A. GIOI THIEU LUAN AN
PAT VAN PE

Hién nay, viém gan virus C man tinh (VGVRCMT) dugc ghi nhan la
van d& sicc khoe cong ddng, véi khoang 3% dan sé trén thé gioi dugc
xéac dinh mic bénh.

Trong nhimg nam gan day, dé dap ing nhu cau diéu tri, T chic Y té
thé gi¢i (TCYTTG) va cac Hiép hoi gan mat trén thé gioi da khuyén cao
mét sb phac d6 diéu tri VGVRCMT, ciing nhu cac bién phap theo dai va
danh gia két qua diéu tri. Cac két qua nghién ciru ciing chi ra rang co sy
phan bé khac nhau cia 6 genotype virus viém gan C (HCV), 1a cin
nguyén gay bénh, theo khu vuc dia ly va gitta cdc genotype ciing c6 su
dap tg diéu tri khac nhau ddi voi thudc khang virus. Ngoai cac bién
phap danh gia két qua diéu tri dya vao 1am sang, chirc ning gan, dap tng
virus hoc, TCYTTG ciing khuyén c4o manh viéc s dung xét nghiém
Fibroscan dé theo ddi tién trién cua ton thuong gan, thay thé cho xét
nghiém sinh thiét gan. Vi vay, cac phac dd diéu tri va xét nghiém
Fibroscan dang dwoc khuyén céo can duoc danh gia cu thé theo tung
chiing toc, mau da va giai doan khac nhau ctia bénh VGVRCMT.

Tai Viét Nam, theo mot s6 diéu tra ty 16 mic bénh VGVRCMT la 2-
3%. Do nhu ciu thuc té, trong nhimg nim gin day Bo Y té Viét Nam da
ban hanh mot s phac db diéu tri dua trén cac khuyén cao caa TCYTTG.
Tuy nhién, cho dén nay van con it cong trinh nghién ctu chuyén sau
danh gia két qua diéu tri cua cac phac do khéang virus viém gan C tai
Viét Nam.

Xuét phat tir thuc té trén, chlng toi tién hanh dé tai: “Pdnh gid két
qud diéu tri ciia peginterferon alpha-2b két hop ribavirin ¢ bgnh nhan
VGVRCMT va gié tri cia Fibroscan trong chdn dodn xo héa gan” véi
cac muc tiéu sau:

1. Panh gid két qua diéu tri bénh viém gan virus C man tinh bao gom cd
xo gan con bit bang phdc do peginterferon alpha-2b két hop ribavirin
2. Pdnh gid gia tri cua Fibroscan so sanh véi bang ching md bénh hoc
trong xdc dinh mize dé xo héa gan

TINH CAP THIET CUA PE TAI

Mot s6 cong trinh nghién ciru dang tién hanh danh gia hiéu qua cia
timg phac d6 diéu tri trén ngudi Viét Nam. Tuy nhién cac nghién ciu
chua d4nh gia hiéu qua diéu tri dai han ciia phac d6 peglFNa-2b + RBV.
Hon thé nira, cac nghién ctru mai dirng lai & mirc danh gia két qua diéu
tri théng qua cac chi so thiét yéu, nhu biéu hién 1am sang, chirc ning
gan, dap tng virus hoc. Viéc danh gia két qua diéu tri dya trén bang



chitng mé bénh hoc con rat han ché, mac du day 1a yéu té rat quan trong
dbi voi tién lugng xa sau diéu tri bang thudc khang virus. Hon nita, tuy
xet nghi¢m Fibroscan dugc TCYTTG khuyén cao dung dé theo dai tién
trién sau diéu tri, nhung cho dén nay van chua duoc danh gia gid tri trén
nguoi Viét Nam.
Y nghia thyc tién va déng gép méi:
1. Xé4c dinh duoc thay d6i m6 bénh hoc nhu md gan & bénh nhan
VGVRCMT trude va sau diéu tri bang phéac do peglFN alfa-2b + RBV.
2. Panh gia dugc két qua diéu tri cia phac do peglFN alfa-2b +
RBV trén bénh nhan VGVRCMT tai Viét Nam.
3. Xac dinh duoc gid tri cua Fibroscan trong chan doan xo hoa gan &
bénh nhan VGVRCMT tai Viét Nam.
CAU TRUC LUAN AN

