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NGHIEN CU0'U POT BIEN KHANG THUOC CUA VI RUT VIEM GAN B
TREN BENH NHAN VIEM GAN B MAN TAI BENH VIEN
TRUONG PAI HOC Y DUQO'C CAN THO' NAM 2022-2023

TOM TAT

Pat van dé: Hién nay, nhiéu loai dot bién khang
thuc'ic cla HBV da dugc phat hién vé céc dot bién néy
dan dén viéc diéu trj that bai. Vi vay viéc xét nghiém
xac dinh gen khang thudc co y nghia chién lugc trong
diéu tri va kiém soat bénh viém gan B man. Muc tleu
nghlen clru: Xac dinh ty Ié dot b|en khang thudc cua
vi rdt viém gan B tren bénh nhan viém gan B man va
tim hleu mot s6 yeu to lién quan dén dot blen khang
thuGc cla vi rat viém gan B trén bénh nhan viém gan
B man. Doi tugng va phucng phap nghién ciru:
Nghién clru md ta cit ngang dugc thuc hién trén 71
bénh nhan dugc chan doan viém gan B man cd ch|
dinh va thuc hién xét nghlem men gan, cac dau an
huyét thanh tai Bénh vién Trudng Dai hoc Y Dugc Can
Thd; bén canh do mau huyét thanh cta bénh nhan
derc thu thap dé phan tich tai luong vi rdt va g|a|
tr|nh tu gen tai phong xet nghiém Nam Khoa. Két
qua Cé 71 bénh nhan viém gan B man dudc ngh|en
cltu, trong d6 nam chiém uu thé (53,5%), vGi do tudi
trung binh cta bénh nhan 1& 40,6+15,7. Hau hét cac
doi tugng nghién clru co két qué men gan nam trong
gidi han binh thudng AST (56,3%), ALT (69,0%). Vé
dau an mién dich HBeAg (+) chiém 54,9% HBeAg (-)
la 45,1%, tat ca cac trudng hdp déu c6 HBV DNA (+)
da sO cac truGng hgp co tai lugng vi rit >20000
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IU/mL (78,9%). Chi c6 2 ki€u gen B va C, trong doé
kiu gen B chiém ty 1€ 73,2% va C la 26, 8% Ty lé dot
bién khang thudc cla HBV la 7,0%, trong dé dot bién
khang LAM (V207M) 2,8%, ADV (Q215H) 2,8%, ETV
(5202I) 1,4%. Chua tim thay su lién quan gilra tuGi,
gidi tinh, t|nh trang HBeAg va HBV DNA dén dot blen
khang thudc cla vi rt viém gan B. K&t luan: Xét
nghiém dot bién khang thudc cua vi rut viém gan B &
bénh nhan viém gan B man dong vai tro quan trong
dé quan ly, theo d6i va diéu tri cd hiéu qua.

Tur khoa: Viem gan vi rit B man tinh, ki€u gen,
dot bién khang thudc, tai lugng vi rat.

SUMMARY

STUDY ON DRUG RESISTANCE MUTATIONS
OF HEPATITIS B VIRUS IN CHRONIC
HEPATITIS B PATIENTS AT CAN THO

UNIVERSITY HOSPITAL OF MEDICINE AND

PHARMACY IN 2022-2023

Background: Currently, many types of resistance
mutations of HBV have been detected and these
mutations lead to treatment failure, so testing to
identify resistance genes has strategic implications for
the treatment and management of chronic hepatitis B.
Objective: Determination of the rate of drug-resistant
mutations of hepatitis B virus in patients with chronic
hepatitis B and understanding factors associated with
drug-resistant mutations of hepatitis B virus in patients
with chronic hepatitis B. Materials and methods: A
cross-sectional descriptive study was conducted on 71
patients determined with chronic hepatitis B with
indications for liver enzyme testing, serological
markers at CanTho University of Medicine and
Pharmacy, serum samples compiled for viral load
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analysis and genomic sequencing at Nam Khoa
laboratory. Results: There were 71 chronic hepatitis
B patients studied, of which males predominate
(53.5%), with the mean age of patients being
40.6+15.7. Most of the study subjects had liver
enzyme results within the normal range of GOT
(56.3%), and GPT (69.0%). Regarding the immune
marker HBeAg (+) accounting for 54.9%, HBeAg (-)
was 45.1%, all cases had HBV DNA (+) the majority of
cases had viral load >20000 IU/mL (78.9%). There
are only 2 genotypes B and C, of which genotype B
accounts for 73.2% and C is 26.8%. The rate of
antimicrobial resistance mutations of HBV is 7.0%, of
which LAM (V207M), resistance mutations are 2.8%,
ADV (Q215H) 2,8%, ETV (S202I) 1.4%. No
association has been found between age, sex, HBeAg
status, and HBV DNA with hepatitis B virus resistance.
Conclusions: Testing for drug-resistant mutations of
the hepatitis B virus in patients with chronic hepatitis B
is important for effective management, monitoring,
and treatment. Keywords: Chronic hepatitis B virus,
genotypes, resistance mutation, viral load.

