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Nghién clftu cta ching t6i chu yéu danh gia
cac cac yéu to lién quan téi TMNMN trén bénh
nhan chay mau dudi nhén & thdi diém nhap vién
can co thém cac nghién clu xac dinh thém cac
yéu t0 lién quan trong qua trinh diéu tri, cling
nhu anh hudng cia khéi mau tu nhu md nao
dén két cuc clia bénh nhan dé c6 thé xay dung
dudc hudng dan chudn dé diéu tri nhitng bénh
nhan nay.

V. KET LUAN

Nghién cttu nay khao sat cac bénh nhan
chdy mau dudi nhén tai bénh vién Bach Mai,
TMNMN hién dién & mét ty 1& dang ké bénh nhan
chdy mau dudi nhén. Khi nhap vién: tinh trang
liét nira ngudi, mau tu dudi mang clng, diém
WFNS do IV, V la yéu to cb lién quan va v@
phinh dong mach nao giira c6 lién quan doc lap
V@i su gia tang xuat hién tu mau nhu mé nao.
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tudi chan doan viém gan vi rat C diéu tri DAAs dugc
theo doi tai trung tdm Bénh Nhiét D&i — Bénh vién
Bach Mai. Cac xét nghiém HCVcAg, HCV RNA va cac
xét nghiém sinh hoa huyét hoc khac dugc danh gia tai
cac thai diém: trudc diéu tri, 4 tuan diéu tri, 12 tuan
diéu tri va sau 3-6 thang khi hoan thanh diéu tri. Két
qua va két luan: Nong do HCVcAg trung binh cla
cac dbi tugng tham gia nghién ciu 5260,54 =+
4421.98 fmol/L. Néng d6 HCVcAg giam nhanh trong
qua trinh diéu tri DAAs, tai thdi diém 4 tuan diéu tri
30/33 truGng hgp khong phat hién HCVcAg, tai 12
tuan va sau két thdc dieu tri khong trudng hdp nao
phat hién HCVcAg. Thay do6i nong d6 HCVcAg khong
co su khac biét gilta nhom diéu tri SOF/VEL va nhom
cac thudc DAAs khac
Tur khoa: Vi rit viém gan C, HCV coreAg, DAAs
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SUMMARY

SURVEYING CHANGES IN HCV CORE

ANTIGEN (HCVcAg) CONCENTRATIONS
DURING DAAs TREATMENT IN PEOPLE
WITH HEPATITIS C VIRUS

Objective: Observing changes in HCVcAg
kinetics during DAAs treatment in patients with
hepatitis C virus. Subjects and methods: A cross
sectional descriptive  study use of convenience
sampling method was performed on 36 patients =16
years old diagnosed with hepatitis C treated with DAAs
and monitored at the Center for Tropical Diseases -
Bach Mai Hospital. HCVcAg, HCV RNA and other
hematological biochemical tests were evaluated at the
following times: before, 4 weeks, 12 weeks of
treatment and after 3-6 months upon completion of
treatment. Results and conclusions: The level of
HCVcAg was 5260.54 + 4421.98 fmol/L. HCVcAg
levels decreased rapidly during DAAs treatment. At 4
weeks, 30/33 cases did not detect HCVcAg, at 12
weeks and after the end of treatment, no case
detected HCVcAg.

Keywords: HCV, HCV coreAg, DAAs

I. DAT VAN DE

Viém gan vi rat (VGVR) C la mot van dé strc
khoe toan cau, day la mét trong nhitng nguyén
nhan chinh dan dén xd gan, ung thu gan va
bénh gan giai doan cudi. Viéc phat trién cac phac
do6 s dung thuGc khang vi rat tac dung truc ti€p
gqua dudng ubng (Direct acting antivirals: DAAs)
cho hiéu qua cao, dung nap tot, dat ti Ié dap Ung
vi rut kéo dai cao trong khi tac dung khong
mong mudn va thdi gian dung thu6c giam. Tuy
nhién ganh nang toan cau do nhiém vi rdt viém
gan C (Hepatitis C virus: HCV) van & muc cao do
hau hét ngudi bénh khong biét tinh trang bénh
ctia minh cho tdi khi co triéu chiing Idam sang va
chi phi diéu tri con cao.! Hién nay, quy trinh
chan doan nhiém HCV gém 2 budc: sang loc anti
HCV va khi anti HCV dudng tinh sé dugc xét
nghiém thém HCV RNA.?

