60%), roi dén nhom > 60 tudi
(30%), thap nhat & nhdm <40 tudi (10%), su khac biét vé ty 1é méac bénh ¢ ba nhém tudi 1a cd

¥ nghia thong ké véi p < 0,001.
3.1.2. V& két qua giai phau bénh

Bing 3. 2. Ty Ié bénh nhén ung thuw vii theo két qud gidi phdu bénh

Thé bénh n %

Carcinoma biéu mé xam nhap khong dic hiéu 16 53,33
Carcinoma biéu md ng xam nhap 9 30

Thé khéc 5 16,67

32



TAP CHi Y HOC VIET NAM TAP 519 - THANG 10 - SO CHUYEN DE - 2022

Nhgn xét: Trong nhdm UTV - Ty Ié bénh - Sb bénh nhan con lai mac UTV thuoc
nhan bi carcinoma biéu mé xam nhap khéng thé khac nhu carcinoma thé noi 6ng,
dic hiéu chiém ty 1¢ cao nhit (53,33%). Ty 1&6  carcinoma thé nhay chiém ty 1& thip
bénh nhan bi carcinoma biéu mé éng xam  (16,67%).
nhap dtng thir hai (30%)

3.1.3. Ty I¢ ting nong dé cdc diu én khéi u trén bénh nhén ung thw vii
Bing 3. 3. Ty Ié bénh nhin UTV c6 nong dp CA 15-3, CEA va Cyfra 21-1 ting

DAu An khéi L . Sé B;N c;ﬁ n(‘jng do % Gia tr_iitham
dau an tang chieu
Cyfra 21-1 (ng/mL) 40 28 70 <3,3
CA 15-3 (U/mL) 40 13 32,5 <25
CEA (ng/mL) 40 5 12,5 <43

Nhan xét: O bénh nhan UTV - C6 28/40 (70%) bénh nhan c6 ndng d6 Cyfra 21-1 ting cao
hon gié tri tham chiéu.

- C6 13/40 (32,5%) bénh nhan c6 ndng do CA 15-3 ting cao hon gia tri tham chiéu.

- C6 5/40 (12,5%) bénh nhan ¢ nong do CEA ting cao hon gia tri tham chiéu.

3.2. Khao sat nong dé Cyfra 21-1 & cac nhom nghién cieu

3.2.1. Phdn phoi tan sudt nong dp Cyfra 21-1 6 ting nhém

40 5 —
< i /
“1'-“' ,‘?"ﬁ' 6 ".l I\\I"'.
3 5 & .
i n {
20 -
I'IIE NE
- [ o 5
10 4 \ 2- \
) ‘
o= | T 1 0 \HH'I'
00 500 1000 1500 2000 2500 00 100 200 3o 400 500
Cyfra21-1 Cyfra 21-1

Biéu dé 3. 2. Phin phéi néng dp Cyfra 21-1 6 nhom bénh (trdi) va nhém chieng (phii).

Nhan xét: - Nong d6 Cyfra 21-1 & nhom bénh c6 xu huéng léch tréi tap trung ¢ khoang
3+10 ng/mL.

- Nong do Cyfra 21-1 & nhdm ching phan phéi chuan tap trung tir 1,5+3 ng/mL.

3.2.2. Nong d@é Cyfra 21-1 huyét twong & nhém ung thw vii so véi nhém chirng

Bang 3. 4. So sanh néng dd Cyfra 21-1 & nhém UTV véi nhém chirng
Nhom UTV (n=40) Nhom chang (n=30) p

Cyfra 21-1 (ng/mL) 2,63- 3,72 -8,30 0,99- 2,08 — 3,62 < 0,001

Nhan xét: Nong do Cyfra 21-1 & nhém bénh nhan UTV ting cao so v6i nhém ching, su
khéc biét nay c6 ¥ nghia théng ké (p <0,001).
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3.2.3. Két qud néng dé Cyfra 21-1 ciia bénh nhan ung thuw vii theo dé tudi
Bing 3. 5. Nong dp Cyfra 21-1 ciia bénh nhin UTV theo dj tudi

P P Cyfra 21-1 (ng/mL)
D9 tudi (ndm) n (5% -Trung vi -95%) p
<40 4 3,08—-3,65-7,16
40-60 24 2,56 — 3,66 — 5,67 0.151
>60 12 2,67 —-4,61-1517

Nhdgn xét: O bénh nhan UTV, vé gié tri tuyét d6i, cd khac biét vé nong do Cyfra 21-1
gitta cac do tudi. Tuy nhién sy khac biét lai khong co y nghia thdng ké véi p > 0,05.

3.2.4. Nong d@é Cyfra 21-1 ciia bénh nhén ung thuw vii theo két qua gidi phdu bénh

Bdng 3. 6. Nong dé Cyfra 21-1 theo phdn logi gidi phdu bénh ciia bénh nhan UTV

Két qua giai phiu benh (Céz’/zr"’_‘rfjn; f/rl‘gg”;(!/‘o)) 0
Carcinoma biéu mé xam nhap khong dic hiéu do 11 2,50 -3,73-6,95
Carcinoma biéu mé xam nhap khong dac hiéu do 111 2,72 - 4,29 - 20,84
Carcinoma biéu md ng xam nhap do 11 2,76 —3,4—7,29 0,693
Carcinoma biéu mé dng xam nhap d6 111 3,03-4,28-8,82
Thé khac 3,52 — 4,37 — 4,82

Nhgn xét: - Nhém carcinoma biéu mé xam nhap khong dac hiéu do 111 ¢ nong do Cyfra
21-1 cao hon so voi do Il.

- Nhém carcinoma biéu mé thé dng xam nhap dac hiéu do 111 c6 nong do Cyfra 21-1 cao
hon so vai @6 I1. C6 khéc biét vé nong d6 Cyfra 21-1 giita cac nhém bénh, ndng do nay ting
theo murc do mo hoc tirng nhém bénh. Tuy nhién, khac biét khong co y nghia thong ké (p
>0,05).

3.3.Twong quan giira ndng d9 Cyfra 21-1 véi ndng dé CA 15-3, CEA & bénh nhan ung
thu vu

3.3.1. Két qud néng d¢ CA 15-3, CEA ciia nhom UTV so véi nhom chieng

Bing 3. 7. So sdnh néong djp CA 15-3 va CEA ¢ 2 nhém nghién ciru

Dau an khéi u Nhom UTV (40) Nhom ching (30) P
CA 15-3 (U/mL) 7,26 -17,81-90,2 5,27 — 13,0 — 22,48 003
(5% -Trung vi- 95%) ’
CEA (ng/mL) 0,79 -1,99 — 7,46 0,99 — 2,29 — 3,46 0.420
(5% -Trung vi- 95%) '

Nhdn xét: - Nong do CA 15-3 huyét trong & nhém bénh tang cao so véi nhém chung, su
kh&c biét nay 1a c6 ¥ nghia théng ké (p <0,05).

- Khong thiy su khéc biét co v nghia théng ké vé& nong d¢6 CEA gitra 2 nhém (p >0,05).

3.3.2. Twong quan giita néng dp Cyfra 21-1 va néng dp CA 15-3 6 bénh nhéin ung thw
va
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Biéu dé 3.3. Moi twong quan giiva nong dp Cyfra 21-1 va nong dp CA 15-3
Nhgn xét: Phuong trinh twong quan giira nong do Cyfra 21-1 va CA 15-3 la
y=49+6.57X | - 0616. C6 mbi twong quan twong ddi chat gita ndng do Cyfra 21-1 va
CA 15-3 ¢ bénh nhén UTV (p <0,001).
3.3.3. Moi twong quan giita nong dp Cyfra 21-1 va néng dp CEA & bénh nhin ung thw
vVu
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Cyfra 21-1
Biéu dé 3.4. Méi twong quan giiva néng dé Cyfra 21-1 va néong dp CEA
Nhdn xét: Phuong trinh twong quan giita nong q¢ Cyfra 21-1 va CEA: y=3.73+0.32x T
= 0.069 (p > 0,05). Khong c6 tuong quan gitta nong do Cyfra 21-1 va CEA & bénh nhan
uTVv.
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IV. BAN LUAN

4.1. V& dic diém cia ddi twong nghién
ctru

4.1.1. Pic diém tuéi ¢ bénh nhin ung
thu VU

Bang 3.1 cho thdy trong s6 nhiing bénh
nhan UTV, nhém c¢6 d¢ tudi 40-60 chiém ti
I¢ cao nhit téi 60%, nhém c6 do tudi >60
chiém 30% va thap nhat 1a nhom c6 do tudi
<40 chi chiém 10%, su khéc biét vé ty 1é mic
bénh gitra cac nhém tudi 1a co ¥ nghia théng
ké (p <0,001).

Tudi trung binh caa bénh nhan UTV trong
nghién ctru cua chang téi la 54,13 + 1,96
(nam), két qua nay phl hop véi nghién cau
cua Bunzo Nakata va CS (2000) nghién cuu
trén 100 bénh nhan UTV thay tudi trung binh
la 54,8 £11,3 (nam) [4], Luca Giovanella va
CS (2002) thay tudi trung binh cua bénh
nhan UTV 1a 53,6 = 10,6 (nam) [7].

UTV gap cha yéu ¢ d6 tudi 40-60 va giam
dan sau do tudi 60 do UTV c6 lién quan dén
tudi man kinh ¢ phu nit. Sau mén kinh chirc
nang budng trimg suy giam dan dén giam san
Xuét estrogen, anh huéng dén ty Ié tang sinh
té bao, cu thé estrogen thiic day su phét trién
cua hé théng éng 1am ting nguy co UTV do
viéc kich thich ting sinh cac té bao chua biét
hoa, ndng d6 hormon nay giam dan lam giam
ty 16 UTV & phu nir sau man kinh.

4.1.2. Vé két qua gidi phiu bénh ¢ bénh
nhdn ung thw vu

Bang 3.2 cho thiy da s6 bénh nhan UTV
thugc nhom carcinoma biéu mé xam nhap
khong dic hiéu chiém 53,33 % (16/30), tiép
theo la carcinoma biéu md 6ng xam nhap
30% (9/30), con lai la céc thé khac. Két qua
nghién ctu caa chdng tdi c6 su khac biét so
véi nghién cau caa Nguyén Ngoc Trung va
CS (2017) [3]: carcinoma biéu md ng xam
nhap chiém ty I& cao nhat 1a 80% (41/50) va
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cac thé khac chiém 20%, Tran Bac Hung va
CS (2015) [2] ciing cho thiy ty 1& carcinoma
biéu md éng xam nhap chiém ty & cao nhat
1a 73,3 % (55/75). Tuy nhién, carcinoma biéu
md 6ng xam nhap va carcinoma biéu mo
xam nhap khong dic hiéu van 1a cac thé hay
gap trén 1am sang.

4.2. Ban vé nong d Cyfra 21-1 huyét
twong ¢ bénh nhan ung thw va

4.2.1. Nong dp Cyfra 21-1 huyét twong ¢
nhom UTV va nhom chirng chirng

Bang 3.4 cho thiy: Nong do Cyfra 21-1
huyét trong & nhém UTV ¢6 trung vi l1a 3,72
ng/mL. cao hon so vo&i nghién ctu cua
Giovanella va CS (2002) thiy nong do Cyfra
21-1 trung binh 1a 2,9 ng/mL [7]. Két qua
chénh léch nhu vay c6 thé do phuong phap
dinh luong noéng do cac dau an khac nhau
gitra cac nghién cuau, chung t6éi st dung
phuong phap mién dich dién hoa phét quang
(ECLIA-  Electro  ChemilLuminescence
Immuno Assay) dé dinh lugng nong do dau
an khéi u, trong khi Giovanella lai sir dung
ki thuat mién dich phéng xa (IRMA —
ImmunoRadioMetric Assay).

Bang 3.4 ciing cho biét nong d6 Cyfra 21-
1 & nhém UTV cao gap gan hai 1an nhém
chang, su khac biét 1a c6 ¥ nghia thdng ké (p
<0,001). Két qua nay phu hop véi két qua
cua cac nghién ctru trude déu nhan thay cé
su ting nong do Cyfra 21-1 & nhém bénh so
véi nhom chang va khac biét 1a ¢6 y nghia
thdng ké. Chinh vi vay, c6 thé ndi ndng do
Cyfra 21-1 tang cao bao hiéu kha nang bi
UTV.

Hon nita két qua bang 3.3 cho thay ty I¢
bénh nhan UTV c6 nong do Cyfra 21-1 ting
cao so véi gia tri tham chiéu chiém toi 70%,
trong khi ty 1& bénh nhan UTV c6 ndng do
CA 15-3 tang la 32,5% va CEA tang la
12,5%. Can nghién ctu thém véi c& mau lén
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hon véi cac giai doan khac nhau cua UTV
dé hiéu rd hon gia tri chan doan UTV cua
Cyfra 21-1.

4.2.2. Nong dp Cyfra 21-1 huyét twong
theo dé tudi

Bang 3.5 cho thay & ca hai nhom, ndng do
Cyfra 21-1 déu khac biét khong co ¥ nghia
thdng ké khi danh gia theo nhém tudi. Cac
nghién ctu trude day khong khao sat nong
d6 Cyfra 21-1 theo dic diém nay cuaa bénh
nhan. Do vay c6 thé dwa ra nhan xét 1a khdng
can hiéu chinh ngudng chan doan Cyfra 21-1
theo do tudi & bénh nhan UTV.

4.2.3. Nong dp Cyfra 21-1 huyét twong
theo két qua gidi phéu bénh

Bang 3.6 cho thiay nong do Cyfra 21-1
khac nhau gitra cAc nhom bénh va tang theo
mirc d6 md hoc trong tirng nhdm bénh. Do
md hoc 1a mét yéu t tién lwong quan trong
mac di n6 khong dugc st dung dé danh gia
giai doan. Do md hoc dya vao sy hinh thanh
dng nho, su da hinh thai caa nhan va hoat
dong nhan chia ap dung cho ung thu biéu mé
xam nhap. UTV dugc chia lam 3 do: d6 ac
tinh thap, trung binh va cao, &4p dung hé
théng chia d6 nay cho thay ty 18 song thém
sau 5 nam véi u ¢6 @6 mo hoc 1 1a 79%, d6 3
la 25%. Ty l¢ song thém 10 nam giam xuéng
con 45% & u ¢c6 @6 mb hoc 1 va 13% & u ¢o
d6 mod hoc 3. Nhu vay, nong do Cyfra 21-1
huyét twong tang lién quan dén mirc do bénh
va gia tri nong d6 Cyfra 21-1 giup tién lugng
6 bénh nhan UTV.

4.3. V& moi twong quan giira ndong dd
Cyfra 21-1 véi ndng d CA 15-3, CEA.

4.3.1. Két qud nong dp CA 15-3, CEA ¢
nhom UTV va nhom chirng

Bang 3.9 cho thdy nong do CA 15-3 ¢
nhém UTV ¢6 trung vi 1a 17,81 U/mL, thap
hon két qua cua Samy (2010) (35,6 + 0,6)
[8], Giovanella va CS (2002) (28,8 U/mL)

[7] va Nguyén Ngoc Trung (2017) (23,15 +
22,51 U/mL) [3]. O céc nghién ciu trén sy
khac biét vé nong d6 CA15-3 huyét tuong
gitta nhom ching va bénh déu c6 ¥ nghia
thdng ké vai p <0.05.

Nong do CEA ¢ nhém UTV c6 trung vi la
1,99 ng/mL, thap hon két qua cua céc tac gia
Giovanella (2002) (4,2 ng/mL) [7], Samy
(2010) (4,3 + 0,7 ng/mL) [8] va Nguyén
Ngoc Trung (2017) (8,45 % 5,34 ng/mL) [3].
Sy khéc biét vé nong d6 CEA giita nhom
chitng va nhom bénh trong nghién ctru cua
c4c tac gia ké trén 1a co y nghia théng ké, tuy
nhién trong nghién ciru caa chang toi lai thay
khong c6 khéac biét c6 y nghia thong ké (p
>0.05).

S¢ di co6 khac biét trong két qua nghién
ctru nhu vay c6 thé do ¢ mau khac nhau
gitra c&c nghién curu, giai doan bénh khi bénh
nhan duoc lya chon vao nghién cau c6 thé
khac nhau.

4.3.2. Sw twong quan giiva néong dé Cyfra
21-1, CA 15-3 va CEA 6 bénh nhdn ung thw
vu

Két qua tir phan 3.3.2 cho thay co tuong
quan tuong di chit gitra nong do Cyfra 21-1
huyét twong va nong do CA 15-3 huyét
tuong ¢ bénh nhan UTV (r=0.616, p <0,001).
Két qua nay cao hon két qua cua Nakata va
CS (2000) (r=0.255, p <0,05) [4].

Két qua tir phan 3.3.3 cho thay khdng c6
tyong quan giita ndong do6 Cyfra 21-1 huyét
tuong va néng d6 CEA huyét twong ¢ bénh
nhan UTV (r=0,069, p >0,05). Két qua nay
phi hop véi két qua cua Nakata va CS
(2000) (r=0,058, p >0,05) [4].

+ V& sw can thiét cia viée dinh hrong
Cyfra 21-1 ¢ bénh nhan ung thw va

UTV la ung thu kha pho bién ¢ phu ni,
nd anh huong tidu cuc dén sic khoe va tham
chi 12 gay tir vong cho nhiéu phu nit. Vé
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phuong dién hoa sinh 1dam sang, hién nay
nhiing xét nghiém dau an khéi u trong UTV
con chua nhiéu va con ¢d nhiing han ché.

Cho téi nay, xét nghiém Cyfra 21-1 dugc
biét dén trén 1am sang cha yéu voi vai trd
dau 4n khéi u trong ung thu phdi té bao
khéng nho. Tuy nhién, gan day, nhiing
nghién ciu trén thé gisi ciing nhu nghién
ciu cua ching tdi cho thay xét nghiém
Cyfra 21-1 c6 gia tri nhat dinh trong UTV.
Cyfra 21-1 véi phuong phap dinh lugng tién
tién, lay mau va phan tich khéng phuc tap, co
thé thuc hién dé& dang trén cac may xét
nghiém mién dich pho bién hién nay, thém
vao d6 gia xét nghiém tuong ddi ré. Chinh vi
vay viéc trién khai xét nghiém Cyfra 21-1 ¢
bénh nhan UTV la can thiét va kha thi.

V. KET LUAN

Qua nghién ctru ndng do Cyfra 21-1 huyét
tuong trén 40 bénh nhan UTV va 30 phu ni
khoe manh lam nhom ching, ching t6i co
két luan sau:

1. Nong do Cyfra 21-1 ¢ nhém UTV cao
hon so vai nhém chang (3.72 ng/mL so voi
2.08 ng/mL), khéc biét co y nghia théng ké
véi p <0.001.

2. O bénh nhan ung thu va

- Nong do Cyfra 21-1 va nong do CA 15-
3 ¢6 tuong quan twong dbi chat (r = 0,616,
p< 0,001).

- Nong d6 Cyfra 21-1 va nong do CEA
khong c¢6 tuong quan vai nhau (r=0,069, p
>0,05).

Pay méi la nhitng nghién ciru dau tién vé
Cyfra 21-1 ¢ bénh nhan UTV tai Viét Nam,
v6i s6 mau con it va chua dugc nghién ctu
trén cac giai doan cua bénh. Do vay, can
nghién ctru véi ¢& mau 16n hon va trong cac
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giai doan khac nhau cia UTV nham tim hiéu
& hon vé gié tri nong d6 Cyfra 21-1 trong
UTV.
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KHAO SAT TY LE NHIEM HPV O PHU NT¥ O KET QUA
TE BAO HOC CO T CUNG BAT THUO'NG VO'T HAI PHUONG PHAP
APTIMA HPV VA REALTIME PCR HPV

Luu Nguyén Trung Théng*, Nguyén Thi Bing Swong*/**,

Huynh Giang Chau***, Ngé Qudc Pat**,

L& Nguyén Thio Phwong**** Nguyén Hirtu Huy*, Lé Minh Khoi */**

TOM TAT

Pit van dé: Nguyén nhan chinh gay nén
hiém hoa UTCTC la vi rat u nha ¢ nguoi (HPV —
Human Papilloma Virus), moét tac nhan lay
truyén qua dudng tinh dyc. Hién nay c6 rét nhiéu
phuong phap dé phat hién nhiém vi rat HPV. Cac
xét nghiém sinh hoc phéan tir d@ md ra mét cude
cach mang mai trong nghién ciu va chan doan
lam sang, tuy nhién viéc phat hién HPV DNA ¢6
thé chi cho thay tinh trang nhiém vi rat thoang
qua, khong co nghia 1a tién ung thu hoic
UTCTC. Vi vdy, mot s6 phuong phap xét nghiém
dua trén viéc phat hién mRNA tuir cac gen gay
ung thu E6/E7 ciia HPV cac typ nguy co cao da
dugc phét trién, d6 1a xét nghiém Atipma HPV.

Muc tiéu nghién ciu: Xac dinh ty I&¢ nhiém
HPV & phu nit c6 két qua té bao hoc c6 tir cung
bat thuong theo 2 phuong phéap (Atipma HPV va
Realtime PCR HPV).

Phwong phap nghién ciu: Nghién ctu cat
ngang md ta trén 104 bénh nhan nir dén kham tai
Bénh vién Hung Vuong, tir thang 03/2020 toi

*Bénh vién Dai hoc Y Duwoc TP.HCM

**Pai hoc Y Duoc TP.HCM

***Bénh vién Hung Viuong

****Trong THPT chuyén L& Hong Phong
TP.HCM

Chiu trach nhiém chinh: Nguyén Thi Bing Suong
Email: suong.ntb@umc.edu.vn

Ngay nhan bai:

Ngay phan bién khoa hoc:

Ngay duyét bai:

thang 07/2020 c6 két qua t& bao hoc cb tir cung
Thinprep bat thuong.

Két qua: Xét nghiém Aptima HPV phét hién
53 ca duong tinh /104 ca c6 két qua té bao hoc
bat thuong (chiém ty 18 51,0%) va Realtime PCR
HPV phét hién 64 ca duong tinh /104 ca c6 két
qua té bao hoc bét thuong (chiém ty 16 61,5%).

Két luan: Xét nghiém Realtime PCR HPV ¢
ty 1¢ duong tinh cao hon Aptima HPV trén nhom
phu nit ¢6 té bao hoc cb tir cung bét thuong, tuy
nhién nguy co méic tén thwong c¢d tir cung trén
muac ASC-US khi xét nghiém HPV mRNA
duong tinh cao hon so voi khi xét nghiém HPV
DNA duong tinh

Tir khoéa: Ung thu cd tir cung, Human
Papilloma Virus, Atipma HPV, Realtime PCR
HPV.

SUMMARY

DETERMINATION OF HPV IN
WOMEN WITH ABNORMAL
CERVICAL CYTOLOGY RESULTS
WITH TWO METHODS APTIMA HPV
AND REALTIME PCR HPV

Background: The main cause of cervical
cancer is the human papilloma virus (HPV), a
sexually transmitted agent. Currently, there are
many methods to detect HPV infection.
Molecular biology tests have ushered in a new
revolution in clinical research and diagnosis, but
detection of HPVV DNA may indicate transient
viral infection, not premalignant or cervical
cancer. Therefore, a method based on the
detection of mRNA from the E6/E7 oncogenes of
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high-risk HPV types have been developed,
namely the Atipma HPV test.

Objective: The aim of the study was to
determine HPV infection rate in women with
abnormal cervical cytology results by 2 methods
(Atipma HPV and Realtime PCR HPV).

Methods: A descriptive cross-sectional study
was conducted with 104 female patients who
visited Hung Vuong Hospital from March 2020
to July 2020 and had abnormal Thinprep cervical
cytology results.

Result: Aptima HPV test detected detected 53
positive cases / 104 cases with abnormal
cytology results (51.0%) and Realtime PCR HPV
detected 64 positive cases /104 cases with
abnormal cytology results (61.5%).

Conclusion: Realtime PCR HPV test has a
higher positive rate than Aptima HPV in women
with abnormal cervical cytology, but the risk of
cervical lesions above ASC-US level with
positive HPV mRNA test result is higher than
positive HPV DNA test result.

Key words: Cervical cancer, Human
Papilloma Virus, Atipma HPV, Realtime PCR
HPV.

I. DAT VAN DE

Theo T6 chic Y t& Thé gidi, Ung thu ¢
tr cung (UTCTC) 1a loai ung thu phd bién
dimg hang tht tu & nir gidi. Nguyén nhan
chinh gy nén hiém hoa UTCTC 1 vi rit u
nhi & nguwoi (HPV — Human Papilloma
Virus), mot tac nhan lay truyén qua dudng
tinh duc. Viéc phat hién HPV DNA c6 thé
chi cho thay tinh trang nhidém vi rit thoang
qua, khong co nghia 13 tién ung thu hoic
UTCTC [3], [4]. Vi vay, xét nghi¢ém Aptima
HPV duya trén viéc phat hién mRNA tu cac
gen gay ung thu E6/E7 cia HPV cac typ
nguy co cao di dugc phat trién nhim gop
phan giam ganh ning bénh tat va chi phi
cham séc stc khoe lién quan dén soi ¢o tir
cung [6]. Nghién ciru tién hanh nhdm so sanh
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ty 1¢ duong tinh véi xét nghi¢ém Aptima HPV
va x¢t nghiém Realtime PCR HPV trén nhém
phu nit c6 phat hién bat thuong té bao hoc cd
tor cung.

Muc tiéu nghién cau: Xdc dinh ty 1é
nhiém HPV & phu nir c6 két qud té bao hoc
Co tir cung bdt thirong theo 2 phwong phdp
(Atipma HPV va Realtime PCR HPV).

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

Bénh nhan nit dén kham tai Bénh vién
Hung Vuong, tr thang 03/2020 toi thang
07/2020 c6 két qua té bao hoc cb tir cung
Thinprep bét thuong.

Tiéu chud@n nhdn vao

- Bénh nhan trén 18 tudi dén kham tai
bénh vién Hung Vuong c6 két qua té bao hoc
Thinprep bt thuong.

- Bénh nhan c6 chi dinh 1am xét nghiém
Aptima HPV.

- Bénh nhan ddng y tham gia nghién ctru.

Tiéu chudn logi trie

- Bénh nhan mang thai.

-Bénh nhan di dugc diéu tri d6t hodc
khoét chop, hoidc cit ¢d tir cung.

- Bénh nhan tir chdi tham gia nghién ciru.

Phwong phap nghién ctu

Thiét ké nghién cau: Nghién ctu cat
ngang mo ta

C& mau: C& mau duoc udc luong theo
cong thuc:

Nhiéu nghién ciru trén thé gi6i c6 sy khac
biét vé ty 18 p (55- 75%). O Viét Nam,
nghién ctru nim 2016 cta tac gia Nguyén
Ngoc Lam thyuc hién tai bénh vién Dai hoc Y
Duoc co s6 2 trén cling ddi twong cho ty 1¢ 1a
63,2% [1]. Do do, nghién ctru lya chon p =
0,632, d =0,1. Két qua tinh duoc N = 90.

Phuong phap 1ay mau: Thu thap théng tin
tir phiéu chi dinh xét nghiém, hdi cau két qua
xét nghiém HPV Aptima va té bao hoc c¢b tir



TAP CHi Y HOC VIET NAM TAP 519 - THANG 10 - SO CHUYEN DE - 2022

cung Thinprep, thuc hién xét nghiém
Realtime PCR HPV.

Thu thap va xi ly sé liéu. Sau khi thu
thap sb liéu, ching tdi tién hanh tong hop,
phan tich, xu ly sé liéu va viét béo céo. Céc
s6 lieu s& duoc nhap va xir 1y sb liéu bang
phan mém SPSS phién ban 20.0.

Gidy phép Y dirc

Nghién ctru nay dugc thong qua boi Hoi
doéng Pao duc trong nghién ctru Y sinh hoc
Pai hoc Y Duge TP.HCM, sb 758/HDDD-
DHYD ngay 24/10/2020 va Chap thuan cua
Ban Giam déc BV. PSQTSG theo Quyét
dinh s  57/11/QP-TCBV.20  ngay
27/11/2020.

I1. KET QUA NGHIEN cU'U
Trén 104 mau nghién ctu, nhém té bao

hoc ¢b tr cung ASC-US la cao nhat, gom
67/104 ca (chiém 64,4%), nhém LSIL cao
tha hai gdm 29/104 ca (chiém 27,9%) va
nhém c6 bat thuong tir mirc HSIL tro 1én 1a
thip nhat, gdm 8/104 ca (chiém 7,7%). Ty 1&
cac dbi tuong c6 bat thuong té bao hoc ¢b tir
cung trén mac ASC-US 1a 37/104 ca (chiém
35,6%).

Khi thuc hién hai phuong phap xét
nghiém phat hién vi rat HPV, chdng toi ghi
nhan 53/104 ca duong tinh vai xét nghiém
Aptima HPV (chiém 51,0%) va 64/104 ca
duong tinh véi xét nghiém Realtime PCR
HPV (chiém 61,5%). Trong d6, c6 01 trudng
hop xét nghiém Aptima HPV cho két qua
duong tinh nhung Realtime PCR cho két qua
am tinh, 14 truong hop Aptima HPV am tinh
nhung Realtime PCR duong tinh.

Bing 1: Méi lién quan giiva cdc bit thwong TBH CTC va xét nghigm phdt hién HPV

MRNA
HPV mRNA
TBHCTC Am tinh Dwong tinh Giatrip PR KTC 95%
n % n %
ASC-US 41 80,4 26 49,1
> LSIL 10 19,6 27 50,9 0,001 4,26 1,24 -10,23
Téng cong 51 100,0 53 100,0

Véi két qua trén, ching tdi nhan thiy giita cac dbi tugng c6 va khdng phét hién HPV
mRNA trén mau bénh pham, su khac biét vé bat thuong TBH CTC c6 ¥ nghia thdng ké voi
kiém dinh Chi binh phuong p = 0,001 < 0,05. Nguy co mac tén thuong trén miac ASC-US
tang gap 4,26 lan khi xét nghiém phét hién mRNA HPV dwong tinh.

Bdng 2: Méi lién quan gi@a cac bdt thwong TBH CTC va xét nghiégm phat hign HPV

DNA
HPV DNA
TBHCTC Am tinh Dwong tinh Giatrip PR KTC 95%
n % n %
ASC-US 32 80,4 35 54,7
> LSIL 8 19,6 29 45,3 0,009 3,31 1,32-8,30
Téng cong 40 100,0 64 100,0
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Giita cac ddi trong c6 va khong phat hién HPV DNA trén mau bénh pham, su khac biét vé
bat thudng TBH CTC c6 Y nghia théng ké voi kiém dinh Chi binh phwong p = 0,009 < 0,05.
Nguy co mac ton thuong trén mic ASC-US tang gap 3,31 lan khi xét nghiém phéat hién HPV

DNA duong tinh.

IV. BAN LUAN

Bing 3: Ty Ié dwong tinh véi HPV DNA 6 cdc nhém bt thwong TBH CTC khi siv dung

hwong phdp Realtime PCR trong mt sé nghién ciru

Ty Ié¢ dwong tinh Realtime PCR HPV DNA 6 cac
Tén t4c gia va noi nghién ciru nhém bat thwong TBH CTC (%)
ASC-US LSIL > HSIL
Nghién ctu nay 52,2 79,3 75,0
Nguyén Ngoc Lam (Viét Nam,
46,3 85,7 100,0
2016) [1].
Al-Awadhi (Kuwait, 2013) [2]. 46,0 89,0 74,0
Salimovic Irma (Bosnia va
. ( 45,2 63,2 75,6
Herzegovina, 2013) [7].

Trong nghién cuu cua ching t61, xét
nghiém Realtime PCR tim HPV DNA véi
doan mdi GP5+/GP6+ cho két qua duong
tinh 64/104 miu nghién ctu. Ty 1& nhiém
HPV ¢ nhém ASC-US chiém 52,2%, nhom
LSIL 14 79,3% va nhom > HSIL 1a 75%. So
sanh voi cac nghién clru cung st dung k¥
thuat Realtime PCR, cac két qua co su twong
dong. Tai Viét Nam, nghién ctru cia tac gia
Nguyén Ngoc Lam nam 2016 cho thiy ty 18
duong tinh HPV DNA ¢ nhom ASC-US,
LSIL, HSIL lan luot 1a 46,3%, 85,7% va
100% [1]. Nghién ctru cuia Al-Awadhi nam
2013 tai Kuwait ciing c6 két qua tuong dong
vé6i ty 1é nhiém HPV DNA & nhém ASC-US
la 46%. Ty 1€ nay ¢ nhém LSIL la 89% va
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nhom > HSIL la 74% [2]. Trong cung nam
2013, tac gia Irma Salimovic va cac cong sy
cong bd ty 16 nhiém HPV trén 147 ddi tuong
¢6 bat thuong TBH CTC bang phuong phap
Realtime PCR. Cac nhom ASC-US, LSIL,
HSIL trong nghién ctru c6 ty 1€ duong tinh
HPV DNA lan luot la 452%, 63,2% va
75,6% [7]. D6i véi cac nghién ctu trén phu
nit ¢6 bat thuong TBH CTC st dung céc
phuong phap phat hién HPV DNA khéc, két
qua khong c6 nhidu thay d6i. Mirc do bt
thuong TBH CTC cang cao thi ty 1& nhiém
HPV cang tang. Didu nay cang cho thiy rd
vai trd ciia HPV trong céac bién d6i tién ung
thu va UTCTC.
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Bing 4: Ty 1¢ dwong tinh véi HPV mRNA é cic nhém bit thwong TBH CTC khi sir
dung phwong phdp Aptima HPV trong mét sé nghién civu

e Ty 1é dwong tinh Aptima HPY mRNA ¢ cac nhom bit
Tén tac gia \:a noi nghién thwong TBH CTC (%)
eud ASC-US LSIL > HSIL
Nghién ctu nay 36,0 75,9 62,5
Ge Yimin (Hoa Ky, 2017) [5] 51,0 63,0 97,0
Stoler (Hoa Ky, 2013) [8] (chi 420
trén nhom ASC-US) ’

Xét nghiém Aptima HPV phat hi¢n
mRNA HPV trong nghién ctru ctia chiing t61
chi cho két qua duong tinh 53/104 mau
nghién ctru (51,0%). Ty 1€ duong tinh véi
HPV ¢ nhom ASC-US la 36%, nhdm LSIL
14 75,9% va nhém > HSIL 1a 62,5%. Két qua
nay thip hon so voi nghién ciru cia tac gia
Stoler nam 2013 trén d6i twong c6 bat
thuong TBH ASC-US cho ty 1¢ duong tinh &
nhom nay la 42% [8]. Nam 2017, tac gia
Yimin Ge phan tich xét nghiém Aptima HPV
trén 175 d6i twong. Ty 1& duong tinh HPV
mRNA & cac nhém ASC-US, LSIL, > HSIL
1an luot 12 51%, 63% va 97% [5].

Ngoai ra, nghién ctu cua chung t61 cho
thdy nguy co méc ton thuong trén mirc ASC-
US sé& tang gip 4,26 1an khi xét nghiém phat
hién mRNA HPV duong tinh (Bang 1). Ty 1¢
nay cao hon so véi khi xét nghiém Realtime
PCR HPV la 3,31 lan (Bang 2). Diéu nay la
hop 1y vi xét nghiém mRNA HPV duong
tinh trong giai doan biéu hién gen E6/E7 clia
vi rat, gitp phan bi¢t dugc cac truong hop
nhiém dai dang c6 thé kém céc bién do6i vé té
bao ¢6 tir cung.

V. KET LUAN

Qua két qua nghién ctru cho thay:

—  Xeét nghiém Aptima HPV phat hi¢n
53 ca duong tinh /104 ca co két qua té bao

hoc bat thuong (chiém ty 1é 51,0%) va
Realtime PCR phéat hién 64 ca duong tinh
/104 ca c6 két qua té bao hoc bat thuong
(chiém ty 1& 61,5%).

—  Nguy co mic ton thuong trén muc
ASC-US khi xét nghi¢ém HPV mRNA duong
tinh cao hon so voi khi xét nghiém HPV
DNA duong tinh.
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GIA TRI CUA ADENOSIN DEAMINASE, IL-1 BETA, IL-2, TNF-ALPHA,
INTERFERON- GAMMA TRONG DICH CHOC DO GOP PHAN
PHAT HIEN LAO NGOAI PHOI

TOM TAT

Bénh lao la van dé& siac khoe cong dong
nghiém trong toan cau. Chan doan lao ngoai phdi
con gap nhiéu kho khin do ty Ié phat hién vi
khuan lao rat thip. Phat hién su bién doi
Adenosin Desaminase (ADA), IL-1B, IL-2, TNF-
a, IFN-y (& dich choc do 6 bung, khoang mang
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phdi, dich ndo tay) dwoc giai phong tir cac dai
thuc bao va bach cau don nhan c6 gi4 tri trong
chan doan bénh lao. Muc tiéu: Xac dinh diém cit
t6i wu cia ADA, IL-1p, IL-2, TNF-a, IFN-y &
cac dich choc do nhiam gop phan chan doan lao
mang phdi, mang bung, mang nio. Péi twgng va
phwong phap: nghién cau mo ta trén 386 bénh
nhan bi tran dich mang phéi (TDMP), 47 bénh
nhén tran dich mang bung (TDMB), 134 bénh
nhan viém ndo, mang ndo (VNMN) nghi do lao.
ADA dugc xac dinh theo phuong phap dong hoc
enzym, Xét nghiém dinh luong ndng do cytokine
& céc dich dua trén nguyén ly Elisa canh tranh.
Két qua: Trong dich choc do, hoat 46 ADA Ia
37,5 u/L; 30,5 u/L; 8,1 u/L c6 gia tri phan biét
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tuong ung LMP, LMB, LMN véi d6 nhay va do
dac hiéu la 87,7% va 83,4%; 100% va 88,9%;
97,3% va 98,6%. Nong do IFN-y 1a 120 pg/mL,
200 pg/mL, 30 pg/mL c6 gia tri phan biét tuong
ung LMP, LMB, LMN c6 d6 nhay va d¢ dac
hiéu lan luot 12 80,3 va 80,9; 80,0 va 92,6; 98,6
va 61,7. Két luan: Xac dinh ADA va IFN-y
trong céac dich choc do la xét nghiém c6 do nhay
va do dac hiéu cao dé phan biét lao mang phoi,
lao mang bung, lao mang nao.

Tir khéa: ADA, IL-1p, IL-2, TNF-q, IFN-y,
cytokine, lao mang phéi, mang bung, mang néo.

SUMMARY

VALUE OF ADENOSIN DEAMINASE,
IL-1 BETA, IL-2, TNF-ALPHA,
INTERFERON- GAMMA IN THE
ASPIRATED FLUIDS CONTRIBUTES
TO THE DETECTING
EXTRAPULMONARY TUBERCULOSIS

Tuberculosis is a serious global public health
problem. The diagnosis of extrapulmonary
tuberculosis is difficult due to the very low rate
of microbiological detection. Detecting of ADA,
IL-1B, IL-2, TNF-a, IFN-y changes in aspirated
fluids released from macrophages and monocytes
are valuable tests in the diagnosis of tuberculosis.
Obijectives: determined the optimal ADA, IL-18,
IL-2, TNF-a, IFN-y cut-off value for
differentiating pleural tuberculosis, peritoneal
tuberculosis, meningococcal tuberculosis.
Subject & methods: cross-sectional descriptive
study on 386 patients with pleural effusion, 47
peritoneal effusion, 134 encephalitis,
meningoencephalitis suspected of tuberculosis.
ADA is determined by enzyme kinetic method.
The cytokine concentration in the aspirated fluids
is based on competitive Elisa principle. Results:
In the aspirated fluids, the ADA activity of 37.5
u/L; 30.5 u/L; 8.1 u/L has the differential value
of TB pleural tuberculosis, peritoneal

tuberculosis, meningococcal tuberculosis with
sensitivity and specificity of 87.7% and 83.4%;
100% and 88.9%; 97.3% and 98.6%, respectivly.
The IFN-y concentrations of 120 pg/mL, 200
pg/mL, 30 pg/mL has different values for pleural
tuberculosis, peritoneal tuberculosis,
meningococcal tuberculosis with sensitivity and
specificity of 80.3 and 80.9, 80.0 and 92.6; 98.6
and 61.7 respectively. Conclusion:
Determination of ADA and IFN-y in aspirated
fluids is a highly sensitive and specific test to
differentiate pleural tuberculosis, peritoneal
tuberculosis, meningococcal tuberculosis.

Key word: ADA, IL-1B, IL-2, TNF-a, IFN-y,
cytokine, pleural tuberculosis, peritoneal
tuberculosis, meningococcal tuberculosis.

I. DAT VAN DE

Theo théng ké cua WHO, niam 2016, Viét
Nam c6 105.733 truong hop lao dugc bao
céo, trong d6 102.725 ca lao méi mic va lao
tai phat. Tai Ha Noi, theo bao céo cua bénh
vién Phoi Ha Nbi, trong nim 2016 c6 2.845
truong hop méc lao dugc diéu tri tai bénh
vién trong d6 ¢ 2.023 truong hop lao phoi
va 822 trudng hop lao ngoai phoi chiém ty 18
28,9%. Do cac trigu ching ban dau thuong
4m y, bénh nhan hay dén muon, mat khac cac
phuong phéap thim do hién nay van cd han
ché nhat dinh nén chan doan lao ngoai phoi
van con nhiéu kho khan. Nudi cdy vi sinh vat
duogc coi 1 tiéu chuan vang nhung do nhay
khong cao va can tir 20 ngay tro 1én dé co két
qua. Tuyén phong tha dau tién chong lai M.
tuberculosis lién quan dén viéc kich hoat céc
dai thuc bao, dac biét la cac té bao lympho T
hoat hoa. Sy phat hanh céc cytokine tién
viém nhu IL-1B, TNF, IL- 2 hoic IFN-y tir
céc dai thyc bao va bach cdu don nhan dong
vai tro quan trong cho viéc tiéu diét va loai
bo céc vi sinh vat. ADA dugc tim thiy trong
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bach cdu mono va dai thuc bdo. Mot sb
nghién ciru da chi ra raing ADA duoc tiét ra
boi cac té bao trinh dién khang nguyén va c6
vai tro nhu mot cytokine: hoat hda va lam
tang s6 luong bach cAu mono, dai thuc bao
va té bao lympho T-CD4+ Tim hiéu hoat
dong cua cytokine va cac chit tham gia dap
tng mién dich bénh lao nhu ADA gilp cho
viéc chan doan va theo doi diéu tri bénh lao.
Trén diéu kién thuc té vé co s vat chat va
ngudn nhan luc, hy vong c6 danh gia khoa
hoc vé gia tri cua ky thuat méi, gop phan
chan doan som bénh lao ngoai phdi, nhém
nghién ctru da thyc hién nghién ctu nay vai
muc tiéu: Xdc dinh diém cat téi wu cia ADA,
IL-1B8, IL-2, TNF-a, IFN-y trong cac dich
choc do nham g6p phan phan biét lao mang
phai, mang bung, mang n&o

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong.

Péi tugng nghién ciru: 386 bénh nhan bi
tran dich mang phéi (TDMP), 47 bénh nhéan
tran dich mang bung (TDMB), 134 bénh
nhan viém nao, mang ndo (VNMN) nghi do
lao dugc kham va diéu tri tai bénh vién Phoi
Trung Uong, bénh vién Phoi Ha Noi, bénh
vién Bach Mai, bénh vién Thanh Nhan.

+ Tiéu chuan lya chon: bénh nhan trén 15
tudi dong y tham gia nghién ctu

Bénh nhan dugc chan doan lao theo
“Huéng dan chan doan, diéu tri va dy phong
bénh lao”, ban hanh kém Quyét dinh sb
3126/QDb-BYT ngay 23/5/2018 cua Bo
truong Bo Y Té

+ Tiéu chuan loai tru: Phu nit c6 thai
bénh nhan c6 cac bénh vé méau; bénh nhan co
cac bénh tu mién, suy giam mién dich; bénh
nhan suy kiét...

2.2. Thoi gian: T thang 1/2018 dén
thang 1/2021
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2.3. Pia diém: Khoa Hoa sinh bénh vién
Thanh Nhan

2.4. Phwong phap: Nghién ciru mé ta cat
ngang.

- Ky thuat thuc hién: Xét nghiém do hoat
d6 ADA duoc thyc hién trén hé thong may
AU 5800 Beckman Coulter, hoéa chat
Biosystem. Xét nghiém dinh luong ndéng do
IL-1B, IL-2, TNF-a, IFN-y dwoc thuc hién
trén hé thong Elisa Biotek, hda chat Human
IL-1B, IL-2, TNF-a, IFN-y SimpleStep
ELISA® Kit caa Abcam.

- Xir ly sb ligu: S6 liéu dugc xtr ly bang
phan mém SPSS 16.0

2.5. Pao duc nghién cku: NC duoc
thong qua Hoi dong dao dirc vao 31/7/2018
tai bénh vién Thanh Nhan (quyét dinh s
88/BVTN-CDT).

2.5. Kinh phi: Nghién ctru dugc sir dung
kinh phi tir ngan sach cuia UBND thanh phé
Ha Noi

INl. KET QUA NGHIEN CU'U

3.1. Pic diém vé nhom nghién ciéu

Trong s6 386 bénh nhan bi tran dich mang
phdi nghién ctu c6 234 ca TDMP do lao
(chiém 60,6%), 152 bénh nhan TDMP khéng
do lao thi ty Ié cao van la viem mang phoi 73
truong hop (chiém 18,9%), sau dé 1a cac
truong hop ung thu (bao gdm ca ung thu
mang phdi va ung thu khac di cin mang
phdi) c6 49 truong hop (chiém 12,7%), hiém
gap hon la nhiing truong hop TDMP do
nguyén nhan khéac phan Ién 1a nhitng bénh
nhan TDMP do suy tim, xo gan hay khong
xac dinh & dugc nguyén nhan, nhitng bénh
nhan nay c6 dich mang phdi la dich thim
(chiém 7,8%). Trong s6 47 bénh nhan
TDMB c6 20 bénh nhan duoc chan doan xac
dinh 1a lao mang bung (chiém 42,6%), 27
bénh nhan khéng phai do lao (chiém 57,4%).
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Trong s6 cac nguyén nhan gdy TDMB khdng
do lao thi xo gan co 10 truong hop (chiém
21,3%), 10 truong hgp la ung thu di cén
phdc mac (chiém 21,3%), cac nguyén nhan
khac nhu suy tim, hoi ching Pick, viém phuc
mac c6 7 trudng hop (chiém 14,9%). Trong
nhoém 134 bénh nhan cé triéu ching viém
mang ndo c6 74 bénh nhan chan doan viém

Bing 3.1: ic diém vé tuéi

mang ndo do lao (chiém 55,2%), 18 bénh
nhan (chiém 13,5%) viém mang ndo do vi
sinh vat trong d6 c¢6 01 bénh nhan dugc chan
doan viém mang ndo do ky sinh trung, 01
bénh nhan viém mang nfo do nam, 16 bénh
nhan viém mang ndao mu, cé 42 bénh nhan
viém mang néo vé khuan (31,3%).

Nhém NC Lao Khoéng do lao Ca hai nhém
n (%) 234 (60,6) 152 (39,4) 386 (100)
Nhém Mean+SD 47,4+20,3 63,7£16,6 53,4+20,6
TDMP Min+Max 16+91 34+91 16+94
p (T test) 0,004
n (%) 20 (42,6%) 27 (57,4%) 47 (100)
Nhém Mean+SD 50,5%16,3 54,3+13,6 52,6+14,8
TDMB Min+Max 21+79 28+78 21+79
p (T test) 0,2
, n (%) 74 (55,2) 60 (44,8) 134 (100)
'r\'n';‘r’g Mean+SD 47,15+18,4 52,62+18,8 47,6+18,7
ndo Min+Max 16+90 16+92 16+92
p (T test) 0,09

Nhdn xét: C6 su khac biét c6 ¥ nghia thong ké vé tudi (v6i p<0,05) & hai nhém TDMP do
lao va khong do lao. Khong c6 su khac biét vé tudi, giita hai nhom TDMB do lao va khéng do
lao (p>0,05). Khong co su khac biét vé tudi, gitra hai nhdm VNMN do lao va khong do lao

(p>0,05). o

Bang 3.2: Dac diém vé gioi

Nhom Giéi Lao Khéng do lao Téng
Nam 148 (63,2%) 98 (64,5%) 246

oM N 86 (36,8%) 54 (35,5%) 140
Téng 234 (100%) 152 (100%) 386
p(OF) 0.5
Nam 14 (70%) 17 (62,9%) 31

Nt 6 (30%) 10 (37,0%) 16

TDMB -
Tong 20 27 47
p () 0,5
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Nam 47 (63,5%) 45 (75%) 92
Nt 27 (36,5%) 15 (25%) 42
VMN »
Téng 74 60 134
p () 0,5

Nhgn xét: O ca ba nhém nhém tran dich mang phéi, TDMB, viém nfo mang néo do lao va
khong do lao, su khac biét vé ty 1& nam va nit khéng co y nghia théng ké (p>0,05).
3.2. Gia tri ADA, IL1-B, IL-2, TNF-a, IFN-y trong phan bié¢t LMP, LMB, LMN

BIEU PO ROC BIEU PO ROC

Source of the Curve
—ADA_nc
L
—Filg pih .
TNFa % dwong tham chiéu
— dwong tham chiéu

Sensitivity
o o

Sensitivity

00 02 04 o8 o8 1o
1 - Specificity

T T T T
00 02 04 06 08 10
1 - Specificity

Biéu dé ROC ddnh gid gid tri phén biét ciia  Biéu dé ROC ddnh gid gid tri phén biét ciia
ADA, IL1-p, IL-2, TNF-a, IFN-y trong ADA, IL1-8, IL-2, TNF-a, IFN-y trong chin
chén dodn lao mang phéi. dodan LMB

Bdng 3.3: Xdc dinh dé nhay, dé dac hiéu, ngwong phén biét lao cia ADA, IL1-g, IL-2,
TNF-a, IFN-y trong dich choc do

Xét nghiém M:‘; g’rf]”h Ngudng phan bigt OS/Z’ f/f)’ P(;)V N;)V AOSOC
DMP >375 87.7 | 834 | 892 | 81,3 | 86,0

ADA (u/L) DMB >305 100 | 88,9 | 869 | 100 | 93,6
DMN >8.1 97.3 | 983 | 986 | 96,7 | 97.8

DMP > 56,0 821 | 284 | 644 | 468 | 62,9

IL-1p (peg/ml) | DMB >112,8 750 | 62,9 | 600 | 77.3 | 70,2
DMN >12.3 784 | 88,3 | 89,2 | 768 | 828

DMP > 580 534 | 69,7 | 731 | 49.3 | 59,8

IL2 (pg/mL) | DMB > 86,0 750 | 852 | 789 | 821 | 80,9
DMN >18 86,5 | 21,7 | 57,7 | 56,5 | 64.1

TNF-o DMP >78.0 778 | 474 | 695 | 58,1 | 65,8
(bg/mL) DMB >56,3 80.0 | 741 | 69,6 | 833 | 76,6
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DMN >77.1 851 | 933 | 94,0 | 835 | 88,8
DMP > 120 80,3 | 80,9 | 86,6 | 72,8 | 80,6
IFN-y (pg/mL) DMB > 200 80,0 | 92,6 | 889 | 86,2 | 87,2
DMN >30 98,6 | 61,7 | 76,0 | 97,4 | 88,8

PPV: Positive Predictive Value (Gia tri du doan duong tinh), NPV: Negative Predictive

Value (Gia tri du doan 4m tinh)

Nhgn xét: Do nhay, d6 dic hiéu, gia tri chan doan ctia xét nghiém do hoat 46 ADA ¢ gia
tri cao nhét sau dé 1a xét nghiém do ndng d6 INF-y va TNF-a. C4c xét nghiém do ndng do
IL1-B, IL-2 c6 do nhay va do dac hiéu con han ché.

Bing 3.4: So sdnh gid tri mot sé6 phwong phdp chin dodn lao mang phoi

. . " x Sens | Spec | PPV | NPV | ACC
Xét nghiém Bénh pham n % % % % %
ADA (u/L) DMP 386 87,7 | 834 | 89,2 | 81,3 86,0

IL-18 (pg/mL) DMP 386 82,1 | 284 | 644 | 46,8 62,9
IL-2 (pg/mL) DMP 386 534 | 69,7 | 73,1 | 493 59,8
TNF-a (pg/mL) DMP 386 778 | 47,4 | 69,5 | 58,1 65,8
IFN-y (pg/mL) DMP 386 80,3 | 80,9 | 86,6 | 72,8 80,6
ADA+ INF* DMP 386 935 | 61,8 | 815 | 84,0 82,2
AFB bom 257 7,5 100 100 40 42,8
e 2 DMP 386 19,7 | 100 100 | 44,7 51,3
Nuoi cay MGIT Z
Tat ca 386 30,3 | 100 100 | 48,3 57,8
DMP 63 2,8 100 100 | 435 44,4
TRC Ready MTB 2
Tat ca 72 13,6 | 100 100 | 424 47,2
DMP 87 39,1 | 81,3 | 750 | 481 56,4

PCR lao :

Tat ca 102 | 434 | 794 | 76,7 | 474 57,4
Giai phau bénh M0 sinh thiét 138 63,3 | 100 100 | 67,0 78,9
*Gi4 tri duong tinh khi co it nhat mot  IV. BAN LUAN

trong hai test > gia tri cut-off, &m tinh khi ca
hai déu < gia trj cut-off.

Nhdn xét: Cac xet nghiém xac dinh su co
mat caa vi khuan lao 14 tiéu chuan vang dé
chan doan lao. Trong nghién ctu, CAC Xét
nghiém nay c6 do dac hiéu va PPV rit cao
(100%), tuy nhién d6 nhay lai rat thap. Xét
nghiém ADA va IFN-y c6 do nhay va gia tri
dy doan am tinh cao.

Tudi trung binh cua cac bénh nhéan trong
nhém TDMP do lao 1a 47,4+20,3 thap hon
nhém khong do lao la 63,7£16,6, (p<0,05).
Theo nghién ctiu dich t& hoc cua Hoa Ky,
tudi trung binh lao mang phdi 1a 49 trong d6
50% dudi 45 tudi va 30% trén 65 tudi. O
nhitng nudc ¢ ty 1& mic lao cao, do tudi
trung binh thap hon (khoang 34 tudi). Tudi
trung binh méc lao mang phéi trong nghién
cru ndy 1a 47,4, twong dwong véi tudi mac
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lao mang phéi did duoc Hoa Ky cong bd.
Trong nhém TDMB: Tudi trung binh cia
nhoém bi ¢6 trudéng nédi chung déu khéa cao
52,6+14,8. Bénh nhan bi c6 truéng thuong la
hau qua cta nhirng bénh man tinh dwoc diéu
tri sau mot thoi gian. Két qua nay phd hop
vé6i nhiéu nghién ciru, theo Kang S.J. d6 tudi
méc lao phic mac 1a 58,04+12,61, khéng
khac biét voi ung thu biéu md phic mac [1].
Khéng c6 sy khéac biét vé tudi gitra viém
mang nao do lao va khéng lao (p>0,05).
Theo nghién cuau cua tadc gia Bello-Ldpez
J.M, lao mang ndo hay gap ¢ nhirtng bénh
nhan cd do tudi tir 55-64 [2]. Tudi mic lao
nam trong d6 tudi lao dong gdy anh hudng
dén ban than, gia dinh va x4 hoi.

Trong nhom LMP: C6 246 bénh nhan
nam chiém ty I¢ 63,7%, 140 bénh nhan nir
(chiém ty 18 36,3%). Theo cong bd cua Kan
Zhai (2016), tran dich mang phoi do lao nam
chiém wu thé véi ty lé nam:nix 1a 2:1 [3].
T6m lai, ca ba nhém lao ngoai phéi déu co
tudi mac lao trung binh xap xi 50 tudi, ty Ié
nam nhiéu hon nir.

% Giatri caa ADA:

Co6 thé xét nghiém ADA trong cac dich
cua co thé dé phat hién lao ngoai phoi. O céc
vi tri khac nhau, hoat d6 ADA ciing khac
nhau. (1) trong LMP, diém cut-off t6i uu cua
ADA dich mang phéi 1a 37,5u/L; cho do6
nhay 87,7% va d6 dac hiéu 83,4%, gia tri
chan doan duong tinh: 89,2%, gia tri chan
doan am tinh 81,3%. Piéu nay chang to
ADA c0 gié tri cao trong chan doan lao mang
phdi. Nghién ctu tai Anh (2015) trén 345
bénh nhan tran dich mang phoi véi ty 18 lao
mang phoi 2%; ciing sir dung ngudng cut-off
35u/L mang lai d6 nhay, do dac hiéu va NPV
cao (85,7%; 90,9% va 99,7%), tuy nhién
PPV rét thap (16,7%). Céc tac gia dua ra két
luan, ADA dich mang phéi rat co gia tri
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trong chan doan lao mang phdi tai cac nudc
c6 dich té lao cao. Véi cac nude ¢ ty 1é mic
lao thap, viéc sir dung ADA vao chan doan
can duoc xem xét thém, tuy nhién gia tri du
doan 4m tinh cua xét nghiém nay van rat cao,
tec 1a khi ADA dich mang phéi <35ul/L,
nguy co bénh nhan d6 mic lao gan nhu
khdong c6 [4]. (2) trong lao mang bung:
Ngudng ADA 30,5u/l, 0 nhay 1a 100%; do
dac hiéu la 88,9%, PPV la 86,9%, NPV la
100%. Theo két qua cua Tao Lin (2014),
téng hop trén 17 nghién ctu va 1.797 d6i
tuong cho thly AUC cua ADA dich mang
bung trong chan doan lao 14 0,977. M6t phan
tich gop dua trén 16 nghién ctu da duoc
cong bd c6 lien quan dén ADA trong chan
doan lao mang bung da dugc thuc hién.
Ngudng cut-off cia ADA dich mang bung
>30 (30-40) w/L duoc st dung trong 14
nghién ctru va <30u/L duogc stir dung trong 2
nghién cuau. Do nhay va do dac hiéu duoc
xac dinh la 93% (95%CI: 89-95%) va 96%
(95%CI: 94-97%) [5]. Tuy nhién nghién cuu
cia My cho rang hoat do ADA dich ¢
trudng c6 d6 nhay kém va do dac hiéu han
ché ¢ khu vyc khong lyu hanh lao va phd
bién 14 xo gan tiém an. (3) trong lao mang
ndo: chung téi st dung ngudng cut off la
8,1u/L cho d6 nhay va d6 dac hiéu cao
(97,3%; 98,3%). Ngudng cut-off dugc cac
tac gia sir dung hau hét la 3,4-10u/L [6]. Mot
nghién cau héi cau cong bd nam 2020 trén
54 bénh nhan viém mang nao trong d6 co 8
bénh nhan lao mang ndo cho thay mic gioi
han 1am sang t6i uu 1a 5,1u/L cho chan doan
lao mang ndo c¢6 d6 nhay 100%, do dac hiéu
91%, ty I¢ kha nang duong tinh 1a 10,8 va ty
16 kha niang am tinh 13 0. Trong mot sb
truong hop hiém hoi, c6 thé thiy ting gia &
nhitng nguoi viém mang ndo nguyén nhén
khong do lao, chiang han nhu ung thu hach hé
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than kinh trung wong va nhiém nam [7]. Trén
mot danh gia tong hop & 3.548 bénh nhan bj
viém mang ndo, 1.490 nguoi nghi do lao
duoc 1am ca ADA dich ndo tay va nudi ciy
vi khuan mycobacteria,iicc giéi han téi wu
dugc tinh 1a 2,0u/L c6 13 truong hop lao
mang ndo di bi bo s6t. Nhiing két qua nay
goi ¥ rang két qua xét nghiém ADA am tinh
khong nén dugc st dung don 1é nhu 1a 1y do
dé loai trir hoac ngimg diéu tri chéng lao [8].

s Giatri INF-y:

St dung xét nghiém dinh lugng INF-y
trong dich choc do cho két qua: (1)Trong lao
mang phoi: Theo két qua biéu d6 dudng cong
ROC, AUC cua INF-y dich mang phoi trong
chan doan lao mang phoi 1a 84% véi p<0,05.
Gia tri INF-y 1a 120pg/ml c6 chi s6 Youden
cao nhat, 1a gia tri phan biét lao mang phoi.
Theo két qua phan tich meta gdm 22 nghién
ctru, tong s6 2.101 bénh nhan bi tran dich
mang phdi (trong d6 782 nguoi bi lao), do
INF-y két qua ch thiy d6 nhay 89%, do dic
hiéu 97% va dién tich dudi duong cong ROC
la 99% dé chan doan lao [9]. Khan F. Y.,
nghién ctru trén 103 bénh nhan TDMP, gia
tri ngudng tot nhat cho IFN-va ADA lan luot
la 0,5pg/ml va 16,65u/L. Két qua cho do
nhay, d§ dac hi¢u cua IFN-y va ADA tuong
ung l1a 100% va 100%, 86% va 74%, gia tri
tién doan duong IFN-y la 100%, gia trj tién
doan am 100% [10]. (2)Trong lao mang
bung: V61 ngudng IFN-y trong dich mang
bung 1a 200pg/mL, d nhay 80%; d¢ dac
hiéu 92,6%, gia tri du doan am tinh 86,2%,
gia tri dg doan duong tinh 88,9%, d¢ chinh
xac la 87,2%. Nghién ctru cia Zhou L. cling
cho thiy gia tri cia IFN-y trong chan doan
lao 1a rit cao, voi do nhay 91,7%, d6 dic
hiéu 76,5%, gia tri dg doan duong tinh
84,6% [11]. Cac nghién ctru cho thay gia tri
chan doan phan biét TDMB do lao ciia IFN-y

déu kha cao. (3)Trong lao mang ndo: AUC
ciia IFN-y dich ndo tiy trong chan doan lao
mang ndo la 0,906 vd&i p<0,001. Cut-off
30pg/mL mang lai gia tri chdn doan lao
mang nao voi do nhay 98,6%, do dac hi¢u
61,7%. Trong mot nghién ciru vé lao mang
nao ¢ tré em, tac gia dua ra IFN-y khi st
dung Kkét hop véi cac biomarker c6 thé dat do
nhay va do dic hiéu 1én dén 100% [12].

% Gia tri: IL1-B, IL-2, TNF-a:

Mac du IL1-B, IL-2 la cac cytokine tham
gia dau tién trong phan (ng viém cia co thé
chéng lai vi khuan lao nhung gia tri cia cac
xét nghiém nay trong dich choc do con han
ché dé phan biét lao ngoai phdi véi céc bénh
ly nhiém khuan khéac. Chlng ti cho rang véi
viéc tiém phong lao c6 thé anh huong dén su
tang ctia cac cytokine nay. Nhiéu nghién ctu
trén thé giGi chi ra rang, mac du dong vai trd
trung tdm trong viéc diéu hoa dung nap va
kich hoat dap wng mién dich nhung do nhay
va do dac hiéu cua IL-2 trong chan doan
TDMP do lao kha thap. Bén canh d6, nhiéu
nghién ciru danh gia IL-2 rat c6 gia tri trong
phan biét lao tiém 4n va lao hoat dong. IL-2
duoc coi la Biomarker c6 gia tri dé phat hién
lao hoat dong. TheoTural Onur S. IL-2 trong
chan doan lao mang phdi c6 do nhay va do
dac hiéu la 82,69% va 52,9% nén IL1-B, IL-2
dugc coi la xét nghiém cé gia tri phan biét
lao mang phdi ¢ cac nudc khong luu hanh
lao twong dwong nhu muc do6 ADA [13].
Nguoi ta thiy rang vi khuan Gram (-) lam
tang mirc d san xuét cytokine tién viém (dic
biét IL-1B) so véi vi khuan Gram (+). Khi st
dung khang sinh cefuroxime va gentamicin
thi 1am ting muc d¢ san xuat IL-1p va IL-6,
nguoc lai khi diét vi khuan bang
ciprofloxacin- va imipenem-cilastatin lam
giam san xuat cytokine. St dung khéang sinh
c6 1& 1a mot yéu té gay nhidu khi rat nhiéu
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bénh nhan da duoc sir dung khang sinh khac
nhau trudc khi nhap vién. Ngoai ra, viéc sir
dung maot sé cac thude khang viém ciing gay
giam cytokine tién viém (IL-6, MIP-1a va
IL-1B) thong qua &c ché NF-B [14] Nghién
ctru khong khai thac duoc bénh nhan co st
dung khéang sinh va thuéc khang viém nao
trude d6 vi van dé& nay khong dugc dé& cap
dén trong bénh an.

