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PAT VAN DE

1. TINH CAP THIET CUA DE TAI

Nhlern virus viém gan B man 13 mot van dé sirc khoe nghiém trong
trén toan cau. Vigt Namco ty 1€ nhiém virus viém gan B tr 9,7 - 19%. Xo
gan (XG) l1a bién chang hay gap nhét, chiém it nhat 1/3 truong hop viém
gan B man va c6 tién lugng xau.

Trudce day cho rang XG la khong thé dao nguoC va virus khong con nhan
1én nira. Do vay, chu yeu la diéu tri triéu chung. Gan day, nghién ctu cho thay
0 giai doan XG virus van con nhan 1én pho bién va diéu tri khéng virus dem lai
cai thién vé 1am sang, sinh hoa, virus va dc biét 14 cai thién vé mo bénh hoc ¢
nhiing bénh nhén xo hoa gan (XHG) va XG, nhat 13 xo gan con bu (XGCB).
Vi vay, dé danh gia hiéu qua diéu tri khang virus bén canh theo doi vé dap ting
sinh hoa va virus, viéc d4nh gi4 cai thién XHG 14 rat can thiét gop phan danh
gid higu qua diéu tri va gitip tién hrong cac blen chimg cua XG.

Dé danh gia XHG, sinh thiét gan van 1a tiéu chuin vang nhung day
1a mot thii thuat xdm nhap nén boc 16 nhiéu nhuge diém. Do do, cac
phuong phép danh gia khong xadm nhép ngay cang dugc ung dung trong
1am sang, thong dung nhét 1a cac chi diém sinh hoc va céc phu’O’ng phap
do do dan héi gan. Trong do, chi s6 APRI (ty. sO AST trén tiéu cau) 1a chi
diém sinh hoc kha don gian, gia thanh thap, de ap dung va c6 d¢ chinh xéc
c6 thé chap nhan duoc. Di v6i do d6 dan hdi gan, do van tc song bién
dang (SWV: Shear Wave Velocity) bang ky thuat ARFI la mot phuong phap
méi da duoc FDA chap thuan, c6 gia tri tuong duong véi do d6 dan hoi
thoang qua va tuong quan chat ché vai cac giai doan XHG mé hoc. Hon
nita, ARFI c6 mot s6 wu diém khac nhu thyuc hi¢n duoc trén bénh nhén co6
bang, béo ph1 Vi vay, ky thuat ARFI va chi sé APRI 1a nhitng phuong
phéap déanh gia XHG phu hop vdi nude ta hién nay.

Entecavir (ETV) 1a mot trong nhiing thudc khang virus manh, it khang
thude, duge uu tién chon hya trong dleu tri viém gan B man hi¢n nay va nhiéu
nghién cttu ciing cho thiy ETV 1a thuoc chon hya diéu tri cho bénh nhan XG do
HBV. Tuy nhién, tai Viét Nam cho dén nay chua c6 cong bd Ve hiéu qua ctia ETV
trén ddi tu:orng x0 gan. Chinh vi nhiing ly do nay chung t6i tién hanh thuc hién dé
tai “Nghién ciru dap lng lam sang, sinh héa, virus va Mikc dp xo héa gan 6'bénh
nhdn xo gan do virus viém gan B diéu trj bang entecavir”, v6i 2 muc tiéu:

1. Banh gla dap ung Ve lam sang, sinh hoa va virus ¢ b¢nh nhan xo
gan do virus viém gan B diéu tri bing entecavir tai thoi diém 3, 6, 12 va
18 thang.

2. Khao sét sy bién doi van tc song bién dang, chi s6 APRI ¢ bénh nhan
x0 gan do virus viém gan B diéu tri bang entecavir tai cac thoi diém trén va cac
yéu t6 dy bao cai thién mitc d6 xo hoa gan sau 18 thang diéu tri.
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2. Y NGHIA KHOA HQC VA Y NGHIA THUC TIEN

- Y nghia khoa hoc:

Két qua nghién ctu dong gop thém bang chang vé hiéu qua cia
entecavir trong diéu tri xo gan do HBV Ve cai thién 1am sang, sinh hoa, virus
va dic biét 1a cai thién mac d6 XHG, nhat 1 xo gan Child A. Tir d6 gop
phan khang dinh XHG va tham chi XG Van c6 kha ning d4o nguoc.

Nghién ciru con 1am rd vai tro theo ddi cai thién XHG bang cac
phuong phap khong xam nhap (APRI, ARFI) va xac dinh dugc cac yéu th
du bao cai thién XHG khi diéu tri khang virus lau dai.

- Y nghia thuc tién

Khuyén khich diéu tri entecavir sém & bénh nhan XG va theo ddi
cai thién mirc @6 XHG bing cac phuong phap khong xam nhap (APRI,
ARFI) dé danh gi4 hidu qua diéu tri. Ngoai ra, ap dung cac yéu tb dur bao
cai thién XHG vao thuc hanh 1am sang dé giai thich cho ngudi bénh an
tam hon va hy vong dat duoc két qua kha quan trong tuong lai.

3. PONG GOP CUA LUAN AN

Pay 1a nghién ciru dau tién tai Viét Nam danh gi hiéu qua cua
entecavir ¢ bénh nhan xo gan do HBV ca vé mit 1am sang, sinh hod, virus
va cai thién XHG bang phdi hop ky thuat ARFI va APRI ciing nhu xac
dinh duoc cac yéu té du bao cai thién mirc 36 XHG khi diéu tri kéo dai.

4. CAU TRUC CUA LUAN AN

GOm 131 trang: Pt van dé 3 trang, tong quan tai liéu 41 trang, dbi
tuong va phuong phap nghién ctru 19 trang, két qua nghién ctru 31 trang,
ban luan 33 trang, két luan 2 trang, kién nghi 1 trang. Luan an c6 49 bang,
11 hinh, 2 so dd, 16 biéu dd, 195 tai liéu tham khao: 19 tai lidu tiéng Viét,
176 tai liéu tiéng Anh, c6 79 tai liéu trong 5 ndm trd lai day.

Chwong 1. TONG QUAN TAI LIEU

1.1. XO GAN DO VIRUS VIEM GAN B

Xo gan (XG) la mét bién chirng hay gap nhat & bénh nhan viém
gan B man (VGBM), uéc tinh khoang 30% cac truong hop XG do HBV.

O giai doan XG van ton tai sy nhan 1én ctia HBV tir 30% - 70% trudng
hop. C6 3 - 5% trudng hop XGCB tién trién thanh XG mét bu (XGMB) mbi
nam, thuong sau cac dot bung phat VR. Ty € cac dot bung phat viém gan tir 10
- 20% XG do HBV. Ty I¢ ung thu té bao gan (UTTBG) hing ndm & bénh nhan
XGCB tur 1,5 - 8%. Tai lugng HBV DNA > 1037 copies/mL ting nguy co
UTTBG. Ty I¢ song con 5 nam & bénh nhan XGCB tir 80 - 85% va con 14%
ddi voi XGMB.



1.2. XO HOA GAN
1.2.1. Sw hinh thanh xo h6a gan

XHG xay ra do sy mat can bang giita qua trinh hinh thanh va thoai trién
co chét ngoai bao (ECM: Extracellular Matrix) do hau qua cta t6n thuong
gan man. Tién trién cia XHG dua dén XG va cac bién chimg. Thang diém
Metavir dugc st dung nhidu nhit véi sy ddng thudn cao, gdbm 5 giai doan
XHG mo hoc. Dya vao cac giai doan, XHG dugc chia lam 3 muc d6: xo
hoa nhe (FO, F1); xo hoa dang ké (> F2); xo hoa nang (> F3) va XG (F4).
1.2.2. Thodi trién xo héa gan

Diéu tri khang VR hiéu qua c6 thé dem lai sy hdi phuc chire nang cia
cac té bao T dac hiéu HBV, diéu chinh hé mién dich, 1am dao nguoc cac té
bao hinh sao gan dé b hoat héa trd vé kiéu hinh khong hoat dong hozc chét
té bao theo chwong tinh (apoptosis), thoi trién cac vach xo hoa chua hoan
toan boi men metalloprotease va lam gidm luong acid hyaluronic trong moé
gan. Tir &6 dem sy thoai trién XHG & va tham chi XG, nhat 1a XGCB.
1.3. PIEU TRI KHANG VIRUS VA VAI TRO CUA ENTECAVIR
O BENH NHAN XO GAN DO HBV
1.3.1. Piéu tri khang virus & bénh nhén xo gan do HBV
1.3.1.1. Muc dich diéu tri khdng virus

Nham ngin ngira ton thuong gan tiép dién hozc tai hoat dong ciia HBV,
tir do lam giam hoac ngin ngira dién tién dén XGMB va cac bién chuang,
nhat 1a UTTBG. Bdi véi XGMB, ghép gan van 1a diéu trj tdi wu nhat. Tuy
nhién, trong khi chd ghép viéc diéu tri khang VR 1a hét sic can thiét nham duy
tri hodc cai thién chic ning gan, tham chi mot s6 BN c6 thé khong can phai
ghép gan, giam cac bién ching nang va giam ty 1é tai phat HBV sau ghép.
1.3.1.2. Chi dinh diéu tri khdng virus

Hién nay cac huéng dan trén thé gioi khuyen céo diéu tri khang VR &
BNXG do HBV cang som cang tot sau khi dugc chan doan dé ngan ngua tai
hoat dong cuiia VR bét ké tai luong HBV DNA 14 bao nhiéu, nhit 1a XGMB.
1.3.2. Entecavir 6 BNXG do HBV

Entecavir (ETV) c6 tic dung khang virus manh, it khang thudc
nén duoc khuyén cao la mét trong nhitng thude wu tién hang dau trong
cac huéng dan didu tri viém gan B man (VGBM) hién nay. Dic biét,
ETV duoc vu tién chon lya diéu tri cho bénh nhan xo gan (BNXG) ké ca
XGMB va c6 dap tng virus tuong duong véi XGCB. Mot s6 nghién ctru
gan day cho thay diéu tri ETV cai thién dang ké XHG, dat ty 1é tir 57 -
59% sau 48 tuan va dén 88% sau trung binh (TB) 6 nim ¢ nhitng bénh
nhan XHG hoic XG, nhit 1a XGCB. Ngoai ra, ETV kha an toan trén than
khi diéu tri 1au dai.
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1.4. CAC PHUONG PHAP KHONG XAM NHAP PANH GIA VA
THEO DOI XO HOA GAN SAU PIEU TRI
1.4.1. Cac phuwong phap danh gia XHG khong xam nhap

- Céc chi diém sinh hoc don gian hay dung nhu chi s6 APRI, FIB-
4, Forns, Lok, Actitest, Fibrotest,...

- Chan doan hinh anh, thong dung nhat 1a do d6 dan hdi gan bang
Fibroscan va ky thuat ARFI. Nén phdi hop 2 phuong phap danh gia
XHG khong xam nhap s& 1am ting kha ning chan doan XHG.

1.4.2. Theo dbi cai thién XHG sau diéu tri khang virus

- Dua vao do dj dan hoi gan: Chua co d¢ong thuan vé sy thay doi
d6 dan hdi gan bao nhiéu sau diéu tri 14 ¢6 ¥ nghia so véi ban dau. Theo
Wong GL (2013) khi c6 bat ky sy thay d6i nao > 30% va 6n dinh khi
thay doi < 30% (Fibroscan). Poi vai ARFI, Wu SD (2017) khi c6 bat ky
su thay ddi nao > 15% va 6n dinh khi thay doi < 15% va Leong HK
(2018) sy thay ddi c6 y nghia 1a > 10% va 6n dinh khi thay doi < 10%.

- Dwa vio cdc chi diém sinh hec: Theo Peng J (2016) khi giam chi
s6 APRI > 0,35 dy bao dap tmg XHG c6 AUROC 12 0,79 véi d6 nhay (Se:
Sensitivity) 1a 75,8% va do dac hi¢u (Sp: Specificity) 1a 75%. Sun J (2018)
khi APRI giam 0,72 + 0,69 sau diéu tri c6 thé tién doan dap g mé hoc
c6 AUROC 12 0,77 (Se 1a 76,2% va Sp 1a 70,2%).

1.4.3. Cac phuong phap danh gia va theo déi XHG khong xdm nhip
trong dé tai
1.4.3.1. Chi sé6 APRI

AST x 100/AST*

Tiéu cau (10%/L)

APRI =

AST* =37 U/L, la GHTBT cua AST tai Bénh vién Pa Nﬁng.

Nghién ctu cho thay chi sé APRI trong danh gia XHG véi do
chinh xac ¢ thé chap nhan dugc, c6 mbi twong quan véi giai doan
XHG mb hoc va voi dd dan hoi gan (ARFI hoic Fibroscan). Gan day,
APRI ciing da duoc 4p dung dé theo ddi cai thien XHG trong qua trinh
diéu tri khang VR. Vi vay, day la chi s6 sinh hoc phu hop danh gia XHG
& nhimg noi nhan luc va vat luc con han ché.
1.4.3.2. Ky thudt ARFI

ARFI dugc tich hop vao may siéu am (SA) dong Acuson
S2000TM cua hing Siemens c6 mat trén thi trudng tir nam 2008. Tai
Viét Nam, k¥ thuat ARFI da duoc trng dung tai mét sb Bénh vién tir nAm
2010, Bénh vién Gia Dinh Da Nang tir nim 2014.



* Nguyén ly ARFI

ARFI hoat dong theo nguyén ly ghi hinh bang xung lyc Xa am. Kich
thich co hoc mé bang xung lyc day trong thoi gian ngan khoang 262ps
trong ving khao sat (ROI: Region of Interest) voi tan s6 song SA 1a 2,67
MHz. Khi xung qua ving ROI gay ra su dich chuyén mo, mo doi chd va
tro lai vi tri cli nén song bién dang thang goc xung day. Su dich chuyén
ctia md duge do bang chum SA quy uéc theo ddi. SWV cang nhanh mo
khao sat cang ctirmg. SWV do bang m/s, dao dong tir 0,5 - 4,4 m/s.

* Gid tri trong chén dodn va theo déi cdi thién xo héa gan

ARFI di duoc FDA chap thuan nam 2013 dé danh gia XHG, c6 gia
tri trong duong voi do d6 dan hoi thoang qua (Fibroscan) va tuong quan
chit ché véi cac giai doan XHG md hoc. SWV do bang ki thuat ARFI bude
dau cho thay c6 nhiu vu diém trong theo ddi diéu tri nhu nghién ctru cua
Tran Vian Huy va ¢s (2016), Su TH va cs (2018).

* Uu diém va han ché ciia ARFI

- Uu diém

+ ARFI dugc tich hgp vao may SA nén cho phép khao sat hinh
anh gan bang SA B-mode va chon chinh xac ving khao sat (ROI: Region
of Interest), tranh dugc cdc mach mau. Vi vay, ARFI c6 d6 tin cay cao.
+ ARFI 1a k¥ thuat d& thuc hién, khong dau, co két qua ngay va

thuc hién dugc ¢ nhitng BN c¢6 bang, khoang gian suon hep va béo phi.

- Han ché: ARFI la chua co cac nghién ciru danh gia lau dai. Ving
ROI hep va khong thay d6i dugc. Anh huéng cia viém hoai tir gan nang
1én két qua do.

Chuong 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
Gom 106 BNXG do HBV duoc diéu tri va theo ddi tai Phong kham

Noi tiéu hoa va Khoa Nbi tiéu hoa Gan mat, Bénh vién Pa Nang, Tp. Pa
Nang, tir 01/08/2016 dén 30/10/2019.
2.1.1. Tiéu chuin chon bénh

Bénh nhan (BN) tir 18 dén 75 tudi duoc chan doan XG do HBV
chua duoc diéu tri hoic ngung diéu tri khang VR it nhét 6 thang trudc
khi bat dau nghién ciru. Chan doan xo gan do HBV chii yéu duya theo céac
tiéu chuan cia WHO niam 2015 va APASL 2016.