Gan day xét nghiém phat hién khang nguyén
I6i cia HCV (HCV core antigen: HCVcAQ) da
dugc dua vao trong tiéu chudn chan doan nhiém
HCV.2 HCVcAg xu&t hién s6m hon HCV Ab, chi
biu hién & giai doan nhiém HCV dang hoat
dong, Jole thé phan biét giifa nhiém tring trudc
va nhiém trung hién tai va_khéng bi anh hudng
bai tinh trang suy giam mién dich. Mat khac, su
bi€u hién ctia HCVcAg rat phu hdp véi biéu hién
cla HCV RNA, nhung so v8i HCV RNA, xét
nghlem HCVcAg dé thuc hién, tiét kiém thdl glan
va chi phi thdp hon. Xét nghiém HCVcAg giup
phat hién nhiém HCV_s6m han, chén doan chinh
Xac cac giai doan nhiém HCV khac nhau va danh
gia hiéu qua diéu tri ctia thudc khang vi rat.? Tuy
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nhién (ng dung xét nghiém HCVcAg trong chan
doan va diéu tri VGVR C & Viét Nam con rat han
ché.* Trong nghién cltu nay, ching t6i thuc hién
v8i muc tiéu: Khdo sdt su’ thay déi nong do
HCVCcAg trong qué trinh diéu tri DAAs & nguoi
bénh VGVR C,

I1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Pdi tugng nghién ciru. Téng cdng 36
ngudi bénh >16 tudi diéu tri tai trung tdm Bénh
Nhiét Bdi, Bénh vién Bach Mai tur 4/2017 dén
thang 6/2023 dugc chan dodn VGVR C theo
hudng dan chan doan va diéu tri VGVR C cua B
Y t€ Viét Nam ndm 2021: °

Tubi =16 tudi

Tai lugng HCV RNA trén gigi han phat hién

Co6 dong thoi xét nghiém HCVcAg va tai
lugng HCV RNA

Diéu tri cac thudc DAAs theo erdng dan

Loai trr tdt cd nhitng nguGi bénh dong
nhiém vi rat viém gan B, HIV, khong hoan thanh
liéu trinh diéu tri cac thuoc DAAs theo hudéng dan

2.2. Phuong phap nghlen cfu. SU dung
phudng phap nghién clru mo ta

Su dung ky thudt chon mau thuan tién,
khdng xac sudt, ngudi bénh du tiéu chudn
nghién cltu sé dugc tu van va lua chon tham gia
nghién clru

_ Ngu@i bénh dugc thdm kham lam sang, lay

mau mau xét nghiém sinh hoa tai khoa Sinh hda,
huyét hoc tai Trung tam Huyét hoc va xét
nghiém vi sinh, sinh hoc phan t(r tai khoa Vi sinh
— Bénh vién Bach Mai

NGi dung theo do6i ngu'di bénh

T "
Dau hiéu theo doi dtle_u diéu|diéu| thang
" | tri | tri |diéu tri
Kham |am sang X X | x X
Xét nghiém sinh hoa, « « | x «
huyét hoc
Xét nghiém huyét « | )
thanh hoc HBsAg, HIV
Xét nghiém HCVRNA, [ | | <
HCVcAg
Siéu am 6 bung X X

