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CAC BIEN THE CAN QUAN TAM (VOC) CUA SARS-COV-2, HIEU QUA CUA
VACCINE VA CO’ CHE TAC PONG CUA CAC THUOC CHONG SARS-COV-2

TOM TAT

1) SARS-CoV-2 la mot virus loai RNA soi
don, duong, c6 kich thusc ~29,9 kB. SARS-
CoV-2 c¢6 14 khung doc mo (ORF). NO cé
5’UTR, phuc hop sao chép, cac gen gai (S), bao
(E), mang (M), nucleocapsid (N), 3'UTR, mot s6
OREF phi céu trac va dudi poly (A). Cac dot bién
& RBD, dic biét 1a & RBM, lam kha ning lay
nhiém va né tranh mién dich cao hon so véi
chung ban dau.

2) Vong doi cua SARS-CoV-2 gém 9 giai
doan: (1) lién két va xam nhap cua virus qua su
hoa mang hoac nhap bao; (2) giai phdng RNA bo
gen cua virus; (3) dich ma ra RNA phu thudc
RNA polymerase cua virus (RdRp); (4) Sao chép
bo gen; (5) phién ma dudi b gen; (6) dich mé ra
cac protein ciu tric cua virus; (7) cac protein S,
E va M két hop voi N; (8) hinh thanh virion
trugng thanh va (9) xuét bao.

3) Céc bién thé cua SARS-CoV-2 dugc chia
thanh ba loai: bién thé can quan tam (VOC), bién
thé can chd y (VOI) va bién thé dang theo ddi
(VUM). Céc bién thé VOC gom B.1.1.7 (Alpha),
B.1.351 (Beta), B.1.617.2 (Delta) va P.1
(Gamma). Trong cac kha nang cua cac VOC, kha
nang lay nhiém va né tranh mién dich 1a dang
dugc quan tdm nht.

4) Nam loai vaccine tiém ning ddi véi
COVID-19 dang dugc phat trién, gom: (1)
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vaccine virus bat hoat hodc bi 1am suy yéu; (2)
vaccine dua trén protein; (3) vaccine vecto virus;
(4) vaccine RNA va (5) vaccine DNA. Céc
vaccine COVID-19 la an toan va hiéu qua.

5) Co ché tac dong cua thudc khang SARS-
CoV-2 c6 thé gém: (1) &c ché su xam nhap cua
virus vao té bao chu bang rhACE2, bromhexine,
arbidol, hydroxychloroquine, ruxolitinib, va
baricitinib; (2) ¢c ché sy sao chép RNA bang
remdesivir, molnupiravir, favipiravir va ribavirin,
oseltamivir, emtricitabine va tenofovir; (3) wc
ché céc protease bang atazanavir, lopinavir,
darunavir, danoprevir va noscapine, ...

SUMMARY

SARS-COV-2 VARIANTS OF
CONCERN (VOC), VACCINE
EFFECTIVENESS AND THE
MECHANISMS OF ACTION OF ANTI-
SARS-COV-2 DRUGS

1) The SARS-CoV-2 is a single stranded
positive RNA virus of ~29.9 kB in size. The
SARS-CoV-2 has 14 open reading frames
(ORFs). It has 5’UTR, replication complex, spike
(S) gene, envelope (E) gene, membrane (M)
gene, nucleocapsid (N) gene, 3'UTR, several
non-structural ORFs and a poly (A) tail
Mutations in RBD, especially in RBM, allow for
greater transmissibility and immune evasion than
the progenitor strain.

2) SARS-CoV-2 life cycle including 9 phases:
(1) binding and viral entry via membrane fusion
or endocytosis; (2) releases of viral genome; (3)
translation of viral RNA dependent RNA
polymerase (RdRp); (4) genome replication; (5)
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subgenomic (nested) replication; (6) translation
of viral structural proteins; (7) S, E, and M

proteins combine with nucleocapsid; (8)
formation of the mature virion, and (9)
exocytosis.

3) Variants of SARS-CoV-2 are divided into
three types: variants of concern (VOCs), variants
of interest (VOI) and variants under monitoring
(VUM). The current VOCs include B.1.1.7
(Alpha), B.1.351 (Beta), B.1.617.2 (Delta), and
P.1 (Gamma). Among possibilities of VOCs, the
transmissibility and the evade vaccine-induced
immunity would be the most concerning.

4) Five different types of potential vaccines
for COVID-19 are in development, include: (1)
inactivated or weakened virus vaccines; (2)
protein-based vaccines; (3) viral vector vaccines;
(4) RNA vaccines and (5) DNA vaccines.
COVID-19 vaccines are safe and effective.

5) The mechanisms of action of anti-SARS-
CoV-2 drugs may include: (1) inhibition of viral
entry the host cells by rhACE2, bromhexine,
arbidol, hydroxychloroquine, ruxolitinib, and
baricitinib; (2) inhibition of RNA replication by
remdesivir, molnupiravir, favipiravir va ribavirin,
oseltamivir, emtricitabine va tenofovir; (3)
inhibition of proteases by atazanavir, lopinavir,
darunavir, danoprevir va noscapine, ...

I. AT VAN BE

Bénh coronavirus 2019 (coronavirus
disease 2019: COVID-19) do coronavirus-2
cua hoi ching hd hap cap tinh nang (severe
acute respiratory syndrome coronavirus 2:
SARS-CoV-2) thugc nhém Betacoronavirus,
lay nhidm cho ngudi. Ching virus ban dau
(original virus strain) dugc phat hién ¢ Vi
Han, tinh H5 Bic, Trung Quédc vao thang
12/2019, lay lan nhanh chéng, sinh ra mot s6
dot bién va dén thang 4/2020, bién thé
SARS-CoV-2 mang d6t bién protein dot bién

acid amin D614G ¢& protein gai tro thanh
dang chiém wu thé trén toan cau. Cac bién
thé can quan tam (variants of concern: VOC)
véi nhiéu dot bién & protein gai, gdm B.1.1.7
(alpha) lan dau xuat hién & Anh Quéc, sau dé
la B.1.351 (beta) & Nam Phi, B.1.617 (delta)
& An Do va P.1 (gamma) ¢ Brazil, c6 thé
lam ting lay nhiém (transmissibility) va né
tranh mién dich (immune evasion) so Voi
chung ban dau.

Bai viét nay trinh bay khai quat vé bo gen
SARS-CoV-2, vong doi, cac bién thé dang
guan tam (VOC), hiéu qua cua cac vaccine
va co ché tac dong cua cac thudc khéang
SARS-CoV-2.

Il. CAU TRUC BO GEN CUA SARS-COV2

SARS-CoV-2 la mét virus loai RNA, co
b6 gen la mot RNA sgi don, duong, c6 kich
thudc khoang 29,9 kB. SARS-CoV-2 gém ¢
14 khung doc mo (open reading frame:
ORF), m& hoa cho 27 loai protein khéc nhau.
SARS-CoV-2 c6 vung khéng dich ma 5’ (5’
untranslated region: UTR), phtc hop sao
chép (ORF1a va ORF1b), gen gai (spike: S),
gen vo (envelope: E), gen mang (membrane:
M), gen bao nhan (nucleocapsid: N), 3'UTR,
mot s6 gen phi cau trac va dudi poly (A).

V& mat cau tric, SARS-CoV-2 ¢6 mot
I6p vo lipid kép, gom 4 loai protein cau trlic
la: protein gai (spike protein: S), protein vo
(envelope protein: E), glycoprotein mang
(membrane glycoprotein: M) va protein bao
nhan (nucleocapsid protein: N). Protein gai
cia SARS-CoV-2 gom 1273 acid amin, bao
gém mot peptid tin hiéu (acid amin 1-13) &
dau tan N, tiéu don vi S1 (acid amin 14-685)
va tiéu don vi S2 (acid amin 686-1273), c6
vai trd gilp virus xam nhap vao té bao chu.
Trong ciu tric cua protein gai, dang cha ¥ 1a
ving gin thu thé RBD (receptor-binding



TAP CHi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

domain) tir acid amin 333 dén acid amin
527), dac biét 1a dudi ving (subdomain) kiéu
gan thu thé RBM (receptor-binding motif) tur
acid amin 438 dén acid amin 506, 1a ving
twong tac truc tiép véi thu thé ACE2
(angiotensin-converting enzyme 2) cua vat
chu, gidp cho viing RBD cua protein gai gan
vao ACE2 cua té bao dé di vao va lay nhiém
cho té bao vat cha [3].

1. VONG D01 CUA SARS-COV-2

Vong doi hay chu ky nhan Ién cia SARS-
CoV-2 gdm 9 giai doan:

1) SARS-CoV-2 xam nhap vao té bao:
protein gai (S) cua SARS-CoV-2 gin vao thu
thé ACE2 (angiotensin-converting enzyme
2) va TMPRSS2 (transmembrane protease
serine 2) cua té bao dé vao té bao duong hod
hip cua vat chu theo con dudng hoa mang
(membrane  fusion) hoiac nhap bao
(endocytosis);

2) Phong thich bd gen RNA (+) ra khoi
virus;

3) Dich mi (translation) dé tong hop
enzym RNA phu thuoc RNA polymerase
(RdRp) cua virus, tao phic hgp enzym sao
chép va phién ma (replicase-transcriptase
complex), xuc tac sy sao chép (RNA
replication) RNA b6 gen (+) thanh RNA bo
gen (-) caa virus;

4) Sao chép bo gen RNA () (RNA
replication) thanh RNA b gen (+) (genomic
RNA) nho enzym RNA phu thuoc RNA
polymerase (RdRp);

5) Phién ma dudi bo gen RNA (-) khong
lien  tuc  (discontinous  subgenomic
transcription) thanh cdc mRNA (+) cua
nucleocasid (N), gai (spike: S), mang
(membrane: M) va vo (envelope: E) nho
enzym RdRp;

6) Dich ma (translation) cac mRNA thanh
c4c protein cau tric va cac protease;

7) Lap rap (assembly) cac protein S, E va
M véi nucleocapsid (N) dé tao bao nhan;
protein N tao phuc hop voi RNA bo gen
maoi.

8) Hinh thanh virion truéng thanh (mature
virion) trong tui Golgi;

9) Virus bai xuat (exotosis) ra khoi té bao

[4].

IV. CAC BIEN THE SARS-COV-2 CAN PUOC
QUAN TAM (VOC)

Cac bién thé cua SARS-CoV-2 duoc chia
thanh ba loai: bién thé can quan tam
(variants of concern: VOC), bién thé can chu
y (variants of interest: VOI) va bién thé dang
theo doi (variants under monitoring: VUM).
Bién thé can quan tdm (VOC) cua SARS-
CoV-2 1a bién thé co lién quan dén mot hozc
nhiéu thay d6i sau diy ¢ mot mic do co y
nghia toan cau vé stc khoe cong dong:

1) tang kha nang lay truyén hogc thay doi
bét loi vé dich t& hoc COVID-19; hogc

2) tang doc luc hodc thay doi biéu hién
bénh 1am sang; hoac

3) lam giam hiéu qua cua céc bién phap
x& hoi va y té cong cong hoic cac phuong
phép chan doan, véc xin, phuong phap diéu
tri cO san.

Céc dot bién dudi ving RBM cua protein
gai nhu K417T, L452R va E484K co tac
dung lam dé dang cho virus thoat khoi tac
dung cua khang thé (facilitates antibody
escape), con dot bién N501Y c6 tac dung
lam tang 4i lyc gin cua protein S vao thy thé
ACE?2 (enhances S protein binding to ACE2)
khoang 10 lan, nghia 1 1am ting kha ning
lay nhidm [1]. Dén nay, ngudi ta chua phat
hién duoc dot bién ndo cua SARS-CoV-2
anh huong mot cach ¢ y nghia dén sé bénh
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nhan COVID-19 nhap vién (hospitalization)
hodc tr vong (mortality). Tinh dén 15/ 6/

thé

(Alpha),

1a cac bién thé can dugc quan tam, gom: bién
B.1.1.7

B.1.351 (Beta),

2021, 4 bién thé SARS-CoV-2 di duoc xem B.1.617.2 (Delta) va P.1 (Gamma) (Bang 1).

Bang 1. Tom tit cdce déc diém cia cac bién thé can quan tam (VOC) (Thye AYK, 2021

),
B.1.1.7 (Alpha) B.1.351 (Beta) |B.1.617.2 (delta)| P.1(Gamma)
Phat hién . An Do, Brazil,
£ tien Anh, 9/2020 Nam Phi, 10/2020 1212020 1212020
ROAOY IOV VA | oa Loaz-2aa; | . K417T, E484K,
144Y; N501Y, Xo0a 156-157;
A701V, D215G, N501Y, L18F,
. i | D614G, A570D, D614G, D950N,
Cac dot bien D80A, D614G, T20N, P26S,
, . .| P681H, T716l, L452R, T19R,
O protein gai E484K, K417N, D138Y, R190S,
S982A, D1118H T478K, P681R,
N N501Y, R246l, D614G, H655Y,
E484K, S494P va L18F R158G,G142D* V1176E. T1027|
K1191N* '
Khandng | o 43 8206 Hon 50% Hon 60% | Hon 1,7-2,5 I3n
lay nhiém
Tai _luc_rng Cao Khéng c_oA su khac Cao Cao kru tai
virus biét nhiem
Thoi gian Dai N/A N/A N/A
lay nhiem
Ty I‘?Anhap Cao Cao Cao Cao
vién
Micdo |y} ong thay di N/A N/A N/A
nang
Ty lé tu 5 5 5
vong Tang Téang N/A Tang
Khéng voi | Khéng vai hau hét | Khang véi hau hét . L
. x \ . £ Khang mét so
su trung hoamAbs chong NTD va|mAbs huéng chong .
, . . e 2 C A N/A mAbs chong
cua khdng khéang nhe vai mot sONTD va nhieu mAbs RBD
the mAbs chong RBD chéng RBD
Khéng vai
huyét tuong |  Khang it hon Khang nhiéu hon N/A Khang it hon
khoi bénh
Giam d6i véi Pfizer,| 2 liéu Pfizer
Hiéu qua cua| Tac dong tdi thiéu |Moderna, Novavax, hoic AstraZeneca| Giam ddi véi
cac vaccine Johnson & Johnson, | van c6 tac dung CoronaVac
AstraZeneca bao vé
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Ghi cha: *Cé thé c6 dot bién; mAbs:
monoclonal antibodies (khang thé don
dong); NTD: N-Terminal domain (ving dau
tan N); RBD: receptor binding domain (vung
gan thu thé); N/A (no answer): chua ¢ cu
tra loi.

Gitra 10/2021, ngudi ta da xac dinh thém
mot dong con (sublineage) cua bién thé
Delta, goi la bién thé Delta plus AY4.2. So
véi bién thé Delta, bién thé Delta plus AY4.2
c6 thém 3 dot bién Y145 H, A222V va
K417N & ving gan thy thé (RBD), lam ting
lay nhiém [én 10-15%. Ngay 24/11/2021,
mot bién thé méi xuat hien & Nam Phi la
B.1.1.529 véi nhiéu dot bién o protein gai
hon cac bién thé VOC dugc bdo céo cho
WHO. Ngay 26/11/2021, WHO xép
B.1.1.529 14 bién thé can quan tam, dat tén 13
Omicron. Hién bién thé Omicron dang duoc
nghién ciru vé kha ning kha nang lay nhiém
va thoat mién dich.

4. Hiéu qua cia cac vaccine ddi véi cac
bién thé SARS-CoV-2 méi

4.1. Céc loai vaccine

Hién c¢6 hon 180 urng cir vién vaccine, dua
trén cac nén tang khac nhau dang dugc phat
trién dé chong lai SARS-CoV-2. Hau hét cac
loai vaccin nay déu duoc thiét ké dé cam ung
hé théng mién dich caa co thé nham tao ra
céc khang thé trung hoa chéng lai protein gai
(S), ¢6 kha nang nhan ra, gan va ngan chan
SARS-CoV-2 [2]. Mot s6 loai vaccin tiém
niang dbi véi COVID-19 dang duoc phéat
trién gom:

1) Céc vaccine virus bat hoat hozc bj lam
suy yéu (inactivated or weakened virus
vaccines): 1a loai vaccin dugc san xuat bang
cach sir dung mot dang virus di bi bat hoat

hoac suy yéu, khdng gay bénh, nhung van c6
kha ning tao ra khang thé, vi du: Sinopharm
va Sinovac;

2) Cac vaccin dua trén protein hoac céac
vaccin tiéu don vi protein (protein-based
vaccines or protein subunit vaccines): 1a loai
vaccin dugc san xuat bang cach st dung céc
manh protein hoac vo protein v hai co6 kha
ning bat chudéc virus COVID-19 dé tao ra
khang thé mot cach an toan, vi du: Novavax;

3) Cac vaccin vecto virus (viral vector
vaccines): 1 loai vaccin duoc san xuét bang
cach st dung mot loai virus an toan khong
thé gay bénh nhung dong vai trd nhu mot
nén tang dé san xuat cac protein coronavirus
¢ kha ning tao ra khang thé,vi du: Oxford-
AstraZeneca, Johnson & Johnson, va Sputnik
Vi

4) Cac vaccin DNA (DNA vaccines):
vaccin DNA duoc san xuat bang céach su
dung DNA bién dbi gen dé tao ra protein gai
c6 kha ning kich thich tao ra khang thé
khang SARS-CoV-2 mot cach an toan, vi du:
INO-4800 (Inovio) hién dang thu nghiém
lam sang giai doan 2;

5) Céac vaccin mRNA (mRNA vaccines):
vaccin mRNA duoc san xuét bang cach si
dung cac mRNA thiét ké don gian, c6 kha
ning tao ra protein gai dé kich thich co thé
tao ra khang thé khang SARS-CoV-2 manh,
vi du: Pfizer-BioNTech va Moderna.

4.2. Higu qua ciia cac vaccin ddi véi cac
bién thé Sars-CoV-2 méi

Hiéu qua (effectiveness) cua cac vaccine
dbi vai su ngan chan bénh, ty 1& nhap vién,
d6 nang cua bénh va ty 18 tir vong ddi véi cac
bién thé mai can dwoc quan tdm (VOC) cua
SARS-CoV-2 c06 su khac nhau (Bang 2).
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Bdng 2. Co ché tac dung va higu qud criia cac loai vaccine Covid-19 doi véi cac thé

SARS-CoV-2 chung va véi bién thé Delta (Mascellino MT, 2021 [5], ...)
Pfizer/BioNTtech Moderna Astra-Zeneca Johnson &
Johnson
Ngan chan: 95% | Ngan chan: 94% | Ngan chan: 76% | Ngan chan: 72%
Hi¢éu qua | bénh, 87,5% bénh | bénh, 95% bénh | bénh, 93% bénh | bénh, 86% bénh
chung* nang, 90% tu nang, 81,5% tw nang, 91% tu nang, 83% tu
vong vong vong vong**
Hiéu qua | Ngin chin: 88% Ngan chan: Ngan chin: 60% | Ngin chan: 85%
ddi vai bénh, 96% bénh | 94,1% bénh, 95% | bénh, 93% bénh | bénh, 71% bénh
bién thé ning, 90% tir | bénh ning, 85,5% | ning, 91% ti niang, 96% tir
Delta* vong tu vong vong vong**
Hiéu qua P
vaccine 86,9% xudng 89,2% xudng | 77% xubng 67% 812410;):?:
theo thoi | 43,3% sau 6 thang | 58% sau 6 thang | (sau 4-5 thang) ,théng
gian

Ghi cha: *14 ngay sau lidu 2; **dbi voi
vaccine Johnson & Johonson, sir dung 1 liéu,
danh gia ¢ ngay thu 28.

Kha niang bao vé cua cac loai vaccine
chéng lai su lay lan COVID-19 ciing giam
theo thoi gian dan dén kha ning co thé can
tiém mii vaccine bé sung (COVID-19
vaccine booster shots).

5. Co ché tac dung caa cac thudc khang
COVID-19

Co ché tac dung cua céc loai thuéc khang
COVID-19 c6 thé gom:

1) Uc ché virus di vao té bao vat chu
(viral to host cell): rhACE2 (recombinant

human ACE2), bromhexine, arbidol,
hydroxychloroquine, ruxolitinib va
baricitinib;

2) Uc ché sy sao chép cua virus (viral
replication): enzym RdRp c6 thé bi tc ché
boi cac thubc twong tu nucleoside nhu

remdesivir, molnupiravir, favipiravir va
ribavirin, oseltamivir, emtricitabine va
tenofovir;

10

3) Uc ché céac protease cua virus (viral
proteases): atazanavir, lopinavir, darunavir,
danoprevir va noscapine;

4)  Tang cuong  mién  dich
(immunoenhancement): interferon-alpha,
interferon-beta, nivolumab (chin su chét té
bao theo chuong trinh: PD-1);

5) Piéu bién mién dich (immunodulating):
immunoglobulin tiém tinh mach, fingolimod
va thalidomide;

6) Uc ché mién dich (immunosupressive):
corticosteroid, cac khang thé don dong
tocilizumab, sarilumab, siltuximab (&c ché
IL-6) va NSAID (paracetamol, ibuprofen);

7) Tang thong khi phoi: nitric oxide,
sildenafil, aviptadil, losartan [6].

V. KET LUAN

SARS-CoV-2 la mot virus RNA soi don,
duong, kich thuéc ~29,9 kB, c6 14 khung
doc mo (ORF). N6 c6 phuac hop sao chép,
gen gai (S), gen bao (E), gen mang (M), gen
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nucleocapsid (N); cac dot bién ¢ RBD, dic
biét 1a & RBM, lam ting kha ning 1y nhiém
va né tranh mién dich. Vong doi cua SARS-
CoV-2 gdém 9 giai doan: protein gai gan véi
ACE2 va virus xam nhap vao té bao chu,
virion giai phong RNA, RNA dich m& thanh
enzym RdRp, sao chép va phién ma bo gen,
dich ma thanh cac protein ciu tric va cac
protease, capsid hda, hinh thanh virion va
Xuit bao. Cac bién thé VOC gém B.1.1.7
(Alpha), B.1.351 (Beta), B.1.617.2 (Delta)
va P.1 (Gamma), c6 cac dot bién lién quan
dén ting lay nhiém va né tranh mién dich.
Nim loai vaccine COVID-19 dang phat trién
gom: vaccine virus bat hoat hozc bi 1am suy
yéu, vaccine protein, vaccine vecto virus,
vaccine RNA va vaccine DNA. Céc vaccine
dang dugc sur dung la an toan va hiéu qua.
Co ché tac dong cua cac thubc khang SARS-
CoV-2 gom: uc ché sy xam nhap cua virus
vao té bao chu, tc ché su sao chép RNA, &c
ché cac protease,....
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COVID 19 VO'I UNG THU: THACH THU’C VA CO’ HOI

Han Minh Thuy?!, Pang Thi Ngoc Dung?, Pham thién Ngoc?

TOM TAT

Trén toan cau, hang triéu nguoi dang mac
COVID-19 va con sb nay van lién tuc ting lén
timg ngay. DAi twong bénh nhan tudi cao hoic c6
bénh 1y nén dugc WHO xép vao nhém dé bi tén
thuong. Trong d6, nhom bénh nhan ung thu dé bi
méic va de doa tinh mang boi COVID-19 tién
trién tram trong. Tuy nhién, sy anh huong nay 1a
hai chiéu. COVID-19 gay ton thuong da co quan,
rbi loan hé thdng mién dich trén nén swc khoe
suy giam ¢ bénh nhan ung thu. Mat khac,
COVID-19 lam gian doan viéc chan doan, thay
dbi tién lugng va gay kho khin trong qué trinh
diéu tri ung thu, dac biét trong thoi diém cach ly
hoac gidn cach xa hoi. Bén canh do, budc dau da
c6 cac gia thuyét cho rang virus SARS-CoV-2 ¢
kha niang gay ung thu ¢ ngudi. Bong thoi, mot sd
béo cdo ciing dang tap trung nghién ciru vé tuong
tac gitra khéi u va virus & cip do té bao, mang téi
nhitng thach thirc ciing nhu co hoi maéi dé phat
trién cac lidu phap hiru hiéu c6 tac dung diéu tri
kép khong nhiing lam cham su phét trién cua
virus SARS-CoV-2 ma con lam cham tién trién
cua bénh ung thu.

T khdéa: COVID-19, SARS-CoV-2, Ung
thu
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SUMMARY

COVID 19 WITH CANCER:

CHALLENGES AND OPPORTUNITIES

Globally, millions of people are suffering
from COVID-19 and this number is continuously
increasing day by day. Patients who are elderly
or have underlying medical conditions are
classified as vulnerable by WHO. In particular,
the group of cancer patients is susceptible to and
life-threatening because of severe progression of

COVID-19. However, this influence is
bidirectional. COVID-19 causes multi-organ
damage, immune system disorders on the

background of poor health in cancer patients. On
the other hand, COVID-19 disrupts diagnosis,
changes prognosis and makes cancer treatment
difficult, especially in times of isolation or social
distancing. In addition, there were initially
theories that the SARS-CoV-2 virus has the
ability to cause cancer in humans. At the same
time, a number of reports are also focusing on
studying the interaction between tumors and
viruses at the cellular level, providing new
challenges and opportunities for the development
of effective therapies. The dual effect not only
slows down the growth of the SARS-CoV-2
virus, but also slows the progression of cancer.
Keywords: COVID-19, SARS-CoV-2, Cancer

I. DAT VAN DE

Su bung phéat cua dai dich SARS-CoV-2
da khién hé théng cham séc sirc khoe ¢ nhiéu
qudc gia bi qua tai va tro thanh mot trong
nhitng van dé sicc khoe toan cau quan trong
nhat. Biéu hién 1am sang cua SARS-CoV-2
rat khac nhau gitra nhitng nguoi bi nhidm: tir
hoi ching gidng cam dén viém phdi ning,


mailto:hanminhthuy@gmail.com

TAP CHi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

suy da co quan va tr vong. Ddi véi bénh
nhan ung thu, da sé bdo céo cho thiy anh
huong bat loi cua viéc nhidm SARS-CoV-2.
Bénh nhan ung thu ¢ thé cd tinh nhay cam
cao hon véi viéc nhiém virus nay. Bénh nhan
dang diéu tri ung thu lién tuc hoic déi voi
thé bénh tién trién, khéi u dic di can va khoi
u &c tinh huyét hoc c6 nguy co cao hon phat
trién hoi chang suy hé hap nghiém trong do
Coronavirus, dan tgi nhap vién va c6 hau qua
nang né hon, tham chi tir vong so vai nhing
nguoi khdng bi ung thu hoac ung thu khong
méc COVID-19.[1] Céc co ché gop phan lam
nang biéu hién & nhiing bénh nhan ung thu bi
nhiém COVID-19 bao gom: Uc ché mién
dich trong ung thu, su giai phong céc
cytokines mot cach 6 at gay ra “con bdo
cytokine”, ting cuong biéu hién cac protein
cd vai tro quan trong trong qué trinh virus
lay nhiém vao té bao cha va cac bién ¢ vé
huyét khdi. Mot sé bao céo gan day da chi ra
cac tac dong lau dai cua SARS-CoV-2 1én co
thé 6 ton tai kha nang gy ung thu. Tréi lai
cac nha nghién ctru da ghi nhan mot s6 liéu
phép chdng ung thu c6 tac dung diéu tri kép
lam cham su phat trién cua virus SARS-
CoV-2. Hon nita, nguoi bénh ung thu c6 tién
trién tich cuc sau nhiém virus ma trude do
khong dap ng véi cac phuong phat diéu tri.

Il. TUONG TAC BAT LQI GIUA SARS-
COV-2 VA SINH BENH HQC UNG THU

1.1. So lwoc vé SARS-CoV-2 va sw lay
nhiém vao té bao

Xuat hién vao cudi nim 2019, SARS-
CoV-2 lay lan nhanh chéng trén toan thé
gioi, gay ra mot dai dich méi dugc goi la
COVID-19. SARS-CoV-2  thuoc  ho
Coronaviridae: co vo boc, RNA (+) soi don.
V6 boc cua virus duoc tao thanh tu
glycoprotein M, protein vo E va bao xung

quanh béi protein gai S. Sy lay nhiém cua
virus phu thugc rat nhiéu vao hoat dong caa
protein gai S, n6é da dwoc chuing minh lién
két vé6i thu thé bé mat ACE2 cua cac té bao
biéu mo6 duong hd hip va sau d6 duoc phan
cit bai mot loai protease serine cua vat chu,
thanh vién cua ho protein serine xuyén mang
loai II, TMPRSS2 dé tham nhap vao té bao
dich[1]. Khi virus nam trong tui noi bao, cac
protease khéac, chiang han nhu protein
cathepsin L (CTSL) cua vat chu s& phan cit
protein S dé giai phong RNA soi don vao
trong nguyén sinh chét cua té bao chu. Do
nhiéu protein caa té bao chu da duoc dé xuat
dong vai tro then chdt cho sy l1ay nhidm
SARS-CoV-2, vi vay cac kiéu biéu hién caa
nhitng thu thé ké trén va cac yéu té diéu bién
biéu hién cta ching rat cd thé s& anh huéng
t6i tinh nhay cam cua té bao chu véi virus.

1.2. Tang nhay cam véi COVID-19 &
bénh nhan ung thw

Tudi tac 1a mot trong céac yéu té chinh anh
hudng dén su khac biét giita té bao don nhan
mau ngoai vi cia mdi ca nhan trong viéc
phan ng lai céc tc nhan gay bénh. Biéu nay
lam cho nguoi cao tudi dé bi ca ung thu 13n
nhiém virus hon va it c6 kha ning phat trién
cac phan ttng mién dich thich tng khi nhiém
bénh. Bénh nhan ung thu c6 do tudi trung
binh I6n tudi hon dan sé chung, va la mot
trong cac yéu té dan tgi cac két qua 1am sang
COVID-19 bét loi. Biéu hien ACE2 trong
md phoéi di dwoc nghién ctu va cho ring
tang 1én theo tudi..[2] Bénh nhan ung thu c6
thé coi 1a dé& bi nhiém SARS-CoV-2 hon
nhitng nguoi khong bi ung thu con do cac
yéu t6 nguy co ung thu ciing lién quan dén
COVID-19, cu thé 1a rdi loan chuyén hoa
nhu BDTD, béo phi hoac cac tac dung phu cua
hoa tri lieu c6 thé lam tram trong thém
COVID-19, bao gém ting huyét ap dong
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mach, bénh co tim, Gc ché mién dich toan
than va ting toc do6 130 hoa té bao. Tai Trung
Quéc, ty 16 mic COVID-19 quan sat thdy co
xu hudng gia tang 6 nhiing bénh nhan da
duoc chan doan mic ung thu trude d6. Trong

A. SARS-CoV-2 I3y nhiém vio té bio chu

TB phé nang

Biéu hién ACE2 Biéu hién

TMPRSS2

mat nghién ctu cho thay trong sé 1524 bénh
nhan mic bénh ung thu tir mot trung tdm ung
thu & Trung Quéc, ty 1& luu hanh twong ddi
ciia COVID-19 cao gip d6i so véi dan sb noi
chung.[3]

Hinh 1. Twong tdc giwa SARS-CoV-2 va bénh hoc ung thuf{l].

Loai ung thu, giai doan va céc liéu phap
diéu tri cu thé ciing 1a nhitng yéu té nguy co
bd sung cho tinh trang COVID-19 nghiém
trong & nhom bénh nh&n nay. Nhirng bénh
nhan ung thu mau, phdi hoic ung thu va dé
bi ton thuong hon nhitng bénh nhan mic cac
bénh ung thu khac. Trong nghién cttu Veneto
& Y, ung thu vii va ung thu mau c6 lién quan
dén nguy co nhap vién va tir vong cao
hon. Ung thu phdi ¢6 lién quan dén nguy co
tir vong gap 4 1an do nhiém SARS-CoV-2.[4]
Nghién ciu béo cdo két qua 1am sang cua
COVID-19 trén 102 bénh nhan ung thu phoi
cho thay qué trinh 1ay nhidm SARS-CoV-2 &
nhitng nguoi nay lau hon va nghiém trong
hon so v&i béo cao ¢ dan s6 Hoa Ky.[1]
Nhiing bénh nhan dwoc chian doan mic ung
thu biéu mo di can hodc giai doan cudi dé
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biéu hién COVID-19 nghiém trong hon
nhitng nguoi bi ung thu khu trd.[1] Ung thu
& giai doan tién trién hodc di can, c6 thé lam
t6n hai dén trang thai can bang mong manh
gitra sy nhan Ién cua virus va sy dap tng
thich hop cua hé théng mién dich néi chung
va trong biéu mé phé nang phoi véi cac hach
bach huyét trung that néi riéng. Virus SARS-
CoV-2 lay nhiém vao céc té bao noi mo cua
mao mach phé nang phoi, gay ra nhiém tring
va tén thuong ndéi mo. Thém vao d6, nhin
chung thé trang nguoi bénh ung thu kém hon
S0 V&i nguoi binh thuong, tinh trang hoat
dong ECOG kém cling c6 lgi cho muc do
nghiém trong cia COVID-19. Viéc kiém
soat khéi u bang cac phuong phap diéu tri
ung thu can phai dugc can bang vé mat doc
tinh trén tim mach cua cac tac nhan gay doc
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té bao. Hoa tri liéu gay doc té bao l1am giam
céc t& bao mién dich gy ting nguy co mic
cc bénh di kém (sét giam bach cau, ting
nguy co nhiém trung co hdi..). Theo do, sau
va trong thoi gian hoéa tri, bénh nhan mic
bénh ung thu dac biét nhay cam véi COVID-
19.[2] Xo hoa phdi do bic xa 1a mot bién
chiang phé bién cua xa tri d6i véi ung thu
phdi va ung thu vi. Xo hoa phoi dan dén sy
pha huy khéng thé phuc hdi cua cau trdc
phdi va 1am han ché qua trinh trao doi khi va
c0 tinh nhay cam cao vgi COVID-19 nghiém
trong. Cudi cung, phuong phap diéu tri ung
thu méi 1a liéu phap wc ché tram kiém soét
mién va liéu phap CAR-T, véi muc dich dao
nguoc su ¢ ché mién dich trong ung thu
ddng thoi tang cuong phan ang mién dich
chéng khdi u cua co thé, tuy nhién lai gay ra
tac dung phu chinh la su giai phéng qua muc
cac cytokine viém tuong tu nhu trong “con
bdo cytokine” trong bénh canh COVID-19
nghiém trong.[1]

1.3. COVID-19 déng vai tro 1a yéu t6
tién hrong xau ¢ bénh nhan ung thu

COVID-19 ¢6 lién quan dén cac bién cd
tinh mach va huyét khdi véi méi lién hé
duoc goi 1a rdi loan déng mau lién quan dén
COVID-19. Céc bién ching nhiém tring &
nhitng bénh nhan bi bénh nang kich hoat
nhiéu phan ing déng mau toan than va phan
g viém dé bao vé vat chii nhung nguoc lai
cling ¢6 thé dan dén dong mau rai rac long
mach. Thém vao dé, cac té bao ndi mo ciing
biéu hién thu thé ACE2 va thé vui virus da
dugc chirng minh c6 ton tai trong cac té bao
ndi md caa bénh nhan COVID-19, goi Y rang
tén thwong ndi mod do virus va rdi loan chirc
nang vi tuan hoan cé thé gép phan vao bién

chung huyét khéi gap ¢ bénh nhan COVID-
19.[1] Mat khéac, bénh nhan ung thu dac biét
¢ nguy co bi bién ching huyét khdi. Nguoi
bénh c6 ting nguy co mac cac bién cd huyét
khdi tinh mach 4 dén 7 lan so véi dan sb
chung, thay doi theo loai ung thu, giai doan,
liéu phép tai chd hoac toan than, va cac bénh
kém theo. Mot nghién cau so sanh nhiing
bénh nhan ung thu véi nhitng nguoi khdng bi
ung thu phat trién COVID-19 d3 cho thay
COVID-19 tham chi lam ting nguy co bién
chang huyét khéi con 16n hon ung thu. Do
d6, COVID-19 thuc sy 1a méi lo ngai gay
taing nguy co huyét khéi & bénh nhan ung
thu, yéu t6 gop phan ting tién luong tir vong
trén nhdm bénh nhan nay.

1.4. Kha niing SARS-CoV-2 gay bénh
ung thw

Mot gia thuyét dang duoc nhiéu nha khoa
hoc lo ngai, d6 la liéu SARS-CoV-2 c6 kha
nang gay ung thu. P ghi nhan mot s6 truong
hop tai duong tinh hoac kich hoat lai nhiém
tring tiém an & bénh nhan hoi phuc sau giai
doan cap tinh COVID-19. SARS-CoV-2 ¢
tinh chat ai toan ddi voi ndi mo, diéu nay c6
thé tao diéu kién cho su ton tai lau dai trong
cac mo[5]. Hon nira, do ¢6 su twong dong vé
cau truc voi SARS-CoV-1, SARS-CoV-2 ¢6
thé tryc tiép 1am suy yéu pRb va p53 12 2 gen
rc ché khéi u. Ngoai ra, COVID-19 c6 phan
mg viém wu thé véi stress oxy hoa rd rét,
lien két SARS-CoV-2 c6 thé lam can kiét
ACE2 trén bé mit té bao, gop phan gay ra su
mét can bang hd tro hoat dong chdng viém
va oxy hoa cua angiotensin I1[5]. Mac du, co
ché gay ung thu cia nhiém SARS-CoV-2 dai
dang van con thiéu nhiing nghién cau bd
sung, nhung day cling 1a mot huéng can
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quan tim dé ngin ngra nhitng hau qua va
bién chung lau dai sau dai dich. Bén canh
khia canh vé 1am sang, viéc tam soét, quan ly
va diéu tri ung thu ciing dang bj anh huéng
dang ké. Dé dam bao tuan tha gidn céch,
tranh tap trung dong nguoi, cac bénh vién
can phai trang bi cac tram phan loai bénh
nhan, thu hep khéng gian khdm chira bénh
khac dé wu tién co s vat chat cho ddi tuong
bi nhiém SARS-CoV-2 can céach ly diéu tri.
Nhiéu bénh nhan, co s& cham soc suc khoe
da phai tam thoi dinh chi viéc kiém tra ung
thu dinh ki va c&c quy trinh chan doan dén
khi cé céac bién phap an toan thich hop.

2. Yéu t6 thuan lgi cia COVID-19 véi
bénh ly ung thw

Mic di c6 nhiéu tac dong tiéu cuc caa
nhiém COVID-19 trén bénh ung thu, mot sé
bao c4o gan day lai cho thidy mdi lién quan
tich cuc cua tinh trang nhiém COVID-19 véi
sy thuyén giam cia s it bénh 1y ung thu

mau. Tai Y, bénh nhan nam 61 tudi duoc
chan doan U lympho dang nang (ung thu té
bao B 16n) vao thang 9 nam 2019, bit dau
mét qua trinh hoa tri bang R-bentamustine va
két thuc vao thang 2 nam 2020[6]. Sau do,
bénh nhan c6 biéu hién viém phéi, xac nhan
SARS-CoV-2 duong tinh. Bén thang 4, bénh
nhan chup FDG-PET/CT thy hinh anh co lai
cua ton thuong hach bach huyét canh dong
mach chu o véi ban dau (Hinh 2.A-E va B-
F). Giai doan phuyc hdi sau nhiém SAR-CoV-
2, trén hinh anh chup FDG-PET/CT cé hién
tuong gia tang kich thudc va ai lyc voi 18-
FDG cua ton thwong canh dong mach chu,
goi y cho bénh tién trien (Hinh 2.C-
G). Trong thai gian nhiém COVID-19 va sau
d6, bénh nhan khong gap bét ky triéu ching
nao cia U lympho, khi sinh thiét dudi hudng
dan CT 2 lan déu khong thdy khéi u (Hinh
2.D - H).

Sinh thiét dwdi

Hinh 2. Tién trién khéi u trén hinh @nh chup FDG-PET/CT ciia bénh nhan[6]

Trong truong hop tuong tu, moi lién he
gitra COVID-19 va su thuyén giam ung thu
duong nhu con 13 rang hon: Mot nghién ctru
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dugc chuyén dén khoa huyét hoc vai tinh
trang ndi hach tién trién kém theo syt can va
da ngimg diéu tri ac ché mién dich trong ba
nam sau khi ghép than do bénh than
IgA. Bénh nhan duoc chan doan U lympho
Hodgkin giai doan Ill, virus Epstein — Barr
(EBV) duong tinh (4800 copies/mL). Sau do,
bénh nhan nhap vién trong tinh trang kho tho
va dugc chan doan méc viém phoi, SARS-
CoV-2 duong tinh. Sau 11 ngdy nam vién,
khong dung corticosteroid hoac hoa tri liéu
mién dich, bénh nhan dwoc xuat vién. Bdn
thang sau, tinh trang ndi hach cd thé so thiy
da giam va chup PET/CT cho thay giam hap
thu chuyén hoa trén toan bg ton thuong. PCR
EBV ciing giam xuéng con 413
copies/mL[7]. Gia thuyét dugc nhiéu nha
nghién ctru dat ra chinh 1a nhiém tring
SARS-CoV-2 di kich hoat phan ung mién
dich chéng khéi u, twong tu nhu da duoc mo
ta véi cac bénh nhiém trung dong thoi khéc
trong ung thu hach bach huyét khdng
Hodgkin trude ddy. Cac co ché hoat dong gia
dinh bao gém phan @ng chéo cia té bao T
dic hiéu mam bénh véi khang nguyén khdi u

”»
o

va kich hoat té bao giét tu nhién NK baéi céc
cytokine gy viém duoc tao ra dé dap tng
véi nhiém tring. Cytokine c6 kha ning
khuéch dai phan tng mién dich dé n6 khéng
chi tin cdng mot muyc tiéu cu thé virus, ma
con lan rong hon, bao gdm ca céac khi u. Do
d6, co kha ning rang virus SARS-CoV-2
dudng nhu d3 kich hoat hé théng mién dich
dé khong chi nhan ra tac nhan gay bénh ma
con la ung thu cung mét Idc.

Mot vi du cho su kich hoat nay da duoc
bao c4o & bénh ung thu méau khang diéu tri
nhap vién vai COVID-19, céc triéu chang
ung thu va két qua xét nghiém mau caa bénh
nhan d6t nhién bat dau cai thién trong tuan
the hai nam vién sau nhiém COVID-19.
Nam thanh nién 20 tudi bi bénh ung thu hach
té bao NK, tai phat lién quan dén virus
Epstein-Barr (EBV) va bénh thiéu mau tan
mau tu mién co tién st mét mai, st kéo dai
5 ngay, ho khan va kho tho. Ung thu hach té
bao NK khong dap ung diéu tri véi hoa tri
liu theo phac d6 CHOP va céc liéu phap
mién dich.[8]

Sars-Cov2
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Hinh 3. Dién bién cac chi sé xét nghiém ciia ngwoi bénh trwéc va sau nhiém SARS-CoV-2.
(a): Thay ddi cac thdng sé trong xét nghiém té bao mau ngoai vi ( ~*'Hemoglobin

*~Lympho ™' Tiéu cau

EBV-DNA - Thay d6i RBC

Prednisonlon)

(b): Thay ddi tai lugng virus EBV va s6 luong té bao NK
( **'S6 lugng Té bao NK ™ Tai lugng EBV)

Su cai thién 1am sang va xét nghiém bat
ngd cho thiy sy thuyén giam cua ung thu
hach NK trong quéa trinh nhiém COVID-19,
nhu thé SARS-CoV2 di thyc hién mot so
hoat dong “oncolytic” (ly giai ung thu). Vao
ngay tha 34, nhiém tring COVID-19 am
tinh, u lympho té bao NK da tai phat tro lai
biéu hién thiéu méau tan huyét, sot, lach to va
tang s6 lugng té bao NK. (Hinh 3b). Piéu ma
tat ca nhitng truong hop nay lam noi bat l1a
nhiém virus di kich hoat hé théng mién dich
theo nhiéu cach ma ching ta van chua hiéu
duoc mot cach rd rang. Ngoai ra, van con
nhitng cau hoi vé cach tét nhat dé sir dung
virus dé tiéu diét khdi u, chang han nhu bénh
ung thu ndo co thé dé& dang tiép nhan liéu
phap nay nhét va liéu kha ning mién dich
trugc véi virus co thé gay tré ngai cho viéc
diéu tri hay khong. Tuy nhién khong thé phu
nhan rang cac hién tuong trén gop phan
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khdng nho vao cac nghién cau st dung SAR-
CoV2 va con dudng mién dich lién quan
giita chong ung thu va virus néi chung nhu
mot phuong phap mién dich hiru hiéu dé
diéu tri ung thu nhu: Liéu phap Interferon,
rc ché IL6-JAK-STATS3, loai bo Androgen
(ADT), virotherapy...[2]

Il. KET LUAN

COVID-19 anh hudng sau sic tgi moi ddi
tuong, dac biét la nhém bénh nhén ung
thu. Bénh nhan ung thu dé mac COVID-19
nghiém trong vi nhiéu 1y do nhu tudi trung
binh cao; thé trang chung kém; di kém céc
bénh ly nén (béo phi, ting huyét ap, dai thao
duong); tac dung phu cua cac liéu phap
chéng ung thu giy suy yéu hé mién dich
(phau thuat, hoa tri, xa tri) hoic ting cuong
qua murc cytokine viém 1am réi loan hé mién
dich (lieu phap mién dich). Bén canh do, da
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xuat hién gia thuyét SARS-CoV-2 vé lau dai
c6 thé gdy nén ung thu ¢ ngudi hay khong
van dang cho duoc lam sang to. Su bung
phat COVID-19 toan cau khién ty 186 mic va
ty 1€ t&r vong cta bénh nhan ung thu bi anh
huong nghiém trong, do hé thong chan doan
sém, kha ning duy tri diéu tri ciing nhu
cham séc sirc khoe gap nhidu kho khan va tri
hodn. Tuy nhién, bén canh nhitng tac dong
tiéu cuc, SARS-CoV-2 con gop phan dem lai
huéng nghién ctu méi vé tac dung diéu tri
kép ctia COVID-19 va bénh 1y ung thu thong
qua tuong tac mién dich phuc tap giira virus
véi sinh bénh hoc khdi u.
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MUC PO D-DIMER DU POAN TU VONG & BENH NHAN COVID-19 TAI
BENH VIEN DA CHIEN PIEU TRI COVID-19 PA TANG QUAN TAN BiNH,
THANH PHO HO CHI MINH

Pham Quang Nhit, Cao Thi Véan, Ping Pinh Dan, Nguyén Thé Hoang
Nguyén Pirc Téi, H6 Hiru Piec, H6 Thi Thanh Tam(*)

TOM TAT

Pit vin dé: D-Dimer 1a mot diu 4n sinh hoc
lién quan dén qua trinh dong mau dang dién ra va
su gia ting nong do trong huyét twong 1 yéu tb
quan trong dé bac si 1am sang nhan biét, chan
doan va du doan mirc do nghiém trong cua bénh
nhan. Tai bénh vién da chién, ti 1& bénh nhan tu
vong do tinh trang rdi loan déng mau 1a ko tranh
khoi, vi vay dé tai nghién ctu kha ning du bao
nong d6 D-dimer & bénh nhan nhiém covid-19 dé
tir 46 c6 hudng xur tri tot hon trong viéc theo ddi
va tién luong kha ning séng con cua bénh nhan.

Poi twong va phwong phap nghién cuu:
Nghién ctu 230 bénh nhan nhiém covid-19,
trong d6 c¢6 106 bénh nhan ta vong tor ngay
01/09/2021 dén ngay 30/09/2021 dong thoi duoc
xét nghiém D-Dimer, Ferritin, Céng thirc mau.
Két qua xét nghiém duoc lay tai thoi diém lan 1.

Két qua: Ti Ié tir vong & bénh nhan c6 bénh
nén chiém 76,4% cia nhém nghién cau. Trong
d6 ti 1& bénh nhan ting huyét ap chiém
59/81(72,8%), dai thao dwong 42/81 (51,9%).
Nong d6 trung binh cua D-Dimer c6 gia tri trung
vi 12 2410ng/ml, ndng d6 trung binh cua Ferritin:
1198 + 490 ng/mL, Lympho: 571 + 298/ml. Phan
dién tich dudi duong cong cua D-dimer, Ferrtin

®™Bénh vién Thang Nhdt, Thanh phs Ho Chi
Minh Chiu trach nhiém chinh: Cao Thi Van
Email: caovan1969@gmail.com

Ngay nhan bai: 22.11.2021

Ngay phan bién khoa hoc: 24.11.2021
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va lympho lan luot 14 0,72, 0,64 va 0,72 véi p =
0,000. Gia tri nguong nong d6 D-Dimer phan
biét nhdm bénh tir vong la 1677 ng/mL véi do
nhay la 69,8% va d¢ dac hiéu 60,7%.

Két luan: (1) Mirc d6 D-dimer cao hon 1,677
mg/mL 12 gia tri cit toi uu dé dyu doan ty 1& tur
vong trong cac truong hop nang cua Covid-19;
2) Gia tri cat cua D-dimer cd thé du doan cac
truong hop tir vong do COVID-19 véi do chinh
X&c vira phai va ciing co thé duoc két hop véi
mot sb théng s6 xét nghiém 1am sang khac dé
sang loc bénh nhan nhap vién.

SUMMARY

D-DIMER LEVELS FOR PREDICTION
OF MORTALITY IN PATIENTS WITH
COVID-19 AT MULTI-TIER FIELD
HOSPITAL OF TAN BINH DISTRICT,
HO CHI MINH CITY

Background: D-Dimer is a biomarker
associated with ongoing coagulation and an
increase in plasma concentration is important for
clinicians to recognize, diagnose, and predict.
patient severity. At the three-level field hospital
for COVID-19 patients, the death rate of patients
due to blood clotting disorders is inevitable, so
the study is able to predict the concentration of
D-dimer in patients with covid-19 so that they
can better direction in monitoring and predicting
patient survival.

Subjects and methods: Studying 230
patients infected with covid-19, including 106
patients who died from September 1, 2021 to
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September 30, 2021 and were tested for D-
Dimer, Ferritin , CBC. Test results are obtained
at time 1.

Results: The mortality rate in patients with
underlying disease accounted for 76.4% of the
study group. In which, the proportion of patients
with hypertension accounted for 59/81 (72.8%),
diabetes 42/81 (51.9%). The mean concentration
of D-Dimer has the median value of 2410ng/mL,
the mean concentration of Ferritin: 1198 + 490
ng/mL, Lymph: 571 + 298/mL. The area under
the curve of D-dimer, Ferrtin and lymphocyte is
0.72, 0.64 and 0.72, respectively with probability
P = 0.000. The threshold value of D-Dimer level
that distinguishes the group of fatal diseases is
1677 ng/mL with a sensitivity of 69.8% and a
specificity of 60.7%. D-dimer levels higher than
1.677 mg/mL are the optimal cut-off value for
predicting mortality in severe cases of Covid-19
with a sensitivity of 69.8%; specificity of 60.7%;
and area under the curve of 0.717 (95% CI 0,655
- 0,783; P = 0.000).

Conclusion. 1) D-dimer levels higher than
1.677 mg/mL are the optimal cut-off value for
predicting mortality in severe cases of Covid-19;
2) The cut-off value D-dimer can predict fatal
cases of COVID-19 with moderate accuracy and
it can also be used in the combination with some
other clinical laboratory parameters to screen for
hospitalized patients.

I. DAT VAN DE

Bénh COVID-19 1a dai dich toan cau
dang dién ra. Dién tién 1am sang cua nhiém
COVID-19 tir khong c6 triéu chung dén
bénh ning va tir vong. O bénh COVID-19 ¢
hién tuong rdi loan tang dong mau va n6 céd
thé khién bénh nhan xuat hién huyét khéi, ca
trong tuan hoan tinh mach va déng mach, do
viém quéa muc, hoat hoa tiéu cau, réi loan

chirc nang noi mé va o mau. Vi vay tang D-
Dimer c6 thé tuong quan vdi tién luong xau
nhu sy nang Ién cua hoi ching suy ho hap
cap tinh (ARDS), nguy co nhap khoa hdi stc
va tr vong.

D-Dimer 1a mot san pham thoai hoa cua
cac soi Fibrin trong qua trinh tiéu soi huyét
va dudi tac dong cua Plasmin. Trong diéu
Kién binh thuong, qua trinh hinh thanh céac
cuc mau déng (tao Fibrin) ludn can bang véi
qué trinh tan cuc méau dong (tiéu Fibrin). Tat
ca cac hoat dong qua muac qua trinh tao
Fibrin déu c6 thé dan dén bénh Iy huyét khéi,
bién chung chay mau. Su gia ting néng do
cia D-Dimer 1a su thay d6i nhay cam nhat
trong cac théng s6 dong mau trong COVID-
19 cho thay nguy co hinh thanh huyét khéi
gia tang [2]. Tuy nhién, D-dimer la mot dau
hiéu cua qua trinh tiéu soi huyét va chi la
mot dai dién cho tinh trang huyét khéi dang
dién ra, 46 dac hiéu cta no ddi véi huyét
khdi tinh mach 1a thap. Déi véi bénh nhan
nhidm covid-19, co ché réi loan dong méau
chua hoan toan hiéu rd. Tai bénh vién da
chién, ty & bénh nhan COVID-19 tir vong do
tinh trang réi loan dong méau duoc quan sat &
da sd cac truong hop, vi vay dé tai nghién
ciu mo ta va danh gia nong do6 D-dimer &
bénh nhan nhiém covid-19 tir vong dé tir d6
¢6 hudng xir tri tot hon trong viéc theo ddi
va tién luong kha ning sdng con caa bénh
nhan.

Muc tiéu nghién cwu: Xdc dinh mic do
duw bao tir vong cua D-Dimer ¢ bénh nhén
nhiém Covid-19.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN cU'U
Thiét ké nghién ciu: M0 ta cit ngang c6

phan tich.
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Nghién ctu 106 bénh nhén tir vong trén
330 bénh nhan nhiém Covid-19 dugc nhap
vién va diéu tri tai Bénh vién da chién diéu
tri covid-19 da tang quan Tan binh tir ngay
01/09/2021 dén 30/09/2021. Tat ca cac bénh
nhan dong thoi dwoc lam cac xét nghiém D-

Dimer, Ferritin, cdng thuc méau va két qua
duogc thu thap tai thoi diém 1an thir nhat.

Céc phan mém xir ly sé liéu: S6 liéu
duogc xu ly bang phian mém SPSS va céc
thuat toan san co trong Excel cua Microsoft
Office.

Il. KET QUA NGHIEN cUU
Dic diém nhém nghién ctu
Bdng sé 1: Phan bé tusi

20-30 | 31-40 | 41-50 | 51-60 | 61-70 71- 80 >80 TC

Nam 1 2 1 5 15 12 13 49
N 0 2 2 7 16 16 14 57

TC 1 4 3 12 31 28 27 106

Két qua & Bang 1 cho thay ty 1& tir vong & nhém nghién ciu ¢ nhdm tudi > 60 tudi chiém
81,1%.

Bdng sé 2: Sé bénh nhan ti# vong va bénh Iy nén

S6 BN c6 bénh nén S6 BN khong cd bénh nén Téng cong
81 25 106

Ty 18 tir vong ¢ bénh nhan c6 bénh nén chiém 76,4% cua nhém nghién ciru, trong do ty 18
tang huyét 4p chiém 59/81(72,8%), dai thao duong 42/81 (51,9%)

Bdng sé 3: Tudi trung binh ciza nhdm nghién ciru

Trung binh 69 £ 13
Nho nhat 23
L6n nhat 95

Bdng sé 4: Nong dé trung binh cia D-Dimer, Ferritin, Lympho ¢ nhém t# vong cria
nghién cizu

D-Dimer Ferritin Lympho
Trung binh 6267 1198 571
Trung vi 2410 1500 500
Do léch chuén 6852 490 298
Nho nhat 753 27 100
Lén nhat 20000 2000 1600
Do tin cay 95% 1319 94,5 57,55

Nong d6 trung binh caa D-Dimer: 6267 + 6852 ng/mL, Trung vi: 2410 ng/mL
Nong d6 trung binh cua Ferritin: 1198 + 490 ng/mL
Nong d6 trung binh caa Lympho: 571 + 298
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Bdng sé 5: Néng dé trung binh ciza D-Dimer, Ferritin, Lympho 6 nhom con séng cia
nghién cizu

D-Dimer Ferritin Lympho
Trung binh 3176 929 1092
Trung vi 1282 943 800
Do léch chuan 4845 529 956
Nho nhit 176 18 100
Lén nhat 20000 2000 7800
Do tin cay 95% 867 97 171

Bdng sé 6: DUNg kiém dinh Anova so sanh trung binh cia 3 xét nghiém gi@a 2 nhom ti
vong va nhém con séng

phlgzg (ti)l)nlkc;ch Pj tw do Trung binh F p
D-Dimer | 2729120108.031 1 2729120108.031 9.999 0.002
Ferritin 3831360.014 1 3831360.014 14.446 0.000
Lympho 16177867.513 1 16177867.513 29.868 0.000

Dung kiém dinh Anova

F = 9,999 &ng vai P = 0,002 < 0,05 = ndng d6 trung binh D-Dimer cia 2 nhém séng va
tir vong la khac nhau rd rét

F = 14,446 tng voi P = 0,000 < 0,05 = ndng do trung binh Ferritin cua 2 nhém sbng va tir
vong la khéac nhau rét rd rét

F = 29,868 ing véi P = 0,000 < 0,05 = ndng do trung binh Lympho cua 2 nhém séng va
tir vong 1a khac nhau rat ro rét

Biéu d6: Pudng cong ROC xéc dinh ngudng nong do

ROC Curve

1.0
Source of the
Curve
DDimer

—— Ferritin

o8 Reference Line

0.6

Sensitivity

0.4

0.2

0.0 0.2 0.4 06 0.8 10
1 - Specificity

Diagonal segments are produced by ties.
Biéu dé 1: Biéu dién dwong cong ROC ciia D-Dimer, Ferritin.
Biéu do 1 cho thay duong biéu dién toa do twong ing do nhay va duong tinh gia léch 1én
trén va sang trai.
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Biéu d6 2 cho
trén va sang trai.