Luan &n dai 135 trang, gdm 4 chuong: Chuong 1: Téng quan 36
trang; Chuong 2: Di twong va phuong phap nghién ctu 21 trang;
Chwong 3: Két qua nghién ctru 35 trang; Chuong 4: Ban luan 38 trang.
Luan &n c6 47 bang, 10 biéu d6, 16 hinh anh, 270 tai liéu tham khao ca
tiéng Viét va tiéng Anh.

B. NQI DUNG LUAN AN

Chuong 1: TONG QUAN TAI LIEU

1.1. Dich t& hoc: HCV lay truyén chu yéu qua duong mau. Theo
thong bao cua TCYTTG, hién nay trén toan cau cé khoang 130 — 170
triéu ngudi nhidm HCV. Tai Viét Nam, theo mot sé két qua diéu tra,
ty I& nhiém HCV dao dong trong khoang 2% - 3% dan sd.
1.2. Pac diém virus hoc: HCV thudc ho Flaviviridae, duong kinh 55
— 65 nm, trong lugng phén tir 4106 daltons. Lop vo lipid chia cac
protein E1 va E2. B6 gen ciia HCV 14 mot chudi don RNA cuc tinh
dwong, gdm 9.400 nucleotide, dong vai trd quan trong trong qua trinh
nhan 1én ciia HCV va diéu hda qué trinh giai ma.

Cé it nhat 6 kiéu gen HCV va 50 dudi nhém khac nhau da duoc
xac dinh. Céc két qua nghién ciru trén the giai cho thay céc kiéu gen
co sy phan bé dia 1y va dap ung véi didu tri bang thuoc khang virus
rat khac nhau.

1.3. Dién bién nhiém HCV man tinh

Dién bién VGVRCMT: Theo cac nghlen cuu 90% 50 truong hop
nhiém HCV cép khong biéu hién 1am sang va 85% s& tién trién thanh
VGVRCMT. Dién bién caa VGVRCMT tir khi nhiém HCV dén khi
XUt hién xo gan, ung thu gan thuong kéo dai trong khoang 25 — 30



nam. Khoang 25% céc trudng hop VGVRCMT s& tién trién toi xo
gan, trong s6 d6 co khoang 5% s& tién trién toi ung thu gan.
Su hinh thanh xo héa gan: HCV kich thich cac té bao viém san
XUAt ra cac trung gian hda hoc, tir d6 hoat hoa céc té bao hinh sao. Té
bao hinh sao da hoat hoa kich thich viém, tang cuong san XUat CAc soi
collagen. Soi collagen duoC san Xuat qua muc ling dong ¢ khoang
gian bao gay réi loan cau trac nhu mo gan, hinh thanh xo héa gan.
1.4. LAm sang va xét nghiém: Nhiém HCV cap khong biéu hién 1am
sang. Cac truong hop dugc phat hién do ngau nhién khi kham st
khoe dinh ky. Trong VGVRCMT c6 thé c6 mot s triéu chimg nhu:
mét méi, chan an, vang da, gan lach to va mot s6 biéu hién ngoai gan.
Xét nghiém: CO thé co thay tang ALT, AST tir 2-3 lan ngudng gia tri
binh thuong, kem theo giam protein, albumin, ty I¢ prothrombin... Xét
nghiém mo bénh hoc ¢6 thé gap mic d6 xo héa gan tir nhe dén xo gan.
Cac phuong phap danh gia mirc dj xo hoa gan
Sinh thiét gan: La tiéu chuan vang dé danh gia muc do xo va hoat
d6ng viém hoai tir ciia gan. Tuy nhién k§ thuat nay cé nhiéu han ché
nhu ¢ cac tai bién, it duoc ngudi bénh chap thuan va mot sé sai s6t
ky thuat.
Fibroscan: Dya trén nguyén tic xac dinh d6 cing cia gan tir d6 xac
dinh duoc muc d6 xo hoa gan theo phan loai Metavir. Ky thuat nay
dugc Sandrin L nghién ctu va dé xuat tng dung trong danh gia mic
d6 xo hoa gan. Fibroscan ciing di dugc nhiéu nghién ctru ghi nhan co
gia tri danh gia muc d6 xo héa gan va khic phuc duoc cac han ché
cua sinh thiét gan. Vi vay niam 2014 TCYTTG da khuyén céo sir
dung Fibroscan dé danh gia tinh trang xo hoéa gan & bénh nhan
VGVRCMT.
1.5. Chan do4n