V. KET LUAN

+ Ddi voi xét nghiém do hoat d6 ADA:
biém cat 37,5u/L trong DMP, 30,5u/L trong
DMB, 8,1u/L trong DMN c6 gia tri chan
doan LMP, LMB, LMN c¢6 d9 nhay va do
dic hiéu lan luot 12 87,7% va 83,4%, 100%
va 88,9%, 97,3% va 98,3%,

+ Pdi véi xét nghiém do ndng do IFN-y:
Pbiém cat 120pg/L trong DMP, 200pg/L
trong DMB, 30pg/L trong DMN cé gia tri
chan doan LMP, LMB, LMN c6 d¢ nhay va
do dac hiéu lan Iuot 1a 80,3% va 80,9%,
80,0% va 92,6%, 98,6% va 61,7%.

+ Két hop ADA va IFN-y: gia tri dy doan
am tinh trong LMP, LMB, LMN lan luot &
1a 84,0%, 100% va 100%.

TAI LIEU THAM KHAO

1. Kang, S.J., et al., Role of ascites adenosine
deaminase in  differentiating  between
tuberculous  peritonitis and  peritoneal
carcinomatosis. World J Gastroenterol, 2012.
18(22): p. 2837-43.

2. Bello-Lopez, J.M., et al., Morbidity Trends
and Risk of Tuberculosis: Mexico 2007-2017.
Can Respir J, 2019. 2019: p. 8295261.

3. Amer, S., et al.,, Evaluation of different
laboratory methods for rapid diagnosis of
tuberculous pleurisy. Int J Mycobacteriol,
2016. 5(4): p. 437-445.

4. Arnold, D.T., et al., Pleural Fluid Adenosine
Deaminase (Pfada) in the Diagnosis of

52

Tuberculous Effusions in a Low Incidence
Population. PL0oS One, 2015. 10(2).

5. Shen, Y.C., et al., Diagnostic accuracy of
adenosine  deaminase  for  tuberculous
peritonitis: a meta-analysis. Arch Med Sci,
2013. 9(4): p. 601-7.

6. Kaur, H., et al., Prospective Analysis of 55
Cases of Tuberculosis Meningitis (TBM) in
North India. J Clin Diagn Res, 2015. 9(1): p.
Dc15-9.

7. Chan, T.C.H., et al., Determination of
cerebrospinal fluid adenosine deaminase
activity cut-off for the diagnosis of
tuberculous meningitis in Hong Kong. J Clin
Pathol, 2020. 73(12): p. 800-802.

8. Ekermans, P., A. Dusé, and J. George, The
dubious value of cerebrospinal fluid
adenosine deaminase measurement for the
diagnosis of tuberculous meningitis. BMC
Infect Dis, 2017. 17(1): p. 104.

9. Porcel, J.M., Advances in the diagnosis of
tuberculous pleuritis. Ann Transl Med. 2016
Aug;4(15):282. doi:10.21037/atm.2016.07.23.

10.Khan, F.Y., et al., Diagnostic value of
pleural fluid interferon-gamma and adenosine
deaminase in  patients with  pleural
tuberculosis in Qatar. Int J Gen Med, 2013. 6:
p. 13-8.

11.Zhou, L., et al., [T-SPOT.TB in the diagnosis
of tuberculous peritonitis]. Zhong Nan Da
Xue Xue Bao Yi Xue Ban, 2013. 38(5): p.
526-31.

12.Manyelo, C.M., et al., Application of
Cerebrospinal Fluid Host Protein
Biosignatures in the Diagnosis of Tuberculous
Meningitis in Children from a High Burden
Setting. Mediators Inflamm, 2019. 2019: p.
7582948.

13.Tural Onur, S., et al., Are soluble IL-2
receptor and 1L-12p40 levels useful markers
for diagnosis of tuberculous pleurisy? Infect
Dis (Lond), 2015. 47(3): p. 150-5.

14.Annamanedi, M. and A.M. Kalle, Celecoxib
sensitizes  Staphylococcus  aureus  to
antibiotics in macrophages by modulating
SIRTL1. PL0S One, 2014. 9(6): p. €99285.



TAP CHi Y HOC VIET NAM TAP 519 - THANG 10 - SO CHUYEN DE - 2022

TAC PONG CUA PA HINH PON GEN ABCB1 VA OPRD1 PEN
LIEU PIEU TRI METHADONE THAY THE O’ BENH NHAN
NGHIEN CHAT DANG THUOC PHIEN

TOM TAT

Muc tiéu nghién ciu: Panh gia mbi lién
guan gitta da hinh nucleotid don rs1128503,
rs2032582, rs1045642 gen ABCB1 va
rs2234918, rs581111, rs529520 gen OPRD1 véi
lidu diéu tri methadone thay thé & bénh nhan
nghién CDTP. Pdi twong va phwong phap
nghién ciu: 400 bénh nhan nghién CDTP dang
diéu tri methadone duoc xac dinh cac da hinh
nucleotid don bang phuong phép giai trinh ty gen
Sanger trén mau bénh pham mau toan phan. Két
qua: Cac ca thé mang kiéu gen CT caa da hinh
nucleotid don rs1045642 gen ABCB1 yéu cau st
dung nhém liéu cao (> 90mg/ngay) cao hon kiéu
gen CC 1a 1,59 lan (p=0.03, OR = 1,59). Céc c4
thé mang kiéu gen CC da hinh nucleotid don
rs2234918 gen OPRD1 yéu cau diéu tri nhém
lidu cao (> 90mg/ngay) cao hon kiéu gen TT la 2
lan (p=0.049, OR = 2). C4c ca thé mang kiéu gen
CT — CC (rs1045642 gen ABCBL - rs2234918
gen OPRD1) yéu cau diéu tri nhom liéu cao (>
90mg/ngdy) cao hon kiéu gen ddéng hop thé
hoang dai CC - TT la 4,00 lan (p=0.02, OR =
4,00). Két luan: C6 mdi lién quan giita bién thé
di truyén cua da hinh nucleotid don rs2032582
gen ABCBI, rs2234918 gen OPRD1 voi liéu
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diéu tri methadone thay thé & bénh nhan nghién
CDTP

Twr khoa: Methadone, gen ABCBL1, gen
OPRD1

SUMMARY

IMPACT OF ABCB1 AND OPRD1

GENETIC POLYMORPHISMS ON

METHADONE DOSAGE
REQUIREMENTS IN OPIOID-
DEPENDENT PATIENTS

Objective: Evaluation of the association
between single nucleotide polymorphisms
rs1128503, rs2032582, rs1045642 of the ABCB1
gene and rs2234918, rs581111, rs529520 of the
OPRD gene and methadone substitution therapy
in patients with opioid addiction. Material and
methods: 400 opiate-addicted patients receiving
methadone treatment were identified for single
nucleotide polymorphisms by Sanger gene
sequencing. Results: Individuals carrying CT
genotype of single nucleotide polymorphism
rs1045642 of the ABCB1 gene required high
dose group (> 90mg/day) 1.59 times higher than
CC genotype (OR=1,59, p=0.03). For the single
nucleotide polymorphism rs2234918 of the
OPRD1 gene, individuals carrying the CC
genotype required high-dose group therapy (>
90mg/day) has higher 2 times more than TT
genotype (OR = 2, p=0.049). Individuals
carrying the CT-CC genotype (rs1045642
ABCB1 gene - 152234918 OPRD1 gene)

requiring high dose group treatment (>
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90mg/day) has higher 4,00 times more than wild-
type CC - TT genotype (OR = 4,00, p=0.02).
Conclusion: There is an association between
genetic  variant  of  single  nucleotide
polymorphism rs2032582 of the ABCB1 gene
and  rs2234918 of the OPRD1 gene and
methadone substitution therapy in patients with
opioid addiction.

Keywords: Methadone, ABCB1 gene, OPRD1
gene

I. DAT VAN DE

Chat dang thudc phién (CDTP) la tén goi
chung cho nhiéu chit nhu thuéc phién,
morphine, heroin, methadone,
buprenorphine. Nghién CDTP nhu thudc
phién, morphin, heroin la nhitng chat gay
nghién manh, thoi gian tdc dung nhanh va
thoi gian ban hay ngan nén ngudi nghién sir
dung lap di 1ap lai nhiéu lan véi liéu luong
ngay cang ting, din dén trang thai nhiém doc
chu ky, man tinh, bi 1& thugc vé thé chat va
tAm than. Trong khi d6, methadone du 1a mot
CDTP tong hop, c6 tac dung duogc 1y tuong
ty nhu cac CDTP khac nhung khong gy
nhiém doc hé than kinh trung uong va khong
gay khoai cam & liéu diéu tri, c6 thoi gian
ban huy dai (trung binh la 24 gio) nén chi
can s dung 1 lan trong 1 ngay la da dé
khong xuét hién hoi ching cai. Vi vay, trong
s6 céc lieu phap diéu tri nghién CDTP hién
nay, lieu phap diéu tri thay thé bing
methadone duoc danh gia 1a hiéu qua nhat va
da duoc trién khai rong réi trén toan thé gioi
cling nhu tai Viét Nam.! Tuy nhién, liéu
methadone dao dong rat 16n giita cac ca thé,
diéu nay dit ra kho khan trong thyc hanh 1am
sang. Nhiéu yéu té dugc dé cap, trong d6 co
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cac yéu t6 hé gen duoc ly tiém ning lién
quan chuyén hoa thudc va qué trinh thudc tac
dong vao thu thé. Trong do, cac nghién ctu
trén thé gioi tap trung vao cac nhém gen nam
trong cac phan nhdm muc tiéu nay nhu gen
ABCBL1, OPRD1.

Gen ABCB1 (ATP binding cassette
subfamily B member 1) m& hod cho protein
van chuyén thuéc thuoc nhém P-
glycoprotein. Pay 1a protein van chuyén
methadone vao trong té bao, hoat tinh cua
protein nay s& anh hudng téi sy van chuyén
methadone & mét sé mo, dac biét 1a rudt non,
than va ndo.2 OPRD1 mi hoa thu thé § -
opioid (DOR), 1a mét trong ba thu thé opioid
& ndo. Thy thé DOR anh huéng téi qua trinh
thudc tac dong vao ndo. Nhiéu nghién ciu
chirng minh cac da hinh nucleotid don (SNP)
cia gen ABCB1 va OPRD1 c6 thé anh
huong toi chirc nang cua cac protein ma
ching tong hop, tir d6 gay anh huong toi
hiéu qua ciing nhu lidu diéu tri methadone.?*
Céc nghién cau trén thé gigi tap trung vao
cac da hinh nucleotid don rs1128503,
rs2032582, rs1045642 cua gen ABCB1 va
rs2234918, rs581111, rs529520 cua gen
OPRD1 trén bénh nhan diéu tri thay thé
nghiéen CDTP biang methadone. Do do,
nghién ctru nay dugc thuc hién véi muc tiéu
danh gid tadc dong cua da hinh nucleotid don
rs1128503, rs2032582, rs1045642 gen
ABCB1 va rs2234918, rs581111, rs529520
gen OPRD1 dén liéu diéu tri methadone thay
thé & bénh nhan nghién CDTP.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1 . Péi twong nghién ciu:
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P6i twong nghién ciu: 400 bénh nhan
duoc chian doan nghién CDTP diéu tri
methadone thay thé duoc chia thanh 2 nhém:
Nhom diéu tri lidu thap (< 60 mg/ngay) 200
bénh nhan va nhém diéu tri lidu cao (> 90
mg/ngay) 200 bénh nhén

*Tigu chudn chon déi twong nghién
ciru: Tudi > 18 tudi va di dat dugc liu diéu
tri methadone duy tri, khéng tai st dung
CDTP it nhat 1 thang

*Tiéu chuan logi khéi nghién cru: Phy
ntt mang thai, dang cho con ba hoac bénh
nhén cd giam chic nang gan, than: creatinin
huyét thanh > 1.5 1an giGi han trén cua binh
thuong; AST hoic ALT > 2.5 1an gigi han
trén cua binh thuong; bilirubin huyét thanh
toan phan > 1.5 1an gidi han trén cua binh
thuong

Thiét bi va hoa chét sir dung: Tach chiét
DNA bang Exgene™ Blood SV Kit cua
GeneAll, Khuyéch dai gen bang Tagq 2X
Master Mix cia New England Biolabs.

Thoi gian nghién chéu: 11/2020 dén
thang 7/2022

Pia diém nghién ciu: 6 co so diéu tri
methadone tinh Ninh Binh; Trung tam kiém
chuan chat luong xét nghiém y hoc - Pai hoc
Y Ha Noi

2.2 Phuwong phap nghién ciru:

Phuong phap nghién ctru: mo ta cit ngang

Quy trinh nghién cau:

- Tién hanh thu thap thong tin nghién ctu
va mau mau toan phan cua bénh nhan

-Xac dinh da hinh nucleotid don
rs1128503, rs2032582, rs1045642 cua gen
ABCB1 va rs2234918, rs581111, rs529520
gen OPRD1:

+ Tach DNA tir mau toan phan bang
Exgene™ Blood SV Kit cua GeneAll

+ Tién hanh phan tng PCR khuéch dai
doan cac doan gen cO chira cac da hinh
nucleotid don voéi trinh tw moi (bang 1), thé
tich mdi phan tng PCR 25 pL gém 12.5 pL
Taq 2X master mix, 10.5 pL nuéc, 0.5 pL
mdi mdi va 1 uL DNA mau; phan tng duoc
thuc hién véi chu ky nhiét: Gia nhiét 94°C
trong 5 phut; [bién tinh 94°C trong 30s, gan
mdi trong 30s (v&i nhiét d6 gan moi cua cac
da hinh nucleotid don rs1128503, rs2032582,
rs1045642 cua gen ABCB,; rs2234918,
rs581111, rs529520 gen OPRD1 lan luot la
55°C, 55.5°C, 56°C, 55,4°C, 54,4°C, 54,4°C),
kéo dai 72°C trong 30s]x35 chu ki; bao quan
4°C.

+ Dién di trén gel agarose 1,5%, 100V, 30
phut va kiém tra két qua véi UV visualizer.

+Tinh sach san pham PCR va giai trinh ty
gen bang phuong phap Sanger sir dung
Applied Biosystems™ Sanger Sequencing Kit.

Bdng 1. Trinh tw méi si¢ dung trong nghién citu

A o As . Do dai
Gen Tén moi Trinh ty khuyéch dai

F: > AAGAGTGGGCACAAACCAGATA-3’

rs1128503 421 bp

ABCBL R: 3’-GCTCGCATGGGTCATCTCA-5’
F: 5’-GCAAATCTTGGGACAGGAAT-3’

rs2032582 255 bp

R: 3’-GAGCATAGTAAGCAGTAGGGA-5’
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F: 5>-CAAAGTGTGCTGGTCCTGAAGT -3’
rs1045642 376 bp
R: 3’-GTAAGGGTGTGATTTGGTTGCT-5’
F: 5>-GCCCATCCACATCTTCGTCA -3’
rs2234918 393 bp
OPRDL1 R: 5’- CTACACCTCACCCCGTCATC -3’
rs581111 F: 5’-CTCAGAGAAGCCATTGTTGACC-3 647 b
rs529520 | R:5-TGTTGGTCTAACCGAATGGGAG-3’ P

2.3 Pao dirc nghién cieu: Nghién ciru ndy da duoc chap thuan boi Hoi dong Pao duc
Truong Pai hoc Y Ha Néi s6 357/HMUIRB.

INl. KET QUA NGHIEN CUU
1. Pic diém nhom nghién cau
Bdng 2: Pic diém ciia nhém nghién citu

Nhém liéu duy triNhom 1 Nhom 2
. (< 60 mg/ngay) (= 90mg/ngay) p

Pic diém (n = 200) (n = 200)
Nam (%) 99,5 100 0,34
Tudi trung binh = SD (nam) 42,37+ 7,56 41,49 + 753 0,92
Cén ning + SD (kg) 58,31+ 7,39 58,38 + 6,75 0,24
Tudi 1an dau ding CDTP + SD (nam) 25,32 £ 6,87 23,79 £ 7,08 0,03"
S6 nam dung CDTP + SD (nim) 6,92 + 4,47 7,15+ 5,06 0,63
Chich CDTP (%) 80 86,5 0,08

Liéu trung binh + SD (mg/ngay) 42.71 +13.96 127.17 £ 50.42

*p<0.05

Ty 18 nam gigi chiém da sb. Tudi trung binh, can nang, sé nam dung CDTP va ti Ié chich
CDTP ciia mdi nhém khac biét khong cé y nghia théng ké. Tudi lan dau st dung CDTP &
nhém 2 1a 23,79 + 7,08 nam thap hon so v&i nhom 1 1a 25,32 + 6,87 nam, su Khac biét ¢ y
nghia thong ké voi p=0,03. Liéu trung binh ciia nhom 1 13 42.71 + 13.96 mg/ngay, trong khi
lidu trung binh ciia nhém 2 13 127.17 + 50.42 mg/ngay.

2. Moi lién quan giira kiéu gen, kiéu alen va nhom lidu diéu tri

Bdng 3: Mai lién quan giira kiéu gen, kiéu alen va nhom liéu diéu tri

Kiu Nhém 1 Nhom 2
gen va (= 6(} = X OR (95%Cl) p
Gen SNP alen mg/ngay) |90mg/ngay)
(n =200) (n =200)
CC 31 25 1,00
CT 87 85 0,66-2,22 0,53
rs1128503 | 1T 82 90 0,77-2,5 0,32
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C 149 135 0,87-1,56 0,3
T 251 265
GG 50 41 1,00
GT 79 94 0,87 - 2,42 0,15
TT 32 32 0,64 —2,32 0,54
ABCB1 AT 14 16
AG 24 16
AA 1 1
rs2032582 | g 207 192
T 153 174
A 40 34
cC 89 68 1,00
CT 83 101 1,59 (1,04-2,45) 0,03
TT 28 31 0,8 2,64 0,23
rs1045642 | ¢ 261 237 0,97 -1,72 0,08
T 139 163
TT 108 86 1,00
CT 77 90 0,97 - 2,22 0,07
cC 15 24 2(1,01-4,07) 0,049
rs2234918 | T 293 262 1,44(1,07 -1,95) |0,02"
C 107 138
AA 5 2 1,00
AG 40 37 0,42 — 12,65 0,44
OPRD1 GG 155 161 0,5- 13,58 0,28
rss81111 A 50 41 0,87 —1,89 0,2
G 350 359
AA 11 4 1,00
AC 46 47 0,83-9,46 0,09
cC 143 149 0,89-9,2 0,07
rs529520 A 68 55 0,87 — 1,89 0,2
C 332 345

*p<0.05, OR: ty suét chénh

Chung toi sir dung kiém dinh Chi binh
phuong so sanh ty 1& kiéu gen va kiéu alen
cua cac da hinh nucleotid don gen ABCB1,
OPRD1 trong 2 nhém lidu thip (< 60

mg/ngay) va nhom lidu cao (> 90mg/ngay).
V61 da hinh nucleotid don rs1045642 gen
ABCB1, céc c4 thé mang kiéu gen CT yéu
cau st dung nhom liéu cao (> 90mg/ngay)
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cao hon kiéu gen CC la 1,59 lan (p=0.03).
Déi voi da hinh nucleotid don rs2234918 gen
OPRD1, céc c4 thé mang kiéu gen CC yéu
cau diéu tri nhom lidu cao (> 90mg/ngay)
cao hon kiéu gen TT la 2 lan (p=0.049);
ngoai ra cac c& thé mang kiéu alen C yéu cau
diéu tri nhom liéu cao (> 90mg/ngay) cao
hon kiéu alen T 12 1.44 lan (p=0.02). Ddi Vi

cac da hinh nucleotid don rs1128503,
rs2032582 gen ABCB1 va rs581111,
rs529520 gen OPRD1 chung t6i chua tim
thdy mdi lién quan giira kiéu gen, kiéu alen
va nhom liéu diéu tri.

3. Mabi lién quan giira cac kiéu gen da
locus gen ABCB1, OPRD1 va nhém liéu
diéu tri.

Bdng 4: Méi lién quan gi@a cac kiéu gen 2 locus (rs1045642 gen ABCBL1 - rs2234918

gen OPRD1) va nhom liéu diéu tri

Kiéu gen 2 locus Nhém 1 Nhém 2
rs1045642 - (£ 60 mg/ngay) | (=90mg/ngay) OR (95%Cl) p
rs2234918 (n = 200) (n = 200)
CC-TT 40 24 1,00
4,00 x
CT-CC 5 12 (126 1276 | 002
CT-CT 28 39 2,32 (1,15 —4,68) 0,02"
3,33
TT-CC 1 2 029 3875 | 5

*p<0.05, OR: ty suat chénh

Chung t6i danh gia mdi lién quan giira cac
kiéu gen 2 locus (rs1045642 gen ABCB1 -
rs2234918 gen OPRD1) va nhém liéu diéu tri
thong qua kiém dinh Chi binh phwong. Céc
ca thé mang kiéu gen CT — CC (rs1045642
gen ABCBL1 - rs2234918 gen OPRD1) yéu
cau diéu tri nhom liéu cao (> 90mg/ngay)
cao hon kiéu gen ddng hop thé hoang dai CC
- TT 14 4,00 lan (p=0.02). Trong khi dé, cac
ca thé mang kiéu gen di hop CT — CT
(rs1045642 gen ABCB1 - rs2234918 gen
OPRD1) yéu cau diéu tri nhom lidu cao (>
90mg/ngay) cao hon kiéu gen dong hop thé
hoang dai CC - TT 1a 2,32 lan (p=0.02).

IV. BAN LUAN
Trong nghién ctu cua ching tdi hau hét
cac bénh nhan nghién CDTP la nam gioi,

58

trong do tudi lao dong. Phan tich cic dac
diém vé tién sir sir dung CDTP trong d6 bao
gom tudi lan dau sir dung, s6 nam sir dung va
duong sir dung, ching t6i nhan thiy & nhém
bénh nhan sir dung methadone thay thé liéu
cao (> 90mg/ngay) tudi lan dau st dung
CDTP sém hon, s6 nim sir dung CDTP dai
hon va ty 1€ sir dung duong chich cao hon so
v6i nhdm bénh nhan diéu tri methadone thay
thé liéu thip (< 60 mg/ngay). C6 thé & nhitng
bénh nhan sir dung CDTP sém, kéo dai va sir
dung duong chich lam gia tang sy phu thugc
vao CDTP, do d6 yéu cau diéu tri methadone
lidu cao hon.

Gen ABCB1 ma hoéa cho P-glycoprotein,
la protein van chuyén thudc vao trong té bao,
dong vai tro quan trong trong qué trinh
chuyén héa thubc.t Trong nghién ciu cua
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chang toi, tim thdy mdi lién quan giita da
hinh nucleotid don rs2032582 gen ABCB1
vé6i lidu diéu tri methadone thay thé. Céc cé
thé mang kiéu gen CT yéu cau sir dung nhom
lidu cao (> 90mg/ngay) cao hon kiéu gen CC
la 1,59 lan (p=0.03). Nghién ctu cho thiy
bién thé T cua SNP nay co lién quan dén
chtre nang bi suy yéu va/hoic giam biéu hién
cua p-glycoprotein in vitro va in vivo.® Céac
da hinh nucleotid don khac cua gen ABCB1
nhu rs1128503, rs2032582 chung to6i khong
tim thay méi lién quan nao giir cac da hinh
nay va lidu diéu tri methadone duy tri ¢ bénh
nhan nghién CDTP. Két qua nay tuong dong
véi nghién catu cua Zahari ¢ Malaysia nam
2016.8

Gen OPRD1 mi hoa thy thé & -opioid, l1a
mot trong ba thu thé opioid ¢ ndo. Co ché
ctia methadone trong diéu tri thay thé nghién
CDTP dua trén su tuong tac cia methadone
Véi cac thu thé opioid.® Do dé cac da hinh di
truyén caa gen OPRD1 c6 thé lam thay doi
su twong tac nay giira Cac ca thé, tir d6 anh
huong toi hiéu qua diéu tri. Trong nghién
ctru cua ching toi, c6 méi lién quan gitta da
hinh nucleotid don rs2234918 gen OPRD1
vé6i liéu methadone diéu tri thay thé ¢ bénh
nhan nghién CDTP. Cu thé, c4c ca thé mang
kiéu gen CC yéu cau diéu tri nhom liéu cao
(> 90mg/ngay) cao hon kiéu gen TT 14 2 l1an
(p=0.049); ngoai ra cac ca thé mang kiéu
alen C yéu cau diéu tri nhom liéu cao (>
90mg/ngay) cao hon kiéu alen T Ia 1.44 lan
(p=0.02). Trong khi d6, chung t6i khong tim
duoc méi lién quan nao gitta cac da hinh
nucleotid don rs581111, 1529520 gen

OPRD1 va liéu diéu tri methadone duy tri &
bénh nhan nghién CDTP. Cac nghién cuu
trén thé giGi ciing cho thay céc két qua khong
twong déng. Nghién ciru ciia Luo ndm 2017
trén quan thé nguoi Han & Trung Québc cho
thdy céc ca thé mang kiéu gen AC cua da
hinh nucleotid don rs529520 gen OPRD1
yéu cau diéu tri methdone nhom liéu cao (>
90mg/ngdy) cao hon 2,24 1an so Voi cac ca
thé mang kiéu gen CC va khdng tim thiy mdi
lién hé¢ nao gira da hinh nucleotid don
rs2234918, rs581111 gen OPRD1.* Trong
khi do, nghién ctru cia Nelson nam 2014 trén
quan thé nguoi Uc lai cho thay mdi lién quan
cia da hinh nucleotid don rs581111 gen
OPRD1 vdi su phu thuc heroin.® Biéu nay
c6 thé do sy khac biét vé thiét ké nghién cau
va su khong dong nhat cua cac dbi tuong
nghién cuu.

Khi két hop kiéu gen cia hai da hinh
nucleotid don rs2032582 gen ABCB1 va
rs2234918 gen OPRD1, chiing t6i nhan thiy
cac ca thé mang kiéu gen CT — CC
(rs1045642 gen ABCB1 - rs2234918 gen
OPRD1) yéu cau diéu tri nhom liéu cao (>
90mg/ngay) cao hon kiéu gen dong hop thé
hoang dai CC - TT la 4,00 lan (p=0.02).
Ngoai ra, cac ca thé mang kiéu gen di hop tir
ca hai da hinh nucleotid nay yéu cau diéu tri
nhém liéu cao (> 90mg/ngay) cao hon kiéu
gen dong hop thé hoang dai 1a 2,32 lan
(p=0.02). C& thé hoa diéu tri hién nay dang
tro thanh mot xu thé tat yéu trong diéu tri
methadone thay thé ¢ bénh nhan nghién
CDTP. Bé ¢ thé dwa ra mé hinh du béo lidu
diéu tri methadone thay thé s dung trong
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thuc hanh 1am sang véi do chinh xé4c cao can
thuc hién thém cac nghién ctu voi ¢& mau
l6n hon, mé rong cac bién thé di truyén,
khao sat nong d6 methadone trong mau.

V. KET LUAN

C6 mdi lién quan giira bién thé di truyén
cuia da hinh nucleotid don rs2032582 gen
ABCB1, rs2234918 gen OPRD1 voi liéu
diéu tri methadone thay thé ¢ bénh nhan
nghién CDTP.
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NGHIEN CU’U SU THAY POI MOT SO CHI SO SINH HOA - HUYET HOC
O’ THAI PHU TIEN SAN GIAT

Nguyén Thi Thanh Huong*, Néng Thi Khanh Chi*,

TOM TAT

Tién san giat (TSG) 1a mét réi loan thai ky c6
thé gay anh huong dén nhiéu co quan trong co
thé, din dén su thay ddi cac thdng sb vé sinh hoa,
huyét hoc. Muc tiéu: Xac dinh su thay doi cac
chi s sinh hoa va huyét hoc & thai phu tién san
giat. P6i twong va phwong phap: Nghién ctu
mo ta cit ngang trén 60 thai phu tién san giat va
60 thai phu khoe manh. Cac xét nghiém (Acid
uric, Glucose, Ure, Creatinin, AST, ALT, dién
giai dd, Calci, Albumin, Protein, LDH, huyét sic
t6 va tiéu cau) duoc xac dinh bang phuong phap
enzym so mau, dong hoc enzym, dién cuc chon
loc gian tiép va do quang. Két qua: Nong do
Acid uric, Ure, Creatinin, AST, ALT & nhém
TSG cao hon c6 ¥ nghia so voi nhém chang lan
luot 1a: 469,73 £ 124,99 umol/L so vaGi 267,96 +
47,96 pumol/L (p<0,05); 6,75 = 3,34 mmol/L so
Véi 2,65 % 0,59 mmol/L (p<0,05): 71,73 + 17,98
pumol/L so véi 54,04 £ 4,56 pmol/L (p<0,05);
31,20 + 22,28 U/L so véi 21,09 + 5,01 U/L
(p<0,05); 22,53 + 19,18 U/L so véi 14,29 + 7,55
U/L (p<0,05). Sb luwong tiéu cau va nong do
protein, albumin cua nhém TSG thip hon co ¥
nghia so vi nhém ching. Két luan: C6 sy thay
ddi ndng do ro rét mot sé chi sb sinh hoa lién
quan dén chirc nang gan, than, ting dang ké nong
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Ping Thi Thu Thay*, Nguyén Thi Nhwong*

d6 acid uric va giam sé lugng tiéu cau & bénh
nhan TSG.

Tir khoa: Tién san giat, cac thdng sé sinh hoa,
huyét hoc

SUMMARY
STUDY OF CHANGES IN
BIOCHEMICAL AND HEMATOLOGY
PARAMETERS OF PRE-ECLAMPSIA
PATIENTS

Pre-eclampsia is a pregnancy disorder that can
affect many organs in the body, with changes in
biochemical and hematological parameters.
Objective: To determine the changes in
biochemical and hematological parameters of
pre-eclampsia patients. Subjects and methods:
A cross-sectional study on 60 pre-eclampsia
pregnancy women and 60 healthy pregnancy
women. The assays are determined by means of
enzyme colorimetric, enzyme Kinetics, indirect
selective electrode. Results: Plasma Uric acid,
Urea, Creatinine, AST, ALT levels were
significantly higher in pre-eclampsia group than
control group, sequence: 469,73 + 124,99
pumol/L versus 267,96 + 47,96 umol/L (p<0,05);
6,75 + 3,34 mmol/L versus 2,65 + 0,59 mmol/L
(p<0,05); 71,73 £ 17,98 pmol/L versus 54,04 +
4,56 umol/L (p<0,05); 31,20 + 22,28 U/L versus
21,09 + 5,01 U/L (p<0,05); 22,53 + 19,18 U/L
versus 14,29 + 7,55 U/L (p<0,05). Total platelet
count and Protein, Albumin levels were
significantly lower in pre-eclampsia group than
control group. Conclusion: There was a marked
change in some biochemical indicators related to
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liver and kidney function, a significant increase
in uric acid concentration and a decrease in
platelet count of pre-eclampsia patients.

Keywords: Pre-eclampsia,  biochemical
parameters, hematology

I. DAT VAN DE

Tién san giat (TSG) la bénh Iy thudng gap
trong thai ky, chiém khoang 5 — 15% trong
tong sé thai ky va la nguyén nhan chu yéu
gay tr vong me va chu sinh trén toan thé giéi
[1] . TSG 1a mot réi loan thai ky c6 thé gay
anh hudng dén phan 16n cic co quan trong
co thé, dic trung boi mot loat cac dau hiéu
va triéu chiing, bao gém sy khoi phat cua
taing huyét ap (khi huyét ap téi da >
140mmHg va/hoic huyét &p toi thiéu 1a >
90mmHg) va protein niéu (xuat hién ti
0,39/24 gid) xay ra sau tuan tha 20 cua thai
ky, thuong két hop véi phu va tang acid uric
méu [2] . Trong sb cac rdi loan ting huyét 4p
trong thai ky, thi TSG noi bat voi tan sut
Xay ra cao di kém v&i cac bién chang phic
tap. Bién chiing ¢ thai nhi bao géom cham
phét trién trong budng tir cung, sinh non hoic
tir vong chu sinh. Bién ching ¢ thai phu bao
gom suy than, hoi ching HELLP, suy gan,
phU ndo, san giat va cd thé dan dén tir vong.
Ngoai ra hau qua cua TSG con kéo dai sau
sinh, véi bién chiung déang cha y 1a rdi loan
noi mach lam ngudi me c6 nguy co mic
bénh ly tim mach.

Pa c6 nhiéu nghién ciu trén thé giéi vé
TSG c¢6 lién quan dén su thay d6i céc chi s6
sinh hoa, huyét hoc nhu i loan chic nang
gan, chtic niang than, giam tiéu cau va ting
nong d6 CRP [3] ,[4] . Piéu d6 cho thiy, mot
s xét nghiém c6 thé hitu ich trong viéc xac
dinh mic d6 ton thuong co quan trong bénh
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Iy TSG, giup cac bac si lam sang phat hién
kip thoi, kiém soat hiéu qua bénh va céc bién
ching. Téi wu hoa cong tic chim soc suc
khoe thai san, dac biét trong thuc hanh quan
ly tién san ddi véi bénh ly TSG. Tai Viét
Nam, c6 rat it nghién ctru vé van dé nay. Vi
mong mudn tim hiéu rd hon vé su thay doi
cua mot sé chi sé sinh héa trong bénh Iy
TSG trén nhom dbi tuong 1a nguoi Viét
Nam. Vi vay dé tai duoc thyc hién véi muc
tiéu: Xdc dinh sir thay déi cac chi sé sinh hoa
va huyét hoc ¢ thai phy tién san gigt.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1 Péi twong nghién ciu

Cac thai phu dén kham tai khoa Kham
bénh va céc thai phu diéu trj tai khoa San
bénh ly cua Bénh vién Phu san Trung uong,
tir thang 1/2022 — 7/2022. Bdi twong nghién
ctru duoc chia lam 2 nhém:

< Nhom bénh: gdm 60 thai phu dugc
chan doan tién san giat.

- Tiéu chuan lya chon: Gém nhitng thai
phu dugc chan doan TSG theo tiéu chuan [1]

+ Huyét ap t6i da > 140mmHg va/hoic
huyét ap tbi thiéu > 90mmHg, do 2 1an céch
nhau it nhat 4 gio, xay ra sau tuan 20 cua thai
ky trén thai phu c6 huyét ap binh thuong
trudc do, va:

+ Protein niéu 0,3g/24h hay 0,5g/I.

- Tiéu chuan loai trir: thai phu mic céc
bénh man tinh, bénh rdi loan chuyén hoa,
tang huyét &p tir trudc khi c6 thai, dai thao
duong thai ky, da thai.

< Nhom chiing: Gom nhiing thai phu
khoe manh, cé tudi thai > 20 tuan, khong
méic bénh ly cap tinh va man tinh, khong
phu, khong ting huyét 4p va protein niéu am
tinh.
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2.2 Phwong phap nghién ctu

< Thiét ké nghién ciu: M6 ta cit ngang
c¢6 @i chung

¢+ Chi tiéu nghién ctu: Thai phu duoc
khéam, khai thac bénh str, do huyét ap, lam
céc xét nghiém sinh hoa, tong phan tich nuéc
tiéu va huyét hoc co ban.

s Ky thuat sir dung trong nghién cuu:
Cac xét nghiém Glucose, Acid uric, Ure,
Creatinin, AST, ALT, dién giai do, Calci,
Albumin, Protein, LDH duoc xac dinh bang

I1. KET QUA NGHIEN cU'U

cac phuong phap nhu enzym so mau, dong
hoc enzym, dién cuc chon loc gian tiép trén
may sinh héa tu dong AUG680. Vaoi xeét
nghiém huyét sic t4, tiéu cau xac dinh bang
hé théng do quang va hé thong do huyét sic
to.

% Phuong phap phéan tich sé liéu: St
dung phan mém SPSS 18.0, sir dung céc
phép kiém dinh, thong ké so sanh c6 ¥ nghia
khi p<0,05.

Bdng 3.1. Pdc diém chung ciia 2 nhom nghién ciru

ez Tién san giat (n = 60 Nhém chieng (n = 60
Djc diém chung (Mee?n'i gd) ) (Mean : id) ) P
Tudi me (nam) 30,87 £5,71 27,43 + 4,75 <0,0001
Tudi thai (tuan) 32,30 + 3,46 33,29 + 3,09 0,1
BMI trudc mang thai 22,97 +£1.79 20,91 + 1,68 <0,0001
HA tbi da (mmHg) 158,52 + 13,43 115,92 + 7,54 <0,0001
HA t4i thiéu (mmHg) 100,48 + 11,73 70,95 + 7,00 <0,0001

Bang 3.1 cho thay tudi me trong nhom TSG 1a 30,87 £ 5,71 cao hon c6 ¥ nghia so véi
nhom ching 1a 27,43 + 4,75 véi p<0,05. Khdng cd su khac biét vé tudi thai gitra 2 nhom.
BMI truéc mang thai, HA t6i da va HA t6i thiéu & nhém thai phu TSG cao hon ¢6 y nghia so
véi nhém thai phu khoe manh.

Bdng 3.2. So sanh chi sé sinh hda va huyét hec ciza 2 nhém nghién citu

. & Tién san giat (n=60 Nhém chieng (n=60
Chi so (Mea?l i s(d) ) (Mean J_rgs(d) ) P
Acid uric (umol/L) 469,73 £ 124,99 267,96 + 47,96 <0,0001
Glucose (mmol/L) 4,50 £ 0,67 4,36 £ 0,66 0,24
Ure (mmol/L) 6,75 + 3,34 2,65+ 0,59 <0,0001
Creatinin (umol/L) 71,73 +17,98 54,04 + 4,56 <0,0001
Natri (mmol/L) 134,05 + 2,39 135,84 + 1,42 <0,0001
Kali (mmol/L) 400+041 3,93+0,21 0,22
Clo (mmol/L) 103,93 £ 2,81 104,25+ 1,81 0,46
Canxi (mmol/L) 2,14 +0,13 2,17 £ 0,09 0,13
AST (U/L) 31,20 + 22,28 21,09 £ 5,01 0,01
ALT (U/L) 22,53 +19,18 14,29 + 7,55 0,02
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LDH (1U/L) 240,90 + 95,71 176,61 + 31,46 <0,0001
Protein (g/1) 58,30 + 6,27 66,04 + 2,72 <0,0001
Albumin (g/l) 28,32 + 3,25 35,03 + 1,68 <0,0001
Huyét sic t6 (g/l) 124,66 + 17,07 120,90 + 11,32 0,15
Tiéu cau 191,68 + 57,25 225,46 + 50,68 <0,001

Nong do Acid uric, Ure, Creatinin, AST,
ALT, LDH ¢ nhom TSG cao hon & nhém
chtng, su khéc biét c6 ¥ nghia théng ké voéi
p<0,05. Nong do Natri & nhém TSG thap
hon ¢6 y nghia so vai nhém chung, trong khi
néng do Kali, Clo va Calci ¢ 2 nhém la nhu
nhau. Nong do Protein va Albumin ¢ nhom
TSG thap hon dang ké so véi nhém ching
(p<0,05), trong khi Glucose c¢6 nong do nhu
nhau & 2 nhom. Tong s6 luong tiéu cau thap
hon dang ké trong nhém TSG (191,68 +
57,25) so vai nhom chung (225,46 + 50,68),
p<0,05. Trong khi ndng d6 huyét sic té trung
binh & 2 nhom 1a nhu nhau.

IV. BAN LUAN

Trong nghién cru nay ching toi thuc hién
trén 60 thai phu bi TSG dé nghién ctu sy
thay d6i mot sé chi sé sinh hoa, huyét hoc so
véi nhom chiang la 60 thai phu khoe manh.
Chung t6i quan sét thdy tudi trung binh cua
thai phu bi TSG cao hon so véi nhém chang,
khong cd sy khac biét vé tudi thai. Nghién
ctu ctia Lamminpad [5] cho thay ¢ nhiing
thai phu TSG c6 tudi me cao hon va day
cling 1a mot yéu té nguy co cia TSG. Huyét
&p 12 mot trong nhiing tiéu chuan chan doan
TSG, do d6 ¢ nhirng thai phu TSG ¢ su gia
tang huyét ap dang ké so voi nhém ching,
két qua trong nghién ctu cta chung t6i cling
pht hop véi diéu nay.

Céc thay d6i vé sinh Iy bénh cua than da
duogc mo ta trong bénh ly TSG, két qua cua
chdng t6i cho thdy néng do Ure, Creatinin,
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Acid uric va Natri ting 1én dang ké (p<0,05)
& nhom TSG so véi nhom thai phu khoe
manh, quan sat cua ching toi cling tuong tu
vé6i két qua nghién ciu cia Ekun va cong su
[4] . Céc nghién ciu truée day chi ra rang
nong d6 Ure va Creatinin & nhom TSG tuong
tu nhu & phu nir khdng mang thai do giam
muc loc cau than va giam luu lugng mau qua
than [6] so véi thai ky binh thuong. Do do
nong d6 Ure, Creatinin ting trong TSG c6
thé do giam loc cau than, giam bai tiét & ng
than va tang tai hap thu. Su gia ting cua Acid
uric trong nghién ctru cta ching téi cling phu
hop Vvéi nhiéu nghién ctu trude day. O bénh
nhan TSG, Acid uric c6 xu hudng tdng sém
hon so vé6i khi bat dau xuét hién ting huyét
ap va protein ni¢u. Viéc Acid uric tang trong
mau gay ra tac dung tién viém c6 thé dan dén
réi loan chirc nang ndi mach di duoc ching
minh. Ciing da c6 nhiéu nghién ciru da dwa ra
mdi lién quan gitta Acid uric huyét thanh
trong TSG va mirc d6 nghiém trong ctaa bénh
[7]. Do @6 sy thay dbi cua cac chi sé sinh
hoéa danh gia chic nang than trong nghién
ctu ciia chung t6i twong ddng vai cac nghién
ctru trude do.

Nong do Protein va Albumin trung binh
theo quan sat trong nghién ciu nay thip hon
¢6 y nghia (p<0,05) & nhdm TSG khi so s&nh
v6i nhém ching, diéu nay co thé thay rang
Vviéc mat protein qua nudc tiéu, thé hién &
viéc xuat hién protein niéu & thai phu mac
TSG.
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Chtic ning gan c6 thé bj thay d6i dang ké
trong TSG va lién quan véi cac bién chung
nghiém trong cua bénh. Nong d6 AST
thuong ting cao hon ALT, diéu nay cé thé
gilp phan biét TSG tir cAc nguyén nhan tiém
an nao d6. Viéc ting nong d6 LDH trong
TSG la do rdi loan chtrc ning gan (tir thiéu
méu cuc bd, xuat huyét, hoai tir hau qua caa
viéc co céc tiéu dong mach) va tan huyét (do
té bao mau bi pha hay). Két qua nghién ctu
cta chiing t6i ciing cho thay c6 su ting o rét
nong do AST, ALT va LDH & nhom TSG
(p<0,05).

Céc thay doi huyét hoc ciing xay ra ¢ thai
phu mic TSG, giam tiéu cau va tan huyét c6
thé xay ra va gay ra hau qua nghiém trong
trong hoi chung HELLP. Sé luong tiéu cau
giam do tang kich hoat, tap két va tiéu thy
tiéu cau. S6 luong tiéu cau & thai phu TSG
trong nghién ctru nay thap hon c6 y nghia so
v6i nhom ching, tuy nhién sé luong huyét
sic t6 nhu nhau ¢ hai nhom. Két qua nay
ciing phu hop voi két qua nghién ctu cua
Saha va cong su [8].

V. KET LUAN

C6 su thay ddi nong do rd rét mot sé chi
s6 sinh hoa va huyét hoc lién quan dén chic
nang gan, than ¢ thai phu TSG so v4i nhom
thai phu khoe manh.

- Ndng do Acid uric, Ure, Creatinin, AST,
ALT, LDH ¢ nhém TSG cao hon, trong do
nong do Protein, Aloumin va Natri & nhom
TSG thap hon dang ké so véi nhoém chung.
Su khac biét c6 ¥ nghia thong ké véi p<0,05.

-Sb luogng tiéu cau & bénh nhan TSG
giam c6 y nghia so vai nhdm nhom ching
Vi p<0,05.
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NGHIEN CU*U NONG PO ACID FOLIC HUYET TUONG
TREN BENH NHAN X0’ GAN DO RUQ'U
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TOM TAT

Muc tiéu: Xac dinh nong d6 acid folic huyét
tuong (HT) va mdi lién quan véi mot sb triéu
chirng 1&m sang, can lam sang trén bénh nhan
(BN) xo0 gan do ruou. Poi tweng: Nghién ciu
dugc thuc hién trén 100 nguoi gdm 50 BN xo
gan do ruou (nhdm bénh) dwoc chan doan, diéu
tri tai Bénh vién Quén y 103 tir 12/2021-07/2022
va 50 ngudi binh thuong khée manh (nhém
ching). Phwong phap nghién ciru: Kham lam
sang, xét nghiém can lam sang lya chon ddi
tugng nghién ctu. LAy méau tinh mach, ly tam
tach huyét tuong dé lam xét nghiém dinh luong
nong do acid folic theo nguyén ly mién dich hoa
phat quang trén hé théng DXI 800 (Beckman
Coulter). Két qua: Nong d6 trung binh cua acid
folic HT & BN xo gan thip hon c6 ¥ nghia thong
ké so vai nhém chirng khée manh (8,05 + 5,27
ng/mL so vai 10,3 + 3,39 ng/mL, p = 0.0065). C6
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Hoc vién Quany
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mdi lién quan giita ndng do acid folic vai cac
tri¢u chirng 1am sang nhu chan an (p=0,012), phu
(p=0,04) va sao mach (p=0,002). Nguoc lai,
khéng c6 méi tuong quan giira ndng do acid folic
v&i mot sb xét nghiém can 1am sang trén BN xo
gan do rugu. Két luan: O BN xo gan do ruou,
ndng do acid folic HT giam va c6 lién quan voi
mot s triéu chimg 1am sang phd bién ¢ BN xo
gan do ruou nhu sao mach, chan an va phu. Két
qua ndy goi ¥ vé su can thiét phai bd sung acid
folic vao phac do diéu tri cho BN xo gan do
ruou.
Tir khoa: Xo gan do rugu, acid folic

SUMMARY

STUDY THE PLASMA FOLIC ACID
LEVELS IN PATIENTS WITH
ALCOHOLIC LIVER CIRRHOSIS

Aim: Determine plasma folic acid (HT)
concentration and relationship with some clinical
and subclinical symptoms in patients with
alcoholic liver cirrhosis. Subjects: The study was
conducted on 100 participants including 50
patients (disease group) diagnosed and treated
alcoholic liver cirrhosis at Military Hospital 103
from 12/2021-07/2022 and 50 healthy people
(control group). Research methods: Clinical
examination, paraclinical tests to select research
subjects. Venous blood is collected and
centrifuged to separate the plasma; plasma folic
acid was concentrated according to the principle
of chemiluminescence on the DXI 800 system
(Beckman Coulter). Results: The plasma folic
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acid levels in disease group were significantly
lower than in control group (8.05 £ 5.27 ng/mL
versus 10.3 £ 3.39 ng), p = 0.0065). There is a
relationship between folic acid levels and clinical
symptoms such as anorexia (p=0.012), edema
(p=0.04) and varicose veins (p=0.002). By
contrast, there was no correlation between folic
acid levels and some laboratory tests in patients
with alcoholic cirrhosis. Conclusions: In patients
with alcoholic cirrhosis, plasma folic acid levels
decreased and were associated with some
common clinical symptoms in patients with
alcoholic cirrhosis such as angioedema, anorexia
and edema. These results suggest the necessity of
supplement folic acid for patients with alcoholic
cirrhosis.
Keywords: Alcoholic cirrhosis, folic acid

I. DAT VAN DE

Chuyén hoa ruou gay ton thuong gan qua
nhiéu co ché nhu suy giam chuyén héa gay
tich trix lipid trong gan, tang cuong phan ng
viém tai chd va thic diy qué trinh xo héa
[1]. Str dung nhiéu ruou lam ting nguy co tir
vong do xo gan 1én gip 27 lan & nam va 35
lan & nix [1]. S6 luogng va thoi gian sir dung
ruou lién quan thuan dén murc d6 ton thuong,
tién trién, su sdng va ty 1& mic xo gan do
ruou [1]. Xo gan do ruou chiém dén 50% s
truong hop xo gan tai My [1]. Gan day, lam
dung rugu va nhap vién do lam dung ruou
tang dang ké tai Viét Nam.,

Acid folic la mot vitamin nhom B, gop
phan duy tri sy toan ven cia hé gen va té
bao, 1a trung tdm cua chuyén hoa, dic biét
trong tong hop acid nhan, chinh sira va
methyl héa acid nhan DNA [2]. Folic tham
gia vao nhiéu phan tng sinh hoc mang tinh
séng con, dac biét 1a véi cac té bao va giai
doan sinh 1y phan chia nhanh nhu té bao
mau, phu nit ¢6 thai [2]. Do d6, b6 sung acid

folic tong hop dwoc khuyén cdo cho nhiéu
nhom d6i tugng c6 nguy co cao thiéu hut
acid folic nhu phu nit c6 thai, trong d6 tudi
sinh san va nguoi Ion [2]. Thiéu hut acid
folic gay ra nhiéu hé luy nghiém trong nhu
khuyét tat 6ng than kinh [2], va bénh ly tam
than kinh. Viéc thiéu acid folic gay gian doan
tong hop acid nhan, gay ra ton thuong tai hé
thdng tiéu hoa, 1am giam héap thu acid folic,
tao vong xoan bénh Iy thiéu dudng acid folic
[2]. Tuy nhién, bao céo vé nong d6 acid folic
0 BN x0 gan do rugu tai Viét nam con chua
day du. Vi vay, dé tai nghién ciu nham myc
tiéu xac dinh ndng do acid folic huyét twong
va méi lién quan vaoi mot sé triéu chieng 1am
sang, can lam sang trén BN xo gan do ruou.

II. DSI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong: Bao gom 100 ngudi, chia
thanh 2 nhém: 50 BN duoc chan doan va
diéu tri xo gan do ruou tai khoa Noi Tiéu
Hoa - Bénh vién Quan y 103 (nhém bénh) va
50 nguoi binh thwong, khoe manh (nhom
ching).

Tiéu chuén lya chon nhém bénh

Chin doan xo gan: it nhat 2 trong 3 hoi
chang:

* Hi chirng suy té bao gan: mét moi,
chan an, an cham tiéu, vang da, sao mach,
ban tay son, ¢6 trudng, phu. Xuat huyét dudi
da, niém mac, chay mau chan rang, chay mau
cam do réi loan déng mau, thiu mau. Xét
nghiém c6 protein huyét thanh giam, albumin
huyét thanh giam <35g/1, globulin ting, ty 1&
A/G dao nguoc, bilirubin toan phan méu ting
>17 pumol/l, ty 1€ prothrombine giam <70%).

* H§i chirng tiang ap lwe tinh mach cwa:
Lach to, tudn hoan bang hé, ¢ truéng, siéu
am 6 bung (TMC gian >13 mm, duong kinh
doc lach > 12 cm) va/hoac noi soi thuc quan
da day co hinh anh gian TMTQ, phinh vi.
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* Hoi chirng thay ddi hinh thai gan:
Lam sang c6 gan to, chic hodc gan teo, két
hop vai siéu am cho hinh anh gan nhu mé
tho, ting am dang ndt, bd gan khong déu.

Loai trir cac nguyén nhan gay xo gan khac
nhu nhiém virus viém gan B/Cva cé céc
bénh két hop.

Tiéu chuin hra chon nhém chirng

Bao gdom 50 ngudi binh thuong, khoe
manh, c4c chi s6 nhan trac tuong duong voi
nhom bénh dén kham stc khoe tai khoa
kham bénh Bénh vién Quény 103.

2.2. Phwong phap nghién ciru

Nghién ctru duoc thuc hién tor 12/2021-
07/2022 tai Bénh vién Quan y 103. Khai thac
tién su, bénh sir, khdm 1am sang, xét nghiém
can 1am sang dé lya chon ddi tugng nghién
ctiu. Ly mau tinh mach Iuc déi, chong dong
bang heparrin, ly tim tach HT dé dinh luong

Ill. KET QUA NGHIEN cUU
3.1. Pic diém phan b tudi, giéi
Bdng 1: Pic diém phan bé vé tugi

acid folic va cac chi sb héa sinh khac. Pinh
luong ndng d6 acid folic HT theo nguyén 1y
mién dich hoa phat quang, trén may UniCel
DxI 800 Access, sir dung hda chét tuong ng
do hang Beckman Coulter cung cap. C4c chi
sd hoa sinh khac duge dinh lugng trén hé
théng Au5800 (Beckman Coulter).

Xir ly sb liéu trén phan mém théng ké
STATA phién ban 14, Window. Sy lién quan
giita hai bién dinh tinh dwoc phén tich bang
kiém dinh Fisher’s exact. Twong quan nong
d6 gitra hai bién dinh luong dugc phan tich
bang phan tich twong quan correlate. Su khac
biét nong d6 acid folic gitta hai nhém duoc
phan tich bing Wilcoxon rank sum (Man-
Whitney) va Kruskal Wallis. Sy khac biét,
lién quan, twong quan c6 ¥ nghia thong ké
néu p<0.05.

, Co TB SD Nhé Lén P<0.0
Nhom miu | (nim) (nim) nhét nhét 9% Cl 001
Xogan | 50 54.74 10.12 32 78 51.86 | 57.62
Chimg | 50 42.76 6.61 32 56 40.88 | 44.64 p<c())ioo
Tong 100 | 48.75 10.42 32 78 46.68 | 50.82

Tat ca BN tham gia nghién ctiu cta hai nhom déu la nam giéi.

cao hon so vai nhom ching.
Bdng 2: Pic diém phan bé theo nhom tugi

Do tudi ciia nhom xo gan

. Nhém tudi .
Nhom Tong
40-60 <40 >60
Chimg 31 19 0 50
Xo gan 34 5 11 50
Tong 65 24 11 100

Phan chia BN nghién ctu theo nhém tudi <40, 40-60 va >60 tudi. Phan tich thong ké cho
thiy c6 su khac biét vé& phan b nhém tudi giita nhom ching va nhém xo gan. Cu thé, nhém
xo gan ¢o 11/50 (22%) BN>60 tudi, trong khi ty 1& ndy & nhom ching 1a 0%. Do tudi phd
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bién nhét cia xo' gan do rugu 1a 40-60 tudi, chiém 34/50 = 68%. Ty I¢ doi twong tham gia
nghién ctru c6 do tudi 40-60 1a twong dwong gitra nhém bénh va nhém ching (p=0.53).
Bdng 3: Néng dé acid folic theo tudi

Nhém Bién ddi acid folic Téng )
Binh thudng Giam Tang
<40 n 23 0 1 24
% 95.83 0 4.17 100
n 58 4 3 65
40-60 % 89.23 6.15 4.62 100 0.26
60 n 10 0 1 11
% 90.91 0 9.09 100
T 6ng n 91 4 5 100
% 91 4 5 100
Pearson chi2(4) = 2.6586 Pr =0.616
Fisher's exact = 0.706

Khong c6 su lién quan gitra nhom tudi va ty 1 phan bé cac mic acid folic HT. Pong thoi,
cac nhém tudi c6 nong dé acid folic HT twong dwong nhau. Nhu vay, nghién ctu khdng chi
ra phu thugc caa mie do acid folic HT theo tudi.

3.2. Nong dé acid folic HT

Bdng 4: So sanh néng dé acid folic gi#a nhém bénh, nhém ching

Nhom chirng (n=50) Xo gan (n=50) Téng (n=50)
TB £ SD (ng/mL) 10,3+ 3,39 8,05+ 5,27 9,17 £ 4,56
min-max 5,16-21,46 2,563-24,1 2,39-24,10
95% CI 9,34 -11,26 6.55-9.55 8,27 - 10,08

p =0.0001

So sanh nong d¢ acid folic giita nhém xo gan va nhom khoe manh cho thiy, nhom xo gan
¢6 nong do acid folic thap hon co ¥ nghia thong ké so véi nhém chiing (10,3 + 3,39 ng/mL so
v6i 8,05 £ 5,27 ng/mL, p = 0.0001).

Bdng 5: Lién quan bién doi acid folic HT vdi xo gan

. Bién dbi acid folic 2
Nhom - - ” . Tong
Binh thuong Giam Tang
, n 49 0 1 50
Chimg % 08 0 2 100
Xo gan n 42 4 4 50
% 84 8 8 100
Téng n 91 4 5 100
% 91 4 5 100
Pearson chi2(2) = 6.3385, Pr = 0.042; Fisher's exact = 0.051
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Gia tri tham chiéu cua ndng do acid folic tai khoa Sinh hoa, Bénh vién Quan y 103 1a 3.1-
19.9 ng/mL. Phan tich lién quan cho thay méi lién quan co ¥ nghia thong ké gitra ty 1¢ bién
ddi ndng d6 acid folic HT va bénh 1y xo gan. Giam acid folic HT khéng xay ra & nhom
chung, nhung xuit hién & 4/50 (8%) BN xo gan do ruou.

3.3. Lién quan giira nong dd acid folic HT véi dic diém lAm sang

Bdng 6: Lién quan giira néng dg acid folic véi mét sé triéu ching 1am sang

o , Col/ Acid folic(ng/ml)
Tri¢u chirng R N - - : p
Khong X+ SD Min-max | Trungvi
§ Cé 33 7,12+471 | 2,39-21,17 5,55
Chan an - 0,012
Khéng 12 9,67+5,62 5,78-24,1 7,45
L Cé 40 7,915,332 2,39-24,1 6,14
Mét méi - 0,47
Khéng 5 6,93+1,21 5,78-8,25 6,5
Vang da niém Co 26 7,43+4,63 2,39-20,42 5,98 0.435
mac Khong 19 8,31+5,62 2,563-24,1 6,5 '
Cé 15 7,0+4,35 2,86-17,56 5,41
Xam da - 0,238
Khéng 30 8,21+5,36 2,39-24,1 6,54
. Cé 19 6,79+5,12 | 2,39-21,17 5,55
Phu - 0,04
Khéng 26 8,54+4,93 2,53-24,1 7,11
Cé 17 5,34+2.38 | 2,53-12,78 4,97
Sao mach - 0,002
Khong 28 9,30+5,63 | 2,39-24,10 7,11
. Cé 18 6,81+452 | 2,53-21,17 5,35
Ban tay son - 0,126
Khong 27 8,47+5,32 2,39-24,1 6,5
Réi loan ¥ Cé 5 10,18+8,60 | 2,53-24,1 6,29 0718
thirc Khong 40 751+449 | 2,39-21,17 6,14 ’
Xuét huyét Co 13 8,37+6,71 2,39-24,1 6,59 0.90
tiéu hoa Khéng 32 757+4,28 | 2,86-21,17 6,14 ’
Tuan hoan Co 24 7,80+4,97 | 2,39-20,42 5,48 0287
bang hé Khong 21 7,81+5,22 2,563-24,1 6,5 '
: Cé 29 8,1345,05 | 2,86-21,17 6,14
Co truéng - 0,74
Khong 16 7,21+5,10 2,39-24,1 6,39
Xo gan giai Con bu 4 6,87+1,02 2,39-24,1 6,14 0.577
doan Mit bu 41 7,89+5,26 5,78-8,21 6,75 ’
Child Child A 5 5,27+2,24 2,39-8,03 5,78
Xo iafgh ! ChildB | 23 | 7862537 | 2,53-21,17 5,94 0,35
Child C 17 8,47+5,11 3,57-24,1 6,29
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O bang nay, c6 5 BN khong thu thap duoc
day du s liéu, vi vay chi cd sb liéu cua 45
BN. Két qua cho thiy, c6 mdi lién quan giita
nong do acid folic véi cac triéu ching 1am
sang nhu chan an (p=0,012), phu (p=0,04) va
sao mach (p=0,002). Khéng c6 su khac biét

nong do acid folic HT giita cac BN c6 hay
khong c6 cac triéu chung 1am sang khac nhu
mét mai, vang da niém mac, xam da, réi loan
y thirc, xuat huyét tiéu hoa, tuan hoan bang
hé va c6 trudng.

3.4. Twong quan giira ndng dd acid folic véi mot sé chi sé héa sinh
Bdng 7: Twong quan giita nong dé acid folic vgi mét sé chi sé hoa sinh

Chi s6 Acid folic
r p

Glucose 0,15 0,29
Protein -0,005 0,97
Albumin -0,074 0,61
Bilirubin toan phan 0,008 0,95
Bilirubin truc tiép -0,018 0,90
AST -0,002 0,99
ALT -0,104 0,47
GGT -0,231 0,10
Cholesterol -0,160 0,26
Triglycerid -0,073 0,61
Ure 0,165 0,25
Creatinin -0,001 0,99

Trong nghién ciru ndy, khéng thiy co twong quan giita nong do acid folic HT va cac chi s6

hda sinh khéc.

IV. BAN LUAN

Tai Viét Nam, lam dung ruou chii yéu xay
ra & nam gidi, vi vay xac suat BN nir xo gan
do ruou thap. Trong nghién ciu nay, véi ¢
mau nho (n=50) va thoi gian nghién ctu
ngan, nén nhém bénh khong c6 BN nir nao.
Diéu nay phan anh dung thyc trang dich t& va
phu hop véi cac nghién cau cta Pham Thi
Dung (2018) (100% nam) [3] va Ha Thi
Hanh Dung (2019) (98% nam) [4]. Ngoai du
kién, nhom chung c6 phan bé tudi khéng
tuong ddng vai nhém bénh. Cu thé, tudi cua
nhom bénh la 54.74 + 10.12, cao hon ¢6 y
nghia thong ké so véi nhom chimg 42.76 +

6.61 (p<0.0001) (bang 1). Ty I¢ phan bé theo
nhém tudi khac biét c6 ¥ nghia thong ké gitra
nhom bénh va nhom chang (bang 2), goi y
tudi cao lién quan thoi gian lam dung ruou
kéo dai ting nguy co mic xo gan do ruou.
Tai My, ty 1& xo gan cao nhat & do tudi 45-54
tudi, tiép theo 1a d6 tudi 55-64 tudi [5]. Phan
bd tudi cua ching toi tuong dwong véi bao
cao trude d6 nhu nghién ctiru cua Pham Thi
Dung (2018) 1a 52,73 + 8,35 [3], Tran Minh
Tuan (54,40 * 12,23) [6], nhung cao hon 218
BN x0 gan rugu trong nghién cuu cua Sylvie
Naveau va CS (2008) (54,7+10,1 nam tudi so
V6i 47 £ 0,7 nam tudi [7].
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Réi loan chuyén héa 1a mét trong nhiing co
ché gay ton thuong gan cta ruou [8]. Bién doi
hé vi khuan duong rudt va mét sy todn ven
cua biéu mé dudng rudt anh huong dén hiéu
Suat tieu hdéa va hap thu [9]. Vi thé, thiéu
dudng khdng phai 13 van d& méi ¢ BN xo gan
do ruou. Sy thiéu hut cac vi chat nhu selen,
kém, vitamin C, D, E duoc bao cédo trong cac
nghién ciru, nhung bao cao vé thiéu hut acid
folic con rat han ché [9, 10]. Két qua nghién
ctru cua ching t6i cho thiy su suy giam ndng
d6 acid folic & BN xo gan do rugu. Mac du, ty
16 BN suy giam ndng d6 acid folic khong
khac biét r6 rét gitra 2 nhom (8% & nhém
bénh va 0% & nhém chiing). Tuy nhién, nong
d6 trong huyét twong thap hon rd rét 1a bang
chang caa xu huéng thiéu hut acid folic & BN
xo gan do ruou, goi y viéc bo sung acid folic
chu dong cho BN xo gan do ruou. Khi thiéu
acid folic, phan chia té bao bao gom té bao
biéu m6 duong tiéu bi gian doan, tao vong
x0an bénh ly thiéu dudng. Thiéu acid folic co
thé 1am trdm trong cac triéu ching than kinh
do ngd doc ruou.