I. DAT VAN DE

Viém gan B man tinh la mét can bénh nguy
hiém c6 thé gay ra cac bénh gan nghiém trong
bao gdm suy gan, X6 gan va ung thu biéu mo té
bao gan. Theo T6 chirc Y t& Thé gigi udc tinh co
khoang 240 triéu ngudi nhiém HBV [3] Viét
Nam cling la mét trong nhitng nu6c c6 ty Ié
nhiém HBV cao vdi khoang 10-20%. Trong do,
HBV gay ra 49,7% trudng hgp viém gan cap,
87,6% trudng hdp xd gan va 57,6-80% sO ca bi
ung thu gan [7]. Nhiing liéu phap khang vi rut
hiéu qua dugc xem la can thiét trong diéu tri
viém gan B. Trong qua trinh diéu tri bang thudc
khang vi rat, dugi ap Iuc chon loc clia thuGe lam
xudt hién cac dong vi rat cé dot bi€n khang
thu6c dan dén diéu tri that bai [8]. TU dd, cho
thay viéc xét nghiém xac dinh tinh trang khang
thubc cila HBV cung véi xac dinh gen khang
thubc ctia HBV c¢d y nghia chién lugc trong diéu
tri va kiém soat bénh & Viét Nam. Hién nay, mét
s6 thub6c diéu tri nhu lamivudine, adefovir,
tenofovir, entercavir “tuy nhién van chua cé thdng
ké day du vé mot s6 dot bién gen lién quan dén
khang thuGc cua vi rat viém gan B, cho nén
ching t6i ti€n hanh thuc hién dé tai: "Nghién cuu
dot bién khang thudc cua vi rdt viém gan B trén
bénh nhan viém gan B man tai Bénh vién Truong
Pai hoc Y Duoc Can Tho nam 2022-2023”.

Il. DPOI TUONG VA PHU'ONG PHAP NGHIEN CU'U
2.1. Poi tugng nghién ciru. Nhitng bénh
nhan dén kham va diéu tri tai phong kham gan
cla Bénh vién Trudng Dai hoc Y Dugc Can Tho
tur thang 7/2022 dén thang §/2023
Tiéu chudn chon mau: - Bénh nhan cd
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HBsAg duang tinh han 6 thang.

- Xét nghiém HBV DNA duang tinh.

- bang diéu tri thudc khang vi rit.

- Bénh nhan déng y tham gia nghién c(u.

Tiéu chuan loai trur:

- Bénh nhan dong nhiém vgi HCV, HIV.

- Bénh nhan suy giam mién dich hodc duing
thudc (rc ché mién dich.

- Bénh nhan viém gan do nguyén nhan khac.

- Bénh nhan khéng thé nghe va tra I3i phong
van.

2.2. Phuong phap nghién clru

Thiét ké nghién cdru: nghién clru mo ta cat
ngang c6 phan tich.

Phuong phap chon méu: chon mau thuan
tién. GOm tat ca bénh nhan viém gan vi rat B man
tinh du tiéu chudn trong thdi gian nghién cdu.

Dia diém va thoi gian nghién ciu: tai
phong kham gan Bénh vién Trudng Dai hoc Y
Dugc Can Tha tur 07/2022 dén 06/2023.

C& mdu: 71 mau dudc thu thap trong thoi
gian nghién ctu.

Ky thudt: - Bénh nhan viém gan B man
dang diéu tri thuGc khang vi rut dugc tham kham
va_chi dinh lam xét nghiém men gan, ddu an
mién dich, HBV DNA.