- Tiéu chudn vé virus: Bénh nhan c6 HBsAg(+) > 6 thang va tai
luong HBV DNA huyét thanh > 2000 TU/mL.
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- Tiéu chudn chan dodn xo gan:
(1) Ldm sang: cac triéu chimg 14m sang nhu mét méi, chan an, ndt
nhén, ban do long ban tay, tuan hoan bang h¢, gan, lach 16n, phu.
(2) Danh gia xo hod gan: SWV (ARFI) > 1,86 m/s (khi ALT <5
x GHTBT) va chi s6 APRI > 2.
(3) Cdn lam sang:
+ TC giam < 150 x 10° /L, INR > 1,3 hodc albumin < 35 g/I.
+ SA gan: gan thd, b khong déu, TMC gian, lach 16n, bang.
+ C6 thé c6 GTMTQ va/hoic da day khi ndi soi
Tiéu chudn (2) la bat bugc dé chan dodn xo gan.
2.1.2. Tiéu chuén loai trir
Chung t6i loai trir nhitng BN: khéng dong y tham gia nghién ctru
hodc da dung tenofovir (TDF), adefovir (ADV) trudc day; Xo gan Child
C > 12 diém; Dj ung véi thudc entecavir (ETV); C6 hoat 46 AST, ALT
tang > 10 1an GHTBT; Nghién ruou; C6 cac bénh gan nhu gan nhidm ma,
viém gan rugu, viém gan nghi do thudc, XG mat, nhiém HCV (anti
HCV+); UTTBG; co creatinine > 1,5 lan GHTBT hoic eGFR < 50
ml/phat; C6 bénh ning khac phdi hop.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru: Tién ctru c6 can thiép diéu tri
2.2.2. C& miu nghién ciru
Cong thire tinh ¢ mau: 1 = Z2s.q, PA—P)
d
- Z 12 hé sé tin cay, Zi.w2= 1,96, a = 0,05 (mirc ¥ nghia thong ké)
-p laty 18 udc tinh, p = 0,312 1a ty 1& dap wng XHG (tir F4 xudng <
F3 theo SWV do bang ARFI) ciia Tran Vin Huy (2016) & BNXG do HBV
sau 2 nam diéu tri khang VR.
- d 1a d6 chinh xac mong muén, vi 0,3 <p <0,7 nén chond = 0,1 (10%).
Tinh n = 82,46. Vay ¢& mau du kién tdi thiéu 1a 83 bénh nhan.
2.2.3. Cac bu6c tién hanh nghién céu
2.2.3.1. Chon bénh nhén
Tat ca BNXG do HBV tir 18 dén 75 tudi dugc diéu tri va theo doi
tai Bénh vién DPa Néng thoa tiéu chudn chon bénh va tiéu chuén loai tri.
2.2.3.2. Kham lam sang
Tat ca BN duoc hoi tién sir, bénh sir va thim kham 1am sang.
2.2.3.3. Thuc hi¢n cdc xét nghiém
- Xét nghiém sinh hoa, huyét hoc va virus dugc thyc hién cing mot
thoi diém tai cac thoi diém: truéc va sau didu tri tai thoi diém 3, 6, 12 va
18 thang tai Bénh vién Da Nang.
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- Po SWV bing ky thuat ARFI két hop SA gan: do 4 thoi diém
trudc va sau diéu tai thoi diém 6, 12 va 18 thang.

- Noi soi da day: trude didu tri va noi soi kiém tra phu thudc vao do
GTMTQ ban dau va phan loai XG.
2.2.3.4. Thuwc hién ky thudt ARFI

Po d6 dan hoi gan tai phong SA cua Bénh vién Gia Binh Pa Nang
bang méay Siemens ACUSON S2000 du:orc cai ddt tinh nang ARFI (Hinh 2.1).

Ving ROT y l
Ga tri ARFI [IREEHER

Hinh 2.1. Mdy SA ACUSON S2000 tai Bénh vién Gia Dinh Da Nang
Do 6 phan thuy VII, VIII, dat ving ROI ¢ vi tri khong c6 mach mau,
cach mat da 3 - 4 cm, cach bao gan tdi thiéu 1,5 cm, d6 sau tdi da 14 8 cm.
Két qua SWV la TB cong cua 10 lan do, don vi tinh m/s.
2.2.4. Thudc sir dung trong dé tai
Entecavir biét dugc la Baraclude, vién 0,5 mg, san Xuit boi cong ty
Bristol-Mayers-Squibb. Liéu dung cho bénh nhan Child A 13 0,5 mg/ngay
va doi voi Child B, C 1a 1 mg/ngay.
2.2.5. Panh gia dap wng diéu tri
2.2.5.1. Ddp vrng lim sang
- Ddp irng theo cdc tri¢u ching ldm sang: thay doi ty 18 cac triéu chung
co ning va thyc thé cua XG trudce va sau diéu tri. o
- Pdnh gid theo thang diém Child Pugh: su thay doi diém Child Pugh
TB va ty 1& % Child A, B, C trudc va sau diéu tri.
- Pdnh gia sw thay doi dp GTMTQ: sy thay doi ty 1¢ phan trim do
GTMTQ trude didu tri va sau 18 thang diéu tri.
- Ty I¢ cdc bién chirng: UTTBG, tir vong, bung phat virus va mat bu gan.
2.2.5.2. Dap u’ng sinh hoa
Danh gia sy thay dbi gia tri va ty 18 binh thuong hoa hoat do AST,
ALT, nong do albumin, bilirubin TP huyét thanh trudc va sau diéu tri.
2.2.5.3. Dap irng vé virus
*Bap ung huyet thanh HBeAg: ty I¢ mat HBeAg va chuyén ddi anti HBe
& bénh nhan c6 HBeAg(+) ban dau.
* Pdp ing theo tdi Iwong HBV DNA: Panh gia su thay doi tai luong va
ty 16 HBV DNA dué6i ngudng phat hién (< 20 lU/mL) sau diéu tri.
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2.2.5.4. Khdo sdt sw bién doi SWV va chi sé APRI

banh gia sy thay doi gla tri SWV va APRI, ty 1€ bénh nhan gidm tur
F4 xudng < F3 theo SWV va APRI tai thoi diém 6, 12 va 18 thang.
2.2.5.5. Ty I¢ cdi thién mirc dp XHG

Cai thlen muc do XHG xac dinh bang giam ph01 hop 2 chi s6 SWV
va APRI, giam tir F4 xuong <F3 (SWV < 1,86 m/s va APRI <2).
2.2.5.6. Xdc dinh cac yéu 16 duw bdo cii thi¢n mirc dp xo hod gan

Cac yéu t6 ban du dua vao phén tlch bao gém: tudi, hoat do AST,
ALT, néng do albumin, bilirubin TP, tiéu cau, INR, tai luong HBV DNA,
HBeAg (+), dlem Child Pugh, chi s6 APRI va SWV.
2.2.6. Xir 1y sb liéu

Xtr Iy bang phan mém thong ké y hoc Excel va SPSS 22.0.

Gia tri p < 0,05 duoc xem 1a ¢ ¥ nghia thong ké.

Bénh nhan XG. tir 18 - 75 tudi
C6 HBsAg(+)

L. Tham kham Llam sang
2. Xét ngluém can lam sang

L. Tién chman chon bénh
2. Tiéu chman loal tor

106 BNXG do HBV di tiéu
chudn nghién ciru

0,5 mgfnghy

No gan Chald B,C
(n=37)

Xo gan Child A
(n = 69)

Dien tri |} wahady
entecaviy

Theo di, danh gia
dap ang didu tri

3 thing 6 thing 12 thang 18 thang
(n = 99) (n =100) (n =102) (n = 95)

1. Lam sang: Triéu climg co nang, thie thé cia XG, cac bién e va
tac dung phu ciia thudc

2. Sinh héa (AST. ALT., GGT, bilitubin TP, albumin, NH3. Na',
Ca'™), huyét hoe (BC, Hb, TC). déng mau (INR) va virus (HBeAg,
anti HBe, HBYV DNA).

3. Creatinine, AFP, lactate
4. Po d6 dan héi gan (5 WV bang kv thuat ARFI)
6. N1 o1 da day™

!

‘ THU THAP VA XTI LY SO LIEU

So db ‘nghién ciru
2.3. PAO PUC TRONG NGHIEN CUU
Pé tai da dugc thong qua Hoi dong DPao duc trong nghién ctru y sinh
hoc ciia Truong PH Y Duoc Hué va BV Da Ning cho phep thuc hign.
Bénh nhan va/hodc gia dinh duge g1a1 thich day du va dong y tham
gia nghlen ctru, cam két hop tac trong qua trinh nghié€n ctru. Bénh nhén co6
quyén rut ra khoi nghién ciru trong bat ky trudng hop nao.
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Chuong 3. KET QUA NGHIEN CUU

Tir thang 08/2016 dén thang 10/2019, chiing t6i c6 106 BNXG do
HBV thoa man tiéu chuén chon bénh va loai trir dua vao nghién ctu.
3.1. PAC PIEM CUA POI TUQNG NGHIEN CUU
3.1.1. Tubi: TB 51,95+ 10,56 tudi, khong khac biét gitta 2 nhém Child A
va Child B, C. Nhom tuoi 40 - 60 chiem ty 1¢ cao nhat (64,1%)
3.1.2. Giéi tinh: C6 64 nam (60,4%) va 42 nit (39,6%), ty |¢ nam/nix = 1,52/1.
Nam gi6i chiém da s (60,4%), cao hon nit gidi (39,6%) (p < 0,01).
3.2. PANH GIA PAP UNG VE LAM SANG, SINH HOA VA VIRUS
O BENH NHAN XO GAN DO HBV DIEU TRI BANG ENTECAVIR
TAI THOI PIEM 3, 6, 12 VA 18 THANG
3.2.1. DPap tng lam sang
3.2.1.1. Cac tri¢u chirng lam sang

120 Chan an
96,2
100 Mét moi
90,6 87,9
80 Nét nhén
75,5 75,6 68,4
X 60 720 70,6 Vang da, mét
@ 41,5 49,5
> 40 36,0 o=@ THBH
= 29,2 4
20 31,1 2‘6/3 !!5519,0 : 15\"7 24,2 Lach 16n
10,5
14,2 3.2 ;360 288 72
0+ r r —
Bandiu 3thang 6thang 12 thang 18 thang
Thoi diém danh gia

Biéu d6 3.3. Cai thién cac triéu chung lam sang sau diéu tri

C6 su cai thién dan cac triéu chimg 1am sang theo thoi gian didu
tri, nhat 1a céc triéu ching co ning.
3.2.1.2. Pdp trng theo thang diém Child Pugh

Bang 3.12. Thay d6i diém Child Pugh theo thoi gian diéu trj

: Sélwgng | ChildA™ [ChildB,C~| Chun

Child Pugh | o) | () (n2) 0 | =&
Ban dau ® | 69/37/106 | 5,42+ 0,50 | 824+ 1,46 | 6,41 +1,65| <0,001
3 thang® | 64/35/99 | 5,25 0,44 | 7,37+ 1,40 | 6,00 £ 1,36 | < 0,001
6 thang @ | 65/35/100 | 5,23 £ 043 | 6,94 £ 1,21 | 5,83+ 1,14 | <0,001
12 thang @ | 66/36/102 | 5,17 = 0,38 | 6,69 = 1,24 | 5,71+ 1,08 | <0,001
18 thang ® | 67/28/95 | 5,19+ 0,44 | 6,57+ 1,43 | 5,60 % 1,10| < 0,001

(@)&(b) <0,01 < 0,001 < 0,001

(2)&(c) <0,001 <0,001 <0,001

P (@)&(d) | <0,001 <0,001 <0,001

(2)&(e) <0,01 0,001 < 0,001
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Diém Child Pugh giam dan theo thoi gian va c6 ¥ nghia ngay sau
3 thang diéu tri & tat ca cac nhom (p < 0,001).

- Thay d6i ty 1¢ phan loai Child Pugh: Child A ting dan theo thoi
gian diéu tri sau 3, 6, 12 va 18 thang 1an luot 1 74,8%, 80%, 83,3% va
86,3%" s0 voi ban dau 1a 65,1%(p"¢™ < 0,001). Nguoc lai, Child B,
C giam dan, lan luot tir 27,4% xudng 12,6% (p < 0,05) va 7,5% xubng
1,1% sau 18 thang diéu tri.
3.2.1.3. Dap irng theo dp GTMTQ qua ngi soi da day

Pa sb BN 6n dinh (64,8%) hoic giam 1 d6 GTMTQ (25,3%). C6 9
BN ting d6 GTMTQ (9,9%), trong d6 Child B, C c6 5/25 BN (20,0%) va
Child A c6 4/66 BN (6,1%) (p > 0,05).
3.2.1.4. Cdc bién chirng xdy ra trong qud trinh diéu tri

C6 18 bién chiing (17,0%) ¢ 17 BN (1 BN Child A c6 2 bién
chung: bung phat VR va tir vong). Bién chung hay gap 1a mat bu gan
(6,6%), UTTBG (5,7%) va tir vong (2,8%) (1 BN tir vong do bung phat
VR va 2 BNXG tién trién) va 2 BN bung phat VR (1,9%).

3.2.2. Pap wng vé sinh héa gan
3.2.2.1. Dap vrng theo hoat dp AST
Bang 3.16. Dap tng vé hoat dd AST theo thoi gian diéu trj

Hoatdd | Solweng | ChildA* | ChildB,C* | Chung p

AST (U/L) | (n1/n2/n) (n1) (n2) (n) (*&**)
Ban dau® | 69/37/106 (85,78 +21,50|91,63 + 38,24 (87,82 + 28,44 > 0,05
3 thang® | 64/35/99 |53,07 + 16,72(63,79 + 23,79 56,86 + 20,06| < 0,05
6 thang® | 65/35/100 |37,81 = 14,05|52,49 + 17,13|42,94 + 16,67 | < 0,001
12 thang@ | 66/36/102 | 33,65 + 8,78 |47,73 + 15,54 (38,62 + 13,38 < 0,001
18 thang® | 67/28/95 | 31,14 =842 |43,59 + 15,18(34,81 + 12,19( < 0,001

(@)&(b) < 0,001 < 0,001 < 0,001

(@)&(c) < 0,001 < 0,001 < 0,001

P @&(d) | <0001 <0,001 <0,001

(Q)&(e) < 0,001 < 0,001 < 0,001

Hoat d6 AST giam dan theo thoi gian ¢ tit ca cac nhom va giam

c¢6 y nghia ngay sau 3 thang didu tri.




Ty 1& binh thuding héa AST (%)
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90
82,1
80
75,8
70
60 60,7
50 56,0 -
- T 1500 | p<005
30 23 1 371 | p<005 == Child A
20 22,2 p < 0,05 Child B, C
10 [ 200 Chung
0 p>0,05
3 thang 6 thang 12 thang 18 thang
Thoi diém danh gia

Biéu d6 3.6. Ty 1¢ binh thudng hoa hoat d§ AST sau dicu trj
Ty I¢ binh thuong hoéa AST tang dan ¢ ca 2 nhém sau diéu tri.

3.2.2.2. Dap vwng theo hoat dp ALT

Bang 3.17. Pap tng hoat dd ALT theo thoi gian didu tri

ALT [ Sélwong [ Child A* [ ChildB, C* Chung P

(U/L) | (n1/n2/n) (n1) (n2) (n) (&)
Ban dau®| 69/37/106 | 66,19 22,36 | 61,68 £ 27,76 | 64,62 24,34 |>0,05
3 thang® | 64/35/99 |46,31 + 13,85 | 44,59 + 16,20 | 45,71 + 14,67 |> 0,05
6 thang® | 65/35/100 | 33,61+ 12,85 [ 38,97+ 11,31 | 35,48 + 12,54 [< 0,05
12 thang®| 66/36/102 [31,73 13,38 [ 35,48+ 11,26 | 33,06 + 12,74 |> 0,05
18 thang®| 67/28/95 [29,57 + 13,40 33,63+ 12,35 ] 30,77 + 13,16 [< 0,05

(@)&(D) <0,001 <0,001 <0,001

(a)&(c) <0,001 <0,001 <0,001

p (3)&(d) <0,001 <0,001 <0,001

(@)&(e) < 0,001 <0,001 <0,001

Hoat d6 ALT giam dan theo thoi gian diéu tri. Tir sau 6 thang da s6
bénh nhan dat dudi ngudng binh thuong (< 40 U/L).

Ty |é binh thudng hda ALT

100

89,4
81,5 8895’63
80 | !
75,0
P 1
,EO T + 66,9 p>0,05
& 37,1 p<0,05 i
40 ’ L ! e=g@== Child A
y
31,3 Va1 p<om
20
p>0,05
0 P: so sanh Child A véi Child B,C
3 thang 6 thang 12 thang 18 thang
Thoi diém déanh gia

Biéu d6 3.7. Ty 1¢ binh thuong hoa ALT theo thoi gian diéu trj
Ty 1€ binh thuong hoa hoat d6 ALT tang dan theo thoi gian diéu tri.
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3.2.2.3. Ddp irng theo nong dj albumin huyét thanh .
Bang 3.18. Nong d6 albumin huyét thanh theo thoi gian diéu tri

Albumin | Solwgng | Child A* | Child B, C* Chung p

(g/L) (n1/n2/n) (n1) (n2) (n) (*&**)
Ban dau® | 69/37/106 [36,99 +3,94 | 27,54 £ 5,05 | 33,69 + 6,27 | <0,001
3 thang™ | 64/35/99 [38,35+3,75] 2837+5,50 | 34,82 +6,52 | <0,001
6 thang® | 65/35/100 [39,07 £3,94] 29,15+ 5,84 | 35,61 £6,67 [ <0,001
12 thang™ | 66/36/102 [40,39 +4,37] 30,54 £5,91 | 36,91 £6,84 [ <0,001
18 thang®™ | 67/28/95 40,37 +3,95] 32,18+6,92 | 37,96 £ 6,26 | < 0,001

(2)&(b) <0,05 > 0,05 > 0,05

(a)&(c) <0,01 > 0,05 < 0,05

P (2)&(d) <0,001 <0,05 <0,001

(2)&(e) < 0,001 <0,01 < 0,001

Nong do albumin mau téng dan theo thoi gian diéu tri ¢ ca 2
nhém. Nhom Child A tang ¢4 y nghia chi sau 3 thang (p < 0,05), nhom
Child B, C phal sau 1 nam diéu tri(p < 0,05).