ROC Curve

Sensitivity

0.0 0:2 07‘4 ﬂ:E 07‘8 1.0
1 - Specificity

Biéu dé 2: Biéu dién dwong cong ROC cia Lympho
thiy duong biéu dién toa do tuong ing d6 nhay va dwong tinh gia léch I1én

Bdng sé 7: Dién tich dwéi dwong cong ROC

DTDPC ROC | Sai sé chuin Xacsuat | DTDPC & PTC 95%
DDIMER 0,717 0,034 0,000 0,655 - 0,783
FERRITIN 0,641 0,037 0,000 0,569 - 0,714
Lympho 0,715 0,033 0,000 0,650 - 0,781

Phan dién tich dudi duong cong ROC cua D-Dimer, Ferritin, Lympho lan luot 1a: 0,72;
0,64, 0,72 véi xé&c suat p = 0,000.

Piém cit ndng d9 D-Dimer & nghién cieu

Bdng sé 8: Khdo sét gia tri I6n nhdt cia tri sé J (bang trich ngang cia gia tri noéng dé
D-Dimer tir 1548 dén 1797 ng/mL

D-Dimer Pj nhay by diachigu | DG(1-PDPH) | GiatriJ
1548 0.736 0.564 0.436 0.300
1527 0.736 0.556 0.444 0.292
1574 0.726 0.581 0.419 0.307
1581 0.717 0.581 0.419 0.298
1590 0.708 0.581 0.419 0.289
1677 . oe | o067 | o3 [ o305
1671 0.698 0.598 0.402 0.296
1630 0.698 0.59 0.41 0.288
1594 0.698 0.581 0.419 0.279
1688 0.689 0.607 0.393 0.296
1797 0.679 0.624 0.376 0.303

Bang trich ngang gié tri caa D-Dimer tir 1548 - 1797 cho thay:

Nong d6 D-Dimer ting 1677 ng/mL thi khi d6 tri s6 J 1a 0,305 16n nhét, lic d6: D6 nhay la

69,8% va d¢ dac hiéu 60,7%.
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IV. BAN LUAN

Pic diém 1am sang nhom nghién ciu

Dé tai nhém nghién ciru ¢ 106 bénh nhan
nhap vién diéu tri c6 két cuc tir vong trong
thoi gian tir ngay 01 thang 9 dén ngay 30
thang 9 nam 2021. Phan bd tudi ¢ nhom
nghién cuau c6 ty 1€ t¢r vong & nhom bénh
nhan trén 60 tudi chiém trén 80%, tudi trung
binh & nhém nghién ciu 1a 69 + 13 tudi. Bat
ctr lra tudi nao déu cé thé bi nhiém dich
bénh COVID-19, tuy nhién, nguoi cao tuoi,
nhét 12 nhitng ngudi ¢6 bénh nén nhu: hen,
dai thao duong, tim mach, ung thu, tang
huyét ap, suy than man tinh, ... , ¢ thé lam
cho bénh tr6 nén nang hon. Trong nghién
cau nay, ti I tor vong & bénh nhan cd bénh
nén chiém 76,4%, trong d6 ti I& bénh nhan
tang huyét &p chiém 59/81(72,8%), dai thao
dudng 42/81 (51,9%).

Vé khao sat ngwong néng do caa D-
Dimer, Ferritin, Lympho, ¢ nhém nghién
ciru. Can cr vao Quyét dinh s6 4689/QDb-
BYT ngay 06/10/2021: Hudng din chan
doan va diéu tri COVID-19 (cap nhat lan tha
7) ciia Bo Y té [1]. Dua vao bang diém con
bdo Cytokin Cytokin Storm Score (CSS).
Nghién ciu khao sat nong d6 caa D-Dimer,
Ferritin, Lympho & nhém bénh nhan nhiém
covid 19 c6 két cuc tir vong tai bénh vién da
chién da tang.

Viéc xuét hién con bio cytokines & nhirng
bénh nhan nhiém Covid-19 1am tinh trang hé
mién dich cuia co thé phan ng qua mac Voi
cac tac nhan xdm nhap nhu virus gay bénh
va dan dén phan ung viém toan hé théng.
Cac biéu hién can lam sang trén bénh
nhan hoi chimg con bio cytokine cho thay:
su tang nong d6 cua D-Dimer, Ferritin, giam
s lwong bach cau lympho, ..., c6 thé dan
dén phan tng viém qua mac va kich hoat
tinh trang tang dong mau.

Trong nghién ctru, nhu dugc chi ra & bang
s6 4 va bang s 5, nong d6 trung binh cua
D-Dimer, Ferritin, Lympho ¢ nhom tir vong
lan luot 6267 + 6852 ng/mL, 1198 + 490
ng/mL, 571 + 298. Nong do trung binh cua
D-Dimer, Ferritin, Lympho & nhom con séng
lan luot 3176 +4845 ng/mL, 929 + 529
ng/mL, 1092 £ 956.

Viéc kiém dinh Anova so sanh trung binh
cua 3 xét nghiém D-Dimer, Ferritin, Lympho
cho thay sy khac biét 1a co ¥ nghia thong ké
véi X&c suét lan luot 1a P = 0,002; P = 0,000;
P =0,000.

Biéu dién duong cong ROC cd toa do
tuong wng & truc hoanh la ty I¢ duong tinh
gia cua xét nghiém, truc tung l1a d6 nhay cua
xét nghiém va phan dién tich dudi duong
cong, néu dudng cong léch Ién trén va sang
tréi cang nhiéu thi xét nghiém cang c6 gia tri
chan doan [4]. Biéu d6 1, 2 biéu dién duong
cong ROC cua D-Dimer, Ferritin, Lympho
cho thay: Toa d6 twong ung giira 6 nhay va
duong tinh gia Iéch 1én trén va sang trai cho
phép phan biét giira hai trang thai song va tir
vong. Phan dién tich dudi duong cong ROC
cua D-Dimer, Ferritin, Lympho lan luot 1a:
0,72; 0,64, 0,72 véi xac suat P = 0,000.

Piém cét xac dinh ngudng chan doan tét
nhat cho nong do D-Dimer bang chi s6 J
(Youden, J = max) c6 tri s cao nhit twong
g véi diém cat ndng d6 D-Dimer cho do
nhay va do dic hiéu cao nhit theo bang toa
do duoc tinh tir dwong cong ROC cua nghién
ciu. O bang sb 8, bang trich ngang gié tri
cua D-Dimer tir 1548 - 1797 cho thay khi
nong d6 D-Dimer ting dén 1677 ng/mL, tri
s6 J 12 0,305, 1a I6n nhat, trong tmg do nhay
la 69,8% va do dac hiéu 60,7%. So vai tac
gia Ayusha Poudel, ngudng phan biét téi wu
cia D-Dimer 1a 1500 ng/mL tuwong Gng Vai
d6 nhay 1a 70,6% va d6 dac hiéu la 78,4% [5].
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Suastika NKW va cong su 2021 [6] trong
mot nghién cau trén 80 bénh nhan phai nhap
vién, da xac dinh rang nong do D-dimer cao
trén 1500 ng/ mL 1a gié tri ngudng toi wu dé
dy doan ty 1€ t&r vong trong cac truong hop
nghiém trong cua Covid-19 vaéi d6 nhay
80,0%; do dac hiéu 64,3%; va dién tich dudi
duong cong 0,754 (d6 tin cay 95% 0,586 -
0,921; P = 0,010).

Zhang L va cong su, 2020 [7] nghién ctu
trén 343 bénh nhan nhap vién, trong d6 co 13
bénh nhan tir vong, lai cho thay nhiing bénh
nhan Covid-19 ¢6 nong d6 D-dimer >2000
ng/mL cé ty Ié tir vong cao hon khi so sanh
V6i nhitng nguoi c6 néng do D-dimer
<2000ng/mL (12/67 so véi 1/267, P<0,001;
ty 1€ nguy co, 51,5; khoang tin cay 95%,
12,9-206,7).

Mamta S va cong sy 2020 [3] khi nghién
ctru trén 483 ca tar vong do Covid-19 da thay
rang, nong do D-dimer >2010 ng/ mL c6 thé
gilp du doan hiéu qua ty Ié tir vong & céc
bénh nhan COVID-19 nhap vién va cé mot
su lién quan c6 y nghia cua su ting nong do
D-dimer véi dai thao duong va tudi cao.

Nghién cau cta ching téi véi ¢d mau n =
106 cho thidy mirc d6 D-Dimer cho ngudng
phén biét nhdm bénh tu vong 1a 1677 ng/mL
c6 d6 nhay la 69,8% va d¢ dac hiéu 60,7%.
Sy chénh léch vé ngudng nong do D-Dimer,
d6 nhay va d6 dac hiéu trong nghién cuu cua
chung t6i véi cac tac gia néu trén cé thé 1a do
su khéc nhau vé ¢& mau nghién ctu, tudi tac,
bénh canh 1am sang, ... Do D-Dimer chi c0
d6 nhay va d6 dic hiéu vira phai dé tién
luong tir vong, viéc két hop 1am sang véi cac
xét nghiém can 1am sang khac c6 thé gilp
béac si 1am sang c6 hudéng diéu tri tich cuc,
g6p phan cai thién ty Ié tir vong.
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V. KET LUAN

1) Mac d6 D-dimer cao hon 1,677 ng/mL
la gi4 tri cit téi vu dé du doan ty 1 tir vong
trong cac trueong hop nang cua Covid-19.

2) Gié tri gioi han D-dimer c6 thé dy doan
cac trueong hop tir vong do COVID-19 véi do
chinh xac vira phai va ciing c6 thé dugc sir
dung két hop voi mot sé thdng sé xét nghiém
lam sang khac dé sang loc bénh nhan nhap
vién.
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NGHIEN CU'U GIA TRI TIEN LWONG TU VONG CUA THANG PIEM
CYTOKINE STORM VA INTERLEUKIN-6 ' BENH NHAN COVID-19

Hoang Quéc Trung*, Nguyén Hiru Huy*, L& Minh Khoi***,
Nguyén Thi Bing Swong*/**, Nguyén Hoang Bac*/**

TOM TAT

Mé dau: Viém duong hd hap cip tinh
(COVID-19) do chung vi rat corona méi (SARS-
CoV-2) gay ra hoi chimg viém duong hd hap cap
tinh, di dugc T chuc Y té Thé gisi (WHO)
tuyén bd 1a dai dich toan cau. Nguyén nhan chinh
gay tir vong do COVID-19 la khai phat con bao
cytokine ¢ nhitng bénh nhan nang. Cac chi dau
cia can bénh nhu ferritin, protein phan tng C
(CRP), LDH va D-Dimer duoc theo ddi dé phat
hién va diéu tri can thiép. Tuong tu, su gia ting
interleukin-6 (IL-6) da dugc bao céo trong bénh
COVID-109.

Muc tiéu: khao sat kha nang cta interleukin-
6 (IL-6), thang diém Cytokine storm trong tién
lugng tir vong do bénh COVID-19

P6i twong va phwong phip nghién ctru:
106 bénh nhan dugc chia thanh hai nhém, bao
gdm 53 bénh xuit vién va 53 truong hop tu
vong. Céc bién sb nghién ciru, nong do Ferritin,
CRP, LDH, D-dimers va IL-6 dugc ghi nhan lai.

Két qua: O mirc 18,3 pg/ mL, IL-6 c6 thé du
doan bénh nhéan tir vong véi d6 nhay 83% va do
dic hiéu 93,6%. Tai ngudng cat 1a 3 diém, thang
diém cytokine storm c6 thé tién luong bénh nhan
tor vong véi do nhay 54,7% va do dac hiéu 93%.
Két hop IL-6 va thang diém cytokine storm dua

*Bgnh vién Pai hoc Y Duoc TP.H6 Chi Minh
** Dai hoc Y Duoc TP.Ho Chi Minh

Chiu trach nhiém chinh: Nguyén Thi Bing Suong
Email: suongnguyenmd@gmail.com

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021

Ngay duyét bai: 4.11.2021

ra du bao chinh x4c hon vé tién luong tir vong &
bénh nhan COVID-109.

Két luan: IL-6 va thang diém cytokine storm
1a nhimg chi dau sinh hoc c6 gi4 tri trong viéc
tién lugng tr vong do COVID-19

Tir khoa: Interleukin-6, thang diém cytokine
storm, COVID-19

SUMMARY
ROLE OF CYTOKINE STORM SCORE
AND INTERLEUKIN-6 IN
PREDICTING MORTALITY IN
PATIENTS WITH COVID-19

Introduction: COVID-19, caused by the
severe acute respiratory syndrome coronavirus-2
(SARS-CoV-2), was declared a pandemic by the
World Health Organization (WHO). A major
underlying cause of COVID-19 mortality is a
hyperinflammatory cytokine storm in severe
patients. Markers of disease activity like ferritin,
C-reactive protein (CRP), LDH and D-dimers
were monitored to detect the best opportunity for
intensive treatment. Similarly, increases in the
interleukin-6 (IL-6) were described in COVID-
19.

Objective: To investigate the ability of
interleukin-6 (IL-6), cytokine storm score to
predict mortality cases of COVID-19.

Materials and Methods: 106 patients were
divided into two groups, including 53 patients in
the survival group and 53 cases in the death one.
The primary variable of interest, ferritin, CRP,
LDH, D-Dimer and IL-6 were recorded.
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Results: At IL-6 level of 18,3 pg/mL, IL-6
can predict mortality patients with 83%
sensitivity and 93.6% specificity. At cut-off
scores is 3 points, the cytokine storm score can
predict mortality patients with 54.7% sensitivity
and 93% specificity. Combining IL-6 and the
cytokine storm score produced more accurate
forecasts mortality in COVID-19 patients.

Conclusions: IL-6 and the cytokine storm
score seem to be valuable biomarkers in
predicting the mortality of COVID-19

Keywords: Interleukin-6, thang  diém
cytokine storm, COVID-19

I. DAT VAN DE

Tu thang 12 nam 2019, mét chung vi rat
corona méi (SARS-CoV-2) da dugc xac dinh
1a can nguyén gay dich Viém duong ho hap
cap tinh (COVID-19) tai thanh phd Vil Han
(tinh H6 Béc, Trung Qudc), sau d6 lan rong
ra toan thé gigi gay dai dich toan cau. Nguoi
bénh COVID-19 c6 biéu hién 1am sang da
dang: tir nhiém khong cé triéu ching, toi
nhitng biéu hién bénh ly ning nhu viém phdi
nang, suy hd hap cap (ARDS), sé¢c nhiém
trung, suy chirc nang da co quan va tir vong,
dac biét onhimg nguoi cao tudi, ngudi co
bénh man tinh [1]. Céc nghién ctru udc tinh
ring 15-20% bénh nhan COVID-19 cén
nhap vién va 3-5% can chim soéc dic
biét.Mac du kinh nghiém diéu tri COVID-19
tiép tuc phat trién, ty 18 tir vong duoc bao céo
& nhitng bénh nhan bi COVID-19 nang tai
ICU dao dong tir 21.6-50% [12], [11]. Viéc
phan ting nguy co khi nhap vién c6 y nghia
quan trong, giap loc ra nhitng bénh nhén co
nguy co cao can dugc cham soéc dic biét. Co
ché bénh sinh caa bénh COVID-19 c6 vai tro
clia “con bdo cytokine” (CS) dan dén giai
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doan bénh nang nhit va viéc kiém soét kip
thoi né thong qua thude didu hoa mién dich,
corticosteroid va thubc d6i khang cytokine
c6 thé 1a chia khoa dé giam ty 1é tur vong.
Nghién ctru cua tac gia Cappanera S va cong
su (2021) da xay dung thang diém cytokine
storm dya trén sé lwong bach cau Lympho,
D-Dimer, LDH, CRP nhiam xé4c dinh chinh
x&c bénh nhan COVID-19 trong giai doan
dau cia CS dé tién hanh diéu tri kip thoi,
ngian ngura bénh tién trién va giam ty Ié ta
vong [2]. Bén canh d6 ndng do Inteleukin-6
tang cao trong huyét thanh I1a dau hiéu caa
CS va tuwong quan vdi tinh trang bénh nang,
can thiép thé may, bién chiing tim mach,
ARDS va c6 thé tién luong tir vong [5], [16].
Chuang t6i thuc hién nghién cuou dudi day
nham xac dinh vai tro cia thang diém
cytokine storm va Inteleukin-6 trong tién
luong tir vong sau 30 ngay cua bénh nhan
COVID-19 va lgi ich cua viéc bd sung xét
nghiém Inteleukin-6trén nén thang diém
cytokine storm.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U
Thiét ké nghién ciru
Nghién ciru hdi ctiu ¢t ngang mo ta
U'éc tinh c& mau
Ap dung cbng thirc uéc tinh ¢& mau cho
Z;Xpst(l— psp)

2

d6 dac hieuFP + TN = W

Udc do dic hieu psp la 0,89 [10], chap
nhan sai s6 1 0,1 véi ty Ié tir vong udc tinh
1 20% thi ¢& mau cua nghién ciu can thi ¢&
mau 13 47 bénh nhan.

2.1.P6i twgng nghién ciru

Trong khoang thoi gian thang 08 nam
2021 dén thang 11/2021, ching toi thu thap
s6 liéu cua 106 bénh nhan tham gia nghién
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ctru chia 1am 2 nhém tir vong (n=53) va xuat
vién (n=53) tai Trung tdm Hoi stc tich cuc
COVID-19 cua BV bai hoc Y Duoc
TP.HCM

Tiéu chuan chon bénh

- Bénh nhan tur 18 tudi tro Ién

- Puoc chan doan nhiém Sars-CoV-2
bang phuong phap Realtime RT-PCR

- Bach cau Lympho < 1.000 G/L

Tiéu chuan loai trur

- Bénh nhéan khong c6 day du xét nghiém
IL-6, D-Dimer, CRP, Ferritin, LDH.

2.2 Phuong phap nghién ciru

Thu thip céc s liéu két qua xét nghiém
IL-6, D-Dimer, CRP, Ferritin, LDH cua
bénh nhan.Thang diém cytokine storm
duge tinh theo cong thirc:

— Bach ciau Lympho < 1.000 G/L (tiéu
chi bit budc)

— D-dimer > 1000 ng/mL (1 diém)

— LDH> 300 IU/L (1 diém)

— Ferritin > 500 ng/mL (1 diém)

Con bdo Cytokine duong tinh khi diém >
2 hoic dat 1 diém va CRP > 10 mg/dL.

Bdng 1: Pdc diém bénh nhan

Xir 1y va phan tich sb liéu

Str dung phan mém SPSS version 20.0
cho cac phan tich théng ké.Bién dinh tinh
duoc biéu dién ¢ dang ti 1é phan tram. Bién
lien tuc duoc biéu dién ¢ dang trung vi va
khoang t&r phan vi. So sanh ti 1 biang phép
kiém chi binh phuong. So sanh trung vi cua
bién lién tuc cua 2 nhom bang phép kiém
MannWhitney.Vé duong cong ROC dé tim
dién tich dudi duong cong, Xac dinh d6 nhay
va do diac hiéu cua IL-6 va thang diém
cytokine storm trong du bao tir vong sau 30
ngay. Tim diém cit t&i wu cua cua IL-6
vathang diém cytokine storm trong du béo tir
vong sau 30 ngay.

Ill. KET QUA NGHIEN CU'U

Trong khoang thoi gian thang 08 nam
2021 dén thang 11/2021, ching toi thu thap
sb liéu cua 106 bénh nhan thoa tiéu chuan
chon bénh va khéng c6 tiéu chuan loai tri.
106 bénh nhan nay gém 53 ngudi tir vong va
53 nguoi hdi phuc xuat vién.Pic diém bénh
nhan duoc néu trén bang 1.

Pic diém Nhom tir vong (n=53) Nhom xuat vién (n=53) P
Gigi nir 26 34 0,117
Tudi 68 (58-80) 59 (46-69) 0,007*
Bénh Iy va yéu t6 nguy co kém theo
Pii théo duong 26(49,06%) 15(28,3%) 0,028*
Tang huyét 4p 34 (64,15%) 30 (56,6%) 0,427
Phi 3 (5,66%) 2 (3,77%) 0,647
Bénh Iy khac 16 (30,19%) 10 (18,87%) 0,176
BMI 24 (21.9 — 26) 232 (21.6 — 25.7) 0,376
Thé méy xam nhap 50 (94,34%) 4 (7,55%) <0,001*
Nhim triing ho hip 31 (58,49%) 5 (9,43%) <0,001*
Tiem chung 1 mui 4 (7,55%) 7 (13,21%) 0,257
vaccine trg l1én
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Nhgn xét: Ching t6i ghi nhan c6 su khac biét c6 ¥ nghia thdng ké vé do tudi, ty 16 mac dai
thao dudng, ty 1& thd may va nhidm tring hd hap & nhém tir vong so véi nhém xuit vién.
Bdng 2. Nong dp 1L-6 va thang diém Cytokine Storm

Bic didm Nhom tir vong Nhom xuit vién 0
: (n=53) (n=53)
IL-6 52,8 (20,47 — 163,1) 9,9 (6,35 -18,7) <0,001*
Ferritin 114?’912(77’3)1’6 B 718’?2&"‘78)’21 - <0,001*
D-Dimer 1522 (839 -3097) 659 (421,2 — 907) <0,001*
LDH 439 (348,7 -654) 266 (221,3 - 376) 0,004*
CRP 46,6 (32,5 — 113,4) 40,5 (16,1 — 74) 0,041*
Thang diém Cytokine Storm
Duong tinh 53 (100%) 41 (77%) <0,001*
3 29 (54,72%) 3 (5,66%) <0,001*
2 20 (37,74%) 19 (35,85) 0,78
1 4 (7,55%) 19 (35,85%) <0,001*
Am tinh 0 (0%) 12 (22,64%) <0,001*

Nhgn xét: Chang tdi ghi nhan c6 su khac biét c6 ¥ nghia thong ké vé nong do IL-6, D-
Dimer, CRP, Ferritin, LDH va thang diém cytokine storm gitra 2 nhém bénh nhan tir vong va
XUét vién.

ROC Curve

= Source of the
Curve

—CS55
—IL&
0.8 Reference Line

0.5

Sensitivity
1

0.4

0.2

oo T T T T
0o 0z 0.4 08 os 1.0

1 - Specificity

Diagonal segments are produced by ties.
Hinh 1. Pwong cong ROC biéu dién dj nhay va dé déc hiéu ciia néng dg 1L-6 va thang
diémCytokine storm trong de bdo ti# vongsau 30 ngay
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Nhégn xét: Trén hinh 1 la duong cong
ROC biéu dién do nhay va do dic hiéu cua
nong do IL-6 va thang diém cytokine storm
trong du bao tir vong sau 30 ngay. Dién tich
du6i dudong cong ROC cua thang diém
cytokine storm va IL-6 lan luot 1a 0,861 va
0,837 (>0,5) c6 gia tri trong tién lugng tu
vong sau 30 ngay cua bénh nhan COVID-19.

T phén tich twong quan gitta d6 nhay véi do
dac hiéu, chiing ti xac dinh ngudng cit tbi
wu cua thang diém Cytokine storm 13 3 (d6
nhay 54,7% va d¢ dac hi¢u 94,3%). Ngudng
ct tdi wu cia IL-6 trong tién luong tir vong
sau 30 ngay cua bénh nhan COVID-19 la
18,3 pg/mL (d6 nhay 83% va dd dac hiéu
73,6%).

Bdng 3. Gia tri thang diém Cytokine Storm khi bé sung tiéu chudn 1L-6>18,3pg/mL (1

diém)
Bic didm Nhém tir vong Nhom xuat vién )
’ (n=53) (n=53)

Duong tinh 53 (100%) 44 (83,02%) <0,001*
4 27 (50,94%) 0 (0%) <0,001*
3 16 (30,19%) 8 (15,09%) <0,001*
2 9 (16,98%) 20 (37,74%) <0,001*
1 1 (1,89%) 16 (30,19%) <0,001*
Am tinh 0 (0%) 9(0%) <0,001*

Nhén xét: Khi két hop thang diém cytokine storm va IL-6 bang cach b6 sung tiéu chuan
IL-6>18,3pg/mL (1 diém) s€ gia tdng do nhay va dg dac hi€u trong tién lugng tr vong (do

nhay 81,1% va do dic hidu 84,9%).

IV. BAN LUAN

Pic diém bénh nhén

Trong nghién ciu ctua ching t6i, cd su
khac bi¢t vé do tudi, bénh nén dai théo
duodng, ti 1€ thd may, ti 1¢ vi sinh duong tinh
gita hai nhom tir vong va con song khi xuét
vién.

Nghién clru cta ching t6i thyc hién tai
trung tam hdi stre, vi vay do tudi ciia bénh
nhan khéa cao, va do tudi trung vi nhom tr
vong 1a 68 tudi, cao hon mirc 65 tudi theo
dinh nghia ngudi cao tudi, nguoc lai nhom
xuét vién co do tudi trung vi thap hon 1a 59
tudi. Pac diém nay phu hop voi nhiéu nghién
ctru da két ludn, 16n tudi 1a yéu t6 nguy co

doc 1ap cho tor vong & nguoi bénh COVID-
19 [7] [6].

Dai thao duong type 2 da dugc bao céo
lam ting nhu cau can thiép y khoa, ting ti 18
suy da co quan, ting ti 1€ tr vong & bénh
nhan COVID-19 [15]. Nghién cGu cua
ching t6i ciing cho thdy PTD2 ciing khac
biét c6 y nghia gitta nhom tir vong va nhém
con sdng.

Ti 1€ thé may xam nhap ¢ nhom tr vong
cao hon vi thd may 1a mot yéu té nguy co tir
vong & bénh nhan COVID-19 nhap ICU
tuong ty nhu cac bao céo trén thé gidi [1].

Ti 1& c¢6 két qua cdy vi sinh duong tinh &
nhém tir vong cao hon, do mau bénh pham
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dugc 14y vao cac thoi diém bénh dién tién
xau di, ddng thoi cac bénh nhan tir vong cd
thoi gian nam vién dai hon, xam lan nhiéu
hon. O nhom xuét vién, ti 16 bénh nhan cé
mAu cdy duong tinh chiém 9.43%, ndm trong
khoang bdi nhiém duoc bio cdo & nhiéu
bénh vién tai Vi Han la 5-27% [3]. Tuy
nhién, ti 1é ciy duong tinh & cdc bénh nhan
tir vong 1én dén 58.49% cho thdy boi nhiém
vi tring c6 thé déng gop dang ké vao két cuc
tr vong cua bénh nhan.

Ti 1& bénh nhan ting huyét ap trong
nghién ctru cua chung t61 khong khéc biét co
Y nghia gitta nhom tir vong va con séng, diéu
nay khac biét so v6i nhidu nghién ctru, xac
dinh ting huyét ap lam ting nguy co bénh
ning va tir vong [13]. O ca 2 nhom, ti 1é ting
huyét ap déu cao >50%. C6 1& chiing toi thuc
hién nghién ctru tai mdt trung tadm hdi strc,
noi co ti 1& bénh nén cao. Pong thoi, co bénh
nén 1 tiéu chuan dé bénh nhan dugc nhap
vién theo doi, lam ti I¢ tdng huyét ap déu cao
& ca hai nhom, cung v6i ¢& mau nhd, lam
cho su khac biét gitta 2 nhom khong cé y
nghia.

Ti 1¢ bénh nhan dugc tiém vaccine ngua
SARS-CoV-2 & nhéom con séng cao hon
nhom tir vong nhung khong c6 khéac biét co6 y
nghia thong ké. Tai thoi diém nghién ciru,
chi 10,4% tong sb bénh nhan trong nghién
ctru dugc tiém ching. Co thé vi vay, khac
biét vé tiém chung gitta hai nhom khéng co ¥
nghia.

Nong d¢ Interleukin-6 va thang diém
Cytokine Storm

D-dimer 13 san phdm thoai bién cua fibrin,
xuat hién trong méu sau qué trinh tiéu cuc
mau dong. Nong do D-dimer >1000 ng/mL
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xéac dinh tién luong x4u trong giai doan sém
cia bénh nhan COVID-19 [14]. Trong
nghién ciru ciia ching t6i, nong d6 D-dimer
trung binh & nhom tir vong cao hon 2 1an so
vOo1 nhom con séng, va sy khac biét co y
nghia thong ké. Da sd bénh nhén tir vong ¢
néng dd D-dimer > 1000ng/mL, nguoc lai
nhom xudt vién, da sb co nong d6 D-dimer <
1000ng/mL. Vi vay D-dimer 1a mét chi dau
xac dinh bénh nhan nang, cling nhu tién
lugng tir vong ¢ bénh nhan COVID-19.

Lactate dehydrogenase (LDH) la chi diu
cua ton thuong mo, lién quan dén bénh nhan
COVID-19 ning. Cé nhidu ngudng ting
LDH lién quan dén d6 ning ciia COVID-19
trong nhiéu nghién ctru khac nhau. Ngudng
>300IU/L cua Cappanera va cong sy cao hon
mot sO nghién ciru khac, ngudng nay ciing
thich hop cho nghién ctru cua ching t6i1, khi
tién lugng tr vong, 1la mirc do bénh ning
nhat [2]. Nhom tr vong trong nghién ciru
cta chung t61 c6 LDH trung binh >300IU/L,
nguoc lai nhom con séng khi xuét vién
<300IU/L, khac biét gitta 2 nhom 1a c6 y
nghia.

Ferritin 13 protein ndi bao chira sit cho co
thé, mot chét trung gian trong rdi loan diéu
hoa hé mién dich, co tac dong tryc tiép 1én
qua trinh ¢ ché mién dich va tién viém, gop
phan gay con bao Cytokine. Ferritin ting cao
1a chi ddu du dodn COVID-19 nang hoac tr
vong [8], [9] . Trong nghién ctru clia chung
to1, Ferritin tdng cao ¢ cd nhém tor vong va
nhém con sdng. Tuy nhién, nhém tir vong cd
Ferritin tang cao hon, va khac biét c6 y
nghia. Piéu nay cho thiy Ferritin c6 thé gop
phan tién luong tr vong & bénh nhan
COCID-19.
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CRP 1a protein dugc san xudt boi gan,
trong pha cdp cua phan (mg viém, sau khi
dap ung voi IL-6. Trong nghién cuu cua
chung t6i, da s6 bénh nhan c6 CRP >
10mg/dL, v6i nhoém tir vong c¢6 ndng d6 CRP
cao hon nhém con séng, va khac biét c6 y
nghia. Piéu nay ciing phi hop véi nhiéu bao
c4o, ghi nhan ting CRP 13 yéu t6 nguy co
doc lap cho tién luong xAu & bénh nhan
COVID-19 [2].

Nghién cuu cua tac gia Cappanera S va
cong sy (2021) da xdy dyng thang diém
Cytokine Storm dua trén cac xét nghiém D-
Dimer, CRP, Ferritin, LDH nhim nhanh
chéng phat hién bénh nhan khai phat béo
cytokine dé tién hanh diéu tri kip thoi ngin
ngira bénh tién trién va giam nguy co tu
vong. Tac gia da ghi nhan 100% bénh nhén
chuyén tir giai doan IIB sang giai doan Il ¢6
thang diém Cytokine Storm duong tinh
(11/11 bénh nhéan) trong khi do 100% bénh
nhan ¢ giai doan 1A c6 thang diém Cytokine
Storm &m tinh (10/10 bénh nhan) [2]. Trong
nghién cuu caa chung tdi khi sir dung thang
diém Cytokine Storm véi ngudng cit 1a 3 dé
danh gid nguy co tor vong da ghi nhan do
nhay 54,7% va d¢ dac hi¢u 94,3%.

Interleukin 6 & mot cytokine cua dong
thac viém lién quan dén sy phdi hop, kich
hoat tuan tu cac con dudng phan ung mién
dich. Cac nghién ctu hién nay nhan manh
rang su gia tang IL-6 twong quan véi CAC
phan ung nghiém trong véi SARS-CoV-2
bao gdom ARDS, nhiém tring huyét, tho may
va tr vong [4]. Theo nghién cuu ciaa Zhou J
va cong sy (2021) cho thdy véi nguong cit
26.09 pg/mL thi IL-6 c¢6 do nhay 87,5% va
d6 dac hiéu 77,6% trong tién luong tir vong

[16]. Trong nghién ctu cuaa ching toi thi
ngudng cit téi wu cua IL-6 trong tién luong
tr vong sau 30 ngay cua bénh nhan COVID-
19 1a 18,3 pg/mL (d6 nhay 83% va d6 dac
hiéu 73,6%). Vi IL-6 gia ting cling la mot
diu hiéu cua khoi phat bdo cytokine nén
ching toi két hop thang diém cytokine storm
va IL-6 bang cach bd sung tiéu chuan IL-
6>18,3pg/mL (1 diém) l1am gia ting d6 nhay
va d6 dac hiéu trong tién luong tu vong (do
nhay 81,1% va do dic hiéu 84,9%).

V. KET LUAN

So voi bénh nhan song sét, bénh nhan
COVID-19 tir vong trong 30 ngay dau co
nong do 1L-6, D-Dimer, CRP, Ferritin, LDH,
PCT cao hon c6 y nghia thong ké. Chung toi
xac dinh ngudng cat t6i wu cia thang diém
cytokine storm la 3 (d0 nhay 54,7% va do
ddc hiéu 94,3%). Véi ngudng 18,3 pg/ml,
IL-6 cho phép du bao tir vong sau 30 ngay
V6i do nhay 83% va d6 dic hiéu 73,6%. Bo
sung xét nghiém nay trén nén thang diém
cytokine storm cho phép du bao tir vong sau
30 ngay cua bénh nhan COVID-19 chinh xac
hon.
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XAC PINH POT BIEN EGFR-T790M GAY KHANG THUOC
’C CHE TYROSINE KINASE THE HE THO NHAT & BENH NHAN
UNG THU PHOI KHONG TE BAO NHO BANG KY THUAT
SCORPIONS ARMS REAL-TIME PCR

Tran Khanh Chi*, Tran Van Khanh*, Lé Hoan*

TOM TAT

Muc tiéu: Budc dau xac dinh ty 1& dot bién
EGFR-T790M giy dé khang EGFR-TKIs thé hé
thir nhat & bénh nhan ung thu phdi khong té bao
nho. Péi twong va phwong phap: 66 bénh nhan
dugce xac dinh khang thuéc EGFR-TKIs thé hé
thtr nhat theo tiéu chuin cta Hoi ung thu hoc lam
saing Hoa Ky, duoc xét nghiém tim dot bién
EGFR-T790M tht phat bang k¥ thuat Scorpion-
ARMS real-time PCR v6i bénh phim mé ung
thu tai thoi diém khang thubc. Két qua: 36/66
(54,5%) bénh nhan c6 xuét hién dot bién EGFR-
T790M thi phat. Két luan: dot bién EGFR-
T790M 1a cin nguyén phd bién giy nén tinh
trang khang thuéc EGFR-TKIs thé hé thir nhét &
bénh nhan ung thu phi khong té bao nh.

Tir khéa: Ung thu phoi, Diéu tri dich, EGFR,
T790M

SUMMARY
IDENTIFICATION OF EGFR- T790M
MUTATION ASSOCIATED WITH
ACQUIRED RESISTANCE TO FIRST-
GENERATION TYROSINE KINASE
INHIBITORS IN NON-SMALL-CELL
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LUNG CANCER PATIENTS BY
SCORPION-ARMS REAL-TIME PCR

Objective: Determine of the rate of EGFR-
T790M mutations causing first generation
EGFR-TKIs resistance in non-small cell lung
cancer patients. Materials and methods: 66
patients identified as resistant to first-generation
EGFR-TKIs according to the American Society
of Clinical Oncology's criteria, were tested for
secondary EGFR-T790M mutations by Scorpion-
ARMS real-time PCR technique with cancer
tissue specimens at the time of drug resistance.
Results: 36/66 (54.5%) patients had a secondary
EGFR-T790M mutation. Conclusion: EGFR-
T790M mutation is a common cause of
resistance to first-generation EGFR-TKIs in non-
small cell lung cancer patients.

Keywords: Lung cancer, Targeted treatment,
EGFR, T790M

I. DAT VAN DE

Ung thu phoi (UTP) hién 1a nguyén nhan
giy tir vong hang dau do ung thu trén toan
thé giéi [1]. Piéu tri dich bang thudc e ché
tyrosine kinase (Tyrosine kinase inhibitors-
TKIs) cua EGFR da dugc ching minh 1a lya
chon hiéu qua cho bénh nhan UTP khong té
bao nho c6 dot bién gen EGFR [2]. Tuy
nhién, nhidu nghién ctru trén thé giéi ghi
nhan sau khoang 10- 16 thang diéu tri véi
cac thudc EGFR-TKIs, ¢ hau hét cac bénh
nhan (BN) xuit hién tinh trang khong dap
tmg véi thude dang diéu tri, ton thuong ung
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thu tién trién [3]. Nhiéu nguyén nhin giy
khang thubc dd dugc xac dinh nhu xuét hién
dot bién moéi tai chinh phan tr EGFR;
khuéch dai hodc ting cudng biéu hién cua
mot gen khéc; hoac do su chuyén dang ctua té
bao ung thu, trong d6 dot bién EGFR-
T790M dugc xac dinh 1a nguyén nhan phd
bién nhat [4]. Cho dén nay, nhiéu phuong
phap sinh hoc phan tir khac nhau c6 thé phat
hién dot bién EGFR-T790M thtr phat. Tuy
nhién, k¥ thuat Scorpion-ARMS real-time
PCR dugc xem la phuong phap thuong quy
dé phat hién dot bién nay. Chinh vi vay,
chung t6i thyc hién nghién clru nay véi muc
tiéu xac dinh dot bién EGFR-T790M gay dé
khang EGFR-TKIs thé hé thir nhat ¢ bénh
nhan ung thu phdi khong té bao nho bang ky
thuat Scorpion-ARMS real-time PCR.

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

1. Poi twong nghién ciru

Chon mau thuén tién, lya chon duogc 66
bénh nhan UTP tai 3 bénh vién (Bénh vién
Bach Mai, Bénh vién K Trung uvong va
Bénh vién Trung wong Quan ddi 108) dam
bao cac tiéu chuan sau day:

1.1. Tiéu chuén lwa chon:

Pép tng dugc cac tiéu chuan cia Hoi ung
thu hoc 1am sang Hoa Ky dua ra dé danh gia
tinh trang khang EGFR- TKIs thé hé thir nhét
cho ung thu phdi khong té bao nhé [5]:

- Pugc chan doan xac dinh 1a UTP
khong té bao nho bang két qua mo bénh hoc.

- Puoc xac dinh c6 dot bién gen EGFR
nhay cam EGFR-TKIs.

- Puoc diéu tri bang EGFR- TKIs thé hé
thir nhét (erlotinib hodc gefitinib).

- Puoc danh gid co6 dap tng hodc on
dinh trong vong it nhét 6 thang.
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- Tén thuong tién trién hodc xuét hién
cac ton thuong méi mic du van dang diéu tri
véi erlotinib hoac gefitinib.

- Khéng c6 diéu tri toan than gi trong
khoang thoi gian giita két thuc diéu tri
erlotinib hodc gefitinib voi bat dau mot didu
tri moi.

1.2. Tiéu chudn logi trir

- Bénh nhan UTP dang diéu tri thudc
EGFR- TKIs thé hé thir nhit nhung khong
duoc xac dinh c6 dot bién gen EGFR nhay
cam TKIs.

- Bénh nhéan khong dugc danh gia 1a 6n
dinh bénh hoic dap ung diéu trj sau 6 thang
diéu tri EGFR - TKIs thé h¢ thtr nhat.

- Bénh nhan khong dong y tham gia
nghién clru

2. Thiét ké nghién ctru: mo ta cit ngang
chum ca bénh

3. Céc budc tién hanh:

- Céc bénh nhan nghi ngd khang thudc
duoc iy bénh pham ung thu (tai sinh thiét)
bang mot trong nhiing phuong phap sau: sinh
thiét u nguyén phat, sinh thiét cac ton thuong
thir phat (phdi, gan, xuong), sinh thiét hach
ngoai vi, hit dich nghi ngo do di can (mang
phdi, mang tim).

- Phén tich mé bénh hoc hodc khéi té
bao tai cac khoa Giai phéu bénh, thudc 3
bénh vién tham gia nghién ciru. Khang dinh
ton thuong ung thu trong mau bénh pham tai
sinh thiét.

- Xéc dinh d6t bién EGFR- T790M bang
k¥ thuét Scorpions ARMS real- time PCR st
dung bd Kit cobas® EGFR Mutation test ctia
Roche tai Trung tdm Nghién ciu Gen &
Protein, Truong Pai hoc Y Ha Noi.
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A)

Dot bién LREA Deletions Chirng ndi chuin

[
TTCGGAGATGTCGCGTCTCTTACTTCC

Trudc diéu tri

LREA

B)

Sau diéu tri 28
Ny s A A N
xuat hién thém LREA 5
dot bién T790M Fiaee:
T790M s
Két qua giai trinh tu gen Két qua Scorpion ARMS

Hinh 1: Phén tich djt bién EGFR bang kj thudt Scorpions ARMS
real-time PCR trwéc va sau diéu tri EGFR-TKIs

INl. KET QUA NGHIEN CU'U

Phan tich két qua tir 66 bénh nhan dam bao tiéu chuan khang thuéc EGFR- TKIs thé h¢
thir nhat, chung toi thu dugc két qua nhu sau:

3.1 Pic diém chung ciia nhém nghién ciru

Bing 1: Mt 56 diic diém chung ciia nhém nghién civu

Pic diém Sélwong | Tyle%
Tubi trung binh: 60,6 + 10,7 tudi (dao dong tir 26-80 tudi)
N 34 51,5
Giéi tinh am ’
Nit 32 48,5
L oai dét bién EGER LREA (exon 19) 36 54,5
n
o1 dotbien =42 L858R (exon 21) 29 44
trwoce diéu tri
G719S (exon 18) 1 1,5
Thoi gian trung binh xuit hién khang thudc: 14,48 + 3.9 (dao dong 8- 26 thang)

Nhén xét: cac dic diém chung phu hop véi nhitng ghi nhan hién nay vé ung thu phdi co
dot bién EGFR. Thoi gian xuat hién khang thuc EGFR-TKIs dao dong tir 8-26 thang, trung
binh la 14,48 + 3,9 thang

3.2 Két qua phén tich dot bién EGFR-T790M bing k¥ thuit Scorpions ARMS real-
time PCR
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® EGFR-T790M mutation m® Non EGFR-T790M mutation
Biéu @6 1: Két qud xdc dinh dét bién EGFR-T790M
Nhin xét: co 36/66 bénh nhan (54,5%) xuat hién dot bién EGFR-T790M thir phat gay

khang lai cac EGFR-TKIs thé hé thtr nhat.

IV. BAN LUAN

Nghién ctu trén 66 BN UTP mang dot
bién EGFR, ching t6i ghi nhan tudi trung
binh cua nhom nghién ctru 1a 60,6 £ 10,7
tudi, BN tré tudi nhét la 26 tudi, 16n tudi nhat
1a 80 tudi. Két qua nay tuwong tu v4i ghi nhan
cia Nguyén Thanh Hoa va cong su nghién
ctru trén 100 BN UTP c¢6 dot bién EGFR tai
BV K Trung wong nam 2019, tudi trung binh
mic bénh 14 56,27 + 7,9 tudi, dao dong tir 39
dén 80 tudi [6].

Vé dic diém gi6i tinh, nghién ctru cia
chung t6i ghi nhan c¢6 34 BN nam (51,5%)
va 32 BN nit (48,5%), ty 16 UTP c6 dot bién
EGFR ¢ nam gi6i gan twong tu nit gidi. Mot
nghién ctru gan day tai Viét Nam ghi nhan
mot ty 1& nam giéi cao hon nit giéi, Nguyén
Thanh Hoa va cong sy tai Bénh vién K
Trung wong (2019) ghi nhan nam giéi chiém
ty 1€ 60% [6]. Tuy nhién, cac nghién clru trén
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thé gidi v6i ¢& mau 16n hon lai ghi nhan ni
giéi phd bién hon & nhém UTP c6 dot bién
EGFR. Wang JF va cong su tién hanh mot
phéan tich cong gdp vdi 478 BN UTP co6 dot
bién gen EGFR tir 10 nghién ctru trude do,
két qua cho thay nir gidi chiém 64,9% [7].

Vé dic diém dot bién EGFR nhay cam
TKIs cua nhom nghién ctru, chung t6i ghi
nhan c6 54,5% BN mang dot bién LREA tai
exon 19; 44% BN c6 dot bién L858R tai
exon 21; va 1 truong hop mang dot bién
G719S tai exon 18. Két qua nay ciing phu
hop v6i ghi nhan hién nay vé dot bién EGFR
nhay cam TKIs, 2 dot bién phé bién nhit 1a
LREA va L858R. Kim HR va cOng su
nghién ctru trén 110 BN UTP mang dot bién
EGFR tai Han Qudc ghi nhdn 62,7% c6 dot
bién LREA; 33,6% c6 dot bién L858R va chi
¢ 3,7% gap nhimg dot bién nhay cam khéc
cua EGFR [8].
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Nghién ctru vé thoi gian xuét hién khang
thubc, ching toi ghi nhan thoi gian trung
binh tir thoi diém bt dau diéu tri EGFR-TKI
dén khi bénh tién trién 1a 14,48 + 3.9 thang;
thoi gian xuét hién tién trién sém nhét 1a 8
thang, muodn nhit 13 26 thang. Két qua nay
cling phu hop v6i ghi nhén tir cac nghién clru
trén thé giGi gan ddy, thoi gian trung binh tir
khi bdt dau diéu tri dén khi xudt hién tinh
trang khang lai cac EGFR-TKIs thé hé thur
nhit khoang 10-16 thang [3,9].

Hién nay, c6 nhiéu phuong phép sinh hoc
phan tir khac nhau dé phat hién cac dot bién
ctia gen EGFR, trong d6 2 phuong phap phd
bién nhat duoc FDA chép thuan 1a Scorpions
ARMS real- time PCR va giai trinh tu gen
thé hé méi. Véi vu diém vé ky thuat don
gian, hé théng thiét bi san c6, thoi gian cho
két qua nhanh, Scorpions ARMS real- time
PCR dugc chip thuan 1a phuong phép
thudng quy dé phat hién dot bién EGFR trén
thyc hanh 1am sang.

Bing viéc s dung b Kit cobas® EGFR
Mutation test cia Roche, chiing t61 phat hién
c6 36/66 bénh nhan khang thudc EGFR-
TKIs xuat hién dot bién tha phat EGFR-
T790M, chiém 54,5%. Theo nhitng bdo cao
gan day, dot bién EGFR-T790M ghi nhan ¢
khoang 40-55% bénh nhan UTP khang lai
c4c EGFR-TKIs thé hé thi nhat [4]. Két qua
nghién ctru ctia chung toi ciing thay rang, dot
bién thir phat EGFR-T790M 1a co ché pho
bién nhéat giy nén dé khang lai cac EGFR-
TKIs thé hé tht nhat.

V. KET LUAN

Str dung k¥ thuat Scorpion-ARMS real-
time PCR vé6i bo Kit cobas® EGFR
Mutation test cua Roche, ching t61 phat hi¢n
54,5% mau mo sinh thiét tai thoi diém khang

thudc xudt hién dot bién tht phat EGFR-
T790M. Pay 13 nguyén nhan phd bién nhat
gdy khang lai cic EGFR-TKIs thé hé thu
nhit & bénh nhan UTP khong té bao nho.
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PANH GIA KET QUA CHAN POAN TRU'O'C SINH PHAT HIEN
BAT THUO'NG NHIEM SAC THE BANG KY THUAT ARRAY-CGH
TAI BENH VIEN PHU SAN HA NOI

Hoang Hai Yénl, L& Anh Pao2, Nguyén Duy Anh’2

TOM TAT

Muc tiéu: Panh gia két qua chan doan trugc
sinh phét hién bét thuong nhiém sic thé bang ky
thuat array-CGH tai Bénh vién Phu San Ha Noi.
Poi twong va phuwong phap: 306 mau dich di
ctia cac thai phu c6 tudi thai tir trén 16 tuan thai
thugc nhom nguy co cao 1éch boi nhidm sic thé
va siéu &m bét thuong hinh théi thai. DNA mau
va DNA chimg dugc nhuom mau huynh quang,
lai v6i cac doan do twong tng trén array va sir
dung phan mém chuyén dung dé tinh ty s6 giita
cac mau huynh quang tai mdi vi tri trén array dé
xac dinh cac truong hop mat doan hoic nhan
doan trén toan bo bd NST, so sanh véi két qua
karyotype truyén thong dé danh gia hiéu qua cua
xét nghiém array-CGH. Két qua: Ky thuat array-
CGH gilp phéat hién thém 5,6% cac bat thuong
mat doan/nhan doan nho NST, cao hon 1,5 lan so
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véi ky thuat karyotype truyén thong. Két luan:
Ky thuat array-CGH gitip tang ty 1& phat hién bét
thuong mat doan/nhan doan nho NST trong chan
doan trudc sinh.

Tir khoa: array-CGH, bat thuong nhidm sic
thé, CNVs, chan doan trudc sinh

SUMMARY

EVALUATE THE RESULT OF
PRENATAL DIAGNOSTIC DETECT
CHROMOSOMAL ABNOMALITIES

USING ARRAY-CGH TECHNIQUE AT
HANOI OBSTETRICS AND
GYNECOLOGY HOSPITAL

Objectives: Evaluate the result of prenatal
diagnosis to detect chromosomal abnormalities
using array-CGH  (comparative  genomic
hybridization microarray) at Hanoi Obstetrics
and Gynecology Hospital. Materials and
methods: 306 amniotic fluid samples of
gestation pregnancies at >16 weeks of gestation
with high risk for fetal aneuploidy and structural
anomalies on ultrasonography. The patient's
DNA is fragmented into many small regions and
stained with fluorescence, reference DNA is
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stained with a different fluorescent color. The
patient's DNA and reference DNA are stained
with two fluorescent colors and then hybridized
with the corresponding probes on the array. After
that, specialized software is used to calculate the
ratio between the fluorescent colors at each
position on the array to identify deletions or
duplications on the chromosomes, compare
results with the traditional karyotype technique.
Results: Using the array-CGH technique, it
detected 5,6% more chromosomal
submicroscopic abnormalities, 1,5 times higher
than that of the traditional karyotype technique.
Conclusion: The array-CGH technique helps to
increase the detection rate of chromosomal

submicroscopic  abnormalities in  prenatal
diagnosis.
Keywords: array-CGH, chromosomal

abnormalities, CNVs, prenatal diagnosis

I. AT VAN BE

Bat thuong bam sinh 1a mot trong céc
nguyén nhan hang dau gay chét chu sinh va
gay ra nhiéu ganh nang vé kinh té, tam ly
cho gia dinh ciing nhu toan xa hoi [1]. Bat
thuodng bam sinh gay ra do rat nhiéu nguyén
nhan, trong d6 hay gap va gay hau qua nang
né nhat 1a nguyén nhan do bat thuong nhiém
sic thé (NST) [2]. Cho dén nay, van chua c6
bién phap nao diéu tri triét dé cac bat thuong
bam sinh. Chan doan som bat thuong NST 1a
viéc 1am hét suc can thiét nham dua ra céac
bién phap can thiép kip thoi giam ty 1€ sinh
con bat thudng bam sinh.

Pé chan doan trudce sinh bat thuong NST,
cac thai phu c6 nguy co cao s& dugc tu van
c4c thu thuat xdm lan nhu sinh thiét gai rau
hoac hat dich 6i dé khao sét sé lugng va ciu
trdc NST. Hién tai, ky thuat karyotype dang
dugc s dung trong chan doan trugc sinh
phat hién léch boi, kham, bat thudng cu trdc

nhu chuyén doan/dao doan khong can bang,
mét doan/nhan doan NST (> 5-10Mb). Tuy
nhién, han ché cua ky thuat 1a d6 phan giai
thip, phai nudi cdy té bao, thoi gian tra két
qua kéo dai. Ky thuat FISH khdng can nudi
cdy té bao, c6 két qua trong thoi gian ngin,
tuy nhién FISH chi c6 thé phat hién cac
truong hop léch boi NST phd bién do d6
trong maot s trudng hop ngodi FISH van can
phdi hop viéc phan tich karyotype. Ky thuat
lai so sanh bo gen array-CGH (comparative
genomic hybridization microarray) cho phép
danh gia l1éch boi NST ciing nhu tinh trang
mét can bang dudi mac phét hién caa kinh
hién vi (submicroscopic) trén toan bo bd gen
Véi thoi gian tra két qua ngan va do phan giai
cao duoc coi 1a mot cdng cu chan doan hiéu
qua dé danh gia cac bién thé s6 luong ban
sao (CNVs: copy number variants) hay nhan
doan/mat doan nhd NST véi siéu am bat
thuong hinh thai thai [3]. CNVs xay ra khi
c6 mot doan DNA bi mat di hozc nhan Ién
mét hoac nhiéu lan. CNVs 1a mét dang bién
thé phd bién cua NST trong quan thé va
thuong vO hai [4], tuy nhién trong mot sé
truong hop CNVs c6 thé anh huong dén su
phéat trién va suac khoe cua ca thé. Array-
CGH c6 thé phat hién toi 6,0% CNVs trén
thai phu c6 siéu &m hinh thai bat thuong thai
va két qua karyotype binh thuong [5].

Xuét phét tir nhitng ly do trén, nghién cau
nay duoc thuc hién véi muc tiéu: “Panh gia
két qua chan doan trudc sinh phat hién bat
thuong nhiém sic thé bang ky thuat array-
CGH tai Bénh vién Phu San Ha Noi™.

II. DOl TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1 Poi twong
- Mau nghién ctru: 303 thai phy duoc chi
dinh xét nghiém array-CGH
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- Tiéu chuin lya chon: Thai phu mang
thai ¢6 tudi thai tir 16 tudn, c6 it nhat mot
trong nhimg tiéu chuin sau dugc chon lam
d6i twong nghién ctru: tudi thai phu > 35 tudi
khi sinh; Két qua sang loc sang loc trudc
sinh (Combined test, Triple test, NIPS) cd
nguy co cao léch bdi NST; Siéu am bat
thuong hinh thai thai; Tién s mang thai
truée ¢ 1éch boi NST; Tién sir gia dinh co
ngudi 1éch boi NST; Thai phu dong y tham
gia nghién ctru.

- Tiéu chuén loai trir: Thai phu mang thai
dudi 16 tuan, thai phu khong c6 cac yéu t6
nguy co bat thuong NST, két qua siéu am
khong co bat thuong hinh thai;Thai phy
khong dong y tham gia nghién ctru.

2.2. Phuong phap

- Thoi gian nghién ctru: Tur thang 10/2020
dén thang 09/2021.

- Pia diém tién hanh: Trung tim Sang loc,
chan doéan trudc sinh va so sinh, Bénh vién
Phu San Ha Noi.

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

Il. KET QUA NGHIEN cU'U
3.1. Pic diém caa dbi twong nghién cieu

2.3. Cac quy trinh tién hanh trong
nghién ctru

- Quy trinh: 10mL dich 8i cua thai phu,
tach DNA (trong vong 24h sau lay miu) st
dung QIAam DNA mini kit. Pinh lugng va
kiém tra chit lwong DNA biang médy quang
phé NanoDrop, néu ndng d6 DNA trong
khoang 200-500ng, tién hanh xét nghiém
tryc tiép; néu mau < 200ng hodc mau dich di
Idn méu, tién hanh nudi cay té bao 6i dé loai
bo té bao me va gia ting ndng do DNA. Cit
DNA thanh nhiéu doan ngan, ddanh ddu DNA
mau va DNA ching bang cac mau huynh
quang, lai DNA trén array, quét array trén
may Surescan.

- Phan tich két qua: St dung phin mém
CytoGenomics dé tinh ty sb giita cac mau
huynh quang tai mdi vi tri img v6i mot doan
do dac hi€u trén array.

- Karyotype: st dung 10mL nudi cdy té
bao 6i, lap karyotype nhim phéan tich bd
NST thai dugc thyc hién theo chuin bang G
nhu 14 mot tiéu chuan vang dé so sanh véi ki
thuat array-CGH.

Bing 3.1. Pic diém chung ciia déi twong nghién ciru

Pic diém

Gia tri

Tudi me

Tudi me trung binh (nim)

28,2+5,72 (17-41)

<35 tudi (n, %)

249 (82,2%)

>35 tudi (n, %)

54 (17,8%)

Tubi thai

Tudi thai trung binh (tuan)

21,3%3,6 (16-29)

<20 tuan (n, %)

175 (57,8%)

> 20 tuan (n, %)

128 (42,2%)

Nhén xét: Nghién ctru trén 303 thai phu co tudi tir 17-41 tudi, trung binh 1a 28,2 tudi,
trong d6 nhom < 35 tudi chiém ty 18 cao 14 82,2%. Tudi thai tir 16-29 tudn, trung binh 1a 21,3
tuan, nhom tudi thai < 20 tuan chiém ty 1€ cao 1a 57,8%.
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3.2. Chi dinh xét nghiém dich 6i
Bdng 3.2. Chi dinh xét nghiém dich 4i

Chi dinh XN dich oi n %

Siéu am bét thuong hinh thai 246 81,2%

Sang loc huyét thanh me nguy co cao 18 5,9%

Sang loc NIPS nguy co cao 21 6,9%

Tién sir sinh con/mang thai di tat 8 2,6%

Thai phu hodc chdng cé bat thuong NST 2 0,7%

Bat thuong siéu am + sang loc trude sinh nguy co cao 1 0,3%

Bat thuong siéu am + NIPS nguy co cao 5 1,7%

Bat thuong siéu am+ tién st sinh con dj tat 2 0,7%
Tong 303 100,0%

Nhén xét: Chi dinh 1dy mau dich 6i lam xét nghiém array-CGH do siéu 4m bat thuong
hinh thai chiém ti 1& cao v6i 81,2% (246/303), 2,7% siéu am bat thuong phdi hop voi cac

nguyén nhan khac).

