DANH GIA SU THAY DOI CAC DAU AN HUYET THANH 6
~ BENH NHAN VIEM GAN VI RUT B MAN TiNH DIEU TRI
BANG TENOFOVIR TAI BENH VIEN BENH NHIET D01 TRUNG UONG

Lé Trung Kién', Tran Vin Giang?2.

Muc tiéu: Panh gia sy thay doi cac ddu 4n huyét thanh cta vi rit viém gan B & cac bénh nhan
viém gan vi rat B man tinh duoc diéu tri bang Tenofovir. Péi tuwong va 1 phirong phap nghién ciru
mo ta doc két hop hdi ciru va tién ciru trén cac bénh nhan trén 18 tudi duogc chin doan viém gan
vi rat B man tinh va c6 chi dinh diéu tri theo huéng dan chéan doan va diéu tri viém gan virut B
B Y té ndm 2019. Két qua: két qua diéu tri sau 12 thang cho thay ty 18 tai luong HBV - DNA
dudi ngudng 6 nhém bénh nhian c6 HBeAg(+) dugc diéu tri bang TAF cao hon nhom dugc diéu
tri béng TDF, lan luot 53,3% va 52%. Ti 1é dat duoc chuyén dao huyét thanh & nhém bénh nhan
c6 HBeAg(+) chuyén thanh HBeAg(-) nhung chua cé Anti - HBe(+) sau 6 thang va 12 thang diéu
tri lan luot 1a 14,5% va 32,7%. Ti 1é nay tang dan theo thoi gian diéu tri. So sanh giita hai nhom
dugc diéu tri béng TAF va TDF, ti I¢ nay cao hon & nhom dugc diéu trj béng TAF so v6i nhom
duoc diéu tri béng TDF, lan luot 13 16,7% so v&i 12% sau 6 thang diéu tri va 36,7% so véi
28,0% sau 12 thang diéu tri, sy khac biét c6 ¥ nghia thong ké. Két ludn: TAF tac dung tot hon
so v6i TDF vé mit tre ché vi rat.

Tiwr khéa: Viém gan B man tinh, Tenofovir Alafenamide fumarate (TAF), Tenofovir Disoproxil

Fumarate (TDF).

DAT VAN BE

Cho dén nay, nhiém HBV van [a mdt van dé y t& cong
cong can dugc dic biét quan tdm do ti 1&é ngusi nhiém cao
va hiu qua lau dai ctia bénh. Theo bédo céo cla tb chic y
té thé gidi (WHO) 2017 udc tinh cé khoang 257 triéu
ngudi nhiém HBV man tinh trén thé gigil. Nhiém HBV
man tinh c6 thé dan tdi viém gan man tién trién, tién tGi
XG gan va ung thu té€ bao gan nguyén phat (HCC). Viét
Nam n&m trong s& nhitng nudc c6 ti 1& nhiém vi rit cao
do dong tir 10 dén 25%[23],

Muc dich diéu tri cla viém gan vi rit B man hudng tdi
I3 loai bd bén vitng su’ nhan 1én clia HBV, xuét hién chuyén
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dao huyét thanh, cai thién tinh trang viém nhiém t& bao
gan, giam ti I& bénh nhan chuyén xd gan va ung thu gan,
gop phan giam su 1dy nhiém cia vi rt viém gan B va giam
ti 1€ tur vong.

Cac thudc khang vi rdt dudc chia la 2 nhém cd thé
diéu tri riéng lé hoac ph6i hgp. Cac nghién clfiu gan day
cho thay Tenofovir la thudc khang vi rut manh, dat hiéu
qua diéu tri cao, chua co thong tin vé tinh trang khang
thudc clia vi rat viém gan B. Tenofovir ¢d 2 loai: Tenofovir
Disoproxil Fumarate (TDF) va Tenofovir Alafenamide Fu-
maratec (TAF). Trong 2 loai thudc trén, TAF cd do &n dinh
huyét tuang cao han TDF va cung cap kha nang van
chuyén hoat chét t& bao gan, lam giam ndng do TAF toan
than dong thai lam giam tac dung trén than va xugngt*sl,
Thudc dugc Uy ban chau Au phé chuan vao thang 1 ném
20171 va dugc huéng dan cta hiép hoi nghién clfu gan
chau Au (EASL) khuyén cao str dung!”. TAF dugc dua vao
diéu tri tai Viét Nam vao cudi ndm 2017. Hién nay, cac bac
si ldm sang con dang phan van trong viéc lua chon thudc