3.2.2.4. Pdp itng theo nong dj bilirubin toan phan huyét thanh

Bang 3.19. Nong dd bilirubin TP huyét thanh theo thoi gian diéu tri

BilirubinTP
(umol/L)

So lwgng
(n1/n2/n)

Child A
(n1)

ChildB, C
(n2)

Chung
n

p

Ban dau @

69/37/106

18,44 £ 6,78

43,23 + 22,48

27,09 + 18,55

<0,001

3 thang @

64/35/99

15,09 £5,59

34,09 + 17,89

21,80 + 14,65

< 0,001

6 thang ©

65/35/100

13,62 £4,90

27,61+ 13,75

18,51+ 11,20

< 0,001

12 thang @

66/36/102

12,67+ 4,27

26,15+ 12,19

17,43 £ 10,26

<0,001

18 thang ®

67/28/95

12,89 £ 9,63

22,07+11,14

15,59 + 10,88

<0,001

(a)&(b)

<0,01

> 0,05

<0,05

(a)&(c)

<0,001

<0,01

<0,001

(a)&(d)

<0,001

<0,001

<0,001

(a)&(e)

<0,001

<0,001

<0,001

Nong do bilirubin TP giam dan theo thoi gian diéu tri. Nhém Child

A giam c6 y nghia sau 3 thang (p < 0,01), Child B, C cham hon phai sau

it nhat 6 thang diéu tri (p <0,01).
3.2.3. Pap wng vé virus

3.2.3.1. Tdi lwgng HBV DNA theo thoi gian diéu tri

Bang 3.20. Thay doi tai 1uong HBV DNA theo thoi gian diéu tri

S0 lwon Child A” Child B, C™ Chun
HBV DNA| (i s (n1) (n2) | gy
- 4698,0 147428 | 3572,12%

Bandau® | 69/37/106 | 174931 | {5804.97 145642 | >0.05
3 thang” | 64/35/99 | 17,40 £ 52,16] 6,72 = 689 |13.63 =4233] > 0,05
6 thang® | 65/35/100 | 0.38 £ 1,30 | 0.92£ 1,59 | 0.57£1,42 | <0,05
12 thang® | 66/36/102 | 0.03=0.13 | 0.20£0.90 | 0.09=0.55 | >0.05
18 thang® | 67/28/95 | 0.05 £ 0.41 0 0.04£ 034 [ >005

@&b) | <0001 <0,001 <0,001

@&() | <0001 <0.001 <0.001

P (a)&(d) < 0,001 < 0,001 < 0,001

(@)&(e) <0,001 <0,001 <0,001
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HBV DNA giam dang ké sau diéu tri va da sé BN dat dudi ngudng
phat hién sau 12 thang & ca nhém Child A va Child B, C,
3.2.3.2. Ty I¢ tdi lwong HBV DNA dwoi nguwong sau diéu tri

120
p>0,05
100,0
100 - p>005 a3
80,3 ,
1 v 91,0
80 76,5
oy pro% 69,4 Child A
e 431
=40 oo 37,0 Child BIC
20 - 12,5 25,7 Churg
0 10'1 5,7 .p so sanh nhom Child A véi Child B,C
3 thang 6thang 12thang 18 thang
Thoi diém danh gia

Biéu @6 3.10. Ty 18 BN dat HBV DNA < 20 IU/mL sau diéu tri

Ty 16 BN c6 HBV DNA dud6i ngudng ting dan theo thoi gian diéu
tri. Khong c6 su khéc biét giita 2 nhém Child A va Child B, C (p > 0,05).
3.2.4. Pap ing vé huyét thanh ciia HBV

Ty lé mat HBeAg ting dan theo thoi gian diéu tri: 3 thang (13,6%) , 6
thang (44,0%), 12 thang (64,0%) va 18 thang (76,2%).

Tuong tu, ty 1& chuyén ddi huyét thanh antiHBe(+) ting dan theo
thoi gian diéu tri: 3 thang (9,1%), 6 thang (28,0%), 12 thang (44,0%) va
18 thang (52,4%).

Khong c6 su khac biét gitra nhom Child A va Child B, C (p > 0,05).
3.3. KHAO SAT SU BIEN POI SWV, CHI SO APRI O BENH NHAN
XO GAN DO HBV DIEU TRI BANG ENTECAVIR TAI THOI
PIEM 6,12 VA 18 THANG VA CAC YEUTO DU BAO CAl THIEN
MUC PO XO HOA GAN
3.3.1. Khao sat sw blen déi SWV va chi sb APRI ¢ bénh nhin xo gan
do HBV diéu tri bang entecavir tai thoi dlem 6,12 va 18 thang
3.3.1.1. Sy thay déi SWV va gtam tir F4 xuéng < F3 theo thoi gian diéu tri

Bang 3.23. Thay ddi gia tri SWV theo thoi gian didu tri

ni/n2 Child A* | Child B, C* Chung p
SWVMS)| () (n1) (n2) (n) | (&)
Ban dau® | 69/37/106 | 2,09+0,27 | 2,51+0,46 |2,24+040 |<0,001
6 thang® | 65/35/100 | 2,07+029 | 2.43+0,43 |2,19+0,39 [<0,001
12 thang® | 66/36/102 [ 1,98 +0,29 [ 2,33+0,44 [2,10+0,39 [<0,001
18 thang® | 67/28/95 [ 1,83+0,25 [ 2,31+0,51 [ 1,97+0,41 |<0,001
(2)&(b) > 0,05 > 0,05 > 0,05
p (@)&(c) <0,001 > 0,05 <0,001
(2)&(d) < 0,001 > 0,05 <0,001
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SWV giam co 3’/ nghia sau 1 nim diéu tri, nhung nhém Child B, C
giam SWV chua co y nghia ngay ca sau 18 thang (p > 0,05).

- Ty I¢ BN gidm giam tir F4 xudng < F3 theo SWV tiang dan theo thoi
glan diéu tri: 6 thang (9, 0%), 12 thang (27,5%) va 18 thang (43,2%). Child
A c6 ty 1€ cao hon so véi Child B, C (p < 0,05).
3.3.1.2. Sw thay déi APRI va gidm tir F4 xuéng < F3 theo thei | gian diéu tri

Bang 3.24. Thay ddi chi s6 APRI theo thoi gian diéu tri

APRI ni/n2 Child A* | ChildB,C™ | Chung p
n (n1) (n2) () (*&**)
Bandau ®| 69/37/106 | 2,56+0,95 | 4,25+2,23 [3,15+1,71|<0,001
6 thang ® | 65/35/100 | 1,12+0,67 | 2,49+ 1,29 |1,60+1,14 | <0,001
12 thdng® | 66/36/102 | 1,00+0,71 | 2,33+1,29 [1,47+1,14] <0,001
18 thang® |  67/28/95 | 0,88+0,64 | 1,93+ 1,12 [1,19+0,94| < 0,001
(2)&(b) < 0,001 < 0,001 < 0,001
p (2)&(c) < 0,001 < 0,001 < 0,001
(2)&(d) < 0,001 < 0,001 < 0,001

Chi sb APRI giam c6 ¥ nghia sau 6 thang diéu tri (p < 0,001) ¢ ca 2
nhom Child A va Child B, C.

- Ty 1¢ BN giam tur F4 xubng < F3 theo APRI tang dang ké theo thoi
gian diéu tri: 6 thang (74%), sau 12 thang (78,4%) va 18 thang 1a 86,3%.
Trong d6, nhom Child A ¢6 ty 1€ cao hon ¢6 ¥ nghia so véi nhém Child B,
C(p<0 001)
3.3.1.3. Ty I¢ bénh nhdn cdi thién mirc dj xo hod gan

Béang 3.25. Ty le BN cai thién mic do XHG tir F4 xudng < F3 sau diéu trj
(TS{,\',%%‘; fL"\‘F',‘-’F?éHFg) Child A* | ChildB,C™ | Chung P
6 thing (%, n) (sla?ég) (00/’395) (9?1’30) <005
12 thang (%, n) | 34,8 (23/66) (3%:336) (25’1’32) <0,01
18 thang (%, n) | 47,8 (32/67) (é}ég) (348%’5) <0,01

Ty 18 BN c6 cai thien mirc do XHG tang dan theo thoi gian diéu tri.
Nhom Child A c6 ty 1€ cao hon so véi Child B, C (p <0,01).
3.3.2. Cac yeu t6 du bao cai thi¢n mirc d) XHG sau 18 thang
3.3.2.1. Cac yeu 10 lim sang va cdn lam sang trwoc khi d‘teu tri

Céac yéu t0 1am sang va cén 1am sang truge khi diéu tri duorc dua
vao phén tich v6i diém cit téi wu dya vao duong cong ROC: Tubi 41 tu01
AST 85 U/L, ALT 58 U/L, albumin 32,4 g/L, bilirubin TP 17 pm/L, t1eu
cau 101X109/L HBV DNA 14.137 TU/mL, INR 1,23, Child Pugh 6 diém,
APRI 2,43, SWV 1,98 m/s va HBeAg (+/- )
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3.3.2.3. Méi lién quan gtu’a cdc yéu té lim sang va cdin ldm sang trudc
diéu tri véi cdi thién mirc dj XHG sau 18 thang diéu tri
Bang '3.27. Phén tich don bién mdi lién quan gitia cac yeu t6 trudc didu
tri v6i cai thién mirc 46 XHG sau 18 thang didu tri

o Cai thién mire d§ XHG
Cic yéu to ban . (F4 xubng < F3)
dau So sanh Céb Khéng P
n % n %
P <41 71 467 | 8 | 533
Tudi (nam) > 41 31| 387 | 49 | 613 | 005
<85 10| 213 | 37 | 787
AST (U/L) > 85 28 | 583 | 20 | 417 | <0001
<58 o | 214 | 33 | 786
ALT (UL) > 58 29 | 547 | 24 | 453 | 0001
BIL-TP <17 7| 447 | 21 | 53 | 2008
(umol/L) > 17 21| 368 | 36 | 632 :
) <324 | 6 | 187 | 26 | 8l3
Albumin (g/L) >34 | 32| 528 | 31 | a72 | <001
Duong | 6 | 286 | 15 | 714
HBeAg Am 32| 432 | 42 | s68 | >00°
HBV DNA S14137 | 6 | 200 | 24 | 800 | —o01
(IU/mL) >14137 | 32 | 492 | 33 | 529 :
. 2101 [ 11 | 196 | 45 | 804
TC (x10°L) >101 | 27 | 692 | 12 | 308 |<0001
<123 [ 31| 5.7 | 29 | 483
INR >123 | 7 | 200 | 28 | soo | <001
: - <6 32| 471 | 36 | 520
Child Pugh (diém) =¢ Cl oo | o | s | <o
<243 | 27 | 540 | 23 | 460
APRI >243 | 11| 244 | 34 | 780 | <001
<198 [ 24 | 615 | 15 | 385
SWV (ms) >198 | 14 | 250 | 42 | 750 | <0001

C6 9 yéu té ban dau lién quan c6 ¥ nghia véi cai thién mic d6 XHG:
hoat o AST, ALT, ndng do albumin, tai luong HBV DNA, s6 luong TC
ban dau cao va INR, diém Child Pugh, SWV, APRI ban dau thap.

Bang 3.28. Phan tich hoi quy logistic da bién dong thoi cac yéu td cb gia
tri p < 0,05 trong phén tich don bién

Cic yéu té Sosanh | OR 95% ClI p
Tidu cAu (x 109 L) = 11311 — 090-2908 | >005
>1,23 1
INR T 082-1983 | >0,05
AST (UIL) . I 0.43-7.75 >0,05
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<58

1

ALT (UIL) 55 089-17.04 | >0,05
Albumin (g/L) ; gg:i 6;3 1,11 - 35,98 <0,05
HBV DNA (IUML) = ijg; 81112 179-3684 | <001
APRI §§j§ 21110 036-1228 | >0,05
Child Pugh ( diém) s g - 4?70 154-14075 | <0,05
SWV mis) = igg 5,%,’7 1,49 - 19,32 0,01

Co4 yéu t ban dau gdbm néng do albumin cao, tai lugng HBV DNA
cao va diem Child Pugh, SWV thap la nhitng ycu t6 doc lap dy béo cai
thién muc d0 XHG sau 18 thang diéu tri.
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Xac suit khang cii thién xa héa gan

p<0,01 80,0%

HBV DNA
(UAnL)
114137
1> 14137

Y sut khéng cii thién xo i gan

00
T
o

Theri gian (thang)

Biéu d 3.13. Xac suit khong cai thién mirc 46 XHG cong
nong d¢ albumin, HBV DNA, Child-Pugh va SWV ban du

Nhin chung phai mat it nhat 6 thang diéu tri méi c6 su giam dan xac

suit khong cai thién mic d6 XHG, nhét 1a & cac nhom ban dau c6 ndng

d6 albumin > 32,4 g/L, tai lwong HBV DNA > 14,137 IU/mL, Child-Pugh

< 6 didm va SWV < 1,98 m/s. Xac suit tich luy sau 18 thang giam dang ké

& cac nhom ndy so v6i nhom con lai twong wng, lan luot 13 (49,2% so voi

81,3%, p< 0,01), (50,8% s0 vai 80%), (52,9% so Vi 77,8%, p < 0,05) va

(38,5% s0 véi 75%, p< 0,001).

200

ddn theo
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Chuwong 4. BAN LUAN

4.1. PAC PIEM CUA BENH NHAN NGHIEN CUU
4.1.1. Tuoi

Tudi TB 14 51,95 + 10,56 tudi, twong tu VGi cac nghién ctru trong
nuéc nhu cua Tran Vin Huy (2016) va Nguyén Thi Huyén Thuong
(2015) va nude ngoai cua Gai XD (2017) va Miquel M (2013).
4.1.2. Giéi tinh

Nam chiém ty I¢ cao hon nit gidi (60,4% so vai 39,6%, p < 0,01).
Két qua nay phu hop Vai cac nghién ctru nudc ngoai Gai XD (2017) va
Shin SK (2015) va trong nudc Nguyén Thi Thuan (2012).
4.2. PANH GIA PAP UNG VE LAM SANG, SINH HOA VA VIRUS O
BENH NHAN XO GAN DO VIRUS VIEM GAN B PIEU TRI
ENTECAVIR 18 THANG
4.2.1. Pap rng 1am sang
4.2.1.1. Ddp vrng vé cdc triéu chirng lam sing

Theo Biéu d6 3.3, két qua nghién ciru ciia chiing i sau 18 thang diéu
tri ETV 6 BNXG do HBV cho thay c6 sy cai thién dang ké cac tridu chimng
co nang nhu mét mai (giam tir 96,2% xudng 10,5%), chan an (tir 90,6% xudng
1,1%), vang da mat (tir 41,5% xudng con 10,5%),... Pa sé triéu chang thuc
thé gan nhu it hodc khong thay d6i nhur nét nhén, THBH va lach 16n. Két qua
ndy ciing phtt hop vé6i nghién ciru cia Nguyén Thi Huyén Thuong (2015).
4.2.1.2. Pdnh gid ddp teng theo thang diém Child Pugh

Theo Bang 3.12, diém Child Pugh giam dan theo thoi gian diéu tri (tir
6,41 + 1,65 diém trudc didu tri giam xudng 5,60 + 1,10 diém sau 18 thang, p
< 0,001). Sau 18 thang diéu tri ETV, da sé bénh nhan c6 diém Child Pugh
giam va 6n dinh (90,6%) (Biéu dd 3.4). Tuy nhién, c6 9,4% BN ting diém
Child Pugh ma cht yéu & nhém Child B, C (Biéu d6 3.5). Ngoai ra, ty I¢ Child
A ting dan va giam dan ty I8 Child B, C (Biéu d6 3.6). Tuong tu, cac nghién
ctru khéc ciing ghi nhén cai thién dang ké diém Child Pugh sau diéu tri so véi
ban diu nhu Gai XD (2017), Shin SK (2015) va Kim 1S (2012).
4.2.1.3. Ddp trng vé hinh dnh GTMTQ qua néi soi da day

Két qua cua chung t6i (Bang 3.13) sau 18 thang diéu tri, da s6 BN
6n dinh (64,8%) va giam 1 d6 GTMTQ (25,3%). Tuy nhién, ching t6i ghi
nhan c6 9 BN (9,9%) ting d6 QTMTQ. Két qua twong tu ciing duoc ghi
nhén tir cac nghién ciru khac nhu Gai XD (2017) diéu tri ETV 96 tudn. Mot
nghién ctru khac theo doi 1au dai cua Lampertico P (2015) ¢6 ty 1€ tich liiy
12 ndm ddi véi thoai trién GTMTQ 1a 83%, ty 1é xuit hién GTMTQ d6
I/I1 tich liy 12 ndm 13 10%.
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4.2.1.4. Cic bién chirng ciia xo gan

Trong qué trinh theo ddi 18 thang diéu tri ETV chung t6i ghi nhan
c¢6 18 bién chang (17,0%) & 17 BN (c6 1 BN nhom Child A ¢6 2 bién
chang: bi bung phat VR giy suy gan diéu tri khong cai thién, sau do6 tir
vong). S bién ching & nhom Child A (4/18 = 22,2%) thap hon Child B,
C (14/18 bién cé = 77,8%) (Bang 3.14). Két qua nay phu hop Vi nghién
ctru cia Wu va cs (2018) ¢ ddi tuong Child A ty Ié tich Iiiy bién ¢ thap,
chi chiém 7,7% (27/339 BN) trong 18 thang diéu tri ETV.
4.2.2. Pap &ng Vvé sinh hoa
4.2.2.1. Hoat dp AST va ALT

Theo Bang 3.16 va 3.17, hoat @ AST va ALT giam dan c6 y nghia thong
ké theo thoi gian didu tri ¢ tt ca cac nhom, didc biét giam nhanh sau 3 thang,
sau d6 giam cham hon va dén sau 18 thang gan nhu tré vé muc giéi han binh
thuong (p < 0,001). Két qua nay ciing tuong ti cic nghién ctu trong nudc va
nudc ngoai (Bang 4.1).