Nong d¢ acid folic thap hon & BN xo gan
do ruou c6 sao mach, chan an va phu. Phu va
chan an ciing 1a goi ¥ V& tinh trang dinh
dudng kém ¢ BN xo gan. Tuy nhién, can c6
nghién cu véi ¢ mau 16n hon dé c6 du
bang ching dua ra khuyén cdo. Mat khac,
nghién ctu cuta chung téi chi ra sy doc lap
gitta nong do acid folic va cac chi sd xét
nghiém can 1am sang lién quan dén chuc
nang gan va su pha hay té bao gan. Nhu vay,
khong c6 bang ching goi y vé mdi twong
quan gitra muac d6 bénh vai mac do giam
acid folic.

V. KET LUAN
O BN xo0 gan do ruou, ndng do acid folic

HT gidm va co6 lién quan véi mdt sO tri¢u
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chtng 1am sang phd bién & BN xo gan do
ruou nhu sao mach, chan an va phu. Két qua
nay goi y vé su can thiét phai b6 sung acid
folic vao phac d6 diéu tri cho BN xo gan do
ruou.
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NGHIEN C'U NONG PO HBcrAg HUYET TUONG
TRONG THEO DOI PIEU TRI VIEM GAN VIRUS B
BANG THUOC NUCLEOT(S)IDE ANALOGUES (NAS)

Trinh Thi Qué?, Phan Thanh Nguyén?, Triéu Thay Anh?,
Vii Anh Tuin?, Bui Vin Thuéng!, Pham Thién Ngoc?

TOM TAT

Xét nghiém HBcrAg (Hepatitis B core-related
Antigen) phan anh nong d6 cccDNA trong té bao
gan tuong duong tong cac khang nguyén HBeAg,
HBCcAg va khang nguyén P22cr. HBcrAg co gia
trj trong viéc danh gia dap ung diéu tri viém gan
B virus bang thubc khang virus loai nucleotid
duong udng (Nas). Muc tiéu: 1) Panh gia sy
thay d6i nong d6 HBcrAg huyét tuong (HBcrAg
HT) theo thoi gian diéu tri. 2)Tim hiéu mdi
tuong quan ciia nong d6 HBcrAg HT v6i mot sd
dau 4n sinh hoc trong theo ddi diéu tri viém gan
B man tinh. Péi twgng: 139 bénh nhan dugc
kham va diéu tri tai bénh vién da khoa
MEDLATEC bang thudc NAs, phuong phép
nghién ciru mé ta cit ngang c6 tién cou. Két
qua: Nong d6 HBcrAg HT thay do6i theo thoi
gian diéu tri: trudc didu tri nong d6 HBcrAg HT
la 5,15£1,86 loglU/mL, sau diéu tri 3, 6, 9, 12
thang ndng do twong tmg 1a 5,13+1,38 loglU/mL;
4,77£1,69 loglU/mL; 4,03+1,78 loglU/mL;
3,32+1,47 loglU/mL, sy khac biét c6 y nghia
thong ké véi p<0,001. C6 mdi twong quan chit
murc d6 vira giita nong d6 HBcrAg vé6i ndng do
HBsAg dinh lugng véi = 0,378; p=0,033 va tai
luong virus HBV véi r= 0,389, p=0,034. Két

'Bénh vién da khoa MEDLATEC
2Khoa Y- Pai hoc Phenikaa

Chiu trach nhiém chinh: Trinh Thi Qué
Email: que.trinhthi@medlatec.com
Ngay nhan bai: 15.8.2022

Ngay phan bién khoa hoc: 20.9.2022
Ngay duyét bai: 24.9.2022

luin: 1) Nong d6 HBcrAg HT 1a déu 4n co gia tri
trong viéc theo ddi diéu tri viém gan B man tinh.
2) C6 mdi tuong quan gitra nong d6 HBcrAg HT
voi HBsAg dinh lugng va tai luong HBV trong
theo ddi diéu tri viém gan B man tinh.

Tir khoa: HBcrAg, viém gan B man tinh, theo
doi diéu tri

SUMMARY

PLASMA HBCRAG
CONCENTRATIONS IN MONITORING
NUCLEOT(S)IDE ANALOGUES (NAS)
THERAPY IN PATIENTS WITH
HEPATITIS B

Plasma HBcrAg (Hepatitis B core-related
Antigen) level reflects the concentration of
cccDNA in hepatic cells which is equivalent to
the sum of HBeAg, HBcAg and P22cr antigen.
HBcrAg is valuable in monitoring patients with
chronic hepatitis B treated with Nucleot(S)Ide
Analogues (Nas). Obijectives: 1) Evaluation of
the changes in plasma HBcrAg concentration
(plas.HBcrAg) over time of treatment. 2)
Exploring the correlation of plas.HBcrAg levels
with some biomarkers in monitoring chronic
hepatitis B treatment. Methods: 139 patients
were examined and treated at MEDLATEC
General hospital with Nas therapy. This is a
prospective cross-sectional descriptive study
method. Results: The plasma HBcrAg
concentration changed with treatment time:
before treatment, plas.HBcrAg concentration was
5.15+1.86 loglU/mL, after 3, 6, 9, 12 months the
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corresponding concentrations were 5.13 +1.38
loglu/mL; 4.77£1.69 loglU/mL; 4.03+1.78
loglu/mL; 3.32+1.47 loglU/mL, respectively.
The difference is statistically significant with
p<0.001. There were moderate correlations
between  plas.HBcrAg concentration and
guantitative HBsSAg concentration with r= 0.378;
p=0.033 and HBV viral load with r=0.389,
p=0.034. Conclusions: 1) The plas.HBcrAg level
is a valuable marker in monitoring of chronic
hepatitis B treatment. 2) There were correlations
between plas. HBcrAg levels with quantitative
HBsAg and HBV load in monitoring of chronic
hepatitis B treatment.

Keywords: HBcrAg, chronic hepatitis B,
treatment monitoring

I. DAT VAN DE

Viém gan virus B van la mot ganh niang y
té toan cau do virus viém gan type B (HBV)
gay ra véi bién ching xo gan va ung thu gan
co ty & tir vong cao. To chic Y té thé gioi
(WHO) udc tinh co6 296 triéu nguoi dang
chung séng v4i bénh viém gan B man tinh
vao nam 2019, véi 1,5 triéu ca nhiém méi
mdi nim. S6 bénh nhan tir vong do nhidém
viém gan B udc tinh khodng 820.000 ca, chu
yéu 1a do xo gan va ung thu biéu mo té bao
gan [8] Piéu tri khang virus di duoc ching
minh 1a mot cach hiéu qua dé ngan chan va
tri hodn sy tién trién cua nhidm HBV va do
d6 lam giam ty I& bién ching viém gan.
Trong hudng din chan doan va diéu tri viém
gan virus B caa bo y té ciing néu ra muc tiéu
diéu tri 1a wc ché lau dai sy sao chép cua
HBV va cai thién chat luong séng, ngin
ngira dién tién xo gan, ung thu biéu mo té
bao gan (HCC). Nguyén tic diéu tri dugc dat
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ra la lya chon ban dau la cac thudc ubng
nucleot(s)ide analogues (NAs); chi nén dung
cac phac d6 cd Peg-IFN ddi véi mot sd
truong hop dic biét; didu tri virus viém gan
B man véi NAs 1a diéu tri 1au dai, c6 thé kéo
dai sudt doi [1]. Vi vay can c6 mot ddu 4n
hitu hiéu trong viéc theo ddi diéu tri viém
gan virus B gitp bac si quyét dinh duy tri
thudc 1au dai hay c6 thé két thuc diéu tri. Xét
nghiém HBcrAg bao gém khang nguyén vo
HBeAg, khang nguyén 16i vi rat viém gan B
(HBcAg) va protein tién nhan HBV goi la
p22cr. Nong do cua HBcrAg trong mau ty 1é
thuan vai tai lugng vi rat HBV trong mé gan
[2]. Nong d6 HBcrAg huyét thanh c6 gié tri
trong viéc du doan dap ung voi diéu tri
khang virus va tai phét sau khi ngiing thudc
NAs, ciing nhu dy doan bénh tién trién thanh
X0 gan va ung thu biéu mé té bao gan ¢ bénh
nhan viém gan B man tinh [6]. Tai Viét Nam
chua c6 nghién ctru ndo vé nong dd HBcrAg
trong theo ddi diéu tri. Vi vay chung tdi thuc
hién dé tai voi muc tiéu 1) Panh gia sy thay
d6i nong d6 HBcrAg huyét twong (HBcrAg
HT) theo thoi gian diéu tri. 2)Tim hiéu mbi
tuong quan cia nong d6 HBcrAg HT véi
mét sb chi diém sinh hoc trong theo doi diéu
tri viém gan B man tinh bing nucleotid
duong ubng.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru
Nghién ctru duogc thuc hién tur thang
10/2020 dén thang 9/2022 tai Bénh vién Pa
khoa MEDLATEC. Bénh nhan dén kham va
dugc chan doan viém gan B man tinh theo
Quyét dinh 3310/QD-BYT 2019 huéng dén
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chan doan, diéu tri bénh viém gan B. Loai trir
cac bénh nhan cé viém gan B két hop céc
bénh ly man tinh khéc.

2.2. Phwong phap nghién cau

Nghién ctru duoc tién hanh theo phuong
phédp mo ta cit ngang tién ctu. Xét nghiém
HBcrAgHT theo nguyén Iy mién dich enzym
hoéa phét quang trén hé thdng may Lumipulse
G1200. Nong d6 HBCrAgHT dudi 2
logU/mL dugc tinh bang 2 logU/mL dé phan
tich théng k& Cac miu c6 nong do
HBCrAgHT trén 7 logU/mL dugc pha lodng
va phan tich lai. Pinh luong HBCrAgHT
bang phwong phéap siéu nhay (phat hién véi
nong d6 0,005U/mL) ciing dugc thuc hién
trén hé thong Lumipulse.

I1. KET QUA NGHIEN cU'U

Xét nghiém HBV DNA duogc thuc hién
trén hé thong sinh hoc phan tir tw dong
Cobas 6800 va cac xét nghiém AST, ALT
duoc thuc hién trén hé théng Cobas tu dong
8100 ciia Roche. S lidu dugc thong ké va xir
ly bang phan mém thong ké y hoc SPSS
20.0.

2.3. Cé méu

C& mau: duoc tinh toan dua vao cong
thirc wéc tinh mot chi sb trung binh:

2« (Zap + Z)? = (1-1)
(ES)?

Tur cac nghién ctru trude do, lua chon a=
5%, p=10%, r=0.278, d=1.10, s= 2.89 tir d6
tinh duoc n=114. Thyc t& s6 luong bénh

N =

nhan tham gia nghién ctru 1a 139.

3.1. Pic diém chung cta ddi twong nghién ciru
Bing 3.1. Pic diém chung ciia déi twong nghién ciru (n=139)

Pic diém Truée diéu tri Sau diéu tri p
Tudi (nam) 40,92 + 13,72
Gidi (Nam/nir) 83/56
AST (U/mL) 28,78 + 13,04 27,19 + 8,00 0,426
ALT U/mL) 33,18 + 19,08 30,81 + 14,79 0,456

Nhin xét: d6i twong tham gia nghién ctru c6 do tudi trung binh 40,92 + 13,72 tudi. SO
lwong nam gidi nhidu hon nir gi¢i. Khong co su khac biét vé ndng do AST va ALT trudc va
sau diéu tri va nong do AST va ALT déu nam trong gi6i han binh thudng.

Bing 3.2. Dic diém nong dp HBcrAg theo gii

Pic diém Mean SD p
Trudc dléu Nam (83) 4,89 1,72 0.051
tri Nit (56) 5,45 1,81 ’
T Nam (83 4,49 1,56
Sau qleu (83) 0,079
tri Nit (56) 4,99 1,68

Nhén xét: Khong c6 su khac biét vé nong d6 HBcrAg theo gidi ca trude diéu tri va sau
diéu tri.

3.2. Su thay d6i nong d9 HBcrAgHT, HBV DNA va HBsAg dinh lwong theo thoi gian
diéu tri.
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Bdng 3.3. Nong dp cdc diu dn theo doi trong diéu tri viém gan virus B

Néng dp Truée | Sau didu tri| Saudidu | Sau didu t?‘?;lrglllelllz
theo thoi gian diéu tri 3thang | tri 6 thang | tri 9 thang .théng P
HBcrAg Mean + <
(logU/mL) sD ~| 515+1,86 | 5,13+1,38 | 4,77+1,69 | 4,03t£1,78 | 3,32+1,47 |0,000
n=139 1
(T'Llflsrﬁl?) Mean £| 2057,42 1995,51 1591,22 750,45 665,62 0.048
=32 SD +6159,65 | $2251,39 | +2051,09 | +822,04 19523 |7
I(_(I;EYES/NmA)\ Mean +12141273,02| 22503,69 2131,67 1618,33 784,58 0.046
2_47 SD |£79416393,5| £61739,09 | £6051,91 | +2613,57 | £2541,52 |’

B oo,

[\*)

Nhan xét: Nong d6 cac diu an trong theo ddi diéu tri viém gan B déu co thay dbi theo thoi
gian diéu tri c6 y nghia thong ké vai p< 0,05.
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Biéu dé 3.1: Sw thay déi nong dp HBcrAg,
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Nhan xét: két qua HBV DNA giam nhanh sau 3 thang diéu tri, tuy nhién ndng d6 HBcrAg
va HBsAg dinh luong giam cham, sau 12 thang diéu tri vin con & nong do trung binh cua
HBcrAg la 3,32 £ 1,47 logU/mL. Va néng d6 HBsAg dinh lugng trung binh 1a 665,62 +
952,3 IU/mL.

3.3. Panh gia méi lién quan giira ndng dd HBcrAg véi cac dau 4n sinh hoc khéc trong
theo dai diéu tri viém gan B.
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Biéu do 3.2: Méi lién quan gi@#a néng dé HBcrAg va nong dp ALT truéc va sau diéu tri
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Nhgn xét: khdng c6 mdi trong quan giira nong dd6 HBcrAg véi ndng 6 ALT huyét twong
ca trude va sau diéu tri o tit ca cac thoi diém véi p>0,05.
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Biéu dé 3.3: Méi lién quan giira néng dé HBcrAg va
tai lwong virus HBV DNA truwdc va sau diéu trj
Nh@n xét: C6 mbi tuong quan giira nong do HBcrAg véi tai lugng HBV DNA huyét
tuong Ca trude va sau diéu tri & mac do vira vai r lan luot 1a 0,380 va 0,389; gié tri p twong

ung 1a 0,039 va 0,034.
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Biéu do 3.4: Méi lién quan gi@#a nong dé HBcrAg va nong d¢ HBsAg dinh lwong truwéc
va sau diéu tri
Nhdn xét: c6 mdi twong quan giita ndng d6 HBcrAg véi nong do HBsAg dinh lugng trong
huyét twong ca trudc va sau diéu tri & mic do vira voi r lan luot 1a 0,378 va 0,370; gia tri p

tuong tng 14 0,033 va 0,037.

IV. BAN LUAN

Tir két qua nghién ctru cho thdy dic diém
cia nhém ddi twong tham gia nghién ciru c6
do6 tudi 40,92 £ 13,72 tudi, day 1a do tudi da
nhiém virus man tinh va qua giai doan dung
nap mién dich, bt dau chuyén sang giai doan
hoat dong ctia virus. Do tudi nay pht hop véi

su tién trién clia viém gan B man tinh. S&
luong nam gidi tham gia nghién ctru cao hon
nit gidi v6i nam/nit 1a 83/56 do ty 1¢ nhiém
virus viém gan B & nam cling cao hon ¢ ni.
Két qua ciing cho thiy nong do HBcrAg
khong c6 su khac biét theo gidi tinh (bang
3.2), nhu vay vi¢c dép ung mién dich cua ca
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hai gidi v&i virus viém gan B 1a nhu nhau,
két qua cua chung toi cling twrong dong véi
cac nghién curu khac [7].

Theo huéng din cua Bo Y té theo quyét
dinh s& 3310/QD-BYT vé viéc ban hanh
huéng dan chén doan, diéu tri bénh viém gan
vi rat B di dua ra: Thoi gian diéu tri voi
thubc NAs kéo dai, c6 thé sudt doi. Nguoi
bénh chua xo gan can diéu tri 1au dai, c6 thé
xem xét ngung diéu tri trong cac trudng hop
sau day: Viém gan vius B man véi
HBeAg duong tinh:co thé ngung diéu tri sau
khi di diéu tri thém 12 thang ké tir khi
6 chuyén d6i huyét thanh HBeAg (HBeAg
am tinh, anti-HBe duong tinh va tai luong
HBV DNA dudi ngudng) hodc mat HBsAg;
Viém gan virus B man véi HBeAg am tinh:
c6 thé ngung diéu tri khitai luong HBV
DNA dudi ngudng va mit HBsAg; néu
khong thé do tai lugng HBV DNA, c6 thé
can nhic ngung thudc khang vi rat khi mat
HBsAg kéo dai it nhat 12 thang trudc khi
ngung diéu tri (bat ké tinh trang HBeAg);
HBcrAg am tinh [1]. Nhu vy viéc diéu tri
bénh nhan viém gan B man tinh 1a m{t qua
trinh 14u dai, can theo ddi chit rat nhiéu xét
nghiém. Tuy nhién chi can tiéu chi HBcrAg
c6 thé gitp bac si 1am sang quyét dinh duy tri
thudc hay ngung diéu tri cho bénh nhan. Cac
nghién ctru trude ddy di chi ra mbi twong
quan chat ché gitra HBcrAg va cccDNA cua
HBV trong gan [2]. Viéc dinh lugng
cccDNA trong gan 1a kho khin va can can
thi€p xam lan, vi vay vi¢c su dung dau 4n
huyét thanh gitip bac si c¢6 thé theo ddi didu
tri hi¢u qua hon, ti¢n lgi va giam chi phi.
Nghién ctru cua chiing t6i cho thdy nong do
HBcrAg giam theo thoi gian diéu tri & cac
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thoi diém 3 thang, 6 thang, 9 thang va 12
thang voi p<0,001, tuong tu, néng do
HBsAg dinh luong va nong d6 HBV DNA
cling giam dan theo thoi gian diéu trj v6i p
tuong ung la 0,048 va 0,046. Nhu vay
HBcrAg 12 mot ddu 4n hiru ich cho viéc danh
gia dap tmg véi didu tri cho bénh nhan tuong
tu nhu HBsAg dinh lugng va HBV DNA.
Tuy nhién biéu dd 1 ciing cho thiy nong do
HBV DNA giam nhanh sau 3 thang diéu tri
con néng d6 HBcrAg va nong d6 HBsAg
dinh lugng thi giam tir tir theo thoi gian. Vige
giam ndng d6 HBV DNA khi diéu tri bang
thudc NAs thuong dat dugc som sau 3 thang
diéu tri nhung diéu nay khong phan 4nh viéc
virus dd duoc tre ché do cac nguyén lidu tong
hop nén virus van tiép tuc dugc san xudt tai
gan [5]. Nhu vdy dau 4n HBcrAg phan anh
tdt viée cho viée dap ung lau dai véi thude
diéu trj ctia cac thude khang virus NAs. Piéu
nay ciing duoc khang dinh trong cac nghién
ctru khac nhu Honda va cong su ndm 2016
[8] hay Lin Wang nam 2019 [5].

Biéu d6 2 cho thiy khong c6 mdi tuwong
quan giita nong d6 ALT huyét twong véi
néng d6 HBcrAg véi p> 0,05. Két qua nay
cling twong dong véi cac nghién ctru khac
trén thé giéi [4], do nong d6 ALT khong
phan anh mirc d6 san xuat cac thanh phan
khang nguyén cua virus ma chi phan anh
murc do ton thuong té bao gan do virus giy
ra. Biéu dd 3 cho thay c6 mdi twong quan
gitta ndng d6 HBcrAg huyét twong voi tai
luong virus HBV DNA v6i p=0,034, tuy
nhién muc do tuong quan & muc do vua,
diéu nay duoc giai thich do luwong HBV
DNA giam nhanh sau khi diéu tri 3 thang,
tuy nhién n6 khong phan anh ding nong do
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cccDNA trong gan do d6 ndéng d6 HBV
DNA huyét twong chi phan anh viéc dap tmg
giai doan dau cua viéc diéu tri viém gan B,
HBcrAg c6 gia tri danh gia tt hon trong viéc
dap ung lau dai khi dung thude tc ché virus
NAs. Két qua nghién ciru nay ciing phu hop
v6i nghién ctru trong nude va trén thé gidi
[4]. Mdi twong quan cta ndng d6 HBcrAg
v6i ndng d6 HBsAg duoc thé hién trong biéu
dd 4 cho thdy c6 mdi tuong quan chit mirc
d6 vira v6i p< 0,05. Cho dén nay HBsAg
dinh lugng dang 12 mot ddu 4n huyét twong
c6 gia tri trong theo doi diéu tri viém gan B
mot cach hiru hiéu nhit. Tuy nhién nhiéu
nghién ctru da chi ra viéc mat HBsAg 1 vo
ciing kho khan, ty 18 chi chiém 3% ddi véi
nhom diéu tri bang interferon va 1% dbi voi
nhom diéu tri bang NAs. Vi vay viéc duy tri
diéu tri cho nhom c6 HBeAg am tinh 1a gan
nhu sudt doi. Ngoai ra c6 mét ty 1& khoang
6% cac dbi twong nhiém viém gan B man
tinh nhung c6 HBsAg am tinh [3] nén chua
c6 déu 4n sinh hoc hitu ich dé theo ddi diéu
tri trén nhom ddi twong c6 HBsAg am tinh
nay. Vi vay chung ta can tim kiém mot dau
an khac hiéu qua hon d6 1a HBcrAg.

Tir nhitng két qua nghién ciru trén cho
thdy HBcrAg 1a mot ddu an hiru ich trong
viéc theo ddi diéu tri viém gan virus B, khic
phuc duoc céc van dé con thiéu sét cua tai
luong virus HBV DNA va nong d6 HBsAg
dinh lugng. Ngoai ra HBcrAg con 1a mot dau
4n tién luong trong viéc tién trién thanh xo
gan va ung thu gan cta bénh nhan cé vius
HBV man tinh [2],[7]. Vi vdy can co cic
nghién ctu tiép theo dé dénh gia gia tri cua
noéng d6 HBcrAg trong theo ddi tién luong
tién trién thanh xo gan va ung thu gan cua

bénh nhan nhiém HBV man tinh.

V. KET LUAN

Tir cac két qua thu dugc da ching minh:

1) Nong d6 HBcrAg HT la déu 4n co gia
tri trong viéc theo doi diéu tri viém gan B
man tinh bang thuéc NAs. Nong do HBcrAg
HT thay ddi sau 3,6,9 va 12 thang diéu trj va
c6 su khac biét co y nghia théng ké véi
p<0,001.

2) C6 mbi tuwong quan giita noéng do
HBcrAg HT véi HbsAg dinh lugng va tai
luong HBV trong theo ddi diéu trji viém gan
B man tinh.
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TY SO TG/HDL VA MOT SO CHI LIPID HUYET TU'ONG
O’ BENH NHAN PAI THAO PUONG TYPE 2
TAI BENH VIEN TRUO'NG PAI HOC Y DU'Q'C THAI NGUYEN

Nguyén Thi Hoa!, Vii Thi Hoai Thu?, Pham Thi Quyén?

TOM TAT

Muc tiéu: Phan tich mdi lién quan giira ty s6
TG/HDL-C huyét tuong v6i muc do kiém soéat
glucose & bénh nhan dai thao dudng type 2. Doi
twong va phwong phap nghién ctieu: M0 ta cit
ngang trén 216 bénh nhan dai thao duong (PTD)
type 2 dang diéu tri ngoai trd tai Bénh vién
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Ty s6 TG/HDL-C huyét trong 1a 2,55+1,85, ty 1&
tang ty s6 nay 1a 75,9%. Nong do va ty 18 réi loan
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mot sé chi sé lipid huyét twong khac gom
cholesterolts, triglycerid, HDL-C, LDL-C,
nonHDL-C twong ung la 5,11+1,09 mmol/L;
44,9%, 2,65+1,63 mmol/L; 71,3%, 1,10+0,28
mmol/L; 44,9%, 2,94+0,97 mmol/L; 44,9%,
4,00+1,09 mmol/L; 46,3%. C6 mdi tuong quan
thuan, mic d6 yéu, c6 ¥ nghia giira HbA:C Vi
nong dd TC (r=0,25), ndng do nonHDL-C
(r=0,25) va ty s6 TG/HDL-C (r=0,29). Két luan:
Ty s6 TG/HDL-C & nhém bénh nhan kiém soét
khong tot ndng do glucose cao hon ¢ y nghia so
v6i nhém bénh nhan kiém soat tét nong do
glucose. C6 mdi twong quan thuan, muc do yéu,
¢6 ¥ nghia gitta HbA;C vai ty s6 TG/HDL-C.

Tir khoa: Péi thao duong, ty s6 TG/HDL-C,
kiém soét glucose
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SUMMARY

TG/HDL-C RATIO AND LIPID
PROFILE IN TYPE 2 DIABETES IN
THAI NGUYEN UNIVERSITY OF
MEDICINE AND PHARMACY
HOSPITAL

Objective: Analysis of the relationship
between plasma TG to HDL-C ratio and the
degree of glycemic control in type 2 diabetes in
Thai Nguyen University of Medicine and
Pharmacy Hospital. Subject and method: A
cross-sectional study of 216 diabetic patients in
Thai Nguyen University of Medicine and
Pharmacy Hospital. Results: the ratio of TG to
HDL-C was 2.55+1.85 and prevalence of the
elevated TG to HDL-C ratio was 75.9%. The
mean levels and prevalence dyslipidemia
including total cholesterol, triglyceride, HDL-C,
LDL-C, nonHDL-C were 5.11+1.09 mmol/L;
44.9%, 2.65+1.63 mmol/L; 71.3%, 1.10+0.28
mmol/L; 44.9%, 2.94+0.97 mmol/L; 44.9%,
4.00£1.09 mmol/L; 46.3% respectively. The
results showed a significant positive correlation
between HbA:C and TC (r=0.25), nonHDL-C
(r=0.25) and TG/HDL-C ratio (r=0.29).
Conclussion: TG to HDL-C ratio in the poor
glycemic control group were higher than the
good glycemic control group. There was a
significant weak, positive correlation between
TG to HDL-C ratio and HbA:C level.

Key word: Diabetes, TG to HDL-C ratio,
glycemic control.

I. DAT VAN DE

bai thao duong (PTD) 1a mot trong cac
bénh réi loan chuyén hoa, duge dic trung boi
tang glucose mau do giam hoat dong cua
insulin hodc do giam bai tiét insulin hoic do
ca hai nguy@n nhan trén. Theo théng ké cua
Lién doan DTP quéc té (IDF 2017), trén thé
gidi hién dang co 425 tridu ngudi mic PTH

trong do tudi tir 20 dén 79 (ctr 11 ngudi 16n
thi 6 1 nguoi mic DTP), chi phi y té toan
cau cho DTP chiém 12% (khoang 727 ty do
la). S6 bénh nhan tir vong do DT khoang 4
triéu nguoi, trong dé 75-80% tir vong do bién
chting tim mach [1].

Tang cholesteroltp (TC) huyét twong duoc
xem 1a yéu t6 nguy co chinh cua bénh tim
mach do xo vita, trong d6 LDL-C la thanh
phan dang quan tam nhat va 1a muc tiéu diéu
tri chinh theo ATPIII (NCEP). Tuy nhién,
cac nghién ctu gan day cho thay kich thudc
cua hat LDL-C (kich thudc nho va dam dac)
la yéu t6 quyét dinh kha ning giy xo vira.
Cac hat LDL-C nho lai khong thé dinh lugng
truc tiép ma chi co thé danh gia gian tiép qua
ty s6 TG/HDL-C [2], [3].

Cac rdi loan lipid mau dic trung cia dai
thdo duong type 2 la tang VLDL, LDL-C
nho, dam dac, giam HDL-C. LDL-C nho,
dam dac biéu hién voi tan suét cao, ngay ca
nhitng bénh nhan khdng c6 réi loan lipid [4].
Hon nira, ¢ bénh nhan dai thao duong type 2
¢6 nong HDL-C va triglycerid trong giéi han
binh thuong van khong loai trir kha ning
tang cac hat LDL nho, dam dac. Nguy co
bénh tim mach tén luu xuit phat tir it nhat
mot phan tir triglycerid ting cao hay HDL-C
giam thap. Ty Ié TG/HDL-C la méot nguy co
ton luu, diéu nay c6 nghia 1a mac dd muc
tiéu diéu tri 1a 1am giam LDL-C nhung ciing
phai chu y dén ty I¢ TG/HDL-C, mot dau
hiéu cho cac nguy co bénh ly bénh tim mach
o | |

Mot s6 nghién ctru trén thé gigi cho thay
ty s6 TG/HDL & nhém bénh nhan bénh mach
vanh c¢6 dai thao duong cao hon so véi nhém
bénh mach vanh tién dai thao duong va
nhém bénh mach vanh c6 néng d6 glucose
huyét binh thuong [3]. Hon nira, ty s6
TG/HDL-C huyét twong con lién quan dén
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mtc do kiém soat glucose. G nhém bénh
nhan dai thao duong khdng kiém soat tét
nong do glucose ty s6 nay cao hon c6 ¥ nghia
so véi nhém bénh nhan dai thao duong kiém
soat tot ndng do glucose [5].

Tai Viét Nam, c6 nhiéu nghién cau vé
nong d6 mot sé chi sé lipid mau ¢ bénh nhan
dai thdo duong. Tuy nhién, chua c6 nhiéu
nghién ctu vé cac ty sb lipid dac biét ty sé
TG/HDL-C & bénh nhan dai théo duong. Ty
s6 TG/HDL-C huyét twong thay d6i nhu thé
nao? va cé lién quan dén muac do kiém soat
glucose khdng? Bé tra 1oi cau hoi trén ching
t6i thuc hién dé tai nay véi muc tiéu: Phan
tich mdi lién quan gitra ty s6 TG/HDL-C
huyét tuong véi miac do kiém soét glucose &
bénh nhan BDTD type 2.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi tweng nghién ciru

Gom 216 bénh nhan PTP type 2 duoc
quan 1y diéu tri ngoai trG tai don vi quan ly
Pai thao duong - Tang huyét ap, Bénh vién
truong Pai hoc Y Duogc Thai Nguyén.

*Tiéu chudn chen bénh nhan: Chan
doéan DTD type 2 theo khuyén céo cia WHO
(2005), dua trén cac dic diém 1am sang sau:

Bénh khai phat muon, thuong khéng rd
triéu chang, bat dau tir tr, cac dau hiéu an
nhiéu, udng nhiéu, dai nhiéu, gay sut can
khong ro rét.

Thé trang thuong béo, tién sir gia dinh
thudng c6 ngudi mic BT typ 2.

Hiém khi nhidm toan ceton.

Ap dung maot hozc phdi hop nhiéu phuong
phap diéu tri nhu thay d6i ché do an, ting
cudng van dong, st dung thudc ha glucose
méu bang dudng ubng hoic insulin.

*Tiéu chudn logi trie:

DTD thai ki. DTP két hop c6 rdi loan
lipid huyét twong th&r phat: Hoi ching than
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hu, Basedow, suy giap hodc dang dung thudc
(corticoid, estrogen). Bénh nhan bj réi loan
tam than, rdi loan tri nhg, sa st tri tué,
khéng c6 kha ning giao tiép. Bénh nhan
DTD type 2 khong déng y tham gia nghién
chu.

*Tjgu chuan phan loai réi loan lipid mau
theo H6I 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; Tang
nonHDL-C>4,1 mmol/L. Tang TG/HDL-
C>1,33.

*Tiéu chuan phan loai thé trang theo chi
s6 khdi co thé (BMI) &p dung cho nguoi
chau A: Gay khi BMI < 18,5; Binh thuong
khi BMI 18,5 - 22,9; Thira can khi BMI tir 23
- 24.9; Béo phi khi BMI> 25.

*Phan loai tang huyét 4p theo JNC VI.

*Tiéu chuan danh gia két qua diéu trj caa
nguoi bénh DTD theo ADA nam 2012:

Danh gia £ Khong
Chi sb Tot tht
HbA1C (%) <7% > 7%
Glucose mau luc doi
>
(mmol/L) <72 | =272

2.2. Pia diém, thoi gian nghién cuu:

Nghién ctu duoc tién hanh tai don vi
quan ly BDTD-THA, khoa Xét nghiém bénh
vién truong Pai hoc Y Dugc Thai Nguyén tir
thang 7/2019 dén thang 6/2020.

2.3. Thiét ké nghién ciru:

M0 ta cat ngang.

2.4. C& miu nghién ciu

C& mau duoc tinh theo c¢bng thirc: n =
(Z1-qy 2)2

az  pg

n: c& mau nghién cau

o: mirc ¥ nghia thong ké, voi o = 0,05 thi
hé s6 Z1- /2 = 1,96
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p la ty 1é tang ty s6 TG/HDL-C trong mot
nghién cau truge (ldy trong nghién ciu cua
tac gia Artha (2019) ty Ié ting ty s
TG/HDL-C 12 60,7% [5].

T cong thac trén ta c¢6 sé dbi tuong
nghién ctu la 212. Nghién cuu cua chdng toi
thuc hién trén 216 bénh nhan.

2.5. Thiét bi nghién ciru

Cac may xét nghiém sinh héa tu dong
OLYMPUS AU.

Hoa chit do hing BECKMAN
COULTER cung cap.

2.6. Chi tiéu nghién cau

- Théng tin chung: tudi, gigi, thoi gian
mac bénh.

- Pac diém 1am sang: Huyét 4p, chiéu cao,
can nang, chi sé BMI.

- Pic diém can lam sang: Dinh luong

I1. KET QUA NGHIEN cU'U

nong d6 mot sé thanh phan lipid huyét
tuong: cholesteroltp (TC), triglycerid, HDL-
C, LDL-C; Ty s6 TG/HDL-C.

non HDL-C dugc tinh theo cbng thtc:
non HDL = TC — HDL-C.

2.7. Ky thuat thu thap sé liéu

Thu thap s liéu cac théng tin chung va
chi tiéu 1am sang, can lam sang theo mau
bénh &n nghién ctu. Pinh luong cac chi sb
can 1am sang theo quy trinh chuan trén may
AU480.

2.8. Phwong phap xir Iy s6 liéu: Theo
phuong phéap théng ké y hoc sir dung phan
mém Stata 14.

2.9. Pao duc trong nghién ctu: Nghién
ctru dugc Hoi dong thong qua dé cuong va
Hoi dong Y duc truong Pai hoc Y Duoc
Thai Nguyén théng qua.

Bdng 1. Mgt sé diic diém 1am sang nhém bgnh nhan nghién cizu (n=216)

Pic diém n %
L. Nam 112 51,9
Gidi
Nix 104 48,1
X +SD (nam) 63,2+ 6,5 41-87
Tuoi <60 tudi 53 245
>60 tudi 163 75,5
X +SD 23,7427 18,6-33,2
BMI
) <23 96 44 4
(kg/m?)
>3 120 55,6
. X +SD (ndm) 6,05+5,82 1-31
Thoi gian .
L LA <5 nam 94 435
mac bénh
>5 nam 122 56,5
HATT (Y +3D) 131,2+10.4 110-180
, X 79.0+6.1 -1
Huyét 4p HATTr (X £SD) 9,046, 65-100
Binh thuong 168 77,8
Tang HA 48 22,2
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Nhdn xét: Khong c6 su khéc biét vé gigi & nhém bénh nhan nghién ctu. Bénh nhan cha
yéu & d6 tudi >60, chiém 75,5%, ty & bénh nhan c6 thira can, béo phi chiém 56,5%. Thoi
gian mac bénh trung binh 13 6,95 nam, ty 1& bénh nhan c6 thoi gian >5 nam 1a 56,5%. Co
22,2% khong kiém soét tt huyét ap.

Bdng 2. Mgt sé dic diém cdn 1am sang nhém bénh nhan nghién ciru (n=216)

Chi sb n %
X in- +
Glucose +SD (Min-Max) 7,419
(mmol/L) KS tot 9 44,0
KS khong tot 121 56,0
HbALC X £SD (Min-Max) 6,4+1,1
%) KS tot 136 63,0
KS khong tot 80 37,0
TC X +SD (Min-Max) 5,11+1,09 2,2-87
Binh thuong 119 55,1
(mmol/L)
Tang 97 449
X +SD (Min-Max) 2,6521,63 0,4-9,3
TG : :
Binh thuong 62 28,7
(mmol/L)
Tang 154 71,3
X+ in- 1,10+0,28 0,3-1,9
HDL-C _S‘D (erj Max)
Binh thuong 119 55,1
(mmol/L) -
Giam 97 44,9
X +SD (Min-Max) 2,94+0,97 1,8-59
LDL Binh thut 119 55,1
(mmol/L) inh thuong ]
Tang 97 449
X £SD (Min-M 4,00+1,09 1,9-6,5
Non HDL-C SD (Min-Max)
Binh thuong 116 53,7
(mmol/L)
Tang 100 46,3
X +SD (Min-Max) 2,55+1,85 0,3-9.8
TG/HDL-C Binh thuong 52 24,1
Tang 164 75,9

Nhan xét: Tang ndng do triglycerid, glucose va HbA:C & nhom bénh nhan nghién cuu,
c4c thanh phan lipid huyét trong khac trong gigi han binh thuong, ty Ié ting ty s6 TG/HDL-C
la cao nhét, chiém 75,9%; ty 18 taing TC 44,9%, ting TG 71,3%, ting LDL-C 44,9%, ting
nonHDL-C 46,3%, tang TG/HDL-C la 75,9%, giam HDL-C 44,9%.
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Bdng 3. Méi lién quan TG/HDL-C va mgt sé chi sé lipid huyét fwong véi miee dg kiém

soat glucose ¢ nhém nghién ciru (n=216)

Chi s Tt (n=95) Khéng tot (n=121) p

TC (mmol/L) 4,96+1,05 5,23+1,12 <0.05
Tang TC (n (%)) 36 (37,9) 61 (50,4) ’

TG (mmol/L) 2,45%1,45 2,78+1,76 50,05
Tang TG (n (%)) 65 (68,4) 89 (73,5) ’

HDL-C (mmol/L) 1,12+0,28 1,09+0,28 50,05
Giam HDL-C (n (%)) 43 (45,3) 54 (44,6) ’

LDL-C (mmol/L) 2,83+0,92 3,03+1,00 50,05
Tang LDL-C (n (%)) 40 (42,1) 59 (48,8) ’

NonHDL-C (mmol/L) 3,84+1,07 4,14+1,10 <0.05
Tang nonHDL-C (n (%)) 37 (38,9) 63 (52,1) ’

TG/HDL-C (mmol/L) 2,39+1,67 2,73+1,04 <001
Tang TG/HDL-C (n (%)) 60 (63,2) 104 (85,9) ’

Nhan xét: O nhém bénh nhan kiém soat khong tét nong do glucose, ndng do va ty 1é ting
TC, nonHDL-C ciing nhu ty s6 TG/HDL-C huyét twong cao hon c¢é y nghia so véi nhom

bénh nhan kiém soét t6t nong do glucose, véi sy khac biét co y nghia thong ké p<0,05.
Bdng 4. Méi twong quan giiva ty s6 TG/HDL-C va mét sé chi sé lipid huyét twong véi
miee dé kiém soat glucose & nhém nghién cieu (n=216)

oz HbA:1C
Chi so
n r P

TC (mmol/L) 216 0,25 <0,05

TG (mmol/L) 216 0,18 >0,05
HDL-C (mmol/L) 216 -0,19 >0,05
LDL-C (mmol/L) 216 0,21 >0,05
NonHDL-C (mmol/L) 216 0,25 <0,05
TG/HDL-C (mmol/L) 216 0,29 <0,05

Nhgn xét: C6 méi twong quan thuan, mac do yéu, co y nghia gitta HbA:C véi nong do TC
(r=0,25), ndng do nonHDL-C (r=0,25) va ty s6 TG/HDL-C (r=0,29).

IV. BAN LUAN

Nghién ctu vé ty s6 TG/HDL-C va mot
s6 chi s6 lipid huyét twong & 216 bénh nhan
dai thao duong type 2 tai bénh vién truong
Pai hoc Y Dugc Thai Nguyén, két qua
nghién ctru cua ching tdi cho thay ty 1é nam
chiém 51,9%, nit chiém 48,1%, d6 tudi trung
binh 14 63,2 + 6,5 (nam), thdi gian méc bénh

trung binh 12 6,95+5,82 (nim), s6 bénh nhan
c6 thoi gian méac bénh >5 nam chiém 56,5%,
chi s6 BMI trung binh la 23,7+2,7 (kg/m?),
6 56,5% s6 bénh nhan thira can-béo phi. Tac
gia Agarwal (2015) nghién ctru ¢ 187 bénh
nhan déi thao duong tai Ahmedabad (An Do)
cho thay ty 1é nam/nir 12 98/89, & d6 tudi
trung binh 1a 55,8 + 10,12 (nam), c6 thoi
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gian mic bénh trung binh 12 4,8 + 3,64
(nam), chi s6 BMI trung binh 14 25,6 + 5,81
(kg/m?), ty 1& bénh nhén thira can-béo phi la
73,8% [6]. Tac gia Safo (2018) nghién ctu
trén 210 bénh nhan déi thdo dudng & do tudi
trung binh 1a 55,56 + 10,48 (nam), ty I¢ bénh
nhan nit chiém 60,5%, chi s6 BMI trung binh
la 29,49+4,49 (kg/m?) [1]. Ty lé nam/nit
trong nghién ctu caa tac gia Va Thi Thanh
Huyén & 456 bénh nhan dai thao dudng >60
tudi 13 36,4%/63,6% [7].

Ty s6 TG/HDL-C huyét tuong trong
nghién ctru cua ching toi la 2,55+1,85, ty 1¢
tang ty s6 TG/HDL-C la 75,9%. O nhém
bénh nhan dai thio duong kiém soét tot nong
d6 glucose va nhdm bénh nhan dai thao
duong khdng kiém soét tét nong do glucose
ty s6 nay twong Gng la 2,39+1,67 va
2,73+1,04. Ty s6 TG/HDL-C huyét twong
trong nghién ciu cua ching toi thip hon so
voi nghién cau cua tac gia Artha la
3,34+0,61 ¢ nhom bénh nhan dai thao duong
kiém soat tét nong do glucose va ¢ nhom
bénh nhan dai thao duong khdng kiém soat
t6t nong do glucose 1a 3,47+0,79 [5].

Artha va cong sy (2019) da nghién ctru vé
nong d6 mot sé chi so lipid huyét trong cling
nhu cac ty sé ndy trong du bao mirc do kiém
soat glucose ¢ 140 bénh nhan déao thao
duong, két qua nghién cau cho thay: & nhém
bénh nhan khong kiém soat tét nong do
glucose ¢6 nong do TC, LDL-C, nonHDL-C
va ty s6 TG/HDL-C cao hon; ndng d6 HDL-
C thip hon c6 y nghia so véi nhom bénh
nhan kiém soat t6t nong do glucose. Khong
c6 su khéc biét co y nghia théng ké vé nong
d6 TG huyét tuong & nhém bénh nhan khéng
kiém soat tét nong do glucose so voi nhoém
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bénh nhan kiém soét tot nong do glucose. C6
mbi twrong quan thuan, muc d6 kha chat c6 y
nghia gitra mic d6 kiém soat glucose V&i
LDL (r=0,679), TC (r=0,472), LDL-C/HDL-
C (r=0,543), va TG/HDL-C (r=0,5), TG
(r=0,276), TC/HDL-C (r=0,266). C6 mdi
twong quan nghich, mic do kha chat co y
nghia gitra mic d6 kiém soat glucose V&i
HDL (r=-0,586) [5].

Téac gia Yang (2022) da nghién cau vé
mébi lién quan giira ty s6 TG/HDL va mot s6
chi s6 lipid khac véi nguy co tién dai thao
duong va dai thao duong trén 28476 bénh
nhan bénh mach vanh, bénh nhan dugc chia
lam 3 nhém: nhom 1 gém nhiing bénh nhan
c6 nong do glucose binh thudng; nhom 2 1a
nhitng bénh nhan tién dai thdo duong, nhom
3 gom nhirng bénh nhéan dai thao duong. Két
qua nghién cau cho thay nhiing chi sb lipid
khong truyén théng nhu nonHDL-C; LDL-
C/HDL-C, TC/HDL-C, non-HDL-C/HDL-C
va TG/HDL-C c¢6 lién quan dén nguy co tién
dai thao duong va dai thdo duong. Trong do
ty s6 TG/HDL-C la yéu té nguy co cao nhét
lién quan dén tién dai thao duong va dai thao
dudng véi OR: 1,19; 95% Cl 1,16-1,3), (OR:
1,36; 95% CI 1,33-1,39) [3].

Tang nong d6 TG va giam néng do LDL-
C duoc biét dén 1a yéu té nguy co dén khang
insulin va bénh tim mach. Ren va cong su
(2016) da nghién ciru vé ty s6 TG/HDL-C &
560 bénh nhan dai thdo dudng méi mic,
bénh nhan dugc chia lam 3 nhém theo tam
phan vi cia ty s6 TG/HDL-C nhu sau: T1:
0,12-0,95 (n = 186); T2: 0,96-1,70 (n = 186);
T3:1,71-10,14 (n = 188), két qua nghién ctu
cho thay nhém bénh nhan c6 ty s6 TG/HDL-
C ¢ tam phan vi tha 3 mot sé dic diém vé
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1am sang nhu huyét ap, chi sé BMI, vong eo,
vong héng va mot s6 chi s6 can 1am sang
gom HbA:C, ndng d6 glucose va chi sd
HOMA cao hon c6 y nghia so v&i nhom
bénh nhan c6 ty sé6 TG/HDL-C ¢ tam phan vi
the 1. CO mbi twong quan thuin, muc do
trung binh c6 y nghia gita ty s6 TG/HDL-C
vé6i huyét ap (r=0,15); chi s6 BMI (r=0,21);
HbA:C (r=0,18); nong d6 glucose (r=0,16)
[2]. Gong va cong su (2021) da cé nghién
ctu theo doi doc trén 17708 nguoi trén 45
tudi trong d6 c6 11847 mau mau duoc lay tai
thoi diém nghién ciu dé theo két qua dai
thiao duong sau 2 nam. Két qua nghién cau
cho thay: c6 7329 ddi tuong du s6 liéu dé
phan tich sau 2 nam, vai thoi gian theo doi
trung binh 1a 3,4 nam c6 387 d6i tuogng
chiém 5,28% tién trién thanh dai thdo duong
mé&i mac. Khi so séanh véi nhitng dbi tuong
tham gia c6 nong do lipid binh thuong, nguy
co dai thao duong gap ¢ nhitng d6i twong co
tang TC, TG va giam HDL-C véi OR va
95% CI tuong Gng 12 1,48 (1,11 - 1.96), 1,92
(1,49 — 2, 46) va 1,67 (1,35 - 2,07) [8].

Vé méi lién quan giita ty s6 TG/HDL-C
va nong do mot sé chi sb lipid huyét twong
véi mac do kiém soat glucose huyét tuong,
két qua nghién ctu cua ching tdi cho thay:
C6 mdi twong quan thuan, mac do yéu, co y
nghia gitra HDA:C vé&i nong do TC (r=0,25),
nong d6 nonHDL-C (r=0,25) va ty sd
TG/HDL-C (r=0,29). Két qua nghién ctru cia
chung t6i phu hop vai cua tac gia Artha [5],
tac gia Ren [2].

Két qua nghién ctu cho thiy ty sé
TG/HDL-C va mot s6 chi s6 lipid huyét
tuong c6 thé du bédo muc do kiém soat
glucose & bénh nhan déi thdo duong. Can co

thém nhitng thong tin khac nhu ché do an
udng, luyén tap ciing nhu nhirng bién ching
& bénh nhan dai thao dwong, cd lién quan
dén mirc do kiém soat glucose, day chinh 1a
han ché cua nghién cuu.

V. KET LUAN

Ty s6 TG/HDL-C & bénh nhan déi thao
duong la 2,55+1,85, ty 1¢ ting TG/HDL-C la
75,9%. Ty s6 TG/HDL-C ¢ nhém bénh nhén
kiém soat khong tot ndng d6 glucose cao hon
¢ ¥ nghia so véi nhém bénh nhan kiém soét
tét nong do6 glucose. C6 mdi twong quan
thuan, mac do yéu, co y nghia gitta HbA:C
Vvéi ty s6 TG/HDL-C.
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SU’ THAY POI NONG PO CYSTATIN C HUYET TUONG
& BENH NHAN MAC BENH PHOI TAC NGHEN MAN TiNH
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TOM TAT

Céc nghién ciru gan déy chi ra méi lién hé cé
thé cd gita ndong do6 Cystatin C huyét twong
(CysC-HT) va bénh phdi tic nghén man tinh
(COPD), tuy nhién, két luan khong rd rang. Muc
tiéu: 1) Xac dinh néng d6 CysC huyét twong &
bénh nhan (BN) méic bénh phéi tic nghén man
tinh (COPD) dot cip va giai doan 6n dinh; 2)
Khao sat mdi lién quan giita nong d6 CysC HT
Vv6i cac yéu td 1am sang va can 1am sang. Doi
twong twgng& phwong phap: 218 bénh nhén
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COPD (81 trong giai doan 6n dinh, 137 trong dot
cip) duoc dua vao nghién ctu. Nghién ctru danh
gia cac chi s6: chirc nang phdi, chi s6 khdi co thé
(BMI), s6 lugng bach ciu, hsCRP, Procalcitonin
(PCT), uré, creatinin, Cystatin , tinh trang hat
thuéc & ca hai nhom BN. Két qua: Nong do
CysC HT & BN COPD dot cap la 1,27 +
0,37mg/L cao hon COPD giai doan 6n dinh la
1.01 +£0.18mg/L c6 ¥ nghia thong ké vai p<0.01.
Nong do Cys HT & nhém B, C, D & BN COPD
dot cép cao hon COPD giai doan 6n dinh tuong
g (p<0.01, p<0.05). Ndong d6 CysC HT & BN
dot cdp tic nghén ning (GOLD3) va rat ning
(GOLD4) cao hon c6 ¥ nghia théng ké so véi BN
COPD 6n dinh (p <0.01). Nong do CysC HT &
nhém COPD dot cap cho thdy c6 mbi tuong quan
nghich tuong tng véi FEV1%, FVC%, FEV1
[FVC% (r = -0,37, r = -0,314, r = -0,362), va
tuong quan thuan tuong ung voi nong do
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hsCRP, PCT (r = 0,398, r = 0,426). Két luan: 1)
Nong d6 CysC HT ting & ca BN COPD dot cap
va COPD 6n dinh. 2) Nong do CysC HT ting co
lién quan dén tinh trang viém va mac do ning
cua tic nghén ludng khi @ BN COPD dot cap.

Tir khoa: CysC, COPD giai doan cap, COPD
giai doan 6n dinh.

SUMMARY
CHANGE OF PLASMA CYSTATIN C
LEVEL IN PATIENTS WITH CHRONIC
OBSTRUCTIVE PULMONARY
DISEASE

Recent studies indicate a possible association
between plasma Cystatin C (CysC) level and
Chronic  Obstructive  Pulmonary  Disease
(COPD), however, the conclusions are not clear.
Objectives: The aim of this study: 1) Determine
the level of plasma CysC in patients with
Chronic Obstructive Pulmonary Disease (COPD)
during exacerbation and stable periods. 2) Survey
the relationship between plasma CysC levels and
the clinical and subclinical factors. Subject
&method: Two hundred and eighteen patients
with COPD (81 in stable periods, 137 during
exacerbation periods) were included in the study.
Pulmonary function test, Body mass index
(BMI), white blood cell counts, high sensitive C-
reactive protein (hsCRP), Procalcitonin (PCT),
urea, creatinine levels, smoking (packs/year)
were evaluated in both groups of patients. The
plasma Cys C levels were also measured in all
participants. Results: Plasma CysC levels of the
AECOPD group (1.27+£0.37 mg/L) were
statistically higher than the SCOPD group
(1.01£0.18 mg/L) with p<0.01. Results plasma
CysC in ABCD stages: CysC levels of B, C, and
D stages in the AECOPD group were
statistically higher than the SCOPD group
(p<0.01) and (p<0.05), respectively. The severity
of obstruction levels like GOLD3 and GOLDA4,

plasma CysC levels of AECOPD were
statistically higher than SCOPD (p<0.01).
Plasma CysC levels showed a negative

correlation with FEV1%, FVC%, FEV1/FVC%
(r =-0,37, r = -0,314, r = -0,362), respectively
and a positive correlation with plasma hsCRP,
PCT (r=0,398, r=0,426) respectively in patients
with AECOPD. Conclusion: 1) The level of
plasma CysC was increased in both patient
groups of AECOPD and SCOPD. 2) Increased
CysC levels were related to inflammation and the
severity of airflow obstruction disease in
AECOPD patients.

Keywords: COPD, plasma CysC, pulmonary
function.

I. DAT VAN DE

Bénh phoi tac nghén man tinh (COPD) la
mot bénh dic trung boi sy tic nghén dong
khi khong thé dao nguoc hoan toan, viém
man tinh duong the va cac anh hudng toan
than hoic bénh di kém®. Ngay nay, céc
huéng din GOLD 2021 khuyén nghi do chuc
ning hé hap nhu mot chi sb chan doan va
tién lwgng cho COPD?. Tuy nhién, do chuc
ning ho hip khong phai ¢ co so y té nao
cling thuc hién duoc. Do d6, viéc phat hién
cac chi diém sinh hoc méi don gian va tién
hanh thuan tién nham g6p phan chan doan,
tién luong va hd tro diéu tri bénh COPD la
rat can thiét. CysC, mot chat tic ché cysteine
proteinase, thuéc ho Il cua siéu ho cystatin
va cd vai trd bao vé té bao ngudi khoi sy
thuy phan qua mac va khong phu hop cua
cac protease bén trong va bén ngoai co thé®.
Trong nhitng nim gan day, c6 nhiéu nghién
ciu vé y nghia 1am sang cua sy thay doi
nong d6 Cys C huyét thanh trong céc bénh ly
duong ho hap va méi lién hé giita Cys C voi
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COPD*. Nghién ctu “Si thay nong dé Cys C
huyét teong ¢ bénh nhan mdc bénh phéi tac
nghén man tinh” dugc thuc hién véi muc
tiéu

1) Xdc d@inh nong d¢ CysC huyét twong o
bénh nhan mdc bénh phdi tic nghén man
tinh (COPD) trong dot Cdp va giai doan on
dinh.

2) Khdo sat moi lién quan giiza nong do
CysC HT vdi céc yéu to 1am sang va cdn 1am
sang ¢ cac nhom bénh nhan COPD.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong: 218 bénh nhan COPD
(trong d6 c6 137 bénh nhan dot cip va nhom
ching gom 81 bénh nhan on dinh) duogc
kham va diéu tri tai Khoa Kham Bénh va
Trung tdm HO Hép bénh vién Bach Mai. Cac
bénh nhan duoc chan doan COPD theo tiéu
chuan GOLD 20212

+ Tri¢u ching 1am sang: kho thd vai cac
dic diém dai dang tién trién ning dan theo
thoi gian, ting khi ging stc. Ho man tinh c6
thé ngét quang hodc ho khan, khac dom man
tinh.

+ C0 tién sir tiép xuc yéu td nguy co nhu
hut thudc, khoi bui, bénh nghé nghiép.

+ Chan doan xéac dinh: Po chiic ning ho
hap: c6 tac nghén khdng hoi phuc vai két qua
sau test hoi phuc phé quan: FEV1/FVC<70%
sau test hdi phuc phé quan hoic FEV1 ting
< 12% va < 200ml sau test HPPQ.

Tiéu chuin chin doan dot cAp COPD
theo tiéu chuan Anthronisen®

- Kho tho ting, khac dom ting; Thay doi
mau sic cua dom, dom chuyén thanh dom
mu; Co6 hodc khong c6 triéu chirng toan than.

Panh gia COPD theo nhom ABCD.
Phén nhém ABCD chu yéu dira vao:
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+ Muc d¢ triéu ching, anh huong cua
bénh (mMRC, CAT).

+ Nguy co dot cip (tién sir dot cip/nim,
murc d6 nang dot cap).

Pinh gia mirc d§ tic nghén dwong thé.
Dua vao FEVI sau test hdi phuc phé quan
phan loai 4 nhém GOLD 1,2, 3,4

Tiéu chuan loai tri: BN khé tho do hen
phé quan, suy tim xung huyét, giin phé quan
va céc bénh anh huéng dén néng do Cys C.

Xét nghiém Cys C, Ure, Creatinine,
hsCRP, PCT, cong thirc mau dugc thyc hi¢n
theo cac phuong phap chuin cua IFCC tai
khoa Héa sinh va Huyét hoc Bénh vién Bach
Mai .

Thoi gian nghién ciru duoc tién hanh tur
8/2021 dén thang 6/2022.

2.2. Phwong phap nghién ctru

Nghién ctru duoc tién hanh theo phuong
phap mo ta cit ngang

C& mau: sir dung cong thirc tinh ¢& mau
cho nghién ctru mot tri ) trung binh.

May xét nghiém Architech 16200 (Abbott
M$), may huyét hoc Siemens Advia
(Ireland).

Phuong phép tién hanh: Bénh nhan dugc
kham 1am sang va can lam sang, khai thac
tién str bénh, chiéu cao can nang tinh BMI,
do chirc ning ho hap. Bénh nhén s& duoc lay
mau ngay khi kham tai Khoa Kham Bénh va
vao Trung tam HO Hép bénh vién Bach Mai.

Phan tich thong ké: Xir Iy s liéu bang
phan mém SPSS 20.0.

2.3. Pao dirc nghién ciru: Dé tai da dugc
thong qua Hoi dong dao duc cua Truong Dai
hoc Y Ha Noi theo quyét dinh sé
CKI134/GCN-HPBDBNCYSH-DHYHN.
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I1. KET QUA NGHIEN cUU

1. Pic diém nhom nghién ciéu

Bdng 1: Péc diém chung ciza nhém nghién citu

Thong sé Dot cip Giai doan on dinh 0
(n=137) (n=81)

Tubi 69.5 +9.2 71.3+85 p>0.05
Gibi 131/6 76/5 p>0.05

5 . 92/45 54/27
Tién str hut thude (67.29%,32.8%) (66.7%.33.3%) p>0.05
S6 bao thude/1 nim 26.9 +13.5 24.9 +13.1 p>0.05
BMI (kg/m2) 19.6+2.94 20.9+3.19 p<0.01
Bach cau (G/L) 10.41+3.47 7.92+2.11 p<0.001
Bach ciu trung tinh % 73.2+12.8 63.4+9.8 p<0.001
CysC (mg/L) 1.27+0.37 1.01+0.18 p<0.01
hsCRP (mg/dL) 3.9515.9 0.34+0.32 p<0.01
PCT (ng/mL) 1.43+4.04 0.15+0.78 p<0.001
Ure (mmol/L) 6.26+3.0 5.65+1.57 p>0.05
Creatinine (umol/L) 69.6£19.3 88.3£15.3 p<0.01
FEV1% 63.6+18.8 81+19.7 p<0.01
FVC% 40.1+17.7 48.4+18.7 p<0.01
FEV1/FEV% 46.9+9.8 47.9+9.6 p>0.05

Nhgn xét: khong c6 su khac biét c6 y nghia thong ké gitra 2 nhdm vé do tudi, gigi nhom,
s6 bao thudc str dung trong 1 nam.v.v..Ty 1& béo phi trong nhém nghién ctu thip. C6 su khac
biét c6 ¥ nghia thong ké gitta 2 nhém COPD dot cap va giai doan 6n dinh ¢ cac chi sé viém
nhu: hsCRP, PCT, s6 luong bach cau, %bach cau trung tinh va chi sé do chirc niang ho héap
FEV1% va FVC% véi p<0.01 va p<0.001. Nong d6 trung binh CysC huyét tuong COPD giai
doan cép cao hon nhém giai doan 6n dinh c6 ¥ nghia thong ké véi p<0.01.

2. Nong dd Cys C huyét twong.

Bdng 2: Nong dé CysC HT vgi phan logi BMI va tién si hit thuéc 14

Chi s BMI (n=218) (kg/m2) P Tién sir hit thude (n=218)
<23 >23 p>0.05 Co Khéng p>0.05
CyigoHT 128 (66.7%) | 14 (53.8%) 95 (65.1%) | 47 (65.3%)
CytsthHT 64 (33.3%) | 12 (46.2%) 51 (34.9%) | 25 (34.7%)
Téng | 192 (100%) | 26 (100%) 146 (100%) | 72 (100%)

Nhdn xét: Ty 1¢ nong d6 Cys C HT cao trong nhém BMI <23 kg/m2 va >23 kg/m2 va
nhom hut thude va khong hut thude khong c6 su khac biét véi p>0.05.
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Bdng 3: Néng dp Cys C HT trong nhém ABCD ciia COPD dot Cip va giai doan én dinh

Nong dé Nhém COPD On dinh Cap P
Nhom A 0.90+0.08 0.90+0.16 p>0.05
Nhom B 1.06+0.20 1.22+0.33 p<0.05

CysC HT Nhém C 0.9+0.14 1.200.36 p<0.05
Nhém D 0.97+0.12 1.32+0.38 p<0.01

Nhgn xét: Nong do CysC HT nhém B, C, D & BN COPD dot cdp cao hon nhém B, C, D
giai doan on dinh c6 y nghia thong ké voi p<0.05 va p<0.01.
Bdng 4: Néng dp Cys C HT theo nhém GOLD ciia dot cip va giai doan on dinh.

Nong dd Nhém COPD On dinh Cap P
GOLD2 1.04£0.20 | 1.21%0.44 p>0.05

CysC HT GOLD3 0.96x0.13 | 1.35x0.41 p<0.001
GOLD4 1.07+0.19 | 1.35+0.34 p<0.01

Nhgn xét: Nong ¢6 CysC HT nhém GOLD 3, 4 nhém COPD dot cap cao hon giai doan
6n dinh c¢6 ¥ nghia thong ké p<0.001 va p<0.01. Khdng tién hanh phan tich mac do tac nghén
GOLD 1 vi ¢c& mau 2 nhom qué nho.

3. Méi lién quan giira ndng d9 Cys C HT véi cac yéu td khac.

Bing 5: Lién quan nong dp Cys C HT va mét so yéu to lam sang va cin lam sang.