3.3. Ty I¢ bat thwong NST phat hién biang xét nghiém array-CGH
Bdng 3.3. Ty 1¢ bdt thwong NST trong xét nghiém array-CGH

o . S6 lwong
Két qua array-CGH
n %
Binh thuong 252 83,2%
Bat thuong 51 16,8%
Tong 303 100,0%
Nhgn xét: Nghién ctu phat hién 51/303 thai phu c6 két qua bat thuong NST chiém ty lé
16,8%.
Bdng 3.4. Phan logi cac bdt thwong nhiém sdc thé phat hi¢n bang array-CGH
£ S6 lwong
Keét qua array 2
n % Tong (n, %)
47 XY/XX,+21 18 35,3
. n 47 XY/XX,+18 4 7.8
Léch boi NST 25 (49,0%)
47 XXY 2 3,9
47, XXX 1 2,0
. . Tai sap xép NST khoéng
a A S 3 59
d'(\)/;t S;a?; gﬁg) can bang 9 (17,7%)
- - Dot bién méi 6 11,8
M4t doan, nhan doan nho (< 5Mb) 16 31,4 16 (31,4%)
Bat thuong dang kham 1 2,0 01 (2,0%)
Tong 51 100 51 (100,0%)
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Nhgn xét: Phat hién 25/51 bat thuong sé luong NST chiém ty 1& cao nhat 1a 49,0%, tiép
theo 14 dot bién cau tric NST dang mat doan/nhan doan nhé (< 5Mb) chiém ty 18 31,4%.

3.4. Ty 1é bat thwong NST phat hién bang array-CGH so véi karyotype

Bing 3.5. Ty 1¢ bit thwong NST phdt hién bang array-CGH so vdi karyotype

Bét thuwong NST Array CGH Karyotype

n % n %
Bét thwong 51 34
Léch boi 25 25

Mat doan/nhan doan Ion (> 5Mb) 9 16,8 8 11,2

M4t doan/nhan doan nho (< 5Mb) 16

Kham 1 1

Binh thwong 252 83,2 269 88,8

Téng 303 100 303 100

Nhdgn xét: 16,8% (51/303) trudng hop bat thuong NST phét hién bang array-CGH trong
khi karyotype chi phat hién dugc 11,2% (34/303) truong hop. 17 (5,6%) truong hop khong
phat hién duoc bang karyotype, trong d6 c6 01 truong hop mat doan/nhan doan 16n va 16
truong hop mat doan/nhan doan nho NST.

3.5. Cac truwong hop két qua array-CGH khéong phu hop véi karyotype

Bing 3.6. Cic truong hop két qui Array-CGH khong phii hop véi karyoty,

pe

(M4t doan 3,3Mb NST 9)

Stt Array-CGH n Karyotype
1 arrf[GRCh37] 22¢11.21(19022279-21098156)x1 3 46 NST
(Mét doan 2,8 Mb NST 22 gay HC DiGeorge)
arrf[GRCh37] 15q11.2(22765628_23217514)x1
2 (HC mit doan 450Kb NST 15) 2 46 NST
arr[GRCh37] 16p13.11(14910205_16586915)x3
3 18023(76577645_77966288)x1 1 46 NST
(HC nhén doan 1,35Mbp NST 16; mit doan 1,4Mb NST 18)
4 arrf[GRCh37] 1021.1021.2(146507518_147824207)x1 1 46 NST
(HC mat doan 1.35 Mb NST 1)
arffGRCh37] 2913(111128788_113065779)x1
> (HC mét doan 1.9Mb NST 2) ! 46 NST
6 arrf[GRCh37] 22(111.lq11.21(17397498_20311763)x1 1 46 NST
(M4t doan 2,9Mb NST 22)
arr[GRCh37] 4913.3921.1(73469538_77963570)x1
! (M4t doan 4,5Mb NST 4) ! 46 NST
arrf[GRCh37] 18p11.32p11.31(148963_3621272)x1
8 (M4t doan 3,4Mb NST 18) ! 46 NST
9 arr[GRCh37] 9934.11934.13(130859361_134154833)x1 1 46 NST
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10 arr[GRCh?Gé];(zquZaZn.]i(,72]';js3l\l7é$_fg)709027)xl 1 46 NST

11 aI‘I’[GRCh(fBI\?}]l EAilf3(2);1;‘]2:(LT;)'S\B/I3D9OI\ISS()_F7:|§‘:|).92181)X3 1 46 NST

12 al’r[GRCh3(7'\]/|é}fgigffﬁ\]ﬁ;ﬁ%?{]i%()BOO178)Xl 1 46 NST

o] S || e

14 arr[GRCh37] ?E(:i%t.C(’;C({)flﬁ.égi/?g?ﬁ:?43_)l34543319)x1 1 46 NST
IV. BAN LUAN d6 tudi khi mang thai cua thai phu. Nghién

Ky thuat array-CGH danh gia bat thuong
NST trén toan bd bd NST véi do phan giai
cao hon nhiéu so vai ky thuat karyotype. Do
phan giai cua ky thuat array-CGH trong
nghién ciu la 50Kb véi 60.000 probe, phan
bd trén toan bo 24 NST nhung tap trung hon
vao cac ving cb y nghia 1am sang. Néu xét
d6 phan giai bang NST cua ky thuat
karyotype dat muc 500 bang tuong duong
v6i mic phan giai 5Mb thi cd thé thiy muc
d6 phan giai caa array-CGH cao hon gap 100
lan so véi ky thuat karyotype truyén théng.
Ky thuat array-CGH thuc hién viéc so sanh
DNA mau véi DNA ching théng qua su
khac biét giita 2 DNA nay dé phat hién cac
truong hop mat doan hay nhan doan néu c6
trén DNA cua bo gen.

Nghién ctu trén 303 thai phu c¢6 nguy co
cao léch boi NST va siéu am bét thuong hinh
thai thai. Két qua nhan thay tudi thai phu <
35 tudi chiém ty Ié cao la 82,2%. Mot sb
nghién ciru da chi ra tudi thai phu cang cao,
kha nang diéu chinh cac qua trinh sinh hoc
trong qua trinh sinh tring c6 thé gap sai sot,
dan t6i rdi loan phan ly NST trong giam
phan 11, két qua s& tao ra giao tir léch boi.
Tuy nhién, cac hoi chung mat doan/nhan
doan nho NST thuong khdng phu thuoc vao

ctru cua Grati trén 5 hoi ching mat doan nho
NST nhu DiGeorge, Cri du chat, Prader
Willi, Angelman cho thay ty I¢ sinh con bét
thuong NST khong c6 su khéac biét ¢ cac
nhém tudi thai phu [6].

Pbi tugng thai phu duoc lya chon vao
nghién cuu hoan toan phu hop véi nghién
cau cua Linda va cong su [7], trong d6 nhom
thai phu siéu am hinh théi bat thuong chiém
ty 18 cao la 83,7%. Theo khuyén céo caa cac
t6 chac, higp hoi di truyén hoc Hoa Ky
ACMG, ky thuat Array-CGH la lya chon dau
tay khi chan doan truéc sinh trong céc
truong hop thai nhi c6 bat thuong hinh thai
phét hién trén siéu am, tién sir sinh con bat
thuong NST, thai phu va chong mang dot
bién NST ¢ dang can bang nhu chuyén doan,
dao doan [8].

Ky thuat array-CGH phéat hién 51 truong
hop bat thuong NST chiém ty 1¢ 16,8%, cao
hon 5,6% so v&i ky thuat karyotype. Két qua
nghién cau phi hop véi phan tich tong hop
cua Callaway va CS (2013) cho thay array-
CGH da phat hién cac bat thuong mat
doan/nhan doan nho NST ¢ 5,2-10,0% thai
nhi c6 két qua sidéu am thai bat thuong va
karyotyp binh thuong [9]
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Nghién ctru phat hién léch boi NST la 25
trudng hop chiém ty 18 cao 49,0%, trong d6
hoi chitng Down chiém ty 18 cao nhat 35,3%,
két qua tuong tu voi ki thuat karyotype. 09
truong hop phat hién dot bién cau trdc mat
doan/nhan doan 16n NST, trong d6 08 truong
hop c6 két qua twong tu véi ky thuat
karyotype, chi c6 01 trudng hop mit doan
5,7Mb trén NST s6 3 bang ky thuat array-
CGH nhung khong phéat hién dwoc bing
karyotype du d6 phén giai bang & mac 500
bang. Nhiéu trudng hop téi sap xép NST rat
kho phat hién hoac khéng thé phat hién duoc
bang ky thuat karyotype do cuong do thudc
nhudm khong du hoic tai cac ving mau bing
phan dinh khong rd, trén nhitng NST cé kich
thudc 16n [10]. Nhu vay, ¢ thé nhan thay do
phén giai bang ngudng 5Mb chi mang tinh
chat twong dbi.

Gia tri cua ky thuat array-CGH phat hi¢n
cac CNVs gay bénh c6 lién quan chat ché
dén chi dinh xét nghiém ht dich 6i. Voi cac
chi dinh hat dich i nhu xét nghiém sang loc
truéc sinh nguy co cao, tién st mang thai
sinh con di tat, thai phu va chong thai phu 1a
ngudi c6 bat thuong NST thi ky thuat array-
CGH khéng phét hién hién dugc thém bat
thuong nao so voi karyotype. Cac nghién
clru trén ¢& mau 16n hon ciing cho thay phat
hién cac CNVs bénh ly ¢ nhdém nay rat thap.
Phan tich tong hop cua Srebniak va CS
(2018) trén 10.614 trudng hop cho thiy ky
thuat array-CGH chi phat hién thém 0,89%
cac CNVs gay bénh trén nhom thai phu co
chi dinh hat dich 6i khong lién quan dén siéu
am bét thuong hinh thai thai [11].

Ky thuat array-CGH da phat hi¢n thém 16
truong hop mét doan/nhan doan nho NST
trén thai phu c6 két qua siéu &m bét thuong
hinh thai ma két qua karyotype binh thuong
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(46 NST), trong do 08 truong hop dugc quy
vao cac hoi chimg nhu hoi ching Digeorge,
nhan doan nho 16p13.11, mit doan nhé
15¢11.2, mat doan nho 1g21.1, mat doan nho
ddng hop 2q13. Cac hoi ching trén cé tan sb
gip twong dbi phd bién. Tuy nhién, dot bién
c6 thé xay ra 1 cach ngau nhién trén tit ca
cac doan khac nhau cua NST, mac du khéng
thudng xuyén gip. Do d6, néu chi tap trung
vao cac hoi chitng mat doan/nhan doan nho
phd bién, viéc bo sét cac mat doan/nhan
doan nho it gap la rat cao. Két qua nghién
ctru twong dong véi nghién ciu caa Srebniak
trén 1.000 thai c6 két qua siéu am bat thuong
hinh thai, phat hién CNVs gay bénh trong
5,5% truong hop [12].

Mot s6 han ché caa ky thuat array-CGH
so véi karyotype 1a khdng phat hién duogc thé
da boi, chuyén doan can bang va ty 1é kham
thip [13]. Gidi han cua nghién ctu c6 thé 1a
do ¢& mau nhé nén chua gip duoc Céc
truong hop trén. Do d6, nghién ciu khdng cé
truong hop nao ma ky thuat karyotype phat
hién duoc bat thuong ma ky thuat array-
CGH khéng phét hién dugc.

Nhu vay c6 thé thay ky thuat array-CGH
khong chi cho phép phat hién cac truong hop
bat thuong khong can bang NST nhu ky
thuat karyotype ma con cho phép phét hién
cac truong hop bat thuong khong can bang
cia NST & dugi muc kinh hién vi ma ky
thuat karyotype khdng thé phét hién duoc.

V. KET LUAN

Ky¥ thuat array-CGH giup phat hién thém
5,6% cac bat thuong mat doan/nhan doan
nho NST, ty 1é phat hién bat thuong NST
gap 1,5 1an so véi xét nghiém karyotype, dac
biét trén nhom thai phu c6 két qua siéu am
bat thuong hinh théi thai nhi.
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NGHIEN C(’U PA HINH PON GEN OPRM1 VA ABCB1 O’ BENH NHAN
NGHIEN CHAT DANG THUOC PHIEN PIEU TRI METHADONE THAY THE

Nguyén Quynh Giao?, Tran Vin Chiéu?, Tran Khanh Chi,

TOM TAT

Trong nghién ctru duoc ly di truyén hoc, biéu
hién cta cac da hinh don (Single nucleotide
polymorphism — SNP) khéc nhau cé thé 1am thay
dbi dap ung véi thudc. Muc tiéu nghién ciu:
Xéc dinh da hinh nucleotid don rs1799971 gen
OPRML1 va rs1045642 gen ABCBL1 ¢ bénh nhan
diéu tri methadone thay thé va danh gia mdi lién
quan voi liéu diéu tri. Pdi twong va phuwong
phap nghién ciu: Nghién ciru md ta cit ngang,
302 bénh nhan duoc chan doan 1 thugc va cac
chat dang thudc phién theo QP 3140/QD-BYT
nam 2010 va nghi dinh 90/2016/ND-CP nam
2016 dang duoc diéu tri methadone. Két qua:
Bién thé rs1799971 mang alen G c6 liéu diéu tri
cao hon so vé6i c4 thé mang alen A (p = 0.044 <
0.05). Khong c6 su khac biét vé lidu diéu trj giita
cac bién thé rs1045642 gen ABCB1 véi céc ca
thé hoang dai. Két luan: Cung cap cai nhin thyuc
té vé su khac biét giita cac ca nhan véi licu diéu
tri anh huong boi cac da hinh gen.

Tir khéa: Duoc ly di truyén hoc, da hinh don
rs1799971, da hinh don rs1045642, gen ABCBI,
gen OPRM, liéu methadone
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Vii Vin Quy?, Trinh Thi Phwong Dung?,
Lé Hoang Nam?, Pang Thi Ngec Dung?

SUMMARY
DETERMINE OPRM1, ABCB1
POLYMORPHYSMS IN OPIOID-
DEPENDENT PATIENTS
UNDERGOING METHADONE
MAITENANCE THERAPY

The large interindividual variability of
methadone maintenance dose therapy may be
partially explained by the variations found in
multiple genes that are involved in the
pharmacokinetic and pharmacodynamic
pathaways of methadone. Objective:
Determining OPRM1 rs1799971 and ABCB1
rs1045642 genotypes in patient undergoing
methadone maintenance therapy and assessing
relationship between genotypes and methadone
doses Material and methods: Genomic DNA
was extracted from 302 opioid-dependent
patients and Sanger sequencing were conducted
to determine the genotypes Results: In our study,
with rs 1799971, individuals with G allele should
take higher methadone dosage compared to those
with A allele (p = 0.044 < 0.05). On the other
hand, there is no significance difference with
methadone dose between rs1045642 and wild-
type carriers. Conclusion: These findings
provide new insight to the fact that the
interindividual variability of methadone dosage
requirement is genetic polymorphism.

Keywords:  Pharmacogenetic, rs1799971,
OPRM1 gene, ABCB1 3435C>T, ABCB1 gene,
methadone dose
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I. DAT VAN DE

Nghién chat dang thudc phién néi chung
va ma tly noi riéng gay ra nhiing tac hai
nghiém trong vé mat suc khoe, ton hai vé
mat xa hoi. Methadone mét chit chua van cua
receptor P (receptor opioid), 1a thuc giam
dau thudc nhom opioid dugc sir dung dé diéu
tri nham lam giam céc triéu ching cai nghién
va thém thudc. Trong diéu tri methadone cd
su dao dong lén giira lidu lwong cua cac ca
thé, c6 nhitng ca thé vai lidu 2 mg/ngay da
cO cai thién giam st dung heroin trong khi
nhitng bénh nhan khac doi hoi véi lidu rat
cao 160 mg/ngay. Duoc ly di truyén hoc
(pharmacogenetics) da chirng minh phan tng
véi thude trong diéu tri s& gay ra cac phan
ng va hiéu qua diéu tri khac nhau dan dén
su khéc biét gitra cac c& nhan trong qué trinh
diéu tri. Trong nghién ctru dugc ly di truyén
hoc, tap trung vao hai noi dung lién quan la
dugc dong hoc (pharmacokinetic) va dugc
luc hoc (pharmacodynamic). Nghién ciu vé
noéi dung duoc dong hoc, gen OPRM1
(opioid receptor p1) ma hoa thu thé receptor
pl, 1a vi tri hoat dong chinh cua methadone
duoc tap trung nghién ctru trong d6 c6 da
hinh don rs1799971. Pa hinh rs1799971 do
sy thay thé acid amin asparagine thanh
aspartic (Asn40Asp) tai vi tri glycosyl hoa
dau tan ngoai bao cia gen OPRM1 1am thay
d6i cau truc va chirc nang cua thy thé y, lam
thay doi nhay cam thy thé véi opioid .
Nhiing c4 thé mang alen G giam hiéu lyc véi
methadone do dé doi hoi liéu opiod cao hon
dé tao ra hiéu qua diéu tri*2. Bén canh d6, da
hinh gen ABCBI1 dugc tap trung nghién cau
lién quan dén duoc lyc hoc. Nhiéu nghién
cau tap trung vao ¢.3435C>T (dbSNP
rs1045642) (exon 26), day 1a mot bién thé
phd bién trong ving m& hoa cua gen
ABCB1°. Bién thé T caa SNP nay c6 lién

quan dén chirc ning bi suy yéu va/hoic giam
biéu hién cua p-glycoprotein in vitro va in
vivo do d6 can liéu diéu tri cao hon bién thé
hoang dai. Tai Viét Nam chua c6 nghién ctru
nao vé linh vuc duoc ly di truyén hoc lién
quan dén diéu tri methadone

Do d6, dé tai nay duoc thuc hién voi muc
tiéu: “Xac dinh da hinh nucleotid don
rs1799971 gen OPRM1 va rs1045642 gen
ABCB1 ¢ bénh nhan diéu trj thay thé bang
methadone va mdi lién quan véi lidu diéu
tri”.

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

2.1 Péi twong nghién ciu:

Po6i twong nghién ciu: 302 bénh nhan
duoc chan doan 16 thudc vao cac chat dang
thudc phién diéu tri methadone thay thé thoa
min céc diéu kién sau:

+ Tudi > 18 tudi

+ Pa dat duoc lidu diéu tri methadone
duy tri it nhat 1 thang cho tsi thoi diém
nghién ciru vai tiéu chuan dat liéu duy tri:

e Ngudi bénh dugc st dung liéu c6 hiéu
qua t6i vu duy tri trong it nhat 4 tuan lién
tuc.

e Nguoi bénh khong tai su dung CDTP
trong it nhat 4 tuan lién tuc

Thiét bi va hoa chat sir dung: Hoa chat
VA Vit tu tiéu hao trong tich DNA, hoa chat
khuéch dai gen, hoa chat chay dién di.

Thoi gian nghién ceu: 11/2020 dén
thang 8/2021

Pia diém nghién ciu: Cac co so diéu tri
methadone tinh Ninh Binh, Pai hoc Y Ha
Noi

2.2 Phwong phap nghién cuiu:

Phwong phap nghién ciru: mo ta cat
ngang

Quy trinh nghién ctru:

- Tién hanh thu thap bénh nhan
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- Tach DNA tir mau toan phan

- Quy trinh phan tich da hinh gen OPRM1

+Trinh ty mdi rs1799971 trong nghién
cau ty thiét ké véi trinh ty nhu sau

Mbi Xuoi: 5’-
CGCTTGGAACCCAAAAGTC- 3
Mbi nguoc: 5’-

AGCCTTGGGAGTTAGGTGTCT- 3’

+ Trinh ty mdi rs1045642 trong nghién
ctu ty thiét ké véi trinh ty nhur sau:

Mbi xuoi: 5-
CAAAGTGTGCTGGTCCTGAAGT- 3’

lI. KET QUA NGHIEN cU'U

Mbi nguoc: 5’-
GTAAGGGTGTGATTTGGTTGCT- 3’

+ Tién hanh phan tng PCR khuéch dai
doan gen OPRM1 va ABCB1 véi 35 chu ky
nhiét

+ Dién di trén gel agarose phat hi¢n 2%
phat hién san pham cé mit.

+ Tinh sach san pham PCR va giai trinh
ty

2.3 Pao dwc nghién cwu: Pé cuong
nghién ctru dugc thong qua Hoi dong dao
duc truong Pai hoc Y Ha Noi

Bing 3.1. Phin bé bénh nhén theo nhin khau hoc (n = 302)

Pic diém S6 lrong Ty 18 (%)
Giéi tinh
Nam 301 99.6 %
Nit 1 0.4 %
Tubi
<30 21 7.0 %
30-39 122 40.4 %
40 - 49 121 40.1 %
> 50 38 12.6 %

Nhgn xét: Tong sé ¢6 302 bénh nhan du tiéu chuan lya chon vao nghién ctu hau hét bénh
nhan 1a nam gidi (99.6 %), chi ¢6 1 bénh nhan I nit giGi chiém ty 18 0.4 %. Phan 16n bénh
nhan caa nghién ciru nam trong do tudi tir 30 — 39 véi 40.4 %.

Bdng 3.2. Liéu diéu tri methadone ciia déi twong nghién cru

Liéu methadone Tong sé bénhnhan | Ty lé
Liéu diéu tri duy tri (mg/ngay)
<60m
J 138 45.7 %
60- 90 mg
119 39.4 %
>90 mg
y K N , 45 14.9 %
Nh¢ nhat: 5 mg Trung binh 64.29 mg Lén 275 mg

Nhgn xét: Liéu duy tri diéu tri methadone dao dong rét Ion, nho nhat 5 mg/ngay, 16n nhat
la 275 mg/ngay. Liéu diéu tri trung binh la 64.29 mg/ngay.
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S00bp
Y )— 439bp

U @)
Hinh 3.1. Hinh dnh khuéch dai gen OPRM1 chira da hinh don rs1799971
Nhgn xét: San pham khuéch dai chtra da hinh don rs1799971 ¢6 chiéu dai 439 bp trén gel
agarose 2% vai hiéu dién thé 90V trong 40 phit. Bang dién di rd nét, khdng cé vach phu, dat
tiéu chuan cho budc tiép theo giai trinh tu doan gen khuéch dai. Két qua thu dugc tuong tu
véi san pham khuéch dai chira da hinh don rs1045642 gen ABCB1 véi chiéu dai 376 bp

T TAG AT G GC|[GIAC CT G T C

f\ 1\ ﬂ
MWWV WYY

Hinh 3.2. Két qud GTT Kiéu gen GG da hinh don rs 1799971 trén BN ma 100043

160 170
G G A A G A G AT)C)G T G A G G G C

Nhan xét: Két qua giai trinh tu cac kiéu gen véi cac dudng baseline dat tiéu chuan, hinh
anh 6 nét, cac peak tuong tng cac nucleotide cao, nhon, can ddi.
Bing 3.3. Pdc dién alen va gen OPRM1

Alen Kiéu gen
T 16 A G AA AG GG
ylé
354 250 103 148 51
58.6% 41.3% 34.0% 48.8% 17.2%
Tong sé 604 302

Nhgn xét: Ty & phan b6 alen A va G trong nhom nghién ctu tuong duong nhau. Ty 18
phan b kiéu gen GG chiém ty Ié nho nhat 1a 15.6%, kiéu gen AG chiém ty I¢ cao nhat la
48.2%.
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Bing 3.4. Pic dién alen va gen ABCBI

Alen Kiéu gen
. C T CcC CT TT
Ty lé
379 225 120 139 43
62.7% 37.3% 39.6% 45.9% 14.2%
Téng s6 604 302

Nhdn xét: Ty 1é phan b alen C va T trong nhdm nghién ciru vai ty 16 62.7 va 37.3%.
Bdng 3.5. Liéu diéu tri duy tri cac Kiéu gen da hinh don rs1799971

Kiéu gen Liéu diéu tri duy tri p
AA 58.74 £ 26.83
AG 64.29 + 30.05 0.077
GG 70.73 £ 31.53
AA 58.74 £ 26.83
0.044*
AG + GG 65.94 + 33.51

Nhgn xét: Liéu diéu tri methadone trung binh ciia ca thé mang alen G cao hon so vdi Cac

cac thé mang alen A, su khac biét c6 ¥ nghia thong ké (p=0.044 < 0.05)
Bdng 3.5. Liéu diéu tri duy tri cac Kiéu gen da hinh don rs1045642

Kiéu gen Liéu diéu tri duy tri p
CcC 61.6 £ 29.57
CT 64.09 + 33.55 0.472
TT 66.77 £ 30.45
Nhgn xét: Liéu diéu tri methadone duy tri trung binh cua c& thé CC, CT va TT khdng c6
su khac biét (p > 0.05)
Bdng 3.6: Liéu diéu tri duy tri ciia cdc da hinh don gen OPRM1 va ABCBI
Nhém OPRM1 ABCB1 Liéu diéu tri duy tri p
Nhom 1 AA TT 67.64 £ 36.96
i AA CCICT
Nhém 2 59.55 + 25.71 0.218
GG/AG TT
Nhém 3 GG/AG CCICT 65.87 £ 34.51

Nhgn xét: Liéu diéu tri methadone trung binh caia 3 nhém kiéu gen phdi hop OPRM1 va
ABCB1 khong cé su khac biét (p = 0.218 > 0.05).

IV. BAN LUAN

Dic trung nhom nghién ciru
Hau hét cac bénh nhan tham gia nghién
cau la nam gidi (99.6%). Trong nghién ctu
cua chang tdi, tudi tir 30 -39 chiém 40.4% va
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tir 40 — 49 chiém 40.1%. Két qua nghién ctu
ctiia chung t6i twong dong véi bao cao méi
nhat cua FHI ndm 2014, khi ghi nhan d6 tudi
trung binh cia nhiing bénh nhan diéu tri
Methadone 1a 31.4 tudi, véi nhém tudi tir 30
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tudi tro 18n c6 ty I1é cao nhat*

Ban luin vé da hinh don rs1799971 gen
OPRM1 véi liéu diéu tri

Tan suét phan bd cua céc bién thé mang
alen G & c4c quan thé c6 su khéc nhau trong
d6 cao nhit & quan thé Chau A. Trong
nghién ctu cua ching tdi cac bién thé mang
alen G voi tan suat phan bd la 41.3%.
Nghién ctru nay tuong ddng véi céc nghién
ctru Vé da hinh don trén quan thé nguoi Nhat
ctia Ide nam 2004 13 45.3%?°. Két qua nghién
ctru cta ching toi cho thay cac c4 thé mang
alen G véi lidu diéu tri duy tri cao hon so véi
céc thé mang alen A. Nghién ctiu cua ching
t6i co twong dong ciu voi nghién ciu cua
Wang 2012, Gia thuyét cho rang alen G lam
giam muc do biéu hién mRNA cua thy thé
MOP dan dén lam giam hiéu qua lam sang
cia opioid. Tuy nhién c6 rit nhiéu nghién
ctru cho thay khong c6 méi twong quan gitra
cac bién thé rs1799971 voi lidu diéu tri
methadone nhu nghién ciru cta Crettol®. Su
khac nhau gitra cac nghién ctu c6 thé giai
thich do tdc dong cua da hinh nay lién quan
dén su hién dién cua cac da hinh trong gen
khéc. Mot ly do nira lién quan dén sy khong
ddng nhat caa céac nghién ciu 1a do dic diém
c4c mau duoc nghién ctu khac nhau, liéu
diéu trj duy tri trong cac quan thé khac nhau.
Do vay khong thé khai quat hoa cac phat
hién liéen quan dén tic dong da hinh cua
OPRMI1 ddi vai liéu methadone.

Ban luan vé da hinh don rs1045642 gen
ABCBL1 véi liéu diéu tri

Bién thé ABCBL1 véi su bién doi alen C
thanh T tai vi tri nucleotid 3435 cua exon 26.
Mic du sy bién doi khong 1am thay thé acid
amin tuy nhién nhiéu gia thuyét cho ring

bién thé TT lién quan dén muac giam biéu
hién trén mRNA. Trong nghién cau cua
ching t6i, khdng tim thiy su khac biét giira
cac kiéu gen ABCB1 véi lieu diéu tri
methadone duy tri. Nghién cuu cua Lervan
khi danh giéd halotype gen ABCBI1 (1236C >
T, 2677G > T, 3435C > T) can liéu diéu tri
methadone cao hon’. Nghién ciu nay nhan
manh tdm quan trong cua viéc danh gia cac
halotype ABCB1 hon la danh gid tung da
hinh nucleotide don 1¢é. Do d6 nghién cuu
cia ching tdi can phan tich phdi hop
halotype ciia gen ABCB1 dé c6 thé danh gia
day du méi lién quan véi lidu diéu tri.

V. KET LUAN
Ca thé mang alen G cua da hinh don
rs1799971 gen OPRM1 doi hoi liéu diéu tri

trung binh methadone cao hon so vgi cac cé
thé mang alen A (p = 0.044 < 0.05).

KIEN NGH|

Can tién hanh phan tich phéi hop cac da
hinh don gen ABCBI1 dé danh gia day du
mdi lién quan véi liéu diéu tri

TAI LIEU THAM KHAO

1. Wang SC, Tsou HH, Chen CH, et al.
Genetic polymorphisms in the opioid receptor
mul gene are associated with changes in
libido and insomnia in  methadone
maintenance patients. European
neuropsychopharmacology : the journal of the
European College of
Neuropsychopharmacology. Oct
2012;22(10):695-703.

2. Bauer IE, Soares JC, Nielsen DA. The role
of opioidergic genes in the treatment outcome
of drug addiction pharmacotherapy: A

53



HO! NGHI KHOA HOC LAN THU XXIV CUA HOI HOA SINH Y HOC HA NOI VA CAC TiNH PHIA BAC

systematic review. The American journal on
addictions. Jan 2015;24(1):15-23.

3. S. Hoffmeyer, O. Burk, O. Von Richter va cong
su (2000). Functional polymorphisms of the
human multidrug-resistance gene: multiple
sequence variations and correlation of one allele
with P-glycoprotein expression and activity in
vivo. Proceedings of the National Academy of
Sciences, 97 (7), 3473-3478.

4. FHI. bBanh gia hiéu qua cua chuong trinh thi
diém diéu tri nghién cac chat thudc phién
bing methadone tai Hai Phong va TP. Ho Chi
Minh. 2014

5. lde S, Kobayashi H, Tanaka K, et al. Gene
polymorphisms of the mu opioid receptor in

methamphetamine abusers. Annals of the
New York Academy of Sciences. Oct
2004;1025:316-324.

6. Crettol S, Besson J, Croquette-Krokar M,
et al. Association of dopamine and opioid

receptor  genetic  polymorphisms  with
response  to  methadone  maintenance
treatment. Progress in neuro-

psychopharmacology & biological psychiatry.
Oct 1 2008;32(7):1722-1727

7. Levran O, O’Hara K, Peles E, et al.
ABCB1 (MDR1) genetic variants are
associated with methadone doses required for
effective treatment of heroin dependence.
Hum Mol Genet. 2008;17(14):2219-2227

MU’C PO PONG, TY LE PONG/KEM HUYET THANH VA
SU TWONG QUAN GIT’A CAC THONG SO NAY VO'I CA153
VA CEA O’ BENH NHAN UNG THU VU

Nguyén Thi Thay, Bui Tudn Anh, Nguyén Dirc Hién,

TOM TAT

Poéng (Cu) 1a mot ion kim loai thiét yéu, dong
mot vai trd quan trong trong qua trinh sinh hoa
ciia moi sinh vat song. Trong bénh 1y ung thu,
ddng duoc cho 1a yéu té kich thich qua trinh
hinh thanh mach, bang céch kich hoat cac yéu té
tang truéng. Trong nghién cau nay, chung toi
dinh lugng ndng d6 dong huyét thanh cua 51
bénh nhin ung thu va (UTV) & tat ca cac giai
doan va so sanh voi nhom chang. Két qua:

(*)Bénh vien Bach Mai

Chiu trach nhiém chinh: Nguyén Thi Thiy
Email: thuyhd39@gmail.com

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021
Ngay duyét bai: 30.11.2021
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P Thi Van Anh, Nguyén Thi Thu Huyén(*)

Nong d6 dong trung binh cua nhém UTV la
18.9£5.4 (umol/L) va nhém ching la 15.3 *
3.64(umol/L) véi p<0,05. Trung binh ty 1é Cu/Zn
& nhém bénh cao hon & nhdm chirng véi céc gia
tri lan luot 12 3.11 + 2.39 va 1.94+0.49. C6 méi
tuong quan thuan chat gitra ty 1€ Cu/Zn véi
CEA\va ty lé Cu/Zn véi CA153 trong huyét
thanh véi R= 0.65, p<0,05 va R=0.66, p<0,05.

Két luan: 1) Mac do dong huyét thanh trung
binh va ty 1€ Cu/Zn ¢ bénh nhan ung thu vi cao
hon mdt cach c6 y nghia so voi & nhitng nguoi
nhom chung; 2) Co su tuong quan thuan manh
giita ty 1& Cu/Zn huyét thanh véi CEA va ty 1é
Cu/Zn véi nong d6 CA153.

Tur khoa: Cu, Cu/Zn, ung thu vi.
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SUMMARY

SERUM COPPER, COPPER/ZINC

RATIO AND CORRELATIONS OF

THOSE WITH CA19-9 AND CEA IN

PATIENTS WITH BREAST CANCER

Introduction:  Copper (Cu) is an
indispensable metal ion that plays a crucial role
in the biochemistry of every living organism.
Copper is believed to be the switch that turns on
the angiogenesis process in tumor cells, by
activating the growth factor. Methods: In this
study, we measure the level of serum Copper in
51 female breast cancer patients of all stages then
compare our result with those of a healthy
control group. Results: we found that the mean
level of serum Cu was 18.94£5.4 (umol/L) in the
patient's group and 15.3 = 3.64 (umol/L) in the
control group with p <0,05. The average Cu/Zn
ratio in the disease group was higher than that in
the control group with values of 3.11 + 2.39 and
1.94 + 0.49, respectively. There is were a strong
inverse positive correlation between serum
Cu/zZzn with CEA, and Cu/Zn with CA153
concentrations with R=0.65, p<0.05 va R= 0.66,
p<0.05, respectively. Conclusions: 1) The mean
serum copper levels and serum Cu/Zn ratio in
patients with breast cancer were significantly
higher those in control subjects; 2) There were
strong positive correlations between serum
Cu/Zn with CEA, and Cu/Zn with CA153
concentrations.

Key words: Cu, Cu/Zn, Breast cancer

I. DAT VAN DE

Ung thu va 1a bénh Iy &c tinh pho bién, 1a
nguyén nhén gay tir vong do ung thu cao
nhat & phu nir trén toan cau trong dé6 c6 Viét
Nam. Theo Globocan nam 2020, trén toan
thé gidi c6 2.261.419 trudng hop UTV mic
méi, chiém 11,7% trong tong sb tat ca cac
loai ung thu & ca 2 gidi va c6 684 996 truong

hop tir vong chiém 6,9% cac truong hop tir
vong do ung thu chi sau ung thu gan nguyén
phat, ung thu phdi, ung thu da day va ung
thu dai trang [1]. Tai Viét Nam, ung thu va
1a bénh ly &c tinh phé bién dung tha 3 chi
sau ung thu gan va ung thu phdi véi sb ca
mac méi 21.555, chiém 11.8% cac truong
hop ung thu [2].

Mic du ty 1é mac UTV ¢ xu huéng ting
trong nhimg nim gan day nhung ty & tir
vong do bénh van timg budce duoc cai thién
nho céc thanh tyu dat duogc trong phong
bénh, phat hién bénh sém, chan doan va diéu
tri. Hién nay c6 nhiéu phuwong phép dé chan
doan UTV nhu: sinh thiét té bao bang kim
nho, chup X quang tuyén vi. Cung véi su
phét trién cua cong nghé sinh hoc phan tu,
c4c chat chi diém khéi u trong hda sinh (con
dugc goi la dau 4n ung thu) duoc st dung
nhiéu trong sang loc, chan doan, danh gi4
kha ning dap ung diéu tri va theo doi tai
phat ung thu.

Dong la yéu té vi lugng déng vai tro quan
trong trong qua trinh chuyén héa lipid, can
bang oxy hoéa khir, chuyén hoa sit va nhiéu
qué trinh quan trong khac trong co thé. Pa co
nhiéu nghién ciu chiing minh trong cac té
bao ung thu c¢6 sy giam hoat dong caa phuc
hop enzym CuZnSOD s0 véi cac té bao binh
thuong,va chinh sy gia ting ddng huyét
thanh la mot phan ung sinh ly kich hoat
CuZnSOD hozc cac enzym ¢ sir dung dong
khac dé e ché tang truong té bao ung thu
el | ,

Xeét nghiém dinh lugng dong trong huyét
thanh 12 mot xét nghiém c6 chi phi thap va
ky thuat don gian cd thé thuc hién & nhiéu co
s& y té. Tuy nhién, tinh hitu ich caa xét
nghiém dong trong viéc phong ngira, phat
hién, theo doi diéu tri va tién luong ung thu
lai chua dugc sang to. Xuét phat tir thuc té
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d6 ching t6i thuc hién dé tai: “Nghién ctu
nong do dong trong huyét thanh & BN ung
thu va tai bénh vién Bach Mai nam 2021-
2022” v6i 2 muc tiéu:

1. Xdc dinh néng dé dong, kém va ty 1¢
Cu/Zn trong huyét thanh ¢ bénh nhan ung
thu vii.

2. Tim hiéu méi twong quan giira nong do
dong véi kém va cac dau dn ung thu

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

1. Pdi twong nghién cieu

Tat ca bénh nhan ung thu v duoc kham
va diéu tri tai bénh vién Bach Mai.

Thoi gian: tir thang 1 dén thang 11 nim
2021

Dia diém: khoa Héa sinh bénh vién Bach
Mai.

2. Phwong phap nghién ciru

- Thiét ké : nghién ctru mé ta cit ngang

- Mau nghién ctu:

+ Chon mau

+ Nhom bénh:

Tiéu chuan lya chon: 51 bénh nhan ni
dugc chan doan xac dinh ung thu vii nguyén

Ill. KET QUA NGHIEN cU'U
3.1 Pic diém caa déi twong nghién cieu

phat bing mé bénh hoc & tit ca cac giai
doan.

Tiéu chuan loai trir: 1) Tat ca cac truong
hop nhidm tring cép tinh va man tinh; 2)
Céc bénh ly Wilson, Menkes, 3) Ngo doc
ddng

+ Nhom ddi chirmg: Nhom ddi chiing gom
51 phu nt khée manh kham suc khoe dinh
ky.

- Chi tiéu nghién cuu:

+ Théng tin chung: Tudi, chan doan lam
sang.

+ Chi tiéu hoa sinh: céc thdng s nghién
ciu gdém dong huyét thanh (umol/L), kém
huyét thanh (umol/L), CEA huyét thanh
(ng/mL) va CA153 huyét thanh (U/mL).

- Thu thap sé liéu: Mau mau duoc lay
6ng sinh hoa chéng dong bang heparin duoc
ly tim ¢ tc do 3500 vong / phit trong 10
phat, va cac mau huyét twong duoc bao quan
& -80°C cho dén ngay phan tich. Xét nghiém
ddng, kém dugc do bang phuong phap do
guang so mau trén may phéan tich AU 5800
cua hang Beckman Coulter tai khoa Héa sinh
bénh vién Bach Mai.

- X ly sé ligu: Phan mém SPSS 20.0

Pic diém tudi gitra nhém bénh va nhém chimg dugc thé hién & Bang 3.1.
Bdng 0.1. Pdc diém tudi giira nhom bénh va nhém chirng

Nhém

Tudi

Bénh (n=51)

Chung (n=51) P

Trung binh + SD

45,5+ 3,80

46,2+ 6,72 0.412

Bang 1 cho thay tudi trung binh & nhém bénh 1a 45,5 va tudi trung binh nhém chang la
46,2. Khong co su khac biét c6 ¥ nghia vé tudi giira nhom bénh va nhém ching vai p>0,05.

3.2. Nong d9 dong, kém huyét thanh ciia di twgng nghién ciru

0.2.1. Pdc diém céc thong sé trong nhém bénh

Pic diém céc thong sb hoa sinh trong nhém bénh nhan ung thu v dugc thé hién ¢ Bang

3.2.
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Bdng 3.2: Pdc diém céc thdng sé hda sinh trong nhém bénh nhdn ung thie vii

Nhém bénh (n=51)

Khoang tham chiéu

Kém (umol/L) 7,38+ 3,15 7-23 pumol/L

Dong (ng/mL) 18,9+5,4 12-24 pmol/L
CA153 26,39+46,9 <25 U/mL
CEA 9,43+ 47,5 <4,3 ng/mL

Nong d6 dong va kdm huyét thanh & nhdm bénh c6 gié tri 1an luot 14 18,9+5,4 pmol/L va
7,38+ 3,15 umol/L. Nong d6 CA153 va CEA déu ting la: 26,39+46,9 U/mL va 9,43+ 47,5
ng/mL.

0.2.2. Nong @9 dong trung binh caa doi twong nghién cieu. Nong do dong huyét thanh
trung binh ciia nhém bénh va nhém ching duoc thé hién ¢ Bang 3.3.

Bdang 3.3. Nong dg dong huyét thanh trung binh ciza nhém bénh va nhdm ching
R . Nhom
Thoéng so XN P

Bénh Chirng
Nong do Cu 18,9454 15,3 + 3,64 <0,05

Nong do dong huyét thanh ciia nhém bénh c6 gié tri trung binh 1a 18,9 umol/L cao hon
ndng d6 dong & nhom chirng 1a 15,3 umol/L, su khac biét co y nghia thong ké véi p< 0,05.

3.2.3. Gia tri trung binh cia déng/kém ciia nhém nghién céu. Gia tri trung binh caa
ddng/kém huyét thanh caa nhém nghién ctru duoc thé hién & Bang 3.4.

Bdng 3.4: So sanh ty 1é dong/kém huyét thanh giiza nhém bénh va nhém chirng
Nhom

Thong sé6 XN P

Bénh Chirng
Cu/zZn 3,11+ 2,39 1,94+ 0,49 <0,05
Ty & nong d6 dong/kém huyét thanh caa nhém bénh c6 gia tri trung binh 13 3,11, cao hon
nhom ching 1a 1,94, sy khéc biét ¢ ¥ nghia thong ké véi p<0,05.
3.2.3.Twong quan Cu/Zn huyét thanh véi cac dau 4n ung thu. Sy twong quan giira ty 18
Cu/Zn huyét thanh va mot sé dau an khéi u dugc thé hién ¢ Bang 3.5.
Bdng 3.5. Su tuwong quan giia ty 1é Cu/Zn huyét thanh va mét sé ddu dn khdi u

A : Nhom bénh
Cac thdng so *
R P
Cu/Zn va CEA 0,651 <0,0001
Cu/zZn va CA153 0,665 <0,0001
CEA va CA 153 0,87 <0,0001

Bang 3.5 cho thdy ¢ bénh nhan ung thu va ¢6 sy twong quan thuan rat chat ché giira ty 16
nong d6 Cu/Zn huyét thanh véi 2 chi s6 dau 4n ung thu vii 1a CEA va CA153 véi hé s6 R lan
luot 12 0,651 va 0,665 véi P<0,0001, trong khi CEA va CA153 ciing c6 tuong quan thuan rat
chat vai R=0,87 va P<0,0001.
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IV. BAN LUAN

4.1. Pic diém chung cia ddi twong
nghién cau

Trong ung thu v, tudi 12 yéu té quan
trong lién quan dén ty 16 mic, kha ning diéu
tri va tién lugng. Trong nghién ctu cua
ching t6i, tudi trung binh mic ung thu va 1a
45.5 tudi, véi thap nhat 1a 31, cao nhat 1a 59
tudi. Theo Joseph A va cong su (2008) NC
trén 4,950 BN ung thu va di cho thay tudi
trung binh 13 mic ung thu va 1a 50 tudi [4].
Nguyén Chan Hung [5] NC trén 2.158 BN
ung thu vii & Mién Nam Viét Nam d3 xac
nhan nhom tu6i pho bién méic ung thu va 1a
tir 40-49 tuoi.

4.2. Nong d9 dong é bénh nhin ung thu
vl

Ung thu 1a mot tap hop da yéu té lién
quan dén sy phat trién khong kiém soat, su
xam lan, lan rong cua té bao ung thu va hinh
thanh khdi u thir phét tai cac vi tri 1an can va
Xa; cic qué trinh nay thuong duoc két noi
véi mot phan ang mién dich. Boi véi mot
khdi u phat trién 16n hon vai mm thi qua
trinh tan tao mach 1a diéu can thiét. Cu la
mot thanh phan tham gia vao phan tng tao
mach bang cach lién két tryc tiép véi cac yéu
t6 ta0 mach ciing nhu bang cach thuc day sy
biéu hién cua cac yéu té d6 [7]. Ngoai ra Cu
cling c6 thé kich hoat cac enzym chuyén hoa
va gitp ting cuong kha nang di can cua té
bao ung thu [8].

Két qua nghién ciu cua chung tdi cho
thiy ndng do dong huyét thanh, ty 1é Cu/zn
ctia nhém bénh c6 gia tri trung binh lan luot
la 18,94£5,4 pmol/L va 3,11% 2,39 cao hon
nong d6 ddng & nhdm ching 1a 15,3 + 3,64
pmol/L, va 1,94+ 0,49, mac du khdng co su
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khéac biét giira nong do k&m cua 2 nhom. Két
qua ndy twong ddng voi nghién cau caa
Gupta SK va cong su nghién ctru trén 30
bénh nhan ung thu va ciing cho thiy néng d6
cu va ti I¢ Cu/Zn (167,3 pg/dL, 1.91) cao
hon & nhém nguoi khée manh (98,8 pg/dL ,
0,86 P<0,001) [8].

Ty lé ndng do ddng/kém huyét thanh c6
trong quan tuong ddi chit ché vai 2 chi sb
dau 4n ung thu va 13 CEA , CA153 véi hé sb
R lan luot la 0,651 va 0,665 véi p<0,0001.
Gia tri hé sd tuong quan nay rat c6 y nghia,
n6 duoc chitng minh vé mit théng ké c6 mot
mdi twong quan gitta Cu, Zn va cé4c chat chi
diém khéi u.

V. KET LUAN

1) Mtrc d6 dong huyét thanh trung binh va
ty 1&€ Cu/Zn ¢ bénh nhan ung thu va cao hon
mot cach c6 y nghia so vai ¢ nhitng nguoi
nhom chung.

2) CO su tuong quan thuan manh gitia ty
lé Cu/zZn huyét thanh véi CEA va ty Ié
Cu/Zn véi nong 6 CA153.
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NGHIEN CU*U MOI TUO'NG QUAN GI*A NONG PO BETA 2-
MICROGLOBULIN VA NONG PO URE, CREATININ, AICD URIC
TRONG HUYET TUONG O BENH NHAN PA U TUY XUONG
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TOM TAT

Muc tiéu: Déanh gia su thay d6i va mdi tuong
quan giira nong do beta-2-microglobulin (B2M)
véi mot sb chi sé hda sinh mau & bénh nhan da u
tay xwong (PUTX). Pdi twong va phwong
phap: 30 bénh nhan PUTX va 30 nguoi khoe
manh duoc xét nghiém B2M va mét sb chi sé hoa
sinh mau trén may xét nghiém sinh héa tu déng
Olympus AU680 (Hang Beckman Coulter, My).
Két qua: Nong do6 p2M mau ¢ nhom PUTX
(6,19 + 5,32 mg/L) ting so v6i nhém déi chang
(1,46 + 0,22 mg/L) mot cach rat rd rét (p <
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0,001). Nong do p2M tuong quan thuan mic do
rat chat véi nong do creatinin, nong do uré va
nong do acid uric (n=30, p<0,001). Két luan:
Nong do f2M méau nhom PUTX cao hon nhém
dbi chiang (p < 0,001) va c6 mdi twong quan
thuan mirc do rat chat voi nong do creatinin, uré
va acid uric trong mau (p <0,001).

Tow khoa: Pa u tay xuong,
microglobulin, uré, creatinin, acid uric

beta 2-

SUMMARY
RESEARTH ON THE CORRELATION
BETWEEN BETA 2 - MICROGLOBULIN
CONCENTRATION OF UREA,
CREATININE, URIC ACID IN PLASMA IN
PATIENTS OF MULTIPLE MYELOMA
Aim of research: To evaluate of the change
and correlation between beta-2-microglobulin
(B2M) levels with a number of biochemical tests
in multiple myeloma patients. Objects and
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Methods: 30 patients with multiple myeloma
and 30 healthy people were tested for B2M and
some biochemical tests on the Olympus AU680
automatic  biochemical analyzer (Beckman
Coulter, USA). Results: The concentration of
B2M blood in the multiple myeloma patients
group (6.19 = 5.32 mg/L) increased compared
with the control group (1.46 + 0.22 mg/L) (p <
0.001). The concentration of B2M strongly
correlated with creatinine concentration (r =
0.84), with urea concentration (r = 0.8) and with
uric acid concentration (r = 0.57), p < 0.05.
Conclusion: The concentration of f2M blood in
the multiple myeloma patients group was higher
than that of the control group (p < 0.001) and had
a very strong positive correlation with the
concentration of creatinine, urea and uric acid in
the blood (p < 0.001).

Key words: Multiple myeloma, beta 2-
microglobulin, urea, creatinine, uric acid

I. DAT VAN DE

Bénh da u tuy xuong (BUTX) la bénh ly
4c tinh do té bao lympho B bét thuong tao ra
maot lugng 16n twong bao. Céc tuong bao nay
c6 thé tiét ra globulin mién dich day du, ciing
c6 thé tang tiét mot loai chudi nhe goi la
bénh chudi nhe, hoic vura tiét thira mot loai
Ig va mot chudi nhe. Bénh PUTX thuong
biéu hién véi céc triéu ching 1am sang: dau
xuong, thiéu méu, xuat huyét, nhidm khuan,
chén ép tay va cac bién chang & than. Theo
GLOBOCAN 2020 [1] bénh PUTX ding
thr 26 trong cac bénh ung thu & Viét Nam
Vi s6 ca mac méi 1a 550 ca, sé ca tir vong 1a
471 ca trong nam 2020.

Beta-2-microglobulin (B2M) la mot thanh
phan caa phan tir phac hop hoa hop mién
dich chinh (MCH), c6 mit trén tit ca cac té
bao c6 nhan. O ngudi khoe manh, nong do
P2M trong huyét tuong 1a 0,8 — 2,4 mg/L.
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Nong d6 p2M huyét twong cé thé ting 1én &
mot s6 bénh ac tinh, dac biét bénh &c tinh
lién quan dén dong té bao lympho B nhu u
lympho 4c tinh, PUTX... Nhiéu nghién ciru
da ghi nhan gié tri ciia p2M trong chan doan,
diéu tri va tién lugng bénh DUTX [2,3]. Tuy
nhién, sb luong cac nghién vé p2M & Viét
Nam con han ché, dic biét la cac nghién ciu
vé mirc d6 lién quan caa p2M véi mot sé chi
sb hoéa sinh cia méau trong bénh PUTX. Vi
vay, ching t6i tién hanh nghién ctu nay
nham danh gia sy thay doi va méi tuong
quan gitra ndng d6 P2M vaoi mot sé chi sé
hoa sinh mau ¢ bénh nhan BUTX.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

Nhom nghién cau gém 60 ngudi chia
thanh 2 nhom: Nhom DUTX 30 bénh nhan
(12 nam va 18 nit) va nhom d6i ching 30
nguoi khoe manh.

Tiéu chuan chon ngudi bénh: Bénh nhan
duoc chan doan xac dinh bénh DUTX theo
tiéu chuan cua Bart- Barlogie (1995) va dugc
diéu tri tai khoa AM7 - Bénh vién Quan y
103.

Tiéu chuan chon nhom ddi chimg: nguoi
truong thanh khoe manh, cac diéu kién khac
twong duong véi nhdm bénh nhan.

2.2. Phuong phap nghién ciu

Nghién ctru theo phuong phap mé ta cat
ngang két hop vai nghién ciu hoéi cau dya
vao tra ctru ho so bénh an tir thang 05/2020
dén thang 05/2021.

Phuong phap dinh luong f2M méu: Lay 2
ml mau tinh mach lac d6i (dugc chong dong
heparin), ly tam, tach lay huyét twong dé lam
xét nghiém. Pinh luong néng d6 B2M huyét
twong theo phuong phap héa mién dich do
do duc trén may xét nghiém sinh hoa tu dong
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Olympus AU680 (Hang Beckman Coulter, Olympus AU680 (Hang Beckman Coulter,

M3). ’ M3). ,
Xac dinh cac chi s6 uré, creatinin, axid Xét nghiém tién hanh tai B6 mén Khoa

uric, AST, ALT mau theo phuong phap do  Sinh hoa, Bénh vién Quéany 103.

guang trén may xét nghiém sinh hda tu dong Xt ly s6 liéu bang phan mém Excel.

IIl. KET QUA NGHIEN CU'U
3.1. Két qua néng dd P2M mau & cac nhém nghién ciru
Bdng 1. Nong dp f2M ¢ cac nhom nghién cizu va theo tuai, gigi ¢ nhom bénh

i i Nhom bénh (n=30)
pav | Nnom [ Nhom Tubi Giéi
chang bénh
(MO/L) | n=30) | (n=30) | <40 | 40-60 >60 Nam N
(n=1)| (n=11) (n=18) | (h=12) | (n=18)
X450 1,46 + 6,19 + LEs 6,29 + 6,39 + 662+ | 591+
- 0,22 5,32 ’ 6,14 4,97 6,09 4,90
. 1,09 — 1,55 —
Min-Max| 5 o3 22,49
p 0,0000363 0,96 0,73

Bang 1 cho thiy, ndng d6 f2M mau & nhém PUTX (6,19 + 5,32 mg/L) cao hon nhom dbi
ching (1,46 + 0,22 mg/L), su khac biét co ¥ nghia thong ké rat rd rét (p < 0,001). Nong do
B2M mau ¢ nhém PUTX khong co su khac biét giira cac phan nhém tudi va gidi (p > 0,05).

Bdng 2. Bé nhay, dé dac hiéu véi nguwing binh thwong theo nghién ciru (<1,9 mg/L) va
theo ly thuyét (<2,4 mg/L)

Nhom bénh Nhom chirng . . e L n
B — B T P nhay |D§ dac hiéu
p2M So lwong Ty 1€ %|So lwong Ty 1€ %0
Giatri Téang
' A1=28|9333%| Bi=1| 3,33%
tham (>1,9 mg/L) ! ° ! ° Al/( At Cl) = D1/( Bi+ D1)
chiéu la | Binh thuon 93,33% =96,67%
© oG o~ 5 | 6,67% | Dy=29| 96,67% ’ ’
1,9 mg/L| (£1,9 mg/L)
Gia tri Ta
ath M 1A, =25 83% | B=0| 0%
tham | (>2,4 mg/L) Aol( A2+ C2) = D2/( B2+ D2)
chiéu Ia | Binh thuong 83% = 100%

C2=5| 17% |D.=30| 100%
24mglL| (<24mgL)| o ’

Téng 30 100% 30 100%

Ghi chd: Gia tri tham chiéu 1,9 mg/L 13 X +2SD caa p2M méu & nhom déi ching
Gia tri tham chiéu 1a 2,4 mg/L 1a gia tri tham khao ly thuyét

3.2. Két qua mat sé chi sé hoa sinh mau é cac nhém nghién ciru
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Bdng 3. Két qua mét sé chi sé hoa sinh mau ¢ cac nhém nghién ciru

Nhém bénh
Chi s Nhém bénh Nhém chieng | p } Sé Ty I8
Tang :
lwgng %
Creatinin | 117 56+ 84,05 | 9511+9.19 | 0,08 | >110umoliL | 8 | 26,67%
(umol/L)
ure 8,37 + 4,88 578+1,04 | 001 |>72mmollL | 11 |36,67%
(mmol/L)
ACIUNC | )10 06 + 20425 | 40621+ 64,28 | 0.84 | >420 umoliL | 11 | 36,67%
(umol/L)
AST _
(UL | 29631887 | 2761£752 | 059 | >=40UIL 5 | 16,67%
ALT ~
(Ui | 3L16£3376 | 362322072 | 049 | >=40UL 5 | 16,67%

Nong do uré & nhom PUTX cao hon so
véi nhom ddi chitng va sy khac biét nay co y
nghia thdng ké (p<0,05). Nong do creatinin,
acid uric, AST & nhom DPUTX cao hon so
v6i nhém ddi ching, tuy nhién nhitng su
khac biét nay khong co6 ¥ nghia thong ké
(p>0,05).

Uré va acid uric mau ¢ nhém BUTX c¢6 ty
& tang so voi gia tri binh thuong 14 cao nhit,
AST va ALT & nhom PUTX c6 ty 18 ting
thap nhat trong cac chi s6 nghién ciu.

3.3. Méi twong quan giira ndng do p2M
véi mét sé chi s6 hoa sinh & bénh nhan
DUTX

Nong d6 p2M tuong quan thuan muc do
rat chat voi nong do creatinin (r=0,84), ndng
d6 uré (r=0,8) va ndéng do acid uric (r=0,57)
(n=30, p<0,001). Phwong trinh hdi quy tuyén
tinh gita nong d6 P2M véi nong do
creatinin, uré, acid uric lan luot la: y =
0,053x — 0,038; y = 0,8771x — 1,1517; y =
0,0135x + 0,5807.