Chén doan VGVRC dua vao xét nghiém anti-HCV va ARN-HCV.
Xét nghiém kiéu gen HCV nham muc dich lya chon phac dd thubc
khang virus va tién luong diéu tri. Tai luong virus (TLVR) la xét
nghiém quan trong trong theo ddi va danh gia hi¢u qua diéu tri.
1.6. Piédu tri VGVRCMT
1.6.1. Muc tiéu diéu tri VGVRCMT: La loai bo hoan toan HCV ra
khoi co thé, tirc 1a dat dugc dap ung virus bén viing (PUVRBYV), hay
khoi bénh.
1.6.2. Chi dinh diéu tri: Theo khuyén cdo cua TCYTTG, tit ca cac
bénh nhan nhidm HCV can duoc diéu tri thubc khang virus trir cac
trudng hop co tién lugng tir vong gan.



1.6.3. Phac db diéu tri

1.6.4.1. Phac dd khuyén céo cia TCYTTG va cac hiép hdi gan
mat thé gi6i: Phac do uu tién 1a cac peglFN + RBV, hoic phdi hop
phac d6 wu tién véi thudc DAA tly thudc vao kiéu gen, dap ung
virus, tinh sin co va diéu kién kinh té. Thoi gian diéu tri ciing phu
thuoc vao kiéu gen, dap tng virus nhanh (BUVRN).

1.6.4.2. Phac d6 cia B9 Y té Viét Nam: Nam 2013 cua Bo Y té Viét
Nam dé xuat str dung cac phac do sir dung peglFN + RBV, phdi hop
thém véi thuéc DAA néu thét bai véi phac dd wu tién.

Chuwong 2: POI TUGNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciu: Gom 90 bénh nhan du tiéu chuan chan
doan VGVRCMT va céc tiéu chudn diéu tri biang phac do pegIFN a-
2b + RBV, ciing nhu sinh thiét gan.
2.2. Pia diém va thoi gian: Nghién ctu duoc thuc hién tai Bénh vién
Bénh nhiét d6i Trung wong (BVBNDTU), trong thoi gian tir thang 1
nam 2012 dén thang 12 ndm 2015.
2.3. Phuwong phap nghién ciru
2.3.1. Thiét ké nghién ciru

Dbi véi muyc tiéu 1: Nghién ctu tién ciru ¢6 can thiép

Déi voi muc tiéu 2: Ap dung céc thuat toan dé xac dinh mic d6
xo hoa gan dya trén bang ching mé bénh hoc.
2.3.2. Cach chgn mdu: T4t ca bénh nhan nhap vién trong giai doan
nghién ciru, dong y tham gia nghién ciru va dap ung du céc tiéu
chuan nghién ctu, duoc chon vao theo phuong phap chon mau thuan
tién co chu dich.
2.3.3. Phwong phdp tién hanh
2.3.3.1. Sang loc bénh nhan: 110 bénh nhan c6 do tudi tir 18 tro én
c6 chin doan VGVRCMT dugc chung toi tu van vé& bénh
VGVRCMT va céc tiéu chuin dé chon vao nghién ctu. Sau khi bénh
nhan ky théa thuan tham gia nghién cau, ching t6i tién hanh cac xét
nghiém sang loc. C6 95 bénh nhan dong y tham gia nghién ctu. Két
thuc giai doan sang loc, ching tdi chon duwgc 90 bénh nhan nghién
ctru dap tng du cac tidu chuan chon va loai trir.
2.3.3.2. Cdc buéc tién hanh nghién ciu diéu tri