- Xét nghlem sinh hod va mién dich: men
gan AST va ALT, HBeAg dudc thuc hién trén hé
thong may sinh hoé mien dich tu dong tai khoa
Xét nghiém Bénh vién Trudng Pai hoc Y Dugc
Can Tha.

- Po tai lugng vi rit HBV bang phucng phap
Real-time PCR, s’ dung sinh phdm IVD NK
gPCR-VBquant KIT cua Nam Khoa.

- Thu thap mau mau cta bénh nhan vao 6ng
nghiém c6 chdt chéng déng EDTA, tach huyét
tugng cho vao ong eppendorf mau dugc luu &
nhiét -20°C cho dén khi thuc hién phan tich.
DNA cla HBV dugc tach chiét vGi bo xét nghiém
IVD NK DNARNAprep-BOOM dua trén nguyén tac
dung guanidine thiocyanate dé& pha huy hoat tinh
cla nuclease, cac DNA trong mau sé bam vao
cac hat Magbead, nhg do tach chiét dugc DNA tur
mau thi. Thuc hién phan Ung khuéch dai ving
gen DNA polymerase bang PCR st dung cdp moi
CLC 178 va CLC 887, sui' dung mix HBV-poly dat
cac tube vao may PCR chay chu trinh luan nhiét.
Sau khi ki€ém tra c6 san phdm khuéch dai bang
dién di trén thach. Nhitng m&u cé san pham
khuéch dai vung HBV-polymerase sé tién hanh
giai trinh tu s&r dung cap moi CLC 178/CLC 887.

N6i dung nghién ciau:_

- P4c diém chung ctia mau nghlen clu

+ Thong tin bénh nhan viém gan vi rut B
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man: giGi tinh (nam, ni¥); do tudi (<12 tudi, tir
13-35 tudi, tir 36-39 tudi, =60 tudi).

+ Chi s6 men gan: AST, ALT

+ Cac dau an mien dich: HBeAg, HBV DNA

+ D¥c diém kiéu gen: B, C

- Ty Ié dot bién khang thudc cla vi rut viém
gan B

- Su' lién quan cla mot sO yéu t6 nhu HBeAg,
HBV DNA, ki€u gen dén dét bién khang thudc cla
vi rdt viém gan B trén bénh nhan viém gan B man.

Thu thap va x& ly sO liéu: thu thap s6 liéu
theo phi€u thu thap s6 liéu va x{r ly s6 liéu bang
pham mém SPSS 20.0

INl. KET QUA NGHIEN cUU

3.1. Pac diém chung cia ddi tucng
nghién ctu

Bang 1. Pac diém vé gidi tinh, tudi, chi
s6" men gan, HBeAg, HBV DNA, kiéu gen
cua vi rat viém gan B

ALT (57,7%).

- P3c diém cac ddu &n huyét thanh: HBeAg
dugng chiém 54,9%, tai lugng vi rat >20000
IU/mL chiém da s6 (78,9%).

- Ki€u gen cta vi rut HBV chu yéu 13 kiéu gen
B chiém 73,2%.

3.2. Pac diém ddt bién khang thudc caa
HBV

93%

7%
B Khéng c6 dot bién Co dét bién
Biéu do 1. Ty Ié dét bién khang thuéc cua vi
rat viém gan B (n=71)
Nhdn xét: Qua biéu d6 1 cho thay ty 1€
bénh nhan c¢é mang dot bién khang thubc cla vi