Ty 1€ binh thuwong héa AST va ALT trong nghién ctru ctia ching t6i
cling tang dan theo thoi gian diéu tri. P6i véi AST (Biéu d6 3.6), sau 3
thang 1a 22,2% nhung dén 18 thang 1a 75,8% truong hop. Trong do, ty 1¢
nay cao hon dang ké & nhom Child A so vé6i Child B, C lan luot 14 (66,2%
S0 V&i 37,1%), (75,8% so vai 50%) va (82,4% so vai 60,7%) tai cac thoi
diém 6, 12 va 18 thang (p < 0,05). Tuong tu, dbi vdi ALT (Biéu d6 3.7) ty
1€ binh thuong héa & nhom Child A cao hon Child B, C, dac biét tai thoi
diém 6 thang (81,4% so v&i 47,5%, p < 0,01) va 12 thang (89,4% SO V6i
66,9%, p < 0,05). Tuy nhién, sau 18 thang diéu tri ké ca nhom Child B, C
cling c6 ty 1& binh thuong héa ALT ting dang ké va khong khac biét so
v6i nhém Child A (89,7% va 75,0%, p > 0,05). Két qua nay ciing tuong
tu nghién ctru cua Tran Vin Huy (2016) va nudc ngoai nhu Gai XD (2017)
va Miquel M (2013).
4.2.2.2. Ddp vrng theo nong d albumin, bilirubin TP huyét thanh

Theo Bang 3.18, nong d6 albumin mau ting dan theo thoi gian
diéu tri (sau 18 thang: 37,96 + 6,26 g/L so véi ban dau: 33,69 + 6,27, p
<0,001). Trong d6, nhém Child A tang cao hon c6 y nghia so vdi nhom
Child B, C tai céc thoi diém danh gia (p < 0,001). O nhém Child B, C,
sy cai thién ndng d6 albumin cham hon, it nhat 1a sau 1 nim diéu tri (p
<0,05) va sau 18 thang sy cai thién nay cang rd hon (p < 0,01). Két qua
nay tuong tu voi cac nghién khac cling trén BNXG do HBV nhu Yang X
(2014) va Gai XD (2017). Tuong tu, theo Bang 3.19 cho thay nong do
bilirubin TP huyét thanh giam dan theo thoi gian diéu tri tir 27,09 + 18,55
umol/L giam con 15,59 + 10,88 pmol/L sau 18 thang. Mirc d6 giam
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bilirubin & nhém Child B, C cham hon so vai Child A, phai sau 6 thang
muc giam moi c6 y nghia thong ké (p < 0,001). Két qua nay ciing phu hop
Vi cac nghién ctru khac nhu Nguyén Thi Huyén Thuong (2016), Kim IS
(2012) va Shin SK (2015).

4.2.3. Pap &ng vé virus

4.2.3.1. Pdp teng vé tii lwong HBV DNA

Nhiéu nghién cttu cho thay diéu tri uc ché VR s& 1am giam ty 1é cac
bién chtng cua xo gan tir 50% - 71%.

Két qua nghién ctu ciia ching t6i (Bang 3.20) cho thay tai lugng
HBV DNA giam nhanh sau 3 thang diéu tri (13,63 + 42,33 x 10% 1U/mL)
S0 V&i ban dau 1a 3572,72 + 14564,2 x 10° 1U/mL (p < 0,001) va gan nhu
du6i ngudng phat hién (0,09 + 0,55 x 103 IU/mL) tai thoi diém sau 12
thang va hau nhu khong c6 su khac biét vé mirc do giam tai lugng HBV
DNA giira 2 nhém Child A va Child B, C tai cac thoi diém theo doi.

Ty 18 BN c¢6 tai luong HBV DNA dué6i ngudng ting dan theo thoi
gian diéu tri (Biéu d6 3.10), sau 12 thang dat 76,5% (Child A 1a 80,3% va
Child B, C 1a 69,4%) va sau 18 thang da s6 BN dat tai luong HBV DNA
dudi ngudng (93,7%). Khong c6 sy khac biét co ¥ nghia gitta 2 nhom
Child A va Child B, C (p > 0,05).

Theo Bang 4.3, cac nghién ctru trong nudc va nude ngoai déu cho thay
diéu tri khang VR 1am giam tai luong HBV DNA va ting ty ¢ dat tai luong
HBV DNA dudi ngudng phat hién theo thoi gian diéu tri, sau 6 thang (29,4 -
80,6%), 12 thang (47,1 - 87,8%),18 thang (84,6 - 85,4%) va sau 2 nam la
98,1% - 100%,... Ngoai ra, chung t6i nhan thay khong khéc biét Vé ty 1& dap
g VR gitra nhom Child A va Child B, C (Biéu d6 3.12), twong tu Véi cac
nghién ctru khac nhu Xu Y(2015), Miquel M (2013) va Yang X (2014).
4.2.3.2. Ddp trng huyét thanh HBeAg

Nghién cttu ciia ching t6i cho thiy ty 1é mat HBeAg kha cao va
tang dan theo thoi gian didu tri: 3 thang (13,6%), 6 thang (44%), 12 thang
(64%) va 18 thang (76,2%) va khong c6 su khac biét gitra 2 nhém Child
A va Child B, C tai cac thoi diém theo ddi (Bang 3.21). Két qua nay ciing
phit hop Véi cac nghién ctru trong nudc Tran Vian Huy (2012) va Nguyén
Thi Huyén Thuong (2015) nhung cao hon céc tac gia nudc ngoai Shim JH
(2010), Yue-Meng W (2016) sau 1 nam tir 37,5 - 52,9%, tham chi chi dat
46,5% sau 3 nam diéu tri (Shin SK 2015). Tuong tu, theo Bang 3.22, ty 1¢
chuyén ddi huyét thanh anti HBe(+) ciing ting dan theo thoi gian diéu tri va
khong khac biét gitra nhom Child A va Child B, C. Két qua nay phu hop Vi
Nguyén Hoai Phong (2012) nhung cé xu hudng cao hon so Véi cac nghién
ctru nude ngoai nhu Shen H (2016), Yue-Meng W 2016) va Shim JH (2010).
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4.3. KHAO SAT SU BIEN POI SWV, CHI SO APRI O BENH NHAN
XO GAN DO HBV PIEU TRI BANG ENTECAVIR TAIl THOI
PIEM 6,12 VA 18 THANG VA CAC YEU TO DU BAO CAl THIEN
MUC PQ XO HOA GAN

4.3.1. Khao st sy bién d6i SWV va chi s6 APRI & bénh nhin xo gan
do HBYV diéu tri bing entecavir tai thoi diém 6, 12 va 18 thang
4.3.1.1. Sw bién d6i SWV

Két qua ctia chung t6i (Bang 3.23) cho thay gia tri SWV TB giam
dan theo thoi gian diéu tri. Tuy nhién, sy giam nay chi ¢6 ¥ nghia & nhom
Child A nhung phai mat it nhit 1 ndm diéu tri khang VR (2,10 + 0,39 m/s
so voi ban dau 1a 2,24 + 0,40 m/s, p <0,001) va sau 18 thang giam con
1,97 + 0,41 m/s. Trong khi d6, & nhém Child B, C giam SWV chua c6 y
nghia thong ké ngay ca sau 18 thang diéu tri (p > 0,05). Diéu nay co thé
do s6 BN Child B, C con it va thoi gian diéu tri chua du dai. Két qua nay
cling twong ty nhu nghién ctiru Gai XD (2017), Enomoto M(2010). Tuy
nhién, theo Gai XD (2017) khi kéo dai diéu tri dén 96 tuan thi ngay ca
nhém XGMB van dat duoc giam do dan hdi gan c6 ¥ nghia (p < 0,05).

S0 v&i cac nghién ctru khac (Bang 4.4) ciing cho thay gia tri d6 dan
hoi gan giam dan theo thoi gian diéu tri. Tuy nhién, thoi gian dat dugc sy
cai thién XHG con khac nhau giita cac nghién ciru. Mot s6 nghién ctru cho
thay co6 sy cai thién XHG kha som, chi sau 6 thang diéu tri nhu Li Q (2017)
va Su TH (2018). Nguoc lai, theo Tran Van Huy (2016) phai mét it nhat 2
niam dé dat duoc cai thién XHG c6 ¥ nghia ké ca trong VGBM. Sy khéc
nhau nay c6 thé do anh huéng bai cac yéu té khac, nhat 1a tinh trang viém
gan. Thong thuong trong 24 tuan dau diéu tri khang VR da sb BN dat duoc
binh thuong hoa hoat do AST va ALT. Vi vay, su giam do cung cua gan
trong thoi gian nay c6 thé mot phan lién quan dén sy giam tinh trang viém.
Dbi twong nghién ctu cua chiing toi c6 hoat dd AST va ALT kha thap (<
5 1an GHTBT) nén sy cai thién XHG it anh huong boi tinh trang viém,
diéu nay phu hop véi khuyén cao cua EASL 2015. Nguoc lai, hoat 46 ALT
> 10 lan GHTBT s& lam tang do dan hoi gan, do vay khong nén danh gia
XHG trong truong hop nay.

Qua day cho thiy sy giam do dan hoi gan s& 1a mét chi diém khong
xam nhap day haa hen dé tién doan thoai trién XHG mé hoc trong qua
trinh diéu tri khang virus.
4.3.1.2. Chi s6 APRI

Két qua nghién ctru caa chung t6i (Bang 3.24) cho thay chi s APRI
giam c6 ¥ nghia theo thoi gian didu tri va giam kha nhanh ngay thoi diém
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sau 6 thang diéu tri (tir 3,15 £ 1,71 xudng 1,60 + 1,14, p < 0,001) va dén
sau 18 thang con 1,19 + 0,94 (trung vi 0,87). Két qua nay ciing twong tu
v6i mot s6 nghién ciru khac nhu Shin SK (2015), Sun (2018), Li Q (2018)
va Wu (2019). Qua cac két qua nay cho thay chi sé APRI c6 gia tri dé theo
dai cai thien XHG khi diéu tri khang VR. Biéu nay dac biét hitu ich cho
cac nha 1am sang & cac nude ma ngudn nhan luc va vat luc con han ché,
pht hop véi khuyén cdo caia WHO nam 2015.

4.3.1.3. Ty I¢ bénh nhdn xo gan Cdi thién mirc dj xo hoa gan

Ty 1€ cai thién mic do XHG theo nghién ctru cua chung t6i (Bang
3.25) ting dan theo thoi gian diéu tri. Sau 6, 12 va 18 thang lan lugt 1a
9,0%, 25,5% va 40,0%. Nhom Child A ¢6 ty Ié cao hon nhém Child B, C.
Theo Tran Thi Khanh Tudng va cs (2019) danh gid dap tng XHG bing
két hop chi s& APRI va Fibroscan sau 6 thang diéu tri TDF cho thay ty 1&
dap ung XHG 1a kha cao (18,6%). Tir nhitng két qua nay cho thay viéc
diéu tri khang VR kéo dai s& dem lai cai thién mac d6 XHG, nhit 1a ¢
nhom XG Child A nhung ké ca Child B, C ching t6i ciing ghi nhan c6
21,4% BN c6 cai thién XHG. Theo y van XGMB thi khong con kha nang
hoi phuc tinh trang XHG. Tuy nhién, cho dén nay van chua biét chinh xéac
& ngudng hoic tiéu chi nao cia XGMB la khong con kha ning hdi phuc
nita. Vi vay, chiing ta van lac quan rang ngay ca nhitng XGMB néu duoc
diéu tri kip thoi, nhat 1a & nhimng giai doan mai xuat hién mat bu thi van
c6 kha nang ddo nguoc tinh trang XHG.

Theo bang 4.5, cac nghién ctru cho thiy dé dat duge dap tng XHG can
diéu tri khang VR 1au dai, da s6 nghién ctru it nhat 14 sau 1 nim va & nhom
theo ddi bang mé hoc xu hudng co ty 1é cao hon nhém danh gia bang do do
dan hoi gan. Nhém danh gia bang mé hoc (da sé ¢& mau nho) cé ty 1& dap
g XHG sau 48 tuan tir 27 - 53%, sau 72 tuan (50 -53%), sau 3 nam (67 -
73%) va sau 5 nam (68 - 100%) . Bdi v6i nhom danh gia biang do d6 dan hoi
gan, sau 48 tuan ty Ié dap img XHG 1a 10,4 - 16,3%, sau 72 tuan (28,3 - 40%)
va sau 5 ndm (53,4%). Tir nhiing bang chimg nay mot lan nita c6 thé khang
dinh XHG, tham chi XG van c6 kha ning dao nguoc khi nguyén nhan dugc
trc ché hoac loai bé.

4.3.2. Cac yéu to du bao cai thign mire 39 XHG sau 18 thing

Dé dat duoc cai thién XHG, nhat 14 & giai doan XG thi doi hoi thoi
gian didu tri 1au dai nhung ciing chi dat dugc & mot sé6 BN nhét dinh. Vi
vay, viéc xac dinh cac yéu té du bao cai thien XHG 1a rat can thiét, gitp
béc si 1am sang c6 thém bang chimg dé giai thich cho ngudi bénh an tim
hon trong qué trinh diéu tri.
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Két qua chung toi ¢6 4 yéu td doc lap ban dau du bao cai thién mirc
d6 XHG sau 18 thang diéu tri (Bang 3.28), bao gom:

+ Nong a9 albumin huyét thanh: 1a mot chi diém quan trong dé
danh gia chtrc nang gan. Nong d albumin ban dau con cao (> 32,4 g/L)
phan anh muc do XHG khong qua nang nén kha nang cai thi¢n XHG sau
khi diéu tri khang VR cao gap gan 6,33 lan so v&i nhom con lai (p < 0,05).
Hon nira, khi phan tich xac suat khong cai thién mic do XHG cong don
18 thang (Biéu d6 3.13) ciing cho thiy ¢ nhom c6 ndng do albumin < 32,4
g/L thi c6 dén 81,3% BN s0 V6i nhom con lai 1a 49,2% sau 18 thang diéu
tri (p < 0,01).

+ Tai lwgng HBV DNA huyét thanh: Sy nhan 1én ciia HBV phu
thudc vao té bao gan. Vi vay, khi XHG ning co thé lam giam tai lugng
HBV DNA. Két qua chiing toi nhan thay khi tai lrong HBV DNA ban dau
> 14.137 IU/mL dy bao cai thién mic d6 XHG cao gap 8,12 lan so Vi
nhom con lai (p < 0,01). Twong ty, x4c suat khong cai thién XHG cong
don 18 thang & nhém c6 HBV DNA > 14.137 IU/mL giam déng ké so voi
nhém con lai (50,8% so véi 80,0%, p < 0,01) (Biéu db 3.14). Kha ning dy
béo cai thién XHG dura vao tai lwong HBV DNA ban dau ciing duoc chimng
minh tr cac nghién ctru khac nhu Diktas H (2016) va Sun J (2018).