Thong sé COPD giai doan 6n dinh COPD giai doan cAp

r p r p
BMI -0.029 p>0.05 0.032 p>0.05
S6 bao thuéc la 0.047 p>0.05 0.113 p>0.05
FEV1% -0.117 p>0.05 -0.379 p<0.01
FVC% -0.100 p>0.05 -0.314 p<0.05
FEV1/FVC% -0.084 p>0.05 -0.362 p<0.01
S6 luong bach cau 0.061 p>0.05 0.034 p>0.05
% bach cau trung tinh 0.035 p>0.05 0.061 p>0.05
hsCRP 0.147 p>0.05 0.398 p<0.001
PCT 0.249 p<0.05 0.426 p<0.001
Ure 0.245 p<0.05 0.29 p<0.01
Creatinine 0.089 p>0.05 0.191 p<0.05

Nh@n xét: Trong nhom COPD dot cip,
nong d6 Cys C HT ¢6 méi twong quan thuan
gitta véi nong dd6 hsCRP, PCT HT véi
p<0.001. Trong nhém COPD giai doan 6n
dinh, nong d6 CysC HT c6 mdi twong quan
thuan véi ndng do PCT HT (p<0.05).
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IV. BAN LUAN

Nghién ctu tién hanh trén 218 bénh nhan
trong d6 c6 137 bénh nhan COPD dot cip va
nhém chang 81 bénh nhan giai doan 6n dinh.
Két qua bang 1: Do tudi va gidi va chi so
BMI 2 nhém COPD tuong ddong p>0.05. Dot



TAP CHi Y HOC VIET NAM TAP 519 - THANG 10 - SO CHUYEN DE - 2022

cap tinh trang viém gay giai phong nhiéu
chat trung gian lam tang tiét dich viém, hau
qua la 1am tic nghén duong tho. Két qua
nghién cttu ching t6i cho thay hsCRP, PCT,
bach cau ting, chi s6 do chtrc ning ho hip
giam & COPD dot cap, két qua nay phu hop
véi nghién ciru tac gia Lé Quang Doi va cs ©.

Sy mét can bang giira hé enzyme protease
va antiprotease 13 mot trong nhiing co ché
bénh sinh quan trong cia COPD. Dudi
nhitng tac dong yéu td nguy co, hé protease
sé bi kich thich va hoat héa lam cho qua trinh
t6ng hop va bai tiét cua hé protease sé& ting
qua mic va hé anti-protease sé bi uc ché va
nging hoat dong. Hau qua 1a quéa trinh tong
hop anti-protease s& bi giam. Sy méat cén
bang cua hai hé nay s& dan dén pha v& ciu
trdc protein & phoi, do d6 1am tang tién trién
cua bénh COPD. Cathepsin thuéc nhom
cysteine protease, cathepsin B, H, L, va S co
lién quan dén bénh sinh cua COPD. CysC la
mot chat tc ché cysteine protease cd tac
dung wc ché hiéu qua nhat ddi véi cathepsin
va do d6 han ché qua trinh pha hay mé phoi.
Nghién ctu cta chang t6i da chiing minh
nong d6 CysC ¢ bénh nhan COPD dot cap
cao hon nhém COPD giai doan 6n dinh, sy
khéc biét c6 y nghia thong ké véi p<0.01.
Céc nghién ciu trude day chi ra rang ndng
dd CysC HT nhom COPD cao hon nhom
chiing khoe manh nhu nghién ciru Nakajima
(2016)’. Nghién ctru cia Yonghong Zhang
(2014) CysC ¢ nhém COPD dot cap (1,09 +
0,22 mg/L) va COPD giai doan 6n dinh
(1,03 £ 0,21 mg/L) cao hon dang ké so véi
nhom chiing khoe manh (0,84 + 0,18 mg / L)
(p <0,05), tuy nhién , muc d6 khéng cé su
khéc biét dang ké gitta 2 nhom COPD dot
c4p va nhém 6n dinh’.

Khao sat nong d6 CysC HT & cac nhém
dot cap ABCD thi nhan thiy nong d6 CysC

HT & nhém B, C, D cia COPD dot cap cao
hon COPD giai doan 6n dinh voi p<0.05
(nhom B, C) va p<0.01 (nhom D) (bang 3) va
ddng thoi  ghi nhan thiy mic d6 tic nghén
nang va rat nang & nhom COPD dot cap c6
nong d6 CysC HT cao hon nhém COPD giai
doan 6n dinh véi p<0.01 (bang 4). Trong dot
cap nhe, tic nghén ludng khi khong thay doi
hodc chi ting nhe. Cac dot cip nang co lién
quan dén sy trao d6i khi & phéi kém di do sy
giam thoéng khi va tudi mau va sau do la tinh
trang mét moi co ho hap. Mdi quan hé thong
khi-tw6i mau ngdy cang xdu di do viém
duong tha, phu né, tang tiét niém mac va co
thiat phé quan. Nhitng chat nay lam giam
thong khi va gay co mach do thiéu oxy cua
c4c tiéu dong mach phoi, do d6 lam giam
tudi mau.Thiéu méau cd thé pha hay té bao
viém va giai phong lugng I6n CysC HT do
d6 dan dén ting ndng d6 CysC HT cua bénh
nhan COPD. Nghién ctu cua Hu cho thay
nong do CysC HT ting cao 1a mot yéu to
nguy co quan trong va phu thudc vao gia
tang ty 18 tir vong trong dot caAp COPD, ndng
d6 CysC HT >1.59 mg/L c6 lién quan dén ty
I¢ tr vong va nhap vién cao hon y nghia
théng ké (RR=5.49, CI 3.24-9.32, p<0.001)®.
Mot phan tich tong hop cua Chai va CS
(2020) & 15 nghién ctru da chang minh ndng
d6 CysC HT & nhdm bénh nhan COPD dot
cap va giai doan 6n dinh cao hon dang ké so
nhém ching (OR = 0,99, 95% CI = 0,62—
1,37, p <0,001) va (OR = 1,59, 95% CI =
1,05 -2,13, P <0,001), va c0 su khac biét co
¥ nghia théng ké giita nhém COPD cép va
6n dinh (OR = 0,35, 95% CI = 0,10-0,59, p
= 0,005)%.

Két qua bang 5 cho thay nhém COPD dot
cap, nong do CysC HT c6 méi tuong quan
thuan véi yéu té viém hsCRP va PCT va
tuong quan nghich véi thong s chiic nang
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ho hip (FEV1%, FVC%, FEV1/FVC%).
Nhém COPD 6n dinh, ndng d6 CysC HT c6
twong quan thuan véi PCT tuy nhién tuong
quan muc do thap. Tac gia Yonghong Zhang
d3 nhan thdy méi trong quan nghich FEV1%
V6i r=-0.461 p<0.001, FEV1% FVC (%) (r =
-0,390, p<0,001). Tac gia Ming Zhang
(2016) nghién ctu trén nhém bénh COPD
dot cap da két luan CysC HT la mot chét
phan tmg giai doan cip tinh duong tinh &
bénh nhan COPD va c6 thé chi ra tinh trang
viém toan than trong qua trinh tién trién cua
COPD va tuong quan nghich vai FEV1% va
FEV1/FVC% 6 bénh nhan COPD dang diéu
tri°.

Tir céc két qua nghién cau co thé cho thay
nong d6 CysC HTco thé duoc coi 1a mot dau
hiéu tiém nang dé theo déi COPD.

Phan tich mdi trong quan ciia BMI va tién
sir sir dung thudc 14 thi cho két qua khong
phai la nhitng yéu t6 anh huong déng ké dén
nong d6 CysC HT.

V. KET LUAN

1) Nong d6 CysC HT ting & ca bénh
nhan COPD dot cap va COPD 6n dinh.

2) Nong do CysC HT tang co lién quan
dén tinh trang viém va mutc d6 nang cua tic
nghén ludng khi & BN COPD dot cap.
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NGHIEN CU*U GIA TRI CUA THANG PIEM ALBI, PALBI TRONG
TIEN LUONG XUAT HUYET TIEU HOA CAP DO VO GIAN TINH MACH
THU'C QUAN O BENH NHAN XO' GAN

Nguyén Vin Chung!, Pao Pic Tién?, Dwong Quang Huy?

TOM TAT

Muc tiéu: Xac dinh gia tri cua thang diém
ALBI (Albumin-Bilirubin) va PALBI (Tiéu cau-
Albumin-Bilirubin) trong tién lugng tai chay mau
s6m va tir vong noi vién caa xuat huyét tiéu hoa
(XHTH) do v& gian tinh mach thyc quan
(TMTQ) & bénh nhan xo gan. Péi twong va
phwong phap nghién ctru: Nghién ciru mo ta cat
ngang trén 222 bénh nhéan xo gan c¢6 bién chimng
XHTH cap do v& gian TMTQ. Tinh diém ALBI,
PALBI va dbi chiéu véi ty 1& tai chay méau sém
va tir vong tai bénh vién. Két qua: Thang diém
ALBI, PALBI déu c6 gi4 trj tdt trong tién lwong
ter vong ndi vién véi AUROC lan luot 1a 0,81
(95%Cl: 0,68 - 0,93; p <0,001) va 0,80 (95%Cl:
0,69-0,91; p < 0,001). Véi tién luong tai chay
méu sém ca 2 thang diém chi c6 gia tri mic kha
véi AUROC cua ALBI 1a 0,74 (95%Cl: 0,63 -
0,85; p <0,001) va PALBI 13 0,70 (95%CI: 0,59 -
0,81; p=0,004). Két luan: ALBI va PALBI la
thang diém ¢ gid tri trong tién lugng nguy co tai
chay mau sém va tir vong tai bénh vién ¢ bénh
nhan xo gan c6 bién ching XHTH cip do v&
gian TMTQ.

Tor khéa: Thang diém ALBI, PALBI; XHTH
do v& gian TMTQ); xo gan.

Hoc vién Quan y,

Bénh vién Quany 175
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SUMMARY

THE VALUE OF ALBI, PALBI SCORE
FOR PROGNOSIS OF ACUTE
VARICEAL BLEEDING IN PATIENTS
WITH CIRRHOSIS

Objective: To determine the value of
Albumin-Bilirubin  (ALBI), Platelet-Albumin-
Bilirubin (PALBI) score in predicting early
rebleeding and in-hospital mortality in cirrhotic
patients with acute variceal bleeding (AVB).
Subject and method: cross-sectional descriptive
study carried out on 222 cirrhotic patients with
AVB. To compare ALBI, PALBI score with the
rate of early rebleeding and in-hospital mortality.
Results: ALBI and PALBI score had a good
prognostic power in in-hospital ~mortality
(AUROC 0.81, 95%CIl: 0.68-0.93, p <0.001 and
AUROC 0.80, 95%CI: 0.69-0.91, p < 0,001,
respectively). On predicting value in re-bleeding,
both of ALBI and PALBI had an acceptable
prognostic power in in-hospital mortality
(AUROC 0.74; 95%Cl: 0.63-0.85; p <0.001 and
AUROC 0.70, 95%Cl: 0.59-0.81; p=0.004).
Conclusion: ALBI score and PALBI score have
a significant performance in the prognosis of
early rebleeding and in-hospital mortality in
cirrhotic patients with AVB.

Keywords: ALBI score, PALBI score, acute
variceal bleeding, cirrhosis.

I. DAT VAN DE

Xuit huyét tiéu hda (XHTH) do v& gidn
tinh mach thuc quan (TMTQ) trong hoi
chung tang ap luc tinh mach ctra (ALTMC)
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la mét trong nhitng bién ching ning & bénh
nhan xo gan, mic du dd c6 nhiéu tién bo
trong chan doan va diéu tri nhung ty 18 tu
vong van cao cha yéu Ia do thét bai trong
viéc kiém soat chay méau trong nhitng ngay
dau. Tién lwong XHTH do v& gidn TMTQ
thuong kho khéng nhirng do muc do chay
mau ma con phu thuéc vao muc d6 nang caa
bénh nén xo gan. Mot sb yéu té da dugc
nghién ciru dé tién lwong nhu diém Child-
Pugh, md hinh bénh gan giai doan cudi
(MELD), AIMSG5S,..., tuy nhién gid tri cua
nhitng thang diém nay chwa cao véi AUROC
trong tién lwgng nguy co tai chay mau < 0,7
va tién luong tir vong trong vong 6 tuan dau
dat cao nhét chi 0,74 [1].

Piém ALBI duoc xay dung bai Johnson J.
va CS (2015), sau do Roayaie S. va CS
(2015) dé xuat thang diém PALBI bang céch
thém chi sé tiéu cau nhu 13 mot chi sé trong
hoi chimg ting ALTMC nham muyc dich
phén tang tién lugng cho bénh nhan ung thu
biéu md té bao gan tét hon so voi diém
Child-Pugh [6], [7]. Trong nhiing nim gan
day c6 mot vai nghién cuu ap dung hai thang
diém nay vao tién lugng bénh nhan XHTH
do v& gian TMTQ budc dau dat dugc mot s6
két qua dang ghi nhan [4], [8]. V&i wu diém
str dung nhitng chi s6 xét nghiém thudng quy
phan anh chic nang gan va taing ALTMC
nén co tinh khach quan va c6 kha nang ung
dung rong réi. Tuy nhién ¢ Viét Nam chua
c6 nghién ciu nao vé thang diém nay trén
db6i twong bénh nhan XHTH do v& gidn
TMTQ. Vi vay, ching tdi tién hanh dé tai voi
muc tiéu: “Panh gia gia tri cua thang diém
ALBI, PALBI trong tién lwong tai chay mau
som va tir vong néi vién cua XHTH do v&
gidn TMTQ 6 bénh nhan xo gan”.
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II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

2.1. P6i twong nghién ctru

Gom 222 bénh nhan chan doan XHTH
cap do v& gidin TMTQ trén nén xo gan, diéu
tri tai khoa N¢i Tiéu hoa, khoa Hoi suc noi —
Bénh vién Quan y 103 va Vién diéu tri bénh
tiéu hda — Bénh vién TUQD 108, thoi gian tir
9/2020 dén thang 5/2022.

Tiéu chuan lva chon: Bénh nhan nhap
vién vai tinh trang ndn ra mau va/hoac dai
tién phan den, duoc noi soi da day — thuc
quan va chan doan xac dinh XHTH do v&
gidan TMTQ. Bong thoi bénh nhan c6 hoi
chung suy chic nang gan, tang ALTMC trén
lam sang va xét nghiém dé khang dinh chan
doén xo gan.

Tiéu chuan loai tr: XHTH do v& gidn
tinh mach phinh vi da day va do can nguyén
khéc, bénh nhan khong ddéng y tham gia
nghién cuu.

2.2. Phwong phap nghién ctru: Nghién
ctu md ta cit ngang. Bénh nhan chon vao
nghién ctru dugc khai thac tién sur (tién su
XHTH, bénh 1y gan...); kham 1am sang danh
gia huyét dong (mach, huyét &p), triéu ching
nén mau, dai tién phan den, diu hiéu mat
méu va chi dinh xét nghiém can thiét (tong
phan tich mau, sinh h6a méau, déng mau) dé
chan dodn va diéu tri.

Tinh diém ALBI theo cong thuc:

ALBI = - 0,085 x Albumin (g/L) + 0,66
, 10g 1o Bilirubin (umol/L)

Thang diém duoc chia thanh 3 muc:
ALBI-1 (£ —2,60), ALBI-2 ( —2,60 dén
~1,39) va ALBI-3 (> —1,39) [6].

Tinh diém PALBI theo cong thuc:

PALBI = 2,02xLogioBilirubin - 0,37 x
(Log1oBilirubin)? - 0,04 x Albumin - 3,48 x
LoguoTiéu cau + 1,01 x (LogwoTiéu cau)?
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Thang diém duoc chia thanh 3 muc:
PALBI-1 (£—-2,53), PALBI-2 (>—2,53 va<
—2,09), va PALBI-3 (> - 2,09) [7].

Noi soi cap cau khi tinh trang huyét dong
cho phép, phan d6 gidn TMTQ (do 1, I1, 111)
theo Hoi ndi soi Nhat Ban (2010). Can thiép
that bGi gidn bang vong cao su cho trudng
hop dang chay méu hoic di cam nhung do
gian cao (do 11, I11).

Bénh nhan duoc diéu tri theo phac dd
théng nhat tly theo tinh trang bénh. Theo dbi
tai chay médu sém va tir vong trong thoi gian
diéu trj tai bénh vién. Tai chay méau som la
tinh trang tiép tuc ndn ra mau va/hoic dai
tién phan den, it nhat sau khoang thoi gian 24

I1. KET QUA NGHIEN cU'U

gio tro 18n ké tir thoi diém co céc dau hiéu
sinh ton on dinh, dugc diéu tri theo dung
phac d6 va can thiép cam mau [1].

Xt ly va phan tich sé liéu: bang phan
mém théng ké y hoc SPSS 25.0 vé& biéu do
trén Excel 2016. Xay dung duong cong ROC
(Receiver Operating Characteristic) va Xac
dinh dién tich dudi duong cong (AUC — Area
under the curve) dé tim ra diém cat hop ly
V6i do dac hiéu va do nhay tuong tGng (diém
cat 1a diém ma tai d6 gia tri J 1on nhat véi J =
d6 nhay + do dac hiéu — 1). Vi diém cat tim
duoc, sir dung bang 2x2 dé xac dinh lai do
nhay (Se), do dac hiéu (Sp).

3.1. Mt s6 dic diém 1am sang, ndi soi va dién bién nhém bénh nhan nghién ciru
Bdng 3.1. Mgt sé ddc diem 1am sang, ngi soi cia doi twong nghién ciru (n = 222)

Chi tiéu X = SD hoac n (%)
Tudi trung binh 54,7 + 10,4
. Nam 209 (94,1)
Gioi

N 13 (5,9)

Triy chima |&m s3 NOn ra mau 48 (21,6)

ficu chung fam sang Pai tién phan den 54 (24,3)

IUc nhap vién —
Non mau va dai tién phan den 120 (54,1)
Tién sir xo gan 201 (90,5)
Tién st XHTH do v& gidn TMTQ 143 (64,4)
po | 6(27)

Phan d6 gian TMTQ po Il 37(16,7)
bo 1l 179 (80,6)

Tinh trang bi gian dang chay mau 28 (12,6)

Tudi trung binh trong nghién ciu 13 54,7 + 10,4 v6i nam gigi chiém da s6 (94,1%). 90,5%
bénh nhan c6 tién sir xo gan va 64,4% da ttng XHTH do v& gidn TMTQ. Triéu chang nhap
vién hay gap la nén ra mau va dai tién phan den (54,1%).

Két qua noi soi da day — thuc quan: TMTQ gidn d6 111 gip ¢ 80,6% bénh nhan, vai 12,6%
phét hién thay tinh trang dang chay mau tir bli gian TMTQ.
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Bdng 3.2. Péc diém tai chay mau sém va tie vong (n = 222)

Tiéu chi S6 lwong (n) Ty 18 %
Tai chay mau sém 20 9,0
Tur vong noi vién 15 6,8

9,0% bénh nhan tai chay mau soém va 6,8% truong hop tir vong tai bénh vién.

3.2. Gia tri thang diém ALBI, PALBI trong ti¢n hrgng XHTH do v& giin TMTQ

Bdng 3.3. Méi lién quan ciia diém ALBI, PALBI véi tai ch@y mau sém, tiz vong

Tai chay mau som

T vong ngi vién

Thang diém Co Khoéng Co Khong
mnw | 0w | P | nw | nw | P
ALBI-1(n=2) | 0(0,0) | 2(100) 0(0,0) | 2(100)
ALBI-2 (n1=92) | 3(3.3) |89 1(519(13,7) 005|222 | 90 1(&;;,8) 005
ALBI | ALBI-3 (n=128) | 17 (13,3 13 (10,2
(n=128) 1 17(133) | g5 1021 595
077 | 131 054 131
Trung binh ’ : <005 ’ ! <0,05
rung bin +059 | +0,62 +069 | %060
PALBI-1(n=8) | 0(0,0) | 8(100,0) 0(0,0) | 8(100)
PALBI-2 (n=45) | 1(22) | 44 (97 45 (1
PALBI én(n —5) e 1(21’8) <0.05 0 51(52 . <005
PALBI 19112 15 (8,9
169) U121 g5 ®9 1 911
153+ | -1.80 135 181
T AN h L ) < ] ] <
rung bin 033 | 042 | 09| 1036 | x0a1 | OO

O thang diém ALBI, ty & tai chay mau sém va tir vong noi vién tap trung vao nhom
ALBI-3 (lan Iuot 1a 13,3% va 10,2%), cao hon so véi nhém ALBI-2 va ALBI-1 (p < 0,05).
Dbi voi thang diém PALBI, ty 1¢ tai chay mau som va tir vong noi vién chi yéu & nhom
PALBI-3 (lan luot 11,2% va 8,9%), cao hon so v6i nhém PALBI-2 va PALBI-1 (p < 0,05).

Bdng 3.4. Gia tri diém ALBI, PALBI trong tién lwong tai chdy mau sém va ti vong

. Thang | Piém AUROC Se Sp
Tiéu chi 2 . p
diém cat (95%ClI) (%) (%0)
Tai chay mau ALBI -1,16 | 0,74 (0,63 - 0,85) 75,0 65,0 | <0,001
som PALBI -1,45 | 0,70(0,59-0,81) 55,0 82,2 0,004
. o ALBI -0,97 | 0,81 (0,68—0,93) 80,0 75,0 | <0,001
T vong noi vién
PALBI -1,63 | 0,80 (0,69 -0,91) 86,7 63,3 | <0,001
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Diém s6 ALBI

100 |-

80 |-

Sensitivity

10|

20

AUC =0.738
Fo7 P <0.001
0 O | I E— M

I
Q 20 40 60 80 100
A 100-Specificity

Diém sd ALBI

Sensitivity

AUC = 0.8086
P < 0.001

1 " n | 1 ! 1 1
0 20 40 60 80 100
B 100-Specificity

0 - PR |

Diém sd PALBI

100 |
80 [
= 60 |-
= -
= L Sensitivity: 55.0
S L Specificity: 82.2
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20 [
L AUC = 0.697
F P =0.001
O I I I
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100-Specificity
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100 |- [—,*
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g
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w 40

20
AUC =0798
P = 0.001
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100-Specificity

Hinh 3.1. Dién tich dwdi dwong cong cia ALIBI, PALBI du dodn
tai chay mau sém (A) va tir vong ndi vién (B)

Déi vai tai chay mau som: diém ALBI c6
gia tri tién luwong khd v6i AUROC 0,74;
95%Cl: 0,63 — 0,85; p < 0,001, tai diém cit -
1,16 c6 do nhay 75,0% va do dac hiéu
65,0%. Piém PALBI ciing cho két qua tién
lugng kha véi AUROC 0,7; 95%ClI: 0,59 -
0,81; p = 0,004, tai diém cat - 1,45 c6 do
nhay 55,0% va d6 dac higu 82,2%.

Déi véi tir vong noi vién: diém ALBI c6
gia tri tién luwong tét véi AUROC 0,81;
95%Cl: 0,68 — 0,93; p < 0,001 tai diém cét -
0,97 ¢6 d6 nhay 80% va do dic hiéu 75%.
Diém PALBI ciing cho gia tri tién luong tét
véi AUROC 0,8; 95%Cl: 0,69 - 0,91; p <
0,001, tai diém cat — 1,63 c6 do nhay 86,7%
va do dac hiéu 63,3%.

IV. BAN LUAN

4.1. Mot s6 dic diém 1am sang, ndi soi
va dién bién ciia bénh nhin nghién ciru

4.1.1. Mgt sé ddgc diém 1am sang, ngi soi

222 bénh nhan nghién ciu ¢6 tudi trung
binh 54,7 + 10,4; nam chiém 94,1%; 90,5%
ch tién sir xo gan va 143 bénh nhan (64,4%)
da ttng XHTH do v& gidn TMTQ. Két qua
nghién ciu cua ching toi phi hop voi két
qua caa nhiéu nghién ctu cho thiy bénh xo
gan thuong gap o lda tudi trung nién, nam
méc bénh nhiéu hon nit va thudng phai nhap
vién nhiéu lan do bién chung, dic biét 1a bién
chiing XHTH [1], [3].

Triéu ching nhap vién hay gap la non
mau va dai tién phan den (54,1%), co 48
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bénh nhéan chi ndbn mau (21,6%) va 54 bénh
nhan chi dai tién phan den (24,3%). Nghién
cuu cua Elsafty R.E. va CS (2021) ciing ghi
nhan bénh nhan XHTH do v& gidn TMTQ
thudng nhap vién véi déng thoi 2 triéu chang
ndn mau va dai tién phan den (64%), trong
khi chi 21% nén mau va 15% dai tién phan
den don thuan [3].

Thuc hién noi soi da day - thuc quan
ching t6i gap 80,6% gian TMTQ do I,
trong khi chi 2,7% bénh nhan gian do I.
Pong thoi chang toi phat hién 12,6% bénh
nhan mau dang chay tir bldi gidn can can
thiép cAp ctru ngay dé cam mau. Két qua
nghién cuu cua chang tdi phu hop véi cong
bd cua Elsafty R.E. va CS (2021) trén 250
bénh nhan XHTH do v& gidn TMTQ ndi soi
cling ¢6 4% TMTQ gidn d6 | va 17% can can
thiép thit cap ctu bui gidn dang chay mau
[3].

4.1.2. Ty I¢ tai chay mau som va tw vong
ngi vién

Theo ddi dién bién 1am sang trong thoi
gian bénh nhan nam vién diéu trj phac do
thdng nhit theo khuyén céo cua cac Hiép hoi
chuyén nganh chdng t6i ghi nhan 9,0% bénh
nhan tai chay mau sém va 6,8% truong hop
tor vong noi vién. Nghién cuau cua Aluizio
C.L va CS (2021) trén 222 bénh nhan XHTH
do v& TMTQ cho thay ty ¢ tai chay méu
som trong vong 5 ngay dau nhap vién Ia
4,5%, ty 1€ tr vong 5,0% [1]. Nghién ctu
trén 631 bénh nhén cua Zou D. va CS (2016)
cling ghi nhan ty I¢ ty vong ndi vién trong 5
ngay dau 1 4,4% [8]. Nhu vay, XHTH do v&
gidn TMTQ la mét bién chang ning véi ty 18
tir vong noi vién con cao, doi hoi phai tién
luong som dé cé bién phap diéu tri tich cuc.
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4.2. Gia tri ALBI, PALBI trong tién
lwgng XHTH do v& gian TMTQ

Vi viéc su dung cdc xét nghiém thuong
quy va boé qua mot sé yéu té cha quan, thang
diém ALBI, PALBI di duoc ung dung trong
tién lwong nhiéu bénh 1y trong dé c6 bénh
nhan XHTH do v& gidgn TMTQ va budc dau
cho két qua kha quan.

4.2.1. Gia tri ALBI, PALBI trong tién
lwong tdi chday mau som

Chung t6i ghi nhan c6 méi twong quan
gitta diém s6 ciing nhu phan nhém ALBI,
PALBI véi bién cé tai chay mau sém (bang
3.3): ty I¢ tai chay mau sém & nhém ALBI-3
1a 13,3% cao hon so véi nhém ALBI-2 va
ALBI-1, tuong tu d6i véi PALBI ty Ié tai
chay mau sém & nhom PALBI-3 la 11,2%
cao hon so voi nhom PALBI-2 va PALBI-1,
su khac biét c6 y nghia théng ké (p < 0,05),
dong thoi chdng toi khong ghi nhan truong
hop tai chay mau sém nao cé mac ALBI-1
va PALBI-1.

Phan tich duwong cong ROC, chdng téi
thdy AUROC cua ALBI la 0,74 (95%ClI:
0,63-0,85; p < 0,001), tai diém cit -1,16 co
dé nhay 75,0% va d6 dac hiéu 65,0%; cua
PALBI la 0,70 (95%Cl: 0,59 - 0,81; p =
0,004), tai diém cit -1,45 c6 d6 nhay 55,0%
va do dac hiéu 82,2% (bang 3.4). Nghién ctru
cua Elshaarawy O. va CS (2020) danh gia gia
tri mot s6 thang diém tién lwong XHTH do
vd TMTQ (c& mau 1517 bénh nhan), trong
d6 c6 ALBI, PALBI ciing cho thidy AUROC
du doan tai chay mau sém (trong vong 1
tuan) cua diém ALBI, PALBI lan luot la
0,766; 0,794 (p < 0,05) [4]. Trong khi nghién
cau Faisal M.S. va CS (2020) trén 170 bénh
nhan thi gi4 tri caa diém PALBI dy doan tai
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chay mau chi dat muc trung binh (AUROC
0,601, 95%Cl: 0,502 - 0,699) [5]. Su khac
biét trong cac két qua nghién ctu c6 thé do
¢& mau, thoi gian danh gia tai chay mau ciing
nhu dic diém bénh nhan nghién cuau.

4.2.2. Gia tri ALBI, PALBI trong tién
lwong tir vong ngi vién

Tuong ty nhu bién ¢b tai chay mau som,
nghién ctiu ghi nhan méi lién quan giita diém
s6 cling nhu phan nhoém ALBI, PALBI voi
bién cd tir vong noi vién. Cu thé, theo két
qua ¢ bang 3.3 ty 1€ tir vong & nhom ALBI-3
la 10,4% cao hon so v6i nhom ALBI-2 va
ALBI-1. Béi véi thang diém PALBI, ching
t0i chi ghi nhan truong hop tir vong xay ra o
nhém PALBI-3 (chiém 8,9%), khéng c6
truong hop t¢ vong ¢ nhdm PALBI-1 va
PALBI-2. Pong thoi diém ALBI, diém
PALBI trung binh caa nhom c6 bién cb tir
vong cao hon ¢6 y nghia so véi nhom khéng
c6 bién cb nay véi p < 0,05. Két qua nghién
ctru tuong dwong voi bdo céo cua Chen X. va
CS (2021) véi diém PALBI trung binh &
nhom tir vong la -1,47 + 0,35, cao hon so véi
nhom khoéng to vong la -1,94 £ 0,36 (p
<0,001) va ty 1€ t&¢ vong 15,4% & nhém
PALBI-3 so vai chi 1,7% & nhom PALBI-2
va 0% ¢ nhom PALBI-1 [2].

Phan tich duwong cong ROC, ching tdi thu
dugc AUROC cua ALBI la 0,81 (95%Cl:
0,68 - 0,93; p <0,001), tai diém cit - 0,97 c6
do nhay 80% va d¢ dac hiéu 75,0%; AUROC
cua PALBI la 0,8 (95%Cl: 0,69 - 0,91; p <
0,001), tai diém cat — 1,63 c6 d6 nhay 86,7%
va do dac hiéu 63,3%. Nghién cuu cua Zou
D. va CS (2016) ciing cho thdy AUROC cua
ALBI trong du béo tr vong ¢ 631 bénh nhéan
XHTH do v& gidn TMTQ la 0,808 (95%Cl:

0,0775 — 0,838, p < 0,001), gia tri diém cit
t6i wu 14 -1,5273 vé6i d6 nhay 92,86%, do dic
hiéu 64,01% [8]. Pdi voi PALBI, nghién ciru
cua Chen X. va CS (2021) trén 221 bénh
nhan nhan thay diém PALBI ciing c6 gia tri
tét trong tién lwong nguy co tir vong 30 ngay
dau véi AUROC 14 0,827 (gan twong duong
v6i két qua nghién ctu cua ching toi) [2].
Nhu véy, thang diém ALBI va PALBI c6 gia
tri tot trong tién lwong tir vong noi vién &
bénh nhan xo gan c6 bién ching XHTH trén
cap tinh do v& gian TMTQ.

V. KET LUAN

Panh gia gia tri thang diém ALBI, PALBI
trong tién luong tai chay mau sém va tu
vong noi vién ¢ 222 bénh nhan xo gan co
XHTH do v& gidn TMTQ, chidng téi nhan
thdy: Thang diém ALBI, PALBI déu cé gia
tri tét trong tién lwong tir vong noi vién voi
AUROC lan luot 1a 0,81 (95%Cl: 0,68 -
0,93; p <0,001) va 0,80 (95%Cl: 0,69-0,91; p
< 0,001). Vi tién lugng tai chay mau som ca
2 thang diém chi c6 gia tri mac kha voi
AUROC cua ALBI la 0,74 (95%ClI: 0,63 -
0,85; p < 0,001) va PALBI la 0,70 (95%Cl:
0,59 - 0,81; p = 0,004).
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ethanol.

Po6i twong va phwong phap : 1237 nguoi
tham gia hién méu tai trung tdm truyén méu bénh
vién Viét Puc. Nong do ethanol trong huyét
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hoéa chat Biosystem. Py 1 nghién ctru mé ta cat
ngang.

Két qua: CO 1237 mau méu tir ngudi hién
mau tai trung tdm truyén mau bénh vién Viét
Puc. Két qua ndng d6 ethanol c6 phan bd chuén.
Muc ndng do ethanol < 1,760 mmol/l 1a 33,6%,
muc ndng do 1,76-3 mmol/l 54,4%, mic ndng do
>3 14 12%. Nong do ethanol c6 gia tri thap nhat
12 0,293 mmol/I, cao nhit Ia 3,990 mmol/l, gia tri
trung binh tr 2,124+0,712; ¢ nam la 2,266 +
0,709, nir la 1,971 £ 0,684, su khac biét nay co y
nghia thong ké. Khéng c6 mdi twong quan giira
ndng do ethanol véi cac nhom tudi. Khoang tham
chiéu khuyén céo 1a <4,000 mmol/I.

K&t luin: nong d6 ethanol cua nhom khong
st dung ruou bia c6 gia tri thap nhat la 0,293
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mmol/I, cao nhat la 3,990 mmol/l. Khdng c6 mdi
tuong quan giira ndng do ethanol véi cac nhom
tudi. Khoang tham chiéu khuyén céo la <4,000
mmol/I.

Tar khéa: Ethanol, Ethanol noi sinh, khéng st
dung ruou bia.

SUMMARY
EVALUATION OF ETHANOL
CONCENTRATION ON NON-
ALCOHOLIC DRINKERS

Objective: The aim of this paper is to
examine the quantity of ethanol in human blood
samples devoid of alcohol and beer and to
provide a biological reference range for ethanol
concentration.

Subjects and methods: This is a descriptive
cross-sectional study of Beckman Coulter
Biosystem chemicals using an enzyme Kinetics
approach.The ethanol concentration in plasma
was measured. There were 1,237 blood samples
from blood donors at the blood transfusion center
of Viet-Duc Hospital.

Results: There were 1,237 blood samples
from blood donors at the blood transfusion center
of Viet-Duc Hospital in Vietnam. The data for
ethanol concentration is standard a normal
distribution. The ethanol concentration level of
1,760 mmol/l is 33,6%, the ethanol concentration
level of 1,760 to 3,000 mmol/l is 54,4%, and the
ethanol The group that did not consume alcohol
had the lowest ethanol concentration at 0,293
mmol/l, while the highest concentration was
3,990 mmol/l. The concentration level for > 3
mmol/l is 12%. The lowest ethanol concentration
is 0,293 mmol/l and the highest is 3,990 mmol/I.
The average ethanol concentration s
2,124+0,712 mmol/l; the difference between men
and women is statistically significant. There is
not corrrelation between age and ethanol

concentration. The recommended Reference
Intervals is under 4,000 mmol/I.

Conclusion: The findings show that the group
that did not consume alcohol had the lowest
ethanol concentration at 0,293 mmol/l, while the
highest concentration was 3,990 ammol/l. There
is not corrrelation between age and ethanol
concentration. The recommended Reference
Intervals is under 4,000 mmol/I.

Keywords: Ethanol, endogenous Ethanol.

I. DAT VAN DE

Ethanol 1a hop chat hitu co duoc st dung
kha nhiéu trong doi séng hang ngay. Ethanol
rat tot cho hé tiéu héa néu uéng voi luong
vira phai, tuy nhién néu udng qué nhiéu s&
anh huong dén suc khoe. CO rat nhiéu nghién
cliu gan day cho thay, viéc ting tiéu thy ruou
bia 1am ting nguy co giy ra chin thuong
[1], va day 1a mot trong nhitng nguyén nhan
hang dau gay tir vong va tan tat trén toan thé
gi6i [7]. Theo thdng ké ciia T6 Chirc y té thé
gioi, Viét Nam 1a mot trong sé céc qubc gia
trén thé gigi c6 muc tiéu thy ruou bia ting
nhanh, dac biét 1& & nam gidi, trong nam
2016 muc tiéu thu binh quan dau ngudi cao
thir 2 Pong Nam A va tha 3 cua Chau A[8].

Tuy nhién ngoai lugng ethanol ngoai sinh
tir bén ngoai dwa vao, ban than trong co thé
mdi ngudi van c6 mot lwong nho nong do
Ethanol noi sinh do co thé tong hop 18n tur
qua trinh 1én men cuaa vi sinh vat duong rudt
[6]. ‘

Trong nhitng nam gan day khoa Sinh hoa
bénh vién Viét Bac nhan chi dao cua Bo y té
tham gia tu van, hd tro cac chuyén gia phap
ly giai quyét nhiing thic mic vé nong do
ethanol trong t6 tung.
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Tai Viét Nam chwa c6 nghién ciu cu thé
vé né)ng do ethanol noi sinh trong co thé
ngudi ciing nhu khoang tham chiéu sinh hoc
ctia xét nghiém ethanol. Do d6 chung toi tién
hanh nghién ctru d8 tai véi cac myc tiéu:

1. Khdo sat nong do ethanol trong mau
mau nguoi khoéng su dung rurou, bia.

2. Khuyén cao khoang tham chiéu sinh
hoc néng dé ethanol.

II. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

1. Poi tweng nghién ciru

- Nguoi hién mau tai trung tam truyén
mau bénh vién Viét Buc.

- Tiéu chudn lya chen:

e Nhitng mau mau tir ngudi khoe manh
du tiéu chuan hién mau tai trung tam truyén
mau bénh vién Viét Buc.

- Tiéu chudn logi trir:

e Mau mau sau khi ly tam c6 hién tuong
tan huyét, hodc huyét twong duc.

2. Phuwong phap nghién ciu

2.1 Thiét ké nghién ctru

M6 ta cat ngang, tién cau tir thang
3/2022-8/2022.

C& mau nghién ciru

Cong thuc tinh ¢ mau

Z 13 o O

n=—

el 1]

d

en la ¢& mau tdi thiéu (1177 mau).

eZ1 - o /2 =196 la gia tri tir phan b
chuan, dugc tinh dia trén muc ¥ nghia thong
ké = 5%.

ec la do léch chuan o = 0.35 (Lay tur
nghién cttu Endogenous Ethanol Production
Levels in Saudi Arabia Residents).

ed = 0.02 la muc sai sb tuyét dbi chap
nhan.
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2.2.Phwong phap va hoéa chit xét

nghiém
Phuong phap dong hoc enzym
ADH
Ethanol + NAD -~ > acetaldehyde + NADH + Ht

Ethanol va NAD  dugc chuyén  doi
thanh acetaldehyd va NADH baoi ADH
(alcoldehydrogenase). Cac NADH duoc hinh
thanh trong qué trinh phan tmg 1am thay doi
d6 hap thu, nong do6 ethanol duoc do & budc
song 340nm.

Xét nghiém dugc thuc hién trén may
AU.5800 tu dong cua Beckman Coulter

Hoa chét ciia hang Biosystem.

2.3/ Sir 1y 6 li¢u

S6 liéu duoc xur ly trén phan mém SPSS
25.

Cac bién dinh luong duoc trinh bay theo
gié trj trung binh va do léch chuén ( X, SD),
c4c bién dinh tinh duoc trinh bay theo gia tri
%.

Kiém dinh sy khac biét sa dung
independent-samples T test, danh gia modi
tuong quan st dung phan tich twong quan
Pearson.

2.4. Pao dirc nghién ciru

Pay 1a nghién ctu md ta cat ngang tién
ctu. Nghién ctu nay da duoc hoi dong
chuy@n mén, hoi dong y duc Bénh vién Hitu
nghi Viét buc thong qua.

Thu thap thong tin day du, trung thuc,
khach quan theo muc dich nghién cuu.

Tat ca cac thdng tin vé& bénh nhan déu
duoc bao mat, chi sir dung cho nghién cuu,
khong sur dung vai muc dich nao khac.

Két qua thu duogc, duoc st dung trong
tham khao danh gia két qua ethanol ¢ bénh
nhan.
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Il. KET QUA NGHIEN cU'U
Bdng 1: Gidi, tudi ciia nhém déi twong nghién ciru

Do tudi | 18-30 31-40 41-50 51-60 Téng

Gioi n (%) n (%) n (%) n (%) n (%)
Nam 295(23,8) | 210(17,0) 120(9,7) 18(1,5) 643(52,0)
Nir 210(17,0) | 213(17,2) 144(11,7) 27(2,1) 594(48,0)
Téng 505(40,8) | 423(34,2) 264(21,4) 45(3,6) 1237(100)

Nhdn xét: nam c6 643(52,0%), nit c6 594 (48,0%), nhém tudi18-30 chiém ty I& 16n nhat
(40,8%) vi day 1a d6i tugng sinh vién, doan vién thanh nién 1a nong c6t cia cac hoat dong
phong trao, thap nhat 1a nhdm tudi 51-60 (3,6%).

Tansb

100

5
o

"
o

000

.-IIII|‘|||
1.000

Két qua (mmolll)
Biéu dé 1: Biéu dé phén bo két qui nong dp ethanol
Nhan xét: két qua ndng do ethanol trén nhém khong sir dung ruou bia 1a biéu dd phan b

m"mllllm..

2.000 3000

4000

chuan. ’
Bdng 2: Két qua Skewness, Kurtosis, CV %
Théng so |Skewness| |Kurtosis| CV %
Két qua 0.070 0.590 20%
Tiéu chi danh gia[11] <2 <4 < 50%
Két luan nong d ethanol c6 phan bd chuan

Nhdn xét: bang 1 cho ta biét gia tri tuyét dbi cua Skewness, Kurtosis, CV % ctia nong do
ethanol déu thoa man tiéu chi cua phan bd chuan theo AnShul Gupta[11].
Bing 3: Nong dp ethanol trén nhém khong siv dung ruwou, bia

A & Min (non Max (non Mean £ SD
Bién sé SL(%) aE:)) g df}) g (b 40) P
Giéi tinh
Nam 643 (52,0) 0,293 3,990 2,266+0,709 p?<0,01
N 594 (48,0) 0,389 3,898 1,971+0,684
Nhom tudi (nim)
18-30 505 (40,8) 0,293 3,941 2,140+0,754
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31-40 423 (34,2) 0,389 3,990 2,109+0,676 p>0,5
41-50 264 (21,4) 0,535 3,854 2,116+0,693
51-60 45 (3,6) 0,920 3,842 2,129+0,688

Min (tudi): 18, Max (tudi): 59, Mean + SD (tudi): 33,0+9,9

SL: sb lugng; SD: d6 léch chuan; Min: tudi nho nhat, nong d6 nho nhat; Max: tudi Ién
nhét, ndng do 16n nhat; a: kiém dinh independent-samples T test; b: phan tich méi twong quan
Pearson.

Nhdn xét: Nong do ethanol thap nhat 12 0,293 mmol/l, ndng d6 cao nhat la 3,990; nong do
ethanol trung binh ¢ nam gidi cao hon so véi nit gidi, su khac biét nay co y nghia théng ke.
Nong d6 ethanol gitra cac nhom tudi twong ddi ddng déu nhau.

45 y=-0.001x+2.171
a L R? = 0.0004
35
3 F e -
25 - L o § °
| .

15
l .
05 |

0 | | | | 1 | |
0 10 20 ?02, .4 50 60 70
uéi (nam

Biéu dé 2: méi twong quan giia néng dé ethanol va tudi
Nhdn xét: khéng c6 méi twong quan giira ndng d6 ethanol va do tudi cua cac tinh nguyén
vién. R?= 0,0004.
Bing 4: Phin bé nong dj ethanol trén déi twong nghién ciru

thanol(mmol/I)

He

d

néng

Céc mirc ndng dd ethanol Min Max Mean + SD SL (%)
(mmol/l)
<1,760 (mmol/l) 0,293 1,759 1,340+0,302 415 (33.6)
1,760 -3,000 (mmol/l) 1,762 2,981 2,343+0,346 673 (54,4)
> 3,000 (mmol/l) 3,005 3,990 3,320+0,240 149 (12,0)
Tong s6 2,124+0,712 1237 (100,0)

Min: nong do thdp nhit, Max: ndng d6 cao nhat, Mean: néng d6 trung binh, SD: d6 léch
chuan, SL: s6 luong.

Nhd@n xét: Mic nong do 1,760-3,000 mmol/l chiém ty 1¢ 1on nhéat 1a 54,4%, nong do
ethanol cua nhom nghién cau trung binh tir 2,124+0,712mmol/l, bién d6 dao dong tir 0,293-
3,990 mmol/I.
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IV. BAN LUAN

Nghién ctu cia chuang toi duoc thuc hién
trén 1237 ngudi hién mau, c6 643 nam chiém
ty 18 52,0%, nit 594 chiém ty Ié 48,0%. Do
mé hinh van dong hién mau nhan dao nhém
tudi chu yéu 1a hoc sinh, sinh vién véi tudi tir
18 — 30 tudi, cac nhom tudi con lai co ty 18
thip hon 14n luot 1a nhom tudi 31-40, 41-50,
nhom tudi co ty 1é thip nhat 12 nhém tudi 51-
59, tudi trung binh cua d6i twong nghién cau
la 33,0 9,9, tudi nho nhat 12 18 tudi va tudi
I6n nhat 14 59 tudi. (Bang 1, bang 3).

Théng qua biéu d6 1 va bang 2 ta c6 thé
thay nong do ethanol ¢ phan b chuan.

Trong nhém khong str dung ruou bia, nam
c6 nong do ethanol thip nhit la 0,293
mmol/l, cao nhat 1a 3,990 mmol/l, nong do
trung binh la 2,266+0,709 mmol/l; nir c6
nong d6 ethanol thap nhat 1a 0,389 mmol/l,
cao nhat 1a 3,898 mmol/Il, nong do trung binh
la 1,971+0,684. C6 sy khac biét vé nong do
ethanol giita nam va nit. (Bang 3). Nong do
ethanol trong co thé phu thudc vao toc do
hip thu, toc do dao thai cua ethanol, ché d6
an ubng do d6 dan téi ndng do ethanol cua
nam gidi ¢ thé cao hon so véi nit gidi.

Nong do ethanol giira cac nhom tudi
tuong d6i ddng déu nhau, khdng c6 méi
tuong quan gitta ndng do ethanol va tudi.
(Bang 3. Biéu d6 2). Két qua nghién cau nay
phu hop voi nghién cau cia Mostafa M
Afify va cac cong su [6].

Két qua ndng do ethanol dugc chia theo 3
muc, lan luot 1a: <1,760 mmol/l; 1,760 -3
mmol/l va >3 mmol/l, mic néng do ethanol
tir 1,760 - 3 mmol/l chiém ty I¢ 16n nhat 1a
54,4%, mic nong d6 > 3 mmol/l chiém ty 18
thap nhat 1a 12,0%, nong do ethanol thap

nhat 1a 0,293 mmol/l, cao nhat la 3,990
mmol/l 1a két qua phu hop véi nghién cau
cua Lester[3]. ndng do6 ethanol trung binh 1a
2,124+0,712. (Bang 4). Mtc <1,760 mmol/l
duoc nha san xuat hda chat dua ra 1a gidi han
duéi cua khoang do. C6 su thay ddi ndng do
ethanol giira cac ddi teong trong nghién cau
c6 thé 1a do ché do an ubng khac nhau trén
timg nguoi hién mau. Ethanol noi sinh duoc
hinh thanh t qud trinh chuyén hoa
carbonhydrat ¢ duong tiéu hda boi hé thuc
vat duong rudt, do d6 ché do an giau
carbonhydrat c6 thé lam ting ndng do
ethanol noi sinh trong co thé, ngoai ra viéc
st dung cac nudc ép trai ciy ciing c6 thé lam
taing nong do ethanol noi sinh trong mau do
lam tang qua trinh 1€n men tai duong tiéu
héa [6].

Bing phuong phap sic ky, nghién ciu caa
Mostafa M Afify va cac cong su khi tién
hanh nghién cau trén cong dong dan cu tai A
rap nam 2015 mac nong d¢ ethanol thap nhat
la Ommol/l, mic nong d6 cao nhat la 0,33
mmol/l, néng d6 ethanol trung binh 1a 0,030
+ 0,075mmol/I[6], so vai nghién ctu cua A.
W. Jones nam 1983 la 0,0085 = 0,0098
mmol/l, Liebich va cong s nam 1982 1a 0 —
0,846 mmol/l[4]. Theo 1SO 15189:2012,
khoang tham chiéu (KTC) la khoang xac
dinh cua phan b céc gia tri lay tir mot tong
thé tham chiéu sinh hoc. KTC thuong dic
trung cho tirng chang toc, quéc gia, do tudi,
gidi tinh... KTC 12 mét thanh phan khdng thé
thiéu trong nhan dinh két qua xét nghiém.

Nghién cttu caa chlng t6i nong do ethanol
trung binh 1a 2,124+0,712 mmol/l, nong do
ethanol & nam gioi cao hon so véi nir gioi,
trong d6 noéng do ethanol trung binh ¢ nam
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gi6i la 2,266+0,709 mmol/l n&r gisgi la
1,971+0,684 mmol/l, sy khé&c biét nay co y
nghia théng ké. Theo huéng dan cua CLSI
EP28-A3c cong b6 nim 2010, dbi vai nghién
ctru ¢6 phan b chuan thi khoang tham chiéu
duoc thiét lap theo cong thuc KTC = X +
2SD, do d6 KTC ndng d6 ethanol 1a 2,124 +
2 x 0,712 (0,7-3,548), do gi4 tri néng do
ethanol & ngudng thap khong c6 ¥ nghia vé
mat 1am sang,va két qua nong do ethanol caa
nhom khoéng sir dung ruou bia c6 gia tri dao
dong tir 0,293- 3,990 mmol/l, két hop Vi
bdo cao cua Lester nong do nay dao dong tir
0-4,340 mmol/I[3], vi thé ching toi khuyén
c4o KTC nong do ethanol 1a < 4,000 mmol/l.

V. KET LUAN

Khao sat nong do ethanol trén mau mau
nguoi khong st dung ruou bia thu dugc co
két qua ethanol phan bé chuan.

Muc ndng do ethanol trong khoang 1,760-
3 mmol/I chiém ty I¢ 16n nhat 1a 54,4%, ndng
do ethanol trung binh tir 2,124+0,712mmol/I,
bién d6 dao dong tur 0,293 - 3,990 mmol/l,
C6 su khac biét vé nong do ethanol giira nam
va nir. Khéng c6 méi tuong quan giita nong
d6 ethanol va cac nhom tudi.

VI. KIEN NGHI

Pé xac dinh chinh xac néng do ethanol
noi sinh trén nhom nguoi khong su dung
ruou bia, can c6 thém nhiéu nghién ctu voi
nhiéu phuong phap xét nghiém khéac nhau.
Dong thoi khi tra 16i két qua ndng do6 ethanol
trong mau caa ngudi khi can thiét, ching ta
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can ghi rd thuc hién trén thiét bi va phuong
phap xét nghiém.
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GIA TRI TIEN LUO'NG CUA L-FABP NIEU O’ BENH NHAN
NHIEM KHUAN HUYET CO TON THUONG THAN CAP

Pham Thi Minh Huyén?, Nguy&n Thi Thu?, Pham Viét Tan?,
Nguyén Pinh Quan, Pinh Manh Ha!, Quach Xuan Hinh!, Nguyén Gia Binh?

TOM TAT

Muc tiéu: Tim hiéu vai tro cua L-FABP niéu
trong tién lwong ¢ bénh nhan nhiém khuan huyét
(NKH) c6 ton thuong than cap. Péi twong va
phwong phap: 102 bénh nhan NKH duoc tién
hanh dinh luwgng L-FABP niéu bing phuong
phép mién dich do d6 duc tai thoi diém vao diéu
tri tai khoa Hoi stc tich cuc. Két qua: Gia tri tién
lwong tir vong cia ndng do L-FABP niéu cao hon
so voi diém Apachell, Sofa véi dién tich dudi
duong cong ROC twong ng la 0,85 so véi 0,7 va
0,74. O bénh nhan NKH c¢6 ton thuong than cap,
ndng d6 L-FABP niéu tuong quan thuan véi thoi
gian diéu tri. Nong d6 L-FABP niéu tuong quan
thuan mac do trung binh véi nong d6 Lactate
huyét tuong véi hé sd tuong quan Spearman
RhO= 0,72. Két luan: nong d6 L-FABP niéu c6
thé 1a xét nghiém hiu ich trong theo ddi, tién
lwong bénh nhan NKH ¢6 tén thuong than cap.

Tir khoéa: L-FABP niéu, nhiém khuan huyét,
t6n thuong than cap.

SUMMARY
THE PROGNOSTIC VALUE OF
URINARY L-FABP IN SEPTIC
PATIENTS WITH ACUTE KIDNEY
INJURY

Bénh vien TWOD 108,

*Bénh vién Vinmec Times city

Chiu trach nhiém chinh: Pham Thi Minh Huyén
Email: minhhuyenv108@gmail.com

Ngay nhan bai: 17.8.2022

Ngay phan bién khoa hoc: 21.9.2022

Ngay duyét bai: 24.9.2022

Objectives: to investigate the prognosis role
of urinary L-FABP in septic patients with acute
kidney injury. Subjects and methods: 102 septic
patients were measured urine L-FABP by
immunoassay turbidity method at the admission
to the intensive care unit (ICU). Results: The
mortality predictive value of urinary L-FABP
was higher than that of Apache Il score, Sofa
score with the area under the ROC curve of 0.85
compared with 0.7 and 0.74, respectively. In
septic patients with acute kidney injury, urinary
L-FABP was highly positively correlated with
length of ICU stay. Urinary L-FABP
concentration was positively correlated with
plasma lactate concentration with Spearman
correlation coefficient Rh0 = 0.72. Conclusions:
Urinary L-FABP level might be a useful test in
monitoring and predicting septic patients with
acute kidney injury.

Key words: urinary L-FABP, septic, acute
kidney injury.

I. DAT VAN DE

Tén thuong than cép (Acute kidney
injury, AKI) 1a bién chimg thuong gap o
bénh nhan NKH, lam ting dang ké ty 1¢ tan
phé, tir vong va ting nguy co phat trién bénh
than man tinh. Bénh nhan NKH c6 bién
chung AKI co ty Ié tir vong dac biét cao, co
thé 1én toi 50- 90%. Viéc chan doan som,
tién lugng AKI dong vai tro quan trong giup
tang co hoi séng sét cho bénh nhan NKH ¢
tén thuong than cdp [6]. Hién nay viéc chan
doan, tién luong ton thuong than cip chi yéu
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dua vao creatinin huyét twong. Tuy vay,
creatinin 1a mot chi s6 khong that sy dang tin
cay trong AKI vi nhiéu ly do khac nhau:
creatinin phéat hién muon va khéng chinh xac
su giam muc loc cau than va ton thuong 6ng
than, dong thoi ndng do creatinin huyét
tuong chiu anh huéng bai cac yéu td ngoai
than [1]. Viéc chan doan, tién lugng AKI dya
vao creatinin huyét twong & bénh nhan NKH
cang thiéu chinh xac do giam tudi mau co
xuong trong NKH lam giam san xuat
creatinin, bu dich nhanh ¢ bénh nhan NKH
dan téi pha lodng creatinin huyét tuong. Két
qua 1am ndéng do creatinin huyét twong thé
hién dudi muc cac thay ddi vé mac loc cau
than va tén thuong ong than. Do d6 viéc
nghién ctru cac marker c6 thé gitp chan doan
sém AKI, ciing nhu tién lwong, theo dai tién
trién bénh thu hat duoc nhiéu sy quan tam
cua cac nha khoa hoc. Trong d6 L-FABP
niéu dugc danh gia la marker hiéu qua trong
chan doan sém va tién luong mic do ning
cua AKI noi chung [8], cling nhu AKI &
bénh nhan NKH [2]. Cac nghién ctiu vé vai
tro cua L-FABP niéu ¢ bénh nhan NKH trén
thé gioi con khiém tén, chua co nghién ciu
nao trén quan thé nguoi Viét Nam. Vi vay,
chung toi tién hanh nghién ctu nay véi myc
tiéu tim hiéu vai trd caa L-FABP niéu trong
tién lwong bénh nhan NKH c6 ton thuong
than cap voi mong mudn cung cip thém
thong tin vé mot marker tiém ning trong theo
dbi AKI ¢ bénh nhan NKH.

II. DOl TUONG VA PHUONG PHAP NGHIEN CU'U
1. Poi twong nghién ciru
Gom 102 bénh nhan nhiém khuan huyét
(NKH) diéu tri tai khoa Hoi suc tich cuc
(intensive care unit, ICU) Bénh vién TWQD
108 tir 8/2018 dén thang 8/2020 vai cac tiéu
chuan nhu sau:
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1.1. Tiéu chudn lga chen: Bénh nhan
dugc chan doan xac dinh 1a nhidm khuan
huyét.

1.2. Tiéu chudn loai trie; Bénh nhan mac
mot trong cac bénh sau: suy than man, ung
thw. Bénh nhan khéng ddng y tham gia
nghién cau.

1.3. Tiéu chudn chén dodn

- Tiéu chuan chan doan t6n thuong than
cap: theo tiéu chuan KDIGO- 2012.

- Tiéu chuan chan doan NKH: theo
Sepsis-3 (2016): C6 & nhidm khuin khoi
phéat; Triéu chung rdi loan chuc ning co
quan: dugc xac dinh 13 thay doi cap tinh cua
téng diém SOFA > 2 diém do hiu qua cua
nhiém trung.

- Chan doan Shock nhiém khuan: NKH
kém v6i ha huyét ap ton tai can phai s dung
thudc van mach dé gitr huyét ap dong mach
trung binh 65mmHg va co6 Lactate huyét
thanh > 2mmol/l cho du di duoc hdi sic bu
dich thoa dang.

1.4. Méu nghién ciru: chon mau theo
phuong phéap chon mau thuan tién.

2. Phuwong phap nghién ciu

2.1. Thiét ké nghién cieu: nghién ciu md
ta cit ngang.

2.2. Cdc bwéc tién hanh: Bénh nhan thoa
man tiéu chuan lya chon duogc thu thap sé
licu theo mau bénh an nghién ctu thdng
nhat. C4c bénh nhan dugc ldy mau ldc vao
khoa Hoi suc tich cuc gdom 4 ml mau tinh
mach lam cac xét nghiém sinh hoéa thuong
quy (Glucose, ure, creatinin, GOT, GPT,
GGT, Bilirubin, Protein, Albumin), PCT va
cong thirc mau, lay 5 mL nuéc tiéu lam xét
nghiém L- FABP niéu, creatinin niéu.

2.3. Pinh lrong L-FABP niéu bing
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phuong phap mién dich do do duc cd hiéu
chinh cho ndng d6 creatinin niéu, héa chit
cua hdng Sisuiki (Nhat Ban), do trén may
sinh héa tu dong Beckmann Coulter AU5800
tai khoa Sinh hoa- bénh vién TWQD 108.

3. Xir ly sé liéu: S dung phan mém
SPSS 25.0 dé phan tich théng ké. Tinh d6

I1. KET QUA NGHIEN CcU'U
1. Pic diém cia ddi twong nghién cieu

nhay va d6 dac hiéu cua L-FABP niéu bang
phan tich ROC két hop voi tinh chi sb
Youden (J). Kiém dinh sy khac biét cua 2
bién dinh luwong, phan phdi khéng chuin
bang kiém dinh Mann- Whitney test. Danh
gi4 mbi tuong quan giita 2 bién dinh luong
bang hé s6 twong quan Spearman.

Bdng 1. Diic diém 1am sang cia doi twrong nghién ciru

Phan nhom n %
Gisi Nam 86 84,3
Nu 16 15,7
Shock NK 69 67,6
NKH Khoéng shock NK 33 32,4
Co 41 40,2
AKI Khong 61 59,8
Twr vong 20 19,2
_ Sbng 82 78,8

Tudi (X + SD) 65+ 17,9

Nhgn xét: Trong nhém dbi twong nghién ctu gigi nam chiém wu thé, phan Ién bénh nhan
NKH c6 shock NK, ty I¢ c6 ton thuong than cap 1a 40,2%.
Bdng 2. Dic diém can 1am sang ciia cdc déi twong nghién ciru

Thong s6 cin lAm sang Song (n= 82) T vong (n= 20) p
WBC (G/L) 10,45 [1,04-39,88] 10,01 [3,12-25,01] 0,98
Hb (g/L) 118 [58-175] 119 [95-153] 0,31
Ure (mmol/L) 10,48 [2,81-38,66] 9,76 [7,7-40,2] 0,48
Creatinin (umol/L) 90,5 [26-651] 157,5 [61-432] 0,06
PCT (ng/mL) 23,58 [2,79-100] 44,51 [0,82-160,68] 0,08
L-FABP ni¢u (ug/g cre) 132,08 [5,1-855,18] 586,6 [308,29-1518,69] 0,001

Chu thich: p: Mann Whitney test, trung vi [min-max].
Nhgn xét: Chi c6 nong do L-FABP niéu khéc biét c6 y nghia giita nhdm séng va nhém tir
vong. Con cac két qua bach cau, huyét sic td, ure, creatinin, PCT huyét twong khéng c6 su

khéc biét co y nghia thong ké gitra 2 nhom.

2. Nong d9 L-FABP ni¢u va mgt sé chi sé can 1am sang & nhom bénh nhan NKH c6
ton thwong than cap va nhém khong cé tén thwong than cip
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Bdng 3. Mét sé chi sé cgn 1am sang ¢ nhom tén thwong than cap va nhom khéng co tén

thwong thin cap

Chi s AKI (n=41) Khong AKI (n=61) p
L-FABP (ug/g cre) 607,25 [120,19-1518,69] 240,82 [5,1-843,09] 0,001
PCT (ng/mL) 28,56 [5,27-100] 52,01 [0,8-116] 0,38
Creatinin (umol/L) 188 [73-651] 88 [40-140,5] 0,001
Lactate (mmol/L) 5,1[1,4-7,8] 3,1[0,7-4,9] 0,02
Apache II 23 [15-28] 15,5 [7-33] 0,001
Diém Sofa 9 [5-14] 6 [3-10] 0,001

Cha thich: p: Mann Whitney test, trung vi [min-max].

Nhan xét: Nong do L-FABP, creatinin huyét tuong, lactate, diém Apache 11, Sofa c6 su
Khac biét co ¥ nghia thong ké gitta nhdm bénh nhan ton thuong than cap va nhém khdng ton
thuong than cap véi p = 0,001 (Mann Whitney test).

3. Méi lién quan giira ndng @9 L-FABP niéu va mot so yéu to tién lweng & bénh nhan
NKH c6 tén thwong than cap

3.1. Nong dp L-FABP va nguy co tir vong 6 bénh nhan NKH c6 tén thwong than cdp

ROC Curve
1.0

T Source of the
- / Curve
T LFABP/CreNO
08 — APACHE Il
/ SOFA
I Reference Line
2 o6 f).-'
=
5
= 4
g )
@ .
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0z T
f |
00 \I
0.0 0z 04 06 0.8 1.0
1 - Specificity
L-FABP niu

Hinh 1. Lién quan gii#a L-FABP niéu, diém Apache 11, Sofa véi nguy co’ tir vong.
Nhdgn xét: Gi4 tri tién luong tir vong cua nong do L-FABP niéu cao hon so véi diém
Apachell, Sofa voi dién tich dudi duong cong ROC tuong ung la 0,85 so vai 0,7 va 0,74. Gia
tri tién doan tir vong cua L-FABP vai cut-off 377,19 pg/g Creatinin c6 do nhay 85,7%; do
dac hiéu 70%.
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3.2. Lién quan giita néng d6 L-FABP va thoi gian nam vién ¢ bénh nhan nhiém
khuan huyét c6 tén thwong than cap

(o]

o

o
|

(o2}

o

o
|

rh0= 0,75

200

L-FABP niéu (pg/g cre)
S
1

0 TTTTTTITTTITT[TTITTITI T I T I rIrrrrrrro

0 10 20 30
S6 ngay nam ICU
Hinh 2: Twong quan nong dé L-FABP nigu va théi gian nam ICU
Nhgn xét: Trong sé bénh nhan NKH c6 ton thuong than cip va séng trong thoi gian diéu
trj tai khoa Hoi sic tich cuc, ndng d6 L-FABP niéu twong quan thuan, tuong d6i chat véi thoi
gian nam diéu trj tai ICU.