Bénh nhan duoc tu van diy du vé céc giai phap diéu tri, cac budc
tién hanh cua nghién cau va dwoc moi ky ban thoa thuan tham gia
nghién ctu.
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Phac do diéu tri dugc str dung trong nghién ciru 1a: peglFNa-2b +
RBV, theo “Huéng dan chan doan va diéu tri Viém gan virus C” ciia
Hiép hoi gan mat Hoa Ky nam 2009.

- Thoi gian diéu tri 24 tuan: Néu nhidm HCV kiéu gen 2, 3 hoic
c6 kiéu gen 1, 4 hodc 6 nhung TLVR trudc diéu tri < 4 x 10° Ul/ml
va dat DUVRN.

- Thoi gian diéu tri 48 tuan: Néu nhidm HCV kiéu gen 1, hoic 4
hoic 6, hoic kiéu gen khong xac dinh va c¢6 TLVR trudc diéu tri > 4
x 10° UI/ml va khong dat DUVRN.

2.3.4. Pdnh gid két qud nghién citu

2.3.4.1. Pdnh gid két qua diéu tri cia phdc do peglFN alfa-2b + RBV
a) Panh gia két qua diéu tri

Lam sang: Panh gia cac biéu hién toan than va cac biéu hién cua bénh
gan man tinh nhu vang da, vang mét, dau ha sudn phai, gan to, lach to. ..
Xét nghiém: Panh gia két qua diéu tri duoc duya trén cac xét nghiém

o Chuc nang gan: ALT, AST, bilirubin, albumin, prothrombin

o Virus: Dya theo tiéu chuin cua Hiép hdi gan mat My, bao gom
dap ung virus nhanh (BPUVRN), dap ttng virus sém (DUVRS),
dap tng virus muon (PUVRM), két thiic diéu tri va dap tng
virus bén viing (DUVRBYV)

o Mb bénh hoc: Panh gia mirc do xo hoéa gan, ton thuong mod
bénh hoc dya theo bang phan loai Metavir. Sy thay d6i mirc do
xo hoa gan sau diéu tri dugc chia thanh 3 tinh trang: Cai thién,
khong thay di va nang thém.

b) Panh gia tic dung khéng mong mudn

Lam sang: Phat hién tac dung khéng mong mudn xuat hién trong qua
trinh diéu tri

Xét nghiém: Bao gém cdng thirc méau, chirc nang than, tuyén giap.
2.3.4.2. Pdnh gid gid tri cia Fibroscan trong chén dodn xo héa gan

Fibroscan va sinh thiét gan duoc tién hanh dong thoi tai thoi diém
trude didu tri & tit ca 90 bénh nhan tham gia nghién cuu. Két qua
Fibroscan dugc di chiéu va so sanh véi két qua md bénh hoc dua theo
céc thuat toén thong ké.

2.4. Cac ky thuat can 1am sang dwegc ap dung trong nghién ciu
2.4.1. Xét nghiém huyét hec, sinh héa mau, virus

Céac xét nghiém huyét hoc, chic ning gan, than, tuyén giap,

TLVR, kiéu gen va sinh thiét gan duoc thuc hién tai BVBNDTU.
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Tai lugng virus dugce thyc hién bang k¥ thuat HCV-RNA Real Time
PCR trén hé thong COBAS AmpliPrep/ COBAS TagMan48-Roche,
ngudng phat hién > 15 UI/mL (37,5 copies/mL). Xét nghiém kiéu gen
HCYV thuc hién béng k¥ thuat giai trinh ty gene trén hé théng AB 3130XL
2.4.2. Sinh thiét gan