[ Tans6 (n=71) | TY 1€ (%) | (4t viém gan B 1 7%, bénh nhan khdng mang
Gidi tinh dot bién khang thudc 1a 93,0%. )
Nal“ 38 53,5 Bang 2. Tan s6 bénh nhan nhiém chiung
Nu e 46,5 HBV c6 mang djt bién khéng thuéc (n=5)
505 L 3u0| ) Dot bién khang thuéc | Tan so6 (nguci)
13-35 tudi 29 40,8 . 5
36-39 tu{)i 27 38,0 ETV 15
> 60 tuoi 12 17,0 = > 5 o
AST ) IAVhalL xet.: Qua bgng ,2 trén cac dai tu‘gng
Binh thudng 45 63,4 co dot biAen khgng thyoc cua HIIBV [loi cbung,, S0
<2 0@nGTBT 18 25,4 bénh r‘lhan nhiém chung HBV c6 dét Eien khang
> 2 Bn GTBT 3 112 LAJ:’I va 5DV tucng du’qung nhau 2/5 doi tugng va
ALT ! thdp nhdt la ETV 1/5 d6i tugng.
Binh thudng a1 57 7 ) 3.:?\'. Su Ijen quan cua mot soO yéu to dén
<2 Bn GIBT 17 3.9 dot bién khang thuéc cua HBV
> 5 Bn GTBT 13 18.4 Bang 3. Su’ lién quan gitia HBeAg, HBV
HBeAg - DNA va kiéu gen vdi tinh trang djt bién
Duong tinh 39 54,9 khang thuoc cua HBV .
Am tinh 32 45,1 Co dot| Khong Tong|
HBV DNA bién dét bién c(‘jng
<2000 1U/mL 3 4,2 — Hli"eAg = =
2000-20000 ng
1U/mL 12 16,9 Am 4 28 | 32 103
>20000 IU/mL 56 78,9 HBV DNA
Kiéu gen <2000 IU/mL 1 2 3
B 52 73,2 2000-20000 TU/mL| 1 11 12 0,179
C 19 26,8 >20000 IU/mL 3 53 56
Nhén xét: - Bic diém vé gidi tinh va tudi Kiéu gen
trung binh cUa bénh nhan viém gan B man: nam B 3 49 52 488
chi€ém uu thé hon nir, do tudi cha bénh nhan tu C 2 17 19 [*r

13-35 tudi chiém ty 1& cao han.
- V& chi s6 men gan: da s6 cac bénh nhan cé
chi s6 men gan & m(c binh thudng AST (63,4%),

Nhan xét: Chua tim thay mi lién quan gilra
tinh trang HBeAg, HBV DNA va kiéu gen vdi ty 1é
dot bién khang thudc cla HBV.
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IV. BAN LUAN _

4.1. Pac diém chung cua mau nghién
ctru. Trong 71 ddi tuong nghién cfu cta ching
t6i, bénh nhan la nam gigi chiém da so6 véi ty 1€
53,5%, dao ddng tir 10-88 tudi, nhdm tudi gap
nhiéu nhat [a tir 13-35 tudi chiém 40,8%. Da s6
bénh nhan cb gia tri men gan trong gidi han binh
thudng. Ty |é HBeAg dudng chiém uu thé
54,9%, HBV DNA >20000 IU/mL chiém ty &
78,9%. C6 hai ki€u gen trong nhém nghién clru
la B, C véi ty |é cao nhét Ia ki€u gen B (73,2%).

Két qua nghién clu clia ching toi tucng
dong vGi mét s6 nghién ctu khac nhu: Trinh Thi
Hang (2019) véi ty 1& nam giGi la 62,9%, nhém
tudi nhidu nhat la 30-39 tudi (37,5%), ty 1&
HBeAg dudng la 75%, tai lugng vi rut >20000
IU/mL chiém 45,8%, da s6 la ki€u gen B 65,7%
[1]; Nguyén Kim Thu va cong su (2023) ciing
tim thdy két qua tudgng tu nhu nghién clru cua
chlng t0i, dGi tugng nghién clu chu yéu la nam
gidi (62,5%), du &n HBeAg dudng 1a 75%, HBV
DNA >20000 IU/mL chiém 75%, kiéu gen B ciing
chiém uu thé han 58,3% [8].

Qua cac dir liéu trén cho thay gidi tinh, d6
tudi 1 nhitng yéu t6 anh hudng dén dién tién
cla bénh Iy gan. Khi t& bao gan bj tdn thudng s&
gdy tdng hoat dd AST, ALT, do dd trong ton
thuong gan cép c6 thé gia tri tdng |én cao, tuy
nhién trong qua trinh diéu tri thuéc khang vi rat
gia tri men gan nam trong gid tri binh thudng
chiém uu thé han. DGi véi cac chi ddu HBeAg va
tai lugng vi rit la hai chi diém phan anh su’ nhan
Ién cta HBV, tai lugng HBV DNA cao la mét
trong nhifng yéu t6 thic day dién tién bénh ly tur
viém gan man sang xd gan [5]. Da cd nhiéu
nghién ctu vé ddc diém kiéu gen cua vi rit viém
gan B, hién nay c6 mudi ki€u gen (A-J) ciia HBV
da dudc xac dinh trén toan thé gidi véi su phan
b6 theo vung dia ly khac nhau. Trong dé6 kiéu
gen B va C phé bién & Chau A, déc biét I3 & Viét
Nam trong mot s6 nghién citu da chi ra ¢ su
lién quan cla kiéu gen B, C vGi cac dét bién
khang thudc cua vi rat viém gan B [7].