Bdng 4. Két qud so sanh néng dé f2M mdu giia cac nhom bénh nhén ting va khong
tang uré mdu, cac nhom tang va khong tang creatinin mdu

Nhom ting va khong ting uré Nhom ting va khong ting
mau creatinin mau
Tang ure Khong tang uré Tar.lg. Khong. tz_lng
(>7,2 ( <72 mmoliL) creatinin creatinin
mmol/L) =/~ hmo (>110 pmol/L) | (<110 umol/L)
S6 lugng 13 17 8 22
Ty 1€ % 43% 57% 27 % 73%
B2M (mg/L)
- 9,50 £ 6,61 3,67 +1,69 12,79 £ 6,47 3,80 £1,60
(X£SD)
p 0,008 0,006
X+ SD
A s . 12,68 £ 4,42 5,08 £1,37 229,58 +9391 | 76,82 +17,21
(Uré va Creatinin)
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O nhém PUTX ndng do P2M mau &
nhom bénh nhan c6 tang uré (9,50 + 6,61
mg/L) cao hon nhém bénh nhan khong ting
uré (3,67 = 1,69 mg/L), su khéc biét co y
nghia thong k& rd rét (p<0,01). G nhém
DUTX ndng d6 p2M mau & nhém bénh nhan
¢ tang creatinin (12,79 + 6,47 mg/L) cao
hon nhém bénh nhan khong tang creatinin
(3,80 £ 1,60 mg/L), su khac biét c6 y nghia
thdng ké rd rét (p < 0,01).

IV. BAN LUAN

4.1. Két qua nong dd p2M va mot so chi
s6 hoa sinh mau & cac nhém nghién ciru

Nong do f2M nhom PUTX (6,19 + 5,32
mg/L) cao hon nhém ching (p < 0,001);
93,33% bénh nhan c6 ting nong do p2M
(>1,9 mg/L), khdng c6 su khac biét vé ndng
do B2M giita nam nix va giita cac do tuoi
khac nhau, két qua caa nghién ciu phi hop
vé6i cong bd cua Ortega F va cs (1992) [2],
nghién cau gia tri tién lugng cia B2M trén
107 bénh nhan méi dugc chan doan PUTX
cho thay gi4 tri trung binh ciia p2M thu duoc
12 7,8 + 8,0 mg/L va 90% bénh nhan c6 f2M
cao hon gidi han binh thuong.

Nhom bénh nhan PUTX c6 ndng d6 trung
binh ctia uré mau (8,37 + 4,88 mmol/L) cao
hon nhém ddi ching (5,78 + 1,04 mmol/L),
su khac biét c6 y nghia thdng ké (p<0,05),
36,67% bénh nhan c6 ting ndng do uré mau.
Tuy ndng do creatinin mau caa nhom bénh
nhan BUTX (117,56 + 84.05 pmol/L) cao
hon nhom ching (95,11 + 9.19 pumol/L)
nhung su khéc biét khong c6 ¥ nghia thong
ké. Tuy nhién c6 26,67% bénh nhan c6 nong
d6 creatinin mau tiang. Két qua nghién cuu
cua chang téi phu hgp vai Chow C va cs
(2013) [4], khi nghién ctru t6n thuwong than
trén bénh nhan PUTX thay c6 29,7% bénh
nhan co tang creatinin mau. Theo Saydam G

va cs (2011) [5], nghién cau bénh than &
bénh nhan PUTX cho thay 43% bénh nhan
trong tong sé 998 bénh nhan PUTX c6 suy
giam chic ning than voi nong do creatinin
huyét thanh trén 133 mmol/L. Theo Suzanne
MCB Thanh Thanh (2011) [6], khi nghién
ctru 78 trudng hop PUTX tir 1/1/2010 dén
30/6/2011 tai Khoa Huyét hoc Bénh vién
Cho Ray c6 44% céc truong hop bénh nhén
nhap vién da bi ton thuong than.

Tur két qua nghién ctu, ching t6i nhan
thiy nong do acid uric mau ¢ nhom PUTX
la 415,06 = 224.25 pmol/L va c6 36,67%
bénh nhéan c6 tang acid uric. Theo Maryam
Kohsari va cs (2020) [7], khi nghién ctu trén
33 bénh nhan PUTX giai doan 1, nong do
acid uric trung binh la 6,2 £ 1,27 mg/dl
(368.9 + 102,34 umol/L).

Bang 3 cho thdy nhém bénh nhan c6 ting
hoat 0 AST va ALT déu 1a 16,67%. Nhu
vay ty 1€ bénh nhan c6 tang hoat do AST va
ALT khong cao. Theo Bibek Poudel va cs
(2012) [8], khi nghién cttu trén 37 bénh nhéan
dugc chan doan PUTX c6 59,45% trudng
hop tang hoat do AST va 64,86% truong hop
tang hoat do ALT vdi gia tri trung binh cua
AST va ALT lan luot 12 65,5 + 28,18 U/L va
68,37 + 29,74 UJL.

4.2. Twong quan giita nong dj p2M
Mau véi mot so chi s6 mau & nhom nghién
cuu

Két qua nghién cau cia ching téi cho
thdy ndng o p2M co twong thuan mirc do rat
chat véi nong do creatinin, uré va acid uric
mau vai hé sb tuong quan r lan luot 13 0,84;
0,8 va 0,57 (n=30, p<0,001).

Tac gia Davide Rossi (2010) [9], khi
nghién cuu trén 148 bénh nhan BPUTX khong
triéu chung cho thiy néng do p2M mau cbd
su twong quan chit ché vai nong do creatinin
huyét thanh (Spearman r = 0.529; P < 0,001).
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Tac gia Dorina P (2010) [10], nghién cuu
trén 44 bénh nhan PUTX cho thdy nong do
B2M mau c6 su twong quan chat ché vai
nong do creatinin huyét thanh (creatinin >
1,5 mg/L) véi hé sb twong quan r 13 0,63.

Bang 4 trong két qua nghién ciu cho thay
nong d6 B2M mau & nhém cé tén thuong
than cao hon nhom bénh nhan khéng co ton
thuong than, Nhu vay, & nhom bénh nhan
PUTX sy ting nong d6 p2M mau la do sy
tang sinh t& bao &c tinh va cac bién ching
than kem theo.

V. KET LUAN

Qua nghién cau 30 bénh nhan BUTX va
30 ngudi khoe manh, ching tdi thiy nong do
B2M méu nhém DUTX cao hon nhém doi
chang maot cach rat rd rét (p < 0,001); ndng
d6 uré mau nhém DUTX cao hon nhém dbi
chiang (p < 0,05). Nong d6 p2M tuong quan
thuan mic @6 rat chat vai nong do creatinin,
nong d6 uré va noéng do acid uric (n=30,
p<0,001).
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CHI SO TY SO AST TREN TIEU CAU (ASPARTAT AMINOTRANSFERASE
TO PLATELET RATIO INDEX) O’ BENH NHAN X0’ GAN

TOM TAT

Muc tiéu: Phan tich méi lién quan gitra chi s6
ty s6 AST trén tiéu cau (APRI) v6i mic do xo
gan va mot sé chi sb héa sinh & bénh nhan xo
gan. Poi twong va phwong phip nghién ciru:
M0 ta cat ngang trén 113 bénh nhan xo gan nhap
vién tai bénh vién Pa khoa tinh Bic Kan tir thang
6/2020-4/2021. Két qua: Trong tong s6 113
bénh nhan chu yéu la nam gidi (92,9%), d6 tudi
40-49 1a chii yéu (41,6%). Nguyén nhan giy xo
gan chu yéu 1a do ruwou chiém 75,2%. Mot s6
biéu hién 1am sang nhu cb truéng (53,1%), vang
da (86,7%), lach to (43,4%), hoi chiing ndo gan
(4,4%). Mtrc d6 xo gan chi yéu ¢ Child Pugh B
(46,9%). Chi s APRI ¢ nhdm bénh nhan xo gan
la 4,17£3,41, ¢ nhém nguoi binh thuong la
0,22+0,16. Chi s6 ty s6 APRI & nhém bénh nhan
x0 gan theo Child Pugh A, B, C tuong tng la
3,24+2,78; 4,17+2,97 va 4,84+3,09; chi s6 APRI
¢ nhdm bénh nhan xo gan Child Pugh C cao hon
¢6 y nghia so véi nhdm bénh nhan xo gan Child
Pugh A (p<0,05). Két luan: CO6 su ting chi sd
APRI & bénh nhan xo gan. C6 mdi twong quan
c¢6 y nghia giira chi sé APRI véi mic d6 xo gan,
nong do albumin, bilirubinte ciing nhu chi sé
INR.

Tir khoa: Chi s APRI, xo gan, Child Pugh.
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SUMMARY

ASPARTATE AMINOTRANSFERASE
TO PLATELET RATIO INDEX IN
CIRRHOSIS PATIENTS

Objective: 1) Analysis of the relationship
between Aspartate Aminotransferase to Platelet
Ratio Index and the degree of cirrhosis and some
biochemistry test in cirrhosis patients Subject
and method: A cross-sectional study of 113
cirrhosis in Bac Kan general hospital between
June 2020 to April 2021. Result: A total of 113
patients were studied. The majority were males (
92.9%) in the age group of 40 to 49 years
(41.6%). The most common aetiological factor in
this study was alcohol (75.2%). Of the clinical
signs studied 53.1% had ascites, 86.7% had
icterus, 43.4% had splenomegaly and 4.4% had
hepatic encephalopathy. The majority of the
patients were in Child Pugh class B (46.9%). The
mean of APRI in cases and controls were
4.17+3.41 and 0.22+0.16 respectively. In Child
Pugh class A, B, C the APRI were 3.24+2.78;
4.17+2.97 and 4.84+3.09 respectively; The APRI
in the Child Pugh class C cirrhosic was
significantly higher than the Child Pugh class A
(p<0.05). Conclussion: The APRI tended to
significantly increase in cirrhosis. A poorly
significant correlation was found between the
APRI and the severity of Cirrhosis, albumin,
total bilirubin levels and INR.

Key word: APRI, cirrhosis, Child Pugh.

I. DAT VAN DE

Xo gan hién nay van con la mot ganh
nang ddi véi sic khoe toan cau, véi s6 ca tir
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vong trén mot triéu ca mdi nam. Viée diéu tri
xo gan rat tén kém va kho thuc hién duoc &
phan Ién nhimg nudc ngheo [6]. O cac bénh
nhan xo gan mat bl, ngodi ghép gan, céc
phuong phap diéu tri khac hiéu qua kéo dai
cudc sdng cua bénh nhan rit han ché. Trai
lai, cac bién phap phong ngira xo gan nhu
sang loc nhiém virus trong truyén mau, tiém
phong vacine viém gan B, han ché ubng ruou
va phat hién sém xo hoa gan dé han ché tién
trién caa bénh 1a rat quan trong.

Xo héa gan sé& dién tién tir tir dén xo gan.
Mtc do xo hoa gan rat c6 ¥ nghia trong du
doan bién chiing va tir vong lién quan dén
bénh gan. Panh gia mic d6 xo hoa gan rat
can thiét trong chi dinh diéu trj, theo ddi va
tién luong viém gan man, gop phan quan
trong nham giam ty 1& tién trién dén xo gan
va ung thu gan [3].

Cho dén nay, sinh thiét gan van dugc xem
la tiéu chuan vang dé danh gia xo hoa gan va
phén loai xo hoa gan theo Metavir dang dugc
st dung pho bién nhat. Tuy nhién, sinh thiét
gan 13 phuong phap xam nhap, c6 thé c6 bién
chang va c6 mot sé han ché. Do do, cac
phuong phap danh gid xo hoa gan khong
xam nhap trén thé gisi ngay cang phat trién,
da va dang duoc &p dung rong rdi nham han
ché nhu cau sinh thiét gan. Cac phuong phap
nay bao gébm céc chi diém sinh hoc va céc
phuong phép chan doan hinh anh ma chu yéu
la do do dan hoi gan. Trong cac chi diém
sinh hoc, chi s6 ty s AST trén tiéu cau (The
Aspartate aminotransferase to Platelet Ratio
Index: APRI) c6 cong thtrc tinh don gian
nhét va c6 d6 chinh xac tot trong danh gia xo
hda gan va xo gan [6].
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Trén thé gisi da c6 nhirng nghién ctu vé
chi s& APRI & bénh nhan xo gan nhu nghién
cau cua tac gia Diaz va cs (2013) trén 62
bénh nhan bénh gan man tinh gdm 26 bénh
nhan xo hoa gan mtrc d6 vua, 28 bénh nhan
x0 hda gan mirc d6 nang va 8 bénh nhan xo
gan, két qua cho thay ty sé6 APRI co tuong
quan nghich véi nong do albumin va tuong
quan thuan véi ndng do bilirrubin e,
bilirubinin ciing nhu chi s6 INR [3]. Chi s6
APRI ting dan theo mirc do nang cua xo hoa
gan ciing nhu bénh nhan xo gan. Dé tim hiéu
méi lién quan gitra ty s6 chi sé APRI véi mot
s dic diém 1am sang, can 1am sang & bénh
nhan xo gan, dé tai nay dugc thyc hién véi
muc tiéu: Phan tich méi lién quan giza chi
sé APRI véi mite dg xo gan va mét sé chi sé
hoa sinh ¢ bénh nhdn xo gan.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

Nhém chimng: Gom 50 nguoi khoe manh,
binh thuong dén kham suc khoe dinh ky tai
bénh vién truong Pai hoc Y khoa Théi
Nguyén. Pong y tham gia vao nghién ctu.

Nhoém xo gan: Gom 113 bénh nhan xo
gan nhap vién tai bénh vién Pa khoa tinh
Bic Kan tir thang 6/2020-4/2021.

* Tiéu chudn cheon déi twong nghién
cuu

Nhom bénh nhan xo gan:

- Hoi chizng suy té bao gan

- Hoi ching tang ap luc tinh mach cura.

- Pong y tham gia vao nghién ctu

* Tiéu chudn logi tri:

Xo gan ung thu hoa.

Mac c4c bénh 1y kém theo 1am thay doi
albumin mau: suy dinh dudng, hoi chang
than hu, suy than.
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Suy tim, tdm phé man. Tiéu chay kéo dai,
dang c6 biéu hién nhidm trang.

Bénh nhan méc cac bénh vé mau anh
hudng dén sb luong tiéu cau.

Bénh nhan khong dong y tham gia nghién
cuu.

* C&c tiéu chuan s dung trong nghién
cuu

+ Hoi chang suy té bao gan

Mét moi, chan an.

Réi loan tiéu hda: cham tiéu, day bung,
dau trc bung.

Vang da, cung mac mat vang.

Sao mach hoac/va long ban tay son.

Xuit huyét du6i da, niém mac tu nhién
hoic sau va cham/tiém truyén hoic xuit
huyét noi tang.

Bdng 2.1. Cdch tinh diém ciia Child-pugh

Phu hai chi dudi hoac toan than, phu
trang, pht mém, an 16m.

Gan c6 thé to hoic teo nho.

Xét nghiém mau: Albumin giam, globulin
trong mau ting, ty 1€ A/G dao nguoc,
bilirubin ting, AST tang, ALT tang, thoi
gian prothrombin kéo dai.

+ Hoi chirng tang ap luc tinh mach cua

Cb trudng ty do, dich tham.

Tuan hoan bang hé cwra-chu hodc chua -
chu.

Siéu am: Gan tho, duong bd khong déu,
lach to. Puong kinh tinh mach cua >12mm.

Noi soi: gian tinh mach thuc quan, da day

+ Chan doéan giai doan xo gan theo thang
diém cuaa Child-Pugh.

Tiéu chuan dé danh gia 1 diém 2 diém 3 diém
- Bilirubin huyét twong (umol/L) <35 35— 50 > 50
- Albumin huyét tuong (g/L) >35 28-35 <28
- Prothrombin (%) >60 40-60 <40
-Y thirc Tinh Lo mo Hoén mé
- C6 chudng Khong Nhe Vira

Child-Pugh A: 5-6 diém, tién luong tét.

Child-Pugh B: 7-9 diém, tién luong dé
dat.

Child-Pugh C: >10 diém, tién lugng Xau.

2.2. Thei gian nghién cau

Tur thang 6/2020-4/2021

2.3. Pia diém nghién ciru

Khoa Noi, Khoa Sinh h6a, Bénh vién Da
khoa tinh Béc Kan.

Bo mon Sinh hoa, truong Pai hoc Y Duogc
Thai Nguyén.

2.4. Phwong phap nghién ciru

M6 ta cit ngang
2.5. Thiét bi nghién ciu
May xét nghiém sinh hoa ty dong

OLYMPUS AU 480, 640

Hoéa chat do hang BECKMAN

COULTER cung cip

2.6. Chi tiéu nghién cau
- Pinh luong ndng d6 protein, albumin, ty

s6 AIG.

- Hoat do enzym AST, ALT, GGT.
- Néng d6 bilirubinge.
- Thoi gian prothrombin.
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- Ty s6 APRI duoc xay dung bai nghién 12 40U/L/37°C).

ciu cua Wai CT va cs (2003) thuoc nhom - Chi tiéu 1am sang: Tudi, gidi, ¥ thuc.
Anna Lok tai truong dai hoc Ann Arbor cua Kham bung, kham da, niém mac.
Hoa Ky nhu sau: 2.7. K§ thuét thu thap so liéu
APRI = (AST/ULN)/s6 lwong tiéu ciu Thu thap s6 liéu theo mau bénh an.
(10%/L) x 100 2.8. Phuwong phap sir Iy s6 liéu
(ULN 1a gi6éi han trén cua gid tri binh Theo phuong phép thdng ké y hoc
thuong ciia AST: upper limit of normal AST, 2.9. Pao dic trong nghién cau: Pugc

liy theo hing sb inh hoc nguoi binh thuong  tuan thu dao dirc trong nghién ctu.

IIl. KET QUA NGHIEN CU'U
3.1. Pic diém 1am sang, can lam sang & nhém nghién céu
Bdng 3.1. Pdc diém 1am sang, phan logi xo gan theo thang diém Child-Pugh

Chi sb X +SD n (%)
Tudi (nam)
- 40-49 50,849,0 47 (41,6)
->50 67 (58,4)
Gidi
- Nam 105 (92,9)
- Nir 8(7,1)
Nguyén nhan gay xo gan
- Do rugu 85 (75,2)
-Doviémgan B, C 31 (27,4)
- Do rugu va viém gan 11 (9,7)
Biéu hién 1am sang:
- C6 trudng 60 (53,1)
- Vang da 80 (86,7)
- Lach to 49 (43,4)
- Hoi chirng ndo gan 5(4,4)
Phan loai theo Child-Pugh
Child-Pugh A: n (%) 28 (24,8)
Child-Pugh B: n (%) 32 (46,9)
Child-Pugh C: n (%) 53 (28,3)

Nhgn xét: Bénh nhan nam chiém cha yéu 92,9%, do tudi chu yéu tir 40-49 tudi chiém
41,6%. Nguyén nhan gy xo gan chu yéu 1a do ruou chiém 75,2%, ty 1& bénh nhan c6 biéu
hién c6 truéng chiém 53,1%, vang da chiém 86,7%, lach to chiém 43,4%. Mic d6 xo gan chu
yéu & Child Pugh B chiém 46,9%.
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Bdng 3.2. Chi sé APRI va mét sé chi sé hoa sinh ¢ bénh nhéin xo gan

Nhém NC Xo gan Nhém ching
Chi s (n=113) (n=50) P

APRI 4,17+3,41 0,22+0,16 <0,001

AST (U/L) 171,1+66,4 20,579 <0,001

ALT (U/L) 84,7+60,0 24,568 <0,001

GGT (U/L) 298,4+320,7 22,3x12,2 <0,001

Tiéu cau (G/L) 106,5+34,5 211,7451,9 <0,001
Bilirubinte (umol/L) 66,0+£88,5 -
Proteinte (g/L) 69,0+9,0 -
Albumin (g/L) 29,6%6,7 -
AIG 0,82+0,34 -
Prothrombin ©6) 29,1214 -
S 20,615,6 -

Nhdn xét: Ty s6 APRI va hoat d6 mot sé
enzym danh gia ton thwong hay hoai té bao
gan va sb luong tiéu cau ¢ nhém bénh nhan
X0 gan cao hon c6 y nghia so véi nhém
chirmg la nguoi binh thuong, su khac biét co
¥ nghia thong k& p<0,001. Nong do mot so
chi s6 hoa sinh khac cho thdy c6 tinh trang

suy giam chirc niang gan nhu giam néng do
albumin, ting néng do6 bilirubinte cling nhu
nong d6 bilirubinuy, ting hoat do6 enzym
AST, ALT, GGT, thoi gian dong mau kéo
dai. Mot sb chi s6 khac khac nhu proteinTp,
creatinin va mot sé dién giai trong gidi han
binh thuong.

Bdng 3.3. Chi sé APRI va mét sé chi s¢ hoa sinh khac ¢ bénh nhén xo gan theo thang

diém Child-Pugh

Chi s Child-Pugh A | Child-PughB | Child-Pugh C 0
(n=28) (1) (n=53) (2) (n=32) (3)
(1,2)>0,05
APRI 3,24+2,78 4,17+2,97 4,84+3,09 (1,3)<0,05
(2,3)>0,05
(1,2)<0,05
Tiéu ciu (G/L) 123,7+22,6 108,2+37,7 91,6+30,9 (1,3)<0,05
(2,3)<0,05
AST (U/L) 175,9+228,9 | 1655£162,9 172,8+99,5 >0,05
ALT (U/L) 86,2+78,9 91,0+97,7 73,0+45,2 >0,05
GGT (U/L) 342,0+304,5 | 289243158 | 274,8+257.6 >0,05
. (1,2)<0,05
iﬂ:ﬁgp 22,4+9.9 48,1+65,1 133,14119,1 | (1,3)<0,05
(2,3)<0,05
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Chi s Child-Pugh A | Child-PughB | Child-Pugh C 0
(n=28) (1) (n=53) (2) (n=32) (3)

Proteintp (g/L) 69,3+7,5 68,8+9,7 68,9+9,1 >0,05
(1,2)<0,01
Albumin (g/L) 35,9+4,2 29,615,8 23,9145 (1,3)<0,01
(2,3)<0,01
(1,2)<0,01
Prothrombin (%) 76,5122 .4 62,0£14,9 39,2+11,7 (1,3)<0,01
(2,3)<0,01

Nh@n xét: Chi sb APRI ting dan, sb
luong tiéu cau giam dan theo thang diém
Child Pugh. G nhém bénh nhin xo gan
Child-Pugh C ty s APRI cao hon c¢é y nghia
S0 V&i nhom bénh nhan xo gan Child-Pugh A
(p<0,05). Theo thang diém Child Pugh, nng
do bilirubinte huyét tuong tang dan, néng do

albumin huyét twong giam dan, thoi gian
dong mau kéo dai dan, véi su khac biét giira
cac thang diém c6 y nghia thong ké. Hoat do
enzyme ALT, AST, GGT va nong do
proteintp  khdng c6 su khac biét gitra cac
nhom theo thang diém Child Pugh.

Bdng 3.4. Méi twong quan chi sé6 APRI véi mét sé chi sé hoa sinh ¢ bénh nhén xo gan

Chi sb n r p Tuong quan
Albumin 113 -0,25 <0,05 Nghich (mic do yéu)
Bilirubintp 113 0,29 <0,05 Thuan (mic d6 yéu)
INR 113 0,24 <0,05 Nghich (mac do yéu)
biém Child-Pugh 113 0,21 <0,05 Thuan (mic d6 yéu)

Nhgn xét: Nong do bilirubinte, chi s INR va diém Child Pugh c6 mdi tuong quan thuan
muc do yéu vai chi s6 APRI, c6 méi twong quan nghich, mirc d6 yéu giita nong do albumin

huyét véi chi sé APRI.

IV. BAN LUAN

Vé mot sé dic diém chung & bénh nhan
xo gan, két qua nghién ctru ciia ching t6i cho
thiy nam gidi chiém wu thé véi 92,9% so véi
7,1%. Két qua nghién ciru cua tac gia Vo Thi
Minh DBuc ty 1€ nay la 86,3% so vai 13,7%
[1]; két qua nghién ctu cua tac gia Tran Thi
Khanh Tuong & 119 bénh nhan viém gan
man thi ty 1&é nam/nix 1a 1/9 [2]. Nghién ctu
cua tac gia Ramachandran (2014) trén 74
bénh nhan xo gan ciing cho thay ty I& nam
chiém da sb (77%) [7]. Nguyén nhan giy xo
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gan trong nghién ciru ciia ching t6i chi yéu
do ruou chiém 75,2%, do viém gan B, C la
27,4%. Ty I¢ xo gan do ruou, do viém gan
B,C va do nguyén nhan khac trong nghién
ctu cua Ramachandran tuong tng la 14%,
45%; 42% [7].

Vé chi s6 APRI, két qua nghién ciu cua
chung t6i cho thay & nhdm bénh nhan xo gan
la 4,17+£3,41; cao hon c6 y nghia so voi
nhom nguoi binh thuong la 0,22+0,16, su
khac biét c6 ¥ nghia thong ké p<0,001.

Nghién ctru cua tac gia Princi Jain (2015)
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trén 51 bénh nhan xo gan va 50 nguoi binh
thuong, két qua nghién ctu cho thay chi sé
APRI tuong tng la 2,178 £ 1,224 & nhom
bénh nhan xo gan va 0,364 + 0,137 & nguoi
binh thuong, véi su khac biét c6 y nghia
thong ké p<0,001 [6]. Chi s6 APRI trong
nghién ctu cua chung t6i cao hon so vdi
nghién ctu cua tac gia Princi Jain c6 thé do
ty 1€ bénh nhan xo gan trong nghién ctu cua
ching tdi chu yéu & mie do Child-Pugh B va
Child-Pugh C (chiém 74,2%), mac do ton
thuong hiy hoai té bao gan (hoat 46 AST
huyét tuong) trong nghién ciru cua ching toi
cling cao hon so vdi nghién ciru cua tac gia
Princi Jain (171,1+66,4 U/L so v¢éi 73,38 £
36,93 U/L) nén c6 su khac biét nay [6].

Tac gia Loaeza-del-Castillo (2008) da
nghién ctru vé chi sé6 APRI & 164 bénh nhan
x0 hoéa gan do viém gan virus C man tinh,
két qua nghién ctu cho thidy chi sé6 APRI
tang dan theo muc d6 xo hoa gan twong wng
chi s6 nay 1a 0,39 giai doan 0; 0,51 giai doan
1; 0,55 giai doan 2; 0,75 giai doan 3 va 1,64
giai doan 4, v4i su khac biét c6 y nghia
thdng ké p < 0.001 [5].

Téc gia Forestier (2010) da nghién ciru vé
chi s6 APRI & 296 bénh nhan bénh gan man
tinh gom 142 bénh nhan xo gan va 154 bénh
nhan khong xo gan, két qua nghién ctiu cho
thidy nong do mot sé chi sé & nhém bénh
nhan xo gan nhu sé luong tiéu cau thap hon,
thoi gian dong mau kéo dai hon, néng do
albumin huyét twong thap hon so voi nhém
bénh nhan khong xo gan. Chi s6 APRI trung
binh & nhdm bénh nhan xo gan 1a 1,33 (trong
khoang tur 0,12-10,02), 6 nhém khong xo gan
la 0,43 (trong khoang tur 0 -1,68), voi su
khac biét c6 ¥ nghia thong ké p<0,0001.

Vé mbi twong quan chi s6 APRI v&i mot
s6 chi s6 hoa sinh & bénh nhan xo gan, két
qua nghién ctru cia chang toi cho thay chi sb
APRI ¢6 twong quan nghich muc do it vai
nong do albumin, twong quan thuan mic do
it voi néng d6 bilirubinte, chi s6 INR cling
nhu thang diém Child Pugh. Két qua nghién
ctu cua tac gia Forestier cho thdy chi sb
APRI c¢6 twong quan yéu Véi thang diém
Child-Pugh (r=0,313; p<0,05) [4].

Téc gia Tran Thi Khanh Tudng da nghién
ctu vé chi s6 APRRI va xung lyc am xa
(ARFI) dé xac dinh vai tro danh gia xo hoa
gan bang ARFI, APRI va su phdi hop 2
phuong phap nay trong bénh gan man trén
119 bénh nhan bénh gan man tinh. Tt ca
bénh nhan dugc sinh thiét gan dé danh gia xo
hoa gan, do do dan hoi bang ARFI va tinh
APRI. Gia tri nguong dugc xac dinh boi
duong cong ROC. B§ nhay, do dac hi¢u
duoc tinh todn va so sanh theo gid tri ngudng
tuong Gng. Két qua nghién ctu cho thay
ARFI va APRI twong quan thuan véi giai
doan cua xo héa gan ARFI, phdi hop voi
APRI c6 d6 dac hiéu va gid tri du doan
duong cao hon ARFI hay APRI don ddc
trong danh gia xo hoa dang ké va nang [2].

Két qua nghién cau cua chung tdi cho
thy, chi s6 APRI ting dan theo muc do xo
gan, cao nhit & nhom bénh nhan xo gan
Child-Pugh C, cao hon c6 y nghia so voi
nhom bénh nhan xo gan Child-Pugh A
(4,84£3,09 so vai 3,24+2,78, p<0,05). Han
ché cua nghién cttu nay 1a chan doan xo gan
bang hinh anh siéu am cha khong co két qua
sinh thiét gan va nhém chang 1a nguoi khoe
manh binh thuong. Tuy nhién, trong diéu
Kién co so y té chua thuc hién duoc ki thuat
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sinh thiét gan thi viéc tinh toan chi s6 APRI
duoc thyc hién co y nghia dé tién lwong muc
do xo gan.

V. KET LUAN

C6 su tang chi s6 APRI & bénh nhan xo
gan. Chi s nay ting dan theo muc do xo
gan.

C6 mdi twong quan muc d6 yéu co y
nghia gitra chi s6 APRI vé&i mtc d6 xo gan,
nong d6 albumin, bilirubinte ciing nhu chi s6
INR.

TAI LIEU THAM KHAO

1. V& Thi Minh Pic (2017), “Nghién ctu gid tri
cua chi s6 MELD trong tién luong bénh nhan
X0 gan mat bu CHILD PUGH C”, Luén vin
Thac si Y hoc, Truong Pai hoc Y Duoc Hué,
79 trang.

2. Tran Thi Khianh Twong, Hoang Trong
Thang (2015), “Pénh gia xo hoa gan bang ky
thuat ghi hinh xung luc xa &m va chi sb ty lé
aspartate aminotransferase trén tiéu cau trong
bénh gan man”, Tap chi Y Dugc hoc -
Truong Pai hoc Y Duoc Hué, Sé 25, trang
58-70.

3. Diaz J, et al (2013), ‘“Aspartate
Aminotransferase to Platelet Ratio Index
Correlates With Hepatic Cirrhosis but Not
With Fibrosis in Pediatric Patients With

72

Intestinal ~ Failure”,  Journal  Pediatric
Gastroenterology, Hepatology and Nutrition,
57 (3), pp. 367-371.

. Forestier J, Dumortier J, Guillaud O, et al

(2010) “Noninvasive diagnosis and prognosis
of liver cirrhosis: a comparison of biological
scores, elastometry and metabolic liver
function tests”, European Journal of
Gastroenterology & Hepatology

. Loaeza-del-Castillo A, et al (2008) “AST to

platelet ratio index (APRI) for the
noninvasive evaluation of liver fibrosis”,
Annals of Hepatology, 7(4), pp. 350-357.

. Princi Jain, et al (2015), “Evaluation of

Aspartate  Aminotransferase-toPlatelet Ratio
Index as a Non-Invasive Marker for Liver
Cirrhosis”, Journal of Clinical and Diagnostic
Research, 9 (11): OC22-0C24.

. Ramachandran J, Sajith KG, Priya S, et al.

(2014), "Serum cholinesterase is an excellent
biomarker of liver cirrhosis”, Trop
Gastroenterol, 35 (1), pp. 15-20.

. Vipin Vermal, Shiv Kumar Sarin, Praveen

Sharmadand  Ashish (2014),
“Correlation of aspartate
aminotransferase/platelet ratio index with
hepatic venouspressure gradient in cirrhosis”,
United European Gastroenterology Journal,
2(3), pp. 226-231.

Kumar



TAP CHi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

SO SANH GIA TRI CHAN POAN UNG THU BIEU MO TE BAO GAN
CUA CAC THANG PIEM KET HO'P AFP, AFP-L3 VA DCP
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L& Minh Khoi*/**, Nguyén Thi Bing Swong*/**,

TOM TAT

Mé dau: Ung thu biéu md té bao gan
(Hepatocellular carcinomas HCC - UTBMTBG)
la bénh ly gan nguyén phét 4c tinh phé bién nhat
va la mot trong nhimg nguyén nhan hang dau gay
tr vong do ung thu trén toan thé gidi. Chi sb
GALAD la mot md hinh théng ké wdc tinh kha
ning mic HCC & nhitng bénh nhan mic bénh
gan man tinh

Muc tiéu: Panh gia gia tri Iam sang cua cac
thang diém két hop AFP, AFP-L3 va DCP trong
chan doan HCC.

Poi twong va phwong phap nghién cuu:
170 bénh nhan bi HCC, 170 bénh nhan bi viém
gan man tinh (BGM), chung t6i da so sanh gia tri
cac thang diém két hop AFP, AFP-L3 va DCP
bang phuong phap phan tich duong cong ROC
va tinh dién tich dudi duong cong.

Két qua: B9 nhay va d¢ dic hiéu cua cac
thang diém két hop AFP, AFP-L3 va DCP to ra
vuot trdi so véi cac chi dau don 1é trong chan
doan HCC. Thang diém GALADUS c6 hiéu qua
cao nhét trong chan doan UTBMTBG va BGM.

Két luan: Vai tro cia cac thang diém AFP,
AFP-L3 va DCP trong chian doan HCC va su
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** Bénh vign Dgi hoc Y Duoc TP.H6 Chi Minh
***Pqi hoc Y Duoc Can Tho

Chiu trach nhiém chinh: Nguyén Thi Bing Suong
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Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021

Ngay duyét bai: 30.11.2021

Nguyén Hoang Bac*/**

vuot troi so vai cac chi dau ung thu don 1¢ da
dugc ching minh. Sy két hop giita thang diém
GALAD va siéu am (GALADUS) da nang cao
hiéu qua cta thang diém GALAD.

Tir khéa: AFP, AFP-L3%,
GALADUS

DCP, HCC,

SUMMARY

COMPARISON COMBINATION
MODELS OF AFP, AFP-L3, AND DCP
FOR HEPATOCELLULAR
CARCINOMA DIAGNOSIS

Introduction: Hepatocellular
carcinoma (HCC) is the most common
primary hepatic malignancy and one of the
leading causes  of cancer-related death
worldwide. The GALAD score is a statistical
model for estimating the likelihood of HCC in
patients with chronic liver disease.

Objective: The goal of this study was
to evaluate the clinical value of combination
models of AFP, AFP-L3%, and DCP for
hepatocellular carcinoma detection

Patients and Methods: In 170 patients with
HCC, 170 patients with chronic liver disease
(CLD), we compared the performance of
combination models of AFP, AFP-L3%, and
DCP to identify patients with HCC using
receiver operating characteristic curves and
corresponding area under the curve (AUC)
analyses.

Results: Combination models were superior
to AFP, AFP-L3% and DCP for HCC diagnosis.
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The GALADUS score achieved the best
performance for discrimination of HCC from
CLD

Conclusions: The usefulness of combination
models of AFP, AFP-L3%, and DCP in HCC
diagnosis and its superiority to single tumor
markers were shown. The combination of
GALAD and ultrasound (GALADUS score)

further improved the performance of the
GALAD score.

Keywords: AFP, AFP-L3%, DCP, HCC,
GALADUS
I. DAT VAN DE

Ung thu bitu md té& bao gan
(hepatocellular ~ carcinoma: HCC -

UTBMTBG ) 1a bénh 4c tinh, cung véi ty 1€
tr vong cao va sé ngudi mic mai hang nim
ngdy cang ting, dic biét & cac qudc gia dang
phat trién. Theo GLOBOCAN 2020, Viét
Nam c6 thém 26.418 nguoi mic ung thu gan
va 25.272 nguoi tir vong vi ung thu gan [8].
Tién lugng cia UTBMTBG phu thudc vao
chirc ning gan, tinh trang di cin, s6 luong va
kich thudc khéi u gan, phuong phap diéu tri.
Nhitng tién bo dang ké thu dugc trong chan
doan va diéu tri UTBMTBG hién nay tap
trung chl yéu & bénh nhan c6 khéi u & giai
doan sém vi thé cai thién du phong, chan
doan sém ung thu gan 13 rit can thiét dé
nang cao hiéu qua diéu tri. Trudc day, chién
lugc sang loc nham phat hién sém HCC gdém
viéc do mirc do a-fetoprotein (AFP) huyét
thanh va siéu am 6 bung 3 - 6 thang mot lan.
Tuy nhién, do mic do AFP huyét thanh co
d6 nhay va do dic hiéu chan doan ung thu
gan thap nén hién nay Huéng dan chan doan
va diéu tri ung thu biéu mé té bao gan cua
Bo Y té nim 2020 da sir dung bo ba xét
nghiém gém AFP, AFP-L3 va DCP dé tam
soat UTBMTBG.
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Trén thé gi6i dd co6 nhiéu nghién ctu
khiang dinh vai trd cia su két hop ciia bo 3
cac diu 4n huyét thanh AFP, AFP-L3 va
DCP [2], [9]. GALAD la mdt m6 hinh toan
phan tich da bién (multivariate analyse
model) dya trén 5 thong $0, gém ba diu 4n
khdi u AFP, AFP-L3 va DCP, cong thém voi
gi6i tinh (Gender) va tudi (Age), két hop voi
mot phén mém chuyén dung, co thé duoc st
dung dé phat hién ung thu biéu mé té bao
gan (HCC) ¢ giai doan som. Nhiéu tic gia
trén thé gidi da ching minh rang viéc sir
dung mo hinh GALAD 16 rang tot hon so vai
sit dung cac ddu 4n sinh hoc riéng biét voi
muc dich phat hién khdi u & giai doan 0-A
(giai doan sém theo Barcelona). Bén canh
GALAD con c6 cac thang diém khac dugc
xay dung trén bd ba AFP, AFP-L3 va DCP
nhu GALADUS, GALAC-C, GAAP nhim
nang cao d6 nhay va do dac hiéu [1], [7],
[10]. Cho dén thoi diém hién tai ching toi
nhan thdy rang & Viét Nam c6 réat it cong
trinh nghién ciru vé vai trd ciia bd 3 ddu an
khdi u, dic biét viéc sir dung mo hinh phdi
hop 3 diu 4n khdi u trong viéc chan doan
UTBMTBG nguyén phat.

Xuat phat tir thyc té d6, chung toi tién
hanh nghién ctru dé tai: “So sanh gia tri chan
doan ung thu biéu mo té bao gan cla cac
thang diém két hop AFP, AFP-L3 va DCP”

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

Thiét ké nghién ciru

Nghién ciru cit ngang mo ta

Poi twong nghién ciru

Trong khoang thoi gian tur thang 04 nam
2018 dén thang 12 nam 2019, ching toi thu
thap (khao sat) dugc 340 truong hop dua vao
2 nhém nghién ciu gom nhém UTBMTBG
(n =170) va nhém BGM (n = 170).


https://medlatec.vn/chi-tiet/y-khoa-medlatec/gia-tri-cua-afp-afp-l3-va-dcp-trong-chan-doan-som-theo-doi-dap-ung-dieu-tri-tai-phat-va-tien-luong-ung-thu-bieu-mo-te-bao-gan--2-7025.aspx
https://medlatec.vn/chi-tiet/y-khoa-medlatec/gia-tri-cua-afp-afp-l3-va-dcp-trong-chan-doan-som-theo-doi-dap-ung-dieu-tri-tai-phat-va-tien-luong-ung-thu-bieu-mo-te-bao-gan--2-7025.aspx
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Chuan bj bénh nhin: Thim khiam lim
sang, can lam sang

Bénh nhan duoc diéu tra mot sé yéu tb
dich t& hoc, lam céc xét nghiém can lam
sang. Bénh nhan duoc chan doan ung thu
gan bang chan doan hinh anh va két qua té
bao hoc

Thwc hién xét nghiém AFP, AFP-L3%
va DCP

Dinh luong AFP, AFP-L3% va DCP bang
hé thong P TASWako® i30 sir dung phuong
phép (Liquid-phase binding assay) dién di
mao quan vi chip.

Tinh toan thang diém két hop AFP,
AFP-L3 va DCP

GALAD = —10.08 + 1.67 x (gi6i tinh
nam = 1 va gidi tinh nit = 0) + 0.09 x Tudi +
0.04 x [AFP-L3%] + 2.34 x logio [AFP] +
1.33 x logio [DCP].

GALAD-C = —11.501 + 0.733 x (gi6i
tinh nam = 1 va gidi tinh nit = 0) + 0.099 x
Tudi + 0.073 x [AFP-L3%] + 0.840 x log1o
[AFP] + 2.364 x logio [DCP].

GAAP = —11.203 + 0.699 x (gi6i tinh
nam = 1 va gi6i tinh nit = 0) + 0.094 x Tubi

I1. KET QUA NGHIEN cU'U

+1.076 x logio [AFP] + 2.376 x logio [DCP]
[7].

GALADUS = —12.79 + 0.09x Tudi +
1.74x (gidi tinh nam =1 va gidi tinh nit = 0)
+ 2.44xlogl0O(AFP) + 0.04xAFPL3 +
1.39x10g10(DCP) + 3.56x (si€u am duong
tinh = 1 va siéu &m am tinh = 0). [10]

AFP + DCP: y = -5.09676 -+
1.19356xLog AFP + 1.81397xLog DCP [3]

Xt 1y va phan tich s6 liéu

Sir dung phan mém SPSS version 20.0
cho cac phan tich théng ké. Bién dinh tinh
duoc biéu dién ¢ dang ti 1& phan tram. Bién
lien tuc duoc biéu dién ¢ dang trung vi va
khoang t phan vi. So sanh ti 1& bang phép
kiém chi binh phuwong. So sanh trung vi cua
bién lién tuc cua 2 nhom bang phép kiém
MannWhitney.Vé dudng cong ROC dé tim
dién tich duédi duong cong, Xac dinh d6 nhay
va do dac hiéu.

Vin dé dao dirc trong nghién ciru

Nghién ctru da duoc chap thuan caa Hoi
dong dao duc trong nghién cau y sinh hoc
Pai hoc Y Duoc TP.HCM (s6 295/PHYD-
HDDD ngay 16/08/2018)

1. Pic diém nhan khau hec nhém nghién cieu
Bdng 1. Tuéi cia bénh nhén ¢ cdc nhdém nghién ciru

Nhém UTBMTBG Nhém BGM Gia tri p
(n = 170) (n = 170) §
Tudi * 59.8 + 11.3 46.5 + 13.8
Tudi nho nhat 26 22 0,0001
Tudi 16n nhat 97 103

Kiém dinh t doc lap
* trung binh + d6 léch chuén

Nhgn xét: Két qua cho thiy, nhom UTBMTBG c6 d6 tudi trung binh 1a 59.8 + 11.3 cao
hon so véi nhém BGM 14 46.5 + 13.8, p < 0,0001. O nhém BGM, phan bé theo nhém tudi
<50 tudi chiém ty & cao nhat (64.1%), trong khi d6 & nhém UTBMTBG nhém 50-70 tudi

chiém ty Ié cao nhit (68.8%).
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Bdng 1. Phan bé gidi cia bénh nhan ¢ cac nhém nghién ciru

Nhém UTBMTBG Nhém BGM
(n=170) (n=170) Giatrip
n (%) n (%)
Nam 136 (80.0) 90 (52.9)
— <0.0001
N 34 (20.0) 80 (47.1)

Kiém dinh Chi binh phuong

Nhdn xét: Két qua cho thay ty Ié gioi nam chiém da sé hon giGi nir & ca hai nhom, ty 1¢
nam/nir & nhém UTBMTBG va BGM lan luot 12 136/34 = 4 va 90/80 = 1,12. Su khéc biét
gitta hai nhém vé phan bé theo gidi tinh 14 c6 y nghia thong ké (p <0.001).

2. Pic diém khéi u gan é nhom UTBMTBG
Bdng 3. Phan bé theo dic diém khéi u gan ¢ nhém UTBMTBG (n = 170)

Pic diém khoi u S6 lwgng Ty 18 %
Vi tri

Thuy phai 111 65,3

Thuy trai 21 12,4

Ca hai thuy 38 22,4

S6 lwong u

lu 100 58,8

>2u 70 41,2
Kich thwéc (cm)

<2 44 25,9

2-5 70 41,2

>5 56 32,9
Giai doan BCLC

0 &A 92 54,1

B,C,D 78 45,9

Nhdn xét: Veé dac diém khdi u gan & bénh nhan UTBMTBG, ching tdi nhan thiy da s
bénh nhan c6 khdi u ¢ thiy phai (65,33%), mot u (58,8%), kich thudc chu yéu <5 cm
(67,1%) va giai doan BCLC 0&A (54,1%).

3. Két qua vé ndng do AFP, AFP-L3, DCP va cac thang diém két hop & cac nhom
nghién cau

Bdng 4. Nong dp AFP, AFP-L3, DCP va cdc thang diém két hop ¢ nhom UTBMTBG va
nhom BGM

Nhém UTBMTBG Nhém BGM Gitrip

(n = 170) (n = 170) -
AFP* (ng/mL) 33 (5,60 347,95) 1,95 (1,30 — 2,90) < 0,0001
AFP-L3* (%) 7.5 (0,5- 39,8) 0,5 (0,5 — 05) < 0,0001
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Nhom UTBMTBG Nhom BGM Gid tri p

(n=170) (n=170) ’
DCP* (mAU/mL) 206,94 (42— 3790) 16 (12,75 — 20) <0,0001
AFP + DCP -0,99 (-2,067 - 1,13) | -3,54 (-3,83 — (-3,32)) <0,0001
GALAD 4,10 (2,02 — 8,30) -2,55 (-3,99 — (-1,31)) <0,0001
GALAD-C 3,28 (0,79 —8,10) -3,40 (-4,67 — (-2,17)) <0,0001
GAAP 2,50 (0,42 —5,92) -3,86 (-5,09 — (-2,75)) < 0,0001
GALADUS 5,26 (3,14 —9,57) -5,13 (-6,57 — (-3,91)) < 0,0001

Kiém dinh MannWhitney

*trung vi (khoang tir phan vi)

Nhgn xét: Két qua phan tich cho thay nong do trung vi AFP, AFP-L3, DCP va cé4c thang
diém két hop 6 nhém UTBMTBG cao hon han nhdm BGM (p< 0,0001).

4. Gi4 tri chan doan UTBMTBG ciia cac thang diém két hop AFP, AFP-L3, DCP

ROC Curve
10 ——— - :
— Source of the
Curve
——=GALAD
—— AFP_DCP
0.8 GALADC
f ——GAAP
GALADUS
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0.6= i i
E Reference Line
>
=
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c
@
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0.2+
0.0 T T T T
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1 - Specificity

Diagonal segments are produced by ties.

Hinh 1. Puong cong ROC ciia cdc thang diém két hop AFP,
AFP-L3, DCP dé phan biét giza UTBMTBG va BGM
Nhgn xét: Dién tich dudi duong cong ROC cua cac thang diém két hop AFP, AFP-L3,
DCP déu l6n hon 0,95 cho thiy cac thang diém nay rat ¢ gia tri trong viéc phat hién
UTBMTBG trén bénh nhan viém gan man.
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Bdng 5. Gia tri chdn dodn phén bigt git]a UTBMTBG va BGM ciia cdc thang diém két

hop AFP, AFP-L3, DCP
Thang diém | AUC (95% CI) | Ngudng cit Do nhay P dic hiéu

0,957 (0,937 — 0 0

AFP + DCP 0,978) 2,70 89,4% 92,9%
0,962 (0,944 — 0 0

GALAD 0,981) 0,7 90% 92,9%
0,962 (0,944 — 0 0

GALAD-C 0,980) 0,99 91,2% 91,2%
0,974 (0,959 ] o 0

GAAP 0,988) 1,63 94,1% 92,3%
GALADUS 0,997 (8’994 B -0,97 97,6% 97%

Nhgn xét: Khi so sanh gié tri chan doan cua cac thang diém két hgp AFP, AFP-L3, DCP
thi GALADUS c6 gi4 tri trong viéc phat hién UTBMTBG cao hon han.

IV. BAN LUAN

Trong nghién ctu caa chdng tdi, bénh
nhan UTBMTBG phé bién nhit trong do tudi
50-70 tudi (64.1%), tudi trung binh 59.8 *
11.3 phu hop vai nghién citu Thai Dodn Ky
va cong su (2015) 1a 55.2%, tudi trung binh
56.4+11.7 [5]; Hann HW. et al (2014)
59.1+10.3 [4]. Nhém BGM c6 tudi trung
binh 1a 44+12 ciing phu hop véi nghién cau
cac tac gia trén. Ching t6i nhan thay tudi
trung binh va ty 1& phan bé nhom tudi ¢ hai
nhom nghién ciru phu hop véi tién trinh dién
bién tu nhién cta bénh tir viém gan, xo gan
dén UTBMTBG khoang 10 — 15 nim. Nhom
UTBMTBG cua nghién ciu ching toi co ty
I& gigi nam chiém wu thé hon gidi nir kha
turong dong vaéi nghién ctu cia Hann HW. et
al (2014) thi ty l¢ nam/ nix & nhom
UTBMTBG va nhém BGM lan luot la
25(83%)/5(17%) va 69 (65%)/37(35%) [4].

V& dic diém khdi u thi nghién ctu cua tac
gia bau Quang Liéu (2017) véi n = 45 ciing
c6 cac diac diém vé khdi u gan & bénh nhan
UTBMTBG tuong ddng véi nghién cau
chung t6i nhu khdi u chu yéu o thay phai
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(82,22%), 1 6 (75,55%), va kich thuéc khdi
u <5cm (62,22%) [6]. Tuong tu, nghién cuu
cua Thai Doan Ky (2015) véi n = 105 cling
c6 dic diém khdéi u da s6 ¢ thiy phai
(90,5%), 1 & (57,1%), kich thuéc u >5cm
(87,6%) [5]. Chung toi nhan thiy viéc phét
hién khéi u gan ¢ giai doan sém khi kich
thudc khdi u <5cm ngay cang ting, diéu nay
cho thay hién nay nhan thic vé ung thu gan
ctia ngudi dan da c6 nhiéu cai thién, cac bién
phép tam soat da dwoc ung dung rong rai
hon nén ty I¢ ung thu phat hién & giai doan
tré giam di.

Vé két qua cac thang diém két hop AFP,
AFP-L3, DCP ¢ nhom UTBMTBG va nhém
BGM c6 sy khéc biét c6 ¥ nghia thong ke.
Két qua nay tuong dong véi nghién ctu cua
Best va cong su (2020) trén 125 bénh nhén
c6 HCC va 231 bénh nhan gan nhiém mé
khong do ruou ciing ghi nhan chi s6 GALAD
& nhém bénh nhan HCC la 2,93 (0,77, 7,62)
trong khi d6 & nhom ddi chung 1a-3,96 (-
5,22, -2,6) [1].

Két qua nghién cau cua chung tdi cho
thdy thang diém GALADUS (ngudng cit —
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0,97, d6 nhay 97,6%, dd dac hiéu 97%) co
d6 nhay va dic hiéu cao nhat phd hop voi
nghién ctru cua tac gia Yang JD va cong su
(2019) cho thiy thang diém GALADUS
(ngudng cit —0.18, d6 nhay 95%, do dic hiéu
91%) c6 d6 chinh xac cao hon thang diém
GALAD (ngudng cit —1.18, do nhay 92%,
d6 dac hiéu 79%) trong chan doan sém HCC
[10].

V. KET LUAN

Vai trd cua cac thang diém AFP, AFP-L3
va DCP trong chan doan HCC va su vuot
troi so voi cac chi dau ung thu don 1& da
dugc ching minh. Su két hop giita thang
diém GALAD va siéu am (GALADUS) da
nang cao hiéu qua cua thang diém GALAD.
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XAC PINH NONG PO HBcrAg HUYET TUONG
THEO CAC GIAI POAN CUA VIEM GAN B MAN TINH

Trinh Thi Qué!, Phan Thanh Nguyén?, Triéu Thuy Anh?,
Vii Anh Tuén!, Hoang Vin Thanh!, Bui Vin Thwéng?,

TOM TAT

Xét nghiém HBcrAg (Hepatitis B core-related
Antigen) phan anh nong do cccDNA trong té bao
gan tuong duwong tong cac khang nguyén
HBeAg, HBcAg va khang nguyén P22cr. Muc
tiéu: Khao sat nong do HBcrAg huyét tuong theo
cac giai doan cua bénh v iém gan B man tinh va
tim hiéu méi lién quan giira ndng d6 HBcrAg
huyét twong véi cac chi s6 danh gia viém gan
khac theo cac giai doan viém gan B man tinh.
Poi twong& Phuong phap: Nghién cau ¢ 173
bénh nhan viém gan B man tinh dén kham bénh
tai bénh vién da khoa MEDLATEC. HBcrAg
huyét tuong dwoc dinh luong theo nguyén ly
mién dich enzym hoa phat quang trén hé thong
may Lumipulse G1200. Pay la nghién cau mo ta
cit ngang. Két qua: Nong d6 HBcrAg huyét
twrong cao nhit & nhém dung nap (6,64 + 1,13)
logU/mL, tiép theo dén nhom thanh thai mién
dich (5,84 + 1,56) logU/mL. Thip nhét & giai
doan virus khdng hoat déng (3,69 + 1,74)
logU/mL voi p< 0,001. Két luan: Nong do
HBcrAg huyét tuong c6 su khac biét giita cac
giai doan tién trién man tinh cua viém gan virus
B va c0 su twong quan véi cdc maker khac trong

'Beénh vién da khoa MEDLATEC
2Truong dai hoc Y Ha Ngi

Chiu trach nhiém chinh: Trinh Thi Qué
Email: que.trinhthi@medlatec.com
Ngay nhan bai: 24.11.2021

Ngay phan bién khoa hoc: 27.11.2021
Ngay duyét bai: 30.11.2021
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theo ddi tién trién viém gan virus B, su pha hiay
té bao gan.

Tir khoa: HBcrAg, dung nap mién dich,
khong hoat dong, tai hoat, thanh thai.

SUMMARY

EVALUATION OF HEPATITIS B
CORE-RELATED ANTIGEN LEVEL IN
PATIENTS WITH CHRONIC
HEPATITIS B INFECTION

The HBcrAg (Hepatitis B core-related
Antigen) test reflects cccDNA concentrations in
hepatocytes equivalent to the sum of HBeAg,
HBcAg and P22cr antigens. Objectives: To
investigate plasma HBcrAg levels according to
the stages of chronic hepatitis B disease and to
find out the relationship between plasma
HBcrAg levels and other indicators of hepatitis
according to chronic hepatitis B stages. count.
Subjects & Methods: Study in 173 chronic
hepatitis B patients coming to MEDLATEC
general hospital. Plasma HBcrAg was measured
by chemiluminescent enzyme immunoassay on
the Lumipulse G1200 system. This is a cross-
sectional descriptive study. Results: The plasma
HBcrAg concentration was highest in the
tolerance group (6.64 + 1.13) logU/mL, followed
by the immune clearance group (5.84 = 1.56)
logU/mL. The lowest was in the dormant virus
stage (3.69 + 1.74) logU/mL with p<0.001.
Conclusion: The plasma HBcrAg concentration
is different between the chronic stages of
hepatitis B virus and has correlation with other
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markers in monitoring hepatitis B virus
progression, hepatocellular destruction.
Keywords: HBcrAg, immune-tolerant,

inactive, immune clearance

I. DAT VAN DE

Viém gan virus B 1a mot bénh pho bién
toan cau, bénh do virus viém gan type B
(HBV) gay ra c6 thé biéu hién cép tinh hoic
man tinh. T4 chic y té thé gisi (WHO) uéc
tinh c6 296 triéu ngudi dang séng chung véi
bénh viém gan B man tinh vao nam 2019,
v6i 1,5 triéu ca nhidm moi mdi ndm. S6 bénh
nhan tir vong do nhiém viém gan B uéc tinh
khoang 820000 ca, chii yéu 14 do xo gan va
ung thu biéu mo té bao gan . Pi Vi viém
gan B man tinh, tai luong HBV trong mé gan
thay doi manh theo thoi gian va ty 18 voi
mic dd nhiém virus 2. Xét nghiém HBV-
DNA va xét nghiém khang nguyén l6p phu
viém gan B (HBeAg) trong mau c6 thé udc
tinh tai lwong vi rat HBV trong m6 gan. Tuy
nhién, nhitng két qua dinh luong HBV-DNA
khong dang tin cay khi bénh nhan dang diéu
tri bang thudc khang vi rat (Lamivudine,...).
Céc két qua HBeAg khong dang tin cay khi
phic khang thé HBeAg va khang thé anti
HBe duoc tao ra trong méau ° va trong mot s6
tinh trang dot bién gen Core hoic Promotor.
Xét nghiém HBcrAg bao gém khang nguyén
vo HBeAg, khang nguyén 16i vi rat viém gan
B (HBCcAQ) va protein tién nhan HBV goi la
p22cr. Nong do cua HBcrAg trong mau ty 18
thuan vai tai lugng vi rat HBV trong mo gan.
Vi thé, dinh luong HBcrAg cd thé sir dung
dé kiém soét bénh nhan hoic nguoi mang vi
rat viém gan B. HBcrAg cung cap thdng tin
quan trong vé chan doan nhiém HBYV, theo
ddi tién luong va hiéu qua diéu tri cua thudc

khang HBV. Tai Viét Nam chua c6 nghién
ctu ndo vé nong do HBcrAg trén céc giai
doan cua viém gan B man tinh. Vi vay chdng
t6i tién hanh nghién ctu: “Xdc dinh néng do
HBcrAg huyét twong theo cdc giai doan cua
viém gan B man tinh” véi muc tiéu:

1. Panh gid néong dé HBcrAg theo céc
giai dogn cua bénh viém gan B man tinh.

2. Tim hiéu m¢i lién quan gi@a nong dé
HBcrAg huyét firong véi céc chi so danh gid
viém gan khac theo cdc giai dogn viém gan B
man tinh.

II. DO TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi twong nghién cieu

Bénh nhan dén kham va duoc chan doan
viém gan B man tinh tai bénh vién DPa khoa
MEDLATEC.