Ky thuat xét nghiém HCV-RNA va
HCVcAg. Xét nghiém HCV RNA va HCVcAg dugc
thuc hién tai khoa Vi sinh — Bénh vién Bach Mai.
Mirc HCV RNA khong phat hién dugc tai tuan 12
dugc xac dinh 1a SVR12. Ngudng chan doan am
tinh cia HCV RNA <15 IUml/L. Dinh lugng
HCVcAg trong huyét thanh dugc do bdng cach
st dung Xét nghiém Abbott ARCHITECT HCVcAg
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trong cac mau huyét thanh dugc luu trir tai
clng thdi di€ém véi HCV RNA. Gia tri ngu8ng dé
phat hién HCVcAg la 3,0 fmol/L; mic dudi 3,0
fmol/L dugc coi la khdng phan Ung.

2.3. Phan tich va xtr ly s0 liéu. X ly va
phan tich s0 liéu dugc thuc hién trén phan mém
SPSS 25 . Céc bién dugc biéu thi bang tan s8, ti
|é phan trdm, gid ti trung binh va dd 1éch chuan.
Cac phan tich chi binh phuong, Fisher's exact
test dugc thuc hién dé danh gia méi lién quan
gira cac bién khac nhau trong qua trinh diéu tri
viém gan C, vdi gia tri p <0,05 dugc coi la cd y
nghia thong ké.

Ill. KET QUA NGHIEN cU'U

Téng cdng cb 36 ngudi bénh dugc chan
dodn VGVR C du tiéu chudn tham gia nghién
cru. Tién hanh phan tich nhitng nguGi bénh nay
két qua nhu sau:

Bang 1: Pdc diém chung cua cdc déi
tuong tham gia nghién ciuu

Chi so X£SD hoac n(%)
Tubi (ndm) 44,69+11,26 (22 - 70)
Gi6i nam 28 (77,8)
Chan doan nhiém HCV
truéc do 19 (52,8)

S6 nam dugc chan doan

nhiém HCV (ndm) 2,61£1,83 (0-7)

Chan doan xd gan 8 (22.2)
Nghién rugu bia 23 (63,9)
103,172188,99
AST (U/L) (24-1167)
<1 ULN 9(25,0)
1-5 ULN 24 ( 66,7)
> 5 ULN 3(8,3)
153,752213,07
ALT (U/L) (23-1275)
<1 ULN 4 (111)
15 ULN 26 (72,2)
> 5 ULN 6 (16,7)

Tiéu cau (G/L)
Ty |é prothrombin (%)
Bilirubil (mmol/L)
AFP (ng/mL) 11,86 + 25,44

196,08 + 74,38
96,96 + 14,21
25,57 £+ 65,34

trong dé cht yéu ndm trong mirc 1 - 5 ULN vdi ti
& [an Ilugt 1a 66,7% va 72,2%
Bang 2. Cac phac dé DAAs su’ dung

Phac do n (%)

Sofosbuvir + Daclastavir (SOF/DAC) | 8 (22,2)
Sofosbuvir + Ledipasvir (SOF/LDV) | 6 (16,7)
Elbasvir + Grazoprevir (ELB/GRZ) | 4 (11,1)
Sofosbuvir + Velpatasvir (SOF/VEL) | 18 (50,0)
Tong 36 (100)

Trong nghién clifu nay SOF/VEL la phac do
dugc sir dung nhiéu nhat vdi ti 1é 50%, cac phac
do khac dugc s dung la SOF/DAC, SOF/LDV va
Zepatier.