dau tay Ia TDF hay TAF dé€ diéu tri cho bénh nhan hodc c6
quyét dinh chuyén déi tir TDF sang TAF hay khdng khi ma
phan I6n cac bénh nhan da dugc st dung TDF trong nhiéu
nam qua ciing dat dudc (rc ché vi rat bén viing va khdng
cd tac dung phu dang ké nao. Do dd, ching toi tién hanh
nghién cltu nhdm muc tiéu: danh gia su thay doi cac dau
an huyét thanh clia vi rit viém gan B & cac bénh nhan
viém gan vi r(t B man tinh dugc diéu tri bang Tenofovir.
PHUONG PHAP
Pdi tuong nghién clru: bénh nhan trén 18 tudi dudc
chén doan viém gan vi rit B man tinh va cd chi dinh diéu
tri theo theo hudéng dan chan doan va diéu tri viém gan
vi rit B BO y t& ndm 2019, dugc diéu tri lién tuc bang
TAF, TDF.
Thdi gian va dia di€ém nghién ciru: Khoa Kham bénh
Bénh vién Bénh Nhiét déi Tung udng. Thdi gian nghién
clru:

+ Thdi gian tuyén chon BN: tir thang 1 ndm 2018 dén
thang 9 nam 2019.

+ Thai gian nghién c@u: Thang 1 ndm 2019 dén
thang thang 9 nam 2020.

+ Thai gian theo doi: 12 thang.
Thiét ké nghién ciru: nghién citu mo ta két hgp hoi citu
va tién cau.
C& mau: chon mau toan bd, phuong phap chon mau
thudn tién, trén quan thé cac bénh nhan nhap vién.
Phuong phap chon mau: cic bénh nhan cé du tiéu
chuén dua vao nghién ctu:
Tiéu chuan chon bénh nhan: bénh nhan trén 18 tudi
dudgc chan doan viém gan vi rit B man tinh va c6 chi dinh
diéu tri theo theo hudng dan chan doén va diéu tri viém
gan vi rut B Bo y t€ nam 20191, dugc diéu tri lién tuc
bang TAF, TDF.
Tiéu chuén loai trir: loai trlr nhitng bénh nhan ra khoi
nghién ctu khi ¢ nhitng dic diém sau:
- Podng nhiém vdi vi rit gay viém gan C, dong nhiém

HIV.
- Phu n{r cd thai va dang cho con b.

- Bénh nhén cd ton thuang gan do nhiéu nguyén nhan
khac nhu: thudc, hda chét, rugu, bénh gan tu' mién...

- Bénh nhan dang mic bénh cap tinh: nhiém khuan
huyét, viém phéi...

- Bénh nhén cd chan doan xéc dinh xd gan, ung thu

gan.
Bién s6 nghién ciru: cac bién s chinh dugc thu thap
nhu: hanh chinh (tudi, gidi, dia chi....) théng tin 1dm sang
(tién st phat hién viém gan B triéu chiing cg nang, triéu
chiing thuc thé, cac xét nghiém...).
Phuang phap thu thap: thiét 1ap bénh dn theo miu
nghién ctru. Theo ddi cac triéu chiing 1am sang & cac thdi
diém trudc diéu tri, 3 thang, 6 thang, 9 thang, 12 thang
sau diéu tri. Cac bién sd chinh dugc thu thap nhu: hanh
chinh (tudi, gidi, dia chi...) thong tin Idm sang (tién s
phat hién HBsAg, tri€u chling cg nang, triéu chling thuc
thé, cac xét nghiém...).
X{r ly va phan tich s6 liéu: s6 liéu clia nghién cliu sé
dugc quan ly; xr ly va phan tich bang phan mém SPSS
20.0 va phan tich s6 liéu bang phan mém SPSS 20.0. Ty
|& phan trém, trung binh, trung vi va d 1éch chuén cua
cac chi s6 s& dugc tinh toan. Dé so sanh gilta hai nhém
bénh HBeAg, mdi lién quan gilra ti I1é dap (ng vi rat,
chuyén dao huyét thanh véi cac yéu t6 ALT, HBeAg, tai
lugng HBV - DNA ban dau ching t6i sif dung test Wilcoxon
Mann - Whiney va test X2 (khi binh phuong) cho cac bién
dinh tinh.
Pao dirc nghién ciru: nhitng thong tin thu thap dugc
chi sir dung cho muc dich nghién clru. Bao dam tinh bi
mat vé thong tin.
KET QUA