Sinh thiét gan bang ky thuat sinh thiét qua da dudi huéng dan siéu
am. Xu ly va xac dinh mirc do xo hoéa gan theo phan loai Metavir va
duoc thyc hién tai Trung tm Giai Phau bénh, Bénh vién Bach Mai.
2.4.3. Xdc dinh mirc dp xo héa gan bang Fibroscan: Bang may
FIBROSCAN®502 Echosen. Két qua la trung binh caa 10 lan thim
do, thé hién duéi dang kPa, xac dinh mirc d6 xo hoa gan theo phan
loai Metavir.

2.5. CAc tiéu chuin danh gia

Cac chi s6 xét nghiém duoc phan loai theo hang sé sinh hoc cua
nguoi Viét Nam.

Danh gia két qua diéu tri: Két qua tét: Néu sau két thuc diéu tri 24
tuan, TLVR dudi ngudng phat hién va xét nghiém chirc ning gan
trong ngudng gia tri binh thuong; That bai diéu tri: Néu phai ngirng
diéu tri do khéng dap ung diéu tri, hodc tai phét, hoic xét nghiém
chirc nang gan khong tré vé ngudng binh thuong.

Danh gia dap ung virus: PUVRBV néu sau két thuc diéu tri 24
tuan, TLVR dudi ngudng phat hién. Tai phéat néu sau két thuc diéu tri
24 tuan, TLVR trén ngudng phét hién.

2.6. Phan tich sé li¢u

Dit liéu nghién ctru duoc quan ly va xir ly bang phan mém SPSS

16.0. Sir dung céc thuat toan thong ké dé xac dinh méi trong quan,
va so sanh su khac biét. Str dung duong cong ROC, AUROC, chi s6
Youden dé xac dinh gi4 tri caa Fibroscan. Két qua kiém dinh c6 y
nghia khi p < 0,05.
2.7. Pao dic nghién ciu: Nghién ctu duoc Hoi ddng dao dic
BVBNDTU théng qua. Bénh nhan duoc giai thich day da vé nghién
ctu, tinh can thiét cua cac xét nghiém, danh gia két qua diéu tri, sinh
thiét gan va Fibroscan, dugc ky thoa thuan tham gia nghién cuu.
Bénh nhan c6 quyén rat lui khoi nghién cau vi bat ci Iy do gi. Cac
thong tin vé bénh nhan duoc ma héa va bao mat.



Chuong 3: KET QUA NGHIEN CUU

3.1. Két qua diéu tri VGVRCMT biing phac do pegIFNo-2b + RBV
Nhém diéu tri 24 tuan 1a 15 bénh nhan (16,67%) va nhom diéu trj

48 tuan 1a 75 bénh nhan (83,33%). Két qua nhu sau:

3.1.1. Két qua diéu tri vé 1am sang
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Biéu d6 3.1: Thay d6i 1am sang trong qua trinh diéu tri
Trén 1am sang, cac biéu hién bénh cai thién rd rét tai cac thoi diém
danh gia. Tinh trang mét moi, chan an ton tai kéo dai trong qua trinh
diéu tri.
Bang 3.1: Két qua diéu tri dwa trén 1am sang caa 90 bénh nhan
Kétquatét | Thiatbai | Taiphat

n (%) n (%) n (%)
Nhom diéu tri 24 tuan 15 (100,0) 0 0

Nhom diéu tri 48 tuan 68 (90,67) 3%(3,33) | 4°(4,44)
Tong sb 83 (92,22) 3(3,33) 4 (4,44)

a) 3 bénh nhdn c6 TLVR luén trén nguéng phat hién; b) 4 bénh nhan c6
TLVR trén nguong phéat hién ¢ thoi diém sau két thiic diéu tri 24 tuan.

Két qua diéu tri bang phac dd peglFN alfa-2b + RBV tai thoi
diém sau két thuc didu tri 24 tudn nhu sau: Két qua diéu tri tot Ia
92,22%, that bai diéu tri 1a 3,33%, tai phat 1a 4,44%.