Tiéu chuan lya chon: Bénh nhan duoc
chan doan viém gan B man tinh: dya trén
huéng dan chan doan va diéu tri viém gan B
man tinh ciia bd y t& nam 2019 bao gom 4
giao doan: dung nap mién dich, giai doan
thanh thai mién dich, giai doan khong hoat
dong va giai doan tai hoat dong. *

Tiéu chudn loai trir: Viém gan cép phat
hién lan dau, xo gan, ung thu gan, bénh hé
thong man tinh (lupus ban do, xo clng
bi,...), ting enzym gan do cac bénh man tinh
(bénh hé thong,...), ting enzym gan do thudc
(Paracetamol,...)

2.2. Thoi gian nghién cieu

Thoi gian nghién ctu tién hanh tir thang
5/2020 dén thang 10/2021 tai Bénh vién Pa
khoa MEDLATEC

2.3. Phwong phap nghién ciru

2.3.1. Thiét ké nghién ciu

Nghién ctu duoc tién hanh theo phuong
phap mo ta cat ngang.

2.3.2. Cac chi tiéu nghién cwu:
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Dinh lwong HBcrAg huyét twong theo
nguyén 1y mién dich enzym héa phat quang
trén hé théng may Lumipulse G1200. Nong
d6 HBcrAg duéi 2 logU/mL dugc tinh bang
2 logU/mL dé phan tich théng ké. Cac mau
cd nong d6 HBcrAg trén 7 logU/mL duoc
pha lodng va phan tich lai dé tinh nong do
HBcrAg dinh luong.

Xét nghiem HBV DNA: duogc thyc hién

Il. KET QUA NGHIEN cU'U

trén hé théng sinh hoc phan to ty dong
Cobas 6800 cta Roche.

Cac xét nghiém khac (HBsAg, HBeAg,
AST, ALT) duoc thuc hién trén hé théng
Cobas tu dong 8100 cua Roche.

2.3.3.Phwong phap xir ly s6 liéu

S liéu duoc théng ké va xtr 1y bang phan
mém thong ké y hoc SPSS 20.0

3.1.Panh gia ndng d HBcrAg theo cac giai doan vém gan B man tinh
Bdng 3.1. Mét sé ddc diém theo giai dogn viém gan B man tinh

Giai doan
Pic diém .. | Khong .
Dung nap | Thanh thai hoat ddng Tai hoat p
Tudi(nam), trung binh 28,86 37,58 43,48 46,50 <0.001
(khoang) (10-42) (8-58) (10-80) (36-65) ’
Gigi(%), nam/nix 56%/44% 77%121% 63%/37% 75%125% 0,370
|u|/4rr|13|XDt’r\luﬁg(;%?nh 4,59 233 1,34 59 1 0001
(Khoang) (1,74-9,00) | (1,70-8,74 | (0,0-7,05) (2,58-7,48)
ALT/ULN, trung binh 0,61 2,44 0,68 2,73 <0.001
(khoang) (0,35-0,88) | (0,51-9,48) | (0,39-1,69) | (1,37-6,44) '
AST/ULN, trung binh 0,15 0,84 0,15 0,85 <0.001
(khoang) (0,05-0,29) | (0,14-4,3) | (0,03-0,36) (0,44-1,8) '
HBcrAg <
(mean+SD.logU/mL) 6,64+1,13 | 584+156 | 369+1,74 | 534 +1,49 0,001

Két qua bang trén cho thay: Tudi trung
binh cia giai doan dung nap mién dich la
28,86 (tap trung trudc tudi 40), dién tién cua
cac giai doan viém gan B man tinh theo thu
tu dén giai doan thanh thai mién dich véi
tudi trung binh 1a 37,58 sang giai doan khdng
hoat dong véi tudi trung binh 1a 43,48 va ¢
giai doan tai hoat dong 1a 46,50 tudi. Khong
c6 su khéc biét vé& gigi theo cac giai doan
bénh cua viém gan B man tinh vai p=0,37.
Nong d¢6 HBV DNA c6 su khac biét giita cac
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giai doan cua viém gan B man, cao nhit &
giai doan tai hoat dong va thap nhat ¢ giai
doan khdng hoat dong. Twong ty nhu ndng
d6 HBV DNA, ndéng d6 AST va ALT huyét
tuong cling khac biét gitra cac giai doan cua
viém gan B man vdi nong do cao nhit ¢ giai
doan tai hoat dong va thip nhat ¢ giai doan
khong hoat dong. Két qua trén ciing cho thay
¢ sy khac biét rd rét vé nong do HBcrAg
gitra cac giai doan cua viém gan B man tinh
vGi p < 0.001.



TAP CHIi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

Bdng 3.2. So sanh sw khac biét nong dg HBcrAg theo tirng giai doan
Giai doan D”r‘ggiﬁ mien th(’i%?]goat Taihoat | Thanh thai
Dung nap mién dich (p) 0,000 0,012 0,037
Khdng hoat dong 0,000 (p) 0,010 0,000
Tai hoat 0,012 0,010 (p) 0,433
Thanh thai 0,037 0,000 0,433 (p)

Bang 2 cho thiy c6 su khac biét rd rét vé ndng dd HBcrAg huyét twong giira cac giai doan
dung nap mién dich véi cac giai doan khdng hoat dong, tai hoat va giai doan thanh thai mién
dich véi p< 0,05. Chi ¢ giai doan tai hoat va giai doan thanh thai mién dich l1a khdng c6 su
khéc biét vé ndng d6 HBcrAg véi p=0,433.

3.2. Méi lién quan giira nong d9 HBcrAg véi cac chi so6 danh gia viém gan khac

Bdng 3.3. So sanh néng dp HBcrAg theo HbeAg

Giai doan viém gan B man
HBeAg Chung (n =173) ‘ Thanh thai (n=26) ‘ Khoéng hoat dong (n=112)
Mean = SD (logU/mL)
Am tinh 3,43 + 1,54 4,45 1,29 3,19 + 1,44
Duong tinh 6,23+ 1,34 6,57 + 1,15 5,55+ 1,47
P < 0,001 <0,001 <0,001

Bang trén cho thay nong do HBcrAg co su khéc biét theo két qua HbeAg duong tinh hay
am tinh & ca giai doan thanh thai mién dich va giai doan khdng hoat dong.
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Biéu dé 3.1. Méi twong quan giira nong dép HBcrAg véi néng dgp HBVDNA huyét twong
Biéu d6 trén cho thay c6 méi twong quan giira ndng d6 HBV DNA véi nong do HBCrAg ¢
muc tuong quan vua voi r= 0,49 véi p<0,001.
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IV. BAN LUAN

Dién tién tw nhién cua nhitng ngudi nhidm
virus viém gan B man tinh (HBV) duoc chia
lam 3 giai doan: giai doan dung nap mién
dich, giai doan c6 phan ung mién dich hay
goi la thanh thai mién dich, giai doan nguoi
mang mang mam bénh khdng hoat dong.
Mot s6 ngudi 6 thé dién tién sang giai doan
tha 4 d6 1a tai hoat dong cua virus khi mién
dich caa co thé suy yéu, virus lai bung phat
va phét trién thanh giai doan hoat dong cap
tinh. D4i voi nhitng ca thé da tiép xdc véi
HBV & lic bé, giai doan dung nap mién dich
c6 thé kéo dai nhiéu thap nién, trong khi ¢
nhitng nguoi bi nhiém khi 16n, giai doan nay
thuong 1a khong c6 (>90%). Trong giai doan
dung nap mién dich, ngudi bi nhiém virus c6
enzym gan binh thuong hay tang nhe va su
viém hoai tir té bao gan thuong khdng hay it
thiy ¢ sinh thiét gan. Nhimg ngudi nhu vay
c6 HBVDNA cao (> 10°copies/ml) va
HBeAg duoc phat hién nhung ho khéng triéu
chang 1am sang. Sau nhiéu nim, nhiing
ngudi nay sé tién toi mot giai doan hoat dong
hon ctia bénh, duoc chuyén sang giai doan
hoat dong mién dich. O giai doan hoat dong
mién dich, bénh nhan c6 ALT ting va c6 su
viém hoai tir té bao gan thay ¢ sinh thiét gan.
Bénh nang va kéo dai trong giai doan hoat
dong mién dich (ALT ting va ting viém va
hoai tir t& bao gan) quyét dinh nguy co
nhitng bién chung gan. Viéc dao nguoc
huyét thanh tir HBeAg thanh anti — HBe, tu
nhién hay do diéu tri thi déu lién quan cu thé
véi viéc giam HBVDNA dén muc thap (<
10° copies/ml), binh thuong hoa enzym gan,
su giam viém hoai tr trén md gan. Sau cung
cua nhiing su kién nay la biéu hién cua thoi
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ky chuyén tiép téi giai doan khong hoat
dong. Mot sé truong hop khi co thé suy yéu
c6 thé chuyén qua giai doan tai hoat dong
cua virus °. HBV duéi dang cac hat Dane
xam nhap vao té bao gan bang céch gin vao
vo virion nho mot sb yéu té dac hiéu trén bé
mat té bao gan. Mang HBV hoa mang Voi
mang té bao gan dé xam nhap vao té bao
gan. Vao té bao gan, HBV trit bo 16p vo va
vao nhan dudi dang DNA vong ho (relaxed
circular DNA: rcDNA). rcDNA dugc chuyén
do6i thanh DNA dang vong, khép kin, dong
héa tri (cccDNA) nho enzym DNA
polymerase cua virus. CccDNA sao chép ra
cac MRNA (3,5 kb pgRNA, 2,4 kb RNA, 2,1
kb RNA, 0,7 kb RNA), cac mRNA nay ra
bao tuong cua té bao. RNA tién gen
(pgRNA) tham gia vao qué trinh tong hop
cac protein 101 (HBeAg, HbcAg, ...). Vi vay
HBcrAg gom ba san pham protein cua
peRNA va RNA truéc 16i (preC RNA), 13
HBcAg, HBeAg va protein p22cr.®

Cac dau hiéu vé huyét thanh hoc nhu:
HBsAg, HBeAg, AST, ALT va tai lugng
virus HBV DNA la nhitng cbng cu quan
trong dé chan doan cac giai doan cua viém
gan B man tinh, x4c dinh thoi gian diéu tri,
theo doi diéu tri va phan ting nguy co dan
dén cac bién chung nhu xo gan va ung thu
gan. Nghién ctru nay da chi ra mot dau an cé
gi& tri trong phan biét giai doan (bang 3.2),
va méi twong quan cua N6 Véi cac chi s6
khéc theo dién tién timg giai doan cua viém
gan B man tinh 1a ndng d6 HBcrAg. Nong
d6 HBcrAg tiang cao nhét ¢ giai doan dung
nap mién dich véi nong do 6,64 + 1,13 log
U/mL, trong khi d6 & cac giai doan thanh
thai mién dich, giai doan khong hoat dong va
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giai doan tai hoat dong trung binh la 5,84;
3,69 va 5,34 log U/mL tuong ung (bang 3.1).
Két qua nay tuong dong véi nghién ctu cua
Maasoumy B, 2015 7, diéu nay cho thay
nong d6 HBcrAg co gia tri trong viéc danh
gia giai doan cta viém gan B man tinh. Viéc
chuyén d6i huyét thanh cua HBeAg c6 gid tri
trong viéc danh gia mac do hoat dong cua
virus ciing nhu quyét dinh qué trinh diéu trj.
Két qua bang 3.3 chi ra cd su khac biét rd rét
vé nong do HBcrAg ¢ nhém bénh nhan co
HBeAg am tinh va duong tinh & ca giai doan
thanh thai mién dich va giai doan khong hoat
dong. Nong dd6 HBcrAg cao hon & nhém c6
HBeAg duong tinh so véi nhdm cd HBeAg
am tinh cho thdy ndéng d6 HBcrAg c6 kha
ning du doan chuyén dao huyét thanh cho
khadng nguyén HBeAg. Su sao chép DNA
cia HBV 1a mot co ché phic tap doi hoi
nhitng con duong doc 1ap khac nhau va su
sao chép DNA caa HBV va san xuét céc
protein cua virus khong nhat thiét phai lién
két v6i nhau. Trong khi HBsAg c6 thé duoc
tong hop biang cach st dung ca cccDNA
ciing nhu cac doan HBV DNA nh¢ hon dugc
tich hop vao DNA vat chi, viéc san xuat
HBeAg va HBcAg doi hoi su hién dién cua
cccDNA bao gom toan bo bo gen
HBV 8. Viéc dinh luong cccDNA trong té
bao gan la kho kha thi trong viéc chan doan
va theo ddi diéu tri viém gan B man tinh.
Wang L va cong sy da chiang minh c6 su
twong quan giita nong do HBCcrAg huyét
turong va cccDNA trong té bao gan. °

Két qua nghién ciru ciing chi ra c6 su
tuong quan giita ndong do HBV DNA véi
nong d6 HBcrAg huyét trong vai r=0,49, p<
0,001 (so dd 3.1). Nhu vay, nhitng dir liéu

nghién ciu nay chi ra raing HBcrAg c6 thé
khdng chi phan &nh sy sao chép cua virus ma
con phan anh hoat dong san xuat protein caa
virus nhu mét dau hiéu cho sb luong té bao
gan bi nhiém bénh.

Tom lai, mirc @6 HBcrAg thay d6i dang
ké trong cac giai doan khac nhau cua bénh
nhan nhiém HBV man tinh. HBcrAg c6 thé
dong vai tro 1a diu hiéu co gia tri cho sy
nhan Ién cua virus ¢ nhitng ngudi c6 HBeAg
duong tinh. O nhitng bénh nhan HBeAg 4m
tinh, HBcrAg c6 thé giup phan biét giita
nhitng ngudi mang mam bénh khong hoat
dong va nhiing nguodi c6 bénh dang hoat
dong. Cac nghién ctru trong twong lai 1 can
thiét dé xac dinh thém gia tri cia HBcrAg
nhu mot ddu hiéu cho cac khia canh khac
nhau cua hoat dong bénh trong nhiém HBV
man tinh, dic biét 1a dé diéu tra xem dong
hoc cua HBcrAg c6 thé du doan kiém soat
mién dich hay khong hay c6 danh gia duoc
viée dap tmg diéu tri d6i v6i cac loai thude
khac nhau hay khéng?

Nghién cau nay thyc hién ¢ mac do co
ban, trén ¢ mau chwa du 16n, ciing chua
danh gia duoc qua trinh theo dai diéu tri, tién
trién nang cua viém gan virus B. Ching toi
s& tiép tuc nghién ciru dé thiy 16 hon vai tro
cua HBcrAg trong tng dung 1am sang.

V. KET LUAN

Nong d6 HBcrAg c6 sy khac biét giita cac
giai doan tién trién man tinh caa viém gan
virus B: cao hon & nhom dung nap va thanh
thai mién dich. Thap nhét ¢ giai doan virus
khong hoat dong.

Nong d6 HBcrAg c6 sy tuong quan voi
cac maker khéc trong theo dbi tién trién viém
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gan virus B cling nhu sy nhan Ién caa virus
va sy pha hay té bao gan.

KHUYEN NGH|

Can nghién cau voi ¢& mau 16n hon va
ma rong hon nira pham vién nghién ctiru cho
bénh nhan viém gan virus B dé thay 15 hon
vai tro cua HBcrAg trong 1dm sang.
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GIA TRI CHAN POAN PAI THAO PUO'NG TYP 1
CUA MOT SO KHANG THE TU MIEN

Vii Thi T4 Uyén!, Nguyén Thi Hué', Tran Thi Chi Mai?,
Trinh Thi Phwong Dung?, Tran Thi Thu Trang?,

TOM TAT

Muc tiéu: Xac dinh gia tri chin doan dai thao
duong typ 1 cia cac khang thé ty mién ICA,
IA2A, GADA va ZnT8A. Péi twgng va phwong
phap nghién ciru: Nhém bénh gém 60 bénh nhi
moi dugc chan doan dai thao dudng typ 1. Nhom
ching gdm 60 tré cung Itra tudi v6i nhom bénh,
khong méc dai thao dudng, c6 két qua ndng do
glucose mau khi doi < 5,6 mmol/L. Dinh luong
cac khang thé tr midn ICA, IA2A, ZnT8A,
GADA bang phuong phiap ELISA. Xac dinh gia
trj chdn doan DPTD typ 1 cua cac khang thé tu
mién don 1é hodc phdi hop sir dung ngudng cua
nha san va phan tich duong cong ROC dugc
dung dé tim diém cit t6i uu trong chan doan dai
thao duong typ 1 cua cc ty khang thé néu trén.
Két qua: Ty 1é dwong tinh ciia cac khang thé
IA2A, ZnT8A, GADA, ICA lan luot 1a: 61,7%;
46,7%; 38,3% va 36,7%. Ty 1€ duong tinh véi it
nhit 1 trong 4 khang thé 1a 86,7%. Phan tich
duong cong ROC cho thay khi sir dung don 1é
gia tri chan doan cua ty khang thé GADA va
ICA & mirc khong tét (AUC < 0,7 véi p < 0.05),
IA2A va ZnT8 ¢ muc trung binh (AUC > 0,7).
Tuy nhién khi két hop 4 khang thé duong tinh
dién tich dudi duong cong ROC ghi nhan dugc 1a
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0,817. Tai ngudng tdi wu cua cac ty khang thé
trong chian doan DTD typ 1, d6 nhay déu la
100% va d6 dac hiéu cao hon khi su dung
ngudng cua nha san xuét, trir GADA c6 do dic
hiéu thip hon. Két luan: Sir dung ngudng cua
nha san xuat, gia tri chin doan PTD typ 1 cua
cac khang thé ty mién don 1¢ thap, d6 nhay ting
1én khi phdi hop 2, 3 hay 4 khang thé. Phan tich
duong cong ROC, ngudng tdi wu cia cc tu
khang thé trong chan doan DTD typ 1c¢6 do nhay
va d dac hiéu cao hon khi sir dung ngudng cua
nha san xuét, trir GADA c¢6 d6 dic hiéu giam di.

Tir khoa: dai thao duong typ 1, ICA, [IA2A,
GADA, ZnT8A

SUMMARY

DIAGNOSTIC VALUE OF TYPE 1
DIABETES MELLITUS OF ISLET
AUTOANTIBODIES

Objective: To evaluate the diagnostic value
of type 1 diabetes of autoantibodies ICA, 1A2A,
GADA and ZnT8A. Subjects and Methods: 60
pediatric patients newly diagnosed with type 1
diabetes were included. Control group consisted
of 60 children of the same age as the disease
group, without diabetes, with a fasting blood
glucose concentration < 5.6 mmol/L. Serum islet
autoantibodies ICA, 1A2A, ZnT8A, GADA were
quantitated by ELISA method. Diagnostic value
of type 1 diabetes of autoantibodies alone or in
combination using the manufacturer's threshold
was determined. ROC curve analysis was used to
find the optimal cut-off value in the diagnosis of
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type 1 diabetes of these autoantibodies. Results:
The positive rate of IA2A, ZnT8A, GADA, ICA
were 61.7%, 46.7%; 38.3% and 36.7%
respectively. The positive rate with at least 1 out
of 4 autoantibodies is 86.7%. ROC curve
analysis showed that when used alone, the
diagnostic value of GADA and ICA
autoantibodies was not good (AUC < 0.7, p <
0.05), IA2A and ZnT8 were moderate (AUC >
0,7). However, when combining 4 positive
antibodies, the area under the curve was 0.817.
At the optimal cut-off values, their sensitivity in
the diagnosis of type 1 diabetes was 100% and
their specificity was higher than using the
manufacturer's threshold, except for GADA.
Conclusion: Using the manufacturer's threshold,
the diagnostic value of type 1 diabetes of single
autoantibodies is low, the sensitivity increases
when combining 2, 3 or 4 antibodies. Analysis of
the ROC curve, the optimal threshold of
autoantibodies in the diagnosis of type 1 diabetes
has higher sensitivity and specificity when using
the manufacturer's threshold, except for GADA
with reduced specificity.

Key words: type 1 diabetes mellitus, ICA,
IA2A, GADA, ZnT8A

I. DAT VAN DE

bai thao duong (BDTD) typ 1 1a mdt trong
nhiing rdi loan ty mién gay ra boi su phé huy
qua trung gian mién dich cac té bao p san
Xuit insulin trong d4o tuy, dan dén thiéu hut
tuyét ddi insulin va hau qua gay tang glucose
méu [1]. Céc nghién ciu cho thiy 95%
nhitng ngudi mac bénh dai thao duong typ 1
xuat hién khang thé tu mién dic hiéu [2], bao
gom céac khang thé khang acid glutamic
decarboxylase (GADA), khang thé khang
protein lién quan dén u tiét insulin (IA2A),
khéng thé khang té bao dao tuy (ICA), khang
thé khang protein van chuyén kém (ZnT8A)
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trong mau [3]. Cac ty khang thé nay la
nhitng dau hiéu c6 gia tri dé du doan bénh
DTD typ 1 va c6 thé dugc phat hién nhiéu
thang hoic nhiéu nim trudc khi bénh khoi
phat. Céc ty khang thé nay rat hitu ich trong
phén biét bénh DTD typ 1 khai phat muon
v6i DTD typ 2 ra ¢ tudi thanh nién [3].
Ngoai ra, chiing da duoc sir dung dé xac dinh
qua trinh tu mién dich trong DTD thai ky va
dé phan biét bénh BPTD typ 1 véi cac loai
bénh DPTP khéng do nguyén nhan ty mién
khac nhu bénh dai duong khoi phat ¢ tuoi
truong thanh & nguoi tré hoac bénh dai
duong lién quan dén dot bién ADN ty thé
[3]. Hiéu biét tan s6 cua nhing tu khang thé
trong quan thé 1a mot budc quan trong dé
hiéu rd hon va chan doan bénh dai duong typ
1. Theo hiéu biét cua ching tdi, c6 rat it cac
nghién ctiu vé tu khang thé trong DT typ 1
& Viét Nam. Mot cau hoi dat ra la gia tri cua
c4c tu khéang thé trong chan doan DTD typ 1
1a nhu thé ndo, st dung gié tri ngudng cua
nha san xuat cung cap hay ngudng xac dinh
tir nghién cau trén quan thé cu thé c6 hiéu
qua cao hon. Do vay, nghién ctru nay dugc
tién hanh nham xac dinh gia tri chan doan
PTP typ 1 cia mot sb xét nghiém dinh
lwong khang thé ty mién.

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

2.1 Poi twong nghién ciru

Péi tuong nghién ctru: nhém bénh gdm
60 tré tir 6 thang dén 18 tudi duoc chan doan
méi mac dai thdo duong typ 1 theo tiéu
chuin ADA nim 2019 [4] tai Khoa Noi tiét
— Chuyén hoa — Di truyén, Bénh vién Nhi
Trung wong. Tiéu chi lya chon: Tudi tir 6
thang dén 18 tudi biéu hién cap tinh, c6
nhiém toan ceton, khong c6 gai den va khong
béo phi. Tiéu chuéan loai trir: tré chwa xéc
dinh dugc loai bénh DTD, khong du thong
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tin nghién ctru, bénh nhan di dwoc chan doan
va dang diéu tri. Thong tin thu thap bao gom
tudi, gidi tinh, can nang, chiéu cao, dic diém
khoi phat, cac xét nghiém hoda sinh. Nhoém
dbi chimg gdm 60 tré cung ltra tudi v6i nhém
bénh khong mic dai thao duong, co két qua
néng do Glucose mau khi déi < 5,6 mmol/L.

Dia diém nghién ctu: Khoa Noi tiét-
Chuyén hoa- Di truyén va Khoa Héa sinh,
Bénh vién Nhi Trung Uong.

Thoi gian nghién cau: tir thang 01 dén
thang 10 nam 2020.

2.2 Phuwong phap nghién ciwu: Nghién
ctru mo ta cat ngang

- Thu thap céc thong tin v& nhan tric hoc
(tudi, gioi, chiéu cao, can nang), thdng tin
1am sang trong hd so bénh an caa bénh nhan
tham gia nghién cau. Lay 2ml méu tinh
mach cua bénh nhan va nhom chang theo
quy trinh chuan. Tién hanh dinh luong

I1. KET QUA NGHIEN cU'U

HbA1C, glucose, C-peptid, Insulin trén mau
bénh nhan va nhom chang.

- Binh luong céc tu khang thé ICA, 1A2A,
ZnT8A bing phuong phap ELISA (kit cua
hing MEDIPAN) va GADA (hing DGR,
Dirc). Xac dinh gia tri chan doan DTD typ 1
ctia cac khang thé tu mién don 1¢ hodc phdi
hop bing tinh d6 nhay (Se), d6 dic hiéu
(Sp), gia tri du doan am tinh (NPV), gia tri
du doan duong tinh (PPV) sir dung ngudng
ctia nha san xuat (ICA 1a 1,0 binding index;
IA2A la 10,0; GADA la 1,05 va ZnT8A la
15,0 IU/ml). Phan tich duong cong ROC
duoc dung dé tim diém cit (cut-off value) toi
vu trong chan doan PTD typ 1 cua céc tu
khang thé néu trén.

2.3. Pao duc nghién cau

Moi thdng tin cua ddi twong nghién cau
déu duoc gitr bi mat. Nghién ctu thuc hién
vi muc dich khoa hoc, khdng vi bat ky muc
dich nao khac

Bing 1. Dic diém lim sang va cin lim sang ciia bénh nhin PTP Typ 1

Pic diém 1am sang va can 1am sang Két qua Khoing tham chiéu
N, n (%) 28/60 (46,7%)
Tudi chan doan (nam) 7,65 + 3,786
BMI (kg/m?) 15,75+ 2,811

Nhiém toan ceton

17/60 (28,3%)

Triéu ching 6 dién (khat nhiéu, dai nhiéu, st

59/60 (98,3%)

can)
Triéu chirng khéc 1/60 (1,7%)
Glucose mau khi d6i (mmol/L) 25,38 + 12,770 3,9-5,5
HbA1C méi nhap vién (%) 11,56 + 3,003 4-6,2
Insulin (mIU/L) (Min- Max) (Trung vi) 0(231622538 3-25
C — peptid (ng/ml) (Min- Max) (Trung vi) 0?01742;'7 0,81 -3,85
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Nhgn xét: Tat ca cac bénh nhi cd thé trang gay; phan 16n bénh nhan cé cac triéu chang
lam sang kinh dién nhu khat nhiéu, dai nhiéu, sit can, nong do glucose mau khi doi va
HbALC cao, nong d6 Insulin va C-peptid thap.

ZnTS8 n(+) = 28 GADA n(+) - 23

TAZ2A n(+) =37

ICA n(+) =22

Hinh 1. Biéu d6 Venn vé sw két hop cdc khdng thé tw mién ¢ nhiing bénh nhin PTD typ 1
c6 khdng thé tw mién dwong tinh

Nhdn xét: c6 22/60 bénh nhan duong tinh voi ICA, 23/60 bénh nhan duong tinh voi

GADA, 28/60 bénh nhan duong tinh vdi ZnT8A, 37/60 bénh nhan duong tinh véi IA2A va

¢6 9 bénh nhan duong tinh vdi ca 4 loai khang thé ty mién. Ty 1é duong tinh cua cic khang

thé IA2A, ZnT8A, GADA, ICA lan luot 1a: 61,7%; 46,7%; 38,3% va 36,7%. Ty 1& dwong

tinh véi it nhat 1 trong 4 khang thé 13 86,7%.
Bang 2. Gia tri chin dodn PTD typ 1 cua cac khdang thé tw mién sir dung nguwong cua

nha sdan xuat

To 18 Db diic Giatride | Giatriduy
Khang thé = y *. | Po nhay T doan am doan
hién mac hi¢u . .
tinh duwong tinh
% 23,3 38,3 91,7 59,8 82,1
GADA 26,0-
95%CI | 15,8-30,9 50.5 84,7-98,7 | 49,8-69,8 | 68,0-96,3
% 31,7 61,7 98,3 72,0 97,4
I1A2A 49,4- 95,1-
[¢) - ! ! - -
95%CI | 23,3-40,0 74.0 1016 62,2-81,7 | 92,3-102,5
% 18,3 36,7 100 61,2 100
ICA 24,5-
95%CI | 11,4-25,3 48’ 9 100 51,6-70,9 100
ZnT8A % 25,0 46,67 96,67 64,4 93,3
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o le o s | Cidtridw | Gidtridy
Khang thé = y ?5 P§ nhay (').A : doan am doan
hién mac o hiéu , .
j j tinh dwong tinh
34.0- 92,1-
(0) - ! ! - -
959%0CI | 17,3-32,7 59.3 1012 54,6-74,3 84,4-102,3
GADA % 36,4 68,0 90,0 77,1 85,0
& 1A2A 9590CI | 27,4-45,4 5850,15 82,4-976 | 67,3-87,0 73,9-96,1
GADA % 28,3 48,3 91,7 64,0 85,3
& ICA 959%0ClI | 20,3-36,4 3651,70- 84,7-98,7 | 53,8-74,1 73,4-97,2
GADA % 38,3 65,0 88,3 71,6 84,8
& ZnT8A 959%6ClI | 29,6-47,0 5;27’91_ 80,2-96,5 | 61,3-81,9 74,4-95,3
% 36,7 71,7 98,3 77,6 97,7
I1A2A & ICA 60,3- 95,1-
(0) - ! ! - -
9596ClI | 28,0-45,3 83.1 1016 68,3-87,0 93,3-102,1
% 35,0 65,0 95,0 73,1 92,9
IA2A & ZnT8A 52 9- 89 5-
(0) - ! ! - -
9596ClI | 26,5-43,5 771 1005 63,2-82,9 85,1-100,6
% 32,5 61,7 96,7 71,6 94,9
ICA & ZnT8A 49 4- 92.1-
(0) - ! ! - -
9590CI | 24,1-40,9 74.0 1012 61,8-81,4 87,9-101,8
GADA & IA2A % 425 75,0 90,0 78,3 88,2
& ICA 9590CI | 33,7-51,3 ?;é’%- 82,4-97,6 | 68,5-88,0 79,4-97,1
GADA & % 442 75,0 86,7 77,6 84,9
IA2A&ZNT8A | 95%CI | 35,3-53,1 %%%- 78,1-95,3 | 67,6-87,6 75,3-94,5
GADA & ICA % 40,0 68,3 88,3 73,6 85,4
& ZnT8A 9590CI | 31,2-48,8 ?3%’61- 80,2-96,5 | 63,4-83,8 75,4-95 .4
LA2A & ICA & % 39,2 73,3 95,0 78,1 93,6
62,1- 89,5-
ZnT8A 0 - ! ' - -
9596CI | 30,4-47,9 84.5 1005 68,6-87,6 86,6-100,6
GADA& IA2A % 450 76,7 86,7 78,8 85,2
&ICA& 959%CI | 36,1-53,9 66,0- 78,1-95,3 | 68,9-88,7 75,7-94,7
ZnT8A 0 87,4
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Nhén xét: St dung gia tri ngudng ciia nha san xut, o nhay chan doan cua IA2A 1a cao
nhét, ICA 1a thap nhit. Do dic hiéu cua cic khang thé déu trén 80%, cao nhét 1a ICA (100%),
thdp nhit 1a GADA (91,7%). Gia tri du doan am tinh cta IA2A cao nhét, cia GADA thip
nhit. Gi4 tri du doan duong tinh cta ICA cao nhat (100%), cia GADA thip nhat (82,1%).
Khi két hop dong thoi 4 khang thé thi ting d6 nhay nhung giam d6 dic hiéu.
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Source of the o
Cunve

—cADA
—IcA
0.6 1824

—znTaA 0.8
Reference Line

o
o
o
o
i

Sensitivity
Sensitivity
—

o
=

0.2

. o 0o T T T T
1 - Specificity 0.0 02 04 06 08 10

Diagonal segments are produced by ties 1 - Specificity

Hinh 2. Puong cong ROC ciia GADA, IA2A4, ICA, ZnT8A va két hop 4 khdng thé trong
chén dodn ddi thdo dwong typ 1

Nhdn xét: Ca 4 khang thé tu mién déu co dién tich dudi dudong cong (AUC) ¢ miic trung
binh. AUC ctua GADA, IA2A, ICA va ZnT8A huyét twong lan luot 13: 0,65, 0,80, 0,683 va
0,717. Khi két hop 4 khang thé 1am cai thién gia tri chan doan dai thao duong typ 1 (AUC la
0,817).

Bing 4. So sdnh dé nhay va dé dic hi¢u ciia cdc tw khdng thé trong chin dodn ddi
dwong typ 1 sir dung diém cit t6i wu tiv phén tich ROC véi ngwing nha sin xudt

. g Nguwdng toi wu tir phan tich
Nguwéng cia nha san xuat ROC
Khang thé piém Do P dic higu | Piém | P nhay Dq.flac

cit nhay (%) cit (%) higu

(%) (%)

ZnT8A (1U/ml) 15 46,7 96,7 10,233 100 98,9
IA2A (1U/ml) 10 61,7 08,3 8,447 100 100
GADA (1U/ml) 1,05 38,3 91,7 0,97 100 85,9

ICA

(Binding index) 1,0 36,7 100 0,8005 100 100

Nhén xét: Khi sir dung ngudng téi wu tir phan tich ROC, d6 nhay cai thién nhiéu va do
dic hiéu phan 16n cao hon khi sir dung ngudng nha san xuat (trir GADA c6 do dac hiéu giam
di).
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IV. BAN LUAN

Nghién cau cua chdng toi thuc hién trén
60 bénh nhi dai thao duong typ 1, trong do
sb ty 1& tré nam gap 53,3% nhiéu hon tré nit
46,7%, tuy nhién sy khac biét khdng cé y
nghia thong ké. C4c tré trong nghién ctru déu
cd triéu chang cip tinh: dai nhiéu, udng
nhiéu, gay sut can, 28,3% nhiém toan chuyén
hoa, va cac xét nghiém can lam sang duong
huyét khi doi, HbAlc cao, con C-peptid,
Insulin giam (Bang 1). Diéu nay pht hop voi
biéu hién dién hinh cua TP typ 1 & tré em
la dai nhiéu, ubng nhiéu, va khoang 1/3 cac
trudng hop ¢é nhiém toan ceton [5].

Trong nghién cau nay, khi st dung riéng
ting ty khang thé thi do nhay chan doan
khdng cao tai ngudng nha san xuit dua ra
(bang 2). Khi phdi hop 2 khéang thé, do nhay
chan doan cao nhat khi két hop IA2A va ICA
(71,7%), thap nhat khi két hop GADA va
ICA (48,3%) Tuy nhién khi két hop I1A2A va
GADA, ICA lam ting d6 nhay chan doan 1én
cao nhat (75%) (bang 2). Két qua cua ching
t0i c6 su khac biét so vai cac nghién cuu
khac. Mot s6 nghién ctru da ghi nhan rang st
dung ZnT8A két hop vi GADA va IA2A di
dugc chimg minh 13 lam tang d6 nhay chan
doan 1én dén 93-98% ¢ quan thé nguoi da
trang [7,8]. Str dung két hop ZnT8A va
GADA d6 nhay chan doan 1én dén 100%.
Tuy nhién trong nghién cau cua ching toi
khi két hop 3 khang thé nay, d6 nhay chi dat
75%, 46 dac hiéu 1a 86,7%, thap hon so véi
viéc két hop IA2A va GADA, ICA; mic du
hau nhu tat ca bénh nhan duong tinh véi ICA
trong nghién ctu nay déu c6 GADA hoic
ZnT8A duong tinh. Nghién cuu cua
Chayanis (2018) ghi nhan rang str dung két
hop ZnT8A va GADA da xac dinh duoc
100% bénh nhan duong tinh véi khang thé
[6]. Cac thir nghiém két hop gitra ZnT8A va

GADA trong nghién curu cua ching toi chi
c6 thé x4c dinh dugc 80% bénh nhan DTD
typ 1 duong tinh véi tu khang thé.

Phén tich dudng cong ROC cho thay khi
st dung don 1& gid tri chan doan cua tu
khéng thé GADA va ICA & mic khong tot
(AUC <0,7 véi p <0.05), IA2A va ZnT8 &
muc trung binh (AUC> 0,7) (hinh 2). Két
qua nghién cru cta chang t6i twong dong véi
két qua nghién cau cua Chayanis (2018) [6].
Tuy nhién khi két hop 2 hay 3 hay 4 khang
thé dwong tinh, dién tich dudi duong cong
ROC ting lén dang ké. Dac biét khi két hop
4 khang thé duong tinh dién tich dudi duong
cong ROC ghi nhan dugc la 0,817 (hinh 2).
Nhu vay c6 thé thdy sir dung két hop nhiéu
khéng thé duong tinh gi4 tri chan doan DTPH
typ 1 ting 1én muc tot. Phan tich duong cong
ROC, ngudng tdi uu cua cac ty khang thé
trong chan doan DTP typ 1c6 do nhay va do
dac hiéu cao hon khi sir dung ngudng cua
nha san xuat, trir GADA c6 d6 dac higu giam
di (bang 4). Do d6 viéc st dung phdi hop cac
tu khéng thé va ap dung ngudng tbi wu cho
quan thé, gia tri chan DTD typ 1 cua céc tu
khéang thé tot hon.

V. KET LUAN

Str dung ngudng cta nha san xudt, gia tri
chan doan DTD typ 1 cia cac khang thé tu
mién don 1¢ thap, do nhay tang 1én khi phbi
hop 2, 3 hay 4 khang thé. Phan tich dudng
cong ROC, ngudng t6i wu cua cac ty khang
thé trong chan doan DTD typ 1c¢6 do nhay va
do dac hiéu cao hon khi str dung ngudng cua
nha san xuét, trirt GADA c6 d6 dic hiéu giam
di.
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Duwong Huy Hoang* Ngb Vian Manh*

P6i twong va phwong phap nghién ctu:
nghién cru mo ta cit ngang trén 66 bénh nhan
dai thao duong typ 2, diéu tri noi trd tai Bénh
vién Noi tiét Trung wong.

Két qua: Bé day noi trung mac (IMT) trung
binh 14 1,59 + 0,71 (mmm), ty I1¢ BN c06 day IMT
va ¢6 mang vira xo ¢ dong mach dui chung la
37,9% va 36,4%, ty 1€ BN bi hep ¢ dong mach
dui chung 1a 4,5%, tit ca cac bénh nhan nay déu
hep dudi 50%. Bénh nhan dai thao duong typ 2
c6 rdi loan cholesterol, triglycerid, HDL-C,
LDL-C va rdi loan lipid mau chung thi IMT
trung binh va ty 1€ mang vira xo & dong mach dui
chung cao hon c6 ¥ nghia thong ké so véi nhom
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bénh nhan khéng cé céc rdi loan nay, (p < 0,05).
IMT & dong mach dui chung c6 méi twong quan
thuan muc d6 kha chat véi ndng do triglycerid (r
= 0,52; p < 0,001) va LDL-C (r = 0,66; p <
0,001); tuong quan muc do chat voi nong do
cholesterol (r = 0,70; p <0,001).

Két luan: ¢ bénh nhan dai thao duong typ 2,
ri loan lipid mau c6 lién quan dén IMT va vita
x0 dong mach dui chung.

Tir khéa: r6i loan lipid mau, dai thio duong
typ 2, dong mach dui chung, vira xo dong mach,
bé day ndi trung mac.

SUMMARY
RELATIONSHIP BETWEEN
DYSLIPIDEMIA AND COMMON
FEMORAL ARTERIAL

ABNORMALITIES IN PATIENTS
WITH TYPE 2 DIABETES MELLITUS

Objective: To investigate the relationship
between dyslipidemia and common femoral
artery abnormalities in patients with type 2
diabetes.

Subjects and methods: a cross-sectional and
descriptive study on 66 inpatients with type 2
diabetes at the National Hospital of
Endocrinology.

Result: The mean intima-media thickness
(IMT) was 1.59 mm. The percentage of patients
with thickened IMT and atherosclerotic plaque in
the common femoral artery was 37.9% and
36.4%, respectively. The percentage of patients
with common femoral arterial stenosis was 4.5%,
with all of these patients having stenosis less
than 50%. In patients with disorders of
cholesterol, triglycerides, HDL-C, LDL-C, and
dyslipidemia in general, the mean IMT and the
percentage of atherosclerotic plaque in the
common femoral artery were significantly higher
than those of patients without these disorders (p
< 0.05). Common femoral arterial IMT

moderately positively correlated with triglyceride
(r =0.52; p < 0.001), and LDL-C (r = 0.66; p <
0.001), and strongly positively correlated with
cholesterol (r = 0.70; p < 0.001).

Conclusion: In patients with type 2 diabetes,
dyslipidemia is associated with IMT and
common femoral arterial atherosclerosis.

Keywords: dyslipidemia, type 2 diabetes,
common femoral artery, atherosclerosis, intima-
media thickness.

I. DAT VAN DE

O nguoi bénh dai thao duong typ 2, dic
biét 1a kiém soat glucose mau kém, tinh trang
réi loan lipid mau khoa phé bién, dugc dic
trung bdi tang lipoprotein giau triglycerid
sau an, tang cholesterol, LDL-C ma c6 thé
lam ting stress oxy hoa va lam ton thuong
chirc nang ndi mac ca truc tiép va gian tiép,
nhitng thay d6i ndy gop phan vao qua trinh
ta0 mang vira xo va gy tic mach [1], [2].
Cac bénh nhan dai thao duong cé nguy co
phéat trién xo vita dong mach cao hon tir 2
dén 6 1an so véi nguoi binh thuong, mot
phan cua nguy co cao nay la do cac réi loan
lipid mau [3]. Vi vay, hién nay trong thyuc
hanh didu tri bénh dai thao duong typ 2, viac
kiém soét lipid méu ¢ bénh nhan dai thao
duong typ 2 ngdy cang dugc quan tam nham
nang cao chat luong cudc song ciing nhu
ngan chin céc bién chung man tinh, dic biét
ld bién chang tim mach, véi bénh nhan
khéng c6 bién cb tim mach mac khuyén cao
LDL-C nho hon 2,6 mmol/L, v6i bénh nhan
c6 bién cb v& mach mau muc khuyén céo
LDL-C nho hon 1,8 mmol/L [3]. Bong mach
dui chung 1a doan dé dang cho viéc khao sat
ca vé kich thudc va cau trac, thuan lgi cho
viéc do do day noi trung mac thanh dong
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mach, dong thoi dong mach dui chung ciing
1a doan c6 ty Ié ton thuong cao trong bénh ly
dong mach ngoai vi ¢ bénh nhan BTD typ 2
[3], [5]. Trong vai thap ky gan day trén thé
giéi dd c6 nhidu nghién ctu vé van dé& nay
nhung & nude ta chua co nhiéu cong trinh
nghién ciu cdng bd vé siéu am dong mach
dui chung trong dai thao duong. Vi vay,
chiing tdi tién hanh nghién ctru dé tai nay voi
muc tiéu: khao sat méi lién quan giita tinh
trang roi loan lipid mau véi ton thuong dong
mach dui chung ¢ bénh nhan dai thao duong
typ 2.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U

1. Poi twong nghién ciru

Gom 66 BN DTD typ 2 diéu tri ndi trd tai
bénh vién Noi tiét Trung wong, tir thang
12/2014 dén thang 07/2015.

*Tiéu chudn chen déi tweng nghién cru

- BN DTD typ 2 diéu tri ndi tra tai Bénh
vién Noi tiét Trung uong.

- BN dong y tham gia nghién cuu.

- BN thu thap du céac chi tiéu nghién ctu.

*Tiéu chudn logi khéi nghién ciu.

- BN c0 tién st hodc hién tai c6 cac bénh
tim mach kém theo nhu: Bénh tim bam sinh,
bénh van tim, co tim giy réi loan huyét
dong, bénh suy van tinh mach.

- Pang dung cac thudc: giam lipid mau,
chdng dong trong vong 1 thang trd lai day.

- Céc bénh cap tinh, bénh &c tinh.

- C4c bénh vé mau kém theo gay tic mach
hoac thiéu mau nang.

- BN bi DTD typ 1, DTD thai ky va DTD
typ khéc.

- BN cit cut chi hoic thao khop tir ¢d
chén tro Ién.

- BN khong hop tac, khéng thu thap du
chi tiéu nghién ctru.
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2. Phuwong phap nghién ciru

- Thiét ké nghién ctru: tién ciru, mo ta cat
ngang.

- Chon mAiu nghién ctu: bang phuong
phap chon mau thuan tién,

Tham kham 1am sang, 1am xét nghi¢ém can
lam sang, tham do chuc nang va dang ky ghi
hd so nghién ciru theo mau thdng nhat.

Can 1am sang: xét nghiém cac chi sé sinh
hoéa mau: triglycerid, cholesterol, HDL-C,
LDL-C, glucose luc doi, HbAlc.

Céc thanh phan lipid mau bao gom:
cholesterol toan phan, triglycerid toan phan,
HDL-C, LDL-C dinh lugong theo phuong
phap enzym so mau, trén mady AU 680 cua
M§.

Siéu am danh gid dong mac dui chung
(BMDC): str dung may siéu am Doppler mau
Philip HD 11 XE tai khoa Chan doan hinh
anh va thim do chtrc nang Bénh vién Noi tiét
Trung uwong. Po IMT theo phuong phap cua
Pignoli. Po IMT BDMDC tai thanh xa cua
DM céich chd phan chia thanh PM dui nong
va DM dui sau 2cm noi khong ¢c6 MVX, thoi
diém do twong tmg dau phac bo QRS. IMT
1a khoang céach gitra ria trén cua I6p ngi mac
DM cho dén ria trén cia duong ranh gigi 16p
ngoai mac, don vi la mm [10]: binh thuong
néu IMT < 1mm, day IMT khi 1 < IMT <
2mm, mang vita xo khi IMT > 2mm.

- Tiéu chuén st dung trong nghién ctru:

+ Tiéu chuan chan doan DTD theo
khuyén cdo ADA nam 2014 [1].

+ Chan doan DTD typ 2 theo WHO 1999
van dung phu hop véi Viét Nam [1].

+ Chan doén rdi loan cac thanh phan lipid
méu theo B Y té Viét Nam 2014.

3. Xir ly s liéu: xu ly sb lidu bang phan
mém SPSS 16.0.
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Ill. KET QUA NGHIEN cUU

Bdng 3.1. Pdc diém chung ciia déi twong nghién ciru

Chi tiéu S6 lwong (n = 66) Ty 1 (%)
. <60, n (%) 40 60,6
Tuol
y > 60, n (%) 26 39,4
(nam) -
Trung binh 57,4+99
.. Nam n (%) 30 45,5
Giai N
Nir n (%) 36 94,5
BMI trung binh (kg/m?) 22,5+3,0
Thaoi gian phat hién (nam) 6,6 £5,8
Glucose trung binh (mmol/L) 12,1+48
HbAlc (%) 95+21

Tudi trung binh 57,4 + 9,9 nam, chi yéu tudi < 60 (60,6%), ty 18 nir 1a 54,5%, thoi gian

phat hién DTD trung binh 1a 6,6 = 5,8 nam.

Bdng 2. Pdc diém roi logn cac thanh phan lipid mau

Chi tiéu S6 lwong (n = 66) Ty 1€ (%)
<5,2 31 47,0
Cholesterol
>572 35 53,0
(mmol/l) N
Trung binh 534 +1,57
Triglycerid =2.3 42 63,6
gy >23 24 36,4
(mmol/l) N
Trung binh 2.33+1,27
HDL-C >0,9 54 81,8
(mmol/l) <0,9 12 18,2
Trung binh 1,16 + 0,29
LDL.C < 3,4 40 60,6
>34 26 39,4
(mmol/l) N
Trung binh 3,27+1,22
‘- - Cé 49 74,2
Roi loan lipid chung R
Khéng 17 25,8

Ty 18 BN tang cholesterol gap nhiéu nhat (53%), taing LDL-C la 39,4%, giam HDL-C gip
it nhat (18,2%). Ty 18 réi loan lipid méau chung 1a 74,2%.
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Bdng 3. Tinh trang tén thiwong dgng mach dii chung & bénh nhén ddi thdo dwong typ 2

Chi tiéu S6 lrgng (n=66) Ty 1é (%)
IMT trung binh (mm) 159+0,71

MV X 24 36,4

Day 25 37,9

Hep long mach 3 45

<50% 3 4,5

Mirc do hep

> 50% 0 0,0

Ty 16 BN BTD typ 2 ¢6 mang vita xo & PMDC 14 36,4%, day noi trung mac 1a 37,9%. Ty Ié
BN bi hep ¢ PMPC ctia nhom BN DTD typ 2 13 4,5%, tat ca cac BN nay déu hep dudi 50%.

Bdng 4. Lién quan gi@#a IMT va mdng vita xo ¢ dpng mach dui chung véi cholesterol
véi céac thanh phdn lipid mau va réi logn lipid mau

Chi tiéu IMT PMPC p MVX p
<5,2 (n=31 1,11+ 0,46 2(6,5
Cholestrol <5,2 (n=31) < 0,001 (6,5) < 0,001
(mmol/l) > 5,2 (n=35) 2,01 +0,62 22(62,9)
i i <23 (n=42 1,26 £ 0,56 5(11,9
Triglycerid <2,3 (n=42) < 0,001 (11,9 < 0,001
(mmol/l) > 2,3 (n=24) 2,17 + 0,55 19(79,2)
- <0,9 (n=12 1,69 + 0,68 1(8,3
HDL-C (n=12) < 0,001 (8.3) <005
(mmol/l) > 0,9 (n=54) 1,10 + 0,67 23 (42,6)
- < 3,4 (n=40 1,26 £ 0,57 6 (15
LDL-C (n=40) <0.001 15 | 001
(mmol/l) > 3.4 (n=26) 2,10 £0,59 18 (69,2)
Oi Co6 (n=49 1,74 £0,72 23 (46,9
.R.ol loan a ( ) < 0,001 (46.9) < 0,001
lipid chung Khong (n=17) 1,15 + 0,44 1(5,9)

BN BTD typ 2 c6 rdi loan cholesterol, triglycerid, HDL-C, LDL-C va rdi loan lipid mau
chung, IMT trung binh va ty 1é mang vita xo & PMPC cao hon c6 ¥ nghia théng ké so voi
nhom khéng c6 cac rdi loan nay, (p < 0,05).

4

-~ 3

g

g

<5

E % *y=03178x-0,1084
1 RZ=0.4900
0 T T T T T 1

0 2 4 6 8 10 12

Cholesterol (mmol/l)

Biéu do 1. Twong quan giita IMT ¢ DPMPC véi cholesterol

C6 méi tuong quan thudn mirc d6 chit gitta IMT véi cholesterol (r = 0,70; p < 0,001).
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*=0.4356

LDL-C (mmol/)

Biéu dé 2. Twong quan giita IMT ciia PMPC véi LDL-C

C6 mbi twong quan thuan mirc 46 kha chit gitra IMT véi LDL-C (r = 0,66;

<0,001).

v =0.2347x+1,0447

RE=0.2704

Triglycerid (mmol/l)

6 8 10

Biéu dé 3. Twong quan giia IMT ciia PMBC véi triglycerid
C6 méi tuong quan thuan mic d6 kha chat gitra IMT véi triglycerid (r = 0,52; p < 0,001).

IV.BAN LUAN

Noi trung mac dugc xem nhu mdt co quan
noi tiét, tham gia vao dam bao chic ning
huyét dong cua thanh mach, ¢ chtc ning
bao vé thanh mach va 1a noi tiép xdc truc
tiép v6i dong mau; vi vay, ciing 1a noi dau
tién ton thuong boi vira xo dong mach nén
nodi trung mac ¢ cing yéu té nguy co voi
vita xo dong mach [9]. Tang IMT lam tang
nguy co bién ching vita xo dong mach va
lam tang ty 1& xuat hién cac bién chiing ma
dién hinh 13 dot quy no va nhoi méau co tim.
Nhiéu nghién ctru trong va ngoai nudc vé noi
trung mac & BN BTD typ 2 thi thay rang:
Cung voi tang IMT la tang ty 1¢ mang vira

x0, thuc chat mang vita xo bit ngudn tir su
day Ién cua noi trung mac [5], [8]. Téc gia
Gianni Belcaro va cong su (1996) da chi ra
rang ty 1&é mic cac tai bién caa tim mach
trong twong lai co lién quan dén phan loai
hinh thai dong mach va diém sé siéu am
dong mach. Vi vay, siéu &m dong mach co
thé duoc coi 1a phwong phép sang loc Véi chi
phi thap dé danh gia sém vira xo dong mach
[6]. Két qua nghién ciru trén 66 BN BTD typ
2 thiy rang: ty 16 BN c6 day noi trung mac
DbMDC (74,3%) trong d6 BN c6 mang vira
xo chiém 36,4%. Két qua nay tuong tu
nghién ctru cia Vi Thi Ha Ninh (2011) cho
thdy da s6 BN bi DTD typ 2 c6 day ndi trung
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mac BDM dui (77,42%) trong d6 BN c6 mang
vita xo chiém 35,48% [4]. Bong thoi, ching
t6i ciing nhan thay, & nhom BN DTD typ 2
ty 1€ BN bi hep 1ong mach ¢ BPMBC hai bén
la 4,5%. Tat ca BN nay déu c6 hep dudi
50%. Két qua nay twong tu nghién ctu cua
Vii Thi Ha Ninh (2011) cho thay khéng c6
BN nao c6 hep DM dui ¢ mirc > 50% va tac
mach nhung van toc tdm thu & nhém co
mang vira xo cao hon mot cach cé y nghia so
véi nhom khéng c6 mang vira xo [4].

R4i loan lipid méau 1a yéu t6 nguy co bién
chang tim mach. Song né lai thuong phdi
hop véi cac yéu té nguy co khac lam cho ty
I& va mitrc d6 cac bién chang lai cang tro nén
phtic tap. Dac biét, trong DTD typ 2 két hop
v6i cac thanh phan khac cua hoi chang
chuyén hoa, tao thanh vong xoan bénh ly,
cang khé khin trong tién luong va diéu tri.
Nghién cau Framingham, Masmoudi S. cho
thay bénh Iy dong mach chi dugi & BN DTD
¢6 lién quan dén rdi loan chuyén hoa lipid.
Nghién ctu cua David N.O. va cong su
(2003) thay co6 su lién quan chit ché cua
IMT dong mach dui véi tang cholesterol,
tang triglycerid va giam HDL [7]. Nguyén
Hitu Chuc (2010) thdy rang o nhiing BN
DTD typ 2 c6 réi loan lipid mau déu co ty 1é
ton thuwong dong mach chi dudi cao hon BN
DTPD khong bi réi loan lipid (p < 0,05) [2].
Nghién ciu caa Tran Hong Nghi (2005) cho
thdy rd mdi lién quan chat ché gitra rdi loan
lipid mau véi IMT ¢ BPMDBC va mang vira xo
dong mach khi khao sat 216 BN ting huyét
&p ¢6 rdi loan lipid méau vai nhém khéng cé
rdi loan lipid mau: IMT trung binh 1a 0,88 +
0,23mm, ty 1& vita xo dong mach chiém
27,9% con nhém khong c6 réi loan lipid méu
IMT trung binh la 0,80 = 0,16mm, ty I¢ vira
xo dong mach 1a 3,5%. Pong thoi, van toc
tdm thu & nhom ting huyét ap co réi loan
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lipid cao hon nhém ting huyét 4p khong rdi
loan lipid (p < 0,05) [10]. Két qua phan tich
66 BN DTD typ 2, chiing t6i ghi nhan chi cd
17 nguoi khéng co réi loan lipid mau, ti 1¢
BN c6 réi loan it nhat mot thanh phan lipid
mau 1a 74,2%, IMT trung binh cia nhom nay
o bMDC 1a 1,74 £ 0,72mm cao hon c6 y
nghia thong ké so véi nhém khéng c6 rdi
loan lipid mau 1,15 + 0,44mm, (p < 0,001).
Ty 1é mang vira xo & nhém c6 rdi loan it nhat
mot thanh phan lipid mau (46,9%) ciing cao
hon c¢6 ¥ nghia so v6i nhém khdng bi rdi
loan lipid mau (5,9%); nhom BN DTD typ 2
¢ tang cholesterol, triglycerid, LDL-C va
giam HDL-C déu c¢6 IMT trung binh va ty 18
mang vita xo & DPMDC cao hon c6 y nghia
thng k& so v4&i nhom khéng ting
cholesterol, triglycerid, LDL-C va giam
HDL-C; IMT & BPMDC cua nhdm BN BTb
typ 2 c6 twong quan thuan mac do chat véi
nong do cholesterol trong méu (r = 0,70; p <
0,001) va tuong quan muc do kha chat vai
ndng do6 cua triglyceride (r = 0,52; p < 0,001)
va LDL-C (r = 0,66; p < 0,001). David N.O.
va cong su (2003) nghién ciru vé anh huong
cia BPTD typ 2 va cic yéu té nguy co tim
mach trén cau tric va chirc ning cac dong
mach chi duéi khong bi hep, ciing thiy co
mdi lién quan chat ché cua cua sy ting IMT
Vi cac yéu to: tang triglycerid, giam HDL-C
va hoi chang chuyén hoa [7]. Nghién ctu
cua Gariepy J. va cong su (1995) trén 101
nam gigi khdng cé triéu chung cua bénh vira
xo d6ng mach & do tudi tir 28 dén 60 cho
thiy IMT & dong mach canh va dong mach
dui c6 méi twong quan thuan mic do vira véi
tang cholesterol toan phﬁn (r=033; p <
0,001 va r = 0,34; p < 0,001), trong nghién
ctru cling chi ra IMT dong mach dui 1a chi
diém cho bénh Iy dong mach vanh [9].
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V. KET LUAN

Qua nghién ciru 66 BN DTD typ 2 tai
Bénh vién Noi tiét Trung wong chung t6i rat
ra mot sb két luan nhu sau:

+ B& day IMT trung binh 1a 1,59 + 0,71
(mmm), ty 1€ BN c6 day IMT va c6 mang
vira xo ¢ BDMDC 1a 37,9% va 36,4%, ty Ié
BN bi hep 6 DPMBC 1a 4,5%, tat ca cac BN
nay déu hep dudi 50%.