+ Piém Child Pugh: < 6 diém (Child A), tirc 1a XGCB nén tinh
trang XHG chua trdm trong, du bao cai thién XHG cao gip 14,7 lan so
nhom con lai (p < 0,05). Hon nita, x4c suat khong cai thién XHG cong don
sau 18 thang diéu tri & nhom Child Pugh < 6 diém thip hon nhiéu so voi
nhom con lai (52,9% so véi 77,8%, p < 0,05) (Biéu do 3.15).

+Van toc séng bién dang: khi SWV ban dau < 1,98 m/s du bao
cai thién XHG cao gap 5,37 lan sau 18 thang diéu tri so véi nhom con
lai (p < 0,05), twong tu xac suat khong cai thiéen XHG cong don 18
thang twong ng 1a 38,5% va 75% (p < 0,001) (Biéu dd 3.16). Két qua
nay ciing dugc ching minh tir cac nghién ctru khac trong nudc nhu
Tran Van Huy (2016) va nuéc ngoai nhu Chon YE (2017), Rinaldi L
(2018). Do vay, dé dat dugc cai thién XHG can xem xét diéu tri khang
VR sém & BNXG, ngay ca khi tai lugng HBV DNA va hoat do AST,
ALT thip, khi ma d6 cing cta gan chua qua cao va XHG méi xuat hién
thi kha nang hoi phyc tinh trang xo héa s& cao hon nhiéu.
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KET LUAN

Qua nghién ctru dap ung 1am sang, sinh hoa, virus va chi s6 xo hoa
gan & 106 bénh nhan xo gan do virus viém gan B diéu tri bang entecavir
18 thang, chung t6i c6 cac két luan nhu sau:

1. Panh gia dap &ng vé 1am sang, sinh héa va virus & bénh nhin xo
gan do virus viém gan B diéu tri bang entecavir tai thoi diém 3, 6, 12
va 18 thang

1.1. Pdp g Vé lim sing

- Cac triéu chung 1am sang cai thién rd rét sau 3, 6, 12 va 18 thang
diéu tri. Sau 18 thang: mét moi (giam tir 96,2% xudng 10,5%), chan an
(tir 90,6% xudng 1,1%), vang da mat (41,5% xudng 10,5%).

- Piém Child Pugh TB giam c6 y nghia sau 3, 6, 12 va 18 thang diéu
tri. Sau 18 thang 14 5,60 + 1,10 diém so v&i ban dau 6,41 + 1,65 (p < 0,001).

- Do GTMTQ: 4n dinh (63,9%) hoac giam 1 do (23,7%). C6 12,4%
tang 4o GTMTQ va chu yéu & nhom Child B, C (p < 0,05).

- Ty Ié cac bién chung cua XG: Mat bu gan chiém 6,6%, tir vong
2,8%, UTTBG 5,7% (da sb Child B, C) va bung phat virus 1,9%.

1.2. Pdp 1ng Vé sinh héa

- Hoat @9 AST va ALT giam c6 y nghia sau 3, 6, 12 va 18 thang
diéu tri so vé6i ban dau (p < 0,001). Ty Ié binh thudng hoa sau 18 thang lan
luot 1a 75,8% va 85,3%. Child A c6 ty 1€ cao hon Child B, C (p < 0,05).

- C6 sy cai thién c6 y nghia ndng d6 albumin va bilirubin TP huyét
thanh sau 3, 6, 12 va 18 thang diéu tri. Sau 18 thang lan luot 13 37,96 + 6,26
g/L va 15,59 + 10,88 umol/L so v6i ban dau 33,69 + 6,27 g/L (p <0,001)
va 27,09 + 18,55 pumol/L (p < 0,001). Trong d6, xo gan Child A cai thién
ndng d6 albumin va bilirubin TP s6m hon Child B, C.

1.3. Pdp 1ng vé virus

- Tai lugng HBV DNA giam dang ké sau 3, 6, 12 va 18 thang diéu
tri. Sau 12 dén 18 thang da s BN dat tai luong virus < 20 IU/mL, lan luot
la 76,5% va 93,7% va tuong duong gitra 2 nhom Child A va Child B, C.

- HBeAg huyét thanh: Ty & mit va chuyén déi huyét thanh ting dan
sau 3, 6, 12 va 18 thang diéu tri. Sau 18 thang ty 1¢ nay lan luot 1a 76,2%
va 52,4%. Khéng co su khac biét gitta 2 nhém Child A va Child B, C.
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2. Khao sat su bién doi van téc séng bién dang SWV, chi s6 APRI &
bénh nhian XG do HBYV diéu tri bang entecavir tai thoi diém 6, 12 va
18 thang va xac dinh cic yéu t6 du bao cai thién mirc d6 xo hoa gan
sau 18 thang
2.1. Sw bién déi chi sé xo héa gan

- SWV TB giam c6 ¥ nghia sau 1 nam diéu tri (2,10 = 0,39 m/s so Vi trudc
diéu trj 12 2,24 + 0,40 m/s, p <0,001) va sau 18 thang con 1,97 + 0,41 m/s
(p <0,001), nhung sy giam chura ¢6 ¥ nghiia thong ké 6 nhém Child B, C (p>0,05).

- APRI TB giam dang ké chi sau 6 thang diéu tri. Sau 18 thang 1a 1,19
+ 0,94 m/s, thip hon c6 y nghia so véi trude didu tri 3,15 + 1,71 (p < 0,001).

- Ty 18 bénh nhan cai thién mic do XHG ting dan theo thoi gian
diéu tri. Sau 6, 12 va 18 thang lan luot 1a 9%, 25,5% va 40,0%. Bénh nhan
xo gan Child A dat ty I¢ cao hon c6 y nghia so vai Child B, C (p < 0,01).
2.2. Cdc yéu té dw bdo cdi thién miec dp XHG sau 18 thing diéu tri

C6 4 yéu t6 doc 1ap ban dau du bao cai thién mic d6 XHG sau 18
thang diéu tri, bao gdm: nong do albumin > 32,4 g/l (OR 6,33; 95% CI
1,11 - 35,98; p < 0,05), tai lwong HBV DNA > 14.137 IU/mL (OR 8,12;
95% Cl 1,79 - 36,84; p < 0,01), diém Child Pugh < 6 diém (OR 14,70;
95% Cl 1,54 - 140,75; p < 0,05) va SWV < 1,98 m/s (OR 5,37; 95% CI
1,49 - 19,32; p < 0,01) so v4i nhém con lai twong Gng.

KIEN NGHI

Qua nghién ciru nay chiing toi c6 kién nghi nhu sau:

- Nén diéu tri entecavir sém ¢ bénh nhan xo gan do virus viém gan
B, nhat 1a ¢ giai doan xo gan con bu dé dat duoc cai thién xo hoa gan bén
canh dap wng vé sinh hoa va virus.

- Khuyén c4o sir dung thudng quy danh gia xo hoa gan bang phdi hop
ky thuat ARFI va chi s6 APRI dé d4nh gia va theo doi dap mg diéu tri khang
virus viém gan B, bén canh céc chi diém sinh hoa va virus c6 dién.

- Can nhiing nghién ciru c6 qui md 16n hon, theo doi thoi gian dai hon,
nhat 1a x4c dinh cac yéu t du bao dap Gmg xo héa gan. Ngoai ra, cling cin
nghién ctru vé didu tri phdi hop thude khang virus véi cac thude khac (nhu
thudc khang xo hoa) ¢6 thé 1am ting co hdi cai thién mirc d6 xo hoa gan.
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1
INTRODUCTION

1. The necessity of the research

Chronic hepatitis B virus infection is a serious health problem
worldwide. Vietnam has a high prevalence of hepatitis B virus (HBV)
infection from 9.7 to 19%. Cirrhosis is the most common complication,
accounting for at least 1/3 of cases of chronic hepatitis B (CHB) with poor
prognosis.

Cirrhosis was formerly an irreversible disease with no longer viral
replication. So, the symptoms were maintly treated. Recent studies
showed that cirrhosis is reversible and the virus also replicates
commonly. Antiviral treatment not only improves clinically,
biochemically and virologically but also liver histology in patients with
liver fibrosis and cirrhosis, especially compensated cirrhosis. Therefore,
besides the monitoring biochemical and viral responses, evaluation of
liver fibrosis improvement is very essential to contribute to the evaluation
of antiviral treatment efficacy and to predict complications of cirrhosis.

To evaluate liver fibrosis, liver biopsy is still the gold standard but
this is an invasive procedure that reveals many weaknesses. Therefore,
non-invasive methods are increasingly used in clinical practice. The most
common methods include biomarkers and liver elastography. In particular,
the APRI index (the ratio of AST to the platelet) is a fairly simple biological
indicator which is low cost, easy to apply with acceptable accuracy. For
liver elastography, shear wave velocity (SWV: Shear Wave Velocity)
measured by ARFI technique is a new FDA-approved method, with a value
equivalent to transient elastography and closely related to the stages of
histological liver fibrosis. Furthermore, ARFI has other advantages such as
performance in patients with ascites and obesity. Therefore, ARFI
technique and APRI index are suitable methods for liver fibrosis
assessment methods in our country’s present condition.

Entecavir (ETV) is an antiviral drug that has been demonstrated to
be an effective treatment of CHB with low drug resistance. Multiple
clinical studies have proposed that ETV may be used as a primary choice
in patients with HBV-related cirrhosis. However, in Vietnam, there has
not been published about the efficacy of cirrhotic patients so far. For these
reasons, we conducted a research project on "Study on clinical,
biochemical, virological and liver fibrosis level responses in patients with
HBV-related cirrhosis treated with entecavir”, with 2 objectives:
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1. Evaluation of clinical, biochemical and viral responses in patients
with HBV-related cirrhosis treated with entecavir at 3, 6, 12 and 18 months.

2. Survey on change in shear wave velocity, APRI index in patients
with HBV-related cirrhosis treated with entecavir at the above times and
predictors of improvement in liver fibrosis level after 18 months treatment.
2. Scientific and practical significance of the study

- Scientific significance:

The results of our study contribute additional evidence to the
efficacy of entecavir in improving clinically, biochemically, virologically
and liver fibrosis level, especially Child A cirrhosis. Since then, it’s
possible to confirm that liver fibrosis and even cirrhosis are still reversible.

Our study also clarified the major role of monitoring in liver fibrosis
improvement by non-invasive methods (APRI, ARFI) and identified
predictors of improvement in liver fibrosis during long-term antiviral therapy.

- Practical significance:

To encourage the early entecavir treatment in patients with HBV-
related cirrhosis and monitor for improvement in liver fibrosis with non-
invasive methods (APRI, ARFI) to evaluate the effectiveness of
treatment. Also, applying predictors of improvement in liver fibrosis in
clinical practice to explain to the patient more secure and hope to achieve
positive results in the future.

3. The new contribution of study

This is the first thesis in Vietnam to study the efficacy of entecavir
in patients with HBV-related cirrhosis and to evaluate improvement of
liver fibrosis by combining ARFI technique and APRI index as well as
to identify predictors of improving the liver fibrosis level in long-term
antiviral treatment.

4. Structure of the thesis

The thesis consists of 131 pages: 3 pages of introduction, 41 pages
of literature review, 19 pages of patient and methods, 31 pages of results,
33 pages of discussion, 2 pages of conclusions, 1 page of suggestions.
The study has 49 tables, 11 Figures, 2 schemas, 16 charts, 195 references:
19 articles in Vietnamese, 79 in English.
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Chapter 1. REVIEW OF THE LITERATURE

1.1. HEPATITIS B-RELATED CIRRHOSIS

Cirrhosis is the most common complication, accounting for about
30% of chronic hepatitis B (CHB).

At the stage of cirrhosis, at least 30—70% of patients still have viral
replication. 3 - 5% of compensated cirrhosis (CC) develop decompensated
cirrhosis (DC) each year and are usually after viral breakthrough. The rate of
hepatitis breakthrough is 10 - 20% of HBV-related cirrhosis. The annual rate
of hepatocellular carcinoma (HCC) in CC patients from 1.5 to 8%. HBV
DNA load > 10%7 copies/mL increases the risk of HCC. The 5-year survival
rate in CC patients is between 80-85% and 14% for DC patients.

1.2. LIVER FIBROSIS
1.2.1. The formation of liver fibrosis

Liver fibrosis occurs due to an imbalance between formation and
degradation of extracellular matrix (ECM: Extracellular Matrix) as a result
of chronic liver damage. Progression of the liver fibrosis leads to cirrhosis
and its complications. The Metavir score is most commonly used with high
consensus, consisting of 5 stages of histological liver fibrosis. Based on the
stages, liver fibrosis is divided into 3 levels: mild fibrosis (FO, F1);
significant fibrosis (> F2); Severe fibrosis (> F3) and cirrhosis (F4).

1.2.2. The degradation of liver fibrosis

Effective antiviral therapy can degrade liver fibrosis by restoring the
function of HBV-specific T cells, reversing the activated hepatic stellate
cells (HSC) back to the inactive phenotype or apoptosis, regression of
incompleted fibrous septa by metalloproteases and a decrease in the
amount of hyaluronic acid in liver tissue. Since then, it brings in the
regression of liver fibrosis and even cirrhosis, especially in CC.

1.3. ANTIVIRAL TREATMENT AND THE ROLES OF
ENTECAVIR IN PATIENTS WITH HBV-RELATED CIRRHOSIS
1.3.1. Antiviral treatment in patients with HBV-related cirrhosis
1.3.1.1. Objective

The goal of antiviral therapy in patients with CC is to suppress
HBV replication and thereby to reduce hepatitis activity, prevent hepatic
decompensation or HCC development, and prolong survival. For DC,
liver transplantation is still the most optimal treatment. The main goal of
therapy for DC patients is to improve liver function and thereby prolong
the patients’life, reduce the need for liver transplantation and finally to
lower the HBV recurrence rate in the posttransplant period
1.3.1.2. Indications of antiviral therapy

According to the current guidelines, in patients with HBV-related
cirrhosis, antiviral therapy with nucleoside or nucleotide analogues
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(NAs) should be initiated as soon as the diagnosis has been established
to prevent viral reactivation whatever the serum HBV-DNA load,
especially for DC patients.

1.3.2. Entecavir in patients with HBV-related cirrhosis

Entecavir (ETV) is effective for suppressing HBV replication
with a high genetic barrier to resistance, so it is recommended as one of
the primary drugs in the current guidelines for CHB treatment. In
particular, ETV is the preferred treatment for patients with cirrhosis
including DC and has a viral response equivalent to that of CC. Some
recent studies show that ETV treatment significantly improves liver
fibrosis with the rate from 57-59% after 48 weeks and up to 88% after
an average of 6 years in patients with liver fibrosis, especially CC.
Besides, ETV is safe on the renal function for long-term treatment.
1.4. NON-INVASIVE METHODS TO ASSESS AND MONITOR
LIVER FIBROSIS DURING TREATMENT
1.4.1. Non-invasive methods of assessment of liver fibrosis

- Simple biological indicators such as APRI, FIB-4, Forns, Lok,
Actitest, Fibrotest,...

- For imaging diagnostics, the most common is liver elastography
by Fibroscan and ARFI techniques. Combination of 2 non-invasive
methods will increase the accuracy for diagnosis of liver fibrosis.

1.4.2. Monitoring liver fibrosis during antiviral therapy

- Based on liver elastography: There was no consensus on a
significant change in liver elasticity after treatment compared with
baseline. According to Wong GL (2013) a significant change when
there is any change > 30% and stable when the change is <30%
(Fibroscan). For ARFI, Wu SD (2017) significant change > 15% and
stable change < 15% and Leong HK (2018) significant change is > 10%
and stable change < 10%.

- Based on the biological indicators: According to Peng J (2016),
when reducing the APRI index > 0.35, predicted value of improvement
of liver fibrosis had AUROC of 0.79 with a sensitivity of 75.8% and a
specificity of 75%. Sun J (2018), when APRI value decreased by 0.72 +
0.69 after treatment could predict a histological response with AUROC
of 0.77 (Se is 76.2% and Sp 70.2%).

1.4.3. Non-invasive methods assessed liver fibrosis in this thesis
1.4.3.1. APRI index

*
APRI = AST x 100/AST

Platelet count (10%L)
AST* = 37 U/L is ULN of AST in Danang Hospital.
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Research shows that the APRI index in the evaluation of liver
fibrosis with acceptable accuracy, correlated with the stage of
histological liver fibrosis and with liver elasticity (by ARFI or
Fibroscan). Recently, APRI index has also been used to monitor
improvements in liver fibrosis during antiviral therapy. Therefore, this
is a suitable biological index to evaluate liver fibrosis in areas where
human and material resources are still limited.
1.4.3.2. ARFI technique

ARFI technique is integrated into the Siemens Acuson S2000
ultrasound system presented on the market since 2008. In Vietnam, this
technique has been applied in some hospitals since 2010 and Danang
Family Hospital in 2014.