3.1.2. Két qud diéu trj vé xét nghigm
Bang 3.2: Thay doi xét n

hiém chirc ning gan

Trwéc

Chi s6 didu tri Tuin4 | Tuadn12 | Tuidn24 | Tuén 48
ALT 103,68 + | 64,2+ 58,8 |40,0 = 30,6 |3L,4 « 18,4|28,8 + 14,7
(U/L) 65,43 p*: 0,00 p% 0,00 | p* 0,00 | p* 0,00
AST 83,98 |56,6+51,0 (38,73 +25,5/33,0 + 21,0[29,6 + 11,5
(U/L) +5296 | p%0,00 | p%0,005 | p% 0,00 | p*0,00
GGT 116,1+ | 78,7+70,7 | 56,4 + 45,8(47,9 + 41,7[41,2 + 25,3
(U/L) 106,0 p*: 0,00 p% 0,00 | p* 0,00 | p* 0,00
Bilirubin TP | 20,25 | 153+69 | 13,7+5,6 |128+4,7|12,4+3,9
(mmol/L) +18,47 | pt: 0,001 | p% 0,00 | p*:0,00 | p* 0,00
Protein TP 8,03 57+34 | 52+28 [51+28 | 48+2.2
(g/L) +9,17 | p% 0,006 | p% 0,003 | p% 0,002 | p*: 0,009
Albumin 7684 [ 770+52 | 76257 |773+53[773+57
(g/L) +6,09 | p0,733 | p% 0,509 | p* 0,475 | p*: 0,559

Nong do ALT, AST va bilirubin cai thi¢n tir tuan 4 va tré ve glol
han binh thuong vao tuan 12. Nong do GGT giam dan tir tuan 4 va
tro vé nguorng binh thuong vao tuan 24. Nong do proteln va albumin
mau van on dinh trong ngudng sinh ly, albumin mau c6 giam nhe tai
tuan tha 4 va 12.

Béng 3.3: Dép lng virus trong qua trinh diéu tri (n = 90)
Thei didm Picutri24 | Dieutri48 | Tongsd
tudn; n (%) tudn; n (%) n (%)
4 tuin - 15 (100) | 43(57,33) | 58 (64,44)
a n 0 32 (42,67) | 32(35,56)
R - 15 (100) | 64(85,33) | 79 (87,78)
12 wan T 0 11 (14,67) | 11 (12,32)
R - 15 (100) 72(96,0) | 87 (96,67)
24 tuan T 0 F (4,0) 3(3,33)
R - - 72(96,0) | 72(80,0)
48 tuan " - 3(333) | 3(333)
Sau két thtic ] 15 (100) | 68°(90,67) | 83(92,22)
diéu tri 24 c
A + 0 7°(9,33) 7(7,78)

“3 Bénh nhan ngimg diéu tri sau tudn 24 do khdng PUVR; "2 BN nging
diéu tri vao tuan 36 va 44 do tac dung khong mong muén cua thUOc nhung

déu c¢6 TLVR Adudi ngu’o’ng phéat hién sau 24 tuan nging thUOC

93 BN trén

ngudng tir tuan 24 va 4 BN trén nguéng sau khi két thiic diéu tri.
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Nhom diéu tri 24 tuan: PUVRN dat 100% va sau két thuc diéu tri
24 tuan PUVRBV 100% dat.
Nhom diéu tri 48 tuan: Sau 4 tuan 57,33% dat DPUVRN. Sau 12
tuan 85,33% c6 PUVRS. Sau 24 tuan 96% dat DPUVRM, c6 4,0%
phat hién duoc virus va ngimg diéu tri. Sau 48 tuan 72/75 bénh
nhan c6 TLVR dué6i ngudng phat hién. Sau khi két thuc diéu tri 24
tuan, 88% dat DPUVRBYV, nhung 4,44% c6 TLVR trén ngudng
phét hién (tai phat).
Tinh chung 2 nhém: Ty 1& dat BPUVRBV 92,22%, that bai didu tri
7,78%.