K&t qua nghién ctu thu thap dugc 103 bénh nhan
dudgc chan doan xéc dinh viém gan vi rit B man tinh c6
chi dinh diéu tri thudc khang vi rut.

Nam, 63%

Hinh 1. Phan bd truéng hgp méac viém gan B man
tinh man tinh diéu tri Tenofovir tai Bénh vién
Bénh Nhiét déi Trung uong
(n = 103) theo gidi, 2018 - 2020
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Nhén xét: bénh nhan HBV man tinh xuat hién & ca 2
giGi nhung ty 1€ nam gidi cd ty 1€ cao han nit gidi (63,1%
va 36,9%). 103 trudng hgp HBV man tinh trong 3 nam tir
2018 dén 2020, cac dd tudi méc hau nhu ¢d ty 18 tuong
duong nhau (Hinh 2).
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Hinh 2. Phan b truwdng hop méac viém gan B
man tinh diéu tri Tenofovir tai Bénh vién
Bénh Nhiét déi Trung wong theo nhém tudi,
2018 - 2020

Bénh nhan nam & nhdm tudi > 50 chiém ty I& 27,7%
cao nhat trong nhom nhung thap han so véi bénh nhan
ni* cling nhém tudi (31,6%). & nhém bénh nhan nif,
nhém tudi 31 - 40 chiém ty 1€ 50% cao nhét trong cac
nhdm va ciing cao han so véi bénh nhan nam cling nhdm
tudi (24,6%).

Nhén xét: nong dd creatinin trung binh khong thay
ddi sau 3, 6, 9 va 12 thang diéu tri. Tuy nhién, trong nhém
diéu tri bang TDF ¢ 5 bénh nhan cd tang chi s6 creatinin.
BAN LUAN

TAF, tuong tu' nhu TDF, la tién chat mudi ph6t pho
ctia tenofovir (TFV), dugc nghién ctu dé cd thé nang cao
kha nang chdng lai vi rit va giam cac doc tinh cta thudc
trén than va xuang lién quan dén TDF.

Nghién ciru, phan tich cho thdy 103 bénh nhan, dugc
diéu tri bang TAF Véi liéu 25 mg 1 vién/1 ngay hodc TDF
300mg udng lién tuc hang ngay. Theo dbi cac triéu chiing
Idm sang va can lam sang & cac thai diém trudc diéu tri, 3
thang, 6 thang va 12 thang sau diéu tri. Két qua sau diéu
tri cho thdy diéu tri bang TAF va TDF dat dugc hiéu qua
diéu tri thé hién qua cc chi 6 1am sang va can lam sang.

Da phan bénh nhan nghién clru 13 nam gidi, véi 65
bénh nhan, chiém 63,1%, bénh nhan nlr c6 38 bénh
nhan, chiém 36,9%. Ti Ié bénh nhan nam nif tuong tu
nhu so vdi tac gia Buti va CS vGi nam chiém 61%, nit
chiém 39% trén nhdm bénh nhan cd HBeAg(-), va so Vi
tac gia Chan va cong su' v8i nam chiém 64,5%, nl chiém
35,5% khi nghién c(fu trén nhom bénh nhan HBeAg(+).