3.3. Twong quan giira nong dd L-FABP véi ndng dd Lactate

20007
’qE °
o p= 0,01
© 1500~
o))
=
3. 10004
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< 500
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Lactat (mmol/L)

Hinh 3. Twong quan giita nong d9 L-FABP ni¢u va Lactate mau
Nhgn xét: Nong do L-FABP niéu twong quan thuan mac do thuan véi nong do Lactate
huyét tuong véi hé s6 tuong quan Spearman RhO= 0,72.
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IV. BAN LUAN

Réi loan chirc ning co quan trong NKH
c6 lién quan véi giam tudi mau dan toi thiéu
méau md, két qua l1am thiéu oxy mé. L-FABP
la protein van chuyén acid béo ty do ¢ dng
luon gan toi ty thé dé trai qua qué trinh B
oxy hoa cung cip nang luong cho té bao biéu
mé ng than. L-FABP con cd vai trd chéng
oxy hoa trong diéu kién thiéu mau & than
bang cach gan voi cac acid béo duoc tao ra
va bai tiét ra nuéc tiéu, qua d6 ngan qua trinh
peroxy hoa lipid 1am lan truyén ton thuong té
bao. Do d6 L-FABP duoc xem la chat chéng
oxy hoa noi sinh hiéu qua c6 vai trd quan
trong ngan ton thuong éng lugn gan trong
qué trinh thiéu mau [8]. Vi vay ching tdi gia
thiét rang sy thay doi nong do L-FABP niéu
c6 lién quan vai mirc do ton thuong co quan
& bénh nhdn NKH. Khi phéan tich ¢ nhom
bénh nhan shock NK va nhém bénh nhan
khong shock NK, két qua nghién ctu ghi
nhan nong do L-FABP niéu & nhom shock
NK cao hon c6 y nghia so véi nhém khong
shock (bang 3). Két qua nay phd hop Vi
diém Apache II va Sofa khic nhau c6 y nghia
giita 2 nhom bénh nhan. Nhu vay L-FABP
c6 thé 1a marker hitu ich trong viéc tién
lwrong bénh nhan NKH.

Dé danh gia muc do ning ciing nhu tién
lwong tir vong ¢ bénh nhan diéu tri tai khoa
Hoi swre tich cuc, dac biét 1a bénh nhan NKH
cac béc sy 1am sang st dung mot sé hé thong
thang diém trong d6 phd bién 1a Apache Il
(Acute Physiology, Age and Chronic Health
Evaluation) va Sofa (Sequential Organ
Failure Assessment) [7], [4]. Hai hé théng
thang diém nay déu gébm téng hop nhiéu chi
s6 quan trong dé danh gia mirc d6 tén thuong
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cac hé thdng co quan trong co thé: tim mach,
hd hap, gan, than, than kinh vi vy gilp bac
sy 1am sang danh gia khach quan mirc do ton
thuong co quan, tién lugng tir vong. Khi tim
hiéu vai tro caa nong do L-FABP niéu trong
viéc tién luong tir vong & bénh nhan NKH c¢6
tén thuong than cap, két qua nghién cau cho
thdy néng do L-FABP niéu cé gia tri tién
lwong tir vong cao hon so véi diém Apachell,
Sofa véi dién tich dudi duong cong ROC
twong tng la 0,85 so va4i 0,7 va 0,74. Gid tri
tién doan tir vong cua L-FABP véi cut-off
377,19 pg/g Creatinin c6 do nhay 85,7%; do
dic hiéu 70%. Két qua nay mot lan nira
khang dinh két qua nghién cau cia Doi
(2010) tién hanh do ndng d6 L-FABP niéu
trén 145 bénh nhan NKH tai thoi diém vao
diéu tri tai khoa Hoi suc tich cuc thay rang
nong d6 L-FABP niéu tién lugng tir vong
chinh xac hon diém Apache Il va Sofa Vi
dién tich dudi duong cong cua L-FABP niéu
la 0,99 so vai Apache Il va Sofa lan luot 1a
0,92 va 0,81 [2]. Mot nghién ctru khac trén
bénh nhan NKH ciling ghi nhan L-FABP tién
luong tir vong ngay tha 14 tét hon NGAL,
IL-18 voi dién tich dudi duong cong lan luot
14 0,9; 0,83 va 0,83 [1]. Nhu d3 biét L-FABP
niéu ting nhanh khi dap ung véi thiéu oxy do
giam dong mau téi mao mach than. Nhu vay
su ting nong do L-FABP niéu c6 thé phan
anh dap ung hé théng cia co thé voi tinh
trang thiéu oxy mo, ciing nhu t6n thuong co
quan mot cach co hé théng trong NKH. Tém
lai két qua nghién ctiu cho thiy L-FABP niéu
c6 thé 1a chi sé tién luong tir vong hiéu qua &
bénh nhan NKH c6 ton thwong than cap.

Dé tim hiéu méi lién quan cua nong do L-
FABP niéu voi thoi gian nam diéu tri tai
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khoa Hbi suc tich cuc, ching tdi phan tich
méi lién quan giita nong d6 L-FABP niéu va
thoi gian nam diéu tri caa nhém bénh nhan
NKH c6 ton thwong than cdp séng trong
khoang thoi gian diéu tri tai khoa hdi suc.
Két qua nghién ctu cho thay ndéng do L-
FABP niéu twong quan thuan véi thoi gian
nam diéu tri. Két qua nay ciing phi hop Vi
két qua nghién ctu cua caa Ivanisevic trén
bénh nhi ton thuong than cip sau phau thuat
tim cho thdy nong do L-FABP niéu & thoi
diém sau phau thuat 6 gio twong quan thuan
vé6i thoi gian nam vién [3].

Lactate 1a san pham cta qua trinh duong
phan. Trudc day lactate dugc xem la san
pham cia qua trinh duong phéan trong diéu
kién thiéu oxy. Tuy nhién, gan day cac
nghién ctu cho thdy & cac té bao phan chia
nhanh nhu té bao mién dich trong dap ung
viém chuyén hoa glucose thanh lactat ngay
ca trong diéu kién khong thiéu oxy. Con
duong chuyén hoa glucose theo con duong
tao lactate mac du tao ra it nang lugng hon
mét cach dang ké nhung nd c6 mét sd loi ich
d6i voi chiac nang mién dich. Vi vay trong
NKH c6 su ting dong thoi viéc tiéu thu
glucose va ting cudng chuyén hoa glucose
thanh lactate dé dap tng véi doi hoi vé nang
lwong, nguyén liéu gitp hoat hoa cac té bao
mién dich. Do d6, nong d6 Lactate huyét
tuong 13 mot chi s6 quan trong duoc st dung
dé danh gia mic d6 nang, dap ung diéu tri,
tién lugng bénh nhan NKH. Theo guidelines
cuia Sepsis 3, lactate huyét thanh > 2mmol/L,
bat chap bdi phu dich thoa dang, duoc xem la
mot tidu chuan méi dé xac dinh shock NK.
Khuyén cdo nay dua trén nhan thuac ring
nong do lactate lién quan chat ché va thuan

chiéu véi mirc d6 nang cua bénh, ty 1& tan
phé va tir vong cua sepsis. Nong do lactate
cao ¢6 thé 1a tién luong tir vong, trong khi
giam lactate c6 lién quan véi cai thién két
qua lam sang [5]. Trong nghién ctu nay
ching t6i thiy rang nong d6 L-FABP niéu
trong quan thuan voi ndng do Lactate huyét
twong v6i hé sb twong quan Spearman Rh0=
0,72. Nhu di biét rdi loan vi tuan hoan trong
NKH dan téi giam tudi mau than. Trong tinh
trang thiéu oxy, L-FABP duoc diéu khién
tang tong hop dé ngan ton thuong 6ng luon
gan trong diéu kién thiéu mau. Cu thé L-
FABP gén véi acid béo va aldehyd va bai tiét
chtng ra nudc tiéu ngin cac acid khong bao
hoa lan truyén ton thuong té bao thong qua
qua trinh peroxy hoa lipid [8]. Do dé nong
d6 L-FABP ni¢u ting khi ton thwong than
cap trong NKH.

Tom lai két qua nghién ciru cho thay nong
do6 L-FABP niéu c6 thé la chi sé hiru ich
trong theo doi, tién lugng bénh nhadn NKH cé
tén thwong than cap. Tuy nhién ¢& mau trong
nghién ciu con rat khiém tén, nghién cau
don trung tdm, do d6 can tién hanh cac
nghién ctu 16n hon dé dua ra két luan thuyét
phuc hon.

V. KET LUAN

Nong d6 L-FABP niéu dy bao tir vong
cao hon Apache II va Sofa vai dién tich dudi
duong cong ROC twong ung la 0,85 so vai
0,7 va 0,74; nong d6 L-FABP niéu tuong
quan thuan véi ndng do Lactate huyét turong.
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SO SANH NONG PO VITAMIN A TRONG S0’A ME PUQ'C PO
BO'I THIET BI XACH TAY TREN THU'C PIA (iCheck-FLUORO) VO'I
KY THUAT TIEU CHUAN SAC KY LONG HIEU NANG CAO (HPLC)

TOM TAT

Vitamin A trong stta me (VASM) la mot chi
b4o quan trong vé tinh trang vitamin A (Vit.A)
cua cac ba me cho con bl va cua tré b stta me.
Sir dung thiét bj xach tay (iCheck FLUORO)
dung dé do luong Vit.A trong sita me sé tao diéu
kién thuan loi cho viéc dwa chi s6 hitu ich nay
vao nghién ctru dinh dudng tai thuc dia. Muc
tiéu: So sanh nong d6 Vit.A trong sita me dugc
do boi iCheck FLUORO vi ky thuat HPLC. Doi
twong va phwong phap: 33 miu sita dugc thu
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thap ¢ ba me sau sinh 1 thang. Vit.A da duogc do
trong vong 2 gio tai phong thi nghiém tai thuc
dia trudc khi bao quan -20°C ¢ thuc dia sau do
chuyén vé vién Dinh dudng bao quan & -80°C.
Sau 5 thang, mau duogc dinh lugng ndng do Vit.A
bai iCheck FLUORO va HPLC. Két qua: Néng
do6 Vit.A duogc do bang iCheck FLUORO va
HPLC trong cdc mau dong lanh cé twong quan
chit (r = 0,94, p <0,001); d6 doc cua duong hoi
quy la 1.138 (iCheck> HPLC). Két luan: Nong
do6 Vit.A trong sira me dugc do trén thiét bj
iCheck FLUORO c¢6 két qua tuong duong véi
phuong phap HPLC va c6 thé duoc sir dung
thuan tién tai nha cho cac ba me hoac trong cac
nghién cau tai thue dia.

Tir khoa: Vitamin A sita me,
FLUORO, HPLC, Viét Nam.

iCheck
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SUMMARY

COMPARISON OF A PORTABLE
FIELD DEVICE (iCheck FLUORO)
WITH THE STANDARD TECHNIQUE
OF HIGH-PERFORMANCE LIQUID
CHROMATOGRAPHY (HPLC) FOR
MEASURING BREAST-MILK
VITAMIN A CONCENTRATION

Breast milk vitamin A (BMVA) concentration
is a vital indicator of vitamin A (VitA) status of
lactating mothers and their breast-fed infants.
Using portable device (iCheck FLUORO) for
measuring vitamin A in breast-milk will greatly
facilitate applying this useful indicator in
nutrition studies. Objective: To compare vitamin
A concentrations in breast-milk  samples
measured by the standard technique HPLC with
those by iCheck FLUORO. Subjects and
methods: 33 milk samples were collected at 4
weeks postpartum. Vitamin A was measured
within 2 hours in the field laboratory before
being frozen at < -20°C in the field and later at -
80°C at the NIN in Hanoi. After 5 months, the
samples were thawed and the vitamin A content
was re-analyzed using the HPLC and iCheck
FLUORO. Results: Vitamin A concentrations
measured by iCheck FLUORO and HPLC in
previously frozen samples were highly correlated
(r = 0.94, P < 0.001); the slope of the regression
was 1.138 (iCheck > HPLC). Conclusion:
Vitamin A concentrations measured by iCheck
FLUORO have correlative results with those
measured by HPLC method. It is easily operated
in both mothers” home and in the field
laboratory.

Key words: Breast milk vitamin A, iCheck
FLUORO, HPLC.

I. DAT VAN DE

Thiéu hut Vit.A hién vin dang 13 van dé
¢6 y nghia sic khoe cong dong (YNSKCD).
Theo théng ké caa WHO (2009), trén toan
thé gidi ¢6 5,2 triéu tré em dudi 5 tudi va 9,8

triéu phy nir mang thai bj thiéu Vit.A, c6 toi
190 triéu tré em dudi 5 tudi va 19,1 triéu phu
nit mang thai c¢6 retinol huyét thanh thip
(<0,70 mmol/L) [1]. Su thiéu hut nay lam
suy giam kha ning mién dich din dén tré dé
méic cac bénh nhidm trung, ting ty 1& tur
vong, chu yéu & tré dudi 2 tudi. Tai Viét
Nam, tinh trang thiéu Vit.A tién 1am sang la
van dé c6 y nghia stc khoe cong ddng
(YNSKCD), dac biét tai cac vung néng thon.
Theo s liéu tong diéu tra toan qudc niam
2015 cua vién Dinh dudng, ty 1é thiéu Vit.A
tién 1am sang & tré em trén toan quéc 1a 13,0
%, nhom tré dudi 12 thang tudi bj thiéu
Vit.A 1a 22% ¢ muac nang vé YNSKCP [2].

Nong do Vit.A trong sita me 1a mot chi sd
phan anh tinh trang Vit.A ctia ba me cho con
ba, tré so sinh va tré nho bl me. Xac dinh
nong d6 Vit.A trong sita me gop phan cung
cap thdng tin quan trong vé thuc trang stc
khoe cong ddng. Hau hét cac nghién cau déu
st dung phuong phap HPLC dé dinh luong
Vit.A trong sita. Day 1a phuong phap chuan
nhung phtc tap, doi hoi phai c6 phong thi
nghiém tiéu chuan, nhan vién ky thuat co
trinh d6 cao va can nhiéu thoi gian dé xu ly
va phan tich mau [3].

iCheck FLUORO 13 mot thiét bi huynh
quang xéach tay nho gon, ding dé dinh luong
néng dd VitA trong huyét thanh ciing nhu
trong stta. Phuong phap sir dung iCheck don
gian, cho két qua nhanh (sau nim phut),
khong doi héi phai xtr Iy mau truée khi phan
tich. Phuong phap do don gian, tao diéu kién
t6i wu cho cac nghién ctru dich t& danh gia
ndéng do VitA trong sira va huyét thanh trién
khai trén cong dong. Cho t6i nay, da c6 mot
s6 tac gia nghién ctru va cong bd két qua
danh gid phuong phap do trén iCheck, va so
sanh v6i phuong phap HPLC cho két qua rét
kha quan nhu két qua cong bd cua tic gia
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Schweiger va két qua nghién ctru cia Engle-
Stone va cs déu cho théy, néng do Vit.A dinh
luong bang hai phuwong phap HPLC va
iCheck c6 mdi twong quan chit [4, 5]. Tai
Viét Nam chua c6 nghién ctru nao danh gia
phuong phap do ndng do VitA trong sita me
bang iCheck FLUORO, vi vdy nghién ctu
nay dugc tién hanh nhim so sanh ndng do
Vit.A trong sira me duoc phan tich bang may
sac ky long hiéu ning cao (HPLC) véi két
qua do nhanh trén thiét bj iCheck FLUORO.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Tiéu chuan lya chon

- Phu nit sinh séng tai huyén Cam Khé
Phu tho, tudi tir 18 dén 35.

- Nubi con bang sita me. Khdng udng
vién Vit.A liéu cao trong vong 1 thang sau
sinh.

Tiéu chuan loai trir

- Phu nir d3 udng Vit.A liéu cao, sinh
con trén 35 ngay. Mac bénh cap tinh tai thoi
diém thu thap mau.

Thai gian nghién ciu: Tu thang 1 nam
2012 dén thang 9 nam 2014

C& mau

- Co mau: chung t6i lya chon c& mau tdi
thiéu 1a 30, cong thém 10% va c& mau diung
so sanh hai phuwong phép 1a 33 ddi twong.

Céch thu thap va xir Iy mau

- Mau sira me duoc thu thap tai nha di
tugng, trong vong 30-35 ngay sau khi sinh.
Bau vi dugc vé sinh sach bang khan 4m, 20
ml sita me duoc lay bang dung cu ldy sita
chuyén dung trong diéu kién &nh séng yéu.
Mau sira dugc bao quan ngay vao thung luu
MAu c6 chtra da 1am mat, tranh 4nh sang. Sita
duoc van chuyén tir nha ddi twong vé phong
thi nghiém tai thuc dia dé phéan tich va luu
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mau. Thoi gian van chuyén trong vong 60
phat.

- MAu sira sau khi vé téi phong thi nghiém
duoc tron déu, sau d6 duoc chia ra 2 6ng;
mot dng dung dé do ngay ndng do VitA bang
iCheck (miu twoi) 6ng con lai duoc bao
quan trong ti da -20°C sau 2 tuan mau duogc
chuyén vé vién Dinh dudng va bao quan & -
80°C. Sau 5 thang, 33 mau (déng d4) duoc
do Vit.A bang HPLC va iCheck.

2.2. Phuong phap nghién ciru:

Pé danh gia anh hwéng cia qua trinh
bao quan mau 1én ham lweng Vit.A trong
sira me: Pinh luong Vit.A trong mau sira
ngay tai thuc dia (miu twoi) va sau 5 thang
mau duoc bao quan ¢ -80°C (mau dong da)
ciing dugc dinh lugng lai ndng do Vit.A trén
cung 1 phuong phap la iCheck FLUORO.

- Pinh lwong VitA trong sira bang thiét
bi iCheck FLUORO theo hwéng dan cua
nha san xuat. Ngay khi tron déu dé dong nhat
chat béo trong mau sita, 0,5 ml sita (sita tuoi
va mau sita sau khi rd dong) duoc tiém vao
lo IEX MILA, lic manh trong khoang 30
gidy sau do dé yén 5 phut (lo duoc lau sach
trude khi cho vao do), dua lo IEX MILA vao
thiét bi iCheck dé do lwdong. Hang ngay ong
blank dugc do dam bao két qua <20 ug
Vit.A/L. Céc dng gom: calibrator va control
& 3 nong do thap, trung binh va cao dugc do
hang ngay, nong do dam bao dat trong pham
vi tuyén tinh.

-Pinh lwong VitA trong sita bing
phuong phap HPLC: VitA trong mau sira
(stra sau khi rd dong) dugc dinh luong trén
hé théng HPLC (Alliance: Water 2695;
Water 2475; Water: 2996). C4c mau sira sau
khi gid doéng duoc tron déu trudc khi hit
1ml, tién hanh phan ng xa phong hoa trong
moéi truong kiém (KOH) trong 1 gio & 80°C.
Cho axit acetic dé trung hda KOH, thém
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dung dich ndi chuan (retinyl acetate trong phwong phap. Str dung két qua trung binh

ethanol) va ete diu vao dé tach mau. Théi cua 2 lan do dé tinh toan két qua.

khd mau bang khi nito sau d6 tai tao mau bai 2.3. Xir ly s6 liéu

methanol. Sir dung cot C18 dé phan tich Phan mém SPSS 15.0 dugc dung dé phan

mau. Két qua dugc doc bai phd huynh quang  tich. Hé sb twong quan hang Pearson va biéu

va phé UV. d6 Bland-Alman dwoc ding dé danh gia 2
** Viéc dinh luong VitA trong sttra me¢ phuong phap.

duoc do 2 1an & mdi 1an thyc hién, trén ca 2

I1. KET QUA NGHIEN cUU

3.1 Két qua so sanh néng dd VitA trong sita me dwoc phan tich bang HPLC véi két
qua do nhanh trén thiét bj iCheck.
Bdng 1: Trung binh néng dg Vitamin A do ¢ cac thoi diém khac nhau

Néng dé Vitamin A trong sita me (umol/L)
Mau twoi Méiu dong da Méiu dong da do &
do ¢ iCheck do & iCheck HPLC
TB + SD 1,86 + 0,88 1,82 + 0,88 1,58 + 0,76
Max 3,70 4,09 2,95
Min 0,33 0,35 0,28
Trung binh hi¢u s6 (umol/L) TB + SD
iCheck mau tuoi — iCheck dong da 0,04 £ 0,28
HPLC - iCheck mau dong da -0,23+0,30

Két qua bang 1 cho thdy, trung binh ndng d6 Vit.A do bang phuong phap HPLC 1a 1,58 +
0,76 (umol/L) thap hon so véi trung binh ndng do Vit.A tuong tng do bai thiét bj iCheck trén
C4 mau twoi va mau sau khi di bao quan am sau. Két qua trung binh nong do Vit.A & mau
tuoi 1a: 1,86 + 0,88 (umol/L) cao hon so v&i trung binh nong d6 Vit.A & mau di dong da
(mau dong d4) 1,82 + 0,88 (umol/L)

4.0

- 04 3

= A r=0,94 = 2’ _____________________
T 3.5 - p < 0,001 5 02 .

g n=33 . e 5 *

= i ’ = 00 — . . .
=~ 3.0 e ' O

i < olo e '&.a. s 2.0 3.0 4.0
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8 s o y=1,138x < .06
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g ’./l'-/‘ £ o84 _ o _____
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= S -12 A

0.0 - - . ) 2 .
0.0 1.0 2.0 3.0 4.0 14 - N o
Vitamin A, HPLC (umol/L) Nong dd Vitamin A, pmol/L (HPLC,

Hinh 1: (A) Twong quan tuyén tinh giita ham heong Vit.A trong siza me do bang iCheck (mau
déng da) véi HPLC. (B) Biéu dé Bland-Altman so sanh su khac biér ham lwong Vit.A trong
sita me do bang iCheck mdu déng dd véi HPLC
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Két qua cho thdy, néng d6 Vit.A trong
mau sita déng da duoc do bang iCheck (mau
dong da) tuong quan chat voi ham luong
Vit.A do bang HPLC vai r = 0,94; p< 0,001
(biéu dd A, hinh 1).

Sy chénh léch nong do Vit.A sira me do
bang HPLC va iCheck duoc biéu dién bing

40 - A
35
3.0 A
25 4
20
15

10 1

05 A

0.0

Nong do Vitamin A déng d3, iCheck (pumol/L)

0.0 1.0 20 3.0 4.0

Nong do Vitamin A mau tuoi, iCheck (umol/L)

biéu d6 Bland-Altman. Puong ké chim &
gitra trong hinh 1B, chi ra trung binh sy khac
biét gitra ndng do Vit.A do bing HPLC va
iCheck, hai duong ké cham phia trén va phia
dudi chi ra sy khac biét trung binh + 2SD la
(-0,23 £ 0,6 pumol/L).

0.8 4
0f === == = = - e e e E———--
04 A
0.2 4 e . e °°

00 == ==

02 4 ' e,
04 - . .

-0.6 4

0.8 4

Hiéu s6 Vitamin A umol/L, (twoi — déng da)
(=]
[=]

-1.0 -
Nong dé Vitamin A trung binh, iCheck, umol/L
(mau tuoi, miu dong da)

Hinh 2: (A) Twong quan tuyén tinh ham heong Vit.A trong sita do bang iCheck giira mdu tuwoi
Véi mdu déng da. (B) Biéu do Bland-Altman so sanh sw khac biér ham heong Vit.A trong sira
do bang iCheck giira mau twoi véi mau dong dd

Hinh 2 (A) cho thiy, két qua nong do
Vit.A sita me dugc do bang iCheck gitta mau
tuoi voi mau da dong d4 co twong quan chit
ché vai r=0,97 ; p< 0,001.

Sy chénh léch nong d6 Vit.A sita me gitta
miu twoi va miu dong da duoc do bai
iCheck duoc biéu dién bang biéu d6 Bland-
Altman. Puong ké chdm & giira trong biéu
dd B hinh 2, chi ra trung binh su khéc biét
gitta néng do VitA trong miu twoi so Vi
mau dong da, hai duong ké chim phia trén
va phia duéi cua biéu dd chi ra sy khéc biét
trung binh = 2SD (0,04 + 0,56 pmol/L).
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Do chinh xac va d6 xac thuc cua phuong
phap i1Check dugc danh gia thong qua viéc
thdng ké két qua do ndng d6 control ¢ 3 muc
trong 33 ngay. Két qua duoc trinh bay trong
bang 1 cho thiy, phuong phap do nay tdi uwu
cho nhitng mau c6 ndng do Vit.A trong
khoang tir 1,5 umol/L dén 3 pmol/L véi hé
s6 bién thién < 10% va sai so dat khoang 5
dén dudi 5%. Véi nong do Vit.A thap dudi
0,9 umol/L can phai can nhic do phuong
phap khac.
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Bdng 2. Ddanh gida dp chinh xdc va d¢ Xac thuc cua phwong phdp do iCheck

X . Chit kiém tra (umol/L)
Lan thuc hién n -
T Miic thap Trung binh Miic cao
1 0,74 1,52 2,87
2 0,78 1,46 2,92
33 0.71 1,48 2,88
Trung binh 0,74 1.49 2,90
SD 0,09 0.11 0,11
CV% 12,2 7.4 3,8
Nong dé chuin 0,84 1,57 2,83
+10% + 0,084 + 0,157 + 0,283
Sai s6 (%) 11,9 5,1 2,5

IV. BAN LUAN

iCheck FLUORO 1a mgt thiét bi huynh
guang xach tay do héng Bioanalyt GmbH,
Teltow san xuét tai Pec. Dbay la mdt thiét bj
nhé gon, xac dinh nhanh thuén tién, néng do
Vit.A trong sita me¢ ngay tai thuc dia. Dua
vao nong d6 cua 3 chét kiém tra, nghién ctu
da danh gia do chinh xac va do xac thyc cua
phuong phép do trén thiét bi iCheck. Két qua
cho thay, phuong phap do nay tdi uu cho
nhitng mau c¢6 nong d6 Vit.A trong khoang
tr 1,5 pmol/L dén 3 pumol/L véi hé sé bién
thién < 10% va sai s6 chi 5 dén dudi 5%.
Tuy nhién véi nong do Vit.A thap dudgi 0,9
umol/L hé sé bién thién va sai sb khoang
10% do vay can can nhic so voi cac phuong
phap khac.

Pénh gia cong tac bao quan mau, két qua
nghién ctru cho thiy, nong d6 Vit.A sita me
dugc do bang iCheck gitra miu twoi v6i mau
dong da c6 twong quan chat ché voi r=0,97 ;
p< 0,001. Trung binh chénh léch ndng do

Vit.A trong sita me dugc do ngay (mau tuoi)
véi nong do Vit.A do lai trong mau bao quan
(iCheck miu twoi — iCheck déng da) la:
0,04 £ 0,28 umol/L. Nhu vay két qua dinh
lwgng boi HPLC va iCheck trén mau dong da
hoan toan c6 thé tin cay duoc.

Két qua danh gia phuong phap dinh luong
Vit.A bang iCheck cho thiy, néng d6 Vit.A
do boi iCheck c6 mdi twong quan chit Voi
nong do Vit.A do bang phuong phap HPLC
v6i hé s6 twong quan r=0,94. Két qua nay
phu hop voi cdng bé cia Schweigert va cs
thyc hién nim 2011 trén 16 mau sita me va
21 mau sira bo cho thdy, nong do VitA do
bang hai phuong phap HPLC va iCheck co
mdi twong quan chit véi r > 0,96 [4], va theo
két qua ciia Engle-Stone va cs (2013) trén
154 mau sira me, két qua cho thdy nong do
VitA do bang hai phuong phap HPLC va
iCheck c6 mdi trong quan chit r=0,85 [5].

Qua trinh dinh lugng Vit.A bang HPLC
ngoai viéc doi hoi trang thiét bi cua phong thi
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nghiém phuc tap, ki thuat vién co trinh do
cao, nhiéu thoi gian thuc hién, phuong phap
nay doi hoi qua trinh bao quan mau sira me
tr khi thu thap toéi qua trinh xur ly va phéan
tich mau, phai dam bao dung quy trinh va
tranh 4anh sang dé han ché qua trinh mat
Vit.A. Mic du rat phic tap nhung cho t6i
nay phuong phap HPLC van dugc danh gia
1a phuong phép tiéu chuan. Két qua nghién
ctru cho thay, trung binh nong 6 Vit.A duoc
do bang phuwong phap iCheck c6 phan cao
hon ndéng do VitA do bang HPLC véi trung
binh hiéu s6 (HPLC - iCheck méau dong da)
1a: -0,23 + 0,30 pmol/L. Cho t4i nay chua co
chuong trinh ngoai kiém tra chat lugng dé
danh gia hiéu suit cho xét nghiém Vit.A trén
ca hai phuong phap. Do vay nhém tac gia
dua ra gia thuyét, cd thé c6 yéu té nhidu nao
d6 di gay tang nhe két qua khi do & phuwong
phap iCheck.

V. KET LUAN

Nong d6 Vit.A trong sita me dugc do trén
thiét bi iCheck FLUORO c¢6 két qua tuong
duong voi phuong phép HPLC va c6 thé
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duoc str dung thuan tién tai nha cho cac ba
me hoac trong cac nghién cuu tai thuc dia.
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NGHIEN CU’U NONG PO KHANG THE SARS-COV-2 SAU
KHI TIEM VAC XIN COVID-19 THEO CAC MO HINH
TIEM CHUNG KHAC NHAU TAI HA NOI

Triéu Thay Anh%, Bui Vin Long?, Poan Thi Mai!, Vii Anh Tuin?,
BUi Vin Thuéng!, Pham Vin Tran2, Nguyén Thi Kim Len?,

TOM TAT

Muc tiéu cua dé tai 1a xac dinh nong d6 khang
thé khang virus SARS-COV-2 sau khi tiém
vaccin theo cdc mo hinh, ti @6 duara khuyén cao
tan suat tiém phong ddi voi virus SARS-CoV-2.
Poi twong: gom 472 ngudi co do tudi tir 12 tro
lén da tiém phong 3 lidu vaccin chéng CoVid.
Phwong phap nghién ciru: Cac d6i tuong duogc
tiém céc loai vaccine la AZD1222 (AstraZeneca),
BNT162b2 (Pfizer) va mRNA-1273 (Moderna).
Hai liéu dau dugc tiém bang vaccin AZD1222 va
cac lidu sau duoc tiém 1 trong 3 loai vaccin
AZD1222, BNT162b2 hoic mRNA-1273. Léy
mau tinh mach dinh lwong ndng d6 khéang thé
khang virus SARS-CoV-2 theo phuong phap
mién dich dién hoa phét quang trén may Cobas
8000 sir dung kit twong tng cua hang Roche. Két
qua: Nong d6 khang thé o nit giéi cao hon nam
gidi (p = 0,048). Co sy khac biét vé ndng do
khang thé khi tiém céc loai vaccin khac nhau voi
p < 0,001, cao nhit & nhém tiém 2 liu AZD1222
+ MRNA-1273, thap nhat ¢ nhém khdng tiém
lidu b6 sung. Co6 sy khac biét vé ndng do khang
thé SARS-COV-2 S & nhom co6 nhiém va khong

'Bénh vién da khoa MEDLATEC

*Bénh vién Quan y 103 - Hoc vién Quan y
Chiu trach nhiém chinh: Trinh Thi Qué
Email: que.trinhthi@medlatec.com

Ngay nhan bai: 15.8.2022

Ngay phan bién khoa hoc: 20.9.2022
Ngay duyét bai: 24.9.2022

Trinh Thi Qué!, Nguyén Anh Trit

nhidm virus, ndng d6 khang thé & nhém cé nhiém
CoVid 19 van con duy tri & mac cao sau 300
ngay con nong d6 & nhom khéng nhidm Covid 19
giam rd rét ngay sau 150 ngay. Két luan: Sau
tiém vaccin, nong d6 khang thé & nit cao hon ¢
nam, cac loai vaccin khac nhau tao dap ang mién
dich khac nhau trong d6 cao nhit & nhém tiém 2
lidu AZD1222 + mRNA-1273. va thip nhit ¢
nhom tiém 3 liu AZD1222. Cac md hinh tiém
chung déu c6 nong do khang thé khang
SARSCOV 2 S giam dan theo thoi gian sau 100-
150 ngay.
Tir khoa: SARS- COV-2, khang thé, vaccin.

SUMMARY

STUDY ON SARS-COV-2 ANTIBODY
LEVELS AFTER VACCINATION
AGAINST COVID-19 ACCORDING TO
DIFFERENT VACCINATION MODELS
IN HANOI

The objective of the study is to determine the
concentration of antibodies against SARS-COV-
2 virus after vaccination, thereby making
recommendations on vaccination frequency for
SARS-COV-2 virus. Subjects: 472 people 12
years of age and older who have been vaccinated
with 3 doses of anti-CoVid vaccine. Methods:
Subjects were vaccinated with the vaccines
AZD1222 (AstraZeneca), BNT162b2 (Pfizer)
and mRNA-1273 (Moderna). The first two doses
were administered with the AZD1222 vaccine
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and the following doses were administered with
one of the three vaccines AZD1222, BNT162b2,
or mRNA-1273. Quantification of anti-SARS-
COV-2 antibody levels in venous blood by
electroluminescence chemiluminescence method
on Cobas 8000 machine using the corresponding
Roche Kkit. Results: Antibody concentrations
were higher in women than in men (p = 0.048).
There was a difference in antibody levels when
injected with different vaccines with p < 0.001,
the highest in the group receiving 2 doses of
AZD1222 + mRNA-1273, the lowest in the
group not receiving additional doses. There was a
difference in the concentration of SARS-COV-2
S antibodies in the infected and uninfected
groups, the antibody levels in the group infected
with CoVid 19 remained high after 300 days,
while the concentration in the group without
CoVid 19 infection remained high after 300 days.
markedly decreased after 150 days. Conclusion:
After vaccination, antibody levels in women
were higher than in men. Different vaccines
produced different immune responses, in which
the highest was in the group receiving 2 doses of
AZD1222 + mRNA-1273 and the lowest in the
group receiving 3 doses of AzD1222. All
vaccination models had anti-SARSCOV 2S
antibody levels that gradually decreased over
time after 100-150 days.

I. DAT VAN DE

Tinh dén ngay 05/09/2022, COVID-19 da
lay lan dén hon 200 qudc gia va ving lanh
tho, lay nhiém cho 603 triéu nguoi Voi
6484136 truong hop tir vong trén toan thé
gidi, ty l¢ tir vong chiém 1.07% [7].Theo sé
liu théng ké cua Bo Y té Viét Nam, sé ca
nhiém COVID-19 trong ca nudc tinh téi
cung ngay la 11439613 nguoi, tor vong
43129 nguoi, ty I¢ tor vong khoang 0,38%
[1]. Theo mét nghién ciru thuan tap o Israel
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nam 2021 di chi ra, hiéu qua ciia mién dich
tao ra do vaccine gitp gidm 94% nguy co
nhap vién; 94% nguy co bién chimg ning; va
94% nguy co tu vong; tuong duong voi hi¢u
qua bao vé cua mién dich ty nhién: giam
95% nguy co tai nhiém; 94% nguy co nhap
vién; va 96% nguy co bién chung ning
[3].Dén thoi diém hién nay c6 nhiéu loai
vaccine phong COVID-19 duogc dua vao su
dung, trong d6 c¢6 06 loai duoc B Y té cap
phép tai Viét Nam, bao gém: (1) AZD1222
(Oxford/AstraZeneca) c6 ban chat la vaccine
chira vector DNA adenovirus tinh tinh tai to
hop; (2) Gam-COVID-Vac (SPUTNIK V)
ban chat Ia vaccine chta vector adenovirus
loai rAd26 va rAd5; (3) BBIBP-CorV
(VeroCell) ban chat 1a vaccine bat hoat; (4)
BNT162b2 (Comirnaty) va (5) mRNA-1273
(Moderna), cung c6 ban chéat la vaccine
mRNA. Céc vaccine c¢6 ngudn goc, ban chat
va co ché tac dong khac nhau nén tao ra ndng
d6 khang thé khac nhau sau khi tiém phong
va tir d6 kha ning bao vé ctia mdi vaccine
cling khac nhau. Do vay chung toi tién hanh
dé tai voi muc tiéu xac dinh ndng do khéang
thé khang virus SARS-COV-2 sau khi tiém
vaccin theo cac md hinh, tir 6 dwa ra khuyén
C40 tan suat tiém phong ddi vai virus SARS-
COV-2.

II. D8I TUONG VA PHUONG PHAP NGHIEN CU'U

Déi twgng nghién ciu gom 472 ngudi co
d6 tudi tir 12 tro 1én da tiém phong 3 liéu
vaccin chong CoVid 19 ; 328 nguoi nhiém
CoVid-19.Céc loai vaccin da duoc sir dung
dé tiém chung bao gom: AZD1222
(AstraZeneca), BNT162b2 (Pfizer) va
MRNA-1273 (Moderna).

M6 hinh tiém chung ching t6i dua ra
nghién cau 13 hai lidu dau duoc tiém bang
vaccin AZD1222 va céc liéu sau duoc tiém 1
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trong 3 loai vaccin AZD1222, BNT162b2
hoac mMRNA-1273. Thoi gian nghién cuu tur
thang 9 nam 2021 dén thang 9 nam 2022.

- Pia diém nghién ctu: thu thap mau cua
ngudoi dan tai 30 quan, huyén trén dia ban
thanh phd Ha Noi.

- Kham lam sang, xét nghiém can lam
sang, chon ddi twgng tham gia nghién cau tai
Bénh vién da khoa Medlatec hoac trong hé

I1. KET QUA NGHIEN cU'U

thng y té cua Medlatec Group trén dja ban
thanh phd Ha Noi.

- L4y 2ml mau chbng dong bang Heparin,
xét nghiém trong vong 1 gio sau khi nhan
mau. Pinh lugng ndng do khang thé SARS-
COV-2 trén may Cobas 8000 (Roche) theo
nguyén ly hdéa mién dich dién hoa phat
quang.

3.1. Pic diém déi twong tham gia nghién ciu
Bdng 3.1. Péc diém nhém doi twong nghién ciru

Pic diém cia doi twong tham gia nghién ctru
Tubi (ndm) 46,14 + 15,96
Gi6i (Nam/ nit) 200/272
Chua nhiém Covid 19 76
Nhiém sau miii tiém cudi 127
Nhiém trude mili tiém cubi 269

Nhgn xét: Tudi trung binh tham gia nghién ctu 1a 46,14 + 15,96 tudi. Ty Ié chua nhiém
covid trong nhom di twong tham gia nghién ciru thap: 76/472 (16%).
Bing 3.2: Nong dj khdng thé SARS-COV-2 theo nhém tuéi

Nhém tudi n Mean U/mL SD P
Téng 472 11205,89 11472,82
< 18 tudi 6 7185,00 7216,92
18 — 60 tudi 351 10569,54 9370,16 0,153
> 60 tudi 115 13357,93 16285,16

Nhin xét: Khong c6 su khac biét ndong d6 khang thé ¢ cac nhoém tudi khac nhau
Bing 3.3: Nong dj khdng thé SARS-COV-2 theo gidi

Gioi n Mean U/mL SD p

Téng 472 11205,89 11472,82

Nam 200 9993,58 9860,59 0.048
Nir 272 12097,29 12469,38 '

Nhdin xét: Nong d6 khang thé & nir gidi cao hon nam gidi, véi p = 0,048
3.2. Nong d¢ khang thé SARS-COV-2 theo tirng md hinh nghién ciu
Bing 3.4. Nong dp khing thé SARS-COV-2 S theo liéu tiém thir 3

Mo hinh tiém n

Mean U/mL SD Median

Tong 472

11205,89 11472,82 8885,5
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Khong tidm lidu 3 76 7376,40 6734,31 5565

3 lidu AZD1222 157 9585,80 9602,81 7169

2 lidu AZD1222 + BNT162b2 | 213 12660.78 10494.92 10418

2 lidu AZD1222+mRNA-1273 | 26 20263,69 25882,77 10660
D <0,001

Nhin xét: Cé sy khac biét vé ndng d6 khang thé khi tiém céc loai vaccin khac nhau véi p<
0,001, cao nhit & nhom tiém 2 liéu AZD1222 + mRNA-1273, thip nhit & nhom khong tiém
lieu b sung.

3.3. Panh gia nong @6 khang thé SARS-COV-2 S & nhdm cé nhiém bénh va khéng
nhiém bénh

Bing 3.5. So sanh nong dp khdng thé ¢ nhém cé nhiém va khéng nhiém virus

Khang thé S nhém nhiém Khing thé S.I;hom khong
a L n nhiém
M6 hinh tiém Medi Medi p
nl | mean SD n2 | mean SD
an an
2 32 | 12461 | 11147 14 | 8346, | 11726 <0,0
Tong g 03 | 72 |98 4| 96 | 82 [ o1
T 8889, | 7209. 3889, | 3678, <0,0
Khong tiém licu 3 53 62 19 7187 | 23 42 79 2746 01
" 11 | 10542 | 9295, 6690, | 10054 0,02
3 liéu AZD1222 3 79 19 8660 | 39 31 4 3133 9
2 lidu AZD1222 + 14 | 14664 | 10173 | 1217 66 8197. | 9870. 4477 <0,0
BNT162b2 7 7 .88 8 5 83 01
2 lidu AZD1222 + 10 21630 | 33413 | 1115 16 19409 | 21085 | 1044 | 0,83
MRNA-1273 .80 79 15 25 .93 0 6

Nhdn xét: co sy khac biét vé n@mg do khang thé SARS-COV-2 S & nhom c6 nhidém va
khong nhiém virus & cac mo hinh: khong tiém liéu 3 véi p< 0,001; 3 lidu AZD1222 véi p
=0,04; tiém 2 lidu AZD1222 va 1 liéu BNT162b2 véi p< 0,001 nhung khong co su khac biét
& nhom c6 nhiém va khdng nhiém & md hinh tiém 2 liu AZD1222 va 1 liéu b sung mRNA-
1273.

3.4. Panh gia ndng dd khang thé SARS-COV-2 S ¢ thoi diém trwéc hay sau tiém lidu
cudi

Bing 3.6. Nong dp khdng thé theo thoi diém nhiém virus.

Thoi diém tiém n (Mean % SD) U/mL p
Khong nhiém bénh 76 10087,06 + 14587,10
Sau tiém 1ié9 cuéi’ 127 20455,47 + 24003,24 0444
Trudce tiém lidu cudi 269 18978,16 + 20557,27 '
D <0,001
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Nhin xét: khong c6 su khac biét giita nong do khang thé SARS-COV-2 S ¢ thoi diém
nhiém virus trude khi tiém lidu cudi hay sau khi tiém liéu cudi voi p=0,444.
3.5. Panh gia nong d khang thé SARS-COV-2 S theo thoi gian tiém phong.

Mic COVID-19
co
Khéng

o
L

Tudi
- 20
- 40
® 60
® 80

Log néng df khang thé S

CIJ 5‘0 IE)O 1.."‘:0 2("'0
Ngay tiém/mac COVID-19 dén khi xét nghiém (ngay)

Hinh 1: Nong d¢ khdng thé SARS-COV-2 S tinh tir thoi diém tiém liéu cudi cing & nhém
c6 nhiém va khéng nhiém CoVid 19 theo mé hinh tiém 3 liéu AZD1222.
Nhg@n xét: Sau tiém 3 liéu vaccin AZD1222 thi nong d6 khang thé & nhom c6 nhiém
CoVid 19 vén con duy tri & mirc cao sau 300 ngay con nong do & nhém khdng nhigm CoVid
19 bat dau giam sau 150 ngay tiém liéu cudi va dang tiép tuc giam sau 300 ngay.

(=}
[=]

it Mac COVID-19
= o

2 Khéng
o

< .

g | Tudi
oh = 20

= * 40
.‘g = &0
o 7.5 ® 80

(=]

—

’ Ngay tiém/maéc éoc?wn-w dén khi xét nghiéiﬁo(ngay)
Hinh 2: Nong dé khdng thé SARS-COV-2 S tinh tir thoi diém tiém liéu cudi ciing ¢ nhém cé
nhiém va khéng nhiém CoVid 19 theo mé hinh tiém 2 lieu AZD1222 va 1 lieu BNT162b2.
Nhgn xét: sau tiém 2 liéu vaccin AZD1222 va 1 liéu BNT162b2 thi nong do khang thé &
nhém c¢6 nhidm CoVid 19 van con duy tri & mic cao sau 300 ngdy con nong d6 ¢ nhom
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khong nhiém CoVid 19 bat dau giam sau 100 ngay tiém liéu cudi va dang tiép tuc giam cho

dén ngay lam xét nghiém.

Log ndng d6 khang thé S

Mac COVID-19
Co
Khéng

Tudi
+ 20
* 40
= s 60

~ ® 80

100

200 300

Ngay tiém/méac COVID-19 dén khi xét nghiém (ngay)
Hinh 3: Nong d¢ khdng thé SARS-COV-2 S tinh tir thoi diém tiém liéu cuéi cing
& nhém cé nhiém va khong nhiém CoVid 19 theo mé hinh tiém 2 liéu AZD1222
va 1 lidu mRNA-1273.

Nhgn xét: sau tiém 2 liéu vaccin
AZD1222 va 1 liéu mRNA-1273 thi nong do
khéng thé & nhém c6 nhidm CoVid 19 van
con duy tri & muic cao sau hon 200 ngay con
nong do6 & nhom khdng nhiém CoVid 19 bat
dau giam sau 100 ngay tiém liéu cudi va
dang tiép tuc giam cho dén ngay lam xét
nghiém. Nhu vay khang thé tao ra sau nhiém
CoVid 19 dat duoc muc néng d6 cao hon va
duy tri kéo dai hon so v&i khang thé tao ra do
tiém phong.

IV. BAN LUAN

D3 c6 nhiéu nghién ctu chi ra, ¢6 sy khéac
biét vé kha ning sinh khang thé & nhitng do
tudi khac nhau. Nhung cho dén nay, khi danh
gia vé kha niang tao khang thé & nguoi cao
tudi So v4i nhém nguoi tré tudi, cac nghién
ctu vin chwa tim duoc sy dong thuan.
Nghién cau cua ching toi véi cac ddi tuong
déu da duoc tiém vaccin COVID-19 va c6
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hoac khéng cé tién st nhiém COVID-19,
nong d6 khang thé cao nhat tap trung & nhdm
> 60 tudi tuy nhién su khac biét chua co y
nghia thong k& voi p=0,153, két qua nay
tvong dong voi tac gia A.Bates (2022)
nghién cu trén nhém ddi twong nhidm
COVID-19 va duogc tiém bo sung 2 liéu
vaccin [2].

Hé mién dich dong vai trd cha chét trong
viéc chdng lai cac tac nhan nhiém tring. Tuy
nhién, phan &ng chong nhiém trang lai
khong gidng nhau giira hai gi¢i. D3 c6 nhiéu
bang chtng chi ra, bo gen c6 tac dong nhat
dinh vao co ché hoat dong cua cac thanh
phan trong hé mién dich. Cu thé, nhidm sic
thé (NST) X chira cac gen ma héa toll-like
receptor 7 (TLR7), mot thu thé biéu hién trén
té bao dudi gai va té bao B, cd chic ning
nhan biét tac nhan nhidm trang do virus (bao
gom ca COVID-19) va kich hoat phan ng
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véi interferon loai | (IFN) [5]. Do vay, nir
gidi v6i 2 NST X ¢ mirc d6 biéu hién TLR7
cao hon nam gidi (chi c6 1 NST), lam tang
cudng cac phan tng mién dich co thé chéng
lai virus SARS-CoV-2. Nghién ctu cua
chung t6i ciing chi ra ¢ sy khéc biét vé ndng
d6 khang thé SARS COV 2S giira nam va nit
va ndng do khang thé sau tiém phong & nix
tao ra cao hon ¢ nam gidi. (bang 3.3).

O nhiing giai doan cao diém cua dich, do
su phan bd va ngudn cung cip cac loai
vaccin khong déu, nhiéu mé hinh tiém ching
vaccin khac nhau da dugc dua ra va ciing co
mot s6 nghién ctru dénh gia so sanh hiéu qua
cia nhitng mdé hinh nay. Trong phan tich
thong ké cia Wing Ying Au cho thdy, mo
hinh 2 liéu co ban vaccin vector + 1 liéu ting
cuong mRNA cho hi€u qua phong bénh 88%
[8]. Tiém liéu ting cudng bang vaccin khéac
loai tao duoc ndng d6 khang thé cao hon so
voi1 tiém cung loai, mo ra trién vong cho vige
két hop cac nhom vaccin khac nhau trong cac
ké hoach tiém chung. Kha ning sinh mién
dich ctia vaccin nhom mRNA cao hon so véi
cac nhom vaccin con lai. Khac vdi vaccin
séng giam doc lyc va vaccin virus bét hoat,
vaccin mRNA chi ma hoa chinh xac mot
khang nguyén dich duy nhat va do vay kich
hoat dap ung mién dich tryc tiép voi khang
nguyén d6, thong qua ca co ché thé dich va
té bao. So vai vaccin ban chit DNA, mRNA
hiéu qua hon va an toan hon nho qua trinh
biéu hién gen ma hoa khong yéu cau sy xam
nhap vao nhén té bao, do vy kha ning gay
bién d6i 1én hé gen gan nhu khong c6. Clng
thuoc nhom vaccin mRNA, mRNA-1273
kich hoat san sinh khang thé véi ving RBD,
NTD, phan @ng thuc bao cua bach cau va

hoat dong cua céac té bao NK manh mé& hon
s0 véi BNT162b2, do d6 ndng do khéng thé
& d6i twong duoc tiém vaccin mMRNA-1273
cao hon [4].

Tiém vaccin va nhiém bénh tu nhién déu
¢6 thé tao ra mién dich chdng lai SARS-
CoV-2. Nghién ctru cta chung toi cho thiy
khong c6 su khac biét vé nong do khang thé
cta nhém bi nhiém bénh trude lidu cudi va
nhém nhiém bénh sau khi da tiém liéu cudi
cung; két qua nay dong thuan véi nghién ctru
cua Timothy A. Bates va cong su trén 104
d6i twong gdm 3 nhém, nhém 1: 31 nguoi co
tinh trang nhiém bénh sau khi hoan thanh du
lidu tiém phong (“breakthrough infection™);
nhom 2: 31 nguoi duge tiém phong du hai
liéu sau khi da khoi COVID-19 va nhém 3:
42 nguoi da tiém phong va chua timg c6 tién
sir nhiém bénh; cho thiy ndng do khang thé
trung hoa & nhom 1 va 2 cao hon hin nhém
3, dong thoi khong c6 su khac biét giira
nhém 1 va 2 [2]. Nhu vay, nhiém COVID-19
trudc hodc sau khi tiém phong déu giup cung
¢ mién dich so véi viéc chi tiém hai liéu co
ban. Hinh 1,2,3 cho thdy néng d6 khang thé
dat duoc sau tiém cac loai vaccin ¢ ca 3 mo
hinh déu duy tri tét hon & nhdm c6 nhiém
CoVid 19 so véi nhdm khong nhiém CoVid
19. Nong do khang thé S déu c6 xu hudng
giam dan theo thoi gian ¢ ca 3 ¢ ddi tuong
tiém di 3 lidu theo 3 mo hinh nhung khong
c6 nhiém CoVid 19. Md hinh tiém 3 liéu
vaccin AZD1222 c6 thoi gian bit dau giam
sau 150 ngay, mo hinh tiém 2 liéu vaccin
AZD1222 va 1 liéu vaccin BNT162b2 hoic 1
licu vaccin mMRNA-1273 ¢ nong do khang
thé bat dau giam sau 100 ngay. Két qua nay
twong dong véi nghién ctu cua Joanna
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[6].Nong do khang thé S giam dan theo thoi
gian vi vy viéc tiém phong 1a rat can thiét,
bat ké tién sir di timg méic bénh hay chua.
Vaccin ciing gitip giam ti 18 bién chtng ning
va tr vong, do do tiém phong trudc khi
nhiém bénh tu nhién s& an toan hon.

V. KET LUAN

- Sau tiém vaccin phong CoVid 19 thi
khang thé duoc tao ra ¢ nit cao hon & nam
Vi su khéc biét co y nghia théng ké p< 0,05.

- Cac loai vaccin khac nhau tao dap ung
mién dich khac nhau trong d6 cao nhat &
nhém tiém 2 lidu AZD1222 + mRNA-1273
va thap nhat & nhém tiém 3 liéu AZD1222.

- C4c md hinh tiém chung déu c6 noéng do
khang thé khang SARSCOV 2 S giam dan
theo thoi gian sau 100-150 ngay.

Khuyén nghi: Do néng d6 khang thé sau
tiém giam dan theo thoi gian nén tiém phong
nhic lai liéu bd sung sau 3-5 thang tinh tir
e tiém liéu cudi.
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PAC PIEM ALANINE AMINOTRANSFERASE, ASPARTATE TRANSFERASE
VA BILIRUBIN TOAN PHAN & BENH NHAN NHIEM COVID-19 MU’'C PO
NANG VA NGUY KICH TAI BENH VIEN DA CHIEN TRUYEN NHIEM 5G

P46 Son Hai*, Nguyén Thij Diéu Lién**, Téng The Thang*,Lé Thanh Son*

TOM TAT

Muc tiéu: Panh gid dic diém Alanine
aminotransferase (ALT), Aspartate transferase
(AST) va Bilirubin toan phan ¢ bénh nhan (BN)
COVID-19 mirc d nang va nguy kich diéu tri tai
Bénh vién d4 chién truyén nhiém 5G.

P6i twong va phuwong phap nghién cbu:
Nghién ctu thuan tap, hoi ctu trén 156 BN
COVID-19 mirc d nang va nguy kich diéu tri tai
Khoa Hoi suc cip ciau -Bénh vién D& chién
Truyén nhidm 5G- Thanh phé H6 Chi Minh tur
thang 8 dén thang 11/2021.

Két qua: 48,7% BN c6 ton thuong gan (ALT
>40 U/), trong d6 chu yéu & muc do nhe (ALT
trong khoang 41- 79 U/1). Binh lugng bilirubin
toan phan, ALT va AST c6 xu hudng ting dan tir
nhom binh thudng, nhém tén thuong gan muc do
nhe, mtc d6 vira dén mirc dd niang, khac biét co
y nghia théng ké. Thoi gian séng trung binh cua
nhoém BN khong cé ton thwong gan 1a 17,96 +
1,57 ngay cao hon ¢ nhém c6 tén thwong gan 1a
11,89 + 0,89 ngay, khac biét co y nghia thong ké
véi p=0,0073.

Két luan: BN COVID- 19 mtc d6 nang va
nguy kich trong nhém nghién ctu phan 16n cé
t6n thuong gan mic d6 nhe (ALT trong khoang

*Bénh vién Quan y 103, Hoc vién Quan Y
**Bénh vién Da khoa Ha Péng, Ha Noi
Chiu trach nhiém chinh: B Son Hai
Email: dosonhai@vmmu.edu.vn

Ngay nhan bai: 20.8.2022

Ngay phan bién khoa hoc: 23.9.2022
Ngay duyét bai: 24.9.2022

41- 79 U/).T6n thuong gan cang nang thi nong
d6 cia ALT, AST va bilirubin toan phan cang
tang cao.Tuy nhién, chi ¢6 su thay doi cua ALT
va AST c6 ¥ nghia lam sang, con sy thay ddi cua
Billirubin toan phan chi ¢6 y nghia thong keé.
Thoi gian séng trung binh nhém khdng ton
thuong gan cao hon nhém ton thuong gan.

T  khod:  Alanine  aminotransferase;
Aspartate transferase; Total bilirubin; COVID-19

SUMMARY

CHARACTERISTICS OF ALANINE
AMINOTRANSFERASE ,ASPARTATE
TRANSFERASE AND TOTAL
BILIRUBIN IN SEVERE AND
CRITICAL COVID-19 PATIENTS
TREATED AT INFECTIOUS FIELD
HOSPITAL NO.5G

Objectives: To evaluate the characteristics of
Alanine aminotransferase (ALT), Aspartate
transferase (AST) and Total bilirubin in severe
and critical COVID-19 patients, who were
treated in Infectious Field Hospital No.5G.

Subjects and methods: A respective cohort
study on 156 severe and critical COVID-19
patients in ICU of Infectious Field Hospital
No.5G- Hochiminh city from August to
November 2021.

Results: 48.7% of patients had a liver damage
(ALT >40 U/l), almost at a mild level (ALT
ranged from 41-79Ul).Concentration of total
bilirubin,ALT and AST tended to increase
gradually from the normal group, the group with
mild liver damage, moderate to severe liver
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damage; the difference was statistically
significant. The mean survival time of the group
without liver damage (17.96 £ 1.57 days) was
higher than the group with liver damage (11.89 +
0.89 days); the difference was statistically
significant with p = 0.0073.

Conclusion: Severe and critical COVID-19
patients in the study mostly had mild liver
damage (ALT ranged from 41- 79 U/I). The more
serve the liver damaged, the higher the
concentration of ALT, AST and total bilirubin
increased. However, only the change of ALT and
AST was clinically significant, while the change
of total bilirubin was only statistically significant.
The mean survival time in the group without
liver damage was higher than in the group with
liver damage.

Keywords: Alanine aminotransferase;
Aspartate transferase; Total bilirubin; COVID-19

I. DAT VAN DE

bai dich COVID-19 la mot dai dich bénh
truyén nhiém véi tac nhan l1a virus SARS-
CoV2 va cac bién thé cua no dang dién ra
trén pham vi toan cau. Khoi ngudn vao cubi
thang 12 nam 2019 véi thm dich dau tién tai
thanh phd Vi Hén, tinh dén thang 8 niam
2021 di c6 hon 200.000.000 ca mic COVID-
19 va hon 4 triéu ngudi tir vong trén toan thé
giéi. O Viét Nam, ngay 23 thang 1 nim 2020
da ghi nhan truong hop nhiém COVID-19
dau tién tai TP H5 Chi Minh va cho dén nay
con s6 nay da 1én hon 10 tridu ngudi mac, sé
ca tir vong duoc ghi nhan 1a hon 43.000 ca.

Phéi 1a co quan bj ton thuong chinh trong
co ché gay bénh cua virus SARS-CoV2. Tuy
nhién, SARS-CoV?2 ciing gay ton thuong cho
nhiéu hé théng co quan khac nhu tim, than
va gan[1]. Khoang 60% bénh nhan da dugc
bdo cdo c6 cac muc do ton thuong gan khac
nhau do COVID-19 [2]. Trong vu dich dau
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tin tai Trung Qudbc, ting alanine
aminotransferase (ALT) va bilirubin toan
phan chiém ty 1¢ lan luot 1a 28% va 18%[3] .
Trong dai dich hién nay, rdi loan chire nang
gan d3 duoc thdy ¢ 14-53% bénh nhan mic
COVID-19, dac biét & nhitng bénh nhan
nhiém muac do nang va nguy kich[4]. Pic
biét, cac truong hop ton thuong gan cip tinh
khién cho ty Ié tir vong cao hon. Su anh
huong cua SARS-COV2 téi gan lién quan
dén tac dung gay chét té bao tryc tiép cua
virus do tao phan ung mién dich mat kiém
soat. Ngoai ra, virus con tao moi truong cho
nhiém khuan huyét va ton thuong gan do
thudc str dung trong qua trinh diéu tri. Nhiéu
nghién ciru 1am sang di ghi nhan mdi twong
quan giita ton thuong chlc ning gan thoi
diém nhap vién va mac do nang cua bénh
nhan COVID-19 [5,6,7].

Trong lan song Ion lay lan cua dai dich,
vao thang 8 nam 2021 vira qua tai thanh phé
HO Chi Minh, bénh vién da chién truyén
nhiém 5G da dugc Hoc vién Quan Y thanh
lap tai quan 6 dé thu dung cip ctu diéu tri
bénh nhan COVID-19 muc d6 nang va nguy
kich. Qua thyc tién ngay dém chién dau véi
dich bénh tai day, chung t6i nhan thiy rang,
viéc nghién ctu dic diém ton thuong gan,
dac biét 1a su bién thién coa ALT, AST va
bilirubin toan phan ¢ bénh nhan COVID-19
la mot yéu cau cap thiét dé phuc vu cho viéc
danh gid mot cach téng quan cac tic dong
cta virus doi vai bénh nhan; cling nhu lam rd
dugc méi twong quan cua bénh ly gan do
mic SARS-COV2 véi ti 18 sbng con cua
ngudi bénh. Vi vay, ching t6i thyc hién dé
tai ndy nhiam muc tiéu: Pdnh gid dic diém
alanine aminotransferase, aspartate
transferase va bilirubin toan phan ¢ bénh
nhan COVID-19 mizc dé nang va nguy kich
tai bénh vién da chién 5G.
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Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

1. P6i twong nghién ciu

Céc bénh nhan duogc chan doan COVID-
19 muc d6 ning va nguy Kkich, duoc diéu tri
tai khoa Hoi sic cap cau- Bénh vién DA
chién truyén nhiém 5G -Thanh phé H6 Chi
Minh tir thang 8 dén thang 11 nam 2021

* Tiéu chudn lwa chen bénh nhan:

- Xét nghiém dich ty hau duong tinh v&i
SARS-CoV-2 theo phuong phép RT-PCR.

- Bénh nhan dugc chan doan COVID-19
murc d6 nang va nguy kich theo phan loai cua
Bo Y té trong quyét dinh s6 250/QD-BYT:

+Murc d6 nang: H6 hap cd dau hiéu viém
phoi kém theo bat ky mét trong cac dau hiéu
sau: nhip the > 25 lan/phat; khé thé niang, co
kéo co ho hap phu; SpO2 < 94% khi the khi
phong. Chup X-quang nguc va cat 16p vi tinh
nguc: ¢ ton thuong trén 50%. Siéu Am thay
hinh anh séng B nhiéu, khi mau dong mach:
PaO2/FiO02 khoang 200-300.

+Murc do nguy kich: FO c6 biéu hién tho
nhanh > 30 lan/phat hozc < 10 lan/phat, c6
dau hiéu suy hd hap nang, tho gang suc
nhiéu, tha bat thuong hoac can hd trg hd hap
bang thé oxy dong cao (HFNC), tho méay. Y
thirc nguoi bénh giam hozc hon mé. Huyét
&p tut, tiéu it hodc vo niéu. Két qua X-quang
nguc va cat 16p vi tinh nguc phat hién o ton
thuong trén 50%. Siéu &m hinh anh séng B
nhiéu, khi mau déng mach: PaO2/Fi0O2 <
200, toan hd hap, lactat mau > 2 mmol/L.

-Bénh nhan > 18 tudi.

- Gia dinh hoac nguoi dai dién hop phap
déng y tham gia nghién cuu.

* Tiéu chudn logi trir:

- CO6 tién str udng ruou.

- CO bénh ly gan tir trudc.

2. Phuwong phap nghién cuu

* Thiét ké nghién ctu va ¢ mau:

- Nghién ciru thuan tap, hdi ciu, mo ta cat
ngang.

- C& mau thuan tién, tién hanh thu thap di
liéu trén bénh an cua cac BN COVID-19
murc d6 nang va nguy kich diéu tri tai Khoa
Hoi stc cap ctu, Bénh vién DA chién Truyén
nhiém 5G trong thoi gian nghién cuu.

* Noi dung nghién cuu:

- Bénh nhan vao vién duoc tham kham
lam sang, xét nghiém sinh hdéa méau, lam
bénh &n theo mau thdng nhéat. Cac chi sb
danh gia dic diém ton thuong gan: AST,
ALT, Bilirubin toan phan duoc lay tir thoi
diém bénh nhan mai nhap vién.