Trong s6 90 bénh nhan nghién cau, 50 bénh nhan duoc sinh

thiét gan trudc va sau diéu tri. Két qua mé bénh hoc nhu sau:

~

50,0%
= Trueéc didutrj ™ Sau didu trj N

36,0%

28,0%

Biéu dd 3.2: Mitc d xo héa gan theo két qua sinh thiét truéc va

sau diéu tri

Sau diéu tri c6 sy gia ting muc d6 xo héa gan nang. Cu thé giai

doan F3 tir 44,0% chuyén thanh 50% va F4 tir 10,0% chuyén thanh
36,0% (p > 0,05).
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Bing 3.4: Cac dang ton thwong mé bénh hoc trwdc va sau diéu tri

Dang ton thwong mod Truéc diéu tri Sau diéu tri

bénh hoc n (%) n (%)

Khong c6 9 (18,0) 21 (42,0

Hoai tt mbi | Nhe 32 (64,0) 27 (54,0)
gam Vira 8 (16,0) 2 (4,0)
Ning 1(2,0) 0 (0,0)
iz Khdng c6 3(6,0) 3(6,0)

Roal i iU Vi 38 (76,0) 44 (88.0)
y Nang 9 (18,0) 3(6,0)

. 5. | Khong 46 (92,0 50 (100,0)
Hoai tu cau noi o 4(8,0) 0(0,0)
Khong c6 0(0,0) 0 (0,0)

Viém khoang | Nhe 27 (54,0 47 (94,0)
clra Vira 19 (38,0 3(6,0)
Nang 4 (8,0) 0 (0,0)
Khéng c6 (FO) 3(6,0) 2 (4,0)
Nhe (F1) 9 (18,0) 2 (4,0)
Xo hoa Vira (F2) 12 (24,0 3(6,0)

Ning (F3) 21 (42,0 25 (50,0)

Xo gan (F4) 5 (10,0) 18 (36,0)

Sau diéu tri, tit ca cc dang hoai tir viém c6 xu huéng mat di hoic cai
thién. Tuy nhién, c6 sy gia tang tinh trang xo hda gan nang va xo gan.

4 N\
92 0% s o
HTrede dieutri ®@Sau dieutri
100
<0 66.0% p: 0,692"; o test
60
28.0%
40 ;
50 6.0% 6.0% 2.0%
Al A2 A3
\ J/

Biéu dd 3.3: P9 hoat dong hoai tir viém trén sinh thiét gan truéc
. & sau diéu tri
Sau diéu tri, do hoat dong hoai tir viém mirc d6 trung binh (A2) va
manh (A3) c6 xu hudng giam, twong (ng la su gia tang do hoat déng
viém hoai tir mirc @6 nhe (Al).
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3.1.3. Céc tac dung khéng mong muén
Bang 3.5: C4c tac dung khong mong muén trén 1am sang

Téac dung khong mong muon n %

Gay sut can, suy nhwoc 71 78,89
Sot, hgi chirng gia cim 65 72,22
Viém nhiém tai di€ém tiém 62 68,89
Pau dau, chéng mit, mat ngi 54 66,00
Rung téc 57 63,33
Gidm ham muon 40 44,44
Pau co, khép 26 28,89
Khé da 23 25,56
Pau bung, buon nén, ia chay 21 23,33
Run tay 19 21,11
Mat tap trung 12 13,33
Tram cam, roi loan cim xuc 7 7,78
Kich thich 4 4,44
Khac 10 11,11

Tac dung khong mong muon hay gap la gay sut, suy nhugc, sot,
hoi ching gia cm, viém nhiém tai diém tiém. It gip hon 1a dau dau,
chéng mat, mat nga, rung téc va giam ham muén. Céac biéu hién co
tan XUAt thap la dau co khép, kho da, dau bung, budn non, run tay,
mét tap trung, tram cam, kich thich. Tac dung phu khéc hiém gap la
viém phdi, lao phéi, viém vong mac, dai thio dudng.