Trong nghién clu nay, do tudi trung binh cla déi
tugng nghién ctu 1a 41,9 £ 11,9 tudi. Bénh nhan nho tudi

Bang 1. Lién quan giira dap (rng vi rat hoan toan véi tai lugng HBV - DNA ban dau sau 12 thang diéu tri

Nnom HBeAg(+) | Nném HBOAG() | 11yng iy p
HBV - DNA giam (logcopies/ml) -72+14 -6,6 14 -6,9+1,6 < 0,01
TAF 21 (70,0%) 27 (94,6%)
Giam dudi ngudng TDF 18 (72,0%) 19 (95,0%)
Mean 39 (70,9%) 46 (95,85%) 83,4% > 0,05
TAF 11 (36,7%) NA
Ti 1& chuyén dao huyét thanh TDF 7 (28,0%) NA
Mean 18 (32,7%) NA

Ty lé HBeAg am tinh sau sau thang diéu tri la 3,1%,
nhung sau 12 thang diéu tri ty 1€ nay tang lén 5,1%. Ty
Ié chuyén ddi huyét thanh sau 12 thang diéu tri tdng cao
han sau 6 thang diéu tri, 2% so Vi 1%.

Bang 2. Nong dd Creatinin sau 3 thang, 6 thang va 12 thang diéu tri

Trudc diéu tri

3 thang

6 thang

12 thang

Creatinin

81,3 +177

81,3 177

84,3 +£19,6

82,4 + 16,8
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nhét 13 18 tudi, bénh nhan I6n tudi nhét Ia 70 tudi. O
nhém bénh nhan nam, ti 1& bénh nhan & cac nhdm tudi Ia
tugng duang, tir 23,1% dén 27,7%; & nhdm bénh nhan
nif, ti 1& bénh nhan & nhém tudi 31 - 40 va trén 50 chiém
uu thé, lan luct la 50% va 31,6%. Ty Ié bénh nhan &
nhém tudi 31 - 40 chiém da s6 vdi 36,8%. Ti 1& mac phan
theo do tudi trong nghién cfu clia ching toi cling tuong
dong véi cac tac gia khac. Nghién cltu cua Van Dinh
Huy®, dd tudi trung binh cla cac d6i tugng tham gia
nghién c(u 1a 38,2 £ 10,9, nhdm tudi 31 - 40 chiém ti 1&
cao nhat vdi 35,8%.

Két qua sau 12 thang diéu tri

Ti |é gidm clia ndng do HBV - DNA vé dudi 2 log-
copies/ml trung binh 1a 94,3%%. Ti Ié nay cao han &
nhom dugc diéu tri bang TAF so vGi nhom diéu tri bang
TDF, lan lugt la 96,1% va 92,5%.

Ti Ié giam cta HBV - DNA duGi nguGng phat hién & ca
hai nhdm (HBeAg(+) va HBeAg(-) diéu tri dat 83,4 %.
Trong nghién cltu clla Hoang Céng Long, nong do HBV -
DNA gidm du6i ngu@ng phat hién dat ti I€ 87,3%, cao han
so vdi nghién ctu clia chiing to6i. So vdi tac gia Byrne va
cong su, ti 1€ nay la 85,7%. Danh gia theo thudc diéu tri
clia tiing nhom, véi nhdm HBeAg(+) dudc diéu tri bang
TAF la 70,0%, TDF la 72,0%, su khac biét khong co y
nghia thdng k&, p > 0,05; véi nhdm HBeAg(-) dugc diéu
tri bang TAF 13 94,6%, TDF 13 95%.

Nong d6 trung binh HBV - DNA giam -6,9 £ 1,6 log-
copies/ml, giam han so véi sau 6 thang diéu tri. Nhdm co
HbeAg(+) co ti Ié gidm nhiéu han so vdi nhém co
HbeAg(-), lan lugt la -7,2 + 1,4 lopcopies/ml va -6,6
1,4 logcopies/ml. Ti Ié giam dudi ngudng trung binh la
85/10° (83,4%) sau 12 thang diéu tri. Trong d6 nhdm
HBeAg(+) cd ti Ié gidm dudi nguGng la 70,9%, thap hon
nhdm HbeAg(-) cé ti 1€ la 95,85%, su khac biét khdng co
y nghia thong ké, p > 0,05.