4.2. Dic diém dot bién khang thudc caa
HBV. Két qua nghién cltu clia ching toi véi 71
bénh nhan lam xét nghiém giai trinh tu gen xac
dinh dot bién khang thubc cta HBV, c6 5 bénh
nhan mang dét bién khang thubc chiém ty |é
7%. Xét 5 bénh nhan cé dot bién khang thudc
cla HBV, tinh trang dét bién chi cd & dang don
thudc, co ba thudc bi khang la LAM, ADV va ETV.

K& qua nghién c(u céa Trinh Thi Hang
(2019), Guo X. va cong su (2018) co ty € dot
bién khang thudc lan lugt 1a 24,3% va 35,9%,
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tinh trang dot bién xuat hién & ca hai dang daon
khang va da khang, diéu nay chua cd su tugng
dong vdi nghién cliu cua chung téi [1], [4].

Khi xem xét vé ty I1é dot bién khang thudc,
EASL da ghi nhan ty Ié dot bién véi cac thudc
LAM, LdT, ADV tang Ién theo thgi gian va muc
d6 dot bién khang LAM ludn ding dau. Trong khi
do, ty 1é dot bién v@i ETV ludn la nho nhat va
khéng bién dong theo thsi gian. ETV cung véi
TDF dugc xem la hai thubc cé hang rao ngan can
dot bién I6n [3]. MOt nghién clru cua Alacam S.
va codng su (2019) cling nhan dinh rang ty 1é
khang LAM cao nhat, di’ng th( hai la ETV sau do
dén ADV [2]. Pa cd nhiéu nghién clu I;’/ giai cho
thuc trang khang thuoc cla HBV la do c6 su hién
dién clia cccDNA 6n dinh trong t€ bao gan bi
nhiém bénh 13 trd ngai cho viéc loai bd hoan
toan HBV. Cac thudc khang vi rdt cd vai tro Uc
ché truc ti€p chiic nang cia HBV DNA
polymerase bang cach canh tranh vdi enzyme
hodac cham dut su nhan Ién cua vi rat, gay (c
ché san xuat gen cua vi rdt. Song hiéu qua diéu
tri cd thé chiu anh hudng bdi nhiéu yéu t& nhu
tadc dung phu, viéc tuan tha kém, ti€ép xic véi
thuéc khong day du do cac dac tinh dugc ly cua
cac loai thudc [6].

4.3. Su lién quan cua mat so yéu to dén
dot bién khang thudc cua HBV. Viéc xét
nghlem cac dau an mién dich, do tai lugng vi rit,
ki€u gen dugc xem la can thiét dé theo ddi dap
g khang vi rat cling nhu xac dinh sy hién dién
cta vi rat khang thudc. Trong dé xét nghiém dinh
lugng HBV DNA bang phuong phap Real-time PCR
dugc sir dung dé phat hién vi rdt dang gia tang
do vi rat khang thudc ngay ca khi su xuat hién
clia quan thé HBV khang thudc & muc thap.

Trong nghién clu cta ching t6i, trong 5 doi
tugng dugc lam xét nghiém dot bién khang
thu6c HBV, c6 4 trudng hdp cé HBeAg am, 3
trudng hgp c6 HBV DNA >20000 IU/mL va co
ki€u gen B. Chua tim thdy méi lién quan giira dot
bién khang thubc cla HBV vdi trang thai HBeAg,
tai lugng vi rut, HBV DNA. Két qua clia ching toi
tugng dong vai két qua nghién clu cla tac gia
Trinh Thi Hang (2019) c6 24 ddi tugng xét
nghiém dot bién khang thudc HBV, 11 bénh nhéan
6 tai lugng vi rat >20000 IU/mL [1].