- Céc chi tiéu trong nghién ctu:

2.1. Mot s6 dic diém lam sang:

- Tudi , giGi

- Tién sir tiém vaccine COVID-19

- Céc bénh déng mic: chia thanh céc
nhém bénh nén déng méc, mot bénh nhan c6
thé ddng méc nhiéu bénh

2.2. Panh gia dic diém alanine
aminotransferase, aspartate transferase va
bilirubin toan phan

- Nghién ctu caa chung téi ap dung phéan
d6 muc do ton thuong gan theo Phipps [3]:
Ton thuong gan khi co biéu hién ting men
gan ALT qua ngudng cao cua gia tri binh
thuong, chia thanh 3 mac do:

+ Mtic d6 nhe: Tang ALT < 2 1an ngudng
cao cua gié tri binh thuong.

+ Mbc do vira: Tang ALT 2 - 5 lan
ngudng cao cua gia tri binh thuong.

+ Muac d6 ning: Ting ALT > 5 lan
ngudng cao cua gia tri binh thuong.

Ngudng cao cua gia tri binh thuong ALT
la 40U/1.

- Lap bang mtc do ton thuong gan theo
tiéu chuan trén, chia thanh cac nhém: binh
thuong, nhe, vira, nang. Kiém dinh méi lién
quan gitra mirc d6 ton thwong gan va chi sé
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AST trung binh, chi sé bilirubin toan phan
trung binh caa bénh nhan COVID-19

2.3. Pic diém ton thwong gan lién quan
téi ty 18 song, ty I¢ tir vong:

- Lap bang ty 1& séng, ty 1 tir vong

- Lap bang va kiém dinh mdi lién quan
giira ty 1& séng va céc chi sd:tudi trung binh,
ALT, AST va bilirubin toan phan trung binh
cua bénh nhan COVID-19

- Uéc tinh Kaplan Meier song con gita
nhom bénh nhan ¢ tén thwong gan va nhom
khong c6 ton thuong gan

* X Iy so ligu:

40.00% 35.90%

35.00%
30.00%
25.00%

20.00%
14.10%

AN-A9

15.00%
9.60%

AN-29

10.00%
5.00%

0.00%
GN-59

- Xu ly sb lidu bang may vi tinh vai phan
mém SPSS 22.

- Ap dung thuat toan kiém dinh y2 dé
danh gia mdi twong quan .Kiém dinh nay c6
¥ nghia thdng ké khi p < 0,05.

Il. KET QUA NGHIEN cU'U
1. Mt s dic diém 1am sang:
*Tudi
- Tudi trung binh: 68,30 + 10,32.
- Tudi thap nhat; 33.
- Tubi cao nhat; 91.

21.80%

11.50%

Jn.79

7.10%

=70

AN-RA

Biéu d6 3.1: Phan bé bgnh nhan nghién cizu theo tudi

Do tudi tir 50 -59 tudi chiém ty 1& cao nhat
(35,90%) véi 56 bénh nhan.

*Gigi: Ty Ié nir cao hon nam, nit chiém
54,5% (85 bénh nhén)

*Tién st tiém vaccine

Bdng 3.1: Cac bénh dong mdc

-S6 bénh nhan chua tiém vaccine chiém ti
1& cao nhat (64,7%)

- ba tiém 1 mii : 34 bénh nhéan (21,8%)

- ba tiém 2 mii: 21 bénh nhén (13,5%)

*C4c bénh dong mac

Bénh déng mic S6 lwong (n) Ty 18 (%)
Suy than 5 3,2
Bénh ly than kinh 11 7.1
Dot quy néo 10 6,4
Suy tim 6 3,8
Tang huyét &p 53 34,0
Pai thao duong 41 26,3
Khong méc 30 19,2
Téng 156 100,0
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Tang huyét ap 1a bénh ddng mac chiém ty 1¢ cao nhat (34%), sau d6 dén dai thao duong
(26,3%), Suy than c6 ty & thip nhat (3,2%).
2. Panh gia dic diém alanine aminotransferase, aspartate transferase va bilirubin

toan phan

Bdng 3.2: Ty 1¢ mikc dé ton thwong gan (Theo Phipps)[3]

Mirc d9 ton thwong gan ALT (U/L) S6 lrgng bénh nhan Ty 1 (%)
Binh thuong 22,16 9,11 80 51,3
Nhe 59,78 + 12,38 39 25,0
Vira 131,9+ 28,5 25 16,0
Ning 451,3 +187,9 12 7,7

Két qua cho thay: 48,7% bénh nhan ton thuong gan (ALT>40 U/1). Trong d6 chu yéu &
muic d6 nhe: ALT trong khoang 41-79U/1 (25,0%), tiép theo 1a ton thuwong mirc do vira: ALT
trong khoang 80- 200U/1 (16,0%) va thap nhét la tén thwong muc d6 ning: ALT>200U/I
(7,7%).

Bdng 3.3: Méi lién quan gi#a mikc dg ton thwong gan va chi sé AST, bilirubin toan

phan ciia bénh nhan COVID-19
Gia tri Binh thwong Nhe Vira Nang
n (%) 80 (513) | 39(250) | 25(160) 12 (7.7) P
Bilirubintoan g 56 170 | 10234272 | 13.84+3,81 | 16,35+ 4,51 | 0,00032
phan (umol/L)
61,57 + 1315+
AST(UIL) | 3327£1571| 0 105,4 + 92,5 Con | 0.00078

AST va Bilirubin toan phan c6 xu hudng ting dan tir nhom binh thudng dén nang, khac
biét co6 ¥ nghia thong ké (p< 0,05). Tuy nhién chi sé Bilirubin toan phan van niam trong
ngudng binh thuong (< 21 pmol/L).

3. Pic diém tén thwong gan lién quan t6i ty 1§ séng, ty 18 tir vong:

Bdng 3.4: Ty I¢ bénh nhan séng va tie vong

Nhom S6 lwong Ty 18 (%)

séng 31 19,87
T vong 125 80,13

Téng 156 100

Ty lé sbng khé thap 19,87%, con tir vong 1én dén 80,13%
Bdng 3.5: Méi lién quan gia ty 1é séng véi tudi va cac chi sé ALT,AST, Bilirubin toan

han ciia bénh nhan COVID-19
Téng sé6 BN Tir vong Séng
Giatri (n = 156) (n =125) (n=31) P
X+ SD
Tudi 68,30 £10,32 69,5+11,6 54,3+12,8 0,00067
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Bilirubin TP 103+29 114+31 101+13 032
(umol/L)

AST (U/L) 1346+ 512 167.9+ 1238 467 +352 0,22

ALT (U/L) 76.1+64.4 943+586 550+37.7 02

Tudi trung binh nhém BN tir vong (69,5 +
11,6) cao hon nhom séng (54,3 + 12,8), cO ¥
nghia théng k& véi p =0,00067 <0,05.
Bilirubin toan phan, AST va ALT khong
khéc biét giita nhém séng va nhom tir vong.

*U'6c tinh Kaplan Meier thoi gian séng

+ Uéc tinh Kaplan Meier cho thiy thoi
gian sbng trung binh cua nhém khéng c6 ton
thuong gan 17,96 + 1,57 ngay, trong khi do ¢
nhém c6 ton thuong gan 1a 11,89 + 0,89
ngay.

+ Kiém dinh Log Rank cho thiy thai gian
séng trung binh nhém khong ton thuong gan
dai hon nhém c6 ton thuong gan, c6 ¥ nghia
thdng ké véi p = 0,0073.

IV. BAN LUAN

1. Mt s dic diém 1am sang

- Tudi, giéi va tiém phong vaccine:

Qua sb lieu cua biéu @6 3.1: Tudi trung
binh: 68,30 + 10,32. Trong d6 dd tudi tir 50 -
59 tudi chiém ty ¢ cao nhat (35,90%). Theo
thdng ké dan sé cua thanh phé H6 Chi Minh
nim 2021 cua vién nghién ciu phat trién
thanh phé H6 Chi Minh [8], sé lugng nguoi
trong cac nhém tudi tir 30-39 va 40-49 1a cao
nhat, d6 tudi trung binh tir 25 — 29 tudi. Tuy
nhién co cau vé nhom tudi va do tudi trung
binh cua nghién ctu chdng téi lai kha cao
(68,30 + 10,32). Nguyén nhan 1a do ddi
tuong nghién cuu la nhitng bénh nhan nang
va nguy kich, diéu tri tai khoa Hdi suc cip
ctru ciia Bénh vién da chién 5G- thuong 1a
ngudi cao tudi nguy co mac cac bénh ly nén
nhu ting huyét ap, dai thiao duong, suy
than,...nén dé chuyén ning. Con nhém tudi
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tré thi thuong mic COVID-19 nhe, c6 khi
khéng co triéu chung va khdng phai nhap
vién, nén it ndm trong di twong nghién cuu.

Trong nghién ctu, ty 1& BN nir nhiéu hon
(54,5%) va da phan cac bénh nhan chua tiém
phong vaccine COVID 19 (64,7%). Theo két
qua diéu tra dan sb cua vién nghién ciu phét
trién TP. H6 Chi Minh (2021) [8], ty 1& nix
gi6i chiém 51,3%, do d6 két qua nghién ctu
cua chdng tdi phu hop véi ty 18 dan sé thoi
diém d6. Theo nghién ctu cua Guo Guang
Ma trén 109 bénh nhan COVID-19 ¢ Bénh
vién Nhan dan Pai hoc Vii Han (H6 Bic,
Trung Qudc) tir 31/1 dén 29/2/2020 [5] thi sb
luogng nir giGi 1a 58 nguoi, chiém ti & 53,2%,
Ciing so sanh véi tinh hinh thyc té tai thoi
diém thu thap sé liéu nghién ctu la thang 8
dén thang 11 ndm 2021, vaccine COVID-19
con chua phd bién & nude ta, do do ti 18 tiém
phong vaccine COVID-19 con thap.

- Bénh dong mic:

Phan I6n gip BN ting huyét ap (34%),
tiép theo 1a dai thao duong (26,3%). Két qua
nghién ciu cua chung t6i twong dong Voi
nghién ciu cua Bloom véi ty I ting huyét
&p chiém da sé (23%) [4]. Singh,S. va cong
su nghién ctu ty 1é cac bénh ddng mac cua
BN COVID-19 thiy: ting huyét 4p chiém
phan 16n (22,75%), tiép theo 1a dai thao
duong (10,67%), cac bénh ly tim mach
chiém 5,4% [9].

2. Pinh gia dic diém alanine
aminotransferase, aspartate transferase va
bilirubin toan phan

Theo két qua nghién ctu tir bang 3.2 va
3.3: 51,3% BN khdng c6 ton thuong gan va
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48,7% BN c6 ton thuong gan, trong d6 chu
yéu ton thuong mirc d6 nhe (25%), tiép theo
la t6n thuong mic d6 vira (16,0%) va thap
nhat 1a ton thuong muc d6 nang (7,7%).
Bilirubin toan phan, AST, ALT c6 xu huéng
ting dan tr nhom binh thuong dén nhom
nang, khac biét c6 ¥ nghia thong ké (p <
0,001). Két qua nay phu hop véi bao céo cua
Phipps nghién cru ton thuong gan cip & BN
COVID-19, thuc hién trén 3381 bénh nhéan
tai ba bénh vién trong mang ludi NewYork -
Presbyterian: 22% muc do nhe; 6,2% v,
1,7% ning. So sanh cac chi sb giita 3 nhém
nhe - vira - nang thay: AST ting dan (37 - 66
- 91 U/L), bilirubin toan phén ting dan (14 -
15 - 16umol/L), su khéc biét ciing c¢6 y nghia
théng ké [3]. Nghién cau caa Lin Fu vé ton
thwong gan cap tinh va mbi lién quan cua nd
véi nguy co tir vong cua bénh nhan COVID-
19 thyc hién trén 350 bénh nhan COVID-19
tai Bénh vién Union thuoc Dai hoc Khoa hoc
va Coéng nghé Hoa Trung-Via Han va Bénh
vién Nhan dan sb 2 -Phu Duong-An Huy thu
duoc két qua 1a: bilirubin toan phan ting dan
(10,4; 10,9 va 12,6 pmol/L) ¢ 3 nhém phén
loai theo mac do COVID-19 (nhém théng
thuong, nhom nang, nhom nguy kich), khéac
biét c6 ¥ nghia thong ké véi p < 0,01 [7].

Tuy nhién chiing t6i ciing nhan thiy rang,
trong nghién ctru cua ching toi va cac tac gia
noi trén, su bién thién cua Bilirubin toan
phan & bénh nhan Covid 19 1a khéng thuc su
dang ké. Chi s6 nay du c6 khac biét giira cac
nhéom nhung van nam trong ngudng binh
thuong (<21 umol/L) do dé sy thay doi nay
chi c6 y nghia thong ké chi it c6 y nghia 1am
sang. Trong khi do6, sy bién thién cua ALT va
AST thé hién 6 rang hon va do d6 ciing c¢6 ¥
nghia trén 1am sang hon dé danh gia ton
thuong gan.

3. Pic diém tén thwong gan lién quan

t6i ty & song, ty Ié tir vong

O bang 3.4 ta thdy: ty I¢ tir vong trong
nhém nghién cau kha cao, 1én toi 80,13%.
Piéu nay co thé ly giai 1a do cac bénh nhan
déu duogc chan doan nhiém COVID-19 muc
d6 nang va nguy kich véi nhiéu bénh ly két
hop, diéu tri tai bac thang cudi cung 1a khoa
hoi sic cap ctu, c6 tén thuwong phdi
nang,phan 16n phai can thiép dat ng noi khi
quan va thd may nén tién luong Xau.

M&i lién quan gitra ty 1& sdng voi tudi va
cac chi s6 ALT,AST, Bilirubin toan phan
dugc thé hién ¢ bang 3.5 : C6 khac biét vé
tudi trung binh gita nhom tir vong (69,5 *
11,6) va nhém séng (54,3 + 12,8) véi
p=0,00067 < 0,05 ; tuy nhién khéng c6 su
khac biét gita nhom sbng va nhém tur vong
vé céc chi s6 AST, ALT, bilirubin toan phan.
Theo nghién ctu caa Jia-Xin Shen vé céc
yéu t6 nguy co va tién luong ¢ bénh nhan
COVID-19 va ton thuong gan trén 356 bénh
nhan mic COVID-19 ¢ Bénh vién Nhan dan
s6 3 Nghi Xuong- H6 Bac tir 17/1 dén 26/2
/2020: tudi trung binh ting dan giira 2 nhom
séng va tir vong la: 49,78 + 17,7; 62,85 +
15,29, khac biét c6 y nghia thong ké vai p <
0,001 [6]. Két qua nay phu hop véi nghién
ctiu cua chung toi. Tuy nhién, vé dic diém
ton thuong gan, tac gia lai thay rang, du chi
s6 ALT tang dan giita hai nhém va khong c6
¥ nghia thong ké (p=0,895), nhung chi s6
AST giita nhém song va nhém tir vong lai
thay d6i c6 y nghia thong ké& [6]. Nguyén
nhan cua sy khéc biét nay 1a do dbi tuong
bénh nhan trong 2 nghién cau . Sy lua chon
bénh nhan cuaa chung tdi la bénh nhén nang
va nguy kich & bénh vién da chién 5G vao
cubi ndm 2021 véi chung delta chiém da so;
con trong nghién cuu caa Jia-Xin Shen thuc
hién vao giai doan dau nim 2020 khi dich
méi bung phat nén viéc tiép nhan va diéu tri
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bénh nhan chua c6 su phan loai & cac muc
do khac nhau.

U6e tinh Kaplan Meier trong nghién ctru
cho thiy thoi gian séng trung binh cia nhém
khéng c6 ton thwong gan 1a 17,96 + 1,57
ngay, trong khi d6 & nhém c6 ton thuong gan
la 11,89 + 0,89 ngay. Kiém dinh Log Rank
cho thiy thoi gian séng trung binh cia nhém
khong ton thwong gan dai hon nhom tdn
thwong gan, c6 y nghia thong ké voi p =
0,0073. Két qua nay tuong tu v4i nghién ciu
ciia Yang va cong su : thoi gian song cua
nhom c6 ton thuong gan 1a 10,1+ 3,4 ngay
[10]. Nhém téc gia ciing cong bd dd thi
Kaplan-Meier cho thidy BN c6 t6n thuong
gan c6 ty 1& song thap hon co ¥ nghia so voi
BN khdng c6 ton thuong gan (kiém dinh log-
rank y2 = 15,801; p < 0,01) [10]

V. KET LUAN

Qua nghién cuu trén 156 BN COVID- 19
nang va nguy kich diéu trj tai bénh vién da
chién 5G, ching toi thay: ty Ié ton thuong
gan 12 48,7% (ALT>40U/1), trong d6 chu yéu
6 muc do nhe : ALT trong khoang 41-79U/1
(25,0%), tiép theo la ton thwong mirc do vira:
ALT trong khoang 80- 200U/l (16,0%) va
thip nhit 1a tén thuong muc do nang:
ALT>200U/1 (7,7%). Dinh luong bilirubin
toan phan, ALT va AST c¢6 xu hudng ting
dan tir nhém binh thudng, nhdm ton thuong
gan mirc d6 nhe, mic d6 vira dén muc do
nang, khac biét co y nghia théng ké véi p <
0,001. Tuy nhién, chi c6 su thay d6i cua
ALT va AST c6 y nghia lam sang, con su
thay doi cua Billirubin toan phan chi c6 y
nghia théng ké. Udc tinh Kaplan Meier cho
thdy thoi gian sdng trung binh cia nhém BN
khéng ¢ ton thwong gan 1a 17,96 + 1,57
ngdy, dai hon & nhém c6 ton thuong gan 1a
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11,89 + 0,89 ngay, khac biét c6 y nghia
thdng ké vai p = 0,0073.
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SU’ LIEN QUAN GIU*A NONG PO FAT-SPECIFIC PROTEIN 27 (FSP27)
Vo1 MOT SO CHi SO CHUYEN HOA LIPID VA GLUOCSE TRONG
HUYET TUONG O’ BENH NHAN PAI THAO PU'O'NG TYPE 2
CHAN POAN LAN PAU

Hoang Thi Minh'?, Bing Thanh Chung!, Huynh Quang Thuan!

TOM TAT

Muc tiéu: Fat-specific Protein 27 (FSP27) la
mot protein dong vai trd quan trong trong cén
bang ning lugng, FSP27 sut giam co thé gop
phan gy tich lily chat béo ngoai mdé m& dan dén
khang insulin. Muc tiéu cta nghién cau nay la
khao sat nong d6 va mdi lién quan cua FSP27
huyét twong voi cac chi s6 chuyén héa lipid va
glucose & bénh nhan dai thao duong tip 2 chan
doan lan diu. PGi twong va phwong phap
nghién ciru: Nghién ciru md ta cit ngang duoc
thuc hién trén 98 dbi tuong 1a ngudi khoe manh
(nhém chiing) va 103 bénh nhan dai thido duong
tip 2 chin doan lan dau, chua dugc diéu tri
(nhém bénh). Nong d6 FSP27 huyét twong duoc
dinh luong bang phuong phap ELISA. Xéc dinh
mdi lién quan cia ndng do FSP27 véi céc chi sb
phan anh chuyén hoa lipid va glucose. Két qua:
Nong d6 FSP27 ¢ nhom bénh dai thao duong tip
2 chan doan lan dau thip so v&i nhém ching
khéc biét chua c6 ¥ nghia théng ké véi p = 0.51.
Khong c¢6 mbi lién quan giira ndng do FSP27
huyét twong v&i céc chi sb nhan tric hoc,
cholesterol TP, HDL-C, LDL-C, gluocse,

1B¢énh vién Quany 103,

’Nghién czzu sinh bg mon Sinh ly bénh, Hoc vién
Quany

Chiu trach nhiém chinh: Huynh Quang Thuan
Email: huynhquangthuan2002@yahoo.com
Ngay nhan bai: 13.8.2022

Ngay phan bién khoa hoc: 18.9.2022

Ngay duyét bai: 24.9.2022

HbAI1C, insulin va HOMA-IR & ca nhdm bénh
va nhém chang. Két luan: Khong co su khac biét
vé ndng d6 FSP27 huyét twong & bénh nhan di
thao duong tip 2 chan doan 1an dau so véi nhom
chung. Khong c¢6 mdi lién quan gitra nong do
FSP27 huyét twong véi cac chi sb chuyén hoa
lipid va glucse & bénh nhan dai thao dwong tip 2
chéan doan lan dau.

Tir khoa: Pai thiao duong tip 2 mic méi,
FSP27.

SUMMARY
RELATIONSHIP BETWEEN FAT-
SPECIFIC PROTEIN 27 (FSP27)
CONCENTRATION WITH SOME
INDICATORS OF METABOLISM
LIPID AND GLUOCSE IN TYPE 2
DIABETES AT THE FIRST DIAGNOSIS
Objecttive: Fat-specific Protein 27 (FSP27)
is a protein that plays an important role in energy
balance, and a decrease in FSP27 may contribute
to fat accumulation in addition to adipose tissue
leading to insulin resistance. The objective of this
study was to investigate plasma concentrations
and associations of FSP27 with indices of lipid
and glucose metabolism in patients with type 2
diabetes at first diagnosis. Subjects and
Methods: A cross-sectional descriptive study
was performed on 98 healthy subjects (control
group) and 103 patients with type 2 diabetes at
the first diagnosis, without any treatment (patient
group). Plasma FSP27 concentration was
quantified by ELISA method. Determine the
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relationship of FSP27 concentration with
indicators  reflecting lipid and  glucose
metabolism. Results: The concentration of
FSP27 in the group with type 2 diabetes at the
first diagnosis was low compared with the
control group, the difference was not statistically
significant with p = 0.51. There was no
relationship between plasma FSP27 levels and
anthropometric indices, cholesterol TP, HDL-C,
LDL-C, glucose, HbA1C, insulin and HOMA-IR
in both the patient and control groups.
Conclusion: There was no difference in plasma
FSP27 levels in patients with type 2 diabetes at
first diagnosis compared with controls and no
relationship between plasma FSP27
concentration and lipid and glucose metabolism
indices in patients with type 2 diabetes at first
diagnosis.

Keywords: New incidence of type 2 diabetes,
FSP27.

I. DAT VAN DE

Pai thao duong 1a bénh Iy man tinh phé
bién trén toan thé gidi. Su gia tang ty 1& mac
dang bao dong da thic day nghién cau tim
hiéu co ché bénh sinh cua bénh dai théo
duong tip 2, trong d6 c6 mdi lién quan giira
chuyén hoa lipid va glucose. Cac bang chtng
khoa hoc trong thap ky gan ddy cho thay méi
quan hé nay rat phac tap, réi loan chuyén hoa
lipid khéng chi la hau qua ma con la nguyén
nhén cua rdi loan chuyén hoa glucose [1].

Viéc tim ra nhitng ddu 4n sinh hoc tham
gia diéu hoa chuyén hoa lipid va khang
insulin c6 vai trd vo cling quan trong, nhat Ia
0 bénh nhan dai thao duong tip 2. Fat-
specific Protein 27 (FSP27) con cO tén goi
khac la cell death-inducing DFFA-like
effector ¢ (CIDEC), mét loai protein lién két
Véi giot lipid dong vai tro chinh trong du trir
sinh ly cua chit béo [2]. Trong nhimg nim
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gan ddy, FSP27 duoc x4c dinh 1a chat diéu
hoa qué trinh phan giai lipid, mot thanh phan
di hoa cua qua trinh chuyén hda chit béo
cung cip ning luong cho nhu ciu trao doi
chat [3]. Nghién cau nay thuc hién nham
muc dich khao sat ndng d6 FSP27 trong
huyét twong va mdi lién quan ctua né véi cac
s6 vé chuyén hoa lipid va glucose & bénh
nhan dai thao dudng tip 2 chan doan lan dau
tai Viét Nam.

II. DSI TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru

Nghién cu md ta cit ngang duoc thuc
hién trén 98 d6i tuong 1a nguoi khoe (nhoém
ching) va 103 bénh nhan dai thao duong tip
2 chan doan 1an dau tai bénh vién quan y 103
tir 08/2021 dén 06/2022.

Nhom chang la nhiig nguoi khong bi dai
thao duong hodc tién dai thao duodng theo
tiéu chuan cua ADA 2019, BMI, huyét &p va
céc chi sb xét nghiém trong gisi han binh
thuong. Khdng c6 bénh ly khac kém theo. Co
tudi va gigi twong dong véi nhom bénh.
Nhom bénh: tudi doi > 30, dugc chan doan
dai thao duong tip 2 1an dau, chua duoc diédu
tri.

Loai khoi dbi twong nghién ctu néu bénh
nhan c6 mot trong cac yéu té sau: Bénh nhan
khong phd hop véi tiéu chuan chon. Bénh
nhan dang st dung cac thudc cé anh huong
t6i nong do glucose mau nhu: thude loi tiéu
nhém thiazid, corticoid, thudc chen béta giao
cam, thudc tranh thai cd estrogen... Bénh
nhan DTD tip 2 bi xo gan, suy than, hoi
chuang than hu, viém than bé than, nhdi mau
co tim, ung thu. Bénh nhan khong dong y
tham gia vao nghién cau.

2.2. Phuong phap nghién ciru

T4t ca cac bénh nhan déu dugc hoi bénh
vé tién sir nhu triéu tring khoi phat bénh,
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taing huyét &p, tién st st dung thudc, ...
Khéam 1am sang phét hién céc bénh ly két
hop, do chiéu cao, can nang, tinh chi s6 BMI,
do vong bung, mach, huyét 4p. Cac mau mau
duoc ldy theo mot quy trinh thong nhét.
Bénh nhan dugc yéu ciu nhin an tir 22h tdi
hém trudc dén 7h sang hom sau dé ldy mau
méu. Ong chéng dong heparin duoc st dung
dé l1dy méu phan tich cac chi sé sinh héa.
Ong chong déng EDTA dung dé lay mau xét
nghiém HbA1C va ANGPTLS3.

Cac chi sb sinh hoa dugc phan tich trén hé
théng may xét nghiém tuu dong AU5800 cua
hdng Beckman, Hoa Ky). %HbAlc dugc
dinh luong bang phuong phéap sic ky long
hiéu nang cao trén may PREMIER9210 cua
hang Trinity Biotech, Hoa Ky. Insulin huyét
trong dugc dinh lugng bang phuong phéap

Il. KET QUA NGHIEN cU'U
3.1. Pic diém ciia ddi twong nghién ctru

hoa phat quang trén hé théng may DXI 800
cua hang Beckman, Hoa Ky. FSP27 dugc
dinh lwong bang phuwong phap ELISA, su
dung bo KIT thuong mai san ¢6 cia hing
MyBioSource, Hoa Ky. Chi s khang insulin
(HOMA - IR: Homeostasis Model
Assessment insulin Resistance), dugc tinh
theo cong thuc[4]: HOMA-IR = FPG
(mmol/L) x Fasting IRl (mIU/L)/22,5.

2.3. Phan tich thong ké

Quan ly cac sb lieu bang phian mém
Microsoft Office Excel 2019. Sb liéu dugc
xu ly theo thuat todn thong ké y hoc, str dung
phan mém SPSS 22.0.

2.4. Pao dirc nghién ciru

Nghién ctru duoc théng qua ho dong dao
dac caa Hoc vién Quan y.

Dic diém cua cac dbi twong trong nghién ciru nay duoc thé hién ¢ Bang 1.
Bdng 1. Ddc diem cua doi twong nghién cau

Dic didm Nhom chirng Nhom bénh 0
: (n =98) (n =103)

Nam 59 (60,2 %) 66 (64,1%) > 0.05

Nir 39 (39,8%) 37 (35,9%) ’
Tudi (ndm) 50,71 + 6,36 52,51 £ 9,26 >0,05
Huyét ap tim thu 116,38+ 5,2 127,52 + 12,68 0,000
Huyét ap tim truong 71,22 + 6,05 79,51 + 10,37 0,000
BMI 21,58 + 0,84 23,493+1,18 0,000
Gluocse mau luc déi (mmol/l) 4,94 + 0,38 12,82 + 3,66 0,000
HbA1C (%) 4,98 + 0,36 9,76 + 2,17 0,000
Cholesterol TP (mmol/L) 4,67 £0,34 5,59 +£1,27 0,000
HDL-C (mmol/L) 1,31+£0,20 1,11+0,2 0,000
LDL-C (mmol/L) 2,22+0,21 3,47 (2,44-4,09) 0,000
Triglycerid(mmol/L) 1,18 £ 0,29 2,67 (1,54-4,21) 0,000
Insulin (mIU/L) 6,01 (4,32-6,87) 6,37 (4,67-7,92) 0,024
HOMA-IR 1,32 (0,92-1,56) 3,56 (2,51-4,6) 0,000
Ure (mmol/L) 4,79+ 1,09 5,48 + 0,83 0,000
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Creatinin (umol/L) 76,44 + 15,04 78,96 + 13,18 0,208
Aicd uric (umol/L) 317,19 + 60,16 328,61 + 61,17 0,172
GOT (U/L) 20,95 (13,98-33,88) | 23,6 (18,7-32,45) 0,002
GPT (UIL) 18,29 (18,24-23,57) | 29,3 (20,09-44,51) | 0,000
GGT (U/L) 23,02 (17,64-32,78) | 46,49 (37,36-98,56) | 0,000

Cac két qua nghién cru & Bang 1 cho thay gitra nhém ching va nhém bénh c6 su tuong
ddng vé tudi va gisi. o tudi trung binh cia nhém chang 1 50,71 + 6,36 (ndm), nhom bénh 13
52,51 + 9,26 (ndm). Nong do creatinin va acid uric khac biét khong c6 ¥ nghia thong ké giira
nhoém bénh va nhom ching. Cé sy khac biét c6 ¥ nghia thong ké ddi voi huyét ap, BMI,
glucose mau lac do6i, HbA1C, lipid mau, insulin mau luc doi, HOMA-IR, ure mau, men gan

gitta nhom bénh va nhom ching ( P< 0,05).

3.3. Nong d9 FSP27

Nong d6 FSP27 cua dbi twong nghién ctru duoc thé hién trong Bang 2
Bdng 2. So sanh nong dé FSP27 ciia déi tweng nghién crru

FSP27 (ng/L) Nhom chirng Nhém bénh P
Trung vi 250,05 282,78
Gia tri nho nhat 6,25 3,54
Gia tri 16n nhat 4887,05 3557,91 051
Ta phan vi 1 175,09 190,62 ’
T phan vi 2 250,05 282,78
T phan vi 3 472,99 501,54

Céc két qua & Bang 2 cho thiy nong do FSP27 caa nhém bénh va nhém chimng khéc biét
khoéng co ¥ nghia théng ké vai (p > 0,05).

3.3. Swr lién quan giira nong @9 FSP27 huyét twong véi cac chi sé vé chuyén hoéa lipid
va gluocse

Sy twong quan gitra ndng d6 FSP27 véi cac chi s lipid va chuyén héa glucose dugc thé
hién & Bang 3.

Bdng 3. Su twong quan giira nong dé FSP27 véi céc chi sé lipid va chuyén hoa glucose

X Nhom chirng Nhom bénh
Chi s0

r p r p
Glucose (mmol/L) -0,048 0,64 0,004 0,966
HbA1C (%) -0,001 0,966 -0,018 0,853
Insulin (mIU/mL) 0,051 0,615 -0,023 0,819
HOMA-IR 0,029 0,78 0,005 0,957
Cholesterol TP(mmol/L) -0,024 0,813 0,043 0,669
HDL-C (mmol/L) -0,009 0,928 0,03 0,761
LDL-C (mmol/L) -0,153 0,132 0,011 0,91
Triglycerid (mmol/L) -0,109 0,287 0,008 0,935
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Cac két qua & Bang 3 cho thiy cac hé sé
tuong quan gitra nong d6 FSP27 trong huyét
tuong va cac thong sd vé chuyén hoa lipid,
chuyén héa glucose gita nhém bénh va
nhém ching. O nhém bénh va nhém ching:
khong thay c6 sy lién quan gitta FSP27 véi
bat ctr chi s6 nao duoc dé cap & trén.

IV. BAN LUAN

Day 1a nghién ctru dau tién tai Viét Nam
xac dinh néng do FSP27 trong huyét tuong
cua nguoi khée manh va bénh nhan dai thao
duong tip 2 chan doan lan dau. Két qua cua
ching t6i cho thay nong d6 FSP27 trong
huyét twong ctua nhém bénh va nhoém chimng
khac biét chua c6 ¥ nghia thong ké. Khi xét
mbi twong quan giita ndng d6 FSP27 véi mot
s6 chi sé lipid huyét twong, %HbAlc,
glucose, HOMA-IR, insulin thi khéng thay
c6 mdi twong quan & ca nhém bénh va nhém
chung.

FSP27 d@6éng mot vai tro quan trong trong
viéc du trit chat béo trong mé ma, dic biét 1a
& nguoi. Co ché diéu hoa thong qua viéc thic
ddy quéa trinh luu trir sinh ly coa chat béo
trong mé md [5]. Giam noéng do FSP27 lam
suy giam tin hi¢éu insulin, Cac nghién cuu
trén té bao md cia nguoi di chung minh
rang sy suy giam FSP27 bang céach sir dung
SiRNA lam suy giam do nhay insulin va su
biéu hién qua muc cua FSP27 bao vé té bao
khoi su dé khang insulin do acid béo ty do
(FFA) gay ra [6]. Tir ddy c6 thé tién doan
rang ¢ bénh nhan dai thao duong tip 2
va/hoic rdi loan lipid méu s& c6 nong do
FSP27 thap trong huyét twong. Tuy nhién,
trong nghién ctiu caa ching toi két qua nong
do FSP27 ¢ nhom dai thao duong tip 2 chua
diéu tri khac biét khong c6 y nghia théng ké
S0 voi nguoi khoe manh. Cac nghién cau
trén thé gidi cho dén hién tai chi mai tap

trung nghién cau biéu hién cua FSP27 & md
m&. Nghién ctu xac dinh nong do FSP27
trong mau nguoi con rat han ché. Moreno va
cong su khi nghién ctu trén 80 ddi trong béo
phi cho thdy muc FSP27 trong m& ndi tang
thdp hon dang ké so voi nhitng ngudi gay
[7]. M& noi tang, dic biét 1a ¢ nhitng ddi
tuong béo phi, co lién quan dén mot sb bat
thuong bao gdm khang insulin va duoc cho
la yéu t6 chinh cua FFA vao hé théng tuan
hoan. Ngoai ra, biéu hién gen cua FSP27
trong mé m& ngi tang céd twong quan nghich
vé6i chi s6 khdi co thé, khdi lugng chat béo,
glucose luc d6i, insulin va HOMA IR & bénh
nhan béo phi, cho thiy vai trd chic ning cua
FSP27 trong béo phi va khang insulin. Mac
di c6 it mdi lién hé khac biét hon gita m&
dudi da va cac bat thuong néu trén ¢ cling
mot bénh nhan, nhung mirc 46 gen va protein
ctia FSP27 di tang 1én dang ké sau khi giam
can gitra cac bénh nhan. Phu hop vai nhitng
nghién ciu nay, cac két qua trudc dé ciing
ching minh rang muc FSP27 c6 lién quan
tich cuc véi do nhay insulin & cac ddi twong
béo phi [8]. Trong nghién ctu cua ching toi,
khi phan tich vé su lién quan giita ndng do
FSP27 trong huyét twong véi cac chi sb lipid
mau, glucose mau lac doi, HbAlc, insulin
lic d6i, HOMA-IR, ching toi chua thay moi
lien quan. C6 thé vi su khac biét nong do cua
FSP27 trong mé m& va trong huyét tuong.
Cho dén hién tai ciing chua c6 nghién cuu
danh gia, so sanh ndng do cua FSP27 trong
md m& va trong huyét twong. Vi vay trong
tuong lai co thé tién hanh thém cac nghién
ctu theo hudng nay.

V. KET LUAN

Nong d6 FSP27 huyét tuong & bénh nhan
dai thao duong tip 2 chan doan 1an dau khac
biét khong co y nghia thdng ké so véi nhom
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chting. Chua thdy méi lién quan giira nong
d6 FSP27 huyét twrong vai cac chi s phan
anh chuyén hoa lipid va glucose & bénh nhan
dai thao duong type 2 mai mac.
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Pa hinh gen cua cic gen Protein xuyén mang
loai 2 (TMPRSS2) va Protein mang kich thich
interferon loai 3 (IFITM3) di duoc nhiéu nghién
ctu chi ra ¢ lién quan dén su khéc biét vé mic
d6 nghiém trong cua cac bénh nhan COVID-19
gay ra do virus SARS-CoV-2. Trong nghién ctru
nay, chang toi tap trung vao hai da hinh don
nucleotide cua cac gen nay bao gém IFITM3
rs12252 va TMPRSS2 rs12329760. Két qua cho
thiy SNP rs12252 cua gen IFITM3 c6 lién quan
dén muc d6 nghiém trong cua bénh nhan
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COVID-19. Trong khi d6, ching t6i khong tim
thdy bat ki méi lién quan nao gira SNP
rs12329760 cua gen TMPRSS2 véi mirc do
nghiém trong cua cdc bénh nhan COVID-19
trong tat ca cac mé hinh gen.

Tar khoa: COVID-19, SARS-CoV-2, Pa hinh
don nucleotide, TMPRSS2, 1rs12329760,
IFITM3, rs12252, Mc d6 nghiém trong

SUMMARY

THE EFFECT OF IFTITM3 rs12252

AND TMPRSS2 rs12329760 TO THE

SEVERITY OF COVID-19 DISEASE

The human protein transmembrane protease
serine-type 2 (TMPRSS2) plays a key role in
SARS-CoV-2 infection, as it is required to
activate the virus’ spike protein, facilitating entry
into target cells. Meanwhile, the interferon-
induced transmembrane protein 3 (IFITM3) plays
a critical role in the adaptive and innate immune
response by preventing membrane hemifusion
between the host and viral cell cytoplasm. Recent
evidence has linked the TMPRSS2 gene and the
IFITM3 gene to the outcomes of coronavirus
disease 2019 (COVID-19). In this study, we
focus on two polymorphisms of these genes
including IFITM3 rs12252 and TMPRSS2
rs12329760. The results showed that the SNP
rs12252-C variant was associated with the
severity of COVID-19 infection. However, our
findings did not support the associations between
the TMPRSS2 rs1229760 gene polymorphism
and COVID-19 severity in any of the gene
models.

Keyword: COVID-19, SARS-CoV-2, Gene
polymorphism, TMPRSS2, rs12329760, IFITM3,
rs12252, Severity

I. DAT VAN DE
Véi tée @6 va quy mé lay nhidm 16n, bénh
viém duong hd hap cdp do chung méi cua

virus corona (COVID-19) di duoc té chuc y
té thé gi6i tuyén bd 1a dai dich vao ngay 11
thang 3 nam 2020. Nguyén nhan gy bénh
COVID-19 da dugc phan lap va dugc Xac
dinh la do mét chuang virus Corona moi,
duoc dat tén 1a virus gay hoi chiang ho hap
cap tinh nghiém trong Coronavirus-2 (SARS-
CoV-2).! Véi kha ning lay nhiém manh,
virus SARS-CoV-2 di nhanh chong lay lan
ra khap thé gigi, khién hang tram triéu nguoi
mac va hang triéu nguoi tr vong. Virus lay
truyén chi yéu qua dudong giot ban, dich tiét
duong ho hap va tiép xtc truc tiép véi duong
hd hap trén. LAm sang cua bénh rat da dang
va khac nhau giira cdc bénh nhan, c6 thé tur
khéng c6 triéu chiang hoac biéu hién triéu
chang nhe nhu sét, ho, dau dau, ngat miii dén
biéu hién céc trieu chung nang, nguy kich
nhu viém phdi, suy hd hip ning va tham chi
tr vong. Dac biét, ty Ié tir vong cao hon han
& nhom bénh nhan nang va nguy kich. Bai
vay, viéc nghién cau 1am sang té cac yéu tb
anh huong dén nguy co mic COVID-19
nghiém trong la rat can thiét, 1a co sé cho
viéc dua ra cac bién phap nhim giam thiéu
s6 ca mac COVID-19 nghiém trong, tir do
gilp giam ty 1€ tir vong cua bénh.

TMPRSS2 la mot protein  enzyme
protease xuyén mang loai II, gdm 492 acid
amin, c6 chuc nang quan trong trong qua
trinh gan va hoa mang cua virus SARS-CoV-
2. Cu thé TMPRSS2 déng vai trd nhu mot
trung gian gidp virus xam nhap vao té bao
sau khi protein S cua virus lién két vai thu
thé bé mat ACE2 c6 trén bé mit té bao co thé
cha. TMPRSS2 gilp cac tiéu don vi trong
protein S cua virus SARS-CoV-2 tach nhau
ra va day 1a diéu can thiét cho qua trinh hoa
mang va nhap bao cua phuac hop thu thé
ACE2-virus.2 IFITM3 la protein xuyén mang
loai 3, thugc ho protein khang virus cam tng

145



HOI NGHI KHOA HOC LAN THU XXV CUA HOI HOA SINH Y HOC HA NOI VA CAC TiNH PHIA BAC

interferon. Gene IFITM3 la mot gene kich
thich interferon, interferon lai dong vai tro la
hang rao bao vé dau tién cua co thé chdng lai
virus. Vi vay, gene IFITM3 dong vai tro
quan trong trong dap ang mién dich khang
lai virus SARS-CoV-2. Protein IFITM3 c6
mit cha yéu & tiéu thé va lysosome, né ngin
can sy hop nhit mot phan cia mang té bao
virus va mang té bao chu & nhiéu loai virus
€6 vo nhu cam A, Ebola, Marburg hay
SARS-CoV-2.2

Mot loat cac nghién ctru duoc tién hanh
tr dau dai dich di chi ra da hinh don
nucleotid trong gene TMPRSS2 va IFITM3
c6 lién quan dén mic do biéu hién bénh
COVID-19, trong d6 «c6 TMPRSS2
rs12329760 - mot trong nhirng SNP da duoc
bao céo c6 kha nang lam giam chirc nang cta
protein TMPRSS2 va IFITM3 rs12252 - mot
bién thé di truyén phé bién & cac quan thé
chau A. Tuy nhién c6 su khong dong nhat
giira két qua cua cac nghién ciru da duoc tién
hanh, vi vay ching toi thyc hién nghién ctu
nay trén quan thé nguoi Viét Nam véi 2 myc
tiéu: 1) Xac dinh phan bd da hinh don
nucleotid ctia gen TMPRSS2 va IFITM3 trén
bénh nhan COVID-19. 2) Panh gia mdi lién
quan gitta da hinh don nucleotid cua gen
TMPRSS2 va IFITM3 Vvé6i nguy co mac
COVID-19 nghiém trong.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

1. Péi twong nghién ciu:

Péi twong: 50 bénh nhan COVID-19 trén
18 tudi, dugc chan doan nhidm virus SARS-
CoV-2 dya vao két qua xét nghiém realtime
RT-PCR duoc chia thanh 2 nhém dua theo
“Quyét dinh 3351/QD-BYT Hudng dan chan
doan va diéu tri covid-19 ban hanh ngay
29/07/2020:
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-Nhém 1: Bénh nhan mic COVID-19
khoéng triéu ching, triéu ching 1am sang nhe,
vira. Cac bénh nhan chua dugc tiém vic xin
phong COVID-19 truge khi méc bénh.

-Nhém 2: Bénh nhan mic COVID-19
biéu hién triéu chung l1am sang ning, nguy
kich hoac tor vong. Cac bénh nhan khoéng
méic cac bénh nén 1am ting nguy co mac
COVID-19 nghiém trong, khéng béo phi,
khong mang thai véi bénh nhan ni.

Thiét bi va hoa chat sir dung: Tach chiét
DNA bing kit QlAamp BLOOD MINI,
khuyéch dai gen bang TagMan™ Universal
PCR Master Mix.

Thai gian nghién ciru: thang 7/2021 dén
thang 8/2022

Pia diém nghién ciu: Bénh vién Pa khoa
tinh Bic Giang, Bénh vién Da khoa tinh Bic
Ninh, Bénh vién qudc té Becamex Binh
Duong, Bénh vién COVID-19 Ha Noi;
Trung tdm nghién cau Gen va Protein - Dai
hoc Y Ha Noi, Bo mdn Hoéa sinh — Dai hoc Y
Ha No6i, BPon vi xét nghiém Ky thuat cao,
Bénh vién Dai hoc Y Ha Noi.

2. Phwong phap nghién cwu:

Phwong phap nghién ciu: mo ta cat
ngang

Quy trinh nghién cwu:

- DNA tong sé duoc tach chiét tir mau
méau 2ml mau chéng dong EDTA theo kit
QlAamp BLOOD MINI. St dung may
NanoDrop 2000c¢ dé do néng do DNA va d6
tinh sach dugc xac dinh thong qua ty 1€
A260/280.

- Tién hanh phan tng PCR khuéch dai
doan cac doan gen IFITM3 cO0 chita SNP
rs12252 va doan gen TMPRSS2 c¢6 chua
SNP rs12329760. Thanh phan phan (ing PCR
(thé tich 10 ul) gdom: 2ul H20, 5 pl Taq
DNA polymerase, 0,5 pl moi xudi, 0,5 pl
moi nguoc, 2 ul DNA. Chu trinh nhiét cia
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phan ang: 95°C trong 5 phut sau d6 1ap lai 35
chu ky luan nhiét: [95°C/30 gidy, 58°C/30
gidy, 72°C/30 gidy], budc tiép theo 72°C
trong 10 phit. Bao quan san pham & 4°C.

v Véi SNP rs12252 cua gen IFITM3
ching t6i sir dung cap mdi ¢6 trinh tu: Mdi
xudi: 5’- CACCACTAACAAGAT GAG
CCTT -3°; Mdi ngugc: 5°- AACAGG
GACCAG ACGACAT -3°. San phém PCR
thu dugc co kich thudc 449 bp.

v V6i  SNP  rs12329760 cua gen
TMPRSS2 chlng ti st dung cap mdi co

trinh tu: Moi Xuoi: 5’-
GAGTGAACTGTGCTGCCA -3°;  Madi
nguoc: 5°-

TGTTTCTGCTGTCTGTTACTGT -3'. San
pham PCR thu duoc c6 kich thudc 593 bp.

- bién di trén gel agarose 1,5% vai dién
thé 100V trong 30 phat dé xac dinh su c6
mat caa san pham PCR.

INl. KET QUA NGHIEN cUU

- Tinh sach san phim PCR. Xac dinh
IFITM3 SNP rs12252 va TMPRSS2 SNP
rs12329760 bing phuong phap Sanger.

3. Xirlysoliéu

Str dung phan mém phan tich SPSS 20.0
dé phan tich thdng ké. Ty 1¢ kiéu gen va alen
trong nhém nghién ciru 1 va 2 duoc so sanh
bang cach st dung kiém dinh y2 hoic test
Fisher (kiém dinh 2 phia). Tién hanh phan
tich méi lién quan cua kiéu gen véi nguy co
méc COVID-19 nghiém trong bang hdi quy
logistic da bién dé tinh ty Ié chénh (OR) Vi
khoang tin cay 95% (CI). Néu gia tri p < 0,05
dugc coi 1a c6 ¥ nghia thong ké.

4. Pao dic nghién cau

Nghién ctu da dugc Hoi dong Pao duc
truong Pai hoc Y Ha Noi chip thuan sb
546/GCN-HPDDNCYH-DHYHN.

1. Pic diém chung ciia nhém dbi tweng nghién ciru
Bdng 1. Ddac diém chung ciia nhom doi twong nghién ciru

Pic diém Nhom 1 Nhom 2 P
Gidi tinh: ~ Nam 9 (36%) 13 (52%) 0254
Nit 16 (64%) 12 (48%) ’
Tubi (ndm): 18 - 29 4 (16%) 2 (8%)
30 - 49 17 (68%) 13 (52%) 0326
50 - 64 3 (12%) 7 (28%) ’
> 65 1 (4%) 3 (12%)
Tuéi trung binh (ndm) 40,04 + 11,52 47,04 + 13,20 0,051
hang vir ARS-CoV-2
ehing ml;j:?)hﬁis = Delta

Chu thich: Nhém 1 gom cac bénh nhan COVID-19 muc do nhe, nhém 2 gém bénh nhan

nang/nguy kich/te vong

Nghién ctu tién hanh trén hai nhém: nhém 1 gom 25 bénh nhan COVID-19 mirc d6 nhe
va nhém 2 gdm 25 bénh nhan COVID-19 ning/ nguy kich/ tir vong c6 do tudi va ty 18 gioi
tinh twong wng véi nhom 1. Su khéc biét giira tudi trung binh, ciing nhu giita cac nhom tudi
va ty Ié gioi tinh giira 2 nhdm nghién ctru khong c6 ¥ nghia théng ké vai p lan luot 1 0,051;
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0,326 va 0,254. Ngoai ra, khong cé su khéc biét vé chung virus SARS-CoV-2 méc phai gitra
cac bénh nhan tham gia nghién cuu.
2. M&i lién quan giira kiéu alen, kiéu gen va nguy co mic COVID-19 nghiém trong
Bdng 2. Méi lién quan giiza SNP rs12252 ciia gen IFITM3 va nguy co mic COVID-19
nghiém treng

2 2 Nhém 1 Nhom 2
Kiéu gen, kieu alen OR (95%Cl) p
n % n %
Kiéu T 19 38 30 60 0,049 0.028*
alen C 31 62 20 40 (0,183-0,913) ’
TT 5 20 7 28
Kiéu gen TC 9 36 16 64 0,014*
ccC 11 44 2 8
TTva TT 5 20 28 0,643 0508
TC+CC | TC+CC 20 80 18 72 (0,173-2,388) '
CCva ccC 11 44 2 8 9,036 0.004*
TT+TC | TT+TC 14 56 23 92 (1,741-46,890) ’
TCva TC 9 36 16 64 0,316 0,048
TT+CC | TT+CC 16 64 9 36 (0,100-1,004) ’
*p<0.05

Két qua Bang 2 cho thay su phan bé ty 1¢ alen T va C ciing nhu cac kiéu gen TT, TC, CC
gira 2 nhém nghién ciru 12 khac biét nhau c6 ¥ nghia théng ké. Nhém mang kiéu gen CC c6
nguy co miac COVID-19 nhe cao hon nang gap khoang 9 lan, kiéu gen TC la kiéu gen lam
tang nguy co mac COVID-19 ning so véi cac nhém con lai.

Bdng 3. Méi lién quan gia SNP rs12329760 cia gen TMPRSS2 va nguy co midc
COVID-19 nghiém treng

2 2 Nhom 1 Nhom 2
Kieu gen, kieu alen . % . % OR (95%Cl) p
. A 18 36 19 38 0,018
Kiéu alen G 32 64 31 62 | (0.407-2,067) |83
AA 4 16 4 16
Kiéu gen AG 10 40 11 44 1,000
GG 11 44 10 40
AA VA AA 4 16 4 16 1,000 000
AG+GG | AG+GG | 21 84 21 84 | (0,220-4536) |
GG va GG 11 44 10 40 1,179 0778
AA+AG | AA+AG | 14 56 15 60 | (0,383-3627) |
AG va AG 10 40 11 44 0,848 0774
AA+GG | AA+GG | 15 60 14 56 | (0,276-2,611) |
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Két qua bang 3 cho thiy su phan bé ty 18
alen A va G gita 2 nhom nghién ctru khac
biét khong c6 y nghia thdng ké véi p=0,836.
Ty Ié cac kiéu gen AA, AG, GG giita 2 nhém
cling khong cé su khac biét véi p=1,000.

IV. BAN LUAN

Mot loat cAc nghién ctu tir dau dai dich
da chi ra c6 rat nhiéu yéu té khac nhau cé thé
lam ting nguy co mac bénh trim trong ¢
nhitng bénh nhan COVID-19. Nhiing yéu té
d6 bao gdm méi truong, diéu kién y té, yéu
t6 lién quan dén virus SARS-CoV-2 va
nhitng yéu t6 lién quan dén ban than ngudi
bénh (bao gébm chung toc, tudi cao, giGi nam,
bénh nén va kiéu gen).* Trong nghién cuau
nay, chiing t6i da c¢b gang tuyén chon nhiing
nguoi tham gia nghién ctu khéng co sy khac
biét vé& chung virus SARS-CoV-2 méc phai,
dong thoi khdng c6 su khac biét vé mot sd
yéu té lién quan dén ban than nguoi bénh
nhu tudi, giéi tinh va bénh nén (véi p>0,05)
dé nham han ché t6i da nhitng anh huong cua
cac yéu td nguy co nay lén két qua nghién
cuu.

Alen C cua SNP rs12252 gen IFITM3 da
duoc phat hién co lién quan dang ké téi mic
d6 nghiém trong cua bénh cum virus A
H1N1 va H7N9 & nguoi chau A va da trang.®
Mot sb nghién ctu khac vé mdi lién quan
gitta SNP nay vai bénh COVID-19 ciing da
cho thay c6 méi lién quan gitra SNP rs12252
voi mic @6 nghiém trong cua bénh.> Nhu
trong nghién ctru cua Zhang va cong su trén
nhom nguoi Trung Qudc, di quan sat thay
tan suat mang alen rs12252 C cao hon dang
ké & nhitng bénh nhan mic COVID-19 ning
(N=24) so véi nhiing bénh nhan mic
COVID-19 nhe (N=56).°> Nghién cau khac

trén quan thé nguodi Tay Ban Nha ciing chi ra
rang ngudi mang alen C cua SNP rs12252 ¢6
nguy co nhidm SARS-CoV-2 ting gip 2 lan
(N=311) so v&i nhém tham chiéu (N=440).5
Tuy nhién trong nghién ctu cua ching téi,
két qua lai cho thay alen C cua SNP rs12252
duong nhu 13 mot yéu td bao vé. Cu thé
ngudi mang kiéu gen CC c6 nguy co mic
COVID-19 nghiém trong giam 9,036 lan so
v6i nguoi mang kiéu gen TC va TT
(p=0,004). Két qua nay khong twong dong
véi nghién ctiru cua Zhang, tuy nhién lai phu
hop voi két qua cua Mills tim thay méi lién
hé gitra rs12252 mang kiéu gen CC nhay
cam véi thé cim nhe.® Sy khac biét nay c6
thé giai thich 1a do su khac biét vé cac yéu td
chung toc bén canh d6 co thé con nhiéu yéu
t6 tuong tac vé gen va moi trudng nira can
dugc tim hiéu dé l1am sang t6 su khac biét
nay. Ngoai ra, do nghién ctu caa chdng toi
hign maéi dung lai & quy mo mot nghién cau
tham do, do d6 ¢c& mau cuaa nghién ciru con
rat khiém tén. Dé cd két qua khang dinh vé
anh hudng cia alen nay can tién hanh mot
nghién ctru twong tu trén ¢ mau 16n hon.
SNP rs12329760 cua gene TMPRSS2 da
dugc nhiéu nghién ciru bao cdo nhu mot yéu
t6 biao vé khoi nguy co mic COVID-19
nghiém trong.” Piéu nay duoc ly giai do SNP
nay lam giam chic nang cua protein
TMPRSS2 - protein cé vai tro quan trong
trong qua trinh xam nhap vao trong té bao
cua virus SARS-CoV-2. Tuy nhién, mot sb
nghién ciu khéc lai cho két qua khong cé
mbi lién quan giita SNP nay véi mac do
bénh cua bénh nhan. Trong nghién cau nay,
két qua cuia chung t6i ciing chi ra khdng c6
mébi lién quan giita SNP rs12329760 cua gen
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TMPRSS2 va nguy co mic COVID-19
nghiém trong. Bo qua nhiing yéu té nhidu
khac chung t6i chua thé loai trir mot cach
tuyét d6i nhu da néu ¢ trén, didu nay mot lan
nita cho thdy, c6 thé su khac biét vé ching
toc da dan téi thay ddi cac tac dong vé mat di
truyén.

V. KET LUAN

Cac c4 thé mang alen C cua SNP rs12252
it c6 nguy co mac COVID-19 nghiém trong
hon cac ca thé khéng mang alen nay voi
p<0,05. C4 thé mang kiéu gen CC c6 nguy
co mac COVID-19 nghiém trong giam 9,036
lan so v&i ngudi mang kiéu gen TC va TT
Vi p=0,004.

Nghién ctru caa chung t6i ciing dong thoi
cho thidy, SNP rs12329760 cua gene
TMPRSS2 khéng c6 lién quan véi mac do
bénh cua bénh nhan COVID-19.
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MOI TUO'NG QUAN GI(rA CAC PROTEIN DINH DUONG VO
MOT SO CHI SO PANH GIA NGUY CO' NHIEM TRUNG CUA
BENH NHAN NAM VIEN TAI KHOA HSTC BENH VIEN E

Han Minh Thiy?, Nguyén Kim Chung?, Tran Thanh Van?
Vii Thi Dwong Liéu?, Nguy&n Thi Binh Minh2, Tran Minh Hiéu3

TOM TAT

Muc tiéu: Khao sat tinh trang cac protein
dinh dudng: Albumin, prealbumin, protein toan
phan huyét trong cua bénh nhan tai khoa hdi sirc
tich cuc (HSTC) va tim mdi tuong quan giira cac
protein dinh dudng véi mot s chi sé danh gia
nguy co nhiém tring. Poi twong va phuwong
phap: Nghién ciru hdi cau két hop tién cau, mo
ta, cat ngang trén 122 bénh nhan nim vién tai
khoa HSTC — Bénh vién E tir thang 1/2022 dén
thang 6 nam 2022. Két qua: Trong s6 122 bénh
nhéan, ¢6 77 nam (63,1%), 45 nit (36,9%), ty I¢
nam: nir = 1,7:1, tudi trung binh 68,48 + 17,76
(16-99 tudi). Ty & bénh 1y thuong gap nhat 1a
viém phdi (70,49%), séc nhiém khuén (35,26%),
chan thuong so ndo (16,39%). Thoi gian nam
vién diéu tri trung binh 21,77 + 18,36 ngay.
Nong d6 albumin, prealbumin, protein toan phan
huyét tuong trung binh 1an luot 1a 30,49 + 6,66
g/l ; 0,13 + 0,092 g/l; 60,39 + 9,82 g/l. Ty I& giam
albumin, protein huyét twong 13 77,9% va 46,3%.
Ty 1€ giam prealbumin nang, c6 nguy co suy dinh
dudng cao, chiém 48,4%. Céac protein dinh
dudng tuong quan nghich muc d6 yéu co y nghia
théng ké (p<0,05) vai chi sé procalcitonin, hé sé
twong quan: prealbumin (r = -0.234, p=0,001),

YTweong Pai hoe Y Duoe, Pai hoc Quac Gia Ha Ngi.
2Khoa Hoa sinh , Bénh vién E

3Khoa Héi suc tich cuc-Bénh vién E

Chiu trach nhiém chinh: Han Minh Thay

Email: hanminhthuy@gmail.com

Ngay nhan bai: 20.9.2022

Ngay phan bién khoa hoc: 23.9.2022

Ngay duyét bai: 24.9.2022

albumin (r = -0,293, p=0,01), (r = -0,251,
p=0,006). Trong 37 bénh nhan c6 két qua IL-6,
IL-6 c6 mdi twong quan nghich muc do vira voi
albumin (r = -0,512, p=0,001), protein toan phan
(r = -0,487, p=0,002). Prealbumin c6 twong quan
v6i IL-6 tuy nhién muc do yéu va chua c6 ¥
nghia théng ké (r = -0,251, p=0,134). Két luan:
Nong d6 albumin, prealbumin, protein toan phan
huyét twong caa bénh nhan nim vién trung binh
lan luot 12 30,49 + 6,66 g/l, 0,13 + 0,092 g/l,
60,39 + 9,82 g/l. Cac protein dinh dudng déu cé
méi tuong quan nghich véi mot s chi s6 nguy co
nhiém trung nhu: procalcitonin, IL-6.

Tir khoa: Proetin dinh dudng, nhiém tring,
prealbumin, procalcitonin.

SUMMARY

THE CORRELATION BETWEEN
NUTRITION PROTEINS AND SOME
INDICATORS FOR ASSESSING
INFECTION RISK OF
HOSPITALIZED PATIENTS AT THE
INTENSIVE CARE UNIT OF E
HOSPITAL

Objectives: To investigate the status of
nutrition proteins: albumin, prealbumin, total
plasma protein of patients at the ICU and find the
correlation between nutritional proteins with
some indicators of infection risk. Subjects and
methods: A retrospective combined prospective,
descriptive, cross-sectional study was performed
on 122 hospitalized patients at ICU, E Hospital
from January 2022 to June 2022. Result: Out of
122 patients, there were 77 men (63,1%), 45
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women (36,9%), giving a male to female ratio of
1,7:1, mean age 68,48 + 17,76 (range from 16 to
99 years old). The most common disease rates
were pneumonia (70,49 %), septic shock
(35,26%), traumatic Brain Injury (16,39%). The
average length of stay in hospital was 21,77 +
18,36 days. The average plasma albumin,
prealbumin, and total protein concentrations were
30,49 + 6,66 g/l ; 0,13 + 0,092 g/l; 60,39 + 9,82
o/l, respectively. The rate of reduction of
albumin, plasma protein was 77.9% and 46,3%.
The rate of severe prealbumin reduction, with a
high risk of malnutrition, accounted for 48,4%.
Nutrition proteins were negatively correlated
with statistical significance (p<0.05) with
procalcitonin index, include: prealbumin (r = -
0,234, p = 0,001), albumin (r = -0,293), p=0,01),
(r = -0,251, p=0,006). In 37 patients with IL-6
results, IL-6 had a moderately negative
correlation with albumin (r = -0,512, p = 0,001)
and total protein (r = -0.487, p = 0,002).
Prealbumin had a correlation with IL-6, but the
level was weak and not statistically significant (r
= -0,251, p=0,134). Conclusion: The average
plasma albumin, prealbumin, and total protein
concentrations of hospitalized patients were
30,49 + 6,66 g/l, 0,13 £ 0.092 g/, 60,39 + 9,82
g/l, respectively. Nutrition proteins had a
negative correlation with some infection risk
indicators such as: procalcitonin, IL-6.
Keywords: nutrition  proteins,
prealbumin, procalcitonin.

infection,

I. DAT VAN DE

Theo Hiép hoi dinh dudng lam sang va
chuyén hoa Chau Au (EPSEN) suy dinh
duong lién quan bénh ly Ia tinh trang thuong
gap ¢ bénh nhan noéi tra, dac biét la bénh
nhan mac bénh man tinh va bénh nhan ning
diéu tri tai khoa hdi suc tich cuc (HSTC) do
tinh trang bénh ly lam tang cuong qua trinh
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di héa cac chat dinh dudng, dién hinh 1a
protein va ting nhu cau vé ning lugng[1]. O
Viét Nam, c4c nghién ctu cho thay ty 1& 1on
hon, 1én td1 77% nhu nghién ctu tai khoa
than nhan tao, bénh vién Bach Mai[2]. Suy
dinh dudng goép phan 1am ning mic d6 bénh,
giam kha niang phuc hoi sau bénh, kéo dai
thoi gian nam vién, gay tang chi phi diéu tri
tham chi dan tsi ting ty 1é tr vong. Mot
trong cac yéu t6 gay ra hau qua trén do 1a co
ché twong tac hai chiéu giita suy dinh dudng
va nhiém triing.