Bang 3. Nong dé HCVcAg va HCV RNA
trudc diéu tri

Gia tri N (%) p
X + SD 5260,54+4421.98
(Min-Max) | (22,85 - 15576)
HCVcAg <100 3(8,3)
(fmol/L) | 100 — 1000 4 (11,1)
1000 — 10000 23 (63,9) 0,000
>10000 6 (16,7)
Téng 36 (100)
X £ SD
. 6,21+0.85
(Min-Max) A
(Log I/m) | r347:29)
< 200.000
(u/mi) 5(13,9)
HCV RNA| 200.000 -
2.000.000 12 (33,3)
>2.000.000
(1u/mi) 19 (52,8)
Tong 36 (100)

Trudc diéu nong do HCV RNA trung binh la
6,21 £ 0.85 log10 IU/mL va 52,8% nguGi bénh
c6 ndng d6 HCV RNA >2x10° (IU/ml). Nong do
HCVcAg la 5260,54 + 4421.98 fmol/L va gia tri
HCVcAg & nhiéu mic d6 khac nhau trong dé
nhom nam trong khoang 1000 — 10.000 chiém ti
|é cao nhat 63.9%.

Bdng 4. Két qua HCVcAg trong qua
trinh diéu tri

APRI 1,52 + 1,71

Trong 36 ngudi bénh tham gia nghién cliu
cd 77,8% nam gidi, tudi trung binh la 44,69 +
11,26 tudi, 52,8% dugc chan doan nhiém HCV
trudc dé véi thdi gian dudc chdn doan nhiém
HCV trung binh 2,61 + 1,83 nam. Co 8 ngudi
bénh (22,2%) dudc chan dodn xo gan tai thdi
diém b3t dau diéu tri vSi di€m APRI trung binh
1,52 + 1,71. Gia tri AST, ALT trung binh trudc
diéu tri clla cac ngudi bénh tham gia nghién ciu
I3 103,17 + 188,99 U/L va 153,75 + 213,07 U/L

Tuan 4 |Tuan 12|Sau diéu tri

HCVCAg | gigu tri | diéu tri |3 - 6 thang

Duong tinh n(%) 3(9,1) | 0(0) 0(0)

Am tinh n (%)|30 (90,9)| 33 (100)| 33 (100)

Téng n (%) 33 (100)33 (100)| 33 (100)

L4y mic chan doan duong tinh cia HCVcAg
>3 fmol/L. Trong qua trinh diéu tri thuoc DAAs,
tai tuan thir 4 cé 3 trudng hgp phat hién HCVcAg
trén nguGng chi€ém ti 1é 9,1%, con lai 90,9%
trudng hop xét nghién HCVcAg am tinh. Tai tuan
thir 12 diéu tri va sau khi két thdc diéu tri, khong
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6 truGng hgp nao xét nghiém HCVcAg duang tinh.
6000.00 7.00

e HCV CAR « HCV RNA

b=t

4.00

2000.00

HcveAg ( fmol/L)
HCV RNA ( Log10 IU/mL)

1000.00 150

0.00 | 2 0.00
Truwde diéutri Tudn 4 didu tri Tudn 12digu trj saudidu trj 3-6

Thoi gian diéu tri
Hinh 1: Thay déi néng dé trung binh HCV RNA
va HCVCcAg trong qua trinh diéu tri DAAs
Trong qua trinh diéu tri DAAs cé su’ thay ddi
vé nong d6 HCV RNA va HCVcAg. Nong do
HCVcAg va HCV RNA déu giam nhanh trong qua
trinh diéu tri cac thuéc DAAs. Nong do HCVcAg
sau 1 thang 0,52 + 1,28 (0-4,76) fmol/L, sau 3
thang 0,01 % 0,07 (0 - 0,41) fmol/L véi p= 0.000
<0.001.