* Principles of ARFI

ARFI technique works according to the principle of Acoustic
Radiation Force Impulse imaging. Tissue mechanical excitation by force
impulses in a short time of about 262us in the ROI (Region of Interest)
region with an ultrasonic frequency of 2.67 MHz. When the pulses
through the ROI region causes tissue displacement, the tissue displaces
and returns to its original position, producing shear waves perpendicular
to the push impulse. Tissue displacement is measured by monitoring
conventional ultrasonic beam. The faster the SWV, the harder the tissue.
SWV was recorded in m/s (range of 0.5 to 4.4 m/s).

* Value in assessing and monitoring liver fibrosis

ARFI was approved by the FDA in 2013 in the assessment of liver
fibrosis, has a value equivalent to the transient elastography (Fibroscan)
and closely correlates with the histological fibrosis stages. Recently, some
studies showed that SWV measured by the ARFI technique initially had
many advantages in monitoring treatment such as the study of Tran Van
Huy et al (2016), Su TH et al (2018).

* Advantages and limitations

- Advantages

+ ARFI is integrated into a conventional ultrasound system,
allowing to examine the liver morphology by B-mode ultrasound and
select exactly a survey area (ROI region), avoiding blood vessels.
Therefore, ARFI has high reliability.

+ It is technically easy to perform, painless, rapid results and
performed in patients with ascites, narrow intercostal space and obesity.

- Limitations

ARFI has not been evaluated by long-term studies. The ROI region
is narrow and unchangeable. Severe hepatic necrosis effects on the
measurement results.
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Chapter 2. SUBJECTS AND METHODOLOGY

2.1. STUDY SUBJECTS

A total of 106 patients with HBV-related cirrhosis were enrolled,
treated and monitored at Da Nang Hospital, Da Nang City. Time of
sample collection study: 08/2016 - 10/2019.

Patients were divided into 2 groups: 69 Child A cirrhosis (Child A
group) and 37 Child B, C cirrhosis (Child B, C group: 28 Child B, 9 Child C).
2.1.1. Inclusion criteria

Patients aged 18 to 75 years with a diagnosis of HBV-related
cirrhosis untreated or discontinued antiviral treatment at least 6 months
before starting the study. Diagnosis of HBV-related cirrhosis is mainly
based on WHO 2015 and APASL 2016’s criteria.

- Viral criteria: HBsAg(+), HBV DNA load > 2000 IU/mL.

- Criterias of cirrhotic diagnosis:

(1) Clinically: clinical symptoms such as fatigue, loss of appetite,
spider nodules, palmar erythema, collateral circulation, hepatomegaly,
splenomegaly, edema.

(2) Assessment of liver fibrosis: SWV (ARFI) > 1.86 m/s (ALT
level <5 x ULN) and APRI index > 2.

(3) Paraclinically:

+ Platelet < 150x10%L, INR > 1.3 or serum albumin < 35 g/L.

+ Ultrasound: liver parenchyma with a coarse echo, irregular
surface, ascites, splenomegaly, dilated portal vein.

+ Esophageal or/and gastric varices on gastroscopy.

Criteria (2) was compulsory in this study.

2.1.2. Exclusion criteria

We excluded patients who: did not agree to join the study or had
previously used tenofovir (TDF), adefovir (ADV); had Child-Pugh > 12
scores; had an allergy to entecavir (ETV); had AST, ALT level evaluated >
10 times ULN; was alcoholism; had other liver diseases such as fatty liver,
alcoholic hepatitis, drug-suspected hepatitis, biliary cirrhosis, HCV or HIV
co-infection (anti HCV+ or anti HIV+); had UTTBG; had creatinine > 1.5
times ULN or eGFR <50 ml/min; had other combined severe diseases.

2.2. RESEARCH METHOD
2.2.1. Study design

A prospective study, medical treatment intervention, no control.

2.2.2. Sample size: The formula for calculating the sample size

N=2Z.u2 M
d 2
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- Z = Z value (e.g. 1.96 for 95% confidence level)

- p: expected prevalence or proportion p = 0,312 was the rate of
liver fibrosis response (from F4 down to at least F3 according to SWV
by ARFI technique in Tran Van Huy (2016)” study in patients with HBV-
related cirrhosis after 2 years of antiviral treatment.

- d: precision, because of 0.3 <p < 0,7 so that d value was 0.1.

- n=82.46, so the sample size was at least 83 patients.

2.2.3. Steps of performance

2.2.3.1. Patient selection: All patients with HBV-related cirrhosis aged from
18 to 75 years who were treated and followed up at Da Nang Hospital met
the inclusion and exclusion criteria.

2.2.3.2. Clinical examinations: All patients were asked their history,
medical history and physical examination.

2.2.3.3. Performance of paraclinical tests

- Biochemical, haematological and viral tests were performed at
the same time: before and after treatment at 3, 6, 12 and 18 months at
Danang Hospital.

- SWV measurement using ARFI technique in combination with
liver ultrasound: before and following treatment at 6, 12 and 18 months.

- Gastroscopy: before treatment and controlled endoscopy
depended on the initial degree of EV and classification of cirrhosis.
2.2.3.4. Performance of ARFI technique

ARFI technique was performed in all patients with a Siemens
Acuson S2000TM ultrasound system installed with ARFI, at Danang

family hospital (Figure 2.1).
~ oz S e
{

5 oG &
=
, %p Gallbladder

Figure 2.1. ACUSON S2000 ultrasound system
Scanning was performed the segment VII, VIII, place the ROl in a
position without blood vessels, 3 - 4 cm from the skin surface, at least 1.5
cm under the liver capsule, maximum depth of 8 cm. In each patient we
performed 10 SWV measurements, the median value was calculated and
expressed in m/s.
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2.2.4. Medication used in this thesis

Entecavir (BaracludeR), 0.5 mg a day (for Child-Pugh A) and 1

mg a day (for Child-Pugh B, C) and monitored in 18 months.
2.2.5. Evaluation of treatment responses
2.2.5.1. Clinical responses

- Response to clinical symptoms: change in the rate of functional

and physical symptoms of cirrhosis before and after treatment.

- Response to Child-Pugh score: the change in the value of Child-
Pugh score and percentage of Child A, B and C before and after treatment.

- Evaluate changes in esophageal varices: the percentage change
in esophageal varices before treatment and after 18 months of treatment.

- The rate of complications during treatment: including HCC,

death, viral breakthrough and liver decompensation.

J

Child A cirrhosis
(n = 69)

Curhotic patients aged 18 - 75
vears with HBsAg(+)

l

1. Clinical examinations
2. Paraclinical analysis

1. Inclusion criteria
2. Exclusion criteria

106 patients with HBV
cithosis was enrolled

0,5 mg/day

Entecavir
Treatinen

1 mg/day

Child B.C curhosis

\

Follow-up, evaluate
treatment responses

J

i

(n=37)

1

3 months
(n =99)

6 months
(n =100)

12 months
(n =102)

18 months
(n =95)

1. Clmically: functional and physical symtoms of cirrhosis and its
complications and indesired effects of entecavir.
2. Biochemically: (AST, ALT, GGT, bilirubin TP, albumin, NH3,
Na*, Ca™), hematologically (BC, Hb, TC). INR and virologically
(HBeAg, anti HBe, HBV DNA load).

* deprnded onbaseline EV and stages of cinhosis

“F0,L I controlled gastroscopy at 12 -
- F OI: controlled gastocopy ever

18 months

6 raonths H-

3. Serum concentrations of creatimne, AFP. lactate
4. Liver elastrography (SWV by ARFI technique)

6. Gastroscopy™®

!

‘ STATISTICAL ANALYSIS ‘

Figure 2.2. Research design



9

2.2.5.2. Biochemical responses: Evaluate the changes in value and
normalization rates of the serum AST and ALT levels, albumin and
bilirubin TP concentrations before and after treatment.

2.2.5.3. Viral responses

- Serum HBeAg response: HBeAg loss and seroconversion in
patients with baseline HBeAg (+).

- Response to HBV DNA load: change in load values and the rate
of HBV DNA below the detected threshold (<20 IU / mL) after treatment.
2.2.5.4. Survey on changes of SWV and APRI index: Evaluate changes
in the value of SWV, APRI and percentage of patients decreased from F4
to <F3 according to SWV or APRI at 6, 12 and 18 months.
2.2.5.5. Rate of improving liver fibrosis level: Improving the level of
liver fibrosis was determined by reducing the combination of SWV and
APRI from F4 down to <F3 (SWV < 1.86 m /s and APRI < 2).
2.2.5.6. ldentify predictors of improvement in liver fibrosis level

Baseline factors included in the analysis were: age, levels of AST,
ALT, albumin and bilirubin TP, platelet count, INR, HBV DNA load,
HBeAg (+), Child-Pugh score, APRI index and SWV.

2.2.6. Statistical analyses
Statistical analysis by a software of Excel and SPSS 22.0.
P-value < 0.05 is considered statistically significant.

2.3. THE ETHICS IN RESEARCH

The research was approved by the Ethics Council of the University
of Medicine and Pharmacy, Hue University and Danang hospital has
allowed implementation.

Patient and/or their families were fully explained and agreed to
participate in the study, committed to cooperate in the research process.
Patients had the right to withdraw from the study under any circumstances.
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Chapter 3. RESULTS

From August 2016 to October 2019, 106 patients with HBV-
related cirrhosis who met inclusion and exclusion criteria were enrolled.
3.1. CHARACTERISTICS OF RESEARCH PATIENTS
3.1.1. Age: Mean age was 51.95 £ 10.56 years. No difference between the Child
Aand Child B, C groups. Age group 40-60 accounted for the highest rate (64.1%).
3.1.2. Sex: 64 males (60.4%) and 42 females (39.6%) (p < 0,01)
3.2. ASSESSMENT OF CLINICAL, BIOCHEMICAL AND VIRALOGICAL

RESPONSES

TREATED WITH ENTECAVIR AFTER 3,6, 12 AND 18 MONTHS
3.2.1. Clinical response

3.2.1.1. Response to clinical symptoms

120

100 -
80
60
40 A
20 4

Percentage (%)

0

Clinical

96.2

90.\

311
14.2

75.5 75.6
41.5 9.5
29.2

%3-S 00y

AN
37 oo 1287 1%%

87.9
72.0

36.0

70.6

29.4
15.7

Baseline 3 mo_rllt_hs 6 months 12 months 18 months

symptoms

imes of assessment
Figure 3.3. Post-treatment change in clinical symptoms

especially functional symptoms.

3.2.1.2. Response to Child-Pugh score

improved gradually after

68.4

24.2

@@ ANOreXia

Fatigue

IN PATIENTS WITH HBV-RELATED CIRRHOSIS

Spider nodules

Jaundice

Collateral
circulation

Spleenomegaly

treatment,

Table 3.12. Change in Child-Pugh score following treatment

Child-Pugh | (n1/n2/n)|Child A*(n1) %@i'(ﬂg' Total (n) | p¢&™
Baseline @ [69/37/106| 5.42+0.50 | 8.24+1.46 [6.41 +1.65/<0.001
3 months ® | 64/35/99 | 5.25+0.44 | 7.37+1.40 [6.00 =+ 1.36/<0.001
6 months © |65/35/100| 5.23 = 0.43 | 6.94+1.21 |5.83 « 1.14]< 0.001
12 months @[ 66/36/102] 5.17 = 0.38 | 6.69 = 1.24 |5.71 = 1.08]< 0.001
18 months ©| 67/28/95 | 5.19+ 0.44 | 6.57 = 1.43 |5.60 + 1.10|< 0.001

(2)&(b) <0.01 <0.001 <0.001

(2)&(c) <0.001 <0.001 <0.001

P (a)&(d) | <0.001 <0.001 <0.001

@&(e) | <0.01 0.001 <0.001

Child-Pugh score decreased over time and was significant after
3 months of treatment in all groups (p <0.001).
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* Change in proportions of Child-Pugh classification: Child A
increased gradually over treatment time after 3, 6, 12 and 18 months were
74.8%. 80%. 83.3% and 86.3%",respectively (compared to baseline was
65.1% " (p"®"™ <0.001). In contrast, Child B and C decreased gradually,
from 27.4% to 12.6% (p < 0.05) and (7.5% to 1.1%), respectively.
3.2.1.3. Response to the degree of esophageal varices (EV)

At the end of 18 months of treatment: Most of the patients
stabilized (64.8%) or regressed (25.3%), but 9 patients (9,9%) progressed
in a degree of EV, of which Child B, C group had 5/25 patients (20.0%)
and Child A group was 4/66 patients (6.1%) (p> 0.05)
3.2.1.4. The rates of Complications of cirrhosis during 18 months

There were 18 complications (17.0%) in 17 patients (1 patient in the Child
A group had 2 complications: Viral breakthrough and death): Hepatic
decompensation (6.6%), HCC (5.7%) and death (2.8%) (one died of viral
breakthrough and two from progressive cirrhosis) and viral breakthrough (1.9%).
3.2.2. Biochemical responses
3.2.2.1. Response to AST level

Table 3.16. Change in the AST level following treatment

AST (U/L)

(n1/n2/n)

Child A" (n1)

Child B,C"(n2)

Total (n)

(*&**)

Baseline®

69/37/106

85.78+£21.50

91.63 +£38.24

87.82 +28.44

> 0.05

3 months™®

64/35/99

53.07+16.72

63.79 + 23.79

56.86 + 20.06

<0.05

6 months®©

65/35/100

37.81 £ 14.05

52.49+17.13

42.94 £16.67

<0.001

12 months@

66/36/102

33.65+8.78

47.73 £15.54

38.62 + 13.38

<0.001

18 months®

67/28/95

31.14 £ 8.42

43.59+15.18

34.81+12.19

<0.001

(a)&(b)

<0.001

<0.001

<0.001

(a)&(c)

<0.001

<0.001

<0.001

(a)&(d)

<0.001

<0.001

<0.001

(@)&(e)

<0.001

<0.001

<0.001

AST level decreased over time in all groups and reached a
statistical% gignificant level just after 3 months of treatment.

'_
@ 75.8 82.1
$ 8 66.2 75.8
2 60 66.7 & 607
= . T J_
58S 56.0 — p<0.05
=0 T +50.0 )
g 23 1 371 | p<0.05 «=@==Child A
S Child B, C
s @ 22207500 | p<0.05 Total
= 0 — p>0.05
3 months 6 months 12 months 18 months
Timepoints

Figure 3.6. Normalized rate of AST following treatment

The normalization rate of AST level increased gradually in both
groups in a time-dependent manner. This rate in the Child A group
was higher than that of the Child B, C group.
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3.2.2.2. Response to AST level
Table 3.17. Change in the ALT level following treatment

ALT (UL

(nl/n2/n)

Child A"(n1)

Child B,C"(n2)

Total (n)

(* &**)

Baseline®

69/37/106

66.19 +22 36

61.68 +27.76

64.62 +24.34

>0.05

3 months®

64/35/99

46.31 £ 13.85

44.59 £ 16.20

4571 + 14.67

>0.05

6 months®

65/35/100

33.61 +£12.85

38.97+11.31

3548+ 12.54

<0.05

12 months®

66/36/102

31.73+13.38

3548 +11.26

33.06+12.74

>0.05

18 months®

67/28/95

29.57 +£13.40

33.63+12.35

30.77+13.16

<0.05

(a)&(b)

<0.001

<0.001

<0.001

(a)&(c)

<0.001

<0.001

<0.001

(a)&(d)

<0.001

<0.001

<0.001

(@)&(e)

<0.001

<0.001

<0.001

ALT level decreased gradually with time. After 6 months, the

majority of patients have reached the no
100

3.2.2.3. Response to serum albumin concentration

3 815
= 80
g -
& ;
(]
20 | 372
Sy -
< & 281 pe
2 20 o
£ . o1

89,4

rmal limit (<40 U/L).

89,6
85,3

1
® 75,0

Child B, C
Total

P: Child A vs Child B,C groups

Timepoints
Figure 3.7. The ALT normalized rate following treatment
The rate of normalization of AST level increased gradually in
both groups in a time-dependent manner.