Suy dinh dudng lam ting dang ké tinh
nhay cam va muc do nghiém trong cua cac
bénh nhidm tring do su suy giam hé thdng
mién dich, dac biét 1a mién dich qua trung
gian té bao véi su teo di cua cac md
lympho[3]. Kha nang nhiém khuan bénh vién
gap ¢ bénh nhan suy dinh dudng protein,
ning lugng la rat cao, kém theo céc yéu t6
nguy co nhiém tring cua bénh nhan ning
nhu thd may dai ngay, & dong dich tiét, loét
do ty dé...tao diéu kién thuan loi dé nhiém
tring phat trién. Nguoc lai, trong qué trinh
viém, nhiém tring, co thé kich hoat dap tng
viém hé thong, san xuat cac protein pha cip
va cac chat trung gian héa hoc, giam tong
hop céc protein huyét twong lam tram trong
thém tinh trang thiéu hut dinh dudng. Céc
protein gan hién nay cling dang duoc coi la
diu an danh gia nguy co suy dinh dudng Iam
sang két hop voi cac bang kiém dinh dudng.
Nhu vay, viéc tim hiéu méi quan hé giira tinh
trang nhiém tring va su thay d6i nong do cua
cac protein dinh dudng S€ giup bac si co su
danh gia chinh xac hon vé mirc d6 thiéu hut
dinh dudng & bénh nhan cé nhiém tring
ciing nhu anh hudng cua tinh trang viém
nhiém dén sy suy giam protein. Do d6, nhom
nghién cau thuc hién dé tai “Khdo sat mai
twong quan gitta protein dinh duong voi mot
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s6 chi sé danh gid nguy co nhiém tring cua
bénh nhan nam vién tai khoa HSTC bénh
vién E” va&i 2 muc tiéu: Khdo sat tinh trang
cac  protein  dinh  dwong:  Albumin,
Prealbumin, protein toan phdn huyét firong
cua bénh nhan tai khoa HSTC va DPanh gia
Méi tiwong quan gitka cdc protein dinh dwéng
V6i mét so chi s6 ddanh gid nguy co nhiém
trung cua bénh nhan.

II. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

1. Péi twgng nghién ciu:

Cac bénh nhan diéu tri tai khoa Hoi stc
tich cuc bénh vién E thoa mén :

eTiéu chudn lwa chen: Bénh nhan c6
thoi gian nam vién diéu tri tai khoa HSTC tur
5 ngay tro 1én. Lua chon khoang thoi gian 5
ngay duya trén khuyén cdo caa Hiép hoi dinh
dudng duong tiéu hoa va ngoai tiéu héa Hoa
Ky - ASPEN (bénh nhéan cd syt giam dinh

Il. KET QUA NGHIEN cU'U

dudng dang ké sau 5 ngay khong duoc dap
{mg du nhu cau dinh dudng)

e Tiéu chudn logi trir:

- Bénh nhan dudi 18 tudi do khac bigt vé
khoang tham chiéu cua cac chi sb xét nghiém

- Bénh nhan xuit vién, chuyén khoa, tur
vong trudc 5 ngay

- Bénh nhan duoc truyén Albumin nudi
dudng trong vong 14 ngay trudc khi chon
vao nghién ctu

2. Phwong phap nghién ciu: Thiét ké
nghién ctu: M@ ta cat ngang, tién cau két
hop hdi cau. Chon mau: Chon mau thuan
tién. Thoi gian nghién ciru: thang 1/2022 dén
thang 6/2022. Phan tich mau: Mau mau sau
khi cta bénh nhan duoc thu thap s€ ly tam
véi tbe do 3500v/5 phit va phan tich trén
may Beckman Coulter AU5800 va Roche
Cobas 6000. Phan tich sé liéu: Céc sé liéu
dugc phan tich trén phan mém SPSS 20.0.

3.1. Pic diém chung nhom bénh nhan nghién ciu:
Bdng 3.1.1. Pdc diém vé tugi va gidi ciia déi trong nghién ciru

Pic diém ﬂ Mean + SD Min | Max
Tong Nam (n =77) Nir (n=45)
Tudi (ndm) 68,48 + 17,76 65 + 19,48 74,38 12,5 16 99
Giagi (%) 100 63,1 36,9

Do tudi tham gia nghién ctiu & nhém tudi khé cao véi trung binh 13 68,48 tudi, cao nhat 1a
99 tudi, trong d6 tudi trung binh & nit cao hon & nam véi 74,38 + 12,5 so véi 65 + 19,48. Ty
1& nam gidi (63,1%) nam vién cao hon nit (36,9%), chénh léch nam: nix = 1,7:1.

Bdng 3.1.2. Phan bé bénh nhan theo tinh trgng bénh Iy

Bénh ly S6 lwong Ty 18 (%)
Viém phoi 86 70,49
Séc¢ nhidm khuan/Nhiém khuan huyét 43 35,26
Chan thuong so ndo 20 16,39
Da chan thuong 17 13,93
Sau phau thuat 36 29,5
Dot quy 11 9,02
Ngo doc 6 6
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Nhom bénh nhan nghién ciru diéu tri tai khoa HSTC chu yéu 1a nhém bénh nhiém tring:
Viém phdi (70,49%) va séc nhidm khuan trén nén nhiém khuan huyét (35,26%), sau do 1a
bénh ly chan thuong.

Bdng 3.1.3. Pdc diém vé théi gian nam vign
Pic diém Tong Min Max Mean + SD
S6 ngay diéu tri (ngay) 122 5 126 21,77 + 18,36
Trong 122 bénh nhan, thoi gian nam diéu tri tai khoa HSTC khé dai, trung binh 21,77 +
18,36 ngay, cao nhat 1a 126 ngay.
3.2. Pic diém vé protein dinh dudng:
Bdng 3.2.1. Pdc diém chung Vé néng dé protein dinh dwong

Protein Tong Min Max Mean + SD
Albumin (g/l) 122 14,4 46,1 30,49 + 6,66
Prealbumin (g/l) 122 0,01 0,41 0,13 +0,092
Protein toan phan (g/l) 121 37,7 83,7 60,49 +9,82

Nhom bénh nhan nghién ctiru ¢6 nong do albumin va prealbumin lan luot 1a 30,49 + 6,66
(9/1) va 0,13 + 0,092 (g/l), thap hon so voi khoang tham chiéu. Nong do protein toan phan
huyét tuong thay d6i khong déang ké so véi binh thuong.

Bdng 3.2.2. Phan bé bénh nhan theo mike dg giam ciia prealbumin

. Giai tinh <
Prealbumin - Tong p
Nam (n =77) Nir (n = 45)

C6 nguy co suy dinh 0 0 0

dudng cao (<0.1g/l) 32 (54,27%) 27 (45,78%) 59 (48,4%)

C6 nguy co suy dinh 0 0 0 0,148
dudng nhe (0,1-0,2 g/l) 25 (65,78%) 13 (34,22%) 38 (31,1%)
Binh thuong (>0,2 g/l) 19 (76%) 6 (33%) 25 (20,5%)

Ty Ié giam prealbumin ning, c6 nguy co suy dinh dudng cao, chiém 48,4%, nguy co suy
dinh dudng nhe 31,1%.Trong d6 nam gigi chiém 54,27%, nir giéi chiém 45,78%. Sy khéc
biét khong c6 ¥ nghia thong ké ¢ 2 gidi.

Bdng 3.2.3. Phan bé bénh nhan theo albumin va protein toan phan

. Giai
Protein Téng 0
Albumin Nam (n =77) Nir (n = 45)
Giam (<35 g/l) 58 (61,05%) 37 (38,95%) 95 (77,9%) 0.505
Binh thuong (>35 g/l) 18 (66,6%) 9 (33,4%) 27 (21,2%) '
Protein toan phan
Giam (<60g/1) 33 (58,93%) 23 (41,07%) 56 (46,3%) 0.521
Binh thuong (60-80 g/l) 42 (64,61%) 23 (35,39%) 65 (53,7%) '
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Ty lé giam albumin, protein huyét twong 13 77,9% va 46,3%. Su khac biét khong co y
nghia thong ké ¢ 2 gidi.

3.3. Méi twong quan giira protein dinh dwéng va mot sé chi sé6 danh gia nguy co
nhiém trang:

Bdng 3.3.1. Twong quan ciia protein dinh dwong Véi chi sé nguy co nhiém triing

o 3 Bach cau Procalcitonin IL-6
Protein dinh duwdong :
r P r p r P
Prealbumin (g/I) 0,03 0,744 -0,234 0,001 -0,251 0,134
Albumin (g/l) 0,074 0,405 -0,283 0,01 -0,512 0,001
Protein toan phan (g/l) 0,082 0,374 -0,251 0,006 -0,487 0,002

T bang trén cho thay mdi tuong quan
giita cac chi sé protein dinh dudng va bach
cau rat thap, khong co ¥ nghia théng ké. Co
mbi twong quan nghich mirc d6 yéu giira cac
chi s6 protein dinh dudng va Procalcitonin
v6i chi s6 r lan luot 12 -0,234; -0,283; -0,251,
mdi tuong quan déu co y nghia thong ké.
Trong 37 bénh nhén co két qua IL-6, IL-6 c6
mbi twong quan nghich mac do vira voi
albumin (r = -0,512, p=0,001), protein toan
phan (r = -0,487, p=0,002). Prealbumin c6
tuong quan vai IL-6 tuy nhién muc do yéu
va chua co6 y nghia théng ké (r =-0,251,
p=0,134).

IV. BAN LUAN

Trong thoi gian nghién cau tir thang
1/2022 dén thang 6/2022, nhém nghién ctu
thu thap dugc 122 truong hop bénh théa mén
du diéu kién lya chon vao nghién ciu. Pa sé
bénh nhan nghién ctu cé tudi doi cao, trung
binh la trén 60 tudi (68,48 + 17,76), Voi
ngudi cao tudi nhat 1a 99 tudi. Pay ciing 1a
nhom déi twong d& bi anh hudng bai trinh
trang suy dinh dudng bénh ly va nhiém
trung. Két qua nay tuong duong véi nghién
ctu ciia Nguyén Thi Thu tai khoa hdi stc

truyén nhiém tai bénh vién 108[4]. S6 bénh
nhan nam trong nghién cau la 77/122 chiém
63,1%, nir gioi chiém 36,9%, ty & nam: nix
trong nghién cau cua chdng téi la 1,7:1, gap
& nam nhiéu hon nit. Vé dic diém bénh 1y,
nhém bénh nhan nghién ciru diéu tri tai khoa
HSTC chii yéu 1a nhém bénh nhiém tring:
Viém phoi (70,49%) va séc nhiém khuan
trén nén nhiém khuan huyét (35,26%), sau d6
la bénh 1y chan thuong (chn thuong so ndo
16,39%, da chan thuong (13,93%). Trong do,
nhiéu ddi twong c6 bénh 1y kém theo 1a dai
thao duong va ting huyét ap két hop véi tinh
trang tudi cao, khién cho cac bénh ly lién
quan dén nhiém trung chiém ty 1& Ion. Vi
vy, thoi gian nam diéu tri noi trd tai bénh
vién kha dai, 21,77 + 18,36 ngay, diéu tri lau
nhat 1a 126 ngay. Piéu ndy phu hop Véi su
phan bb vé tudi va bénh ly cia nhom doi
tugng nghién cru.

Ngoai cac chi s6 nhan tric hoc vé dinh
dudng nhu chi sé khéi BMI, chu vi vong
canh tay,..., cac chi so hoa sinh ciing gop
phan phan anh tinh trang dinh dudng cua
bénh nhén, dic biét nhém bénh nhén diéu tri
noi trd & vién do sy kiém soét chat ché hon
vé ché do an va dich truyén dinh dudng. Cac
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protein gan dang duoc coi 1a ddu 4n danh gia
nguy co suy dinh dudng lam sang két hop
V6i cac bang kiém dinh dudng nhim muc
dich theo d&i va can thiép dinh dudng. Nong
d6 albumin va prealbumin trong nghién cuu
lin Tuot 12 30,49 + 6,66 (g/l) va 0,13 + 0,092
(9/1), thip hon so véi khoang tham chiéu.
Nong d6 protein toan phan huyét tuong thay
d6i khong dang ké so véi binh thuong. Ty 1é
giam albumin, protein huyét twong 1a 77,9%
va 46,3%. Két qua nay co su chénh léch so
Vvé6i cac nghién cau khac, cu thé nghién cau
ctia Atrash hdi ctiu trén 247 bénh nhan nhap
HSTC do cac bénh ly khac nhau thay rang
muc albumin thap nhat khi nhap vién la 8g/l
va cao nhat la 43g/ 1. Ty 1& giam albumin
mau la 93,9% khi nhap vién va 99,4% sau 48
gio[5]. Theo Bui Thi Thanh Ha khao st tai
Trung thm HSTC — chéng doc Bach Mai c6
45,2% céc bénh nhan giam albumin mau[6].
Sy khac nhau nay c6 thé giai thich do su
khéc biét vé do I6n cua quan thé nghién cuau,
diéu kién cham soc tai khoa va bénh Iy kém
theo cua ddi twong nghién ciu. Bén canh do,
ty 1é€ giam protein 1a 46,3%, vi protein toan
phan 13 dai luong tong hop gdm nhiéu thanh
phan protein do d6 it c6 sy thay doi lon vé
protein toan phan va mat thoi gian dai quan
sat. Nguoc lai, véi dic diém thoi gian ban
hity ngan, prealbumin cho thiy wu diém hon
khi duoc st dung dé khao sét tinh trang dinh
duong. Trong nhdm nghién cau, ty I¢ giam
prealbumin nang, c6 nguy co suy dinh dudng
cao, chiém 48,4%, nguy co suy dinh dudng
nhe 31,1%. Nhu vay ty | giam prealbumin
la 79,5%. Ty l¢ trén kha cao so véi mot sb
nghién ctru nhu: Bui Thi Thanh Ha (63%),
Devoto  (60%), Malcom Robinson
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(50,6%)[7],[8]. V&i d6i tuwong nghién cau
chu yén 13 nguoi cao tudi cé nhiéu bénh Iy
kém theo dan téi ty I¢ giam prealbumin cua
nghién ctru cao hom so vdi cac nghién cuu
khéc.

Trong nhom ddi twong nghién ciru, budc
dau da tim thdy méi twong quan giira sy giam
protein dinh dudng nhu: prealbumin,
albumin, protein toan phan va cac chi sb chi
diém cho sy nhidm tring hoic dap tng viém
hé thong cua co thé. Phan 16n cac mbi tuong
quan la twong quan nghich gitra cac protein
véi Procalcitonin, bach cau va IL-6. Trong
d6, prealbumin c6 hé s6 twong quan r = -
0.234, mang y nghia théng ké p=0,001,
albumin (r = -0,293, p=0,01), protein toan
phan (r = -0,251, p=0,006) véi Procalcitonin.
Trong 37 bénh nhén c6 két qua IL-6, IL-6 cO
mbi twong quan nghich mac do vira voi
albumin (r = -0,512, p=0,001), protein toan
phan (r = -0,487, p=0,002). Prealbumin c6
tuong quan véi IL-6 tuy nhién mac do yéu
va chua co6 y nghia théng ké (r =-0,251,
p=0,134). Ddi voi bach cau, mbi twong quan
VGi cac protein khong dang ké. Mot sd
nghién cau trén thé gisi ciing dang quan tam
dén van dé lién hé mat thiét gitra dinh dudng
va nhiém tring ndy & cac bénh ly don 1é:
bénh Iy than cap tinh, dot quy thiéu mau,
nhiém khuan huyét.... Pa phan thiy rang,
trong trang thai nhiém tring, co thé tiéu tén
ning luong va protein dé dap ung véi trinh
trang viém nhiém dan t&i cd su suy giam
nong do protein huyét twong. Nguoc lai, dbi
v6i bénh nhan dang ton tai tinh trang thiéu
hut vé dinh dudng, nguy co nhidm tring rat
dé xay ra. Mac du trong nghién ciu ¢ day,
cac mdi tuong quan chua chit ché& do cd
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nhiéu yéu t6 nhiu gay anh huéng dén nong
do protein nhu: tinh trang phu, & dich, rbi
loan dién giai, bénh ly than gay that thoat
protein... nhung di cung cip co so cho gia
thuyét c6 mdi twong quan giira tinh trang
giam protein véi cac chi sb dap tng viém
nhiém, giup bac si lam sang nhin nhan toan
dién hon sy suy dinh dudng protien nang
lugng va mirc dd nhiém tring cua bénh nhan.

V. KET LUAN

Nong do albumin, prealbumin, protein
toan phan huyét twong cua bénh nhan nam
vién trung binh lan luot 12 30,49 + 6,66 g/l,
0,13 + 0,092 ¢/l, 60,39 + 9,82 g/l. Céac
protein dinh dudng déu c6 mdi twong quan
nghich véi mot s6 chi s nguy co nhiém
trung nhu: procalcitonin, IL-6.
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SO SANH TUONG PONG VE KET QUA SOI CAN NU'O'C TIEU TREN
HE THONG MAY TU PONG VA BANG KiNH HIEN VI THU CONG

Lé Hoang Bich Nga?!, Nguyén Quynh Huwong! va Nguyén Thi Ngoc Lan®.

TOM TAT

Danh gia su twong dong két qua xét nghiém tur
hai hay nhiéu phuong phap thuc hién clng xét
nghiém 1a cong viéc can thiét d¢ dam bao chat
lwong xét nghiém, gitp cung cap cac két qua xét
nghiém chinh xéc, tin cay cho chan doan va diéu
tri. Muc tiéu nghién ciu: “Panh gia d¢ tuong
ddng két qua soi can gitta may tiéu tu dong Voi
phuong phap thi cong bang kinh hién vi quang
hoc tai Bénh vién Dai hoc Y Ha Noi”. Pdi tugng
va phwong phap nghién ctu: 101 mau nuéc
tiéu tir cac bénh nhan cé chi dinh xét nghiém can
nuéc tiéu tai bénh vién duoc thu thap va tién
hanh xét nghiém dong thoi bang hai phuong
phap soi cin nudc tiéu thu cdng va trén may soi
can ty dong. Két qua thu dugc duoc xu 1y va so
sénh bang ty 1& twong ddng (Concordance rate)
va hé sé trong dong Weighted Kappa. Két qua:
Ty 1é twong dong (Concordance rate) cao & tat ca
cac chi sé nghién ctru, hé s6 Weighted Kappa chi
dao dong & muc do trung binh kha véi diém
Kappa cao nhit ¢ chi s Calci oxalat (0,67), sau
d6 1a hdng cau (0,55) va bach cau (0,50), diém
Weighted Kappa thip di v6i biéu md vay (0,42)
va kém nhat 1 tru bénh (0,25).

Tir khod: Xét nghiém cin nudc tiéu, so sanh
tuong ddng, xét nghiém can nudéc tiéu tha cong,
maéy phan tich nudc tiéu ty dong.
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SUMMARY

THE COMPARISON OF URINE

SEDIMENTS RESULTS USING

AUTOMATIC ANALYZER AND

MICROSCOPY
The comparison of methods experiment is
critical for assessing the systematic errors that
occur with real patient specimens, the agreement
of the instruments and ensure the quality within
one laboratory. Methods: 101 urine samples
from patients with indications for urine sediment
testing at the hospital were collected and tested
simultaneously by two methods of manual and
machine-based  urine  sediment  analysis.
automatic descaling. The obtained results are
processed and compared by the similarity rate
(Concordance rate) and the similarity coefficient
Weighted Kappa. Results: Concordance rate are
good in all researched indexes, the Weighted
Kappa coefficient fluctuated only at a fairly
average level with the highest Kappa score in the
Calcium oxalate index (0,67). followed by
erythrocytes (0,55) and white blood cells (0,50),
low Weighted Kappa score for sguamous
epithelium (0,42) and worst for cast (0,25).
Keywords: Urine sediment test, similarity

comparison, manual urine sediment test,
automatic urinalysis machine.

I. DAT VAN DE

Trong nudc tiéu ¢ nhirng thanh phan hiru
hinh duoc tao thanh trong qué trinh chuyén
hoa hay bénh 1y va dugc dao thai qua than ra
nuéc tiéu. Xét nghiém soi cian nuéc tiéu dé
tim cac thanh phan hitu hinh trong nuéc tiéu
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nhu: hdng cau, bach cau, té bao biéu mo, cac
loai tru hinh, tinh thé. Khi dé ling cin nudc
tiéu, nhitng thanh phan dé tap trung lai, co
thé phat hién bang cach xét nghiém ling can
nuéc tiéu dudi kinh hién vi. Xét nghiém can
ling nudéc tiéu dugc thuc hién nham kiém tra
bénh hoic nhiém trung dudng tiéu.

Phan tich can nudce tiéu truyén théng bang
phuong phap tha cdng chu yéu duogc sir dung
trong cac phong xét nghiém hod sinh cua da
s cac bénh vién hién nay. Tuy nhién, viéc
kiém tra bang kinh hién vi thi cong thuong
khong chinh xac, kho dugc chuan hod, két
qua phu thudc vao rat nhiéu yéu té chu quan,
doi hoi d6i ngh ky thuat vién xét nghiém
nhiéu kinh nghiém.

May phan tich can nudc tiéu ty dong duoc
thuc hién trong cac phong xét nghiém lon, ¢
s6 mau nhiéu, ddng thoi chuan hoa phuong
phép va ting kha ning phat hién cac can liang
bat thuong, cling nhu ting do nhay cua
phuong phap. Tuy nhién, phong xét nghiém
khi chuyén dbi tir phuong phap soi cin bang
kinh hién vi thu céng sang hé théng ty dong
can danh gia tuong dong két qua xét nghiém
gitra hai phuong phap trude khi dua vao su
dung, nham tranh nhiing sai léch bat thuong
cua két qua xét nghiém.

Céc sb lidu dugc xir Iy va phan tich danh
gia d6 twong dong két qua gitra 2 phuong
phép theo hai thuat toan: Ty I& twong ddng
két qua (Concordance rate %) va gia tri
Kappa c6 trong s6 (Weighted Kappa)[1]. Ty
I& twong ddng két qua danh gia duoc ti 18
phan tram sé két qua tuong dong giira hai
phuong phap trén tong sé két qua thu thap
dugc bang céc l1ap bang tung cap vé tung
thanh phan can nudc tiéu géom tén thong sb
va cac dai két qua cua thdng sé do, thu thap
va théng ké sb luong mau cd két qua gidng

va khac nhau & 2 phuong phap va dién vao 6
twong ng. Ty Ié twong dong duoc thé hién
du6i dang ty 1& twong dong (%) va ty 1&
twong ddng trong khoang chénh léch phan
loai + 1 don vi khoang chia cua két qua (%).
bay la phuong phap danh gia khai quat,
khong loai trir cac trudng hop twong ddng
ngau nhién. Bong Y ngau nhién 1a truong
hop, khi d6, tap hop céc két qua duong tinh
(cling nhu am tinh) cia phuong phap A giao
Véi tap hop cac két qua duong tinh (ciing nhu
4m tinh) ctia phuong phap B mot cach ngau
nhién theo xac suat [2]. Théng k& Kappa
(hoac théng ké Kappa cua Cohen)[3], la
phuong phap phan loai chéo cua hai bién xac
dinh trong dir liéu so sanh theo cap [4].

Panh gia twong dong khi sir dung hé sé
tuong ddng Kappa gan vai trong sé co thé
biéu dién duoc cac mic do twong dong khac
nhau. Kappa c6 thé thap mic du c6 mutc do
tuong dong cao vé tong sé mau. Két hop chi
s6 Kappa co trong sb véi ty 1& twong ddng
Concordance rate c6 thé nhan biét duoc giira
hai phuwong phap co ti 1¢ twong dong cao co
phai do ngau nhién hay la that sy twong ddng

2.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

101 mau nuéc tiéu bénh nhan c¢é chi dinh
soi cin nudc tiéu. Cac mau duoc thu thap
trong cac ong nghiém khéng cé chat bao
quan va dugc phén tich trong vong 2 gio tur
thoi diém thu thap mau.

2.2. Thoi gian va dia diém nghién ciu

Pia diém, thoi gian nghién ctu: Khoa xét
nghiém, Bénh vién DPai hoc Y Ha Noi, tur
thang 07/2021 — 11/2021.
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2.3. Cic chi s6 nghién citu
Nhom nghién ctru thuc hién so sanh trén
10 chi so soi can nudc tiéu la:

1. Hong cau 6.
Tricalciphotphat

2. Bach cau 7. Uric acid

3. Biéu md vay 8. Tru Hyalin

4. Biéumo éngthan | 9. Trubénh

5. Calci oxalat 10. Tinh trung

Két qua dugc danh gia su twong dong
bang Ty Ié tuong dong, va chi sé Kappa co
trong sb (Kw) nhur sau:

- Ty Ié twong ddng dugc tinh theo cong
thuc:

T 1é tuong dong = Concordance rate (%)
s0 leomg ce cép tuong dong

" 56 homg ciccip tuong ding + khing tuong ding
- Hé sd Cohen’s Kappa dugc tinh toan
dua vao Gia tri dong thuan quan sat dwogc
giita cac bién danh gia (Po. tong ty ¢ tuong
dong) véi xéac suat gia dinh cia kha ning
dong thuan ngau nhién (Pe).

Twong dong thwe tai PO -Pe
Kappa = . =
Twong ding tiém an 1-Pe
1- PO
=1- 1-Pe

- Kappa c6 trong sé (Weighted Kappa —
Kw), 1a thuat toan xem xét dén khoang chénh
léch vé két qua trong cling 1 mau bénh pham:
Cac két qua co khoang chénh léch cang 16n
gilta 2 phuong phép thi trong sd cang cao,
cac két qua twong dong co trong sb bang
0[5]:

_ Lj 1"'l'rz'_;l'F'-'z'_;l'

K, =1
b W, €

1] Wij=ij
Trong do: pijla xé4c suit quan sat
duoc, ejj = pi qj 12 Xac suat mong doi va wij 1a
trong sb (V&i wji = wij).
- Panh gia mirc d twong dong theo chi sb
Weighted Kappa nhu sau:
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Hé sé6 Weighted Mitc do twong
Kappa dong
Tuong déng ngau
0 A
nhién
<0,2 Thap
02-04 Duéi trung binh
0.4-0.6 Trung binh
0.6 -0.8 Tot
>0.8 Xuét sic
1 Tuong dong hoan
toan

2.4. Quy trinh nghién ctu

- Lay va xa ly mau: Mau nudéc tiéu ngau
nhién cta bénh nhan dwgc dung trong dng
10ml va 5ml véi mdi bénh nhan, day du
théng tin va ma code.

Tién hanh xét nghiém dong thoi va doc
lap bai ky thuat vién bang phuong phap thu
cdng va may tu dong trong thoi gian tdi da 2
gio.

- Phan tich can bang phwong phap thu
cbng:

Xét nghiém duogc thuc hién doc 1ap bai 2
ky thuat vién cé kinh nghiém phén tich can
nuéc tiéu. Ong bénh pham 5ml s& duoc ly
tam 2000v/p trong 2p, d6 bo dich ndi sau do
dan can trén lam kinh, soi duéi kinh hién vi
quang hoc, vat kinh 10x. Ky thuat vién dinh
danh té bao, can, dém va phan loai vao cac
muc ban dinh luong.

- Phén tich can trén may tu dong:

Phan tich can trén may nuéc tiéu ty dong
Erba Laura XL v&i nguyén ly xét nghiém cua
may la nhan dién va dinh danh té bao bang
hinh anh, két qua phan tich sé luong cac té
bao can dugc tra dudi dang ban dinh lugng.
Mau bénh pham 10ml dugc tron déu, hut mot
lwgng thé tich nhat dinh va dan déu trén vi
truong.


https://www.real-statistics.com/wp-content/uploads/2013/12/image9208.png
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- Két qua tir hai phuong phap s& duoc thu
thap lai va xir ly bang thuat toan trén phan
mém Excel Microsoft.

chi c6 céc chi sé cin nhu hdng cau, bach cau,
te bao bieu mo vay, biéu mé ong than, tinh
thé calci oxalat. Cac chi s6 can nhu tru bénh,

tinh  tring, tru  hyalin, tinh  thé
Il KET QUA NGHIEN cUU tricalciphosphat, can acid uric it gap, hiu nhu
Nhom nghién ctu da thu thap duoc 101 khong tim thay. Két qua thu duge nhu sau:
mau nghién ciu, trong d6 da phan cac mau

Bing 3.1. Két qud so sanh twong dong chi so hong cdu giia phwong phdp thii cong va
may Laura XL.

Kinh hién vi thi cong

RBC (N/ pL)

+

++

Erba laura xI

+++

++++

Ty Ié twong dong 46,5%
Ty 1€ twong dong sai khac 89.1%
=1 don vi do
Weighted Kappa 0,55627342

Nhgn xét: Hé s6 Kappa bang 0,56- ty 1¢ twong dong thap (46,5%) cho thdy mac d6 dong
thuan ¢ mirc do trung binh véi chi s6 hong cau, ty 18 tuong ddng sai khac 1 don vi cia hai
phuong phap khé cao (89,1%). Cac két qua chi s6 hdng cau cua hai phuwong phap c6 xu hudng
Iéch nhau 1 mc ban dinh luong.

Thuc hién tuong tu vai cac chi s6 con lai, ching toi thu duoc két qua nhu sau:

Bing 3.2. Két qua so sinh twong déong 10 chi so cin nwéc tiéu giita phwong phdp thii
cbng va may Laura XL

Ti ¢ twong Ty I? twong ddng H_é S0 Panh gia
STT Thang sé (iéng cherlh léch £ 1 Weighted mirc d:f)

khoéng don vi Kappa tuwong dong
1 Hong cau 46,5% 89,1% 0,55 Trung binh
2 Bach cau 47,5% 86% 0,50 Trung binh
3 Biéu mo vay 60,8% 90,2% 0,42 Trung binh
4 Calci oxalat 92,1% 98,02% 0,62 Tét
5 Tru bénh 92% 94% 0,25 Thap
6 Uric acid 97% 98% 0,00 Khong danh
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7 Triphotphat 88% 100% 0,00 gid do co
idu md & mau nho
g | Bleumoong 71.3% 93,1% 0,03
than
9 Truy hyalin 78.2% 80,2% 0,00
10 Tinh trung 100% 100% 0,00

IV. BAN LUAN

Mirc dd twong dong cia chi sé6 Hong
ciu, Bach ciu, Biéu mo vay

Két qua duong tinh cho cac té bao hong
cau va bach cau cua phuong phép tha cong
cao hon so v&i may tu dong. Két qua nay do
su khac biét vé phuong phép, khi phuong
phap thu cong ly tdm va thu cin té bao nén
c6 sy tap trung té bao 16n, trong khi d6, may
tu dong thuc hién tron va hit mau toan phan,
sau d6 dan té bao trén vi truong, chup anh va
dém thong qua cac thuat toan nhan dién hinh
anh té bao. V&i cac mau cé nong do thap
(trong pham vi 6-10 té bao/ HPF (high-
power field), viéc dan mau trén tiéu ban lam
cac té bao duoc phan bd rai rac trén cac vi
truong khac nhau, lya chon cac vi truong
khéc nhau c6 thé dan dén cac sai s6 trong két
qua xét nghiém. Sai sé nay duoc khic phuc
VGi cac mau c6 nong do té bao trung binh va
cao. Sy khac biét vé phuong phap nay c6 thé
la nguyén nhan dan dén sai sé caa nhiéu chi
s6 nghién cau.

Bén canh d6, nhuoc diém cua phuong
phap st dung may tu dong la may khdng
nhan biét duoc cac té bao hong cau bat
thudng, hong cau bi bién dang, hdng cau nho
hoic bénh ly. Ngoai ra, may c6 thé kho phan
biét hinh anh hong cau voi mot sé loai nam
tiét niéu nhu ndm Candida Albicans, lam
tang gia tao két qua xét nghiém.
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Mire d§ twong dong caa chi s Tinh thé
Calci oxalat

Déi voi két qua so sanh giira hai phuong
phép soi can thu céng va tu dong cho chi sb
Calci oxalat, hé s Kappa bang 0,62 - tét, ty
18 trong ddng & mirc trung (60,8%) cho thay
murc 46 déng thuan & mac do kha déi vai chi
s6 Calci oxalat, ty 1¢ tuong dong sai khéac 1
don vi cta hai phuong phap khé cao (98%)
cho thay két qua tra vé cua hai phuong phap
¢6 d6 twong dong tét. Tuy nhién do c& mau
nho, khéng bao phu hét khoang chia cua
phép do, chii yéu 1a mau am tinh, do d6 két
qua tuong dong cua hai phuong phap c6 thé
chua chinh xéc.

Hé thong may tu dong phat hién tinh thé
trong nhiéu mau hon so véi phuong phap thi
cong. Pic biét cac miu nudc tiéu duong tinh
véi nhitng tinh thé mong, bé, co thé bi bo qua
do kho quan sat duoc hoac bi che Iap boi cac
té bao khéc trong qua trinh ly tdm khi soi can
bang kinh hién vi tha cong.

Mirc d9 twong dong caa chi sé6 Tru
bénh

Hé s6 Kappa giita hai phuong phap soi
can thu céng va tu dong bang 0,25 - kém,
mac du ty & twong dong (92%) va ty lé
twong dong sai khac 1 don vi (94%) déu &
muc cao. Ty 1é phan trim két qua dong thuan
cao do ti 16 mau a&m tinh nhiéu, cac mau
duong tinh déu c6 sy chénh léch két qua lon.
Két qua cia may phan tich try niéu cho thiy
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murc tuong dong kém voi phuong phap tha
cong. Hon nira, mdy ty dong ciing khong
phan biét cac nhom tru niéu khac nhau, nhu
tru hat, tru xo, tru bach cau,...Néu mudn six
dung may tu dong dé phan biét cac loai tru
niéu, ki thuat vién co thé truy cap di liéu
hinh anh trén may dé dinh danh tru niéu trén
hinh anh hoac tién hanh soi trén kinh hién vi.

Céc nghién cieu khac trén thé gisi

Fatma Demet Ince va cong su cling su
dung phuong phap danh gia twong tu gom ty
6 twong dong (Concordance rate) va
Weighted Kappa khi tién hanh so sanh tuong
dong két qua trén 209 mau bénh pham duogc
chon ngau nhién gitta may FUS-200 va lris
Q200 véi ky thuat soi kinh thu cong [1].
Mt d6 twong dong cua chi s6 hong cau va
bach cau giita ca hai may vai kinh hién vi thu
cong 1a tét (>0,65); té bao biéu md, vi khuan
va tinh thé c6 murc d6 tuong dong trung binh
(>0,45) va kém nhat 1a ndm va tru niéu
(<0,2), nguyén nhan do cac mau try niéu va
nam c6 s6 lugng mau dwong tinh it, cic mau
duong tinh rat kho c6 thé quan sat duoc dudi
kinh hién vi bang phuong phéap thu cong dan
dén sy bat dong két qua gitra hai phuwong
phap Ién. Cac két qua thu duoc trén nghién
cliu cuia tAc gia ciing tuong dong véi két qua
nghién ctu caa chung toi.

Nghién ctru cua Piraya Tantisaranon cung
cong su khi tién hanh so sanh két qua gitra ba
may Cobas 6500, UN 3000-111b va
IRICELL 3000 véi ky thuat phan tich nudc
tiéu bang kinh hién vi thi cong ciing sir dung
hé sd twong dong Weighted Kappa dé so
sanh cac két qua cho 100 mau nudc tiéu [6].
Nghién ctu cua tac gia chi ra mc tuong
d6ng tir kha cho dén tbt gitra may tu dong va

soi kinh thu cong, tuy nhién muc twong dong
cho chi sé tru niéu van thip hon céac chi sé
khéc véi hé sb twong dong cua Cobas 6500,
UN3000 va iRICELL 3000 so véi kinh hién
vi lan luot 1a 0,42; 0,38; 0,62, ching minh
thdng s6 tru niéu rat kho c6 duoc su tuong
ddng cao gitta hai phuong phap trén hau hét
cac nghién curu tuong tu.

Nhém nghién ctu ching toi cho ring cé
thé s dung may phan tich nudc tiéu tu dong
dé danh gia ban dau cac miu nudc
tiéu. Trong truong hop cac mau co ti & bat
thudng cao, mau cin dic biét co thé tiép tuc
danh gia bang phuong phép soi cin trén kinh
hién vi. Xét nghiém can bang may tu dong
cho hinh anh cin to, rd rang trén man hinh
I6m gitip ki thuat vién cd thé dé dang kiém tra
va sta lai cac két qua dinh danh cua hé
théng. Tu dong hoéa viéc kiém tra cin nudc
tiéu co thé loc ra cac mau binh thuong va
mau bénh ly gitp giam khéi luong cong viéc
cho phén tich thu cong. Cac budc dé xay ra
161 chinh nhu ly tdm va chuan bi thu céng
duoc lugc bo va do @6 viéc phan tich mau
duoc hoan thanh trong thoi gian ngan. Hinh
anh can cd thé duoc luu lai, cac ki thuat vién
c6 thé kiém tra théng tin, hinh anh, va nhan
dinh két qua thyc té. May c6 kha ning chup
duoc té bao ¢ vat kinh cao, ¢ thé nhan dinh
dugc thém mot s6 chi s6 khac nhu dich nhay
(MUC), nim men, vi khuan (truc khuan va
cau khuan).

V. KET LUAN

Cac chi s6 hong cau, bach cau, Calci
oxalat thyc hién phan tich trén may soi cén
c6 d6 twong dong véi phuong phap thu cong
& muc trung binh. Ty 1é twong dong két qua
déu trén 85%, hé s6 Weighted Kappa ¢ mirc
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kha voi Calci oxalat (0,62), & muc trung binh
v6i hong cau (0,55), bach cau (0,50) va biéu
mod vay (0,42). Chi s6 tru bénh c6 mutc do
tuong dong thap. Mot sb chi sb con lai khdng
danh gia dugc do ¢d mau qua nho.
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trong mot sb nghién ctu trén thé gisi va Viét
Nam. Mat khac, B-CTx huyét twong c6 thé danh
gia su tiéu huy xwong. Nghién ctu su bién dbi
cua B-crosslaps trén bénh dai thao duong typ 2 la
can thiét.

Muc tiéu: Khao sat sy bién ddi nong do B-
crosslaps & nhém DTD typ 2 voi cac nhém tudi
va giai tinh

Po6i twgng va phwong phap nghién ciku:
Nghién ctru cit ngang md ta c¢d so sanh trén 231
bénh nhan tir thang 01/2022 dén thang 5/2022.
Nhém khao sat gom 118 bénh nhan BTD typ 2
(theo tiéu chuan chan doan ADA 2021), nhém so
sanh gom 113 bénh nhan khéng DTD. Pinh
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lugng B-CTx huyét twong bang phuong phap
dién hoa phat quang (Cobas e801).

Két qua: Nong do B-CTx nhom DTD typ 2 1a
502,7 + 198,0 pg/mL va nhom khong DTD la
392,6 + 164,7 pg/mL khac biét co ¥ nghia théng
ké (p<0,001). G phan nhom nam, nong do B-CTx
nhom DTD typ 2 1a 457,3 £ 207,2 pg/mL khong
khac biét so véi nhom khong PTD 1a 401,9
+161,6 pg/mL véi (p=0,099). Trong khi d6 phan
nhém nit lai co6 khac biét c6 ¥ nghia théng ké
(p<0,001) giita nhém TP typ 2 14 549,6 + 177,8
pg/mL so véi nhom khong DTD 1a 380,9 + 169,6
pg/mL. O d6 tudi <60, nong d6 B-CTx nhom
DTD typ 2 va khong DTD lan luot 1a 489,7 +
194,2 pg/mL va 378,5 + 157,4 pg/mL khac nhau
c6 ¥ nghia théng ké (p = 0,027). O d6 tudi >60,
nong d6 B-CTx nhom DTD typ 2 va khong DTD
lan luot 14 560,0 + 199,9 pg/mL va 397,3 + 167,8
pg/mL ciing khéc biét c6 y nghia thong ké
(p<0,001). Trong noi bd nhom BT typ 2, gitra
phan nhom nam va nir khac biét vé nong do p-
CTx c6 y nghia thong ké (p=0,010).

Két luan: Nhom BTD typ 2 c6 nong do B-
CTx cao hon nhém khoéng méc DTD va tuong tur
nhu vay ¢ phan nhom ni, sy khac biét co y nghia
thong ké. Khong c6 su khéc biét ¢ phan nhém
nam ca & 2 nhém tudi <60 va >60 tudi. Trong noi
b6 nhom BTD typ 2 thi B-CTx cao hon & nir SO
véi nam, vé nhém tudi khdng co6 sy khac biét co
¥ nghia thong k& & nhém tudi <60 so véi >60
tuoi.

Tar khoa: Dai thao duong typ 2, B-crosslaps,
B-CTX, loang xuong.

SUMMARY
INVESTIGATION OF BETA-
CROSSLAPS CHANGE IN PATIENTS
TYPE 2 DIABETES AT THONG NHAT
HOSPITAL
Background: Type 2 diabetic mellitus
(T2DM) is associated with faster-than-normal

bone resorption and increased release of type 1
collagen - B-crosslaps (B-CTx), which in the long
term reduce the quality of bone density that has
been mentioned in a number of studies in the
world and in Vietnam. On the other hand, plasma
B-CTx can assess bone resorption. Study on f3-
CTx in type 2 diabetes is necessary.

Objective: Investigation of pB-crosslaps
concentration change in groups with T2DM with
age groups and gender.

Study design and method: A comparative
descriptive cross-sectional study conducted at
Thong Nhat Hospital from January 2022 to May
2022 included 231 patients divided into 2 groups.
The survey group consisted of 118 patients with
T2DM (according to the ADA diagnostic criteria
2021) and the comparison group consisted of 113
patients  without  diabetes.  The  study
quantification ~ of  plasma  B-CTx by
electrochemiluminescence immunoassay on the
Cobas €801 system.

Results: The B-CTx concentration in T2DM
group 502.7+198.0 pg/mL was significantly
higher than that in without diabetes group 392.6
+164.7 pg/mL (p<0.001). The difference of B-
CTx concentration was not statistically
significant  between men with T2DM
457.3£207.2 pg/mL and 401.9£161 pg/mL men
without diabetes (p=0.099). Meanwhile, the
difference was statistically significant between
women in T2DM group 549.6 +177.8 pg/mL
and without diabetes group 380.9+169.6 pg/mL
(p<0.001). The B-CTx concentration at age <60
were significantly different between 489.7+194.2
pg/mL in the group of T2DM and 378.5+157.4
pg/mL in the group of without diabetes
(p=0.027). At age >60, B-CTx was 560.0 £199.9
pg/mL in T2DM group, significantly higher than
in the group without diabetes which was
397.3x167.8 pg/mL  (p<0.001). Statistical
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significance was also found within T2DM group
between men and women (p=0.010).

Conclusion: The group with T2DM had a
higher average B-CTx concentration than the
group without diabetes and similarly in the
female subgroup, the difference was statistically
significant. There was no difference in the male
subgroup in both groups of <60 and >60 years
old. Within the group of T2DM, B-CTx was
higher in women than in men, there was no
statistically significant difference between groups
of <60 and >60 years old.

Keywords: Type 2 diabetes, B-crosslaps, B-
CTx, osteoporosis.

I. DAT VAN DE

B-crosslaps (B-CTx), mét trong nhitng dau
an cuia chu chuyén xuong, 1a mot phan manh
cua collagen typ 1 duoc tao ra trong qua
trinh hay xwong. Viéc dinh lugng B-CTx
trong huyét twong co thé danh gia su tiéu hay
xuong [1]. Gan day, cac nghién ciu chd y
nhiéu hon dén sy khac biét trong chu chuyén
xuong ¢ bénh nhan dai thao duong, dac biét
1a BT typ 2. Két qua caa Schwartz va cong
su vé giy xuong do lodng xwong dd xac nhan
ty 1€ gy xuong hong, xuong dui va ban chan
& phu nit mac bénh DTD typ 2 cao hon phy
nit khdng mac bénh dai thao duong, nguyén
nhan chii yéu 14 do ting nguy co té nga [2].
Cung véi ti 1é miac DTD ngay cang gia ting,
ty 1é mac bénh DTP udc tinh so sanh c6 diéu
chinh theo tudi trong dan sé Viét Nam la xap
Xi 6% vao nam 2017 va du bao nam 2035 ty
16 mic bénh DTD 13 7% dan sb [3]. CO thé
noi, bién chimg giy xuong do loing xuong
lam ting ti & tar vong, giam tudi tho, giam
chat lugng cudc song va ting thém ganh
nang cudc séng [4]. Vi vay xac dinh va
phong ngtra cac yéu té nguy co tiém 4n ciing
nhu bién chiing nghiém trong nhét cua lodng
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xuong & bénh nhan DT typ 2 1a rit quan
trong va c6 ¥ nghia trong viéc duy tri chat
lwong cudc séng cho bénh nhan. Hau hét cac
nghién ciru chi ra B-CTx c6 tiém ning du béo
chinh xac bién cb lodng xwong, nhung két
qua nghién ctru B-CTx trén bénh nhan DTD
typ 2 ca nghién cau qudc té va Viét Nam van
con tranh cdi, sb liéu chua nhiéu va chua co
két qua rd rét [5] [6]. Vi vay diéu can thiét la
tim hiéu mdi lién quan cua sy thay doi nong
d6 B-CTx & bénh nhan DTD typ 2 nham hd
trg du béo, chan doan, phong ngira va theo
ddi diéu tri loang xuong hiéu qua hon trén
d6i twong bénh nhan mac BDTD typ 2. Nghién
ctu nay dwoc thyc hién nham khao sat su
bién d6i nong do B-crosslaps & nhom DTH
typ 2 Vi cac nhom tudi va gidi tinh

II. DSI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciu: Bénh nhan
PTP typ 2 dén kham va diéu tri tai bénh vién
Théng Nhat tir thang 01/2022 dén thang
05/2022.

2.1.1. Tiéu chuan chon mau:

- Nhém khio sat: Puoc chan doan BTD
typ 2, c6 thé tra 10i cau hoi phong van, ddng
y tham gia nghién ctu, khong mac mot sé
bénh 1y lam tiang B-CTx nhu suy than man,
cuong tuyén can giap, dang diéu tri vai nhom
thudc biphosphonat, ung thu giai doan tién
trién.

- Nhém so sanh: Khong mic DTD, co thé
tra loi cau hoi phong van, dong y tham gia
nghién cau, khong mac mot s6 bénh ly 1am
tang B-CTx nhu suy than man, cuong tuyén
can giap, dang diéu tri véi nhom thudc
biphosphonat, ung thu giai doan tién trién.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién cikeu: Mo ta cit
ngang c6 so sanh déi ching
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2.2.2. C& mau: Ap dung cong thic tinh

¢& mau so sanh trung binh ctia 2 nhém
(Z1-g+Z1—g2)" (0] +a3 [k)

n > (p1—p2)®

C& mau ti thiéu: N = ny+n,.

Theo Sain Safarova (2019), nong do B-
CTx trung binh cia nhom DTD typ 2 la
0,495 £ 0,038 ng/mL, cta nhom chirng 0,424
+ 0,042 ng/mL [5] C& mau ti thiéu cho mdi
nhém n = 42, N = 84. Thuc té nghién cau
nhom bénh la 118 va nhém ching la 113. Co
mau téng cong la 231.

2.2.3. Phwong phap va ky thuat:

Bénh nhan duoc phong van va ghi nhan
cac thong tin can thiét vé tudi, gisi, huyét ap,
BMI vao bang thu thap di liéu.

Pinh luwong néng do B-CTx (don vi:
pg/mL) duoc thuc hién trén mau huyét trong
con du cua bénh nhan bang méay Cobas e801
(Roche — buc) voi ky thuat dién hod phéat
quang. Xét nghiém dugc chuan hod tai khoa
Ho4 Sinh, bénh vién Thong Nhat, Tp HCM.

I1. KET QUA NGHIEN cUU
Bdng 1. Diic diém déi twong nghién ciru

Khoang tham chiéu nong d6 B-CTx duoc liy
theo quyét dinh s6 932/QD-BVTN thang
09/2021 cua Giam déc bénh vién Théng
Nhat vé “Cong bé khoang tham chiéu sinh
hoc va ngudng bao dong lam sang cua khoa
Hoé Sinh — Bénh vién Thong Nhat”.

2.2.4.Phan tich sé liéu

S6 litu duoc quan ly bang Microsoft
Excel 2016, phan tich bang Stata 14. Bién s6
dinh lwong c6 phan phdi chuan trinh bay
dudi dang trung binh va do léch chuan, bién
dinh tinh trinh bay duéi dang ty Ié¢ phan
tram. So sanh 2 trung binh giita cac bién sb
dinh luong c6 phan phdi chuan bang kiém
dinh t. So sanh 2 hay nhiéu ty 1¢ bang kiém
dinh Chi binh phuong hoac Fisher. Khac biét
¢6 ¥ nghia théng ké khi p<0,05.

2.3. Y duc

Nghién ctru d3 dugc théng qua hoi ddng
dao duc trong nghién cuiu y sinh hoc cua Dai
hoc Y Duoc, Tp. Hd Chi Minh, s
862/HDDD-DHYD ngay 23/12/2021.

y Chung Nhom [\Ihc’)m
Bien so (n = 231) DTD typ 2 khong DTD p
(n=118) (n=113)

Tudi (niim) 69,5+ 12,1 70,7 £ 12,4 68,3+ 11,9 0,1232
<60 tuc?i, n (%) 52 (22,5) 24 (20,3) 28 (24,8) 0.419b
>60 tudi, n (%) 179 (77,5) 94 (79,7) 85 (75,2) ’

Gigi tinh
Nam, n (%) 123 (53,2) 60 (50,8) 63 (55,8) 0.455"
N, n (%) 108 (46,8) 58 (49,2) 50 (44,2) ’
Huyét 4p (mmHg)

HA tam thu 138,5+ 24,1 141,0+£ 27,9 135,8 +£19,0 0.1072
Binh thudong, n (%) 112 (48,5) 55 (46,6) 57 (50,4) 0.560°
THA, n (%) 119 (51,5) 63 (53,4) 56 (49,6) ’

HA tim trwong 799+11,4 80,7 £12,7 79,2+9,9 0,288%
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Binh thuong, n (%) 173 (74,9) 83 (70,3) 90 (79,7) 01055
THA, n (%) 58 (25,1) 35 (29,7) 23 (20,3) !
BMI (kg/™) 23,4 + 2,55 23,0 £ 2,55 236+252 | 0,073
Binh thuong, n (%) 104 (45,0) 50 (42,4) 54 (47,8)
Thura can, n (%) 79 (34,2) 40 (33,9) 39 (34,5) 0,499
Béo phi, n (%) 48 (20,8) 28 (23,7) 20 (17,7)

2Phép kiém t — test, biéu dién s liéu vé6i trung binh + do léch chuan

bPhép kiém ¥?, biéu dién sb liéu vai tan sé va ty 1é phan tram

Nhgn xét: Khdng c6 sy khéac biét ¢ y nghia thong ké vé tudi, ty 1& nhém tudi, gisi tinh,
huyét ap tam thu, huyét ap tdm truong, BMI, phan nhém vé BMI giira nhom BTD typ 2 so

v6i nhom khong DTD.
Bdng 2. So sanh nong dé p-CTx giika nhém PTP typ 2 va khéng PTD
B-crosslaps B-crosslaps
Bién sb nhém PTP typ 2 nhém khong PTD p
(n=118) (n=113)
Trung binh (pg/mL) 502,7 £ 198,0 392,6 + 164,7 <0,0014
Binh thuong, n (%) 22 (18,6) 36 (31,9) 0.021b
Tang, n (%) 96 (81,4) 77 (68,1) ’

2Phép kiém t — test biéu dién s liéu véi trung binh + d6 léch chuan

b Phép kiém 2 biéu dién s lidu véi tan s va ty 1¢ phan trim

Nhin xét: Nong d6 B-CTx nhom DTD typ 2 1a 502,7 + 198,0 pg/mL cao hon nhém khong
DTD 392,6 + 164,7 pg/mL khéc biét c6 y nghia théng ké (p<0,001). Nhém DTD typ 2 ¢6 ty
& ting ndng d6 B-CTx cao hon nhoém khong DTD, khac biét co y nghia thong ké (p=0,021).

Bing 3. So sdnh néng dp f-CTx theo gidi giga PTP typ 2 va khong PTD

o B-crosslaps B-crosslaps
Bien so nhom DTD typ 2 nhom khong PTD p
(n=118) (n =113)
Trung binh (pg/mL)
Nam 457,3 + 207,2 401,9 + 161,6 0,099?
<60 tu(f)i, n (%) 13 (21,7) 18 (28,6) 0378
> 60 tudi, n (%) 47 (78,3) 45 (71,4) ’
Nir 549,6 + 177,8 380,9 + 169,6 <0,0012
<60 tuf‘)i, n (%) 11 (19,0) 10 (20,0) 0,802
>60 tuoi, n (%) 47 (81,0) 40 (80,0) ’
p = 0,010? p =0,503?

2 Phép kiém t -test biéu didn sé liéu véi trung binh + do léch chuan
b Phép kiém 2 biéu dién s6 liéu véi tan sé va ty I¢ phan tram
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Nhén xét: Khdng c6 khac biét c6 y nghia
thng ké (p=0,099) vé ndng do p-CTx giita
nam gi¢i nhém BTD typ 2 so vdi ham gidi
nhoém khéng BTD. Nong do B-CTx nir gioi
nhom BDTD typ 2 cao hon nir giéi nhém
khong DTD, khéac biét co6 ¥ nghia théng ké
(p<0,001). Ty I& do tudi <60 va >60 & ca 2
gigi nam va nir gitra hai nhém DTD typ 2 va

khong BDTD khong c6 su khac biét c6 y nghia
thong ké vé ty 1&. Trong nhém BTD typ 2,
nong do B-CTx & nam gidi thap hon so véi
nit gioi khéc biét nay co ¥ nghia thong ké
(p=0,010). Nhom khoéng BTD, su khac biét
khong co y nghia thdng ké giira ndng do B-
CTx cua nam gidi so voi nir gidi Vo
(p=0,503).

Bdng 4. So sanh néng dé p-crosslaps theo phan nhém tudi gida nhém PTD typ 2 va

nhom khong DTD
o B-crosslaps B-crosslaps
Bien so nhém DTD typ 2 nhém khong PTD p
(n=118) (n=113)
Trung binh (pg/mL)
< 60 tudi 480,7 T 1042 3785 T 1574 0,0272
Binh thuong, n (%) 3(12,5) 9(32,1) 0,007
Téng, n (%) 21 (87,5) 19 (67,9) !
>60 tudi 506,0 * 199,9 307,3 T 1678 <0,001°
Binh thuong, n (%) 19 (20,2) 27 (31,8) 0.077"
Téng, n (%) 75 (79,8) 58 (68,2) !
p=0,7212 p = 0,603

2 Phép kiém t-test biéu dién sé liéu vai
trung binh + d6 léch chuan

bPhép kiém y2 biéu dién sb lieu véi tan sd
va ty 1é phan trim

Phép kiém Fisher khi vong tri <5 biéu
dién sb liéu véi tan sé va ty 18 phan tram

Nhgn xét: Nong d6 B-CTx nhom PTD
typ 2 & cac phan nhém tudi <60 va >60 tudi
déu cao hon nhom khong DTD, khac biét co
¥ nghia théng ké lan luot véi (p=0,027) va
(p<0,001). Khéng cé su khac biét c6 y nghia
thong ké vé nong d6 B-CTx trong nodi bo
nhém DTD typ 2 va khong DTD gitta nhom
tudi <60 va >60. Ty 1& vé néng do p-CTx
binh thuong va tang gitta nhom DTD typ 2
S0 v&i khong DTD khong c6 khac biét cO y
nghia thong ke.

IV. BAN LUAN

4.1 Pic diém doi twong nghién ciru

Cac dic diém vé tudi va gioi, huyét ap
khong co sy khac biét dang ké gita nhom
DTD typ 2 va nhém khong DTD vai p>0,05.
biéu nay cho thay ddi tugng dua vao nghién
ctru dap ung tot tieu chuan chon mau. Pa sb
bénh nhan trong nghién ctu nay c6 do tudi
kha cao c6 thé do dic thu bénh vién Théong
Nhét 12 bénh vién chuyén vé la0 khoa.

4.2 Sy bién ddi nong dd p-crosslaps &
nhém bénh nhan dai thao dwong typ 2

Beta-CTx la mét phén manh cua collagen
typ 1 dugc tao ra trong qua trinh hiy xuong,
viéc dinh lwong chat nay trong huyét thanh
c6 thé danh gia su tiéu huy xuong, ndng do
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ctia n6 phan anh gian tiép chu chuyén xwong
[1]. Két qua nghién ciu cho thdy nong do B-
CTx trung binh tang & nhém DTD typ 2 va
khong ting & nhom khong DTD. Nhu vay ¢
lien quan V& su tiéu huy xwong cao hon &
nhéom DTD typ 2. Ty I¢ tang B-CTx trong
nhom DT typ 2 chiém 81,4% ciing cao hon
ty 1€ tang B-CTx trong nhém khéng BDTD
chiém 68,1%, su khac biét co y nghia thong
ké voi p < 0,05. Két qua nay khong tuong
ddng véi nghién cau cua Sain S. Safarova
(2019) theo d6 bénh nhan DTD typ 2 co gia
tri B-CTx thap hon [5]. Trong khi nghién ciru
khac lai chi ra rang qua trinh tiéu xuong lai
dugc ting cuong ¢ bénh nhan BTD typ 2 [7].
Sy khac nhau trong két qua cé thé do su luan
chuyén xuong bi anh huong boi tinh trang
kiém soat duong huyét, do tudi, diéu kién
séng, c& mau trong nghién ciru, mit khac tap
quan sinh hoat khac nhau ciia déi tuong tham
gia nghién cau ciing anh huong dén nong do
B-CTx trong nghién curu nay.

Nghién ctu cho thdy c6 su khéc biét vé
nong do P-CTx gitra nam va nit trong cling
nhom DTD typ 2, cling nhu gitta gidi ni
DTD typ 2 so vai gigi nit khong DTD nhung
lai khéng co6 su chénh léch & gidi nam gitra 2
nhom nghién cau. Ching tdi ghi nhan két
qua tuong tu cua Patrick Garnero (2000) vé
tang chu chuyén xuong, dic biét 1a dau an
tiéu xwong & giGi nir sau man kinh tir 50 dén
89 tudi [8]. Giéi tinh 1a mot trong nhitng yéu
t6 anh huong dén ndéng do B-CTx, ddi voi
gidi nit phai trai qua nhiéu giai doan thay doi
noi tiét té trong sudt cudc doi: kinh nguyét,
mang thai, sau sinh va man kinh, dac biét su
sut giam manh hormone estrogen ¢ giai doan
mén kinh 1a nguyén nhan din dén ting cao
qua trinh hay xuong, giam hap thy canxi va
ting nguy co lodng xuong. V& ciu trdc
xuong, gioi Nt ¢6 xuwong nho va mong hon
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nam gioi, mat do6 xuong thap hon va trong
lwong ciing nhe hon, dan dén gidi nir c6 nguy
co lodng xwong cao hon va c6 téc d6 huy
xuong cao hon. Hon nita, ¢ dbi tugng DTD
typ 2, anh hudng cua bénh 1én colagen typ 1
la mot qua trinh chuyén hoa rat phuc tap.
Nghién ctu nay ciing cho thay phu nir trén
60 tudi mic PTP typ 2 c6 B-CTx cao hon
nam cling nhém tudi, va cao hon nit gigi
khéng mac DTD typ 2 cuing nhém tuoi.

Nghién ctu cho thay khéng c6 su chénh
léch ndng d6 B-CTx giita nhém tudi <60 va
>60 tudi trong ndi bo mdi nhém nghién cuu,
nhung lai ¢6 sy khac biét c6 ¥ nghia thong ké
khi so sanh 2 nhém véi nhau theo phan do
tudi. C6 thé do anh huang cua bénh BTD typ
2 dn nong do B-CTx trén cac ddi tugng
bénh nhan nay, méi quan hé giita B-CTx va
tudi da dugc quan sat trong cac nghién cau
trudc ddy ¢ quan thé nguoi chau Au [8] va
mot s6 nhom dan cu chau A [6]. Trong cac
nguy co gy lodng xuong thi tudi va bénh
DTP két hop la mét trong nhitng yéu té nguy
CO.

V. KET LUAN

Nhém DTD typ 2 c6 ndng do B-crosslaps
cao hon nhém khong mac DTD va tuong tu
nhu vay & phan nhom nir su khac biét c6 y
nghia théng ké, khdng c6 su khac biét & phan
nhom nam ca & 2 nhdm tudi <60 va >60 tudi.
Trong ndi b nhom BTD typ 2 thi B-CTx cao
hon & nit S0 v&i nam, vé nhom tudi khdng co
su khac biét c6 y nghia théng ké & nhém tudi
<60 so v&i >60 tudi.
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Tran Quynh Trang*, Nguyén Gia Binh*, Nguyén Trong Tinh*,
Ha Minh Thiy*, Dwong Thi Hién*, Nguyén Tir Trung*

TOM TAT

Cac khang thé khang nhan (ANAS) la céc tu
khéng thé tin cong cac protein tu than trong cu
tric nhan té bao, su hién dién cua ching trong
huyét thanh c6 thé chi ra mot bénh tu mién. ANA
23 profile 1a xét nghiém cho phép xac dinh dong
thoi 23 loai khang thé khang nhan voi 23
loai khdng nguyén khac nhau trong huyét

*Bénh vién Da khoa Quac Vinmec Timscity
Chiu trach nhiém chinh: Tran Quynh Trang
Email: v.trangtg4@vinmec.com

Ngay nhan bai: 19.8.2022

Ngay phan bién khoa hoc: 23.9.2022

Ngay duyét bai: 24.9.2022

thanh/huyét tuong bénh nhan, gém c6: dsDNA,
nucleosomes, histones, SS-A, Ro0-52, SS-B,
nRNP/Sm, Sm, Mi-2a, Mi-2p, Ku, CENP A,
CENP B, Sp100, PML, Scl-70, PM-Scl100, PM-
Scl75, RP11, RP155, gp210, PCNA and DFS70.

Muc tiéu: Péanh gia ty 18 xuat hién cac khang
thé khang nhan ¢ nhiing bénh nhan dwoc xét
nghiém tai bénh vién da khoa quéc té
VinmecTimes City. Dac diém xuat hién céc
khang thé khang nhan trong cac bénh ty mién &
nhitng bénh nhan trén.

Poi twgng va phwong phap nghién ciu: Két
qua thu dugc cua 280 mau huyét thanh bénh
nhan duoc chi dinh xét nghiém ANA profile 23
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trong thoi gian tir thang 6 nam 2021 dén thang 9
nam 2022 duoc chon mau thuan tién. Trong sé
280 mau nay, 190 mau cho két qua duong tinh va
90 mau con lai cho két qua am tinh. Cac bénh
nhan c6 d6 tudi trung binh 1a 47, bao gém 90
(32,1%) nam gigi va 190 (67,9%) nit gidi.

Két qua: Ty 1é duong tinh véi cac khang thé
khang nhan gap nhiéu ¢ do tudi tir 21 dén 60,
trong d6 nhom tudi tir 21 - 40 1a 20% va nhom
tudi tir 41 - 60 la 21,43%. Trong sb cac khéang
thé nghién cau, khang thé duoc tim thay nhiéu
nhét I Ro-52 (15,36%), SS-A (15,71%) va Scl-
70 (22,14%).

Két luan: Tuy la nghién ctu dau tién cua
ching tdi tai bénh vién Vinmec Times City vé ty
I& xuat hién cac khang thé khang nhan trong xét
nghiém ANA 23 va s6 lwong mau chua nhiéu nén
khi chia nhém phan tudi sé luong cua tirng nhom
it. Nhung ti I¢ duong tinh phat hién dugc kha cao
& nhom tir 21 dén 60 tudi. O nir gidi co ty 1&
ANA nhiéu hon so v6i nam giéi 1:3, su khac biét
¢6 y nghia thong ké vai p < 0,05. Cac khang thé
Xuat hién nhiéu nhét trong 23 khang thé khang
nhan nghién ctru Ia SS-A, Ro-52 va Scl-70.

Tir khoa: ANA 23, khang thé khang nhan,
chan doan, bénh ty mién, lupus ban dé hé théng,
hoi ching Sjogren’s.