So sanh mdrc giam duGi nguGng gira hai nhom diéu
tri bang TAF va TDF cho thdy: Nhom HBeAg(+) cd ti Ié
giam tudng ducng nhau (70,0% & nhdm TAF va 72,0% &
nhém TDF); Nhdm HBeAg(-) thi ti I1é giam & nhom dugc
diéu tri bang TAF thap han so véi nhém dugc diéu tri bang
TDF (94,6% so vdi 95,0%), su khac biét khong cd y nghia
thong ké.

Ti 1é chuyén dao HBeAg(+) thanh HBeAg(-) 1a 32,7%,
trong d6 nhdm diéu tri bdng TAF ¢4 ti 1& chuyén dao cao
han, 36,7% so véi 28,0%. Ti I nay cao han so Vi tac gia
Byrne va CS. Ti I& nay tang gap hon 2 [an so vdi sau 6
thang diéu tri.

TruGng hgp bénh nhan c6 HBeAg(+), ti Ié bénh nhan
c6 HBeAg(+) chuyén thanh HBeAg(-), nhung chua ¢ Anti
- HBe duang tinh dat ti 1& 46,7%.

KET LUAN

Qua nghién clru cho thay TAF va TDF déu c6 hiéu qua
cao trong diéu tri bénh nhan viém gan vi rit B man tinh,
cac chi sd vé hda sinh, vi rlt va huyét thanh hoc déu dugc
cai thién. Ty I& nam mac bénh cao hon nif (63,1% so véi
36,9%). Ti I& dat dudc chuyén dao huyét thanh & nhom
bénh nhan c6 HBeAg(+) chuyén thanh HBeAg(-) nhung
chua co Anti - HBe(+) sau 6 thang va 12 thang diéu tri [an
luot la 14,5% va 32,7%. Ti € nay tang dan theo thai gian
diéu tri. So sanh gitra hai nhom dugc diéu tri bang TAF va
TDF, ti 1€ nay & nhom dugc diéu tri bang TAF cao hon so
vGi nhdém dugc diéu tri bang TDF, lan Iugt [a 16,7% so Véi
12% & thang diéu tri thir 6 va 36,7% so véi 28,0% &
thang diéu tri thr 12, su khac biét cd y nghia thdng k&, p
> 0,05.

Ldi cam on: nhdm nghién ctu xin gui I6i cdm on chan
thanh va sau sac t6i tap th€ 13nh dao va can bd Bénh vién
Bénh Nhiét déi Trung uang.
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ASSESSMENT OF CHANGES IN SEROLOGICAL INDEXES IN CHRONIC HEPATITIS B VIRUS PATIENTS
TREATING TENOFOVIR IN NATIONAL HOSPITAL OF TROPICAL DISEASES

Summary

Objective: Assessment of changes in serological in-
dexes in chronic hepatitis B virus patients treating teno-
fovir. Subjects and methods: A descriptive study combines
retrospective and prospective studies in patients over 18
years of age diagnosed as having a chronic infection with
the hepatitis B virus. The patients were indicated for the
treatment according to the Viethamese Ministry of Health
guidelines in 2019 for the diagnosis and treatment of the
hepatitis B virus and continuously treated with TAF, TDF.
Results and conclusions: The results showed that the ma-
jority of study patients were male, accounting for 63.1%.
In the male group, the proportion of patients in all age
groups was similar; otherwise, the proportion of patients
in the group 31 - 40 and above 50 years old was domi-
nated in females. Treatment results in the month of 12th

showed that the percentage of HBV - DNA load below the
threshold in the HBeAg(+) patients treated with TAF was
higher than in the TDF - treated group, 53.3% and 52%,
respectively. The prevalence of seroconversion achieved
in the group of patients with HBeAg(+) converted to
HBeAg(-) but without Anti - HBe(+) after 6 months and 12
months of treatment were 14.5% and 32.7% respectively.
This increases according to treatment time. In compari-
son between two treatment groups, the proportion was
slightly higher in the TAF - treated group than in the TDF
- treated group, 16.7% versus 12% at month of treat-
ment, respectively at 6" month of treatment and 36.7%
compared with 28.0% at the 12t month of treatment.
The difference was statistically.

Key words: Chronic hepatitis B virus, Tenofovir Alafenamide fumarate.
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