®mHCVRNA = HCVcAg
90.9% 100.0% 100.0%
30/ 33/ 23/
33 33 23
Tudn 4 diéu tri Tuin 12 diéu tri Sau diéu tri 3-6 thang

Hinh 2. Pap irng vi riat trong qua trinh diéu
tri DAAs
Trong nghién clu, tai tuan 4 diéu tri, 30/33
(90.9%) trudng hgp dat dap Ung vi rat va tat ca
cac ngudi bénh dat dap Ung vi rit tai tuan 12 va
khong cé trudng hgp nao tai phat
12000

10000

8000

6000 . Nhom diéu tri phac b
DAAs khac
4000 \ —e—SOF/VEL
2000
0 € L
Trude dieu tri Tuan 4 dieu tri Tuan 12 dieu tri Sau dieu tri 3-6

thang
Hinh 3: Su’ thay déi néng dé HCVcAg trung
binh 6 cac nhom diéu tri phac dé DAAs
Trong nghién cltu nay c6 50% ngudi bénh
sif dung phac do SOF/VEL. Chung t6i ti€n hanh
phan tich su thay ddi ndng d6 HCVcAg gilta 2
nhom: Nhém 1: sir dung phac d6 SOF/VEL,
nhom 2: S dung cac phac do khac. Chdng toi
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thdy rang trong ca 2 nhom déu cd su giam
nhanh néng do HCVcAg ngay sau 4 tuan diéu tri
va ¢ dudi nguGng phat hién sau 12 tuan diéu tri.
Khéng c6 su khac biét vé su thay ddi ndng dd
HCVcAg & cac nhém diéu tri thu6c khac nhau
(p>0,05).

IV. BAN LUAN

HCVcAg la mot protein clia HCV dudc giai
phdng vao mau trong qua trinh 1ap rap vi rdt.
Cac nghién ciru gan day da chi ra vai tro cua
HCVcAg trong chan doan nhiém HCV ciing nhu
theo ddi qua trinh diéu tri DAAs nhat la khi xét
nghiém HCV RNA khong san c6 hodc khong co
kha nang chi trd.6 HCVcAg khong phat hién dugc
12 tuan hoac 24 tuan sau khi két thic diéu tri co
thé dudc st dung thay thé& cho xét nghiém HCV
RNA dé xac dinh SVR12 va SVR24 tuong 'ng &
nhitng ngudi bénh cé HCVcAg cd thé phét hién
trudc diéu tri. Trong nghién cu cla chdng toi
da chi ra su thay do6i vé nong dé HCVcAg trong
qua trinh diéu tri DAAs.

Khi khao sat dong hoc cia HCVcAg trong
qua trinh diéu tri DAAs, ching t6i thdy rdng
nong do6 HCVcAg va HCV RNA cung giam trong
qua trinh diéu tri DAAs, ngay tUr tuan tha 4.
Nong d6 HCV RNA giam nhanh trong qua trinh
diéu tri, tai tuan thr 4 c6 90.9% dat dap Ung vi
rat va ti 1€ nay la 100% tai tuan 12 va sau diéu
tri 3 - 6 thang (bang 4). Tai tuan thr 4 c6 30/33
(90.9%) trudng hgp khong phat hién HCVcAg va
3 trudng hgp phat hién HCVcAg véi gia tri trung
binh 1a 0,52 + 1,28 fmol/L ndm trong khoang 0 -
4,76 fmol/L, tai tuan 12 la gia tri nay la 0,01 +
0,07 fmol/L tuy nhién khong co6 trudng hgp nao
>3 fmol/L va khong trudng hdp nao phat hién
HCVcAg sau 3 - 6 thang diéu tri (p< 0,001) (hinh
1). Su tueng dong trong thay ddi dong hoc cla
2 xét nghiém trong qua trinh diéu tri DAAs cling
da dudc chi ra & cac nghién clru truong tu. & 37:8
tucejko (2018) HCVcAg gidm trong thdi gian
diéu tri nhanh hon so vGi HCV RNA, sau 4 tuan
diéu tri 73% khong phat hién HCV RNA va 84%
khong phat hién HCVcAg, két thic diéu tri va 12
tuan sau tat ca bénh nhan déu dat dugc SVR12
va khong co su khac biét lién quan dén thuGc
dudgc st dung?. Trong nghién cfu cla Bo Feng
va cOng su (2017) trén nhitng ngudi bénh VGVR
C man c6 ki€u gen 1 diéu tri bang PegIFNa khi
két hgp ribavirin cho thdy rang dd nhay cua
HCVcAg cd thé thdp han so v8i HCV RNA khi xac
nhan su nhan Ién clia HCV va tinh trang nhiém
tring dang hoat déng, nhung HCVcAg cd thé co
y nghia hon trong viéc phan anh nhiing thay déi
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nang dong trong qua trinh nhan Ién cua vi rat va
du doan dap (ng vi rit sém han trong qua trinh
diéu tri.°