+ BN DTD typ 2 c6 rdi loan cholesterol,
triglycerid, HDL-C, LDL-C va rdi loan lipid
mau chung IMT trung binh va ty 1é mang
vira xo & DPMBC cao hon c6 ¥ nghia thong
ké so véi nhém khong cé cac réi loan nay, (p
<0,05).

+ IMT ¢ bMDC cua nhom BN DTD typ
2 ¢6 mdi twong quan thuan muc do kha chit
véi nong do triglycerid (r = 0,52; p < 0,001)
va LDL-C (r = 0,66; p < 0,001); trong quan
mtrc d6 chat voi nong do cholesterol (r =
0,70; p < 0,001).
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LIEN QUAN GIT*A NONG PO LIPID HUYET TUONG VO'I TON THUONG
BENH VONG MAC PAI THAO PUONG O BENH NHAN
PAI THAO PUONG TYP 2 TAI BENH VIEN TRUNG UO'NG THAI NGUYEN

Lwong Thi Hai Hal, Ping Pic Minh!, Nguyén Thi Hoal

TOM TAT

Muc tiéu: Phan tich mdi lién quan giira ndng
d6 mot sd chi sb lipid huyét twong voi nguy co
méc bénh vong mac dai thao dudng & bénh nhan
dai thao duong typ 2.

Poi twong va phwong phap: MO ta cat
ngang trén 395 bénh nhan dai thao duong typ 2
duogc diéu tri ngoai trd tai BV Trung Uong Thai
Nguyén.

Két qua: Ty I& bénh vdng mac dai thao
duong (VMDTD) la 18,5% trong d6 co6 63%
truong hop bénh VMDTD chua tang sinh va
37% VMPBTD tang sinh. Nong d6 mét sb thanh
phan lipid huyét tuwong (mmol/L) gom
cholesteroltp, triglycerid, HDL-C, LDL-C tuong
wng & nhom bénh nhan BDTD c6 bénh VMDTD la
5,42+1,46; 3,11+1,32; 3,31+1,62; 3,81+2,71 cao
hon ¢6 y nghia so v&i nhom bénh nhan BDTD
khong mic bénh VMDTP twong utng la
3,77+1,37; 2,16+0,98; 2,13 +1,23; 2,52 + 0,97.
Nong do cholesterolrs, triglycerid, HDL-C c6 su
lien quan tuyén tinh dén nguy co méc bénh
VMDTD. Nong d6 mot sé thanh phan lipid huyét
tuong khong c6 su khéc biét co ¥ nghia thong ké
theo mac d6 bénh VMDTD.

Két luan: Nong do mot sé thanh phan lipid
huyét trong & nhom bénh VMBTD cao hon c6 ¥
nghia so voi nhdm khéng c6 bénh VMDTD,

*Truong Pai hoc Y Duoc Thai Nguyén
Chiu trach nhiém chinh: Luong Thi Hai Ha
Email: haihamat@gmail.com

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021
Ngay duyét bai: 30.11.2021
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nong d6 mot sé thanh phan lipid huyét tuong
khong co su khac biét co ¥ nghia thong ké gitra
nhom bénh VMDTD chua ting sinh va nhom
bénh VMDTD tang sinh.

Ter khéa: Thi luc, bénh vdng mac dai thao
duong, dai thao duong.

SUMMARY
ASSOCIATION OF DIABETIC
RETINOPATHY AND LIPID PROFILE
IN TYPE 2 DIABETIC PATIENTS IN
THAI NGUYEN NATIONAL HOSPITAL

Objective: Analysis of the relationship
between lipid profile and risk diabetic
retinopathy.

Methods: A cross-sectional study of 395
patients with diabetes type in Thai Nguyen
National hospital.

Results: Totally 395 patients were included,
of which 18.5% had diabetic retinopathy. Of
which 63% of the patients had non-proliferative
diabetic retinopathy, 37% of the patients had
proliferative diabetic retinopathy. The lipid
profile including total cholesterol, triglycerid,
HDL-C, LDL-C level (mmol/L) corresponding in
diabetic  patients with retinopathy  were
5.42+1.46; 3.11+1.32; 3.31+1.62; 3.81+2.71
higher than in diabetic patients with no
retinopathy 3.77+£1.37; 2.16+0.98; 2.13+1.23;
2.52+0.97, corresponding. In the risk diabetic
retinopathy, was found to have statistically
significant correlation with the presence of
dyslipidemia, increased total cholesterol
(0.0367), triglycerid levels (p=0.0012) and HDL-
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C (p=0.0005). However the there was no
correlation with the occurrence and severity of
diabetic retinopathy.

Conclusion: In diabetic patients with
retinopathy, the lipid profile was higher than in
diabetic  patients with no  retinopathy.
Dyslipidemia was no significantly associated
with the proliferative diabetic retinopathy and
non- proliferative diabetic retinopathy.

Key words: Vision acuty,
retinopathy, diabetes.

diabetic

I. DAT VAN DE

Pai thao duong (DTP) 1a mot bénh rdi
loan chuyén héa glucid man tinh thudng gap.
Theo théng ké cua Lién doan DTD quéc té
(IDF 2017), trén thé gioi hién dang co 425
triéu nguoi mac DTD trong d6 tudi tir 20 dén
79 (ctr 11 nguoi Ién thi c¢6 1 ngudi mic
DTD), chi phi y té toan cau cho DTD chiém
12% (khoang 727 ty d6 la). Nam 2019, s6
bénh nhan méc DTP trén toan thé gisi 1a 463
triéu va du bao con sb nay 1én dén 700 triéu
nguoi vao nam 2045 [7]. Bénh DTD dang
gia ting trén toan thé giGi va ty 1 cac bién
ching ciing ting theo. Cac bién chung bao
gom bién ching mat, tim mach, than, than
kinh. Trong d6 bién chimng mat rat thuong
gap va kha nguy hiém nhat dic biét 1a bién
chung tai vong mac, ty 1& bénh nhan mac
bénh vong mac dai thao duong (VMDTD) tur
khoang 20% dén 35% [1]. Bénh VMBTD la
mot trong nhitng nguyén nhan hang dau gay
mét thi luc. Néu khong duoc phat hién va
diéu tri kip thoi s& gy ra nhitng tén thuong
nang né & day mat nhu: phu hoang diém, tan
mach vong mac, xuat huyét dich kinh, xuat
huyét véng mac... va co thé dan dén tinh
trang mu loa gdy anh huong nghiém trong

dén chat luong cudc séng cua ngudi bénh
2].

Ngay tor nam 1952, Keiding va cong sy da
c6 bao cao dau tién vé mdi lién quan gita
nong d6 mot s6 thanh phan lipid huyét tuong
Vai tién trién caa bénh VMDTD. Tur do dén
nay c6 nhiéu nghién ctu vé méi lién quan
nay di duoc thuc hién. Tuy nhién, két qua
céc nghién ciru con nhiéu tranh cai [8]. Tai
bénh vién Trung Uong Thai Nguyén hién
nay dang quan Iy gan 7000 bénh nhan DTD,
nhung chua cé nghién ctru nao danh gia veé
c6 mdi lién quan gitra ndng do lipid huyét
tuong voi ton thwong VMDPTD? Vi vay
nghién ctru nay duoc thuc hién vai muc tiéu:
“Phdn tich moi lién quan giira nong dé mét
sé chi sé lipid huyér twong véi nguy co mdc
bénh vong mac ddi thao dwong ¢ bénh nhan
dai thao dwong typ 2”

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

2.1. Péi twong nghién cieu

Nghién ctru duoc tién hanh vai trén 395
bénh nhan dai thao duong typ 2 dang dugc
theo ddi va diéu tri ngoai tra tai Bénh vién
Trung Uong Thai Nguyén.

*Tiéu chuan chon bénh nhan: Chan
doan DTD type 2 theo khuyén cdo caia WHO
(2005), dya trén cac dic diém 1am sang sau:

Bénh kheoi phat muon, thuong khong ré
triéu ching, bat dau tur tir, cac ddu hiéu an
nhiéu, udng nhiéu, dai nhiéu, gay st can
khong ro rét.

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

Hiém khi nhidm toan ceton.

Ap dung mot hoic phdi hop nhiéu phuong
phap diéu tri nhu thay d6i ché do in, ting
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cuong van dong, sir dung thudc ha glucose
méu bang dudng ubng hoic insulin.

*Tiéu chuén loai trir:

C6 céc bénh ly bé mat nhan cau.

Dang bi cac bénh ly bé mat nhan cau cép
tinh.

Tién st di tng véi Fluorescein.

Bénh nhan gia yéu hoic dang mang thai.

Bénh nhan khong dong y tham gia nghién
clru.

2.2. Pia diém, thoi gian nghién ciu

- Nghién ctru dugc tién hanh tai phong
khdam Mit va phong kham Dai thio duong,
BV Trung Uong Thai Nguyén.

- Thoi gian: tir thang 01 dén thang 06 nim
2021.

2.3. Phuwong phap nghién ctiru

Nghién ctru mé ta cit ngang

2.4. C& mau nghién ciu

C& mau duoc tinh theo cong thic udc tinh
mot ty 18 [7]:

pA-p)

n=220ax A

Trong do:

Z? (1-0/2) = 1,96 khi a. = 0,05.

p: ty 1& ton thwong tai mat gay giam thi
Iyc trén nhitng bénh nhan dai thao duong typ
2 ty 1€ nay 1a 27,0%, dya trén nghién cuu cua
tac gia Thomas (2019) [9].

o: muc ¥ nghia thong ké (a = 0,05)

A: sai s6 an dinh trong nghién ciu (5%)

n: s& bénh nhan téi thiéu can nghién ciu
dé két qua co y nghia.

Tinh ra n = 302,9 bénh nhan. Trén thuc té
chang tdi tién hanh nghién ciu nay trén 395
bénh nhan.

2.5. Phwong tién nghién caeu

Bang thi luc Landolt, hop tha kinh, bd do
nhan &p ké, sinh hién vi kham, kinh Volk,
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thudc gidn dong te Mydrin-P Fluorescein
10%, may chyp anh mau day mat, chup
mach huynh quang ddy mat, may xét nghiém
sinh h6éa mau...

2.6. Céc buéc tién hanh

- Hoi bénh:

+ Tubi.

+ Gioi.

+ Thoi gian mic bénh DTD.

- LAy mau xét nghiém sinh héa mau: Pinh
lugng cholesterolp, triglycerid, HDL-C,
LDL-C.

- Do thj luc, thi kinh néu thi luc < 7/10.

- Kham va danh gia ban phan truéc nhan
cau bang sinh hién vi.

- Soi day mit bang kinh Volk dé phat hi¢n
t6n thuong dy mat.

- Chyp anh mau day mit, néu cé ton
thuong nghi ngo thi chup mach huynh quang
phat hién vi phinh mach, tdn mach, xuét
huyét, phu hoang diém, xuat tiét,...

2.7. Céc bién sé nghién cieu

- Gigi: Nam hay nir

- Tudi: Chia 1am 2 nhém tudi:

+ <60 tudi (PTD ¢ d6 tudi lao dong)

+>60 tudi (BTD & nguoi gia)

- Panh gia thoi gian mac bénh DTD: La
thoi gian tinh tir khi bénh nhan duoc chan
doén chac chin bi DTD, tinh theo nam. Thoi
gian méc bénh chia thanh 2 nhém:

+ <10 nam

+> 10 nam

- Panh gia muac do6 kiém soat glucose
huyét: Dya vao néng do glucose méau hang
thang dé danh gia.

+ Kiém soat tot nong do glucose mau < 7
mmol/L

+ Khéng kiém soét tét ndng do glucose
mau >7 mmol/L
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- Danh gia giai doan bénh vdng mac dai thao duong:

Phéan loai Tén thwong quan sat dwge trén soi day mit
Bénh VMDTD chuwa ting sinh:
- Murc d6 nhe: C6 1 vi phinh mach
-Mirc d6 trung binh: C6 nhiéu vi phinh mach

- Mtrc do nang:

C6 nhiéu vi phinh mach va cac dau hiéu khac (nhu: cham va ddm
xuat huyét, nhi€u xuat ti€t cing, nhi€u xuat ti€t dang bong) nhung
chua dén muc do rat ning.

- Muc do rat nang:

La muc do ning + bat ky mot trong cac ddu hiéu sau: xuat huyét

vong mac (> 20% mdi goc phan tu), bat thudng tinh mach (trén 2

gdc phan tu), ton thuong vi mach vong mac (trén 1 goc phan tu),
va khong ¢ dau hiéu cia bénh VMPTD ting sinh.

Bénh VMPTDP ting sinh: La bénh VMDTD chua ting sinh ning + 1 hodc nhiéu diu hiéu
sau: tin mach, xuit huyét dich kinh va/hodc xuat huyét trudc vong mac.

2.8. Phwong phap xir Iy s6 liéu: Su dung phan mém Stata 14.2 va xt Iy sé liéu theo
phuong phap thong ké y hoc.

2.9. Pao diic nghién ciru: Nghién ctru duoc Hoi dong thong qua dé cuong nghién ciru va
Hoi dong Y duc truong Pai hoc Y Dugc Thai Nguyén théng qua.

INl. KET QUA NGHIEN CU'U
Bdng 1. Mgt sé dic diém 1am sang nhém bénh nhan nghién ciru (n=395)

Pic diém n %
X + SD (nim) 74,7468 Min-Max: 43-93
e <60 tuoi 7 1,8
Tuol —
>60 tudi 388 98,2
. Nam 201 50,9
Giol
Nit 194 49,1
X +SD 23,55 + 1,96 Min-Max: 18,7-29,1
BMI (kg/m?) <23 140 35,4
>3 255 64,6
Thei dian mé X + SD (nim) 11,4+45 Min-Max: 4-31
o1 glan méc <10 nam 146 37,0
bénh
>10 nam 249 63,0
HATT (X + SD) 131,9 + 14,2 110 - 170
, X + -
Huyét ép HATTr (X + SD) 775+11,9 60 — 110
Binh thuong 253 64,1
Tang HA 142 35,9
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Nhdgn xét: Khdng c6 su khéc biét vé giéi & nhom bénh nhan nghién cau. Bénh nhan cha
yéu & do tudi > 60, chiém t6i 98,2%, ty 16 bénh nhan c6 thira can, béo phi chiém 64,6%. Thoi
gian mic bénh trung binh 1a 11,4 nam, ty 1& bénh nhan c6 thoi gian >10 ndm chiém 63,0%.
C6 35,9% bénh nhan ting huyét &p.

Bdng 2. Ty 18 tén thiwong véng mac do bénh ddi thdo dwong

Chi s n %
Cé 73 18,5
Ton thwong VMDTD Khong 322 81,5
Téng 395 100

Phan loai ton thwong VMPTD
Mt d6 nhe 20 27,4
s Mirc d6 trung binh 9 12,3

VMDTD chua tang sinh —

Muc do nang 10 13,7
Mtc d6 rat ning 7 9,6
VMDTD tang sinh 27 37,0
Téng 73 100

Nhgn xét: Trong nghién cau caa ching toi ¢6 73 bénh nhan c6 tén thuong VMPTD,
chiém ti 1¢ 18,5%. Phan loai ton thwong VMBTD c6 46 bénh nhan dugc chan doan giai doan
bénh VMDTD chua ting sinh (chiém 63%), 27 bénh nhan bénh VMBTD ting sinh (chiém
37%).

Bdng 3. Nong dp mét sé thanh phan lipid huyét twong ¢ nhdm bénh nhan nghién citu

Ndng dé C6 bénh VMDTD Khong c6 bénh D
i (n=73) VMDTD (n=322)
Cholesterolrp (mmol/L) 5,42 + 1,46 3,77 +1,37 < 0,001
Triglycerid (mmol/L) 3,11+ 1,32 2,16 + 0,98 <0,001
HDL-C (mmol/L) 3,31+1,62 2,13 +£1,23 <0,001
LDL-C (mmol/L) 3811271 2,52 +£0,97 < 0,001

Nhgn xét: Nong do cholesterolrr, triglycerid, HDL-C, LDL-C & nhém bénh nhan c6 ton
thuong VMBPTD cao hon ¢6 y nghia so vi nhém bénh nhan khéng c6 ton thuong VMDTD
v6i sur khac biét c6 ¥ nghia thong ké véi p < 0,001.

Bdng 4. Méi lién quan gia néng d¢ mgt sé thanh phan lipid huyét fwong véi bénh
VMDTD

Chi s RR (95%CI) p
Cholesterolrp (mmol/L) 1,12 (1,01-1,25) 0,0367
Triglycerid (mmol/L) 0,84 (0,67-0,97) 0,0012
HDL-C (mmol/L) 1,19 (1,03-1,42) 0,0005
LDL-C(mmol/L) 1,10 (0,89-1,22) 0,0946
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Nhdn xét: Nong do cholesterolrr, triglycerid, HDL-C ting lam ting nguy co mac bénh
vOng mac dai thao duong véi p < 0,05 va 0,001, nong do Triglycerid tang lam giam nguy co
méc bénh vong mac dai thdo duong cé su lién quan tuyén tinh dén nguy co méc bénh véng

mac dai thao dudng véi p < 0,05 va 0,001.

Bdng 5. Nong dé mét sé thanh phan lipid huyét twong véi giai doan tén thwong bénh

VMDTD
Ndng db Bér}h VMDTD chua Bénh_VMDT}) ting 0
: tang sinh (n=46) sinh (n=27)
Cholesterol (mmol/L) 5,39 +£1,42 545+ 1,56 0,55
Triglycerid (mmol/L) 3,04+1,18 3,23+1,55 0,86
HDL-C (mmol/L) 3,27 +1,48 3,39+1,86 0,85
LDL-C (mmol/L) 3,86 + 3,29 3,/13+1,23 0,78

Nhdn xét: Nong do cholesterol, triglycerid, HDL-C, LDL-C giira nhém bénh nhan ton
thuong VMDTD giai doan chua ting sinh va tang sinh khong c6 su khac biét c6 y nghia

théng ké véi p > 0,05.

IV. BAN LUAN

*Pgc diém vé tudi va giéi ciaa ddi twong
nghién ciu

Trong nghién ctu caa chung téi, cé 201
bénh nhan nam chiém 50,9%, 194 bénh nhan
nir chiém 49,1%, khéng c6 su khac biét gitra
ty 1€ nam va ni.

Nghién ciu nay cho két qua tuong ty nhu
cua tadc gia Shimin Jiang va cong sy nam
2019 cho thay trong sé cic bénh nhan dai
thao duong thuong khéng co su khac biét
gitra ty 1€ nam va nix [6].

* Pic diém tén thwong tai mat

Trong nghién cau cuaa chdng toi co6 73
bénh nhan c6 ton thuong vong mac do dai
thao duong gay ra chiém ti 1& 18,5%. Trong
d6 cac hinh thai ton thuong gap trén nhom
d6i twong c6 bénh VMDTPD 1a vi phinh
mach, xuat tiét VM, xuit huyét VM, tan
mach VM, phu HP va tic mach.

Nghién cau cua ching t6i ciing cho két
qua tuong tu nhu trong nghién ctru cua tac
gia Tran Thi Thu Hién (2007) khi tién hanh
khao sat ton thuong VM trén 98 bénh nhan

DTD thi thay ty I& c6 ton thwong VM 1a 25%
VGi céac ton thuong hay gap nhat 1a vi phinh
mach, xuat huyét, xuat tiét, tan mach VM, va
c6 mot s6 trudng hop ¢ bong vong mac [2].

*Giai doan tonm thwong caa bénh
VMPTD trén ddi twong nghién ciu

Trong 73 bénh nhan dugc chan doan bénh
VMDTD thi c6 46 bénh nhan giai doan bénh
VMDTD chua ting sinh chiém 63% trong d6
ton thuong & muc do nhe chiém da sb
(27,4%), 27 bénh nhan bénh VMDTD ting
sinh. C6 25 bénh nhan c6 phu hoang diém.

Nghién ctu caa ching t6i cho két qua
turong tu nhu trong nghién ciru cua tac gia Lé
Thi Hién (2020) khi tién hanh nghién cau ton
thuong ddy mit trén bénh nhan PTD tai
bénh vién da khoa tinh Hoa Binh [1].

Theo nghién cuu cua tdc gia Salaria
(2019) trong s6 75 bénh nhan bénh VMBTD
duoc phan bd bénh VMDTD thi ty 1é bénh
VMDTD chua tang sinh muc do nhe, trung
binh, nang va rit ning twong tng la 33
(44%); 22 (29%); 8 (10%); 5 (6,66%): 6 7
bénh nhan chiém ty 1& 9,33% bénh VMBPTD
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tang sinh [5].

*Nong dd cholesterol, triglycerid, HDL-
C, LDL-C trong danh gia nguy co bénh
vOng mac dai thao dwong

Nghién cttu caa ching téi cho thdy nong
do cholesterol+p, triglycerid, HDL-C, LDL-C
& nhdom bénh nhan c6 bénh VMDTD cao hon
c6 y nghia so véi nhom bénh nhan khéng co
bénh VMBPTD (bang 3). Két qua nghién ctu
cua chung t6i cling phu hop vai nghién cau
cua tac gia Salaria (2019) da nghién ciru veé
nong do mot s6 thanh phan lipid huyét twong
¢ 150 bénh nhan dai thao duong trong do6 co
75 BN mic bénh VMDTPD (nhém I), 75 bénh
nhan khéng miac VMPTD (nhém II), két qua
nghién ctu cho thiy ndng do cholesterol TP,
triglycerid & nhom I cao hon cé y nghia so
véi nhom I, véi sy khac biét c6 y nghia
thdng ké p<0,05 [5].

Vé mbi lién quan gitra nong d6 mot sb
thanh phan lipid huyét twong véi bénh
VMBTD, két qua nghién cau caa chung toi
cho thdy: & nhom bénh nhan cé bénh
VMDTD c6 néng d6 mot sb chi sé lipid
huyét trong & nhom bénh nhan cé bénh
VMDTD cao hon c6 y nghia so vdi nhdm
khong c6 bénh VMDTD. Tuy nhién, khi
phan tich da bién danh gid ty s6 nguy co
trong dbi (RR: relative risk) cua nong do
mot sé chi s6 lipid huyét twong voi bénh
VMDTD thi chiing toi thdy chi c6 nong do
cholesterolyp, triglycerid, HDL-C c6 gia tri
trong danh gia nguy co bénh VMDTD véi p
< 0,05 va 0,001. Nghién ctu vé méi lién
quan gitra ndng d6 maot s thanh phan lipid
huyét twong véi bénh VMBTD, két qua cua
tac gia Salaria cho thdy ¢ nhom bénh nhan
¢6 réi loan ndng do cholesterolrs, triglycerid,
HDL-C thi ty I¢ bénh VMBTD ¢ cac muc do
déu cao hon c6 y nghia so vdi nhdm bénh
nhan khong c6 rdi loan cac chi sé trén [5].

108

Tuy nhién, trong mot phan tich gop tac Zhou
(2018) di phan tich qua 7 nghién ctru vé mdi
lien quan gitta mot s6 thanh phan lipid huyét
trong v6i bénh VMDTD, két qua cho thay
chua co sy khéc biét co y nghia thdng ké vé
nong do cholesterolrr, triglycerid, HDL-C &
nhém bénh nhan dai thao duong cO bénh
VMDTD so vdi nhém bénh nhan khdng cé
bénh VMBTD nén can c6 nhiing nghién ciu
V6i ¢& mau I6n hon nita dé tim hiéu méi lién
quan nay [8].

Nong d6 mot s thanh phan lipid huyét
twong ¢ nhém bénh nhan c6 bénh VMDTD
theo phan loai bénh, két qua nghién cau cua
chidng t6i cho thay, khdng c6 su khac biét c6
y nghia thong ké vé nong do mot sé chi sd
lipid huyét twong giita 2 nhém bénh nhan
bénh VMDTD tang sinh véi nhom bénh
nhan bénh VMBTP chua ting sinh. Két qua
nghién cau cua chang toi ciing twong ddng
véi nghién cuu cua tac gia Salaria [5].

V. KET LUAN

Qua nghién ctu chang toi xin rat ra mot
sb két luan nhu sau:

- Ty ¢ bénh VMDTD la 18,5% trong do
¢6 63% truong hop bénh VMDTD chua tiang
sinh va 37% VMDTD tang sinh.

- Nong do mot s6 thanh phan lipid huyét
twong & nhom bénh VMDTD cao hon c6 y
nghia so véi nhdm khong c6 bénh VMDTD,
nong do mot s6 thanh phan lipid huyét twong
khong c6 su khac biét co y nghia thong ké
gitra nhdm bénh VMDTD chua tang sinh va
nhom bénh VMDTD tang sinh.
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NGHIEN CU’'U NONG PO DOPAMIN TRONG DICH NAO TUY
VA MOI LIEN QUAN GIT*A NONG PO DOPAMIN VO'1
MOT SO PAC PIEM LAM SANG O BENH NHAN PARKINSON

Nguyén Hiru Quang?, Nhir Pinh Son!, Nguyén Pic Thuan?,

TOM TAT?6

Muc tiéu: Nghién ctu néng do6 dopamin
trong dich ndo tiry va méi lién quan giira ndng do
dopamin véi mot sé dic diém 1am sang ¢ bénh
nhan Parkinson. Péi tweng va phwong phap:

'Bénh vién Quany 103

2Truwong dai hoc Bubn Ma Thugt

Chiu trach nhiém chinh: Nguyén Hitu Quang
Email: nhquang@bmtuvietnam.com

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021

Ngay duyét bai: 30.11.2021

Lé Vin Quan?, Tran Thi Ngoc Truong?,
Hoang Thi Dung?, Trinh Vin Quynh?

nghién ctru 80 bénh nhan Parkinson va 40 bénh
nhan nhom chimg; phuong phap: tién ctu, mo ta
cit ngang c6 so sanh vGi nhom ching. Xeét
nghiém ndng d6 dopamin bang phuong phap sic
ky long khéi phd (LC-MS). Két qua: Nong do
dopamin dich ndo tay & nhdm bénh nhén
Parkinson la 20,22 + 4,47 pg/ml; nhém chang la
31,85 = 12,56 pg/ml, sy khac biét c6 y nghia
thong ké (p<0,001). Nong d6 dopamin dich nio
tay gita cac nhom tudi va gigi tinh khac biét
khong c¢6 y nghia thdng ké&. Nong do dopamin
dich ndo tiy giam dan khi thoi gian mac bénh
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tang dan (p<0,01), tir mirc d6 bénh nhe dén mirc
d6 bénh rat nang (p<0,001), tir giai doan bénh 1
dén giai doan 4,5 (p<0,001). Nong d6 dopamin
dich ndo tay nhém cé tram cam thip hon nhom
bénh nhan khéng c6 tram cam (p<0,001), va
nong d6 dopamin giam dan tir trim cam muc do
nhe dén tram cam muc d6 nang, su khac biét la
c¢6 ¥ nghia théng ké (p<0,001). C6 su twong quan
hoi qui tuyén tinh, twong quan nghich c6 nghia
thdng ke, gitra ndng do dopamin dich ndo tay véi
thoi gian mac bénh (R = - 0,41, p< 0,001). Két
luan: Noéng do dopamin dich ndo tay ¢ bénh
nhan Parkinson giam c6 ¥ nghia théng ké so voi
nhém ching. Nong do dopamin dich ndo tay
bénh nhan Parkinson giam dan c6 y nghia thong
ké theo mirc @6 nang caa bénh, giai doan bénh,
mtc do tram cam ting dan.

Tir khoa: Bénh Parkinson; nong d¢ dopamine
dich ndo tuay.

SUMMARY
RESEARCH OF THE

CONCENTRATION OF DOPAMINE IN

THE CEREBROSPINAL FLUID AND
THE RELATIONSHIP BETWEEN THE
DOPAMINE CONCENTRATION AND
SOME CLINICAL CHARACTERISTICS

IN PARKINSON'S PATIENTS

Objectives: To study the concentration of
dopamine in the cerebrospinal fluid and the
relationship between the dopamine concentration
and some clinical characteristics in Parkinson's
patients. Subjects and methods: 80 Parkinson's
patients and 40 control patients were studied,;
Methods: prospective, cross-sectional description
with comparison with control group. Dopamine
concentration ~ was  tested by  liquid
chromatography-mass spectrometry (LC-MS).
Results: The concentration of dopamine in the
cerebrospinal fluid in the group of Parkinson's
patients was 20.22 + 4.47 pg/ml; the control
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group was 31.85 + 12.56 pg/ml, the difference
was statistically significant (p<0.001). Dopamine
concentrations in cerebrospinal fluid were not
statistically significant between age and sex
groups. The concentration of dopamine in the
cerebrospinal fluid gradually decreased as the
duration of the disease gradually increased
(p<0.01), from mild disease to very severe
disease (p<0.001), from disease stage 1 to stage
4, 5 (p<0.001). The concentration of
cerebrospinal fluid dopamine in the group with
depression was lower than in the group without
depression (p<0.001), and the concentration of
dopamine gradually decreased from mild
depression to severe depression, the difference
was significant. statistical significance (p<0.001).
There is a linear regression correlation, a
statistically significant negative correlation,
between the concentration of dopamine in the
cerebrospinal fluid and the duration of the
disease (R = - 0.41, p < 0.001). Conclusion: The
concentration of dopamine in the cerebrospinal
fluid in Parkinson's patients decreased
statistically significantly compared with the
control  group. The  concentration  of
cerebrospinal fluid dopamine in the group of
Parkinson's patients gradually decreased with
statistical significance when the disease severity,
disease stage, and depression level gradually
worsened.

Keywords:  Parkinson's
dopamine concentration.

disease; CSF

I. DAT VAN DE

Bénh Parkinson la mot bénh thoai héa
than kinh trung wong man tinh tién trién, mot
trong cac bénh ly hay gap cua hé ngoai thap.
Co ché bénh Parkinson la su mat cac té bao
than kinh & hé dopamin & phan dic liém den
trén ndo bo, lam giam lugng dopamin va gay
ra triéu ching réi loan van dong [1]. Panh
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gia ndng d6 dopamin va céc chat chuyén hoa
cua dopamin trong huyét twong va dich ndo
tay la mot trong nhitng phuong phap tiép can
chan doan ¢ bénh nhan Parkinson. Nong d6
dopamin trong huyét twong bi anh hudng boi
nhiéu yéu té do dopamin dugc san xuat &
nhiéu cac co quan ngoai vi dac biét 1a tuyén
thuong than, trong khi nong do dopamine
trong dich no tay twong dbi on dinh do hé
than kinh trung wong duoc nudi dudng, dém
do boi moi truong dich ndo tay va gitra mau
va dich ndo tay con cé hang rao méau — dich
ndo tiy bao vé. Do d6, ching toi tién hanh
nghién ctru dé tai véi muc tiéu xac dinh nong
do6 dopamin trong dich ndo tay va méi lién
quan véi mot sé dic diém 1am sang & bénh
nhan Parkinson.

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

1. Poi twgng nghién ciru

Nghién ctru dugc thuc hién trén 120 bénh
nhan, diéu tri tai khoa Than kinh Bénh vién
Quan y 103 tir 9/2018 dén thang 8/2021.
Chia thanh 2 nhém:

- Nhém bénh: Gom 80 bénh nhan
Parkinson duoc duoc chan doan bénh theo
tiéu chuan chan doan MDS - PD Criteria
(Movement Disorder Society Clinical
Diagnostic Criteria for Parkinson Disease)
nam 2015 [2].

- Nhém chting: Gém 40 bénh nhan mac
cac bénh ly than kinh ngoai vi c6 dic diém
tudi, giéi tinh twong dong véi nhoém bénh.
Nhém ching ¢6 chi dinh choc dng séng that
lung lam xét nghiém dich ndo tay phuc vu
chan doan cac bénh Iy than kinh khac.

Tiéu chuan loai trir:

- Khdng mic cac bénh ly thoai hoa than

kinh (bénh Parkinson, bénh sa st tri tug, teo
da hé thdng, thodi hda hach nén, sa sit tri tué
thé Lewy, sa sGt tri tué tran - thai duong),
ddng thoi ciing khéng mac héi chung
Parkison khéac.

- Bénh nhan méc cac bénh ly noi tiét anh
hudng luong dopamin nhu: cuong giap, suy
gidp, cudng tuyén thwong than, suy tuyén
thuong than, ...

- Bénh nhan mic cac bénh ly cép tinh
nhu: bénh ly tim mach, bénh ly tm than
nhu: tdm than phan liét, réi loan cam xuc
ludng cuc.

- Bénh nhan c6 tién sa nghién ma tay
va/hoac nghién ruou.

- Bénh nhan mu chit hoac rdi loan chuc
nang ngon ngir nhu nghe, doc.

2. Phuong phap nghién cuu:

Nghién ctu tién ctu, md ta cit ngang c6
so sanh voéi nhom chang, chon mau thuan
tién. Thu thap sé liéu theo bénh &n nghién
ctru thdng nhat, khai thac tién str, khdam 1am
sang, lam cac xét nghiém dé loai trir nhiing
bénh nhan nam trong tiéu chuan loai tri.

- CAc thang diém dénh gia 1am sang:

+ Péanh gid mac do rdi loan van dong
theo thang diém théng nhat danh gia bénh
Parkinson phan 1l (UPDRS: Unified
Parkinson’s Disease Rating Scale) [3].

+ DPanh gia giai doan bénh theo Hoehn va
Yahr gém 5 giai doan, tir I d&én V [4].

+ Chan doan tram cam theo tiéu chuan
ICD-10 va danh gia muc do tram cam theo
thang diém BECK [5].

- Bénh nhan Parkinson chua dugc dung
thudc, hodc dang diéu tri nhung nging thude
t6i thiéu 6 gio trude khi lay dich ndo tay 1am
xét nghiém. Choc dng séng that lung lay 2ml
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dich ndo tay, luu trir mau & nhiét do am 83°C.

- Xét nghiém ndng do dopamin bing
phuong phap sic ky 16ng khéi phd (LC-MS:
Liquid Chromatography - Mass
Spectrometry) tai Vién nghién ciru Y Dugc
hoc Quéan su - Hoc Vién Quany.

- Xi¢ ly s6 liéu st dung phan mém Stata

Il. KET QUA NGHIEN cU'U

14. Gia tr1 p < 0,05 duogc coi 1a c6 y nghia
thong ké.

- Pao dirc trong nghién cizu: Tét ca bénh
nhan duoc giai thich day du, tu nguyén tham
gia nghién ctru va dong ¥ ldy dich ndo tuy.
Bénh nhan khong phai tra bat ki chi phi nao
trong qua trinh nghién ctru.

Bing 1. Nong dd dopamin dich néo tity nhém bénh va nhém chirng

Nhom nghién ciu S6 lwong (n) Dopamin (pg/ml) p
Nhom bénh 80 20,22 £ 4,47 <0,001
Nhom ching 40 31,85+ 12,56 (t-test)

Nhgn xét: Nong d6 dopamin dich ndo tay ¢ nhom bénh 1a 20,22 + 4,47 pg/ml; nhom
chang 1a 31,85 + 12,56 pg/ml. Sy khac biét c6 ¥ nghia thdng ké vai (p<0,001).
Bdng 2. Méi lién quan gi@a dopamin dich ndo tiy vdi tudi, gigi tinh nhém bénh

o S6 lwon dopamin
Dac diém n (%) g (pZ/mI) p
<40 2 (2,5) 25,29 £ 11,39
40-49 5 (6,25) 18,22 £+ 6,31 >0,05
Nhom tudi 50-59 16 (20,0) 19,92 + 4,06 (anova)
60-69 33 (41,25) 19,84 £ 4,73
>70 24 (30) 20,96 + 3,18
e Nam 26 (32,5) 20,25 + 5,35 >0,05
Gidi tinh
N 54 (67,5) 20,21 £19,11 (t-test)

Nhgn xét: Nong d6 dopamin dich n&o tay giira cac nhém tudi va gigi tinh khac biét khong

c¢6 ¥ nghia théng ké véi p>0,05

Bdng 3. Méi lién quan gi#a dopamin dich n&o tiy véi thei gian méc bénh

Thai gian mic bénh S6 lwong dopamin
(nim) n (%) (pg/ml) P
<1 nam 13 (16,25) 23,27 £ 1,86
Tir 1-5 nam 44 (55,0) 20,57 +4,72 <0,01
Tir 5-10 nam 13 (16,25) 18,56 + 3,23 (anova)
>10 nam 10 (12,5) 16,92 +3,17

Nhgn xét: Nong d6 dopamin dich n&o tay giam dan khi thoi gian mac bénh tang dan, sy
khéc biét c6 y nghia thong ké véi p<0,01. Biéu nay goi y rang thoi gian mac bénh cang ting

thi ndng do dopamin dich ndo tiy cang giam.
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Bdng 4. Méi lién quan gi@#a dopamin dich n&o tizy véi mere dg bénh

Mike d banh S6 lwong dopamin )
n (%) (pg/ml)
Nhe 27 (33,75) 23,93 + 2,83
Vura 26 (32,5) 21,42 + 2,37 <0,001
Nang 21 (26,25) 16,22 £ 2,21 (anova)
Rat ning 6 (7,5) 12,35 + 1,53

Nhdn xét: Nong do dopamin dich néo tay giam dan tir mic d6 bénh nhe dén mirc d6 bénh
rat nang, su khac biét c6 y nghia thdng ké (p<0,001). Piéu ndy goi y rang muic d6 bénh cang
nang thi ndng do dopamin dich n&o tay cang giam.

Bdng 5. Méi lién quan gi@#a dopamin dich n&o tiy Véi giai doan bénh

Giai doan b¢nh 56 lrgg dopamin D
C n (%) (pg/ml)
1 21 (26,25) 23,97 £ 2,19
2 27 (33,75) 21,38 + 3,27 <0,001
3 19 (23,75) 18,84 + 3,60 (anova)
4,5 13 (16,25) 13,81 + 2,37

Nhgn xét: Nong do dopamin dich néo tiy giam dan tir giai doan bénh 1 dén giai doan 4,5;
su khéc biét c6 y nghia thong ké (p<0,001). Diéu nay goi Y rang giai doan bénh cang tang thi
nong d6 dopamin dich néo tay cang giam.

Bdng 6. Méi lién quan gi@#a dopamin dich n&o tiy vdi tram cam

Bic diém S6 lwong dopamin

ac aie

' n (%) (pg/mi) P
Khéng tram cam 30 (40) 24,27 291 <0,001

C6 tram cam 50 (60) 17,80 + 3,34 (t-test)
Mie ds trim Nhe 22 (27,5) 20,88 + 0,65 <0001
Hedota Vira 11 (13,75) 17,73+ 1,10 !
cam (anova)
Ning 17 (22,25) 13,86 + 1,81

Nhgn xét: Nong d6 dopamin dich nfo tay nhém cé tram cam thap hon nhém khong co
tram cam, va nong d6 dopamin giam dan tir trdm cam muac do nhe dén trdm cam muc do
nang, su khac biét co ¥ nghia thong ké (p<0,001). Piéu ndy goi y rang trim cam cang ning
thi ndng do dopamin dich ndo tiy cang giam.
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Lrpg/ml

R=-0,41 ; p<0,001

10
Thoi gian mac bénh (ndm)

| ® Dopamin dich ndo tdy (pg/ml)

Fitted values |

Biéu do 1. Lién quan nong dé dopamin dich n&o tiy véi thei gian mdc bénh
Nhgn xét: Str dung phuong phap phan tich twong quan hoi qui tuyén tinh cho thay c6 sy
turong quan nghich, mic d6 trung binh, c6 nghia thong ké giita ndng d6 dopamin dich néo tay
véi thoi gian mac bénh (R = - 0,41, p< 0,001). Két qua nay goi y rang thoi gian mac bénh
cang dai nong d6 dopamin dich néo tay cang giam.

IV. BAN LUAN

Nong d6 dopamin dich no tay giam rd
rét trén bénh nhan Parkinson so véi chang
khéng mic bénh (bang 1). Piéu nay c6 thé
giai thich bai co ché bénh sinh cua bénh
Parkinson cd lién quan chat ché dén hoat
dong cua té bao than kinh dopamin. Ngudi ta
da chung minh duoc rang bénh Parkinson c6
nguyén nhan 1a mat dan céc té bao dopamin
trén hé than kinh trung wong, dic biét 1a
ving phan dic liém den (substantia nigra
comparta). Cac biéu hién 1am sang cua bénh
duogc biéu hién khi tén thuong khoang 31%
té bao than kinh thugc ving nay [6]. Su thoai
hoa cac té bao than kinh dopamin 1a nguyén
nhan quan trong dan dén su suy giam nong
d6 dopamin & synap than kinh cua cac té bao
dopamin. Khi néng d6 cac dopamin & synap
than kinh giam s& giam su truyén tin tir cac
té bao than kinh dopamin & ving phan dic
liém den dén thé van, 1a nguyén nhan dan
dén réi loan van dong va thang bang trén
bénh nhan Parkinson [7].
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Nghién ctu méi lién quan giita ndong do
dopamin dich ndo tay va mot sé dic diém
1am sang, vin dé dau tién 1a tudi va gigi tinh,
Vi tudi cang cao thi ti 18 bénh Parkinson cang
tang, va nam thudng mac nhiéu hon nu, tuy
nhién két qua cho thidy nong do dopamin
dich ndo tuy gitra nam va nt; va gitra cac
nhom tudi (bang 2) khac biét khong cé y
nghia thong ké. Mic du bénh Parkinson 1a
bénh thoai hoa than kinh trung wong tién
trién man tinh cua cac té bao than kinh
dopamin, tuy nhién mutc do ton thuong va sy
mét di cua céc té bao than kinh dopamin -
nguyén nhan dan dén sy giam néng do
dopamin trong co thé - phu thugc nhiéu vao
thoi gian mac bénh tinh tir thoi diém khai
phat hon 1a phy thuéc vao tudi cua nguoi
bénh; di nam hay nit mac bénh thi co ché
bénh ciing nhu tién trién bénh ly cua bénh
Parkinson la hoan toan giéng nhau.

Tha hai, thoi gian méc bénh, két qua cho
thdy nong do dopamin giam dan khi thoi
gian mic bénh ting dan (bang 4), ¢ mdi
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tuong quan nghich, mac d6 trung binh (r=-
0,41, p<0,001) giira ndng d6 dopamin va thoi
gian mac bénh (biéu do 1). Két qua nay hoan
toan phl hop voi co ché bénh sinh cua bénh
Parkinson 1a bénh thoai hoa than kinh trung
wong tién trién man tinh, thoi gian bi bénh
cang lau thi mic do thoai hoa cac té bao than
kinh dopamin trén hé than kinh trung wong
cang manh, két qua lam ndng d6 dopamin
dich néo tay giam cang nhiéu.

Yéu té tha ba, mic d6 bénh, két qua cho
thiy nong d6 dopamin giam dan khi mic do
bénh ting dan (bang 4). Theo thang diém
théng nhat danh gia bénh Parkinson (UPDRS
— phan 1) [3], bénh Parkinson dugc chia
thanh 4 muac d6 (nhe, vira, nang va rat nang),
thang diém nay lién quan rat Ion dén réi loan
van dong va thing bang trén bénh nhan
Parkinson. Nhiing tri¢u chung nay dugc cho
la lién quan chit ch& dén hoat dong cua
dopamin trén hé than kinh trung wong [8]. Vi
vay, mic do bénh cé thé phan anh mtc do
rbi loan hoat dong cua hé dopaminergic. Do
vay, khi mic d6 bénh cang nang thi nong do
dopamin giam cang lon la phu hop.

Yéu tb tha tu, mbi lién quan gitta nong do
dopamin dich ndo tay véi giai doan bénh.
Bénh Parkinson dugc chia thanh 5 giai doan
tién trién cia bénh, va giai doan bénh thé
hién bénh sém hay muon. Hién nhién 1a giai
doan cang muon thi thoi gian bi bénh cang
lau. Do vay, két qua cua chung toi da cho
thiy giai doan bénh cang muon thi ndng
dopamin dich ndo tay giam cang manh la
phu hop (bang 5).

Cudi cung, trim cam va mic do tram
cam. Hau hét cac bang chimg déu chi ra tram
cam c6 lién quan dén nhiing réi loan trong hé
thdng noradrenergic trung wong, nhung cic
chat din truyén than kinh khac (vi du:
serotonin, dopamin) ciing c6 lién quan.

Ngoai ra, tram cam & bénh nhan Parkinson
c6 lién két vé6i chat van chuyén dopamin thé
van thap hon so v6i bénh nhan khéng tram
cam; chinh lién két chat van chuyén dopamin
thip hon duoc cho 1a phan &nh sy thoéi hoa
than kinh nghiém trong hon cua céc neuron
Dopaminergic thé van, dian dén muc
dopamin thé van thap hon. Do do, két qua
bang 6 ciing kha phu hop; tuy nhién ngoai
dopamin, cac chat dan truyén than kinh khéc
nhu serotonin, noradrenalin, adrenalin,
GABA... ciing co lién quan dén tram cam
trong bénh Parkinson, cho nén can thém cac
nghién ctru dé danh gia chi tiét hon trong
tuong lai.

V. KET LUAN

Nong d6 dopamin dich ndo tay & nhom
bénh la 20,22 + 4,47 pg/ml; nhém ching la
31,85 + 12,56 pg/ml. Théng ké cho thay
nong do dopamin dich ndo tay ¢ nhém bénh
nhan Parkinson thap hon c6 ¥ nghia thong ké
S0 véi 6 nhom chang (p<0,001).

Nong do dopamin dich ndo tay nhom
bénh nhan Parkinson giam dan c6 y nghia
théng ké theo mtc d6 nang cua bénh, giai
doan bénh, mirc d6 tram cam.

Nong do dopamin dich ndo tay bénh nhan
Parkinson c6 twong quan hdi qui tuyén tinh -
twong quan nghich mac d6 trung binh - ¢6
nghia théng ké véi thoi gian mac bénh.
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Muc tiéu: Panh gia ndng do vitamin D huyét
tuong trén ngudi 1am viéc trong nha it tiép xdc
v6i &nh nang mat troi va xac dinh mdi twong
quan véi mot sé chi sé sinh hoc. Phwong phap
nghién ciu: Lya chon déi twong theo tiéu chuan,
ldy mau tinh mach Iuc d6i do ndng do vitamin D.
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Cao Thi Trang!, Bui Van Thwéng?,
Nguyén Bao Ngoc? Pham Thién Ngoc?

Két qua: nong d6 Vitamin D huyét tuong chung
la 18,76 + 4,28 ng/mL. Nong do Vitamin D &
nam cao hon & nir voi p <0,05. C6 mdi twong
guan chit, mirc d6 vira gita nong do Vitamin D
v6i chiéu cao, can nang, nong do Calci huyét
tuong v6i hé sb twong quan r tir 0,34 — 0,47 véi
p< 0,05. Két luan: ndng do vitamin D ¢ ngudi
lam viéc trong nha tir 40-48 gio/ tuan giam, can
phai b6 sung vitamin D. C6 mdi tuong quan chat
gita nong do Vitamin D huyét twong véi chiéu
cao, can nang, BMI va ndng do Calci huyét
tuong.

Ter khoa: Vitamin D, nguoi lam viéc trong
nha, huyét trong
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SUMMARY

EVALUATION OF SERUM VITAMIN D
LEVEL IN INDOOR WORKERS HAVING
MEDICAL CHECKUP AT MEDLATEC
GENERAL HOSPITAL

Objectives: To evaluate plasma vitamin D
concentrations in indoor workers with little
exposure to sunlight and determine its correlation
with some biological indices. Methods: Selected
subjects according to the criteria, taking fasting
venous blood to measure vitamin D
concentration. Result: the general plasma
vitamin D concentration is 18.76 + 4.28 ng/mL.
Vitamin D concentration in men was higher than
in women with p < 0.05. There is a strong and
moderate  correlation between vitamin D
concentration and height, weight, and plasma
calcium concentration with the correlation
coefficient r from 0.34 to 0.47 with p < 0.05.
Conclusion: Vitamin D concentration in people
working indoors from 40-48 hours/week
decreased, it was necessary to supplement with
vitamin D. There is a strong correlation between
plasma vitamin D concentration with height,
weight, BMI and plasma calcium concentration.

Keywords: Vitamin D, people working at
home, plasma

I. DAT VAN DE

Thiéu vitamin D giy lodng xwong va
nhuyén xuong. Vitamin D lam ting nguy co
méc cac bénh réi loan chuyén héa, tuw mién
dich, réi loan tdm than, tim mach va ung
thu.»2% Tinh trang thiéu vitamin D dang 1a
van nan sac khoe phé bién toan cau. Cac béo
céo cho thdy khoang 1 ty nguoi trén thé gigi
bi anh huong bai tinh trang thiéu vitamin D
Ty I¢ thiéu vitamin D & Chau Au, Hoa Ky,
Nam My, Australia va Trung Dong chiém tir
20 dén 90%. O Pong Nam A, ty & nay dao

dong tir 6-70%.* Miac du chuong trinh bd
sung vitamin D vao thuc pham bét dau dién
ra tir nhimg nam 1940, gbp phan cai thién
tinh trang coi xuong, nhuyén xuong, nhung
phoi ning khong day di va cac bénh man
tinh van 1a nguyén nhan chinh gay ra tinh
trang thiéu vitamin D & tit ca cac nhom
tu6i.> Theo thdng ké tai mot bénh vién &
Boston, 32% béc si va nhan vién y té khoe
manh 1am viéc trong nha dugc udng 400 U
vitamin D/ngay va moét ly sira ting cuong
vitamin D/ngay Vvan phét hién thiéu vitamin
D.5” Daniel Sowah va cong su (2017) da
tong hop dir liéu tir 35 nghién cau khéc nhau
v6i 19083 dbi tugng nghién ciu cho thay, ty
Ié thiéu vitamin D cta nhan vién y té 1am
viéc trong nha la rit dang bao dong: 72%
sinh vién y khoa, 65% hoc vién sau dai hoc,
46% bac si hanh nghé va 43% diéu
dudng.! Do d6, viéc danh gia ndng do
vitamin D huyét twong trén d6i twong thuong
xuyén lam viéc trong nha, thiéu thoi gian
tiép xUc v&i anh nang mit troi dang ngay
cang dugc quan tam'*. Tai Viét Nam, hién
chua c6 nhidu nghién ciru vé tinh trang thiéu
vitamin D & quan thé nay. Vi vay, ching toi
tién hanh nghién ciru dé tai véi muc tiéu xac
dinh nong d6 vitamin D huyét tvong va tim
hiéu méi lién quan giira néng do Vitamin D
huyét twong v&i mot sé chi s6 sinh hoc ¢ dbi
tuong lam viéc trong nha.

II. DOl TUONG VA PHU'ONG PHAP NGHIEN cU'U
2.1. Péi twong nghién cieu
e Tiéu chuan Iya chon: nguoi lao dong
trong nha co thoi gian 1am viéc it nhat 40- 48
gid mdi tuan, it tiép xic anh sang mat troi,
dén kiém tra stic khoe tai Bénh vién Pa khoa
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MEDLATEC tir thang 12/2020 dén théng 10
nam 2021

e Tiéu chuin loai trir:

- Khong trong thoi gian mang thai.

- Khéng st dung céc thuéc bd sung
vitamin D trong 3 thang gan déy.

- Khéng mic bénh than man giai doan
I, 1V, V.

e Pia diém nghién ciu: Bénh vién DK
MEDLATEC

2.2. Phwong phap nghién ctu: phuong
phap md ta cat ngang, tién ctu. Khai thac
bénh su, tién str, thoi gian 1am viéc trong

lI. KET QUA NGHIEN cU'U

nha, it tiép xdc véi anh sdng mat troi, lya
chon d6i tuwong theo tiéu chuan.

e Do can ning, chiéu cao, BMI.

e Mau mau bénh nhan sau khi thu thap
s& duogc ly thm véi tée d¢6 3000 vong/5 pht
tach lay huyét thanh/huyét tuong va dinh
luong ndng do vitamin D, calci trén may
mién dich tu dong ABBOTT ARCHITECT
(12000).

e Phan tich s liéu: cac sé liéu dugc phan
tich trén phan mém SPSS 20.0 dé tinh céc
chi s6 thng ke.

3.1. Pic diém ciia nhém ddi twong nghién ciu
Bdng 3.1. Mgt sé ddac diém cia doi twong nghién ciru

Nong do Mean + SD .
= - Min Max
bac diém Tong Nam (n=21) Nir (n=49)
Tubi (ndm) 27,06 + 3,87 29,25 + 3,67 26,40 + 3,73 23 45
Nam/nit (%) 100% 23,08% 76,92%
Chiéu cao (cm) 159,73 +6,67 | 168,08+6,19 | 157,22+4,42 | 148 178
Can nang (kg) 51,88 + 10,12 66,58 + 7,37 47,48 +5,68 40 78
BMI 20,20 + 2,76 23,60 + 2,60 19,17 +£1,84 | 17,04 | 27,89
Nong d6 vitD HT
thang 12/2020 18,16 £ 3,71 21,00 + 3,04 17,31 £ 3,49 8,50 | 25,90
(ng/mL)
Nong do vitD HT
thang 6/2021 18,76 + 4,28 20,94 £ 4,32 18,10 + 4,09 9,88 | 27,50
(ng/mL)
Nong d6 Calci
(mmoglg/Lj (n=70) 2,27 £ 0,06 2,29 + 0,06 2,27 £ 0,06 2,16 | 2,40
Ty I¢ co?g veo cot 38.46%
song

Do tudi tham gia nghién ciru déu & nhom nguoi tré tudi, cao nhat 45 tudi, 1a do tudi lao
dong va hoat dong thé lyc tét. Chi sé BMI trung binh dat mirc binh thuong 20,2 + 2,8. Nong
d6 vitamin D ca thoi diém mua dong va mua hé déu & muc thap tir 18,16 dén 18,76 ng/mL.
Nong d6 Calci trung binh dat mirc binh thudng 2,27 + 0,06 mmol/L. Ty 1é cong veo cot song
chiém ty 18 cao 38,46% trong nhoém nguoi tham gia nghién ctu.
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Bdng 3.2. So sanh néng dé Vitamin D giita mia dong va mia hé 6 cing nhém doi

twong
. Vitamin D huyét t /mL
Thoi didm itamin uyet twong (ng/mL)
MeanSD p
Théang 12/2020 18,16 + 3,7 0.45
Théang 06/2021 18,76 + 4,3 ’

Két qua bang trén cho thay khong c6 su khéc nhau giira nong do Vitamin D vao thoi diém
mua dong va mua hé trén cing nhom déi twong nghién ciu véi p=0,45.

3.2. Panh gia ndng dd Vitamin D theo mat sb chi s6 sinh hec

Bdng 3.3. So sanh néng dé vitamin D huyét twong theo gidi

Gigi Mean £ SD (ng/mL)
VitD HT (12/2020) VitD HT (06/2021)
Nam 21,00 £ 3,04 20,94 +£4,32
N 17,31+ 3,49 18,10 £ 4,09
p 0,002 0,043

Tir bang trén cho thay c6 su khac biét giita ndng d6 Vitamin D gitra nam va nit & ca giai
doan mua dong va mua he vai p <0,05.
Bdng 3.4. Méi twong quan giva néng dé Vitamin D huyét twong véi céc chi sé sinh hec

Vit D thang 12 Vit D thang 6
r p r p
Cén nang (kg) 0,456 0,001 0,367 0,007
Chiéu cao (cm) 0,474 0,000 0,447 0,001
BMI 0,338 0,014 0,236 0,092
Calci (mmol/L) 0,306 0,027 0,269 0,053

Tir bang trén cho thay, c6 méi tuong quan chit ché gitra ndng d6 Vitamin D véi chiéu cao,
can nang, BMI va néng do Calci huyét twong cua dbi tuong tham gia nghién ciu & mic do
vira ¢6 ¥ nghia thong ké véi p < 0,05.

Bdng 3.5. Méi lién quan gii#a néng dg Vitamin D huyét twong véi tinh trang cong veo
cot song.

Tinh trang CVCS

Nong do Vitamin D r "
Vitamin D thang 12/2020 -0,213 0,130
Vitamin D thang 6/2021 -0,248 0,076

Bang trén cho thiy khoéng c6 méi lién quan cua tinh trang cong veo cot sdng va nong do
Vitamin D véi p> 0,05.
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IV. BAN LUAN

Vitamin D & ngudi ¢6 2 ngudn géc 1a noi
sinh (80%) va ngoai sinh (20%).2 Vitamin D
noi sinh duoc tao ra khi da tiép xuc véi anh
nang mat troi (ndi sinh). Tia UV-B chuyén
7-dehydro cholesterol, mét tién chit cua con
duong sinh tong hop cholesterol, trong mang
sinh chat cua té bao biéu bi thanh tién
vitamin D3. Tién vitamin D3 dugc chuyén
héa nhanh chéng thanh vitamin D3 tai
khoang gian bao lién két voi protein gén
vitamin D (DBP) roi van chuyén vé gan.
Ngoai tong hop tai da, vitamin D cd thé b
sung qua thire an (ngoai sinh) nhu cac loai ca
béo (ca hoi, ca ngir, c& moi), thyc pham ting
cuong (ngil cbc, sira) ¢ dang D3, hoic D2
trong mot sé loai nAm va sinh vat pha du.®
Két qua nghién ctru nay chi ra di twong lam
viéc trong nha c6 nong do Vitamin D kha
thap chi & mac 18,76 + 4,3 ng/mL(bang 3.1),
& mac can phai b6 sung. Theo Holick MF
nam 2010 va da s cac tac gia trén thé gioi
déu thong nhat phan loai: °

— Thiéu hut Vitamin D (deficiency):
25(0OH)D < 20 ng/mL

— Suy giam Vitamin D (insufficent):
25(0H)D 21-29 ng/ml

— Vitamin D binh thuong (normal):
25(OH)D > 30 ng/ml

Nhu vay, véi ché do dn khong con thiéu
nhu hién nay, va dbi twong tham gia nghién
ctru cia chung t6i déu 1a ngudi tré tudi, cao
nhat 45 tudi nén khong bi anh huong boi
viéc kém hap thu caa ngudi gia nén viéc
vitamin D duoc tao ra khi da duoc tiép xtc
v6i anh nang mat troi van rat quan trong.
Chiéu cao trung binh nguoi Viét Nam theo
cong bd cua Vién Dinh dudng la: nam
168cm; nt 156 cm, cdn nang trung binh &
nam la 60,96kg va nir 1a 48,76 kg.° Két qua
nhom nghién ctu cua ching t6i ¢ chiéu cao
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va can nang duong dwong véi mac trung
binh cta nguoi Viét Nam, nhu vay két qua
nghién ciu vé nong do vitamin D khong bi
sai léch boi cac yéu tb vé nhan tric hoc.