3 monhths 6 months 12 months 18 months

Table 3.18. Change in the serum albumin level after treatment

Alb(g/L)

(n1/n2/n)

Child A"(n1)

Child B,C"(n2)

Total (n)

(*&**)

Baseline®

69/37/106

36.99 + 3.94

27.54 +£5.05

33.69 £ 6.27

<0.001

3 months®

64/35/99

38.35+3.75

28.37£5.50

34.82 + 6.52

<0.001

6 months®©

65/35/100

39.07 £ 3.94

29.15+5.84

35.61 £6.67

<0.001

12 months®

66/36/102

40.39 +£4.37

30.54+5.91

36.91 + 6.84

<0.001

18 months®

67/28/95

40.37 £3.95

32.18+6.92

37.96 + 6.26

<0.001

p

(a)&(b)

<0.05

>0.05

>0.05

()&(c)

<0.01

> 0.05

<0.05

(a)&(d)

<0.001

<0.05

<0.001

(@)&(e)

<0.001

<0.01

<0.001

Albumin

evels increased gradually following treatment in both

groups. The Child A group increased significantly only after 3 months
(p <0.05) and after 1 year for the Child B, C group (p <0.05).
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3.2.2.4. Response to serum total bilirubin (T-Bil) concentration
Table 3.19. Change in the serum T-bil concentration after treatment

T-Bil
(umol/L)

(n1/n2/n)Child A*(n1)

Child B,C"(n2)

Total (n)

p(*&**)

Baseline @

69/37/106

18.44 +6.78

43.23 £22.48

27.09 + 18.55

< 0.001

3 months ®

64/35/99

15.09 +5.59

34.09 £ 17.89

21.80 + 14.65

< 0.001

6 months ©

65/35/100

13.62 £ 4.90

27.61 £13.75

18.51 + 11.20

< 0.001

12 months W66/36/102

12.67 +4.27

26.15+12.19

17.43 £ 10.26

< 0.001

18 months ©

67/28/95

12.89 £ 9.63

22.07+11.14

15.59 + 10.88

< 0.001

(a)&(b)

<0.01

>0.05

< 0.05

(a)&(c)

<0.001

<0.01

<0.001

P (2)&(d)

<0.001

<0.001

<0.001

(a)&(e)

<0.001

<0.001

<0.001

T-Bil concentration decreased with time. | L
decreased significantly just after 3 months (p <0.01). Meanwhile, the Child
BC,) %:1 roup decreased more slowly after at least 6 months of treatment (p
<

3.2.3. Viralogical response
3.2.3.1. Response to HBV DNA load ]
Table 3.20. Change in the HBV DNA load following treatment

he Child A

group

HBV DNAT n1/n2/n [Child A"(n1)|Child B,C™(n2)| Total (n) | p&™
- 4698.0 T474.28 3572.72

Baseline® 169/37/106| {7493 | £5804.97 145642 |>0.05
3 months® | 64735/99 [17.40 £ 52.16] 6.72 £ 6.80 [13.63 £42.33 > 0.05
6 months® [65/35/100] 0.38 £1.30 | 092+1.59 [0.57+1.42[<0.05
12 months®[66/36/102] 0.03 £0.13 | 0.20=0.90 | 0.09=0.55 |>0.05
18 months®|67/28/95| 0.05 + 0.41 0 0.04+£0.34 | >0.05

@8&(D) | <0.001 <0.001 <0.001

()&(c) | <0.001 <0.001 <0.001

P (a)&(d) | <0.001 <0.001 <0.001

(@)&(e) <0.001 <0.001 <0.001

HBV DNA load decreased significantly following treatment
and the majority of patients reached below-detected threshold after 12
months in both the Child A and Child B, C groups.

3.2.3.2.

The HBV DNA rate < 20 IU/mL

100 -

| 12,5

p>0.05

p>0.05

p>0.05

37.0
25.7

e 93,7

et Child A

100.0

91.0

Child B/C
Total

10,1 5.7 p. Child A compared with Child B.C
3 months 6 months 12 months 18 months
Time points

Figure 3.10

Ra}tzaoof HBYV DNA load reached below the detected threshold

. The rate of HBV DNA < 20 IU/mL following treatment
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The rate of achieving HBV DNA < 20 IU/mL increased with time
of treatment. No significant differences existed between 2 groups of Child
A and Child B, C (p > 0.05).

3.2.4. Serological responses to HBeAg

HBeAg loss rate increased progressively with following treatment: after
3, 6, 12 and 18 months were 13.6%, 44.0%, 64.0% and 76.2 %, respectively.

Similarly, anti-HBe seroconversion rate were 9.1%, 28.0%, 44.0%
and 52.4%, respectively. No significant differences between 2 groups of
the Child A and Child B, C (p > 0.05).

3.3. SURVEY ON CHANGE IN SWV AND APRI VALUES IN
PATIENTS WITH HBV-RELATED CIRRHOSIS TREATED WITH
ENTECAVIR AFTER 6, 12 AND 18 MONTHS AND PREDICTORS OF
IMPROVEMENT IN LIVER FIBROSIS LEVEL AFTER 18 MONTHS
3.3.1. Survey on change in SWV and APRI values in patients with
HBV-related cirrhosis treated with ETV after 6, 12 and 18 months
3.3.1.1. Changes in SWV and rates of SWV < F3 following treatment
Table 3.23. Change in SWV values following treatment

SWV (m/s)| n1/n2/n [Child A"(n1)/Child B,C™(n2)| Total (n) [p "*™
Baseline® [69/37/106| 2.09 + 0.27 251+046 [2.24+0.40/<0.001
6 months® [65/35/100| 2.07 £ 0.29 | 2.43+0.43 [2.19+0.39/<0.001
12 months©|66/36/102| 1.98 + 0.29 233+044 (2.10+0.39|<0.001
18 months@| 67/28/95 | 1.83 £ 0.25 231+0.51 |1.97+0.41<0.001
(2)&(b) > 0.05 > 0.05 > 0.05
p (a)&(c) | <0.001 >0.05 < 0.001
(2)&(d) <0.001 > 0.05 <0.001

SWV decreased significantly after 1 year of treatment in the
child A group, but no statistically significant change in the Child B, C
group even after 18 months (p > 0.05).

* The rate of patients who decreased from F4 to < F3 by SWV
gradually increased over treatment time: after 6, 12 and 18 months
was 9.0%, 27.5% and 43.2%, respectively. The Child A group had a
higher incidence than the Child B, C group (p <0.05).
3.3.1.2. Changes in APRI and rates of APRI < F3 following treatment

Table 3.24. Change in APRI values following treatment
APRI n1/n2/n [Child A*(n1)|Child B,C™ (n2)| Total (n) | p"&™
Baseline @ [69/37/106| 2.56 £ 0.95 | 4.25+2.23 [3.15+1.71[<0.001
6 months ® [65/35/100| 1.12 + 0.67 249+1.29 [1.60+1.14|<0.001
12 months©|66/36/102 | 1.00 + 0.71 2.33+1.29 [1.47+1.14/{<0.001
18 months@| 67/28/95 | 0.88 £ 0.64 | 1.93+1.12 [1.19=+0.94/<0.001
(2)&(b) <0.001 <0.001 <0.001
p (@)&(c) <0.001 <0.001 <0.001
(2)&(d) <0.001 <0.001 <0.001
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APRI index values decreased significantly after 6 months and continued to
decrease during treatment (p <0.001) in both the Child A and Child B, C groups.

* The proportion of patients with a reduction from F4 down to
<F3 by APRI gradually increased over treatment time: after 6, 12 and
18 months was 74%, 78,4% and 86,3%, respectively. The Child A
group was significantly higher than the Child B, C group (p <0.05).
3.3.1.3. The rate of patients with improvement in liver fibrosis level

Table 3.25. The rate of patients with improved liver fibrosis level

Rate of Ak . e g

(SWV and APRI < F3) Child A" [Child B,C Total pU&™
6 months (%, n) | 13.4 (9765) | 0.0 (0/35) | 9.0 (9/100) |<0.05
12 months (%, n) | 34.8(23/66)| 8.3 (3/36) |25.5 (26/102)| < 0.01
18 months (%, n) _|47.8(32/67)| 21.4 (6/28) | 40.0 (38/95) | < 0.01

The rate of patients with improvement in liver fibrosis level
increased with time of treatment. The Child A group had a higher rate
than the Child B, C group (p <0.01).

3.3.2. Predictors of improvement in liver fibrosis level after 18
months of treatment
3.3.2.1. Some baseline clinical and subclinical factors

Baseline clinical and subclinical factors with optimal cut-off
based on the ROC curve were included for analysis: Age 41 years,
AST 85 U/L, ALT 58 U/L, albumin 32.4 g/L. T-bilirubin 17 pm/L,
platelet 101x10° /L, HBV DNA load 14,137 IU/mL. INR 1.23, Child-
Pugh 6 scores, APRI 2.43, SWV 1.98 m/s and HBeAg(+/-).
3.3.2.2. The associations between baseline clinical and subclinical
factors with improvement in liver fibrosis level after 18 months

Table 3.27. The univariate analysis of the baseline factors associated
with improvement in liver fibrosis level after 18 months of treatment

Improved liver fibrosis level
Baseline L (From F4 down to < F3)
factors Comparision Yes No P
n % n %
<41 7 (467 8 |533
Age (year) > 41 31 |387| 49 |613 | 2005
<85 10 [213] 37 | 787
AST (UL) > 85 28 | 583 | 20 | 417 |<0001
<58 9 (214 33 | 786
ALT (UIL) > 58 29 | 547 | 24 |53 | 0001
TBIL <17 7 [ 447 2L 553 | 5 o0s
(umol/L) > 17 21 1368 ] 36 | 63.2 )
Albumin <324 6 18.7 26 81.3 <001
(g/L) >324 32 | 528 31 | 472 :
Duyong 6 (286 15 | 714
HBeAg Am 32 |432| 42 |seg | 2005




HBV DNA 14137 6 [200] 24 [800 [ <oor

(IU/mL) > 14137 32 | 492 | 33 | 529 :

Platelet count <101 11 19.6 | 45 80.4 <0.001

(x10°/L) > 101 27 |692| 12 | 308 |<0
<13 31T [ 5.7 20 | 483

INR >1.23 7 | 200 | 28 | 800 | <001

Child-Pugh <6 32 (471 36 [529 | <oon

(point) >6 6 222 | 21 | 778 '
<243 27 1540 | 23 | 46.0

APRI >2.43 11 | 244| 32 | 780 | <001
<198 24 1615 15 | 385

SWV (m/s) >1.08 14 | 250| 42 | 75.0 | <0001

There were 9 baseline factors (higher levels of AST, ALT and
albumin; higher HBV DNA load and platelet count; lower INR, Child-
Pugh score, SWV and APRI) associated with the significant improvement
of liver fibrosis level after 18 months.

Table 3.28. Multivariate logistic regression analysis of simultaneous
factors had p < 0.05 in the univariate analysis

Baseline Factors |Comparision| OR 95% CI p
Platelet count (xL0°/L) |—=200—{—=1  0.90-29.08 | >0.05
>1.23 1
INR L8 b 082-1983 |>005
AST (U/L) =S k| 043-775  |>005
ALT (U/L) St 089-17.04 |>005
Albumin (g/L) § %] 111-3598 |<005
HBV DNA (UML) |—Sgro—{ 55| 179-3684 | <001
<243 1
APRI =223 151 036-1228  |>005
Child-Pugh (point) 2 o] 154-14075 | <0.05
SWV mis) 2 i:gg 5}37 149-19.32 | 001

Four baseline factors which included groups of higher albumin
level and HBV DNA load, Child-Pugh A and lower SWV were
independent factors associated with a significant improvement in liver
fibrosis level after 18 months of treatment.
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Figure 3.13. Comparisons of the cumulative probability of no
improvement in liver fibrosis level according to baseline albumin, HBV
DNA, Child-Pugh and SWV

Overall, it took at least 6 months of treatment to gradually reduce
the probability of no improvement in liver fibrosis level, especially in
baseline groups with albumin concentrations > 32.4 g/L., HBV DNA load
> 14.137 1U/mL, Child-Pugh < 6 points and SWV < 1.98 m/s. The 18-
months cumulative probability of no improvement of liver fibrosis level
was significantly reduced in these groups compared with the corresponding
remained groups: (49.2% vs 81.3%, p <0.01), (50.8% vs 80%), (52.9% vs
77.8%, p <0.05) and (38.5% vs 75%, p <0.001), respectively.

Chapter 4. DISCUSSION

4.1. CHARACTERISTICS OF PATIENTS IN THIS STUDY
4.1.1. Age
] Ingour research, mean age was 51.95 £ 10.56 similar to domestic

studies by Tran Van Huy (2016), Nguyen Thi Huyen Thuong (2015)
as well as foreign studies of Gai XD (2017) and Miquel M (2013).
4.1.2. Sex

Males accounted for a higher proportion than women (60.4% vs
39.6%, p < 0.01) similar to the results of foreign studies by Gai XD (2017)
and Shin SK (2015) and domestic study by Nguyen Thi Thuan (2012).
4.2. ASSESSMENT OF CLINICAL, BIOCHEMICAL AND VIRALOGICAL
RESPONSES IN PATIENTS WITH HBV-RELATED CIRRHOSIS
TREATED WITHENTECAVIR AT MONTHS 3,6,12 AND 18
4.2.1. Clinical responses
4.2.1.1. Response to clinical sgmlgtoms

As shown in Figure 3.3, ETV treatment in patients with HBV-
related cirrhosis for 18 months resulted in a significant improvement in
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s%/mptoms such as fatigue (decreased from 96.2% to 10.5%), anorexia
(from 90.6% to 1.1%), and jaundice (from 41.5% to 10.5%). Some other
svmotoms with less improvement include insomnia, pain in right
hypochondrium, ascites, edema. Most physical symptoms seemed to be
unchanged such as spider nodule, collateral circulation and splenomegaly.
This result is similar to Nguyen Thi Huyen Thuong (2015)’ study.
4.2.1.2. Response to Child-Pugh score ]
According to Table 3.12, Child-Pugh score decreased gradually over time of
treatment (from 6.41 + 1.65 at baseline to 5.60 + 1.10 scores after 18 months,
p < 0.001). At 18 months, Child-Pugh score decreased or remained stable in the
majority of patients (90.6%) (Figure 3.4). In which, 42.9% (12/28) of patients
decreased by > 2 points in the Child B, C group. Besides, the proportion of Child A
increased gradually with time éfronj 65.1%10 86.3%), in contrast to a decrease in the
eroportlon of the Child B and Child C groups (from 27.4% to 12.6%) and (from
5% 10 1.1%) at months 18 from baseline, respectively (Chart 3.6). However, there
were still about 9.4% of patients who increased in Child-Pugh score, mostly in the
ChildB, C_group (17.9% vs 5.9%, p <0.05) (Figure 3.5). Similarly, other studies also
noted significant improvements in Child-Pugh score over time from baselines such
as Gai XD (2017), Shin SK (2015) and Kim IS (2012).
4.2.1.3. Change in the degree of esophageal varices following treatment
Recent studies have shown that NA treatment reduces the pressure
of portal vein in patients with HBV-related cirrhosis. Therefore, it can
prevent ruptures of esophageal varices (EV). )
_In our research, after 18 months of treatment compared with
baseline, the majority of patients with unchanged EV (64.8%). There was
25.3% regressed in EV (Table 3.13), in which, 9 patients with baseline
severe EV required a combination with a beta-blocker (propranolol 40m
a day), among these, 4 patients regressed in EV. Though, there were
patients (9.9%) proEressed in EV. These results were similar to Gai XD
(2017) after 96 weeks of ETV treatment in HBV-related cirrhotic patients
showed the regression in a degree of EV. Similarly, Lampertico P (2015)
evaluated the efficac?/ of long-term antiviral therapy on EV(12 years of
follow-up). The results showed that the 12-years cumulative rate of the
re%ressmn in EV were 83% and 10% for the new appearance of
mild/moderated EV. All evidence above suggested that long-term EVT
treatment could carry in regressing the degree of EV.
4.2.1.4. Complications of cirrhosis
During the follow-up of 18 months of ETV treatment, we reported 18
complications (17.0%) in 17 patients (one in the Child A group had 2 complications:
viral breakthrough caused unimproved liver failure, death). The proportion of
complications in the Child A group (4/18 = 22.2%) was lower than that of the Child
B, C group (14/18 = 77.8%) (Table 3.14). This result was consistent with Wu X et
al (2018)’s study with the low accumulative rate of complications, only 7.7%
(27/339 patients) in Child A group during 18 months of treatment.
4.2.2. Biochemical responses
4.2.2.1. AST and ALT levels
According to Tables 3.16 and 3.17, AST and ALT levels decreased
significantly in all groups, especially decreased rapidly after 3 months, then
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decreased more slowly, and it almost returned to the normal limit after 18 months
(p <0.001). This result was similar to domestic and foreign studies (Table 4.1).