Tuy rdng nghién clru cta ching t6i chua tim
thdy mdi lién quan gilra dot bién khang thudc va
tai lugng vi rut, nhung ro rang tat ca cac ca bénh
déu c6 HBV DNA duong tinh va phan I6n bénh
nhan cd tai lugng vi rat >20000 IU/mL. D& nhan
dinh chinh xac hon mdi lién quan nay can tién
hanh mdt nghién cttu v&i ¢ mau I6n hon va thai
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gian theo doi bénh nhan lién tuc.

V. KET LUAN

TU két qua nghién ctu trén 71 bénh nhan
viém gan B man thi d6i tugng cha yéu la nam
53,5%, d6 tudi dao ddng tir 10-88 tudi, trong
dé nhém tudi 13-35 chiém 40,8%. Dic diém
men gan cua déi tugng nghién clru da s6 nam
trong giGi han binh thudng, HBeAg dudng chiém
ty 1& 54,9%, HBV DNA >20000 IU/mL chiém
78,9%, da sd d&i tugng nghién cu cd ki€u gen
C (73,2%). Ty |é dot bién chung la 7%, chu yéu
c6 dot bién daon khang. Chua tim thdy mdi lién
quan gilta ty |é dot bién khang thudc cia HBV
vGi HBeAg, tai lugng vi rat va ki€u gen clia HBV.
Tom lai dot bién khang thudc cia HBV lam cho
viéc diéu tri c6 thé dan dén that bai, do dé viéc
sif dung xét nghiém dot bién khang thudc cua
HBV 13 can thiét dé€ theo dbi, quan ly va diéu tri
cho bénh nhan viém gan B man tinh.
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DANH GIA SU’ GIAM ALBUMIN MAU TREN BENH VIEM PHOI
O TRE EM TU 2 THANG PEN DUO'1 5 TUOI
TAI BENH VIEN SAN-NHI CA MAU NAM 2022-2023

Tran Thi Nhr Y!, Ly Quéc Trung?, Nguyén Hong Ngan?,

TOM TAT

Pat van dé: Viém phéi la nguyén nhan gay o
vong hang dau & tré em. P& tim hiéu thém vé anh
hudng cua glam albumin mau dén tinh trang mac
bénh V|em phéi cua tré chung t6i tién hanh nghlen ctru
dé tai nay Muc tiéu: (1) Xac dinh ti 1€ giam albumin
mau trén benh viém ph0| G tré em tu 2 thang dén
dudi 5 tudi tai Bénh vién San-Nhi Ca Mau n&m 2022-
2023. (2) Danh gia mdi lién quan giam albumin mau
vGi bénh viém phéi & tré em tir 2 thang dén dudi 5
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tudi tai Bénh vién San-Nhi Ca Mau ndm 2022-2023.
Doi tugng va phucng phap nghién ciru: nghién
cru mo ta cat ngang trén 202 bénh nhi tr 2 thang dén
derl 5 tudi da dudgc chan doén viém phéi va diéu tri
noi tru tai Bénh vién San-Nhi Ca Mau trong thai gian
nghién clu. Két qua: ti I& bénh nhi nam chiém
55,9%, nir chiém 44,1%. Tu0| trung binh ctia bénh nhi
la 21,75+15,59 thang tudi. Pa s6 bénh nhi & nhém
tudi tr 2 thang -2 tuoi chlem ti 1€ la 59,9%. Nong do
trung binh albumin cua doi tu‘dng ngh|en cliu 1a
38,43+2,27g/L. Ti 1é benh nhi viém ph0| cé giam
albumin mau va khéng glam albumin mau lan lugt
chlem ti 1€ 22 8%, 77,2%. Ti 18 bénh nhi viém phdi c6
glam albumin mau & nhom nam chiém 16,8% cao han
so v@i nhdm nir vdi ti 1€ 1a 5,9%, su khac blet biét co y
nghla thong ké, vdi p<0,05. Ti 1€ bénh nhi viém ph0|
c6 giam albumln mau & nhdm tu0| tu 2 thang 2 tudi
chiém 14,9% cao hon nhém tui tir 2 tudi dén dudi 5
tu0| VGi t| Ela7 ,9%, tuy nhién, su khac biét khong cd
y nghla thong ké, véi p>0,05. Ti I& bénh nhi viém phdi
c6 giam aIbum|n & mlc do viem phdi chiém 20,3%
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