San xuat vitamin D theo con duong noi
sinh boi &nh sang mat troi (tia UV-B) la
ngudn cung cap chinh vitamin D, tuy nhién
con dudng nay bi anh huéng bsi nhiéu yéu
t6 khac nhau, nhu thoi gian va mac do tiép
xUc anh sang trong ngay, mua, vi dg, do cao,
quan 4o, sir dung kem chéng nang, sic t6 da
va tuoi tac.?% Nguoi sinh séng ¢ vi do Ion
hon 37° s& khong nhan du buc xa UV-B dé
tao ra du vitamin D trong nhitng thdng mua
dong.® O Boston Hoa Ky (42°N), san xuit ti
da vitamin D3 dugc tim thiy vao khoang
gitra trua thang 7, giam vao mua Xuan - mua
thu va khdng san xuat tir ngay 1 thang 11 dén
ngdy 15 thang 3.2 Chidng tbi tién hanh
nghién ctu noéng do Vitamin D vao 2 mia
trong nam 1a mua dong (thang 12.2020) va
mua hé (thang 6.2021) (bang 3.2). Tuy nhién
khong c6 su khéc biét vé nong do Vitamin D
giita 2 lan do p=0,45. Diéu nay cho thay viéc
tiép xUc v6i anh ning mit troi cua dbi tuong
lam viéc trong nha la rat thip. Thoi gian
nhan vién di lam tr Sdng sém trudc 7 gio va
vé nha sau 5 gid chiéu nén viéc hap thu
vitamin D bi han ché.

Bang 3.3 cho thdy c6 su khac biét nong
d6 Vitamin D & nam va nit. Nong do
Vitamin D & nam & mac suy giam con nong
d6 vitamin D & nir dang & muc thiéu hut can
phai bo sung. C6 thé do phu nir thuong sir
dung kem chéng ning con ¢ nam gidi it sir
dung hon. Cac d6 tudi khac nhau c6 hiéu qua
san xuit vitamin D ¢ da khéc nhau khi tiép
Xuc vai anh sang mat troi. Mot nguoi I6n
trén 70 tudi can thoi gian phoi ning gan gap
3 1an thoi gian dé c6 thé tao ra luong vitamin
D twong tu nhu mét daa tré. Mat khéc, khi
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boi kem chéng ning co chi s SPF 8 1én da
dung cach, viéc san xuat vitamin D3 da giam
hon 90%.% Nghién ctru cua ching toi phu
hop vai nghién cuau caa Ushashree Divakar
(2019) tai Singapore *2, tai Viét Nam chua c6
nghién ciru cho nhém ddi twong nay duoc
cong bd.

Vitamin D anh huéng dén qua trinh hép
thu phospho va calci cta co thé. Dang hoat
dong cua vitamin D kich thich sy hip thu
calci & rudt. Néu khong c6 vitamin D, chi
10-15% calci trong khau phan va khoang
60% phospho dwoc hip thu. Cung cip du
vitamin D gitip tang cudng hap thy calci va
phospho 1an luot 1a 30-40% va 80%. Pong
thoi, dang hoat dong cua vitamin D con tham
gia qué trinh phién ma cua gen ciling nhu sy
phan hoa va khoang hoda cia nguyén bao
xuong, do d6 anh hudong dén viéc san xuat
collagen loai I va nhiéu protein khong tao
keo (osteocalcin, osteopontin, sialoprotein
xuong BSPI1). Osteocalcin va osteopontin
chiu trach nhiém lién két calci va
hydroxyapatite, gop phan ling dong chung
trong chat nén xuong. Trong nghién ctru ciia
ching t61 c6 sy tuong quan chat mirc do vira
ctia ndng d¢ vitamin D huyét twong véi chiéu
cao, can nang, chi s6 BMI va néng do calci
(bang 3.4). Tuy nhién ndng d6 Calci & nhém
nghién ctru van nam trong gi¢i han binh
thuong trong khi nong d¢ Vitamin D thap ¢
mic can phai bd sung. Calci duoc van
chuyén qua rudt bang con duong ndi bao
hodc xuyén té bao. Con dudng nodi bao chu
yéu 1a qua trinh thy dong, trong khi qua trinh
xuyén t& bao dwgc diéu chinh boi 1,25
(OH) 2 D. Mot s protein van chuyén Calci
phu thudc vitamin D diéu hoa su hép thu
Calci ¢ ruot!* Nhu vay khi khong cé
Vitamin D thi Calci van dugc hdp thu mét
phan, ngoai ra con c6 nhiéu loai protein van

chuyén Calci va c6 cac con duong khac nhau
dé van chuyén Calci. Vi vy ¢ ddi tuong lam
viéc trong nha nhung b sung du luong Calci
trong khau phan an van khong c6 tinh trang
thiéu Calci huyét twong.

Nong d6 vitamin D giam khi chi s§ khdi
co thé (BMI) cao, khong lién quan toi hoat
dong thé chét hay ché d6 an va c6 mdi quan
hé nghich ddo gitra vitamin D véi ty 1€ mo
dudi va ndi tang, ngay cd ¢ nhling nguoi
giy.? Tuy nhién nghién ctru cta ching t6i co
tuong quan thuan voi chi sé can nang do dbi
tuong nghién ciru ¢6 chiéu cao va can ning &
mirc trung binh véi chi s6 BMI ¢ muc thap 1a
20,20 £ 2,76 (bang 3.1). Mat khac, nguoi ta
cling nhan thiy ¢ nhitng nguoi bi cong veo
cot séng, tinh trang thiéu hut vitamin D dién
ra rat pho bién.*® Nghién ctru nay khong thy
c6 mdi lién quan giita tinh trang cong veo cot
song va nong do vitamin D. Nguyén nhan
hang dau giy ra chimg cong veo cot séng 1a
nguyén nhan tu phat & tudi vi thanh nién
(chiém dén 85% céc ca méc bénh). Pa sb cac
bé trong d6 tudi dén truong déu c6 nguy co
bi veo cot song do phai mang cip sach ning
1am vai bi léch, ban ghé ngdi hoc khong dat
tiéu chuén tao ra tu thé hoc tap sai. Cac
nguyén nhan khac bao gém: di truyén, cic
yéu to tac dong khi ngudi me mang thai hodc
su phat trién cua thai nhi dién ra qua nhanh,
khong thich tmg kip v6i co thé clia me ciing
1a nguyén nhan khién cot séng cta tré bi
chén ép, cong veo; cac bénh 1y co, than kinh,
suy dinh dudng khién cot song phat trién bat
thuong. Nhu vay, su thiéu hut vitamin D ¢6
thé 1a yéu t6 thuan loi cho viéc dan dén cong
veo cot séng & tré chir khong phai 1a nguyén
nhan tién trién thanh bénh & ngudi trudng
thanh.

Tém lai: Vitamin D rat quan trong cho sy
hoat dong ciia co thé ciing nhu sy phat trién
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thé chat ¢ tré em, ¢ ngudi 16n Vitamin D
dong vai trd quan trong trong hoat dong cua
bd xwong, hé mién dich, tham gia biét hoa té
bao, phong ngira ung thu, diéu hoa tong hop
insulin...Viéc thiéu hut Vitamin D c6 thé
dan dén nhiéu bénh 1y khac nhau, vi vay viéc
phat hién thiéu hut Vitamin D va bd sung
hop 1y gitip nang cao chét lugng cude séng
cho con nguoi.

V. KET LUAN

Nong do Vitamin D huyét twong ¢ ngudi
lam viéc trong nha, it tiép xdc vai anh nang
mat troi rat thip, & muac thiéu hut can bd
sung.

C6 méi lién quan chat ché giita nong do
Vitamin D huyét tuong véi chiéu cao, can
nang, chi s6 BMI va nong do Calci huyét
tuong.

Khong c6 méi lién quan giira nong do
Vitamin D véi tinh trang cong veo cot song.

KHUYEN NGHI

Can nghién ciu ndng do vitamin D huyét
tuong trén nhiéu dbi twong nghé nghiép khéc
nhau dé xay dung chién luwoc bd sung
Vitamin D cho nhitng nguoi it duogc tiép xuc
véi anh nang mat troi.
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sung thyc pham tir truée khi mang thai dén thoi
diém thai 32 tuan. Péi twong va phwong phap:
Nghién ciru can thiép ngau nhién c6 d6i ching
138 phuy nir 18-30 tudi chua tirng mang thai song
tai Cam Khé, Phti Tho dugc phan ngau nhién vao
2 nhém; Nhém can thiép dugc bd sung thuc
pham giau sit, kém, vitamin A, vitamin By, va
folate sén c6 tai dia phuong 5 ngay/tuan tir trudc
khi mang thai dén khi sinh con; nhém ching:
khong bd sung thuc pham. Hiéu qua can thiép
dugc danh gia bang cac chi sb: Vit.A, Retinol-
Binding Protein (RBP) tai cac thoi diém trudc
khi mang thai, thai 16 tuan va thai 32 tuan. Két
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qua: Tai thoi diém thai 32 tuan (Ta), ty 1é phu
nit c6 nong do Vit.A thip & nhém can thigp
(3,3%) thap hon so véi nhdm chang (18,0%) véi
p<0,01. Nong do RBP tai T3, cia nhom can thiép
(1,52 umol/L) cao hon so véi truac can thiép (1,1
umol/L) véi p<0,0001. Két luan: B6 sung thyc
pham ty nhién tir truéc khi mang thai cho téi thoi
diém thai 32 tuan di cai thién tinh trang Vit.A.

Twe khoa: Vitamin A, Retinol-Binding
Protein, thiéu vitamin A, b sung thyc pham, phy
ni ¢ thai, Pha Tho.

SUMMARY

EVALUATION IN CHANGE
CONCENTRATION OF VITAMIN A &
RETINOL-BINDING PROTEIN OF
WOMEN SUPPLIED WITH BASIC
FOOD BEFORE AND DURING
PREGNANCY

Objective: To evaluate the improvement of
vitamin A status of women supplied with basic
food from before to 32 weeks pregnancy.
Subjects and Methods: Randomized controlled
study. 138 women who have not been pregnant
of 18-30 years old living in Cam Khe, Phu Tho
were randomly assigned into two groups;
Intervention group: were supplemented with
foods rich in iron, zinc, vitamin A, vitamin B12,
and folate available locally for 5 days per week
from prenatal to postnatal; Control group: do not
have food supplementation. The efficacy of the
intervention was evaluated by the concentration
of Vitamin A and Retinol-Binding Protein at
different times: before pregnancy, 16 weeks, and
32 weeks pregnancy. Results: At the gestation of
32 weeks, the prevalence of women who had low
vitamin A concentration in the intervention
group was 3.3% which was lower than that of the
control group (18,0%) with p<0.01. Moreover,
the mean RBP concentration at 32 weeks in the
intervention group was 1,52 pmol/L which was
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higher than that prior to supplementation (1,1
umol/L) with p<0.001. Conclusion: Natural food
supplementation before to 32 weeks pregnhancy
has improved nutritional vitamin A status.

Key words: Vitamin A, retinol-binding
protein, vitamin A deficient, food
supplementation, pregnant women.

I. DAT VAN DE

Theo WHO, hang nam c6 trén 7 tri¢u
phu nit c6 thai bi thiéu Vit.A tién 1am sang
(Vit.A huyét thanh < 0,7 mmol/L) gay nén tu
vong cua 1,2 dén 3 triéu tré em [1]. Thiéu
Vit.A & ngudi me c6 thé gay cham phat trién
cua thai nhi, giam kha niang mién dich, dé bi
mac cac bénh nhiém trang va ting nguy co
ter vong [2]. Tai Viét Nam, két qua diéu tra
toan quéc nim 2015 cho thdy, ty 1& thiéu
VitA tién 1am sang & tré em 1a 13% trong d6
cao nhat & nhom tré < 12 thang tudi chiém
t6i 22%, nguyén nhan c6 thé 1a do ham
luong vitamin A trong sita me thap (<1,05
pumol/L) 1a 34,8% di anh huong dén tinh
trang vitamin A cua tré, dac biét 1a ddi véi
tré < 6 thang tudi [3,4].

Dinh dudng cua ba me kém ca trudc va
trong khi mang thai 1a nguyén nhan co ban
gay nén tinh trang thiéu vi chit dinh dudng,
viéc tang cuong du trir ctia nguoi me trudc
khi c6 thai giup dam bao dap ung nhu cau
cua thai nhi trong thoi ky mang thai [5].

Thuc pham 1a ngudn cung cip cac chat
dinh dudng can thiét cho con ngudi. Dic biét
thuc pham c6 nguén goc dong vat 1a ngudn
cung cip cac chat dinh dudng c6 gia tri sinh
hoc cao nhu sit, kdm, vitamin A, vitamin
Bi2... nhitng chat nay rat quan trong véi stc
khoe sinh san va su phat trién cua thai nhi.
Mic du cac chit dinh dudng trong thuc
pham déng vai trd rat quan trong cho phu ni
khi c6 thai, nhung s6 nghién ctiu thir nghiém
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b sung thuc pham ty nhién dé cai thién tinh
trang vi chat caa me va két qua thai nghén
con it [5]. Do vay, nhém tac gia tién hanh
nghién ctiu can thiép bd sung thuc pham giau
dinh dudng san c0 tai dia phuong cho phu nir
tu truéc khi mang thai cho téi khi sinh tai
huyén Cam Khé Pha Tho, nham cai thién
tinh trang Vit.A trén nhom d6i tugng nay.

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

2.1. Poi twong nghién ciu

Tiéu chudn lwa chgn

- Phu nir tudi tir 18 dén 30. Méi dang ky
két hon va du dinh c6 con ngay. Hién tai
khong mang thai. Sinh séng tai 29 xa cua
huyén Cam Khé tinh Phi Tho.

Tiéu chudan logi trir

- Phu nir d3 c¢6 con. Phy nit dang mang
thai.

- Phu nir 6 du dinh di lam an xa nha hoac
phu nir hién c6 chong di 1am xa trong thoi
gian dai hoac khong séng cuing vai chong.

- Phu nit ¢6 van dé vé sic khoe tam than,
giam sut tri nho.

Thai gian nghién cau:

Trién khai nghién cau tai cong dong, tir
thang 1 ndm 2012 dén thang 9 nam 2015

C& mau: Ap dung cong thirc tinh ¢& mau
so sanh sy khac biét gitra hai nhém trong
nghién ciru c¢6 danh gia nhiéu lan theo thoi
gian [6].

2
2(Z,+2) "1+ (n—1p)

nl(uy — pp)/o]?
Trong d6: n: 13 s6 thoi diém danh gia, n =
3; p la twong quan gia dinh giita cac lan do

13p lai, woc tinh P = 0,87; o: phuong sai gia
dinh chung gitra hai nhom, o= 0,07 dua vao
nghién ctu trudc [7]; (u1 — p2) = 0,04 la ky
vong su khac biét trung binh gitra hai
nhom. Véi do tin cay 95% va luc mau la

0,80; ta c6 Za=1.96 va 28 = 0,84.

Thay vao cong thac, ¢d mau tinh duogc la
44 d6i tuong, cong thém 20% bo cudc ¢
mau tinh dugc cho mot nhém 1a 53. Thuc té
nghién ciru da trién khai véi c& mau cia moi
nhom 12 69. Tong s phu nit da tham gia cta
2 nhém 1a 138 dbi tuogng.

2.2. Phwong phap nghién ciru:

- Thiét ké nghién ciru: Nghién cau
can thiép c6 ddi chung.

Trong nghién cau can thiép, dbi tugng
duoc chia ngau nhién vao mot trong hai
nhom:

e Nhom 1 can thiép: Nhom phu ni
duoc bd sung thyc pham giau dinh dudng tir
khi diang ky tham gia nghién ciru cho dén khi
sinh con.

e Nhom chung: Nhém phu nir khéng
dugc an bo sung thyc pham.

Thuwc pham sir dung trong can thiép la
nhitng thuyc pham san c6 tai dia phuong gom
thit lon, gan lon, tiét lon, tdm, trang vit 16n
va rau theo mua dugc xay dung thanh 10
thuc don quay vong. Mdi thuc don trung
binh cung cap khoang 15 (mg) sit, 5 (mg)
kém, 600 (ug) vitamin A, 9 (ug) Vitamin B12
va 400 (pg) folate. Niang luwong cua khau
phan bo sung khong vuot qua 200
Kcal/ngay. Péi tuong dugc an thuc pham b
sung hang ngay trir cudi tuan va cac ngay 18
tét. P4i twong dn thuc pham bo sung tai cac
diém quy dinh cia mdi x4, khong an & nha.
Nguoi t6 chirc an giam sat, can lai thuc pham
khong an hét va ghi vao s6 theo ddi an hang
ngay. Ddi tuong khong dén an 10 ngay lién
tiép hodc an 1 nim ma khong c6 thai bi loali
khoi nghién ctu.

Thu thap théng tin, nhan tric, khau
phan: phong van thong tin dua vao bo ciu
hoi thiét ké sin. Po can ning, chiéu cao.
Dung cu do duogc trang bi mai va giéng nhau
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& cac xa. St dung k¥ thuat hoi ghi khau phan
an 24 gio qua trong 2 ngay khong lién tiép
tai 3 thoi diém ban dau khi chua c6 thai (To),
thai 16 tuan (T1e), thai 32 tuan (Tsz).

Thu thap miu mau: Mau mau duoc thu
thap tai 3 thoi diém: To; T1e va Ta2. Mau tinh
mach duoc iy vao budi sang khi doi, cho
vao 6ng khong co chat chdng dong. Ly tam
bng mau & 3000 vong trong 10 phdt, tach lay
huyét thanh chia vao cac dng eppendof. Bao
quan mau & - 20°C, tai trung tdm Y té huyén
trong 2 tuan. Sau 2 tuan, mau duoc van
chuyén vé Vién Dinh dudng va bao quan ¢ -
80°C cho dén khi phan tich.

Pinh lweng cac chi s6 hda sinh:

Vitamin A huyét thanh: dugc dinh luong
dwa trén phuwong phap sic ky long khdi phd
(LC MS) tai phong thi nghiém cua Bevital —
Na Uy. Retinol-binding protein (RBP): dugc
dinh lugng dua trén phuong phap ELISA tai
Vién Dinh dudng Quéc Gia.

Tiéu chuan danh gia tinh trang vitamin
A:

- Vit.A thap khi nong do
huyét thanh < 1,05 (umol/L).

- Thiéu Vit.A khi néng do6 Vit.A huyét
thanh < 0,7 (umol/L) hoic nong d6 RBP <
0,7 (umol/L).

2.3. Phan tich sé liéu: St dung phan
mém STATA 14.2 MP d phan tich

Vit.A trong

INl. KET QUA NGHIEN CU'U

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

Tai thoi diém tham gia nghién ctu c6 du
138 ddi twong. Toi thoi diém Tsp co 122 ddi
tuong thu thap duoc day da chi tiéu nghién
ctru. Do tudi trung binh cua dbi tham gia
nghién cau 1a (21,6 + 2,9) tudi véi BMI
trung binh 1a (19,9 + 1,9). Trung binh ndng
d6 Vit.A va RBP tuong tng 1 (1,65 + 0,47)
umol/L va (1,12 + 0,40) umol/L. Nang luong
trung binh trong khau phan cia ddi tuong
khoang 1773 (1562; 1980) kcal véi trén 80%
d6i twong khong dap tng du khuyén nghi
(NCKN). Khau phan Vit.A cua d6i twong
trung binh khoang 482,5 (283,9; 688,2) ug
V6i trén 69% dbi twong khong dap ung du
NCKN Vit.A. Khong thiy sy khac biét vé
cac chi sé tudi; BMI; thanh phan céc chat
dinh dudng va céac chi sé hda sinh giita 2
nhom tai thoi diém ban dau, véi p>0,05
trong tat ca cac truong hop.

3.2 Hiéu qua bé sung thuc pham lén
tinh trang Vit.A caa phu nir trong thai ky

Nong d6 Vit A va RBP cua hai nhém
nghién ctru trudc va trong thai ky duoc trinh
bay trong bang 1

Bdng 1: So sanh néng dg Vitamin A va RBP ciia 2 nhém trong thai ky

Nhom can thiép Nhom chirng
Trung binh + SD

] To (n=69) 1,59 £ 0,382 1,68 +0,77°
(H\QE;?L) T16 (N=61) 1,71 +0,312P 1,75+ 0,71¢
T3z (N=61) 1,54 +0,34° 1,51 +0,55P¢

To (n=69) 1,10 + 0,37°d 1,16 + 0,48

(u:llilF/)L) T16 (N=61) 1,27 +0,440¢ 1,27 + 0,60
T3z (n=61) 1,52 +0,67¢d 1,34 £ 0,48
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S6 liéu dugc trinh bay: (trung binh + SD).

Str dung t-test dé so sanh gia tri giira hai
nhom & cung thoi diém nghién cau hoic t-
test ghép cap dé so sanh gia tri gitra cac thoi
diém) trong cting mot nhém (To véi Tis; To
V6i Tap hodc Tis voi Taz. Voi 2064 13 gid tri
cua “p” khi so sanh trong cung mot nhom, 2
la: p < 0,05; P 1a: p < 0,01; ¢ la: p <0,001 va
413: p < 0,0001.

O nhom can thiép, ndng do Vit.A tai thoi
diém thai 16 tuan 1a 1,71 pmol/L cao hon so
véi luc chua c6 thai (1,59 pmol/L) voi
p<0,05. Khi thai 32 tuan, néng do6 VitA &
nhom can thiép va nhém ching lan luot 1a:
1,54 umol/L va 1,51 umol/L déu thap hon ¢6
YNTK so véi ndng do Vit.A khi thai 16 tuan
twong tng & nhom can thiép (1,71 pmol/L)
va nhom chang (1,75 umol/L). Khong thay
su khéc biét vé nong d6 Vit.A ¢ thoi diém

20.0%
15.0%

10.0%

T¥ 1é % phu nit cé Vit.A thip

5.0% 4.3%

0.0%

thai 32 tuan so voi trude khi ¢6 thai & nhom
can thiép (p>0,05) trong khi & nhdom chang,
nong do Vit.A trung binh khi thai 32 tuan
(1,51 umol/L) thap hon so véi trude khi co
thai (1,68 pmol/L) véi p<001.

Nong d6 RBP cua nhém can thiép & Tis la
1,27 umol/L va & Tz 1a 1,52 pmol/L déu cao
hon so véi trudc khi c6 thai (1,10 pmol/L)
tuong tng vai p<0,01 va p<0,0001. Nong do
RBP ¢ thoi diém Ta cia nhom can thiép
(1,52 umol/L) cao hon so véi thoi diém Tis
(1,27 pmol/L) véi p<0,001; G nhém chung,
khong thay su khéc biét vé nong d6 RBP
giira cac thoi diém nghién cau: To véi Tis; To
vai Tao va Tis VoI Tao.

Khong c6 su khac biét c6 YNTK vé nong
do Vit A, RBP, gitra nhdm can thi¢p vai
nhom chiing tai cling thoi diém nghién cuu.

B Chirng
—®— Can thiép A 18.0%
* < i+ Chimg ’
7.2%
Can thiép
3.3%
T0 T16 T32 2 .
Tuan thai

Hinh 1. So sanh ty 1¢ % phu ni c6 néng dé Vit.A thdp gida nhom can thiép
véi nhom chang trong thai ky
Hinh 1 cho thiy, & thoi diém thai 32 tuan ty 1& % phu nit ¢6 ndng do Vit.A thap & nhom
can thiép 1a 3,3% thap hon c6 YNTK so vdi ty 1& ndy & nhom ching (18,0%) véi p<0,01.
Khéng thay su khac biét c6 YNTK vé ty Ié % phu nir c6 ndng d6 Vit.A thip giira 2 nhom tai
thoi diém trude khi co thai va khi thai dwoc 16 tuan.
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Bdng 2. Higu qud bé sung theec phdm I1&n chénh léch néng dé cac chi sé dinh gid tinh
tragng vitamin A caa phu ni¢ dwoc can thigp som

Nhom can thiép Nhom chirng
(n=61) (n=61)
Median (p25; p75)

_ Ti6—To 0,13 (-0,05; 0,36) 0,07 (-0,14; 0,29)
(u\é:m_) Teo—T1e -0,16 (-0,35; 0) -0,16 (-0,46; 0,02)
Ts2—To -0,05 (-0,36; 0,19) -0,19 (-0,41; 0,18)

Tis—To 0,15(-0.03; 0,37) 0,08 (-0,09; 0,30)

(uii:jL) Ts2—Tie 0.20 (0.08; 0.53)" 0.10 (-0.15; 0.35)"
Ts2—To 0.28 (0,16; 0,63)™ 0,12 (0,02; 0,41)™

S6 ligu duoc trinh bay: median (p25; p75).

Str dung Wilcoxon rank sum-test dé so
sanh gia tri gitra hai nhom. “p<0,05; ™
p<0,01.

Trung vi cua chénh Iénh nong d6 RBP
gitra (T32-T1e) va gitta (Ta2-To) & nhom can
thiégp lan Iwot la: 0.20 pmol/L va 0.28
umol/L cao hon c¢6 YNTK so véi nhom
chimg tuong tmg la 0.10 umol/L va 0,12
umol/L. Khong thay su khéc biét c6 YNTK
vé chénh léch nong do Vit.A, giita nhom can
thiép véi nhdm chiang tai cac giai doan
nghién ctu (T16-To); (T32-T1s) va (Tz2-To).

IV. BAN LUAN

Theo nhu cau dinh dudng khuyén nghi
(NCKN) danh cho nguoi Viét Nam, nhu cau
Vit.A khuyén nghi cho phu nit khi c6 thai &
hai quy dau khong thay doi so véi truée khi
cé thai khoang 670 pg/ngay va NCKN Vit A
chi ting vao 3 thang cudi cua thai ky 1a 750
ng/ngay [8]. P6 1a 1y do ma ¢ thoi diém thai
16 tuan khdng cho thay c6 sy giam nong do
Vit.A huyét thanh & ca 2 nhém nghién ctu
va ham luong ndy giam vao cudi thai ky &
T32. DU khong c6 su khéc biét vé trung binh
nong do céc chi sé danh gia tinh trang Vit.A
gitta 2 nhém tai cing thoi diém nghién cuu,
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nhung so sanh giira cac thoi diém trong ciing
1 nhom da cho thay hiéu qua cua can thiép
b sung thuc pham. G nhém can thiép nong
d6 Vit.A tai Tis (1,71 pmol/L) cao hon co
YNTK so véi lac chua c6 thai (1,59
umol/L), trong khi khong thay su khac biét
c6 YNTK vé nong do Vit.A giira 2 thoi diém
nay ¢ nhdm chang. Hiéu qua can thiép con
duoc thé hién thong qua so sanh ham lugng
Vit.A huyét thanh & cudi thai ky so vai truéc
khi c6 thai: & nhém can thiép khong thay sy
khéc biét nong do Vit.A & Taz (1,54 umol/L)
so Véi To (1,59 umol/L), trong khi ndng do
Vit.A & T3, cua nhom chang (1,51 pmol/L)
thip hon c6 YNTK so véi truge khi cé thai
(1,68 pmol/L) véi p<0,01.

Nhitng hiéu biét quan trong vé vai trd sinh
hoc caa RBP di dwgc thu thap biang céc
nghién ctu thuc nghiém trén dong vat va
trén ngudi cho thdy, RBP rat quan trong
trong viéc huy dong retinol tr kho du trix
trong gan & nhimng giai doan c6 ché do an
uéng khéng diy du. RBP la protein van
chuyén VitA chu yéu trong huyét tuong,
hon nita RBP c6 mét s6 loi thé so véi Vit. A
trong cac nghién cau trén cong doéng do nd
khéng bi mat khi tiép x(c véi anh sang va
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nhiét do cao. Két qua trong nghién ctu nay
cho thdy, & nhém can thiép trung binh nong
d6 RBP cua nhém can thiép ¢ Tis la 1,27
pmol/L va & Taz 14 1,52 umol/L déu cao hon
S0 Vo1 trude khi ¢o thai (1,10 umol/L) tuong
ung véi p<0,01 va p<0,0001. Trong khi ¢
nhém ching, khong thiy su khac biét vé
nong d6 RBP giira cac thoi diém nghién ciu.

Viéc sir dung thuc pham ty nhién dic biét
thuc pham ¢ ngudn gdc dong vat véi ham
lugng protein cao rat d& hap thu lwong vi
chat vao co thé, tuy nhién véi 1 luong hap
thu nho hang ngay doi hoi viéc bd sung phai
thuong xuyén lau dai mai mang lai hiéu qua.
Két qua da minh ching rd ¢ cudi thai ky voi
ty 186 % phu nit c6 nong do Vit.A thap &
nhém can thiép 1a 3,3% thip hon so Vi
nhom chang (18,0%) vai p<0,01.

Két qua nghién cau cho thiy, trén 69%
phu nit trugc khi cd thai ¢ khau phan Vit.A
thip hon nhu cau khuyén nghi. Do vay viéc
b6 sung thuc pham c6 ngudn gbc dong vat
giau protein va Vit.A cho phuy nir tir trude khi
c6 thai 1 rat an toan va hét sac can thiét dé
chuan bi nguon vi chat dinh dudng dap ung
nhu cau trong subt thai ky.

V. KET LUAN

B sung thuc pham ty nhién tir trude khi
mang thai cho t6i thoi diém thai 32 tuan da
cai thién tinh trang Vit.A

TAI LIEU THAM KHAO
1. Mason J B, et al. (2001), “The micronutrient
report. Current progress and trends in the

control of vitamin A iodine, and iron
deficiencies”. Published by the MI Ottawa,
Canada: 1-39.

. West C E, Eilander A, and Lieshout M V

(2002), “Consequences of revised estimated
of carotenoid bioefficacy for dietary control
of vitamin A deficiency in developping
conuntries”. J Nutr, 2002. 132: 2920S-2926S.

. Vién Dinh duéng, “Panh gia tinh trang thiéu

maéu, thiéu mot sé vi chéat dinh dudng & phu
nir va tré em nam 2014, 2015”: Hoi nghi
cong b két qua Tong diéu tra vi chét dinh
dudng thang 10 nam 2015.

. Nguyén Co6ng Khan and Nguyén Xuan

Ninh (2003), “Tré em dudi 6 thang tudi &
Viét Nam c6 nguy co cao bj thiéu vitamin A”.
Tap chi Y hoc thuc hanh. 445(3): 28-31.

. Ramakrishnan U, et al. (2014), ‘“Maternal

Nutrition Intervention to improve maternal,
newborn, and child health outcomes”. Nestle
Nutr Inst Workshop Ser. Vol.78: 71-80.

. Diggle P, et al. (2002), “Analysis of

longitudinal data”. 2nd, Oxford University
Press.

. Trwong Hﬁng Son. (2012), “Hi¢u qua can

thiép cong dong biang bd sung sém da vi chat
dinh dudng trén phu nir tai mot sé xa thuoc
tinh Kom Tum va Lai Chau”. Luan an Tién sy
Dinh dudng - Vién Dinh dudng. Chuong 3.
Két qua nghién ctu: 85-86

. B Y Té va Vién Dinh Duwdong (2016), Nhu

cau dinh dudng khuyén nghi cho nguoi Viét
Nam, Ha Noi: Nha xuat ban Y hoc. (Nhu cau
khuyén nghi vitamin A): 85-89.

129



HO! NGHI KHOA HOC LAN THU XXIV CUA HOI HOA SINH Y HOC HA NOI VA CAC TiNH PHIA BAC

NGHIEN cU MOT SO CHi SO HOA SINH MAU VA NHAN TRAC &
VAN PONG VIEN THE THAO POI TUYEN QUOC GIA VIET NAM

Pham Pirc Minh!, Ping Nhit Minh?, Trinh Pic Hoanh?,

P6 Vinh Truong?, Nguyén Vin Phi?,

Nguyén Hiru Tung’, Bui Thi Nhung®, Vii Duy Nhan?

TOM TAT

Muc tiéu: Panh gia sy thay d6i mot s6 chi s6
hoa sinh mau va chi s6 nhan tric ¢ van dong vién
thé thao doi tuyén quédc gia Viét nam.

Phwong phap: Nghién ciu mé ta cit ngang
trén 37 van dong vién (VDV) tai Trung tam
Huan luyén thé thao Quéc gia. Po nhan tric, lay
méau xét nghiém ndng do sit, kém, canxi va
vitamin D trong mau.

Két qua: Chi s6 khéi co thé ciia nhom cir ta
cao nhat (24,8), sau d6 dén nhém dién kinh
(19,8) va thap nhat 1a nhém thé duc dung cu
(16,4). Twong tu, chi sd luc co tay (kg) & nhom
VDV cir ta cao nhat (45,4), sau d6 dén nhom
dién kinh (36,8) va thap nhat 1a nhdm thé duc
dung cu (19,0). Tinh trang thiéu vi chit dinh
dudng con kha phd bién ¢ van dong vién: thiéu
canxi ion (78%), thiéu kém (43,5%), canxi toan
phan thap (17%). Nong do chung Vitamin D cua
van dong vién ¢ muc thiéu (39,6+12,7nmol/L),
trong sé 78,3% sé van dong vién thiéu Vitamin

'Bé6 mén - Khoa Dinh dwéng/ Bénh vién quéin y
103/ Hoc vién Quan y

2Vién Hod hoc - Vat liéu/Vién Khoa hoc Quan su
$Trung tam Doping va Y hoc thé thao/ Tong cuc
TDTT

*Khoa Duwoc/ Truong Pai hoc PHENIKAA

SVién Dinh Duéng Quoc gia

Chiu trach nhiém chinh: Vi Duy Nhan

Email: ducminh.pham@vmmu.edu.vn

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021

Ngay duyét bai: 30.11.2021
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D, bao géom ca thiéu (47,8%) va can Kkiét
(30,4%).

Két luan: Nhom véan dong vién dinh cao c6
chi s6 thé hinh phi hop véi dic trung mon thé
thao chuyén sau. Xét nghiém huyét thanh van
dong vién thay vi chat hay thiéu la canxi, kém,
dac biét phan 16n van dong vién thiéu va can kiét
Vitamin D sau thoi gian tap cuong d6 cao.

Ter khéa: Tinh trang dinh dudng, van dong
vién, thiéu nang luong va vi chit.

SUMMARY
RESEARCH ON SOME BLOOD
BIOCHEMICAL PARAMETERS AND
ANTHROPOMETRIC INDEX OF
ATHLETES IN VIETNAM NATIONAL

SPORTS TEAM
Objectives: Evaluation of changes in some
blood biochemical parameters and

anthropometric indicators in athletes of the
Vietnamese national team.

Methods: A cross-sectional descriptive study
on 37 athletes at the National Sports Training
Center. We measured anthropometrically, iron,
zinc, calcium and vitamin D levels in the venous
blood.

Results: The body mass index (kg/m?) of the
weightlifting group was highest (24.8), followed
by the athletics group (19.8) and the lowest was
the gymnastics group (16.4). Similarly, hand grip
index (kg) was highest in the weightlifting group
(45.4), then in the athletics group (36.8) and the
lowest in the gymnastics group (19.0).
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Micronutrient deficiencies are still quite common
in athletes: ionic calcium deficiency (78%), zinc
deficiency (43.5%), low total calcium (17%).
The overal concentration of Vitamin D in
athletes was deficient (39.6+12.7mmol/L), of
which a large proportion were deficient (47.8%)
and depleted (30.4%).

Conclusions: The group of elite athletes have
fitness index that matches the specificity of an
intensive sport. Athlete's serum tests show that
the micronutrients deficiencies are calcium and
zinc, especially most athletes lack and deplete
Vitamin D after intense exercise.

Keywords: Nutritional status, athletes, energy
and micronutrients deficiencies.

I. DAT VAN DE

Dinh dudng thé thao 1a linh vuc dang
ngdy cang phat trién, tng dung nham cai
thién hiéu qua van dong, sac bén ciing nhu
thanh tich cua van doéng vién (VDV) [1].
cung véi nhitng khuyén nghi dinh dudng
dwa trén chiing cu khoa hoc, VDV c¢6 thé cai
thién can bang ning lugng cia co thé, chat
dinh dudong, dich trong qua trinh tap luyén,
thi d4u va phuc hdi, nham hd trg tt nhat cho
viéc thiét 1ap nén tang sirc khoe dai han [2].

Nghién ctru dua ra nhiing khuyén nghi
dinh dudng hiéu qua 1a vd clng can thiét.
Pay 1a tién dé dé dua ra nhiting van dé vé cai
hién can bang dinh dudng ciia VBV con ton
tai, cling nhu dinh huéng giai phap cho
tuong lai [3].

Mt khac, nhitng yéu té c6 thé anh huéng
toi tinh trang dinh dudng cua VDV nhu chu
ky, cuong do luyén tap, thi ddu va khoang
thoi gian héi phuc. Nhimg diéu nay c6 thé
thay dbi tir tirng ngay cho téi timg nim, phy
thudc vao ké hoach caa cac VDV. Panh gia

su thay doi mot s yéu t6 hoa sinh vi luong
nhu kém, calcium, vitamine D va mot s6 chi
sd nhan tric ciia VDV s& gilp cho cong tac
theo ddi, phat hién tinh trang thiéu hut va b
sung dinh dudng kip thoi trong sudt qua trinh
tap luyén va thi ddu [4]. Pam bao can bing
cac chi s cua co thé 12 yéu té tién quyét anh
huéng toi chat luong thi d4u va sic khoe cua
VDV [5], [6]. Xuat phat tir thyuc tién trén,
nghién ctru dugc thuc hién vai muc tiéu danh
gia tinh trang dinh dudng cuia VDV tai Trung
tam thé thao qudc gia.

II. D8I TUQONG VA PHUONG PHAP NGHIEN CU'U
Nghién ctru duoc tién hanh trén 54 van
dong vién (VDV) tai Trung tam Huén luyén
Quéc gia, tir ngay 20 thang 10 nam 2019 t&i
ngay 24 thang 10 nim 2019. Sau khi tuyén
chon va lay dit liéu, c6 37 VDV du dit liéu
nhan trac véi 23 VDV du dit liéu sinh hoa.

2.2. Phuwong phap

* Thu thap va xir 1y sé liéu

Str dung phiéu diéu tra, can ban dat tiéu
chuan, thuéc day, tham khao ho so bénh an
va quyén anh dung cho diéu tra khau phan in
cia Vién dinh dudng nam 2014. Dya trén
bién s6 nghién ctu va thir nghiém bo cong
cu. Cac thong tin thu duoc trén phiéu diéu tra
s& dugc ma hoa va xir Iy bang phan mém
théng ké y hoc SPSS 16.0.

* Xac dinh nhan tric, thé luc:

- Chi s6 khdi co thé (BMI — Body Mass
Index).

St dung phan mém Anthro plus cua
WHO dé danh gia, chiéu cao theo tudi cua
van dong vién tré dua theo Z-scores duoc
xac dinh cu thé nhu sau: Tir -2SD dén + 2
SD (Binh thuong), dudi -2SD dén -3SD (Suy
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dinh dudng thé thap coi mirc d6 vira), dudi -
3SD (Suy dinh dudng thé thap coi muc do
ning). BMI theo tudi cia tré dua theo Z-
scores duge xac dinh cu thé nhu sau: Tu -
2SD dén +2SD (Binh thuong), tir dudi -2SD
dén -3SD (Suy dinh dudng thé giy com mirc
d6 vira), dudi -3SD (Suy dinh dudng thé giy
com muc do nang), trén +1SD (Thura can),
Trén +2SD (Béo phi).

- Po strc co cua VDV str dung luc bop tay
thuan bang thiét b luc ké tay kep hién thi s6
Model 5401 ITO-JAPAN.

* Xét nghiém: Puoc tién hanh tai Trung
tam xét nghiém Viét Nga/ Vién Y sinh nhiét
daoi (VN biomed).

Dinh luong kém trong huyét thanh theo
phuong phép do quang, tién hanh trén may
AU480 (Beckman Coulter), thiéu kém khi
néng do Zn < 11,3 umol/L; Pinh luong

lI. KET QUA NGHIEN cU'U

3.1. Pic diém chung ddi tweng nghién ciru

Canxi ion theo phuong phap dién cuc chon
loc trén may ISE 5000 (ISE: lon Selective
Electrode), gi4 tri tham chiéu trén nguoi
trwong thanh: 1,12 — 1,3 mmol/L; Binh
lwong Canxi toan phan theo phuong phap do
quang trén may Cobas C501 (Roche), gié tri
tham chiéu: 2,2 — 2,75 mmol/L; Pinh luong
Vitamin D theo phuong phap mién dich hoa
phat quang trén may Architect 11000
(Abbott), gid tri tham chiéu trén nguoi
truong thanh 50 — 125 nmol/L, thiéu khi
nong d6 < 50nmol/L va can kiét khi <
30nmol/L [7]; Sit dugc dinh luong theo
phuong phap do quang trén may Cobas C501
(Roche).

- Nghién ciru duoc sy hd tro kinh phi va
la mot phan s liéu cua dé tai cap Bo cua Bo
Cong thuong, 11/HD-
DbT.11.19/CNSHCB.

ma SO

Histogram

Frequency

Y

InE g lnn

Mean =18.78
Stel. Dev. =2 496
M =37

N

N

o T T T
Q.0 12.0 15.0

Age

T T
18.0 21.0

Biéu db 1. Phan bé tusi ciia van déng vién
Nhgn xét: Tudi cta van dong vién tir 10-20 tudi, trung binh 12 16,8 + 2,5 (tudi).
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Biéu d6 2. Phan bé gisi tinh cua van dong vién
Nhdn xét: Phan bé gii tinh gitra cdc nhém van dong vién khong khéac nhau (p>0,05).
3.2. Tinh trang dinh dwdng qua chi s6 nhan trac

70.0 65.8
— 60.0 56.6
2
S 50.0
=

" 40.0
c
£ 30.6
T 30.0
0
@ 200
=
Y 100

0.0

Clrta Pién kinh Thé duc dung cu
Biéu db 3. Chi sé cAn ngng ciia vdn déng vién
Nhgn xét: Can ning (kg) & nhom VBV cir ta cao nhit (65,8), sau d6 dén nhom dién kinh
(56,6) va thap nhat 1a nhom thé duc dung cu (30,6). Can nang trung binh chung 1a 53.7+14.9
(k).

30.0
_ 24.8
™ 250
£ 19.8
2200 16.4
g 150
[a]
w 10.0
(7]
£ s0
0.0

Clrta Pién kinh Thé duc dung cu

Biéu dé 4. Chi sé BMI ciia vdn dgng vién
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Nhgn xét: Chi s6 BMI & nhém VDV ctr ta cao nhat (24,8), sau d6 dén nhom dién kinh
(19,8) va thip nhat 1a nhém thé duc dung cu (16,4).

0.0 45.4

Luwc bop co tay (kg)
[l [¥¥] =

o S o

= = =

L

[=n]

o

-
o
o

et
=]

Clrta Dién kinh Thé duc dung cu

Biéu d6 5. Chi sé lwe bép co tay thudn ciia vin dgng vién
Nhgn xét: Chi s6 luc co tay & nhém VDV ctr ta cao nhat (45,4), sau d6 dén nhom dién
kinh (36,8) va thap nhat 14 nhom thé duc dung cu (19,0).
3.3. Tinh trang dinh dwong qua chi sé xét nghiém sinh hoa

Fe (umol/L)

20.5
23.4
Zinc (umol/L)

1.0
Calci_ion (mmol/L) 1.1
1.1

3

Calci_Total (mmol/L) A

3

5.0 10.0 15.0 20.0 25.0

B Théducdung cu ®Piénkinh ®Clrta

Biéu dé 5. Chi sé yéu té da lwong va vi lireng ciia vin dgng vién.
Nhgn xét: Nhom VDV dién kinh c6 xu huéng ¢ nong do kém (p<0,05) va calci huyét
thanh cao hon (p>0.05) cac nhom khac. Nhom cir ta ¢6 ndng do sat huyét thanh cao hon cac
nhom khéc (p<0,05).

134



TAP CHi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

60

50

40

30.4
30

Ty 1 (%)

20

10

Can kiét

47.8

21.7

Thiéu Binh thwéng

Biéu do 6. Tinh trgng thiéu vitamin D ciia vdn dgng vién
Nhdn xét: Chi 21.7% s6 VDV c6 da vitamin D (>50nmol/L), phan con lai chiém ty 18 Ion
(47.8%) la thiéu (< 50 nmol/L) va can kiét (30.4%) Vitamin D (< 30 nmol/L).

50.0
45.0
40.0

w
v
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30.0
25.0
20.0
15.0
10.0
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Vitamin D (nmol/L)

39.2

Clrta

44.1

Pién kinh Thé duc dung cu

Biéu dé 7. Nong d¢ vitamin D cia vdn déng vién
Nhgn xét: Nong d6 Vitamin D cua van dong vién & muc thiéu (39,6212,7nmol/L), nong
d6 Vitamin D huyét thanh cua nhom dién kinh cao nhat (44,1nmol/L), sau d6 dén nhém cir ta
(39,2 nmol/L) va thap nhat 13 nhoém thé duc dung cu (32,5nmol/L).

IV. BAN LUAN

4.1. Tinh trang dinh dwdng caa van
dong vién qua chi sé nhan tric va thé luc

Tap luyén thé thao can tao khdi co dé ting
stc bén cho co thé va giit can nang on dinh.
Ché d6 an va tap luyén can hop 1y dé sao cho
cung cap du nang luong tiéu hao va tich luy
khéi co di khoé cho qua trinh thi dau trong
diéu kién cuc han.

Két qua nghién cau cho thiy can nang
(kg) nang trung binh chung la 53.7£14.9
(kg), trong d6 nhém VDV ctr ta cao nhat
(65,8), sau d6 dén nhom dién kinh (56,6) va
thip nhat 1a nhém thé duc dung cu (30,6).
Tuong tu, chi s6 luc co tay & nhom VBV cir
ta cao nhét (45,4kg), sau d6 dén nhom dién
kinh (36,8 kg) va thap nhat 14 nhém thé duc
dung cu (19,0 kg). Didu nay chung to cac
van dong vién dd 4p dung ché do dinh
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dudng, tap luyén dé sic co twong GNg VG
thé hinh cua ban than, phuc vu cac mén thi
dau c6 tinh chat khac nhau [8].

Céc chi s nhan tric va thé luc cua VDV
déu thé hién dac diém cua loai hinh thé thao
va dic diém co thé cua timg nhom dac thu.
Nhom cir ta can thé luc, can ning, sirc co tot
nhét, trong khi d6 nhom thé duc dung cu can
su tinh té, chinh xac, khéo 1éo nén thuong
nhe can va khdng tap ning. Nhom dién kinh
can su déo dai nén céc chi sé can ning, BMI
lubn giit & mirc trung binh dé tao voc dang
cho co thé.

4.2. Tinh trang dinh dwdng caa van
déng vién qua chi sb sinh hoa

Két qua nghién cau cho thay ty ¢ VBV
thiéu canxi cao (78%). Canxi gilip co thé
hinh thanh hé xwong va ring vitng chic, dam
bao chirc phan than kinh va sy déng mau
binh thudng. T4t ca cac quéa trinh chuyén hoa
trong co thé déu can calci, vi vay nong do
canxi trong co thé duoc duy tri khéng thay
d6i bang co ché can bang. C6 60% canxi
trong huyét thanh ton tai dudi dang ion va cé
hoat tinh sinh hoc, lugng canxi con lai trong
huyét thanh khong phai ion ma ¢ dang “tro’.
Thiéu canxi anh huéng toi ting trudng chiéu
cao va thanh tich khi thi ddu, d gay chuot
rut té bi khi van dong cuong do cao.

Ty l¢ VDV thiéu kém nhiéu (43,5%).
K&m 1a vi chit c¢6 vai tro dic biét quan trong
dbi vai su phat trién cua co thé. Kém gitip co
thé chuyén hoa ning lugng, phan chia té bao
va hinh thanh cac t6 chuc. Kém ciing tuong
tdc vai nhitng hormon quan trong tham gia
vao tang truéng xuong. Ke€m lam tang hiéu
qua cia vitamin D lén chuyén hoa xuong
thdng qua kich thich tong hop DNA trong té
bao xwong. K&m con co tac dung diéu hoa hé
théng noi tiét, thuc diy qua trinh ting
truong, chinh vi vay kém c6 vai tro rat quan
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trong d6i véi sy phat trién vé tim voc va
chiéu cao. Ngoai ra, kdm con 12 vi chat thiét
yéu dam bao cho sy phat trién hé than kinh
cua tré duoc dién ra binh thudng. VDV thiéu
k&m anh huéng téi su phat trién chiéu cao va
thanh tich thi dau.

Phan Ién (78,3) VDV thiéu Vitamin D (<
50 nmol/L), dac biét ty 1€ VDV can kiét
Vitamin D la 30,4% (< 30 nmol/L). Ly giai
diéu nay c6 thé do miu duogc liy vao cudi
mua thu, nong d6 Vitamin D c6 thé giam
theo mua, giam nhiéu sau cac dot luyén tap
cuong do cao, kéo dai. Tuy nhién cac nghién
ctru khac cling cho thay cac VBV déu thiéu,
khong lién quan nhiéu dén mua trong nim
ma chi yéu lién quan dén hinh thic van
dong trong nha hay ngoai troi, cuong do van
dong va ché do dinh dudng [9], [10].

V. KET LUAN

Nhom van dong vién dinh cao c6 chi sd
thé hinh phl hop véi dac trung mon thé thao
chuyén sau, tuy nhién co thé van dong vién
thudng thiéu vi chat nhu canxi, kém, dac biét
phan 16n van dong vién thiéu va can kiét
Vitamin D sau thoi gian tap cuong d6 cao.

Xét nghiém sinh héa cho thiy tinh trang
thiéu vi chat dinh dudng con khé phé bién &
van dong vién: thiéu canxi ion (78%), canxi
toan phan thip (17%), thiéu kém (43,5%).
bic biét, trong cac VDV thiéu Vitamin D
(78,3%), phan 16n (30,4%) & tinh trang can
kiét Vitamin D (<30 nmol/L).
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c6 nhiéu cdéng dung tét cho suc khoe cua con
ngudi. Tuy nhién, qua thé cia nam ¢ Viét Nam
rat hiém va gia kha cao vi viéc trong nam nay &
nudce ta ¢6 nhidu han ché. Do do, trong nam dudi
dang sinh khi trong méi truong 1én men long
cling la mot lya chon dugc quan tdm. Trong
nghién ctu ndy, chung nim duoc dit tén PLUS
dugc phan 1ap tir ving Lam Pdng va duoc phan
loai la Phellinus linteus dwa vao trinh tu rARN
ving ITS. Ching nam nay duoc téi wu hoa diéu
kién nudi ciy dé thu sinh khdi dang soi. Sinh
khdi nim thu sau khi 1én men duoc siy khd va
chiét voi nudc nong va con, sau do cac dich chiét
dugc danh gia kha ning anh huéng dén dong té
bao ung thu vii BT474 bang KIT MTS. Két qua
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cho thay ca hai dich chiét caa Phellinus linteus
déu c6 kha ning kim ham sy phat trién cua
BT474. Dich chiét nudc néng c6 su kim ham
BT474 cao hon dich chiét con. Ca 2 loai dich
chiét nay déu khdng anh huong dén dong té bao
phdi than thuong cia nguoi (HEK293).

Tir khoa: Phan 1ap, nim duoc liéu, 1én men
chim, sinh khdi, Phellinus linteus.

SUMMARY

SUBMERGE FERMENTATION
ABILITY AND EFFECT OF
EXTRACTION OF PHELLINUS
LINTEUS BIOMASS WHICH
ISOLATED IN LAM DONG, VIETNAM
ON HUMAN CELL LINES

Phellinus linteus has been worldwide known
as a medicinal mushroom with many usefull
activity for human health. However, its fruit
body still rare in Vietnam and is very expensive,
because it is difficult for cultivated in artificial
medium. Therefore, biomass production by
liquid fermentation is still being a good way for
obtaining this production in
Vietnam. In this study, one mushroom naming
PLUS was isolated from Lam Dong. Based on
morphology observation and rARN sequence
analysis of the ITS region PLUS was identified
as Phellinus linteus. Biomass of this fungus
obtained from an optimized liquid medium was
used for hot waterand ethanol extraction. These
extractions were used for testing ability to affect
to human breast cancer cell line (BT474) activity
by using MTS KIT. The results showed that both
of two extractions inhibit activity of BT474 cell
line. However, the hot water extraction showed
higher activity than the ethanol extraction. Both
of these extractions showed no effective to the
normal human embryonic kidney (HEK293) cell
line.

mushroom’s
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Keywords: Isolation, medicinal mushroom,
submerged fermentation, biomass, Phellinus
linteus

I. DAT VAN DE

N4am Thuong hoang (TH) c6 tén khoa hoc
Ia Phellinus linteus, ho Hymenochaetaceae,
chi Phellinus. Nim c6 mau vang, duong kinh
6-12 cm, day khoang 2-10 cm, hinh bén
nguyét, dang nhan, tron va hinh dang rat da
dang. B&é mat c6 mau sam, 16ng ngan va dan
mét di khi truong thanh, khi d6 nam nga
sang mau den hoic vang sam, bé ngang va
bé doc khac biét han. Mt chinh gitta thuong
c6 mau vang sang, mat dudi mau sam. Thinh
thoang ndm c6 hinh dang khéng miéng va
bao tir c6 mau vang nhat. Pay 1 loai ndm
hoa go, thuong moc & nhitng ving ring sau,
ndi cao hiém trg, hay cac khu ring nguyén
sinh nén tudi nam c6 khi Ién t6i hang chuc
nim. Ching da dwoc su dung phd bién tai
Han Quéc, Trung Quéc, Nhat Ban. Tong san
luong cua cac loai Phellinus trén thé gioi
khoang 30 tAn/nidm, chi yéu tir ty nhién. Viét
Nam la nuéc ¢ khéa nhiéu loai Phellinus, tuy
nhién ciling bi khai thac can kiét, tan thu va
kho gap néu khong di sau vao cac ving ring
nguyén sinh. Tac dung cua nim nay di véi
suc khoe cuia con nguoi da dugc nghién cuu
khé nhiéu. Cac loai nAm nay dang duoc cac
nha khoa hoc thé gi¢i quan tam vi dic tinh
chéng khéi u caa né [1]. Cac nghién ciu chi
ra rang n6 con cé tac dung tot dbi vai diéu tri
c4c bénh nhu dai thao duong, nhidm khuan,
bénh tim, cao huyét ap va co tinh khéang
viém loét [2]. Hién nay, da co mot sé nghién
ctru tai Viét Nam tim dic diém sinh truong
cua nim [3] hay nghién ciru vé céc loai cling
chi Phellinus nhu Phellinus baumi [4] nham
muc dich nhu trén. Trong nghién ctru nay, da
phan lap va dinh danh dwogc nim Thuong
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hoang tai ving Lam Déng, Viét Nam va mot
s6 nghién ctru so bo vé dic tinh sinh trudng
cling nhu tac dung cua dich chiét sinh khoi
nim lén dong té bao ung thu va BT474 va té
bao thuong HEK293 da duogc thuc hién.

II. VAT LIEU VA PHUONG PHAP NGHIEN CU'U

Vat ligu

Chuing ndm TH duoc thu tai ving
Madagui, huyén Pa Huoai, tinh Lam Ddng;
Céac hda chat dat chuan vi sinh va sinh hoc
phan tr; Moi truong thach khoai tdy (PDA-
Potato Dextrose Agar): 200 g khoai tay, dun
ldy nudce trong 20 phut, glucose 20 g/l; Yeast
extract 1 g/l; Agar 15 g/l khtr trung ¢ 121°C
trong 15 phut. Méi trudng long dugc chuan
bi dua trén tham khao cua Lee et al
[5].Thanh phan moéi truong gom: glucose 40
g/l; cao nim men 20 g/l; K;HPO4 0,46 g/l
KH.POs 1,00 g/l: MgSO4.7 Hz20 05 gll;
FeCl, 0,01 g/l; MnCl2.4H20 0.036 g/I; ZnCl.
0.03 g/l; CuSO47H20 0,005 g/l; hip khir
trung ¢ 121°C trong thoi gian 15-20 phut.

Phwong phap nghién ctu

Phan 1ap nim Thweng hoang Phellinus
sp.: Tai nAm TH duogc thu nhan tai thi tran
Madagui, huyén Pa Huoai, tinh Lam Déng.
Tai nAm phat trién tt, khdng bi sau mot duc
khoét. Mau dugc xir Iy theo cach sau: Dling
bong tham con 70° lau bé mat qua thé nam
dé loai bo bao tir va cac bui ban trén qua thé,
cat sach chan ndm. Sau d6, dung bong thim
con 70° lau bé mat qua thé nam. Khir tring
dao cdy trén ngon lira dén con. Dung ludi
dao rach nhe mit dudi qua thé nim tach qua
thé 1am hai. Tién hanh lay dao cdy ldy mau
md bén trong va cdy 1én méi truong PDA
trong dia petri c¢6 kich thudc 90 x 15 mm.
Sau d6, mang dia giéng dé vao phong tbi,
nhiét @6 phong tir 25°C — 32°C. Quan sat sgi
niam moc sau do.

Nhan giéng nim trong mdi trwong
thach va léng: Giéng nim dugc nhan va bao
quan & moi truong PDA. Trudc cac thi
nghiém, 1am méi bang cach cay nam trén dia
PDA, 1 ¢ 28°C. Cit nho sgi nAm va chuyén
sang moi truong long trong binh tam giac
250ml vé6i 50 ml méi truong, va cay gidng
theo ti 16 10%. Cac diéu kién gébm: nhiét do
28°C, téc do lac 150 vong/phat, thoi gian
nudi lic 12 ngay dé thu sinh khdi.