The normalized rate of AST and ALT levels also increased in a time-
dependent manner in our study. For AST (Figure 3.6), this rate was 22.2%
after 3 months, but up to 75.8% after 18 months. In which, this rate was
significantly higher in the Child A group compared with the Child B, C group,
(66.2% vs. 37.1%), (75.8% vs. 50%) and (82, 4% vs. 60.7%) after 6, 12 and
18 months (p <0.05), respectively. Similarly, for ALT éFigiure 3.7), the
normalization rate of the Child A groug was higher than the Child B, C grou(P,
especially after 6 months (81.4% vs 47.5%, p < 0.01) and 12 months (89.4%
Vs 66.9%, p <0.05); however, after 18 months of treatment, the Child B, C
g_roup also increased significantly the ALT normalization rate and no

ifference compared to the Child A group (89.7% vs 75.0%, p> 0.05). This
result was similar to Tran Van Huy (2016)’s study and foreign studies such as
Gai XD (2017) and Miquel M 32013).
4.2.2.2. Response to serum albumin concentration

As presented in Table 3.18, albumin concentration increased gradually
over treatment time (after 18 months: 37.96 + 6.26 g/L vs 33.69 + 6.27 g/L at
baseline, p <0.001) and this concentration of the Child A group was
significantly higher than that of the Child B, C group at the time points of
assessment (p <0.001). In the Child B, C group, improvement in albumin
levels was slower, at least after 1 year of treatment (p <0.05) and this
improvement was seen more clearly after 18 months (p <0.01). Our results are
similar to some other studies in HBV-related cirrhotic patients such as Yan
X (2014) and Gai XD (2017). From these results showed that antivira
treatment in patients with HBV-related cirrhosis results in the improvement in
serum albumin concentrations, even in decompensated cirrhosis.
4.2.2.3. Response to total serum bilirubin concentration )

As shown in Table 3.19, the serum total bilirubin concentration
decreased gradually following treatment from 27.09 + 18.55 pmol/L at
baseline decreased to 15.59 + 10.88 umol/L after 18 months. The decrease in
bilirubin in the Child B, C group was slower than in the Child A group, and it
took at least 6 months of treatment, this decrease had statistical significance (p
<0.001). Compared with other studies with the same study subjects, total
bilirubin levels also decreased significantly during treatment with NA drugs in
HBV-related cirrhotic patients such as Nguyen Thi Huyen Thuong (2016),
Kim IS (2012) and Shin SK (2015). However, long-term treatment is needed.
4.2.3. Virus response
4.2.3.1. Response to HBV DNA load ]

Many studies showed that antiviral treatment will reduce the rate
of complications from 50% - 71% included liver decompensation, HCC,
spontaneous bacterial infection, gastrointestinal bleeding due to ruptures
of esophageal varices and death.

Our results (Table 3.20) showed that HBV DNA load decreased
rapidly after 3 months of treatment (13.63 +42.33 x 10° IU/mL compared
with baseline of 3572.72 + 14564.2 x 103 1U/mL, p <0.001) and almost
below the detection threshold (0.09 = 0.55 x 10® IU/mL) after 12 months.
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No difference in viral load reduction between the Child A and Child B,
C grou_Ps at follow-up time points.

he proportion of patients with an undetectable HBV DNA load
increased gradually following treatment (Figure 3.10), after 12 months
up to 76.5% (80.3% for Child A group and 69.4% for Child B, C group)
and after 18 months the majority of patients achieved HBV DNA load
below the detected threshold (93.7%). There was no statistically
significant difference between the Child A and Child B, C groups (p>
0.05) at follow-up time points.

In Table 4.3, domestic and foreign studies showed that antiviral
treatment reduced HBV DNA load and increased gradually the proportion
of undetectable HBV DNA load with time, after 6 months (29.4 - 80.6%),
12 months (47.1 - 87.8%), 18 months (84.6 - 85.4%) and after 2 years of
98.1% - 100%. No significant difference between the Child A and Child B,
C groups about these rates (Figure 3.12). This result was similar to other
studies such as Xu Y (2015), Miquel M (2013) and Yang X (2014).

Evidence from the above studies suggest the need for early and
long-term antiviral therapy, especially in cirrhotic patients to reduce or
prevent complications of cirrhosis.
4.2.3.2. Serological HBeAg responses o

_ Our research showed that the rate of HBeAg loss was (1U|te high

and increased gradually following treatment: after 3 months (13.6%), 6
months (44%), 12 months (64%) and 18 months (76,2%) and no
difference between the Child A and Child B, C groups at follow-up time
Bomts (Table 3.21). This result was also consistent with domestic studies

y Tran Van Huy (2012) and Ngu?;r_en Thi Huyen Thuong (2015) but
higher than foreign authors such as Shim JH (2010), Yue-Meng W (2016)
with HBeAg loss rate of 37.5 - 52.9% after 1 year, even only was 46.5%
after 3 years in Shin SK §2015)’s study. )
) Similarly, in Table 3.22, the HBeAg seroconversion rate also
increased over time of treatment and no difference between the Child A
and Child B, C groups. This result was consistent with Nguyen Hoai
Phong (2012)’ study but tended to be higher than foreign studies such as
Shen H (2016), Yue-Meng W (2016) and Shim JH (2010).
4.3. SURVEY ON CHANGE IN SWV AND APRI VALUES IN HBV-
RELATED CIRRHOTIC PATIENTS TREATED WITH ENTECAVIR
AFTER 6, 12 AND 18 MONTHS AND PREDICTED FACTORS
IMPROVING LIVER FIBROSIS LEVEL AFTER 18 MONTHS
4.3.1. Survey on change in SWV and APRI values in HBV-related
cirrhotic patients after 6, 12, and 18 months
4.3.1.1. Shear wave veloci%/

Our study (Table 3.23) indicated that the mean SWV value
decreased graduallﬁ over time of treatment. However, this reduction was
only significant in the Child A group and required at least 1 year of antiviral
treatment (2.10 = 0.39 m/s vs 2.24 + 0.40 m/s at baseline, p <0.001) and
mean value after 18 months was 1.97 = 0.41 m/s. Meanwhile, in the Child
B, C group, the decrease in SWV was not statistically significant even after
18 months of treatment (p> 0.05). This could be explained by the number
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of patients with Child B, C cirrhosis was limited and the treatment duration
was not long enough. This result is similar to Gai XD (2017), Enomoto M
(2010). However, according to Gai XD (2017) when treatment was
extended for up to 96 weeks, even the decompensated cirrhosis also
achieved a significant improvement in liver elasticity (p <0.05).

In comparison to other studies, Table 4.4 also shows that the value of
liver elasticity decreased with time of treatment. However, the timing of
achieving liver fibrosis improvement varied between studies. Some studies
showed an improvement in liver fibrosis quite early, only after 6 months of
treatment such as Li Q (2017) and Su TH (2018). In contrast, according to
Tran Van Huy ﬁ2-016)1 it took at least 2 years to achieve significant
improvements in liver fibrosis even in chronic hepatitis B. This difference
may be influenced by other factors, especially hepatitis status. Usually,
during the first 24 weeks of antiviral therapy, the majority of patients achieve
normalized levels of AST and ALT. Therefore, a decrease in liver stiffness
during this time may be partly related to a decrease in inflammation. Our
study subjects had relatively low levels of AST and ALT (< 5 times ULN),
so this improvement in liver fibrosis was less affected by inflammation,
which is consistent with the recommendation of EASL 2015. On the
contrary, when the ALT concentration> 10 x ULN will increase liver
elastici_}y, so liver fibrosis should not be evaluated in this case.

he results above indicated that a decrease in liver elasticity will
be a promising non-invasive marker to predict histological regression in
antiviral therapy.
4.3.1.2. APRI index )

The results of our study (Table 3.24) showed that APRI index values
decreased progressively with time and decreased significantly after 6 months of
treatment (from 3.15+1.71 to 1.60 + 1.14, p<0.001) and then continued to decrease
until after 18 months which was 1.19 + 0.94 (median 0.87). This result is similar to
some other studies such as Shin SK (2015), Sun (2018), Li Q (2018) and Wu (2019).

These results showed that APRI index is clinically significant for
assessing and monitoring the improvement in liver fibrosis in patients on
antiviral treatment. This evidence is especially important for clinicians in
countries where human and material resources are also limited. This is
also consistent with WHO 2015’s recommendation.
4.3.1.3. The proportion of cirrhotic patients with improved liver fibrosis level

The rate of improvement in liver fibrosis level in our study (Table
3.25) increased gradually with treatment time, which after 6, 12 and 18
months were 9.0%, 25.5% and 40.0%, respectively. The Child A group had
a higher rate than the Child B, C group. According to Tran Thi Khanh Tuon
et al (2019) the liver fibrosis response by a combination of APRI an
Fibroscan after 6 months of TDF treatment also showed that the rate of this
response was quite high (18.6%). From these results, it suggested that long-
term antiviral treatment will improve liver fibrosis level, especially in the
Child A group, but even Child B, C group we also observed 21.4% of
patients with improvement in liver fibrosis level. In literature, it was thought
that decompensated cirrhosis was unable to recover the liver fibrosis.
However, 1t is not known exactly what threshold or criterion for
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decompensated cirrhosis is incapable of recovery. Therefore, it is optimistic
that even in decompensated cirrhosis, if promptly treated, especially in the
early stages of decompensation, is still able to reverse the liver fibrosis.

In Table 4.5, studies indicated that to achieve the fibrosis response,
long-term antiviral therapy is required, and most studies at least after 1 year of
treatment. In the histological follow-up group tended to have higher rates than
the group evaluated by liver elastography. The histological assessment group
#mostly small sample sizes) had a response rate to liver fibrosis after 48 weeks

rom 27 - 53%, after 72 weeks (50 -53%), after 3 years (67 - 73%) and after 5
years (68 - 100%). For the group of liver elastography, this rate after 48 weeks
was 10.4 - 16.3%, after 72 weeks (28.3 - 40%) and after 5 years (53, 4%).
From this evidence, it could once again confirm that liver fibrosis, even
cirrhosis, is still reversible when the cause is inhibited or eliminated.

4.3.2. The predictors improved liver fibrosis level after 18 months

_ To achieve the liver fibrosis improvement, especially in the stage
of cirrhosis, it requires long-term treatment but only achieves in certain
patients. Therefore, the identification of predictors for liver fibrosis

Improvement is essential, helping clinicians have more evidence to
explain to the patient more secure during treatment.

As a result, we identified 4 initial independent factors which may
predict the improvement in liver fibrosis level after 18 months of
treatment (Table 3.28), including:

) + Serum albumin concentration: is an important indicator for
liver function assessment. When this initial concentration was still high
(> 32.4 g/L), reflecting that the level of liver fibrosis is not too severe, so
the likelihood of improvement in liver fibrosis after antiviral treatment
was 6.33 times higher than the remained group (p <0.05). Moreover, the
18-months cumulative probability of no improvement in liver fibrosis
level (Figure 3.13) also showed that in the group of albumin
concentration < 32.4 g/L, this probability was significantly lower than the
remained group (49.2% vs 81.3%, p < 0.01).

+ Serum HBV DNA load: HBV replication is dependent on
hepatocytes. So when severe liver fibrosis can reduce the HBV DNA load.
Our results found that when baseline HBV DNA load > 14.137 1U/mL
predicted an improvement in liver fibrosis level 8.12 times higher than the
remained group (p < 0.01). Similarly, the 18-months cumulative probability
of no improvement in the liver fibrosis level in the group with HBV DNA
load > 14.137 1U/mL was significantly reduced compared to the remained
?_roup_(SQ.S% vs 80.0%, p < 0.01 ) (Chart 3.14). The ability to predict liver

tbrosis improvement based on baseline HBV DNA load was also
demonstrated from other studies such as Diktas H (2016) and Sun J (2018).

+ Child-Pugh score: < 6 scores (Child-Pugh A, compensated
cirrhosis), the liver fibrosis is not serious. Therefore, the ability to improve
liver fibrosis level was 14.7 times higher than that of the remained group.
Furthermore, the 18-months cumulative probability of no improvement In
liver fibrosis level in the Child-Pugh group < 6 scores was significantly lower
than the remained group (52.9% vs 77.8%, p < 0.05) (Chart 3.15).
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+ Shear wave velocity: when initial SWV group < 1.98 m/s, the
predictability of liver fibrosis level improvement after 18 months of
treatment was 5.37 times higher than the remaining group (p <0.05).
Similarl?/, the 18-months cumulative probability of no improvement in liver
fibrosis level was 38.5%, significantly lower than the remained group (75%,
p <0.001) (Figure 3.16). This result was also proven from other studies such
as Tran Van Huy (2016), Chon YE (2017) and Rinaldi L (2018). Therefore,
to achieve the liver fibrosis improvement, early antiviral therapy should be
considered even when HBV DNA load is low and AST or ALT <2 x ULN
in cirrhotic patients, when liver stiffness is not too high or liver fibrosis has
recently appeared, the recover possibility of liver fibrosis is much higher.

CONCLUSION

~ Through the study on clinical, biochemical, viral and hepatic
fibrosis level responses in 106 HBV-related cirrhotic patients treated with
entecavir for 18 months, we had the following conclusions:
1. Evaluation of clinical, biochemical and viral response in HBV-related
cirrhotic patients treated with entecavir at 3, 6, 12 and 18 months.
1.1. Clinical response ) o

- Clinical symptoms improved significantly after 3, 6, 12 and 18
months of treatment. After 18 months: fatigue (decreased from 96.2% at
baseline to 10.5%), anorexia (from 90.6% at baseline to 1.1%), jaundice
(from 41.5% at baseline to 10.5%). o

- Mean Child-Pugh score decreased significantly after 3, 6,12 and
18 months of treatment. It was 5.60 + 1.10 scores after 18 months,
compared with 6.41 + 1.65 scores at baseline (p <0.001).

- Esophageal varices: stable ﬁ63.9%) or regressed (23.7%). There
was 12.4% of progression and mainly in the Child B, C group (p <0.05).

- Rate of complications: Liver decompensation accounted for
6.6%, mortality, HCC (mostly in the Child B,C group) and viral
breakthrough were 2.8%, 5.7% and 1.9%, respectively.

1.2. Biochemical response o

- The levels of AST and ALT decreased significantly after 3, 6, 12
and 18 months of treatment compared with baseline (g) <0.001). The
normalization rates after 18 months were 75.8% and 85.3%, respectively.
In which, the normalization rate of AST in the Child A group was higher
than that in Child B, C group (p <0.05).

- There was significant improvement in serum albumin and total
bilirubin levels after 3, 6, 12 and 18 months of treatment, mean values
after compared to baseline were 537.96 + 6.26 g/L vs 33.69 + 6.27 g/p,
<0.001) and (27.09 + 18.55 pmol/L vs 15.59 + 10.88 pmol/L, p <0.0§113,
respectively. In which, the Child A group’s improved albumin and total
bilirubin levels were earlier than the Child B, C group.

1.3. Viral load response

HBYV DNA load decreased significantly after 3, 6, 12 and 18 months of
treatment. After 12 and 18 months, the majority of patients achieved viral load
below 20 1U/mL, accounted for 76.5% and 93.7% respectively and the
equivalent between the 2 groups of the Child A and Child B, C.
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- Serum HBeAg status: Loss and seroconversion rate increased

radually after 3, 6, 12 and 18 months of treatment. After 18 months,
these rates were 76.2% and 52.4%, resEectiveI and no difference
between the 2 groups of the Child A and Child B, C.
2. Survey on change in SWV, APRI index values in HBV-related
cirrhotic patients treated with entecavir at 6, 12, and 18 months and
predictors of improvement in liver fibrosis level after 18 months
2.1. Changes in SWV and APRI o

- Mean SWV value decreased significantly after 1 year of
treatment (2.10 = 0.39 m/s compared with 2.24 + 0.40 m/s at baseline, p
<0.001) and after 18 months was 1.97 £ 0.41 m/s, but this decrease was
not statistically significant in the Child B, C group.

- Mean APRI value decreased significantly only after 6 months of
treatment. This value after 18 months was 1.19 + 0.94 nv/s, significantly
lower than 3.15 + 1.71 at baseline (p <0.001). ) o
) - The ﬁer_centa?e of patients with improved liver fibrosis level
increased with time of treatment, after 6, 12 and 18 months were 9.0%,
25.5% and 40.0%, respectively. The Child A group achieved
significantly higher rates than the Child B, C group (p <0.01).

2.2. Predictive tactors of improved liver fibrosis level after 18 months
of treatment

Pre-treatment independent factors predicted improvement in liver
fibrosis level after 18 months of treatment, including: albumin
concentration > 32.4 g/l (OR 6.33; 95% CI 1.11 - 35.98; p <0.05), HBV
DNA load > 14.137 1U/mL (OR 8.12; 95% CI 1.79 - 36.84; p <0.01),
Child-Pugh score < 6 ( OR 14.70; 95% CI 1.54 - 140.75; p <0.05) and
SWV <1.98 m/s (OR 5.37; 95% CI 1.49 - 19.32; p < 0.01) compared to
the corresponding remaining groups.

SUGGESTIONS

From results of our study, we have the following recommendations:

- Entecavir treatment should be initiated early in patients with
HBV-related cirrhosis, especially in the stage of compensated cirrhosis
in order to achieve improvement in liver fibrosis in addition to
biochemical and viral responses.

- Routine assessment of liver fibrosis uses a combination of ARFI
technique and APRI index to monitor the efficacy of antiviral treatment
in addition to classic biochemical and viral markers.

- It is necessary for larger-scale studies, with longer-time follow-
ulo, especially identiR//in predictors of liver fibrosis improvement. It is
also necessary to have further studies on the combination therapy of
antiviral drugs with other drugs (such as antifibrotic agents) that may
increase the chance of improving liver fibrosis level.
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