SUMMARY
FREQUENCY OF ANTI-NUCLEAR
ANTIBODIES IN PATIENTS WITH
AUTOIMMUNE DISEASES
DIAGNOSED AND TREATED AT
VINMEC TIMES CITY
INTERNATIONAL HOSPITAL
Antinuclear  antibodies  (ANAs)  are
autoantibodies that attack self-proteins within
cell nucleus structures; their presence in serum
may indicate an autoimmune disease.
ANA 23 profile is a test that allows the
simultaneous determination of 23 different
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antigens in patient serum/plasma, including:
dsDNA, nucleosomes, histones, SS-A, Ro-52,
SS-B, nRNP/Sm, Sm, Mi-2a, Mi-2, Ku, CENP
A, CENP B, Sp100, PML, Scl-70, PM-Scl100,
PM-Scl75, RP11, RP155, gp210, PCNA and
DFS70.

Airm: This study aimed to determine the
prevalence of antinuclear antibodies in patients at
Vinmec International hospital as well as
characterization of antinuclear antibodies in
autoimmune diseases in these patients.

Subject: A total of 280 serum samples
assigned with the ANA 23 profile test from June
2021 to September 2022 were selected. Out of
the 280 patients, 190 were positive and the
remaining 90 were negative. The average age of
the patient group was 47, including 90 (32,1%)
males and 190 (67,9%) females.

Results: Majority of positive cases were
found in the age group of 21 to 60, including
20% was aged 21 to 40 and 21,43% was aged 41
to 60. Among targeted antibodies, it was
witnessed the most occurrence of the three
indications including Ro-52 (15,36%), Scl-70
(22,14%) and SS-A (15,71%)

Conclusion: Because this study of the
positive rate of autoimmune antibodies detected
by ANA profile tests was carried out the first
time in out Vinmec Times City, the small sample
size might lead to small size of each age
subgroups. In spite of this the positive rate was
quite high in the group of 21 to 60 years old. The
research results illustrated that females were
more affected than males at ratio 1:3. The
difference is statistically significant with p <
0.05. The most common antibodies were SS-A,
Ro-52 and Scl-70.

Keywords: ANA profile 23, antinuclear
antibody, autoimmune diseases, diagnostic,
systemic  lupus  erythematosus,  Sjogren’s
syndrome.
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I. DAT VAN DE

Tu khang thé (autoantibody) l1a mot khang
thé (mot loai protein) duoc san xuit bai hé
théng mién dich dugc dinh huéng chéng lai
mét hoic nhiéu protein cua chinh c4 nhan do.
Nhiéu bénh tuy mién (autoimmune diseases),
chang han nhu lupus ban d6, bi gay ra boi
cac tu khang thé nhu thé.

Tu khang thé cé thé chdng lai cac protein
nhu cac enzyme ndi bdo, cac thy thé, thanh
phan ciu trac cua té bao, glycoprotein,
phospholipid va acid nucleic. Bénh ty mién
la mot rdi loan trong d6 co thé bat dau xuét
hién céc khang thé chéng lai chinh mo va té
bao cua co thé minh. Bénh ty mién da dugc
thong ké anh huong dén khoang 3% dan sé
Bic My va chau Au, trong s6 d6 hon 75%
dan sb bi anh huong 1a nir gioit?. Cac khang
thé duoc tao ra boi chinh co thé chong lai
nhan té bao caa chinh n6 duoc goi 1a khang
thé khang nhan (ANA: anti-nuclear
antibodies). Khang thé khang nhan di dugc
thdng ké xuat hién ¢ khoang 25% dan sé ° va
ty 18 luu hanh cua tat ca cac rdi loan ty mién
1a 5 dén 7% *.Co ché cua bénh ty mién chua
rd rang, tuy nhién mot sé nghién ctiru da chi
ra rang bénh ty mién c6 lién quan véi mot sb
yéu t6 nhu diac diém di truyén, nhiém tring
va hoic c4c yéu t6 lién quan dén méi truong.
Cac bénh ty mién cd nhiéu triéu chung va
dic diém phét hién khac nhau. Chung cé thé
dugc phan loai 1a dac hiéu cho co quan va rdi
loan tu mién toan than. Mot s6 bénh tu mién
thuong gap nhu dai thao duong phu thugc
insulin, bénh khép dang thap (RA), lupus
ban d6 hé thong (SLE), bénh xo cting bi va
da xo cung...Cac bénh ty mién anh hudng
truc tiép dén cac co quan cu thé nhu tuyén
gidp, tuyén thuong than va tuyén tuy hoic
anh hudng toan than nhu da, khop va cac
mé°. Viéc phat hién céc tu khang thé trong

mau huyét thanh, huyét trong ctia bénh nhan
dong mot vai tro quan trong trong chan doan
va theo ddi cac bénh ty mién. Vi vay ching
t6i thuc hién dé tai nay véi muc tiéu

1) Xac dinh ty 1¢ xudt hién khang thé
khang nha&n ¢ nhiing bénh nhdin dwoc chi
dinh lam xét nghiém ANA profile 23.

2) Pdc diém xuat hién cac khang thé
khang nhan trong cac bénh tir mién ¢ nhiing
bénh nhéan trén.

II. DSI TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong nghién ciru

Nghién ctru duogc thuc hién tur thang
6/2021 dén thang 9/2022 tai bénh vién da
khoa Quéc té Vinmec Times City. Tong sb
280 bénh nhan bao gém 197 bénh nhan da
duoc chan doan xac dinh bénh ty mién nhu
SLE, Sjogren’s, xo cttng bi, viém khap dang
thdp... va 83 bénh nhan khoe manh c6 triéu
chang nghi ngd bénh ty mién nhu dau khop,
mét moi, may day man, loét niém mac mién
tai dién...Nhitng bénh nhan nay duoc chi
dinh thyc hién xét nghiém ANA Profile 23
(sang loc va dinh danh dong thoi 23 type
khdang thé khang nhan) trén  may
EUROBIotONE.

2.2. Phuwong phap nghién ciu

Nghién ctu duoc tién hanh theo phwong
phap mé ta cit ngang.

B6 xét nghiém EUROLINE ANA Profile
23 (IgG) (EUROIMMUN medizinische
Labordiagnostika AG, Liibeck, buc) la thanh
thir phu 23 loai khang nguyén nhim phéat
hién 23 tu khang thé khang nhan dich bang
phuong phap immunoblot. Pau tién, thanh
thir s& dwoc u voi bénh pham pha lodng
1:101. Néu trong bénh pham c6 chira IgG
dac hiéu voi cac khang nguyén, cac khang
thé IgG dic hiéu nay s& gan véi cac khang
nguyén dwoc phu trén thanh thir. DBé phat
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hién cac khang thé da gan, budc u tht 2 véi
khéng thé don dong khang IgG cua ngudi co
gdn enzyme danh ddu duoc thuc hién, sau d6
co chat xuc tac phan ung tao mau duoc thém
vao. Cudng d6 mau tai ting vi tri gan khang
nguyén ty I¢ vaoi lugng IgG tuong tng trong
bénh pham. Két qua s& duoc phan tich bing
phan mém EUROLineScan khi kit xét

Il. KET QUA NGHIEN cU'U

nghiém di duoc siy khé. Theo cuong do tin
hiéu cua cac dai, két qua dwoc phan loai
thanh 5 cap: negative (0 - 5), borderline (6 -
10), positive (11-50) va strong positive
(>50).

S6 lidu duoc thong ké va xir Iy bang phan
mém thong ké y hoc SPSS 20.0.

3.1. Mdi twong quan giira nhém tudi va ty 1¢ dwong tinh.
Ty 1¢ xuét hién khang thé khang nhan theo tirng nhom tudi dugc thé hién ¢ Bang 1.
Bing 1: Ty I¢ xudt hién khdng thé khdng nhén theo tieng nhom tuéi

Nhom tudi ANA Tong (%)
N P

0-20 13 (37,1%) 22 (62,9%) 35 (100,0%)
21-40 20 (26,3%) 56 (73,7%) 76 (100,0%)
41-60 38 (38,8%) 60 (61,2%) 98 (100,0%)
61-80 16 (27,1%) 43 (72,9%) 59 (100,0%)
>80 3 (25,0%) 9 (75,0%) 12 (100,0%)
Téng 90 (32,1%) 190 (67,9%) 280 (100,096)

Cha thich: N: negative - am tinh, P:
positive - duong tinh

Két qua ¢ Bang 1 cho thay su khac biét
gitta nhom tudi va ty I¢ duong tinh khong c6
y nghia thong ké, tuy nhién c6 thé thay ty I¢
duong tinh cao chiém 67,9% & nhiing bénh
nhan dugc yéu cau xét nghiém ANA.

Tuy chua c6 ¥ nghia théng ké lién quan
giita d6 tudi va ty 1é duong tinh, c6 thé do sé
lugng mau con it nén khi chia nhém phan
tudi s6 lwong cua timg nhom it. Ty & duong
tinh kha cao ¢ hai nhém tu6i 21-40 (chiém
56/280) va 41-60 (chiém 60/280).

Su khac biét vé ty 1é duong tinh/ 4m tinh
giita nam va nix duoc thé hién ¢ Bang 2.

Bdng 2: Suw khac biét vé ty |é dwong tinh/ dm tinh giira nam va ni

Giéi tinh N ANA 5 Téng
Nam S6 luogng 37 54 91
% 40,7% 59,3% 100,0%
N S6 luogng 53 136 189
% 28,0% 72,0% 100,0%
Téng S6 lwong 90 190 280
% 32,1% 67,9% 100,0%

Chu thich: N: negative - &m tinh, P: positive - duong tinh
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Két qua & Bang 2 cho thay c6 su khéc biét
rd rang vé giGi tinh véi ty 1¢ dwong tinh vi
khang thé khang nhan trong d6 nir giéi nhiéu
hon nam gidi. Ty I¢ duong tinh & nix gidi la
71,58% va nam giai la 28,42%.

3.2. Ty 1é xuét hién khang thé khang
nhan é nhitng bénh nhan dwoc chi dinh
ANA profile 23.

Ty 1& xuét hién khang thé khang nhan ¢
nhitng bénh nhan dugc chi dinh ANA profile
23 duoc thé hién ¢ Bang 3.

Bdang 3: Ty & xudt hign khang thé khang nhan ¢ nhiing bénh nhén dwoc chi dinh ANA

rofile 23
Dic diém N P Tilé %
DsDNA 266 14 5,00
Nucleosomes 270 10 3,57
Histone 259 21 7,50
SS-A 236 44 15,71
Ro-52 237 43 15,36
SS-B 266 14 5,00
RNP/Sm 253 27 9,64
Sm 274 6 2,14
Mi-2alpha 271 9 3,21
Mi-2beta 273 7 2,50
Ku 268 12 4,29
Centromere A 265 15 5,36
Centromere B 264 16 571
Sp100 277 3 1,07
PML 279 1 0,36
Scl-70 218 62 22,14
PM-Scl100 259 21 7,50
PM-Scl75 269 11 3,93
RP11 272 8 2,86
RP155 269 11 3,93
gp210 273 7 2,50
PCNA 268 12 4,29
DFS70 259 21 7,50

Chu thich: N: negative - &m tinh, P: positive - duong tinh

Két qua ¢ bang 3 cho thay trong sé 23 loai khang thé khang nhan cd thé phét hién, loai
khang thé khang nhan thuong gap nhat 1a Scl-70 véi ty 1é 22,14%, SS-A véi ty 18 15,71% va
Ro-52 véi 15,36%. Cac khang thé khang nhan it gap 1a PML véi ty 1& 0,36%, Sp100 vai ty 18

1.07%.
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IV. BAN LUAN

ANA profile 23 dong mot vai tro quan
trong trong viéc chan doan cac bénh tu mién.
Cac khang thé khang nhan khang lai nhiéu
thanh phan cua nhan té bao. Céc thanh phan
nay bao gém nucleic acid, protein nhan té
bao va ribonucleoprotein. Phat hién cac tu
khang thé khang lai mot hodc nhiéu tu khang
nguyén la mot yéu té quan trong trong chan
doan bénh tu mién, dic biét 1a cac bénh do
yéu t6 thap. Do luu hanh cua céc khang thé
khang nhan trong cac bénh thap chiém tir 20
- 100% (viém khop dang thap 20 - 40%).
X4c dinh cac miu ANA bing may
EUROBIotOne rét hiru ich trong viéc chan
dodn xé4c dinh cling nhu theo doi diéu tri.
Viéc thuc hién xét nghiém ANA profile 23
dé thuc hién tuy nhién chi phi cho xét
nghiém con kha cao cling nhu nhiing han ché
nhu tinh cha quan, cAn nhan vién duoc dao
tao va c6 kinh nghiém trong viéc nhan dinh
két qua dugc doc co ding va hop ly khong.
Trong nghién cau nay ty 1é duong tinh vdi
ANA ¢ nit giéi nhiéu hon nam gigi. Két qua
nay cling phu hop véi nghién ctu caa Quan-
Zhen Li va cong su khi nghién ctu phat hién
ty 1é duong tinh véi khang thé khang nhan o
nhitng ngudi khoe manh®,

Thém vao d6 tuy chua dé cip sau trong
nghién ctu nay do nhiéu truong hop ching
t6i chua co diéu kién theo dbi va nghién ctu
thém vé triéu chimg cling nhu tién trién
bénh, tuy nhién dya vao sé liéu hién nay
ching t6i dang co ti I¢ duong tinh thu dugc
kha cao trén tong s6 mau nghién cau 280
mau véi 67,85% cho két qua duong tinh Véi
it nhat mot trong 23 tu khang thé khao sat.
Piéu nay do phan I6n cac bénh nhan déu
dugc chi dinh ANA khi ¢c6 sy nghi ngo tu
mién, cac bénh vai trieu chung viém khéng
rd nguyén nhan. Trong do, anti-Scl-70; anti-
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SS A, anti-Ro-52 1a ba tu khang thé khéang
nhén co ti 1¢ phat hién cao nhat.

Ro-52 la mot protein cam ung thudc ho
interferon, bao gdém 475 aa. Cac khang thé
khang lai Ro-52 da dugc mo ta ¢ nhirng bénh
nhan mic cac bénh ty mién khac nhau, nhu
Lupus ban do hé théng, hoi chang Sjdgren
thuong lién quan dén cac khang thé khang
Ro-52.

Két qua nghién ctu cta chung toi ciing
twong tu nhu ctia Ya-Ping Guo va cong su’
cac khéang thé co ty Ié duong tinh cao 1a Ro-
52 (19%), anti SS-A (14,3%). Chdng toi
nhan thay khang thé Ro-52, SS-A 1a mot loai
tu khang thé phd bién. Nhiéu nghién cau da
chi ra rang, Ro-52 va SS-A la mot dau hiéu
huyét thanh hitu ich cho hoi ching SLE va
hoi ching Sjogren, viém co, xo ctng toan
than, PBC?.

Véi cac khang thé khang nhan chiém ty ¢
thép PML (0,36%), Sp100 (1,07%) c6 lién
quan téi bénh xo dwong mat nguyén phat.

V. KET LUAN

Ty 1€ duong tinh v6i ANA la 67,9% trong
nhom bénh nhan dugc nghién ctu va ty 1¢
duong tinh véi ting loai khang thé ciing khac
nhau, trong d6 loai khang thé khang nhan c6
ty le duong tinh cao nhat 1a Scl-70, SS-A va
Ro-52.
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PANH GIA ANH HUONG 1 SO THUOC PEN XET NGHIEM PINH LUONG
CREATININ MAU THEO PHUO'NG PHAP JAFFE

Tréan Vin Chicl, Nguy&n Hoai Nam?, Nguyén Kiéu Hoal

TOM TAT

Pinh luong creatinin trong mau la mot xét
nghiém (XN) quan trong dé dénh gia chirc ning
than, c6 thé dugc phan tich théng qua 2 phuong
phap chinh la enzym va Jaffe trong d6 mdi
phuong phap déu c6 nhitng wu nhuoc diém riéng.
Tir thuc té va trong nghién ctru nay, chiing toi xin
trinh bay 1 trudong hop 14m sang thude cefoxitin
lam tang gia két qua XN creatinin mau cta bénh
nhan (BN) theo phuong phap Jaffe tir 61 umol/L
Ién 603 pmol/L. Trén co s& do, chung toi tién
hanh nghién ctru danh gia anh hudng cta 2 thude
cefoxitin va furosemide dén két qua XN

'Khoa Hoa Sinh - Bénh vién Bach Mai
Chiu trach nhiém chinh: Tran Vian Chuc
Email: chucyhanoi@gmail.com

Ngay nhan bai: 14.8.2022

Ngay phan bién khoa hoc: 22.9.2022
Ngay duyét bai: 24.9.2022

creatinin. Két qua nghién ctru cho thiy thudc
cefoxitin co thé giy ting gia cho két qua XN
creatinin theo phuong phap Jaffe voi muc do tuy
thuoc vao nong do thube co6 & trong mau, trong
khi v6i phac do diéu tri furosemide cho BN hién
tai, chung toi chua tim thiy bang chung vé su
anh huong cia furosemide.

SUMMARY
ESTIMATION OF EFFECTS OF SOME
DRUGS ON BLOOD CREATININ TEST
USING JAFFE METHOD
Quantification of blood creatinine levels is an
important test (XN) to evaluate kidney function,
which can be analyzed through 2 main methods,
enzyme and Jaffe, in which each method has its
own advantages and disadvantages. . From the
facts and in this study, we would like to present a
clinical case that cefoxitin drug artificially
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increased the results of a patient's blood
creatinine test (patient) by Jaffe method from 61
61 pmol/L to 603 pmol/L. On that basis, we
conducted a study to evaluate the effects of 2
drugs cefoxitin and furosemide on the results of
creatinine test. The results of the study showed
that cefoxitin can cause a false increase in the
result of the Jaffe creatinine test with the level
depending on the drug concentration in the
blood, while with the current treatment regimen
of furosemide for the patient, We have not found
evidence of an effect of furosemide.

I. DAT VAN DE

DPinh luong creatinin mau la XN phé bién
dé danh gia chic nang than, theo ddi tién
trién bénh 1y than va diéu tri cho bénh nhan,
XN hién nay dugc phan tich thong qua 2
phuong phap chinh 1a phuong phap enzym
va Jaffe, trong d6 phuong phap Jaffe 1a sur
dung phd bién tai nhiéu phong XN. Phuong
phéap theo nguyén ly do quang dua trén phan
ung cua creatinin voi axit picric trong moi
truong pH kiém tao thanh sin pham mau,
ndng do creatinine trong mau ty 1& thuan voi
d6 hap thu quang phirc hop mau san pham.
Uu diém ciia phuong phap 1a don gian va chi
phi thap tuy nhién nhugc diém la tinh dic
hiéu thap hon phuong phap enzym do c6 thé
bi &nh hudng boi cac chat ndi sinh hodc cac
chét ngoai sinh 1am anh hudng dén phan tGmg
tao san pham mau caa XN 1.

Trong cac loai thudc tac dong gdy nhidu
dén két qua XN creatinin theo phuong phéap
Jaffe, cefoxitin 14 khang sinh phé rong thudc
nhom cefalosporin thé hé 2, thudng duogc sir
dung trén lam sang, da duogc bdo cédo gay
tang gia két qua XN 2, 3 4 Ngoai cefoxitin,
thudc loi tiéu furosemide lidu cao giy giam
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gia két qua XN °. Cac anh hudéng giy nhidu
ctia 2 thude nay cd nguy co dan dén danh gia
sai chirc nang than ctua bénh nhan. Hién tai &
Vi¢t Nam chua c6 nghién ctiu danh gid anh
hudng cua cefoxitin, furosemide ddi voi XN
creatinin. V&i mong mubn dua ra canh bao
vé tac dong giy nhidu cua 2 thudc nay dén
cac phong XN, chung toi tién hanh nghién
ctru voi 2 muc tiéu:

Muc tiéu 1: Pdanh gid dnh hweng thusc
cefoxitin dén XN creatinine phirong phdp Jaffe.

Muc tiéu 2: Pdanh gid dnh hweng thusc
furosemid dén XN creatinine phwong phdp
Jaffe.

Il. CASE LAM SANG

BN nit 44 tudi vao vién vi khd tho nhiéu,
chan doan hep van hai 1 khit, chi dinh nhap
vién diéu tri nong van hai 14. Vao ngay th 2
sau khi diéu tri nong van hai 1a, BN toan
trang tét, khdng cé biéu hién tinh trang suy
than. Diéu tri cefoxitin 2g x 3 lo pha trong
100 ml NaCL 9% truyén chia 3 lan vao 6,
14, 22h. Két qua XN creatinin mau ngay tha
2 sau nong van 2 14 c6 su khac nhau 16n gitra
3 phuong phap Jaffe 1, Jaffe 2, enzym trén 3
hé thong may tai khoa véi két qua lan luot
603, 178, 61 umol/L. BN sau d6 duoc lay lai
bénh pham kiém tra, két qua mau 2 voi lan
luot 3 phuong phap Jaffe 1, Jaffe2, enzym la
79, 73, 55 pmol/L. Két qua XN ure cia BN
lan luot 12 5,4 va 4,8 mmol/L. Tra cau lai
bénh &n, bénh phdam miu 1 dugc liy ngay
sau thoi diém BN bt dau truyén thudc
cefoxitin, mau 2 duoc ldy sau khi két thuc
truyén thudc 4h, cho thdy kha ning cao
cefoxitin di anh huong dén XN creatinin
theo phuong phap Jaffe va BN duoc tra két
qua XN 61 pmol/L.
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II. DOI TUQNG VA PHU'ONG PHAP NGHIEN CU'U

3.1. Péi twong nghién ciru va tiéu chuin
Iwa chgn

3.1.1. Tiéu chudn lwa chen

- BN d6ng y tham gia nghién ciu

- Nhém 1: 5 BN dugc diéu tri cefoxitin
liu 2g pha trong 100 ml NaCl 9 %o truyén
trong 30 phat, c6 két qua XN creatinin trudc
truyén trong khoang tham chiéu.

- Nhém 2: 5 BN dugc diéu tri bang
furosemide lidu 20-40 mg/gio truyén tinh
mach, c¢6 két qua XN dinh lwong creatinin
mau trudc truyén > 200 umol/L.

3.1.2. Tiéu chuan logi trie: BN khong
dong y tham gia nghién citu.

3.2. Thoi gian va dia diém nghién ciru

Thaoi gian nghién cuu: 12/2021 — 4/2022

Dia diém nghién cau: Khoa Hoa sinh —
Bénh vién Bach Mai.

3.3. Phwong phap nghién ctiru: Nghién
ctiru mé ta cat ngang

3.4. Quy trinh nghién ciru:

3.4.1. Nghién cau invitro trén b¢nh
pham tai khoa

- Ly mau méu c6 két qua creatinin trong
khoang tham chiéu, BN khong diéu tri
cefoxitin, tao thanh mau pool, tién hanh thém

IV. KET QUA NGHIEN cU'U

thudc cefoxitin vao cac mau pool chia nho dé
dat dugc mau c6 cdc muc nong do thudc
khéc nhau, tién hanh XN ure va creatinin
huyét trong bang 2 phuong phép enzym va
Jaffe.

- LAy mau méu c6 két qua creatinin > 200
umol/L, BN chua diéu tri furosemide, tao
thanh mau pool, tién hanh thém thudc
furosemide vao cac mau pool chia nho dé dat
dugc mau c6 cac muac néng do thudc khac
nhau, tién hanh XN ure va creatinin huyét
tuong bang 2 phuong phap enzym va Jaffe.

3.4.2. Nghién cizu invivo trén bénh nhéan
sit dung thuéc

- Lua chon BN theo tiéu chuan lua chon.

- Lay 5 ml miu mau BN & 3 thoi diém
truéc khi truyén, ngay sau truyén, sau truyén
2h thudc cefoxitin vao ong chéng dong Li-
heparin.

- L4y 5 ml miu mau BN ngay sau khi diéu
tri furosemide vao 6ng chéng dong Li-
heparin.

- Tién hanh phan tich XN ure, creatinin
trén c4c mau mau thu duoc bang 2 phwong
phap enzym va Jaffe.

3.4.3. Phan tich xa Iy sé liéu theo muc
tiéu nghién cuu.

4.1. Panh gia anh hudng cefoxitin dén XN creatinine phwong phap Jaffe.
4.1.1. Anh hwéng thuéc cefoxitin dén XN creatinin trén mo hinh invitro
Bdng 4.1. Anh hwong cefoxitin dén XN creatinin trén mo hinh invitro

3 Nong dd Jaffel | Jaffe2 | Enzym
Bugc| DD bD2 Cefoxitin | pmol/L | gmol/L | pmol/L
B | 1© “é;‘“"c Thubc1lg | 100 mg/mL Két qué
B2 | 10HLB1 | 490HLBP | 2000H9/mL 763 230 80
B3 | 10MLB2 | 990HMLBP |1000H9/ML| 495 164 85
B4 | so0MLB3 | 500HLBP | 500H49/ML 200 117 80
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B5 | so0MLBa | s00HLBp | 250 H9/ML 137 101 87
B6 | s00MLB5 | s00MLBP | 125H9/ML 105 97 81
B7 | sooMLBes | s00MLBp | 62H9/mL 87 93 86
B8 500 4L BP 0 74 89 79

Nhin xét: Két qua XN creatinin theo phwong phap Jaffe bi ting theo ndng do thudc co
trong mau, két qua XN theo phuong phép Jaffe 1 bi anh huéng nhiéu hon Jaffe 2, phuong
phap enzym khong bi anh huong.

4.1.2. Anh hwéng thuéc cefoxitin dén XN creatinin trén mé hinh invivo

Bing 4.2. Anh huéng cefoxitin dén XN creatinin trén md hinh invivo

., N Jaffe 1 Jaffe 2 Enzym
BN | Thei diém lay mau (p,moi' /L) (pmﬂ! /L) (pmﬂ! JL)
Trudc truyén 72 79 72
BN 1| Ngay sau truyén 187 107 71
Sau truyén 2h 80 80 72
Trudc truyén 59 60 51
BN 2 | Ngay sau truyén 153 85 46
Sau truyén 2h 58 58 45
Trudc truyén 104 111 95
BN 3| Ngay sau truyén 172 126 99
Sau truyén 2h 114 110 99
Trudc truyén 82 86 80
BN 4 | Ngay sau truyén 188 133 82
Sau truyén 2h 94 96 82
Trudc truyén 74 80 73
BN5 | Ngay sau truyén 190 110 71
Sau truyén 2h 80 81 72

Nhin xét: Két qua XN creatinin theo phuong phap Jaffe 1, Jaffe 2 thoi diém 1dy mau bénh
nhan ngay sau truyén thudc cao hon so vé6i thoi diém trudc truyén va sau truyén 2h, phuong
phap Jaffe 1 anh hudng nhiéu hon Jaffe 2, phuong phap enzym khong bi anh hudng.

4.2. Danh gia 4nh huwéng furosemide dén XN creatinine theo phwong phap Jaffe.

4.2.1. Anh hwéng furosemide dén XN dinh lwong creatinin trén md hinh invitro.

Bdng 4.3. Anh hwong furosemide dén XN creatinin trén mé hinh invitro

. Nong do Jaffe 1 Jaffe 2 Enzym
Buoc ol bb2 Furosemide | gmol/L | umol/L | ymol/L
B1 1 mg/mL Két qua
B2 | s500#LB1 | 500“LBP | 500“9/mL 566 567 596
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B3 | 500XLB2 | 500H4LBP | 250 49/ML | 785 776 780
B4 | sooML B3 | 5004LBP | 125 pg/mL 976 952 1023
B5 | s00XLB4 | 500HLBP | 625H9/ML | 969 982 1126
B6 | 500HLB5 | 500H4LBP | 31,3 pg/mL 1062 1055 1159
B7 | 5004LB6 | 500“LBP | 156 pg/mL 1150 1073 1204
B8 500 HL BP 0 1023 1034 1105

Nhdn xét: Khdng c6 anh khac biét 16n gitra két qua XN creatinin ¢ cac mic nong do thude
furosemide khac nhau ¢ 3 phuong phap Jaffe 1, Jaffe 2 va enzym.

4.2.2. Anh hwéng furosemide dén XN dinh lwong creatinin trén md hinh invivo

Bing 4.4. Anh hwong furosemide dén XN creatinin trén mé hinh invivo.

BN | Liéu furosemide | jaffe 1(#?”-'3” L) | jaffe Z(P'»mﬂff L) Enzym (pmaIL]
BN1 | Liéu20 mg/gid 212 205 207
BN2 | Liéu20 mg/gid 302 320 310
BN 3 | Liéu40 mg/gid 215 222 218
BN 4 | Liéu40 mg/gio 255 234 240
BN5 | Liéu40 mg/gid 320 310 316

Nhgn xét: Khong c6 khéc biét 16n gitra két qua XN creatinin theo 3 phuong phap Jaffe 1,
Jaffe 2 va enzym & céc bénh nhan suy than duoc diéu tri Furosemide liéu 20-40 mg/gio.

V. BAN LUAN KET QUA

5.1. Panh gia anh hwéng cefoxitin dén
XN creatinine phwong phap Jaffe.

Chung tdi tién hanh nghién ciu trén 2 md
hinh invitro va invivo. Két qua invitro cho
thiy cefoxitin gay ting gia dén két qua XN
creatinin theo phuong phap Jaffe 1, Jaffe 2,
mtc d6 anh huong ting dan theo nong do
thudc trong bénh pham va khong gay anh
hudng dén phuwong phap enzym. Dic biét o
muc noéng do thudc cé trong bénh pham 1a

2000 H9/mL khac biét giira két qua XN
creatinin phuong phap Jaffe 1 so v4i phuong
phap enzym rat 16n 763 umol/L so véi 80
umol/L, tuong tu nhu vdi case 1d&m sang ma
chung to1 da gap.

Nghién ciru invivo tién hanh trén BN diéu

tri thudc cefoxitin liéu 2g x 1lo pha trong 100
ml NaCl 9 % truyén trong 30 phat. Mau
mau dugc ldy tai 3 thoi diém ngay trudc
truyén, ngay sau truyén va sau truyén 2 gio.
Két qua XN creatinin theo phwong phap
Jaffe 1, Jaffe 2 thoi diém ldy mau BN ngay
sau truyén thudc cao hon so véi thoi diém
truéc truyén va sau truyén 2h, phuong phéap
Jaffe 1 anh huong nhiéu hon so v&i phuong
phap Jaffe 2, mac do anh hudng tuong
duong v6i khoang ndng do thube cefoxitin
trong bénh pham trén mé hinh invitro 250

I mL. Két qua nghién cuau caa chung toi
phU hop Vvéi cac cong bd trude d6 cua cac tac
gia S.R.Durham (1979), tac gia Wang
(2020). Thudc cefoxitin ¢ thoi gian ban huy
T Y% la 45 phat va néng do téi da sau tiém
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finh mach lidu 2g 1a 220 #9/mL, didu nay
giai thich Ii do tai sao trong nghién ctu
invivo, mau bénh phim BN duogc liy ngay
sau truyén anh huong nhiéu hon dén XN
creatinin theo phuong phéap Jaffe (mirc do
anh hudéng twong dwong khoang néng do

thuéc trong bénh pham 250 #9/mL trong mo
hinh invitro) va mau bénh pham bénh nhan
ldy sau 2 gio truyén thude bi anh huong rat it
dén XN. Giai thich cho truong hop 1am sang
ching t6i gap phai, ching t6i dwa ra gia
thuyét raing mau bénh pham dugc iy bén tay
truyén trong lac BN dang truyén thudc dan
dén ndng do thudc trong mau rat cao, anh
huéng 16n dén XN.

5.2. Panh gia anh hwéng thudc
furosemide (1 thudc loi tiéu diéu tri phd bién
cho BN suy than) dén XN creatinine phuong
phép Jaffe.

Két qua trén invitro cho thdy ban than
furosemide khéng anh huong tryc tiép dén
XN creatinin phuong phap Jaffe.

Trong qué trinh tim hiéu vé& cac chat noi
sinh va ngoai sinh c6 thé anh huong dén XN
creatinin theo phuong phap Jaffe va enzym,
Jerome L. Murphy (1989),d4 nhan thay thudc
furosemide gay thap gia két qua XN creatinin
phuong phap Jaffe nhu két qua trén bang 5.1.
sau day:

Bdng 5.1. Anh hwong furosemide dén XN creatinin Jerome L. Murphy (1989)

BérAlh Ngay Creatinin Creatinin Fur:;slzumide

nhan Jaffe (mg/dL) Enzym (mg/dL) (ma/kg/h)
17/6 0.5 (44.2 umol/L) Khéng lam 0

BN 1 18/6 0.0 (0 umol/L) Khéng lam 10
2416 1.1 (97.24 umol/L) Khéng lam 5
15/7 0.4 (35.36 umol/L) Khéng lam 1

BN 2 1717 0.0 (0 umol/L) 2.6 (229.8 umol/L) 12
28/7 0.4 (35.36 umol/L) 0.4 (35.4 umol/L) 0
6/8 0.3 (26.52 pmol/L) Khéng lam 2

BN 3 7/8 0.0 (O umol/L) 0.7 (61.88 umol/L) 9
15/8 0.1 (8.84 umol/L) 0.5 (44.2 pmol/L) 3

Két qua ciia chung t6i ciing tuong tu nhur
nghién ctu Jerome L. Murphy (1989) rang
san pham chuyén hoé cua furosemide trong
co thé la furosemide glucuronic and
saluamine (CSA) c6 thé uc ché phan tng tao
phtc hgp mau gitra creatinin va acid picric
dan dén lam giam két qua XN creatinin mau
phuong phap Jaffe. Tuy nhién nghién cuu
cua chung toi trén mo hinh invivo ¢ cac BN
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duoc diéu tri furosemide véi lidu 20-40
mg/gio (< 1mg/kg/giod), lidu thap hon rat
nhiéu so vai lidu cac BN dugc chi dinh trong
nghién cau cua Jerome L. Murphy (1989).
Liéu cao nhat Ién toi 12 mg/kg/gio, mac do
liéu cao nhu vay hién nay khéng duoc chi
dinh trén 1am sang. Chung t6i chua tim thay
dugc bang chang anh huong cua furosemide
dén XN creatinin phurong phap Jaffe.
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VI. KET LUAN

Thubc cefoxitin c6 thé gay ting gia cho
két qua XN creatinin mau theo phuwong phap
Jaffe, mirc @6 anh huéng phu thudc vao nong
d6 thube cé trong mau, vai BN truyén thude
cefoxitin can ldy mau sau khi truyén thudc it
nhat 2h dé tranh anh huong.
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GIA TRI CUA CAC XET NGHIEM HS-TNI VA HS-TNT
TRONG CHAN POAN NHOI MAU CO’ TIM CAP

Pham Thi Thu Hwong*, Ta Thanh Vin** va Nguyén Thi Ngoc Lan**

TOM TAT

Nhoi mau co tim cdp (NMCT) 1a mét trong
nhitng nguyén nhan hang dau gay tir vong va
ganh nang bénh tat trén toan cau, doi hoi phai
duogc chan doan sém va diéu tri tich cuc kip thoi.
Cac xét nghiém Troponin do nhay cao (high-
sensitivity: hs) hién duoc khuyén céo sir dung
chan doan nhdi méau co tim bao gdm Troponin T
d6 nhay cao (hs-TnT) va Troponin I d6 nhay cao
(hs-Tnl). Trong d6 mot sb nghién ciu cho thay
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xét nghiém Tnl hs c6 wu thé hon khi sir dung
diém cat phan tang theo giGi va it duong tinh gia
6 bénh nhéan suy than. Muc tiéu: Panh gia gia tri
chan doan nhdi méau co tim cip cua xét nghiém
hs-Tnl va xét nghiém hs-TnT. Pdi tweng va
phwong phap: Nghién ciu mé ta cit ngang. 86
bénh nhan nghi ngd nhdi mau co tim cip dén
kham va diéu tri tai Bénh vién da khoa tinh Théi
Binh va Bénh vién tim Ha Noi. Két qua: Muc
cut-off t6i wu cua hs-Tnl 12 140,06 pg/mL, tai gia
tri nay do nhay va do dac hiéu cua chan doan 1an
luot 1a 88,5% va 80%, AUC=0,881. V&i hs TnT,
ngudng cut-off t6i wu 1a 35,69 pg/mL c6 gi4 tri
d6 nhay 90,2% va d¢ dac hiéu 73,4%, AUC =
0,861. Két luan: Xét nghiém Troponin T do
nhay cao va I do nhay cao déu cé gié tri trong
chan doan NMCT cap.
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SUMMARY

VALUE OF HS-TNI AND HS-TNT
TESTS IN THE DIAGNOSIS OF ACUTE
MYOCARDIAL INFARCTION

Acute myocardial infarction (AMI) is one of
the leading causes of death and disease burden
globally, requiring early diagnosis and prompt
aggressive  treatment. The high-sensitivity
Troponin | is considered to be superior when
using the sex stratified cut-off point and less false
positive in patients with renal failure.
Objectives: To evaluate the diagnostic value of
acute myocardial infarction of high-sensitivity
Tnl and TnT test. Method: A cross-sectional
descriptive study is used in this research. 86
patients with suspected acute myocardial
infarction were examined and treated at Thai
Binh General Hospital and Hanoi Heart Hospital.
Result: The optimal cut-off level of hs-Tnl was
140.06 pg/mL, at this value the sensitivity and
specificity of the diagnosis were 88.5% and 80%,
respectively, AUC=0.881. With hs-TnT, the
optimal cut-off is 35.69 pg/mL, at this value, the
sensitivity and specificity is 90.2%, 73,4%,
respectively, AUC = 0,861. Conclusion: The hs
Tnl and hs TnT test are valuable in the diagnosis
acute MI.

I. DAT VAN DE

Nhdi mau co tim cip (acute myocardial
infarction: AMI) 1a bénh canh noi khoa can
duoc can thiép cdp cau, ding dau trong cac
nguyén nhan gay tir vong va ganh nang toan
cAu. Sy ddng thuan cua cac hiép hoi tim
mach 16n trén thé gioi da coi Troponin 1a
trung tdm cua tiéu chuan chin doan bat dau
mot thoi ki ma dau an sinh hoc Troponin
duogc st dung nhu mot diéu kién can c6 dé
chan doan va theo doi bénh nhan. Su ra doi
cua xét nghiém Troponin d6 nhay cao (high
sensitivity: hs) hd trg chan doan va theo ddi
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diéu tri bénh nhan AMI mét cach hiéu qua.
Nhirng xét nghiém nay cho phép phéat hién
sém hon AMI, va vai cac xét nghiém nay,
hs-Tn ¢6 thé dugc phat hién ngay ca & phan
I6n cac ca nhan binh thuong. Hién nay trén
lam sang c6 duy nhit mot loai xét nghiém
Troponin T d9 nhay cao (high-sensitivity
Troponin T: hs-TnT) cua Roche Diagnostics
nhung c6 rat nhiéu loai xét nghiém Troponin
I hs Abbott, Siemens, Beckman Coulter vai
c4c gia tri tham chiéu khac nhau. Xét nghiém
Troponin T d9 nhay cao (high-sensitivity
Troponin I: hs-Troponin I) dugc cho la cé
gia tri phan ting nguy co theo gidi va han
ché duoc ti 1¢é duwong tinh gia & bénh nhan c6
bénh than man tinh. Pé danh gia hiéu qua
trong chan doan nhdi mau co tim cap cua xét
nghiém hs-TnT va hs-Tnl trén hé théng
Atellica ching tdi tién hanh nghién ctu nay
Vv6i myc tiéu: Panh gia gia tri chan doan nhdi
mau co tim cap cua xét nghiém Troponin do
nhay cao.

I1. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

1. Poi twong

BN c6 triéu ching dau nguc kiéu mach
vanh nghi ngo NMCT cép dén kham va diéu
tri tai BVDK tinh Thai Binh, BV tim Ha Noi
trong thoi gian tir thang 7/2021 dén thang
8/2022.

Tiéu chuan loai trir: BN khong dugc chup
mach vanh chan doan xac dinh, BN ¢ tién
sir suy tim, rung nhi, cuéng nhi, BN méi c6
NMCT trong vong 30 ngay, BN thuc hién
c4c thu thuat trong budng tim, mang may tao
nhip, BN suy than niang, BN chan thuong
nguc.

2. Phuong phap nghién cuu

2.1 Thiét ké nghién citu: Nghién ciru md
ta cit ngang

2.2 C& mau nghién ciu
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Ap dung cong thic tinh ¢ mau theo do
dic hiéu cho nghién ctu vé chan doan, do
dic hiéu tong hop cua xét nghiém hs Tnl cua
Siemens la 95.9%.[4] Ti 1€ NMCT theo
théng ké caa Hiép hoi Tim mach Hoa Ky
néim 2020 13 3.0%.[6]

Z° qxpopx(l—pem .
@ ¥ PRl gz 0 ocor0.081

0L053(1-0.03) =

Nsp = w [ 1-pdis) =
63

Trong d6: nsp: €& MAu t6i thiéu tinh theo
d6 dic hiéu, Chon mirc ¥ nghia thdng ké

Zi_g L,
a=0.05, 2=1.96, w: muc sai so (lua chon:

w=0.05), psp: d0 dic hiéu, pais: ti 1& mac bénh
hién hanh. C& mau tdi thiéu duoc xac dinh 1a
63 BN. Trong thoi gian nghién cau ching téi
da chon dugc 86 BN vao nhdm nghién cuu.

Phuong phap chon mau: Chon mau thuan
tién. BN cd triéu ching nghi ngy NMCT cép,
¢6 con dau that nguc kiéu mach vanh. Thu
thap thong tin hd so bénh &n cua BN theo
mau bénh an nghién cau. Thu thap mau bénh
pham tir KXN, tién hanh tach huyét thanh va
bao quan mau bénh pham & -20°C. Mau bénh
pham duoc van chuyén va tién hanh phan
tich tai KXN BV Pai hoc Y Ha Ngi. Tién
hanh thu thap théng tin tai kham hoac phong
van BN qua dién thoai sau 30 ngay dé thu
thap thong tin bién c6 sau 30 ngay.

2.3 Chi s6 nghién citu

- Pic diém nhan tric caa BN: Tudi, gidi,
yéu té nguy co bénh mach vanh

- Két qua can 1am sang: TnT hs, Tnl hs,
nhanh mach vanh tén thuong.

- Gié tri chan doan cua xét nghiém hs Tnl:

d6 nhay, d6 dac hiéu, dién tich dudi duong
cong AUC, gi4 tri tién luong bién ¢ trong
30 ngay

2.4 Pao dirc nghién ciru

BN duoc giai thich va dong y tham gia
nghién ctu. Nghién ctu khong phai 1y thém
mau bénh pham mai tir BN ma dugc thu thap
tr mau ¢ san tai cac KXN. Nghién ctu
khéng anh huéng téi qué trinh diéu tri, két
qua va chi phi diéu tri caa BN.

INl. KET QUA NGHIEN CU'U

Trong thoi gian tir thang 7/2021 dén thang
8/2022 chiing t6i da tién hanh nghién ctu 86
BN nghi ngd NMCT cip duoc chup DMV
tai BVDK tinh Thai Binh va BV tim Ha Ndi,
¢6 56 BN duogc chan doan NMCT sau khi
chuyp bMV.

3.1 Pic diém chung ciaa nhém nghién
cuu

Trong nghién ctu cta chdng t6i, mot sb
bénh nhan ¢ cac tinh mién ndi phia Bic nhu
Lao Cai, Cao Bang... nghién ciu dién ra
trong thoi gian dich bénh covid-19 céang
thang, bénh nhan con cé tam ly ngai khi dén
vién nén thoi gian xuat hién triéu chung dau
nguc cua bénh nhan tinh dén khi nhap vién
trong d6i muon. Bénh nhan sau khi co triéu
ching dau ngyc dén vién muon nhat 1a 5
ngay, sém nhat la 2 gio, trung binh Ia 22,08
gio. Pac diém chung cia nhom nghién ctu
va cac yéu té nguy co kém theo dugc thé
hién & Bang 3.1.

Bdng 3.1. Pdc diém chung ciia nhdm nghién ciu va yéu té nguy co kém theo

Bién sé (X £ 5D hodcn%)
nghién ciu Chung NMCT Khong phai NMCT P
Tudi (ndm) 66,5713,85 | 69,88%11,04 66,2¥16,38 0,200
Tubi >65 (n) 48 (55,8%) | 38 (67,9%) 10 (33,3%) 0,003
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Nam (n) 60 (69,8%) | 43 (76,8%) 17 (59,7%) 0,083
Tang huyétdp (n) | 55 (64%) 40 (71,4%) 15 (26,8%) 0,061
Huat thube 14 (n) | 15 (17,4%) 14 (25%) 1 (3,3%) 0,015
Dai thao dudng (n) | 19 (22,1%) 15 (26,8%) 4 (13,3%0 0,182
RLCH lipid (n) | 27 (31,4%) 17 (30,4%) 10 (33,3%) 0,811

- Tudi trung binh cua nhém nghién cau 1a
66,5 £ 13,85. Su khac nhau vé do tudi trung
binh cua nhém ¢6 NMCT va nhom khong co
NMCT khac nhau khong c6 y nghia thong ké
(p=0,200). Trong nhom trén 65 tudi (n=48),
nhém ¢6 NMCT chiém ti 1¢ cao hon c6 y
nghia (67,9%) so véi nhém NMCT (33,3%)
véi p=0,003.

- Trong 4 yéu t6 nguy co dugc khao sat,

THA chiém ti 1¢ cao nhét (64,0%), sau do 1a
RLCH lipid (31,4%), PTP (22,1%), hat
thudc 14 ¢co ti 18 thap nhit (17,4%) va co su
khac biét vé ty 1& hat thudc 14 & nhom dugc
chan doan NMCT va nhom khong NMCT.

Ty 1€ tdn thuong mach vanh & céac vi tri
giai phau khac nhau duoc thé hién ¢ Hinh
3.1.

Nhanh mach vanh tén thuong
4.35

21.74

Hinh 3.1. Ty I¢ ton thwong mach vanh ¢ cdc vi tri gidi phdu khdc nhau

Hinh 3-1 cho thiy trong nhém BN c¢o
NMCT, PMV tén thuwong nhiéu nhit la
DMV lién that trudc chiém ti 18 38,4%, tiép
dén 1a PMV phai (35,87%), PMV mi
(21,74%), than chung DMV trai chiém ti 18
thap nhat (4,35%).

3.2 Gia tri chan doan caa hs- Tnl
Atellica so véi hs TnT trong NMCT cap
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= Than chung
= LAD

LCX
= RCA

38.04

Bénh nhan dugc ldy mau lam cac xét
nghiém hoéa sinh, mau bénh pham duoc thu
thap sém nhat c6 thé ngay sau khi bénh nhan
vao vién. Thoi gian trung binh tir khi bénh
nhan nhap vién dén khi duoc ldy mau la 58
phat. Nong d6 hs-Tnl va hs-TnT cua nhém
nghién ciu nhdi méau co tim va nhom khong
nhdi méu co tim duoc thé hién ¢ bang 3.2.
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Bdng 3.2. Nong dg hs-Tnl va hs-TnT cia nhom nghién cizu nhéi mdu co tim va nhém
khong nhoi mdu co tim

X6t hs-TnT Hs-Tnl
nghiém Min | Max Trung binh Min | Max Trung binh
NMCT | 419 | 1812 | 78645+11342 | 258 | 18820 | 7612,77+8976.2
Kr;\‘l’&gcpTha' 717 | 5689 | 2259749011 | 316 | 25750 | 224492+ 5287.68
P 0,002 0,0001

Nhu dugc chi ra & Bang 3.2, nong do hs-TnT va hs-Tnl ¢ nhém bénh nhan NMCT  cao
hon mdt cach co y nghia thong ké rd rét so voi & nhdm khong nhdi mau co tim.
Puong cong ROC thé hién gia tri chan doan NMCT cua hs-TnT va hs-Tnl duoc thé hién &

Hinh 3.2.

ROC Curve
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Hinh 3.2. Puong cong ROC thé hién gia tri chdn dodn NMCT ciia hs-TnT va hs-Tnl
Kha ning dy doan NMCT cua xét nghiém Troponin I-hs & muc tot véi AUC=0,881, kha
nang du doan NMCT cua xét nghiém TnT- hs vai AUC=0,861
Do nhay, do dic hiéu & mot sé gia tri cat (cut-off) caa hs-TnT va hs-Tnl trong chan doan
nhdi méu co tim cdp duoc thé hién ¢ Bang 3.3.
Bdng 3.3. Mgt sé gid tri cut-off cia hs Troponin va khd ning chéin dodn twong g

hs Tnl hs TnT

Gia tri D¢ nhay D¢ dac hiéu Gia tri D¢ nhay D¢ dac hiéu
(pg/mL) (%) (%) (pg/mL) (%) (%)
3,1 100 26,7 7,2 100 26,7
5,08 96,7 40 14,1 96,7 38,7
34,31 90,2 70,7 16,58 95,1 45,3
55,77 90,2 74,7 35,69 90,2 73,4
140,06 88,5 80 52,9 78,7 82,7
19583 16,4 100 1926,5 14,8 100
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Chung 90,2 78,7

Chung 89,29 70,0

Cac két qua thu dugc & Bang 3.3 cho thay,
gia tri cat (cut-off) t6i wu cua hs-Tnl Ia
140,06 pg/mL, tai gia tri nay do nhay va do
dac hiéu ciia chan doan lan luot 12 88,5% va
80. V6i hs TnT, ngudng cut-off téi wu la
35,69 pg/mL c6 gié tri d6 nhay 90,2% va do
dac hiéu 73,4.

IV. BAN LUAN

Nghién ciu cia ching t6i c6 dic diém
tuong duwong véi cidc nghién cau khac o
trong nudc va qudc té vé tudi, gisi va yéu td
nguy co. Tudi cao la mot yéu té tién luong
nang trong NMCT do BN cao tudi thuong co
triéu chimg dau nguc khong dién hinh, ton
thwong DMV nhidu nhanh va phuc tap.
Trong nhom trén 65 tudi (n=48), nhém cé
NMCT chiém ti 1& cao hon (67,9%) c6 y
nghia (p=0,003) so v&i nhom khéng co
NMCT (33,3%).Trong 86 BN nghién cuu,
nam giGi c6 60 BN (chiém 69,8%) cao hon
S0 voi nir (30,2%), ti 1€ nay cao hon so voi
nghién ctu ctia Pham Quang Tuan nim 2019
(66,4%) [2] nghién cttu Andrew R Chapman
(61,1%) [5], c6 I& lién quan dén nguy co hut
thudc 14 & nhom nam gigi (14/15 nam gigi
hat thude 14 c6 NMCT). Hai yéu t6 nguy co
THA chiém ti 1& cao nhat (64,0%) va RLCH
lipid (31,4%). C6 sy khéc biét vé yéu té nguy
co gitra hai nhom NMCT va khong co
NMCT tuy nhién sy khac biét chua c6 y
nghia thong ké trir yéu té nguy co vé hut
thudc 1a (p=0,003). Trong nghién cau cua
ching t6i, ton thuong c6 y nghia & cac nhanh
than chung PMV trai, DMV lién thét trudc,
PMV mil va DMV phai lan luot 12 4,35%,
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38,04%, 21,74%, 35,87%, c6 4 BN bj tén
thuong 3 than DMV chiém 7,14%. Két qua
nghién ctiu cua chang toi twong ing Vi Cac
két qua nghién ciu trong va ngoai nudc vé
nhanh DMV t6n thuong c6 y nghia hay gip
nhat 1a nhanh DMV lién that.[2] [7]

Néng do hs TnT, hs Tnl ciia nhom bénh
nhan NMCT va khong phdi NMCT ¢ hai
nhom bénh nhéan 1a khac biét c6 y nghia
thdng ké (p=0,002 va 0,001). O ngudng xap
xi bach phan vi thit 99 chung cho ca 2 gidi
dbi voi xét nghiém hs Tnl 46,99 pg/mL, do
nhay va do dic hiéu cua chin doan lan luot
14 90,2% va 73,3%. M cut-off tbi vu véi
xét nghiém 140,06 pg/mL d¢ nhay va do dac
hiéu tuong tng 1a 88,5% va 80,0%, dién tich
dudi duong cong AUC 0,881. Nghién cuu
cua tac gia Jasper Boeddinghaus va cong su
trén hs-Tnl Centaur thuc hién trén 1755 BN
cling ¢6 dién tich dudi duong cong AUC du
bdo HCVC 1a 0,94.[3] Nghién clru cua
Andrew R Chapman ndm 2018 trén 1920 BN
c6 do nhay 90,8% va dg dac hi¢u 74,4% [5]
tuong tu trong nghién ctru cua ching to1 khi
st dung ngudng cut-off chung cho ca hai
gidi. Céac nghién ctru trong nudce trén gia tri
chan doan ciia hs —TnT cia tac gia Pham
Quang Tuan ¢ muc cut-off 16,5 pg/mL (gi6i
han 99% bach phan vi 1a 14 pg/mL) c6 do
nhay va d§ dac hi¢u tuong tng la 84,3% va
87,1%, dién tich dudi duong cong AUC
0,90,[2] nghién curu cua tac gia Pham Trong
Khoa tai khoa Cép ctiru Bénh vién Pai hoc Y
Ha No6i st dung gia tri cut-off 14 pg/mL co
dd nhay va do dac hiéu tuong ung la 89,1%
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va 66,7%, dién tich dudi duong cong AUC
0,863.[1] Trong nghién ctru cua chung t61, hs
TnT c6 ngudng cut-off 16,58 c6 dd nhay cao
hon 95,1%, tuy nhién d6 dac hi¢u chi dat
45,3% thap hon cac nghién ctru trén do nhom
BN loai trirt NMCT c6 7 BN biéu hién viém
co tim sau nhiém Covid 19 hodc tiém vacxin
chiém ti 1¢ 23,3% hodc cac bénh nhan c6 ton
thuong co tim do suy hé hap cip, phu phdi
va tim nhip nhanh.

V. KET LUAN

Xét nghiém hs-Tnl trén hé thong Atellica,
Siemens va hs TnT trén hé théng C8000,
Rocheco gia tri tot trong chan doan NMCT
cap. Gia tri cut-off toi uu véi xét nghiém hs-
Tnl 140,06 pg/mL d6 nhay va do dac hi¢u
tuong ung 1a 88,5% va 80,0% va dién tich
dudi duong cong AUC=0,881. Véi hs-TnT,
gid tri cat t6i wu 1a 35,69 pg/mL c6 gia tri do
nhay 90,2% va d¢ dac hiéu 73,4%, AUC =
0,861.
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PINH LUONG THUOC GAY TE ROPIVACAIN TRONG HUYET THANH
BANG PHUO'NG PHAP SAC KY LONG KHOI PHO

TOM TAT

Muc tiéu: “Phat trién phuong phap phan tich
nhanh, c6 d nhay, d6 chinh xac cao dé dinh
lugng ROP huyét thanh bang HPLC-MS ”. Déi
tugng va phwong phap: MAu chuan ropivacain
pha trong huyét thanh trang (n=10), mau kiém tra
chat lwong (QC) chira ROP & 3 muc nong do
(n=6); mau thtr 12 huyét thanh bénh nhan sau
phau thuat gdy té ngoai mang cang (n=30).
Phuong phép sic ky long ghép khdi phd (liquid
chromatography—mass spectrometry: HPLC-MS)
st dung nguon ion hoa phun dién to
(Electrospray ionization-ESI) véi ché do giam sét
nhiéu phan ¢ng (multiple reaction monitoring -
MRM) dé dinh lwong ROP huyét thanh. Cac
mau duoc pha vao dung dich dém chiét, ly tam,
loc va phan tich trén cot Zobax va nhan dién
bang dau do khéi phd theo cadc manh ion dic
trung: m/z 275,3-> 1262 d6i véi ROP; m/z
290,2-> 198,2
Phuong phép cho do tuyén tinh cao trong khoang
do 0,1-10 pg/mL va gi6i han dinh lugng thip 1a

v6i diazepam-d5. Két qua:

0,1 pg/mL. B9 chinh xac dao dong trong khoang
96,76 — 102,48%, hiéu suat chiét cao tir 94,88-
98,85%. Luong mau yéu cau thap (10uL), do dic
hiéu cao va thoi gian phan tich ngan (6 phat) nén
rat thich hop dé xac dinh ROP huyét thanh cho
bénh nhan nghi ngo ngd doc thudce.
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SUMMARY
DETERMINATION OF ROPIVACAIN
IN SERUM USING LIQUID
CHROMATOGRAPHY - MASS
SPECTROMETRY

Obijective: “Develop a fast, sensitive, and
highly accurate analytical method for the
quantification of serum ROP by HPLC-MS”.
Subjects and methods: Standard sample
ropivacaine mixed in white serum (n=10), quality
control sample (QC) containing ROP at 3 lever
concentrations (n=6); Samples were serum from
patients after epidural surgery (n=30). Liquid
chromatography-mass spectrometry (HPLC-MS)
used an electron spray ionization (ESI) source
with multiple reaction monitoring (MRM) for
determination. serum ROP. Samples were mixed
into extraction buffer, centrifuged, filtered and
analyzed on a Zobax column and identified by
mass  spectrometry  probe according to
characteristic ion fragments: m/z 275.3-> 126.2
for ROP; m/z 290.2->198.2 with diazepam-d5.
RESULTS: The method showed high linearity
over the measuring range 0.1-10 pg/mL and a
low limit of quantification of 0.1 pg/mL. The
accuracy ranges from 96.76 to 102.48%, the
extraction efficiency is from 94.88 to 98.85%.
The low sample volume required (10 pL), high
specificity and short analysis time (6 minutes)
make it very suitable for determining serum ROP
for patients with suspected drug toxicity.
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Keywords: Local anesthetic, ropivacaine,
serum, liquid chromatography - mass
spectrometry
I. DAT VAN DE

ROP Ia thudc gay té cuc bo dang amide
tac dung kéo dai duoc st dung ¢ nong do cao
dé gay té phiu thuat va nong do thap hon dé
giam dau sau phau thuat[5]. N6 tuong ty nhu
bupivacain vé mat héa hoc [1] nhung doc
tinh cua ROP ddi véi hé tim mach it hon so
VGi cac thuéc gay mé khac vi &i lyc cia nd
VGi cac kénh natri trong tim thap[7]. Vi vay,
ROP mét dugc sir dung phd bién trong 1am
sang, chi yéu dé giy té ving, giy té ngoai
mang cing, giam dau sau phau thuat hoic
chuyén da [4]. Tuy nhién, ciing c6 nhiing tac
dung khong mong muén nhu ha huyét ap,
giam nhip tim, budn nén... dic biét nguy
hiém khi nong d6 ROP qua cao trong huyét
thanh c6 thé gay tir vong cho bénh nhan. Do
do, mot ky thudt phan tich nhanh chong va
chinh xac dé xac dinh ndng do cua ROP
trong huyét thanh 13 rat can thiét.

Hién nay, cac phuong phap phan tich
ROP huyét thanh chu yéu dua trén viéc
chuan bi mau bang chiét 1ong/long, két tua
protein, pha ran, chiét vi pha rin [2]... han
ché ciia cac phuong phap nay 1 can lugng
mau 16n, k§ thuat 1am sach phutc tap, tén
nhiéu thoi gian va kho ty dong héa. O Viét
Nam, chua c6 nghién ctu nao dinh lugng
ROP trong huyét thanh bang HPLC-MS. Vi
vay, chdng t6i tién hanh nghién ciu nay voi
muc dich “phat trién phuong phap phan tich
nhanh, c¢6 do nhay, d6 chinh xac cao dé dinh
lugng ROP  huyét thanh bang HPLC-MS ”
gitip chan doan chinh xac nhiing bénh nhan

¢o cac triéu chung nghi ngd ngd doc ROP do
qua liéu

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Dbi twong:

- Mau ROP chuan, huyét thanh tring
(n=10) (12 huyét thanh bénh nhan khoe manh
khong sir dung thudéc ROP), cac mau kiém
tra chét lugng chira ROP & 3 mirc nong do
thap, trung binh va cao (n=6).

- Mau thir: Huyét thanh bénh nhan sau
gdy té ngoai mang cung bang ROP (n=30)

2.2. Phwong phap nghién ciru

2.2.1. Hoa chat

ROP va diazepam-d5 (ndi chuan-1S) tinh
khiét > 98%, cta Sigma-Aldrich Co. LLC —
My. Acetonitril va metanol (loai HPLC) cua
Merck (Darmstadt, Birc). Nuéc tinh khiét
(18,2M) chuan bi trén hé théng Elga Centra
RDS

2.2.2. Dung cu va phwong phap

Hé thong sic ky long Agilent 1290 ghép
dau do khoi pho Agilent 6430 Triple
Quadrupole (Agilent — My). Cot Zobax C18
4,6x50mm x 5 pum (Agilent — My) duoc st
dung lam pha tinh va nhiét 6 cot dat ¢ 30°C.
Pha dong la axetonitril chaa 0,1% axit
formic (FA) / trong nudc chaa 0,1% FA, rira
giai bang gradien véi toc do dong 0,2
mL/phat.  Diéu kién khdi pho: Khi nito
6L/phut, dién 4p mao quan 1000 V va nhiét
d6 khir am 1a 300° C, ché d6 quyét MRM.
Cac manh phé chon nhu sau: m/z 275,3->
126,2 (dinh lugong) va m/z 275,3-->84.3
(dinh tinh) ddi véi ROP m/z 290,2-> 198,2
(dinh luong) va 290,2-> 154.0 (dinh tinh)
cho diazepam-d5 (Hinh 1).
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Hinh 1: Khéi phé ciia ROP (a) va diazepam-d5 (b)

Chon diazepam-d5 1a chit ndi chuén vi
trong cung diéu kién sic ky, diazepam-d5
dugc tach hoan toan, ¢6 thoi gian luu gan véi
thoi gian luu cta roipi trong mau thir va c6
cAu tric hoa hoc tuong tu nhu chét thr.

2.2.3. Chuin bi miu dwong chuin va
cac miu kiém tra

Dung dich gdc cia ROP (500 pg/mL) va
diazepam-d5 (25ug /mL) pha lodng bang
methanol, bao quan & 4°C cho t61 khi st
dung. Puong chuin bao gém: 01 mau huyét
thanh tring (blank) va 08 mau huyét thanh c6
pha chuan ropi c6 nong do tir 0,1 — 10pg/mL.
Cac mau kiém tra (QC) vé6i 3 muc ndng do:
Lower Quality Control Sample (LQC- 0,3
pug/mL), Middle Quality Control Sample
(MQC-4,0ug/mL), High Quality Control
Sample (HQC - 8,0 pg/mL); dugc chuan bj
tir dung dich chuan gdc doc lap.

2.2.4. Xir ly méu

Huyét thanh (10 uL), acetonitril (1 mL)
duoc thém vao 6ng ly tdm 2 mL, sau d6 duoc
lac tron trong 1,0 phut. Sau khi ly tam (6000
vong/phit, 4°C, 10 phut), hat pha ndi phia
trén loc qua mang loc 0,45um bang bom tiém
PolyTetraFluoroEthylene (PTFE), vao lo 2
mL dé phan tich sic ky

2.2.5. ThAm dinh phwong phap
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Theo huéng dan “Quy trinh tham dinh
phuong phap phan tich mau sinh hoc ctia Co
quan Quan 1y Thuc phdm va Dugc phim
Hoa Ky (US-FDA)” [3]

3. Két qua va ban luian

3.1. Xay dung phwong phap

Pi tbi wu hoa cac diéu kién sic ky vé ty 18
pha dong, ché do dung moi, lwa chon cot phu
hop dé co thé rira giai ROP khoi nhiing chat
phirc tap khac trong nén mau huyét thanh [8].
Pi tién hanh khao sat va so sanh hiéu qua
tach chiét cia mot loat cac ché do dung moi1
khac nhau nhu: metanol hodc axetonitril
(chua 0,1% axit fomic), dung dich dém
amoni axetat 10mmol/L (chtra 0,1% FA)
trong axetonitril hoac metanol, va 10mmol/L
amoni dung dich dém axetat (chua 0,05%
FA) trong metanol hodc axetonitril. Dudi