Téch chiét va tinh sach DNA tir nam
Thwong Hoang: Sinh khéi ndm dugc thu
bang cach ly tam 10000 vong/phat trong 5
phut trong dng 2ml va nghién min véi Ni to
long. BS sung 800 pl dém TE + 1% triton X-
100, tron déu. Thém 15 pl lysozyme 100
mg/ml, u ¢ 37°C trong 1h. Thém 60ul SDS
10% va 15ul proteinaise K (20mg/ml), tron
déu, & & 56°C trong 30 phut. Tiép tuc thém
100ul CTAB/NaCl va 100ul NaCl 5M, tron
déu, u ¢ 65°C trong 10 phut. B6 sung 800yl
hén hgp Cloroform/isoamylalcohol (24:1)
ddo nhe nhang, ly tdm 10 phuat ¢ 12000
vong/phut. Hut dich ndi sang 6ng méi. Lap
lai buéc nay 2 lan. BO sung 800ul
isopropanol, ddo ong va u ¢ -20°C trong
lgio. Ly tam voi tbc do 12000 vong/phut
trong 15 phut ¢ 4°C. Rira tia 2 lan bang
5001 ethanol 70%, ly tdm thu can, va dé
kho. Hoa tan lai DNA trong 100ul nuéc khir
ion (DDW), b6 sung 200 pl lysis buffer va
tiép tuc tinh sach lai voi kit Thermo
Scientific GeneJET DNA purification. DNA
duoc elute trong 100ul DDW. Bao quan
trong ti -20°C. Nong do DNA dugc xac dinh
V&1 may do nanodrop.

PCR va giai trinh tw DNA: Hbn hop
phan tng PCR gom c6: 1x PCR buffer 22,5
ul, 10 pmol primer 0,5 pl moi loai (ITS1:
TCC GTA GGT GAA CCT GCG G; ITS4:
TCC TCC GCT TAT TGA TAT GC), DNA
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khuén 0,5 ul, nudc Khir ion vira da 25 pl (EZ
PCR mix, Phusa Biochem). Chu trinh nhiét:
1, 95°C 3 phit; 2, 95°C 30 giay; 3, 58°C 30
gidy; va 4, 72°C 30 giay; lap lai cac budc 2
dén 4 tir 30 dén 35 chu ky; 5, 72°C 5 pht.
San pham PCR duoc phan tach biang dién di
trén 1% agarose gel, 100V, 30 phat va kiém
tra két qua véi UV visualizer. Sau d6 duoc
giai trinh tu tai Phong thi nghiém Trong
diém cong nghé gene, Vién Cong nghé sinh
hoc, Vién Han Iam Khoa hoc va Céng nghé
Viét Nam. Két qua duoc phan tich s dung
phan mém BioEdit va Blast tool trén NCBI.

Chiét bot sinh khéi nim Thwong
hoang: a, Chiét con: Ngam 10 g bot sinh
khéi trong 300 ml con (2~3 ngay), thu dich
bang cach loc véi gidy loc 3M. Dich sau khi
loc duogc co dac véi may cd quay chan khéng
dén khi khéi lugng khong thay doi. Xac dinh
khdi lwong binh trudc va sau khi ¢, va hoa
lai c&c chat con trong binh ¢6 quay véi 2ml
DMSO. Ham luong cac chat duoc tinh theo
mg/ml. b, Chiét nudéc néng: Ngam 10g bot
sinh khdi trong 200-300 ml nuéc cit nong
~90°C trong 2-3 gio (h). Thu dich va c6 dac
tuong tu nhu chiét véi con va hoa lai trong 2
ml nudc. Cach tinh ham luong cac chat trong
dich chiét twong tu nhu voi chiét con
(mg/ml).

Thi nghiém trén té bao BT474 va
HEK?293: Té bao sau khi hoat hoa va ciy
chuyén mot sé lan dé dat do on dinh trudc thi
nghiém. Té bao dugc duy tri trong mdi
truong DMEM low glucose b sung 10 %
FBS, 1% Pen/strep trong ta 4m 37°C, 5%
CO,. Pém té bao st dung Trypan blue va
chia ra dia 96 giéng & néng d6 10* té
bao/giéng/100 pl, u qua dém. B6 sung dich
chiét nuéc néng cua nim & cac nong do
0,425 mg/ml, 0,85 mg/ml, 1,7 mg/ml, 3,4
mg/ml; dich chiét con & cac nong do: 0,15
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mg/ml, 0,3 mg/ml, 0,6 mg/ml, 1,2 mg/ml
trén tong 10 pl vao mdi giéng va tiép tuc
theo ddi sau khi u 24h, 48h. Anh huéng cua
dich chiét dén céc té bao duoc danh gia bang
cach quan sat trén kinh hién vi quang hoc va
theo phuong phap MTS st dung Kit
CellTiter 96® AQueous One Solution Cell
Proliferation Assay (MTS) cua héng
Promega. Moi mau thi nghiém duoc lap lai 2
lan.

. KET QUA NGHIEN CU'U VA BAN LUAN

1. Thu thap va phan lap va dinh danh
nam Thwong hoang

Nam TH duoc tim thay tai mot héc cay
muc ¢ vung Madagui, huyén Ba Huoai, tinh
Lam Bong (hinh 1a). Tai nAm c6 kich thuéc
I6n, bé mat xen 1an mau den va vang. Ving
mau den c6 bé mat nhan, min. Ving mau
vang c6 bé mat min nhu nhung, cu tao xop
hon. Soi ndm phét trién trén bé mit thach
PDA c6 mau vang dam, bé mit min nhu
nhung. Soi to khoe, toc do lan to diy dia
trong khoang 7 dén 10 ngay (hinh 1b). Trong
moi trudng 1ong, soi nAm moc theo khdi tron
hodc dai, cac soi to lan toa xung quanh khoi
cau do (hinh lc). Nhiét d6 thich hop dé soi
nam phat trién trén maoi truong thach 1a 28°C.
Trinh tu gene tai vang ITS duoc khuéch dai
vé6i phan tng PCR ding mbi dic trung ITS1
va ITS4 [6]. Ving gene khuéch dai 1a mot
bang to, rd nét, co6 kich thuéc khoang hon
800bp (hinh 1d). San pham PCR duoc giai
trinh tu theo phuong phap Sanger. Trinh tu
PCR duoc blast trén NCBI cho thiy nam thu
thap dwoc ¢ trinh ty twong ddng Véi
Phellinus linteus strain DGUM25004 (99%
trong dong, 100% cover) véi gene bank
accession: AF080458.1.
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./ BENN =
Hinh 1: Thu thdp va phan ldp ndm Thweng hoang.
a. Anh ndm tai hién triwong. b. Spi ném moc trén dia thach PDA.
¢. Spi nam phaét trién trong méi trwong long.
d. San phdm PCR ciia ADN tong sé véi mai 1TS1 va ITS4
2. Anh hwéng caa dich chiét sinh khéi nam Thuong hoang 1én cac dong té bao ung thw
v( BT474 va té bao thwong phoi than ngudi (HEK293).
2.1. Anh hwéng ciaa dich chiét con ciaa sinh khéi nam I1én té bao BT474

0,15 mg /ml 0,3 mg /ml 0,6 mg /ml 1,2 mg /ml

24h

48h

Hinh 2: Té bao BT474 sau 24h va 48h i véi dich chiét con ciia sinh khéi ndm TH.
Sau 24h u vai dich chiét con, ham luong Vé6i 0,1% va 0,2 % DMSO (tuwong Gng Véi
dich chiét tang 1én thi té bao ciing phat trién nong d6 DMSO c¢6 trong 0,6 mg/ml va 1,2
kém hon, thwa hon, dac biét & ndong d6 cao mg/ml dich chiét), cac té bao van sdng binh
nhét (1,2 mg/ml) té bao di c6 dau hiéu chét,  thuong, khoe, vach té bao lan toa va bam vao
té bao tré nén tron hon, khong thiy con chan  day dia nudi, khong c6 dau hiéu bi chét (két
bam va bé mat phong Ién nhiéu hon (hinh 2).  qua khdng thé hién trong hinh 2). Nhu vay,
Sau 48h, ¢ cac nong do thap khong thiy c6 DMSO c¢6 trong d6i ching hay trong mau
anh huong nhiéu. O néng d6 0,6 mg/ml té khong anh hudng dén su séng cua té bao &
bao thua thét hon rat nhiéu va ¢ nong do 1,2 cac nong do 1 14 0,1% va 0,2%. Sau khi
mg/ml thi té bao da chét, cac cau trac té bao v6i MTS (hinh 3), sau 24h té bao BT474
dd khong con, nhiéu ving té bao tan rd thanh giam dan sy song khi ndng do dich chiét
cac manh vun nho (hinh 2). O cac thi nghiém  tang. O ndng d6 0 mg/ml hay khéng bo sung
dbi ching gom té bao khong xir Iy gi hoacu  dich chiét con caa nam, té bao cé suc song
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cao nhat. G néng d6 1,2 mg/ml, té bao cho
thay suc séng thap nhat. Hay néi cach khéac
la dich chiét con cua sinh khdi nim wc ché su
phét trién cua té bao ung thu vi BT474. Tuy

nhién, sau 48h két qua khdng on dinh nhu

doi véi trong hop 24h. Piéu nay c6 thé 1a
do sau 48h c6 mét so chdt anh hwdng dén két
qua doc phé hap thu ¢ 490 nm do dé két qud
khong on dinh. O triong hop doi chieng két
qud khéng thay doi dang ké.

2
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o [148h
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Néng dé dich chiét (mg/ml)

Hinh 3: Két qua MTS ciia té bao BT474 sau 24h va 48h i véi dich chiét con cia sinh khéi
nam TH. DC1: té bao u véi 0,2 % DMSO; DC2: té bao 1 véi 0,1% DMSO;
Ccac con sé 1a nong dé dich chiét (mg/ml)
2.2. Anh hwéng ciaa dich chiét nwéc nong cia sinh khéi nAm 18n té bao BT474

0,425 mg /mi 0,85 mg /ml

24h

48h

Hinh 4: Té bao BT474 sau 24h va 48h 1 véi dich chiét nwéc ndng ciza sinh khéi nam TH.

Trong truong hop té bao BT474 u véi
dich chiét nuéc nong cia sinh khéi nim
(hinh 4), sau 24h, ¢ nong d6 thap nhat Ia
0,425 mg/ml, té bao van c6 chan bam vao bé
mat dia nudi cdy, & cac néng do cao hon
khong con nhin rd ting té bao. Sau 48h,
ngay ca ¢ nong do thip nhit ciing khong
thiy rd chan té bao bam vao day dia nudi.
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1,7 mg /ml 3,4 mg/ml

Két qua MTS (hinh 5) sau 24h cho thay té
bao giam dan sy song khi néng do cua dich
chiét nuéc nong cua bot sinh khdi ndm
Thuong hoang ting dan. Tuy nhién, ciing
gidng nhu treong hop dich chiét con, sau
48h thi két qua MTS khéng 6n dinh. Cac thi
nghiém khang dinh can duoc 1am thém dé c6
két qua tét hon.
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Hinh 5: Két quad MTS cia té bao BT474 sau 24h va 48h 4 véi dich chiét nwdc ndng cia
sinh khéi ndém TH. DC: té bao u vdi 10 pl nueéc cdt;
Céc con sé 1a nong do dich chiét (mg/ml).
2.3. Anh hwéng caa dich chiét con cia sinh khéi nam 1én té bao HEK293
Véi dong té bao thuong, té bao HEK293 khi duoc 1 vai cac ndng do khac nhau cua dich
chiét con cua sinh khdi nim c6 hinh anh nhu sau:

0,15 mg /ml 0,3 mg /ml

" - - - -
48

0,6 mg /ml 1,2 mg /ml

Hinh 6: Té bao HEK293 sau 24h va 48h ii véi dich chiét con ciia sinh khéi nam TH

Sau 24h u véi dich chiét con, té bao
HEK293 van phét trién binh thuong & tat ca
c4c ndng do dich chiét trong thi nghiém,
chan té bao van toa ra, bam vao bé mat day
dia nudi ciy, khdng bi co tron lai, cd thé
quan sat dugc rd rang. Sau 48h 1, ngay ca ¢
nong do cao nhat 1a 1,2 mg/ml dich chiét, té
bao HEK?293 van phat trién binh thuong,
khong thay dau hiéu té bao chét (hinh 6). Két
qua MTS (hinh 7) ciing cho thay té bao phat
trién tot hon ¢ cac ndng d6 dich chiét khac
nhau so véi khdng bé sung dich chiét (ndng
d6 0 mg/ml). Tuong ty sau 48h 1 vaéi dich

chiét con cua sinh khdi nam, céc té bao van
phét trién tot hon & trudng hop bd sung dich
chiét so véi truong hop khong  dich chiét.
DMSO c¢6 trong d6i ching hay trong mau
khéng anh huong dén su song cua té bao &
cac nong do u 1a 0,1% va 0,2%, nong do
0,2% DMSO tuong duong lugng DMSO c6
trong 1,2 mg/ml dich chiét. Nhu vay, dich
chiét sinh khdi ndm trong con di c6 tac dung
t6t 1&8n dong té bao thuong HEK?293, khong
rc ché té bao ma lai kich thich té bao phét
trién.
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Hinh 7: Két qua MTS ciia té bao HEK293 sau 24h va 48h i véi dich chiét con ciia sinh
khéi ndm TH. DC1: té bao 1 véi 0,2 % DMSQ; DC2: #é bao ii véi 0,1 % DMSO;

cdc con s6 la nong dé dich chiét (mg/ml)

2.4. Anh hwéng ciia dich chiét nwée néng ciia sinh khéi nam 1én té bao HEK293

0,425 mg /ml

24

48

0,85 mg /ml

1,7 mg /ml

3,4 mg/ml

Hinh 8: Té bao HEK293 sau 24h va 48h i véi dich chiét nwéc nong
csia sinh khéi ndm TH

Trong hinh 8 ta thiy, t& bao HEK293 u vai dich chiét nuéc ndng cua nim van phét trién
binh thuong. C6 mot s6 thanh phan chua tan hoan toan & nong do cao nhat cua dich chiét
nude nong (3,4 mg/ml) do d6 anh hudng dén hinh anh (cic dam hat tron nhé che mat hinh
anh té bao). Tuy nhién, van quan sat dugc rd rang hinh anh chan té bao bam vao day dia nuoi,
cho thiy té bao khong bi anh huang boi viéc bd sung dich chiét nudc nong ciia nam Thuong

hoang.
2

1 ﬂ
0
DC

H&p thu tai 490 nm

0,425

0,85

(111

1,7 34

No6ng dé dich chiét (mg/ml)

m 24h
[]48h

Hinh 9: Két qua MTS ciia té bao HEK293 sau 24h va 48h ii véi dich chiét niréc néng
cia sinh khai nam TH. DC: té bao 4 véi 10 P/ nudc cat;
Céc con so la nong do dich chiét (mg/ml)
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O hinh 9, két qua u véi MTS, sau khi o
véi dich chiét nude nong cia nam thi do hap
phu cua té bao ¢ ca 2 thoi diém do déu ting
Ién so véi khéng u. Diéu nay cho thay dich
chiét sinh khdi nim ngam nudc nong da cé
dap ung tot dén té bao HEK, kich thich té
bao phéat trién ting sinh. Tuy nhién, & ndng
d6 dich chiét cao hon thi stc séng cua té bao
giam dan. Suc séng cua té bao cao nhat ¢
nong d6 dich chiét 0,425 mg/ml va thap nhat
& ndng d6 dich chiét 1a 3,4 mg/ml. Nhu vay,
nong d6 nghién ctru dé sir dung nam rat quan
trong dé suy ra lidu luong bd sung nao hang
ngay c6 thé gilp nang cao siac khoe con
ngudi, hay c6 thé khong tét néu dang lidu
cao dich chiét vi chling c6 thé tré nén tc ché
té bao. Theo Sensuke [1], 10 dong té bao ung
thu gém cd PC-3, DU-145, LNCaP, T24,
ACHN, A549, MCF-7, AGS, HepG2, U87
déu bi uc ché bai dich chiét cua Phellinus
linteus (PL-ES va PL-1-ES). Két qua cho
thiy tiém niang khang khéi u cua dich chiét
nam nay. Véi két qua caa Jun [7], dich chiét
nam TH cling vai 14 tre va nam Chaga ciing
biéu hién hoat tinh khang khéi u théng qua
sy kich thich d4p ang mién dich nguyén
thity. Nhu vay két qua tac ché sy phét trién té
bao ung thu vii BT474 cia dich chiét sinh
khdi ndm cua chung t6i dang tin cay. Ngoai
ra, theo Jung-ok, 2008 [8] dich chiét con
(PLE) c6 ham luwong tong flavonoid va
phenolic cao hon dich chiét nuéc néng
(PLW) ciia ndm TH; cac hoat tinh uc ché
tyrosinase hay elastase PLE cling cao va PLE
thich hop dé sir dung nhu thyc pham chuc
nang hoac nguyén liéu cho my pham.

V. KET LUAN
Pi phan lap va dinh danh dwgc nam
Thuong hoang thu thap tai ving Lam Dong,

Viét Nam. Nam thu thap duoc c6 trinh tu
twong dong voi Phellinus linteus strain
DGUM25004 (99% tuong ddng, 100%
cover) véi  gene  bank  accession:
AF080458.1. Nam c6 thé phat trién t6t trong
diéu kién méi truong thach ban rin va moi
truong long. Sinh khéi ndm chiét con va
chiét nudc néng co tac dung tc ché ting sinh
té bao ung thu va BT474. Bdi véi dong té
bao thuong HEK?293, dich chiét con va nudc
nong cua sinh khéi ndm kich thich té bao
phét trién so véi khong bo sung dich chiét.
Liéu luong sir dung dé phét huy tét nhat tac
dung cua dich chiét can phai dwoc nghién
ctu k¥ hon.
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DANH GIA KHA NANG THAY THE CUA MAU HUYET TUO'NG HEPARIN
CHO MAU HUYET THANH POI VO'I CAC XET NGHIEM AFP, CEA,
HYBRITECH PSA VA FREE PSA TREN MAY BECKMAN COULTER DxI800
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TOM TAT

Hién nay, ddi véi cac xét nghiém hoa sinh,
bénh phim mau huyét tuong chong dong
Heparin dang dan thay thé loai mau huyét thanh
do ¢6 uu diém vé thoi gian xir Iy mau, tranh phai
lay nhiéu loai 6ng mau gay lang phi va su khong
hai 1ong tir ngudi bénh. Tuy nhién, c6 mot s6 xét
nghiém mién dich trong qua trinh san xuét nha
san xuat khong danh gia xét nghiém dé véi loai
mau huyét twong chéng dong Heparin. Do d6
muc dich cua nghién ctru la danh gia kha nang
thay thé caa hai loai mau voi nhau dbi véi cac
xét nghiém AFP, CEA, Hybritech PSA va Free
PSA trén may trén may Beckman Coulter DxI
800.

**Khoa xét nghiém, bénh vi¢n Vinmec Time
*Khoa Sinh héa - Mién dich, Bénh vién K co sé
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Pé danh gia d6 chinh xac, voi mdi xét
nghiém, s dung mAau san ¢ caa bénh nhan da
dugc chi dinh thuc hién xét nghiém thuong quy
tai khoa trén hai loai 6ng mau: mau huyét thanh
va mau huyét trong chdng dong Heparin dé danh
gia. Bé danh gia do chum, ciing nhu d6 6n dinh
ciia mau, mau huyét tuong s& dugc chia nho ra
va bao quan ¢ nhiét do -20°C, c4c mau nay sé
dugc chay lap lai 3 1An mot ngay va trong 5 ngay
lien tiép. Dé danh gia do tuyén tinh, mau huyét
tuong ctia bénh nhan c6 nong do cao s& tron véi
mau bénh nhan c6 nong d6 thip dé ra duoc 3
mau tron. Dé xac nhan viéc c6 kha ning thay thé
giira 2 loai mau, gisi han chap nhan duogc cua cac
xét nghiém AFP, CEA, Hybritech PSA va Free
PSA lan luot 1a 11.8, 14.3, 18.7 va 18.7% ddi v6i
do chéch va 6.2, 6.4, 9.1 va 9.1% ddi voi do
chum.

Két qua sir dung mau huyét trong chéng dong
bang Heparin cho thiy muc sai s6 vé do dung va
d6 chum & trong muac chip nhan duoc, dong thoi
khdong anh huong téi dai phén tich cua xét
nghiém.
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C6 thé sir dung mau huyét trong chng dong
bang Heparin thay thé cho mau huyét thanh ddi
véi cac xét nghiém AFP, CEA, Hybritech PSA
va Free PSA trén may Beckman Coulter Dxl
800.

SUMMARY

EVALUATION OF
INTERCHANGEABILITY BETWEEN
SERUM AND HEPARIN PLASMA FOR
AFP, CEA, HYBRITECH PSA AND
FREE PSA TESTS ON BECKMAN
COULTER DxI1800

Nowaday, for biochemistry tests, there is a
trend that heparin plasma might be alternative to
serum due to some of its advantages including
reducing turn-around time and blood waste and
raising patient customers’ satisfaction. However,
some immunoassays have not evaluted for
heparine plasma by its manufacturer. Thus, this
study aimed to evaluate the heparin plasma
alternative to serum for AFP, CEA, Hybritech
PSA and Free PSA on Beckman Coulter DxI 800.

To evaluate accuracy, for each test, using
avaliable tested tubes of serum and heparin
plasma to do it. After preanalytical process, all
tubes were analyzed. To evaluate precision and
also the stability of the analyte in plasma tube,
plasma samples were split into cups which were
run in 5 consecutive days, and 3 times per day.
To evaluate liniearity range, high level plasma
were mixed with low level plasma of each test to
generate 3 more samples that have levels
between 2 original ones. To detemine the
interchangeability is acceptable, allowable bias
and allowables precision of AFP, CEA,
Hybritech PSA and Free PSA are 11.8, 14.3,
18.7, 18.7% for bias and 6.2, 6.4, 9.1, 9.1% for
precision.

Alls evaluations are acceptable for pricision,
bias and linearity range.

Conclusion: heparin plasma can be used as
alternative to serum for AFP, CEA, Hybritech
PSA and Free PSA tests on trén may Beckman
Coulter DxI 800.

I. DAT VAN DE

U6ce tinh khoang 70% céc quyét dinh 1am
sang dua trén két qua phong xét nghiém [1].
Thoi gian tra két qua 1a mot trong nhirng yéu
t6 quan trong trong viéc chan doan va diéu
tri kip thoi cling nhu viéc giam thoi gian cho
doi ctia bénh nhan, dic biét 1a bénh nhan cap
cu. Tuy theo mot nghién ciru Q-probes
duoc thuc hién vao nam 2016 [2] da chi ra
rang thoi gian tra két qua xét nghiém van
chua dap ung duoc ky vong cua Bac si lam
sang. Trong bdi canh dé, phong xét nghiém
thudng xuyén phai d6i mat véi nhiing van dé
lién quan dén thoi gian tra két qua.

Hién nay ¢ Viét Nam ciing nhu trén thé
gidi, trong cac khoa xét nghiém sinh hoa,
huyét trong 1a mau bénh pham phé bién nhat
dugc st dung chung cho cac may xét nghiém
sinh héa va mién dich [3]. Cho rang mau
huyét thanh dugc coi 1a tinh sach nhat do
khong bi nhidu bai cac yéu té cation (NH4",
Na*, K*.Li"), boi phic hop kim loai véi
EDTA, Citrate, ... [4], do d6 lua chon tbt
nhat cho cac xét nghiém mién dich 1a mau
huyét thanh. Nhung né ciing dat ra hai van
dé, mot 1a kéo dai thoi gian tra két qua khi
ma ong huyét thanh yéu cau it nhat 10-15
phat cho hinh thanh cuc dong hoan toan
trudc khi ly tdm [5] va hai 1a bénh nhan cé
thé phai iy 2 6ng xét nghiém huyét thanh va
huyét twong dé thuc hién cac xét nghiém hoa
sinh.

Theo yéu cau cua Hiép hoi cac nha Bénh
hoc cua Hoa Ky (College of American
Pathologists-CAP) [6], ddi véi mot xét
nghiém ma bi thay ddi so véi hudng dan sir
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dung da duogc phé duyét/ théng qua cua FDA
(approved/cleared FDA), phong xét nghiém
phai x4c nhan lai hoac thiét lap duoc do
chinh xac, d6 chum, khoang phan tich cua
xét nghiém do6. Vi vay, mot xét nghiém néu
muén thay thé loai mau dwoc khuyén céo cua
nha san xuit thi phai dwoc danh gia lai do
dung, d6 chum va khoang phan tich ddi voi
loai mau mai.

Trong nghién ctu nay, muc tiéu cua
chung t6i 1a danh gia kha nang thay thé cua
loai bénh pham huyét twong chéng dong
bang Lithium heparin véi loai bénh pham
huyét thanh véi cac xét nghiém AFP, CEA,
hybritech PSA va Free PSA trén may xét
nghiém trén may Beckman Coulter DxI 800.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

Thu thap mau

Vi mau xét nghiém cia bénh nhan, sau
khi thuc hién cac xét nghiém thuong quy
dugc chi dinh boi bac si 1am sang, chung t6i
tién hanh lya chon cac mau huyét thanh c6
c4c nong do bao phu dai tuyén tinh, dong
thoi tim ong huyét twong chong dong bang
Heparin cua bénh nhan nay dé chay ddi
chiéu véi 6ng huyét thanh twong mg. Nhu
khuyén céo bai Vién tiéu chuan xét nghiém
Lam sang (Clinical Laboratory Standards
Institutes — CLSI EP 09A3) [7], bang quy
trinh trén chdng tdi lya chon ra duoc lan luot
30, 34, 34 va 34 cap mau (huyét thanh va
huyét twong chdng dong bang Heparin)
tuong ung voi cac xet nghiém AFP, CEA,
PSA va free PSA dé danh gia.

Tai khoa Sinh hda - Mién dich, ching toi
sir dung 2 loai 6ng mau:

(1) Ong huyét twong Lithium Heparin
V-tube 4 ml

(2) Ong huyét thanh VACUETTE®
TUBE 3.5 ml CAT Serum Separator Clot
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Activator

Theo huéng dan trong CLSI EP 15A3 [8],
dbi v6i mdi xét nghiém chon ra 3 mau huyét
trong & ngudng quyét dinh 1am sang, mdi
mau lai duoc chia ra 1am 5 éng nho, bao
quan & nhiét do -20°C.

Theo huéng dan trong CLSI EP 06A [9],
dbi vai mai xét nghiém chon ra 2 mau huyét
trong, mot mau c6 nong do ¢ can ngudng
trén cua dai tuyén tinh, mét mau cé nong do
& can ngudng dudi cua dai tuyén tinh. Tir 2
mau trén, tron lai ra duoc thém 3 mau cé
nong do & giita.

Phuwong phap phéan tich

Ong huyét thanh dugc dé dong trong 30
ph(t & nhiét ¢ phong va sau dé ly tam & toc
d6 4500 vong trong vong 10 phat st dung
may ly tdm lanh Hettich ROTINA 380R.
Ong huyét twong duoc ly thm ngay lap tuc &
tbc do 4500 vong trong 10 phat. Bon xét
nghiém AFP, CEA, hybritech PSA va Free
PSA duoc thuc hién trén may Beckman
Coulter DxI 800 (Beckman Coulter, USA)
theo hudng dan cua nha san xuat. Thiét bi
DxI800 dang dugc dat tai khoa xét nghiém
Sinh hoa - Mién dich tai bénh vién K co sé
Tan Triéu.

Phan tich théng ké

a. Phén tich do dung

Ap dung phuong phap phén tich hoi quy
Passing-Bablok va phan tich twong quan vao
viéc danh gia mbi lién hé giira hai loai mau.
Trong phén tich hdi quy Passing- Bablok,
khoang tin cay cua hé sé goc va hé sb chan
dugc tinh toan dua vao ky thuat bootstrap
dugc khuyén céo trong CLSI EP 09A3 [7].
Trong phan tich tuong quan, hé s6 tuong
quan Pearson dugc st dung. Tinh toan dugc
thuc hién trén phan mém Medcalc Version
20.015

b. Phan tinh d¢ chum



TAP CHi Y HOC VIET NAM TAP 509 - THANG 12 - SO CHUYEN BE - 2021

Ap dung phuong phap phan tich ANOVA
dé phan tich do lap lai va tai lap dbi voi miu
huyét tuong theo huéng dan trong CLSI EP
15A3[8].

c. Phan tich khodng tuyén tinh cia xét
nghiégm

Ap dung phuong phap phén tich hoi quy
tuyén tinh nhu huéng dan CLSI EP 06A3
9.

Nghién ciu duoc thuc hién trén lugng
mau (huyét twong va huyét thanh) con lai sau
khi thuc hién cac xét nghiém thuong quy caa
bénh nhan, hoan toan khdng anh huong toi
quyén loi sac khoe, tinh than va bao mat
théng tin cua bénh nhan.

Ill. KET QUA NGHIEN CU'U

Panh gia d¢ ding

Két qua danh gia do ding duoc thé hién
qua phan tich twong quan, phan tich hdi quy
tuyén tinh va phan tich do chéch (bang 1).
Tat ca xét nghiém déu duoc phan tich & cac
muic ndng do tir thap dén cao, bao phu tat ca
cac ngudng quyét dinh 1am sang. Két qua
danh gia déu cho thiy do chéch cua tit ca
céc thong s6 danh gia déu nho hon ngudng
d6 chéch mong doi va do chéch 16n nhat 1a
7.2% tir thong s6 Free PSA. Méi twong quan

gitra két qua cua 2 loai mau 1a vo cung chat
chg, tat ca cac xét nghiém déu co hé sé twong
quan 16n hon 0.99. Phan tich héi quy tuyén
tinh, hé sb goc cua tat ca cac xét nghiém déu
nam trong khoang 0.9-1.1, biéu d6 phan tich
duogc thé hién ¢ trong hinh 1.

Panh gia do chum

Két qua danh gia do chum sir dung phan
tich ANOVA (bang 2). Mbi xét nghiém dugc
danh gia ¢ 3 mic ndng do gan ngudng quyét
dinh 1am sang. Mdi muc duoc chon danh gia
chay lap lai 3 1an mot ngay va trong 5 ngay
lién tiép. Cac thdng sb vé do lap lai cua cac
xét nghiém va & cac muc nong do déu rat tét
va déu nho hon ngudng d6 chum mong doi.
Pong thoi voi dir liéu phan tich do tai lap
nam trong giéi han caa do chum mong doi
cling cho thay khi sir dung dng huyét tuong,
bao quan & nhiét do -20°C ndng do cac chat
phén tich hau nhu khong thay doi.

Panh gia do tuyén tinh

Két qua phan tich hoi quy tuyén tinh va
tuong quan ctia Cac xét nghiém duoc thé hién
qua hinh 2. Két qua cho thay mic do tuong
quan trong danh gia tuyén tinh cua cac xét
nghiém déu c¢6 R 16n hon 0.99 va hé sé goc
nam trong giGi han 0.9— 1.1.

Bing 1: Bing tong hop dii liéu phén tich so sinh két qud éng huyét thanh va huyét

twong chong dong Heparin

. A £ A 1A ~ ~ | Saiso
Xét D.a ! g,la Hé s6 goc| Hé s6 chian Heso | Do chg\c h NgAu’o’ng do tong cho
nghiém tri q?nh (95% C1)| (95% CI) twong |trung binh ch(;c.h mong phép?
; gia quan R (%) doi® (%) (%)
0.989 -0.0223
(ng\/Fr:L) 21'147'1 (0.9375, | (-0.2806, | 0.997 3.3 11.8 21.9
' 1.0613) 0.2406)
CEA 0.996 -0.114
(ng/mL) 0.9-43.3| (0.9321, | (-0.1940, 0.998 4.8 14.3 24.7
1.0545) | 0.01244)
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ve s A X A ~ . | Saisb
Xét D.a ! gla Hé s6 géc| Hé s6 chian Heso ) Do chg‘c h Nguo’ng do tong cho
nohicm tri danh (95% CI)| (95% CI) twong |trung binh chéch mong ohép?
ghit gia quanR| (%) doi* (%) | " o)
1.035 0.00767
PSA 0.0 -
(ngmL) | 734 (0.9879, | (-0.01842, | 0.998 5.1 18.7 33.6
g * | 11089) | 0.03520)
1.070 0.0135
Free PSA| 0.01 -
(ng/mL) | 653 (1.0467, | (0.0009599,| 0.999 7.2 18.7 33.6
' 1.1290) | 0.02936)

3Tiéu chuan vé ngudng d6 chéch mong doi va Sai sb tong cho phép lay theo tiéu chuan

bién thién sinh hoc

Bing 2: Bang tong hop dir liéu phan tich dé chum sir dung mdu huyét thanh
. A A as bo chum . A LR
i - Murc nong . . Do tai T Sai s0 tong cho
Xeét nghiém . Do 1ap lai . mong dgi? ,
do lap phep® (%0)
(%)
12.84 2.73 3.03 6.2 21.9
AFP (ng/mL) 86.68 4.73 4.57 6.2 21.9
378 5.09 6.2 6.2 21.9
8.18 5.39 6.01 6.4 24.7
CEA (ng/mL) 44.62 3.37 3.37 6.4 24.7
670.3 4.69 6.35 6.4 24.7
1.27 3.12 5.2 9.1 33.6
PSA (ng/mL) 14 2.78 5.29 9.1 33.6
38.65 1.91 2.87 9.1 33.6
1.35 3.18 5.2 9.1 33.6
Free PSA
8.39 4.43 4.82 9.1 33.6
(ng/mL)
18.44 4.23 4.29 9.1 33.6

3Tiéu chuan vé ngudng d6 chéch mong doi va Sai s6 tong cho phép lay theo tiéu chuan

bién thién sinh hoc
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Hinh 1: Biéu do hoi quy tuyén tinh so sanh két qud 2 logi ong

AFP
2500 |-

y=-0.0223 +

0D.989 x

2000

1500 |

Heparin

1000 |-

o] 1 1 1
o] 500 1000 1500
Serum

2000 2500

90| PSA Total
¥ =0.00767 + 1.035 x

Tham chiéu

400 600
Thir nghiém

Hinh 2: Biéu do twong quan va héi quy truyén tinh danh gid dé tuyén tinh

AFP
500 —
¥
r

0.753 + 0.999 x
1.00

400

300

Tham chiéu

200

100

400

4] 100 200 300 500

IV. BAN LUAN

Sy khéc biét giira két qua s dung ong
huyét twong va dng huyét thanh cua cac xét
nghiém déu nam trong gi¢i han do ngudng
d6 chéch mong doi (khac biét khdng cé y
nghia vé mat 1am sang) lan luot 12 11.8, 14.3,
18.7 va 18.7% tuong ung vai cac xét nghiém
AFP, CEA, PSA va Free PSA; két qua nay
cling twong dwong vai két qua nghién cuu
cua Piere-Oliver Hétu va cong su [10]. Hé sé

CEA
50 - y =-0.114 + 0.996 x
40
= 30
‘=
© .
o
@ +
jn 20
10
0oL L L L L L
o 10 20 30 40 50
Serum
freePSA
z
£
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14
12
3
@
£ 10
o
E
@ 8
= Tcaseot
6 —
4}
2 -
oh 1 1 L 1
0 5 10 15 20
Thir nghiém

tuong quan két qua gitra hai loai bénh pham
rat tot, déu 16n hon 0.99 va hé sé goc trong
phan tich hdi quy tuyén tinh déu nam trong
ngudng tir 0.9 dén 1.1 diéu nay cho thay hai
loai bénh pham nay c6 két qua hoan toan c6
thé thay thé 1an nhau ma khéng anh huong
dén viéc chan doan hay theo ddi diéu tri cho
bénh nhan.

Két qua danh gia do chum s dung mau
huyét twong cao hon nhung khéng ¢ y nghia
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théng ké so voi khao sat cua nha san xuat
thuc hién bang mau huyét thanh [11]. Tat ca
cac thong s6 do chum déu dat yéu cau vé
ngudng d6 chum mong doi 14 6.2, 6.4, 9.1 va
9.1% tuong ung vaoi cac xet nghiém AFP,
CEA, PSA va Free PSA. Diéu nay ciing chi
ra rang d6 6n dinh cua chat phan tich trong
6ng huyét twong chong dong bang Heparin
hoan toan twong dwong véi dng huyét thanh.

Viéc sir dung dng huyét tuong ciing hoan
toan khong anh huéng dén gidi han phan tich
cua xét nghiém, do tuyén tinh ctia mau huyét
tuong 1a twong duong véi mau huyét thanh.
Pénh gia chi ra rang hé sd twong quan thap
nhét 14 0.99 va hé s goc déu nam trong gidi
han 0.9- 1.1.

V. KET LUAN

Viéc st dung 6ng huyét tuong chéng
doéng Heparin thay cho 4ng huyét thanh su
khéc biét két qua khong co y nghia vé mit
lam sang. Pong thoi sa dung ong huyét
twong chéng dong Heparin khong giy anh
huong dén su on dinh cua chat phan tich
trong mau va ciing khong bi tac dong bai
gidi han phan tich.

Ong huyét tuong chéng dong bang
Heparin c6 thé st dung thay thé cho éng
huyét thanh d6i voi céc xét nghiém AFP,
CEA, hybritech PSA va Free PSA.
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AP DUNG THANG SIGMA TRONG PANH GIA CHAT LUONG XET NGHIEM
HOA SINH TAI BENH VIEN NHI TRUNG UO'NG

TOM TAT

Muc tiéu: (1)Panh gia hiéu nang phan tich
ctia cac xét nghiém hod sinh 1am sang bang thang
Sigma. (2) Lua chon quy trinh noi kiém hda sinh
phu hop dua trén hiéu nang phuong phap.

Phwong phap: Dya trén dir lieu noi kiém,
ngoai kiém trong 6 thang (1/2020-6/2020), cua
26 xét nghiém hoa sinh thuwong quy trén hai may
tu dong Beckman Coulter AU5800 va AU400,
tai phong Xét nghiém khoa Khdm bénh Da khoa,
Bénh vién Nhi Trung wong. Panh gia d¢ chum,
d6 xac thuc, tinh gid tri sigma cua cac xét
nghiém theo cong thuac (TEa%-Bias%)/CV%.

Két qua: 24/26 xét nghiém c6 sigma > 3, s6
xét nghiém c6 sigma > 6 ¢ hai mady AU5800 va
AU400 chiém 51,9% va 60,9%. Dya vao hiéu
ning phuong phap, lya chon quy trinh noi kiém
phu hop vai tirng xét nghiém.

Két luan: Ap dung thang sigma danh gia hiéu
ning phuong phap, lua chon quy trinh ndi kiém
ph hop gidp nang cao chét lugng xét nghiém va
tiét kiém chi phi thuc hién noi kiém.

Tir khoa: Thang sigma, sai sé toan b cho
phép, kiém tra chat luong.

SUMMARY

APPLICATION OF SIGMA METRICS
IN QUALITY ASSESSMENT OF

'Khoa Hoéa sinh Bénh vién Nhi Trung wong
Chiu trach nhiém chinh: Vi Thi Minh Hién
Email: vuthiminh.hien@yahoo.com

Ngay nhan bai: 25.11.2021

Ngay phan bién khoa hoc: 27.11.2021
Ngay duyét bai: 30.11.2021

Vii Thi Minh Hién%, Nguyén Anh M§*,
Nguyén Thi Lan?, Tran Thj Trang!

BIOCHEMICAL TESTS AT NATIONAL
CHILDREN'S HOSPITAL

Background: Quality controls are very
important and essential for a clinical laboratory
for assuring the reliable test results. Six sigma is
a quality management strategy that evaluation of
the process. Six sigma provides a quantitative
frame work for evaluating process performance,
with criterion of 3 sigma as the minimum
allowable sigma for routine performance, and a
sigma of 6 being the goal for world-class quality.

Objectives: (1) To evaluate the analytical
process performance of routine tests in our
laboratory with six sigma metrics; (2) To choose
internal quality control procedures based on
analytical process performance.

Method: Internal quality control and external
quality control data was analyzed retrospectively
over a period of 6 months for 26 analyses on two
automated chemistry analyzers Beckman Coulter
AU5800 and AU400, in laboratory of Out-
Patient department, National Children’s Hospital.
The precision, accuracy and sigma values were
estimated. Process sigma was calculated using
the formula “Total allowable Error (TEa) %-
Bias%/CV%”. TEa values were determined
according to CLIA.

Results: Most of analyses (24/26) had sigma
value more than 3 for both levels of internal QC.
Sigma values more than 6 were 51,9% and
60,9% analyses on AU5800 and AU400. Based
on method performance, select the appropriate
internal quality control procedure for each assay.

153



HO! NGHI KHOA HOC LAN THU XXIV CUA HOI HOA SINH Y HOC HA NOI VA CAC TiNH PHIA BAC

Conclusions: Applying the sigma metrics to
evaluate the performance of methods, selecting
internal quality control procedures suitable to
method performance helps to improve test
guality and save costs of performing and
reviewing internal quality controls.

Keywords: Six sigma, total allowable error,
quality control.

I. DAT VAN DE

Quan ly chat luong xét nghiém vo ving
quan trong va can thiét dé dam bao su tin cay
cua két qua xét nghiém. Six sigma la mot
cudc cach mang trong quan ly chit luong,
dugc ap dung rong rai trong linh vuc thuong
mai va cong nghi¢p cua thién nién ky mai
[3]. Trén thé gisi, thang sigma (Sigma
quality metrics) dugc &4p dung vao danh gia
hiéu nang phuong phap cac xét nghiém hoa
sinh tir nhitng nam 2000, bang cach st dung
cac thdng tin vé do chinh xac (CV) va do xac
thyc hay d¢ léch (Bias) ma phong xet
nghiém c6 dugc trong budc ban dau tham
dinh phuong phap xét nghiém, tiép theo la
trén cac dir liéu noi, ngoai kiém tra chat
luong xét nghiém [6]. Muc tiéu dé ra la dat
duoc 6 Sigma va 3 Sigma la mac téi thiéu
chap nhan duogc [7]. Thang Sigma la mot chi
diém vé hiéu niang phuong phap xét nghiém,
cho phép phong xét nghiém thuc hién noi
kiém tra chat luong xét nghiém theo mot
cach thuc mém déo tuy theo hiéu ning
phuong phap [4],[8]. O Viét Nam, viéc &p
dung thang Sigma trong quan Iy chit luong
xét nghiém chua duoc nhiéu phong xét
nghiém thuc hién. Vi vay, ching tdi thuc
hién nghién ctru nay voi muc tiéu: Panh gia
hiéu nang phan tich (analytical performance)
ctia cac xét nghiém hoa sinh 1am sang bang
thang Sigma, va lya chon quy trinh noi kiém
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phu hop véi tirng xét nghiém dua trén hiéu
nang danh gié theo thang Sigma.

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

Vit ligu nghién ciru: Mau chimg dong
kho thuong mai muac binh thuong (L2), mirc
bénh ly (L3) cua Randox (Anh). Vat liéu
ngoai kiém hoéa sinh thuong quy cua Randox
(Anh). Chat chuéan, thudc thir cua hing
Beckman Coulter(My) va Dialab(Ao) (p-

amylase). May xét nghiém hoa sinh
Beckman Coulter AU5800 va AU400
(Nhat).

Phwong phap nghién ciu: Nghién cuu
thuc nghiém trong phong Xét nghiém.

Mau nghién ctu: Dit liéu noi kiém, ngoai
kiém tir thang 1/2020 dén 6/2020 cua 26 xét
nghiém hoéa sinh thuong quy: Albumin, ALP,
ALT, P-Amylase, Amylase, AST, Bilirubin
tryc tiép, Bilirubin toan phan, Canxi, Clo,
Cholesterol toan phan, CK, Creatinin, GGT,
Glucose, Sit, Lactate, LDH, Lipase, Magie,
phosphat v6 co, Kali, Protein toan phén,
Natri, Triglycerid, Uré.

Céc bién sb va chi so trong nghién ciu:

- b6 chum (SD, CV) cua cac xét nghiém
tinh tir dir liu noi kiém (xét nghiém CK,
Phosphat vO6 co, Lactat chi chay trén
AUS5800 vi s6 lugng mau nho).

CV(%) = (SDX100)/TBpxn

- Do léch (Bias) cua cac xét nghiém tinh
tir két qua ngoai kiém trong 6 thang. Bias(%)
= (TB phong xn cung thiét bi va phuong
phap — TBpxn)/TB phong xét nghiém cung
thiét bi va phwong phap x 100.

- Tinh gia tri Sigma cho cac phuong phap
xét nghiém dua trén Sai sé toan bd cho phép
TEa(%), CV(%) va Bias(%): Sigma = (TEa-
Bias)/CV.

TEa x4c dinh theo ngudn CLIA, trir xét
nghiém P-Amylase, Bilirubin tryc tiép,
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GGT, Lactat, Lipase theo nguon Bién thién
sinh hoc cua Ricos vi ngudn CLIA khong c6
TEa cua nhirng xét nghiém nay. Pao duc nghién cau
- Can ctr vao quy tic Westgard-Sigma, lya Nghién cuu thuc hién vi muc dich khoa
chon quy trinh noi kiém phu hop voi ting  hoc. Vat liéu sir dung 1a cac mau QC va mau
ngoai kiém, khéng phai 1a mau bénh pham.

xét nghiém dua trén hiéu nang danh gia theo
thang Sigma [8].

Ill. KET QUA NGHIEN cU'U
1. Panh gia hi¢u ning phén tich cia cac xét nghiém hod sinh 1am sang bang thang
Sigma.

Bdng 1. Gia tri sigma cza cac xét nghigm trén may AU5800, AU400

_ AU5800 AU400
Xét nghiém IOEO‘;‘ '(30'/‘2‘)5 CV(%) Sigma CV(%) Sigma
L2 | L3 | L2 | L3 | L2 | L3 | L2 | L3

ALB (g/1) 10 1,86 | 1,7 | 1,9 | 48 | 42 | 15 | 15 | 59 | 56
ALP (U/L) 30 754 | 40 | 40 | 56 | 56 | 25 | 25 | 89 | 89
ALT (U/L) 20 307 | 33 | 25|52 |69 | 33|18 | 54| 96
P-AMY (U/L) | 17,7 | 276 | 16 | 18 | 94 | 81 | 15 | 1,3 | 94 | 10,9
AMY (U/L) 30 23 |30 20| 92 (139 24 | 18 | 12,0 | 16,2

AST (U/L) 20 392 | 33 (20|49 | 80 | 20 | 16 | 90 | 11,2
D-BIL 445 | 414 | 31 | 42 |129| 97 | 30 | 56 | 130 | 7.1

(umol/L)

(Jr;]'i:}‘u 20 265| 21 | 21|84 | 82 | 20| 18 | 87 | 101
Ca(mmol/L) |11,7/81|179 | 1,4 | 1,3 | 70 | 50 | 14 | 16 | 6,7 | 38
Cl (mmol/L) 5 060 09 | 10| 47 | 46 | 1,0 | 1,0 | 42 | 41
TC (mmol/L) 10 164 | 21 | 15| 40 | 56 | 1.6 | 1.4 | 48 | 57

CK (U/L) 30 317 | 2,1 | 16 | 12,9 | 16,7
Cre (umol/L) 15 257 | 33 | 1,7 | 37 | 74 | 23 | 14 | 54 | 87
GGT(U/L) | 2211 |49 | 23 | 20| 74 | 85 | 12 | 10 | 150 | 17,8
Glu (mmol/L) 10 1,74 | 16 | 15| 52 | 54 | 16 | 1,8 | 53 | 4,8
Fe (umol/L) 20 1,37 | 26 | 1,8 | 71 | 102 | 24 | 1,5 | 7,2 | 11,5

LACT 304 | 135 | 26 | 23 | 11,0 | 12,8

(mmol/L)

LDH (U/1) 20 250 | 31 | 32|57 |55 |24 |23 | 74|79
Lipase (U/L) | 379 |518 | 50 |38 | 65 | 86 | 39 | 29 | 86 | 11,3
Mg (mmol/L) 25 058 | 22 | 24 |11,0]103| 1,9 | 23 | 122 | 98
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_ AU5800 AU400
Xét nghiém I)i‘;‘ ?o'/‘:’)‘)s CV(%) Sigma CV(%) Sigma
L2 | L3 | L2 | L3 L2 | L3 | L2 | L3
IP (mmol/L) 10.1 152 | 21 | 18 | 41 | 48
K (mmol/L) |12,55/82| 0,64 | 1,0 | 1,6 | 119 | 46 | 1,0 | 16 | 115 | 44
TP (g/L) 10 141 24 | 24| 35|35 | 23| 25| 37 | 34
Na (mmol/L) | 2,8/25 | 0,48 | 0,7 | 09 | 34 | 22 | 0,7 | 08 | 31 | 23
TG (mmol/L) 25 451 | 26 | 23 | 7,9 8,8 1,8 1,7 | 13,4 | 14,0
Ure (mmol/L) 9.0 331 30 | 28|19 | 20 | 23 | 21 | 31 | 34
TEa (%) lay tr trang web Canxi, Kali (L2); ALT, Creatinine (L3). 6/46

http://westgard.com/clia.htm trir TEa cua P-
amy,Bilirubin truc tiép, GGT, Lactat, lipase
lay tir trang web
http://westgard.com/biodatabase.htm.

Theo muc sigma, hiéu nang phuong phap
dugc chia thanh 6 murc: Dang cip thé gisi (o
> 6), tuyét voi (6 > 6 > 5), tot (5 > ¢ > 4),
chap nhan duoc (4 > 6 > 3), kém (3 > 6 > 2),
khdng thé chap nhan duoc (o < 2).

May AU5800: Xét nghiém dat ¢ > 6:
27/52 (51,9%) gém P-amylase, Amylase,
Bilirubil toan phan, Bilirubin tryc tiép, CK,
GGT, Sit, lipase, lactate, Mg, Triglycerid;
Canxi, Kali (L2) va ALT, AST, Creatinin
(L3). Xét nghiém dat 6 > o > 5: 8/52 (15,4%)
gom ALP, Glucose, LDH; ALT (L2) va
Canxi, Cholesterol toan phan (L3). Xét
nghiém dat 5 > ¢ > 4: 10/52 (19,2%) goém
Albumin, CI, phosphate v6 co; AST,
Cholesterol toan phan (L2) va K* (L3). Xét
nghiém dat 4 > ¢ > 3: 4/52 (7,7%) goém
Protein toan phan; Creatinin, Na* (L2). Xét
nghiém Uré va Na" (L3) ¢6 ¢ > 2, 6 mic
kém, chiém 5,8%.

May AU 400: 28/46 (60,9%) xét nghiém
dat 6 > 6: ALP, P- Amylase, Amylase, AST,
Bilirubin toan phan. Bilirubin truc tiép,
GGT, Sit, LDH, Lipase, Mg, Triglycerid;
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(13,4%) xét nghiém dat 6 > o > 5: Albumin,
Creatinine, Glucose (L2) va Cholesterol toan
phan (L3). 5/46 (10,9%) xét nghiém dat 5 >
6 > 4: CI"; Cholesterol toan phan (L2); va
Glucose va Kali (L3). 6/46 (13,4%) xét
nghiém dat 4 > ¢ > 3: Protein toan phﬁn, uré;
Na* (L2) va Canxi (L3). Natri c6 6 <3 ¢ L3
chiém 2,2%.

2. Lwa chon quy trinh ndi kiém hoa
sinh phu hgp dwa trén hiéu nang phwong
phap.

Can clr vao gia tri sigma thu dugc, trén
ca hai mac nong 4o, ap dung quy tic
Westgard — Sigma véi N: S6 lwong mau QC
trong mét lan do; R: S6 lan do QC, cac quy
trinh noi kiém céc xét nghiém trén AU5800
va AU 400 duoc lya chon nhu sau:

- Céac xét nghiém dat sigma > 6 ap dung
don quy tac 13 voi N=2 va R=1

AU 5800: P-AMY, AMY, D-BIL, T-BIL,
CK, GGT, Fe, lactat, lipase, Mg va
Triglycerid; AU400: ALP, AST, LDH, P-
AMY, AMY, D-BIL, T-BIL, GGT, Fe,
lipase, Mg va Triglycerid.

- Xét nghiém dat sigma > 5 ap dung quy
tac Las/226/Ras voi N=2 va R=1

AU5800: ALP, ALT, Ca?", Glu, LDH;
Trén AU400: Albumin, ALT va Creatinin.


http://westgard.com/clia.htm
http://westgard.com/biodatabase.htm
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- Xeét nghiém dat sigma > 4 ap dung da
quy tac 13s/2o/Ras/41s Vi N= 2, R= 2.

AU5800: Kali, Albumin, AST, Clo,
Cholesterol toan phan va phospho; AU400:
Kali, Cholesterol toan phan, Clo va Glucose.

- Cac xét nghiém dat sigma > 3 phai &p
dung da quy ticlss/22s/Rasl41s /8x véi N=4, R
= 2 hoic N=2, R=4 va tim hiéu nguyén nhan
g6c ré dé cai thién phuong phap: Creatinin
va Protein toan phan trén AU5800; Canxi va
Protein toan phan trén AU400.

- Xét nghiém dat sigma nho hon 3 trén ca
hai may la Natri, va trén AU5800 la Uré thi
can cai thién phuong phéap vi khong c6 quy
tic noi kiém nao dam bao sy tin cay cua két
qua,.

IV. BAN LUAN

Dé sir dung hiéu qua thang sigma thi can
xac dinh chinh xac d6 léch (Bias), d0 chum
(CV) va lya chon muyc tiéu sai s6 toan bo cho
phép (TEa) phu hop. Nghién ctru cua Koen
Hens va cong su ndm 2014 cho thdy TEa dua
trén bién thién sinh hoc c6 thé xem Ia tiéu
chuan nghiém ngat nhat, tuy nhién tinh thich
dang cua ching van l1a vin dé tranh cai.
Koen Hens va cong su goi y ¢6 thé lya chon
TEa tir nhiéu ngudn khéac nhau va phong xét
nghiém c6 thé dya trén kinh nghiém thuc
tién vé thuc hanh va chuyén mon dé lua chon
TEa cho phd hop [4]. Mot s6 nghién ctu
danh gia hiéu nang phuong phap dua trén
thang sigma st dung tiéu chuan TEa cua
CLIA cho thdy phan Ién cac xét nghiém c6
sigma > 3 va thyc té ching minh cac xét
nghiém nay dap tng nhu cau thyc hanh 1am
sang [2], [5]. Vi vay, chdng toi lya chon TEa
cua hau hét cac xét nghiém theo ngudn
CLIA. Két qua & bang 1 cho thiy hau hét
phuong phap dat sigma > 3 va kha tuong
ddng gitra hai mic nong do trén clng mot

may va gitra hai may. Cac xét nghiém P-
Amylase, Amylase, Bilirubin truc tiép,
Bilirubin toan phan, GGT, Sit, Lipase,
Magie va Triglycerid dat sigma > 6 trén ca
hai may. Xét nghiém Uré trén AU5800, Natri
QC mutc 2 trén ca hai may co sigma < 3,
phong xét nghiém can phai tién hanh phan
tich nguyén nhan géc r&, thuc hién bién phap
cai tién chat luong dé cai thién hiéu ning
phuong phap. Két qua nghién ctu caa ching
t6i cling phu hop véi két qua nghién ctu caa
Bingfei Zhou va Yiwu (2019)[1], 4p dung
thang sigma trong dénh gid hiéu ning
phuong phap xét nghiém sinh hoa.

Hién tai, phong xét nghiém dang ap dung
da quy tac Westgard
12s/135/22s/Rasl415/8x/10x/7t V&I hai mac noi
kiém cho mdi lan chay va thuc hién 2 lan
chay noi kiém mot ngay. Lua chon quy trinh
noi kiém theo két qua nghién cau thu dugc,
51,9% xét nghiém trén may AUS5800, va
60,9% xét nghiém trén may AU400 c6 hiéu
nang phuong phap tot véi sigma dat > 6, chi
can 4p dung don quy tic 1:3s véi N=2. Céc
xét nghiém cé sigma > 5, chiém 15,4% xét
nghiém trén AU 5800 va 13,4% xét nghiém
trén AU400, ciing ¢6 quy trinh noi kiém da
quy tic don gian hon voi 1:3s/2:2s/R:4s véi
N=2. Nhu vy, phong xét nghiém s& tiét
kiém dugc dang ké thoi gian, nhan lyc va chi
phi QC, thubc thir khi thuc hién quy trinh noi
kiém. Tuy nhién, véi nhiing xét nghiém c6
sigma < 4, phong xét nghiém can thuc hién
noi kiém nhiéu lan hon, con nhiing xét
nghiém c6 sigma <3 thi can cai thién phuong
phép kip thoi dé dam bao su tin cay cua két
qua.

Két qua danh gia theo thang sigma phan
anh hiéu nang phuong phap xét nghiém tai
giai doan danh gia. Can danh gia thuong
xuyén dé co thé thuc hién xem xét kip thoi.
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Nhu vy, can bd sung ap dung tinh sigma
dinh ky vao quy trinh noi kiém va huéng
dan, dao tao nhan vién thyuc hién.

V. KET LUAN

Hiéu nang phuong phap danh gia theo
thang sigma dat mac chat lwong tét voi hau
hét cac xét nghiém hoa sinh (24/26 xét
nghi¢m) cua phong xét nghiém cé gia tri
sigma l6n hon 3, sé xét nghiém c6 sigma > 6
& hai may AU5800 va AU400 chiém 51,9%
va 60,9%. Ap dung thang sigma dinh ky
danh gid hiéu nang phuong phap xét nghiém
giup kip thoi xem xét va lua chon quy trinh
thong ké noi kiém phd hop véi tung xét
nghiém, nang cao chat lugng xét nghiém,
ddng thoi gitp tiét kiem vat lidu noi kiém,
héa chat va nhan luc thuc hién noi kiém.
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