Trong nghién clru cla chdng t6i, cac doi
tugng tham gia nghién clu s dung phac do
diéu tri SOF két hgp véi mot thudc thudc nhém
Uc ché NS5A, trong dé cd 50% d6i tugng tham
gia nghién cu st dung phac d6 SOF/VEL.
Chung t6i thy rang, 6 2 nhom diéu tri SOF/VEL
va nhém diéu tri phac d6 DAAs khac, nong do
HCVcAg déu giam ngay tU tuan diéu tri thr 4 va
khdng thé phat hién tai tuan diéu tri 12 va sau 3
- 6 thang sau két thdc diéu tri va khong cé su
khac biét gilta 2 nhom véi p>0.05 (hinh 3). Cac
nghién clfu tuong tu cling chi ra rang, cac phac
do diéu tri khac nhau, ty 1€ dap (Ung vi rat va
nong dé dugc danh gia bdi HCV RNA, HCVcAg
khdng khac biét dang ké & thdi diém ban dau va
céc thdi diém khac trong qua trinh diéu trj.37:10
V. KET LUAN

Nghién cfu 36 ngudi bénh chan doan VGVR
C du tiéu chudn tham gia nghién cltu ching toi
cd két ludn sau: Nong dd HCVcAg thay déi trong
quéa trinh diéu tri DAAs & cac thdi diém 4 tuan,
12 tuan diéu tri va sau diéu tri 3 — 6 thang. Nong
d6 HCVcAg giam manh tir tuan 4 diéu tri (90,9%
am tinh) va 100% am tinh tuan diéu tri th 12
va sau diéu tri 3-6thang. Thay ddi ndng dod
HCVcAg khong co su khac biét gitra nhom diéu
tri SOF/VEL va nhém cac thuéc DAAs khac
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XAC PINH KIEU GEN PE KHANG CLARITHROMYCIN O
HELICOBACTER PYLORI BANG KY THUAT GIAI TRINH TU’ GEN 23S RRNA

Nguyén Vin Ngoc Tan', Nguyén Tuidn Anh!, Nguyén Vin Chinh'

TOM TAT

Pat van dé: Helicobacter pylori (H. pylori) la tac
nhan chinh trong hau hét cac bénh ly da day - ta
trang va la nguyén nhan chinh gay ung thu da day.
Clarithromycin (CLA) la mot khang sinh quan trong
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trong liéu phap bd ba tiéu chuin dé diéu tri tiét trir H.
pylori. Bang cac phudng phdp chan doan sinh hoc
phan tir nhur PCR va giai trinh tu' gen khong chi phat
hién dugc H. pylori trong mau md da day ma con xac
dinh dugc cac dot bién dé khang véi CLA nhu:
A2142C, A2142G va A2143G, A2115G, G2141A,
A2144T va T2289C. Muc tiéu: Xac dinh ty € va su
phan b6 cac dét bién khang thudc clarithromycin & H.
pylori bang phucnag phap qiai trinh tu' gen 23S rRNA
truc ti€p tir mau sinh thiét bénh nhan viém loét da day
- té trang. POi twgng: mau sinh thiét da day lay tu
bénh nhan viém loét da day - ta trang do nhiém H.
pylori. Phu'eng phap: Nghién cfu cdt ngang mo ta tur
thang 11 nam 2022 dén thang 05 nam 2023, thuc
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