Bang 3.6: Tac dung khdng mong muén vé huyét hec

hoi diém Tuan 4 Tuan 12 Tuan 24 Tuan 48
, (N = 90) (N = 90) (N = 90) (N = 73)

Chi sb n (%) n (%) n (%) n (%)
Hemoglobin (Hb; g/L)
<85 2 (2,22) 2 (2,22) 4 (4,44) 7 (5,48)
85— 100 6 (6,67) 11 (12,22) 9 (10,0) 7(9,59)
So lwgng tiéu cau (SLTC; G/L)
<25 0 0 0 0
25 - 50 0 0 T(L1D) 1(L37)
S6 lwgng bach cau (SLBC; G/L)
<1,0 1(L,11) 1(L,11) 0 0
10-15 0 0 1(L,10) 1 (1,37)
S6 lwgng bach cau trung tinh (SLBCTT; G/L)
<05 0 0 0 1 (1,37)
0507 0 2 (2,22) 2 (2,22) 0

*Nhom diéu tri 48 tuan cé 75 bénh nhadn, trong dé 2 bénh nhan dimg diéu
tri vi khong DUVR



Trong qua trinh diéu tri:

- Hb giam nang (< 85 g/L) gap & 2,22% - 5,48% va xuat hién som.

- SLBC giam rat nang (< 1,0 G/L) gap 1,11% vao tuan thi 4 va
tuan 12. O tuan 24 va 48, c6 1,11% giam SLBC ning (1 —
1,5G/L). SLBCTT giam rat nang (< 0,5 G/L) gap 1,37% & tuan 48
(nén van hoan thanh liéu trinh diéu tri).

- SLTC giam nang (25 —50%/L) gap 1,11% va 1,37% & tuan 24 va 48.

Bang 3.7: Thay d6i xét nghiém chire niing than, chirc ning tuyén

giap va AFP trong qua trinh diéu tri

12

Chisé |TruéePT| Tuin4 | Tuan12 | Tuidn24 | Tuin 48
Ure |, o g #8611 [451211 (440211 | 44811
(mmol/L) | ’ p':0,156 | p*::0,689 | p* 0,652 | p*: 0,527
Creatinin| 81,97+ [83,9+126(82,5+138(83,6+13,6(84,1+14,0
(umol/L) | 15,41 p':0,163 | p2:0,733 | p*: 0,334 | p* 0,484
Glucose |51 4 gp| 524107 [53£120 524078 | 56+34
(mmol/L) |~~~ 7 p: 0,349 | p% 0,905 | p* 0,655 | p* 0,440
TSH |y i0g| 19%09 [ 1,911 [ 1,910 | 1809
(pUI/L) | | p':0,023 | p?: 0,003 | p* 0,016 | p*: 0,006
FT3 |, e, 57| 50%52 [93+£206[108+248| 87+317
(ug/L) | ' p': 0,415 | p% 0,030 | p* 0,017 | p* 0,296
FT4 1533+ | 149+25|148+21 | 151+38 | 252+33
(ng/L) 4,14 p': 0,188 | p% 0,095 | p* 0,328 | p* 0,473
AFP 1126+ | 74+114 | 62+76 | 53+54 | 48+49
(ng/L) 18,16 p:0,00 | p%0,00 | p% 0,001 | p* 0,002

- Nong do FT3 trong mau ting & tuan thir 12 cho dén tuan 48 (p < 0,05).
Nong d6 FT4 luon dao dong bat thuong va tang cao & tuan 48. Nong
d6 TSH tang tir tuan thir 4 va tiép tuc ting kéo dai subt qua trinh didu
tri. Khong thiy su bién d6i bat thuong cua ndng do creatinin va ure
mau trong qua trinh diéu tri. Nong d6 AFP mau giam cé ¥ nghia
théng ké (p < 0,01).
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3.1.4. CAc yéu té anh hwéng dén két qud diéu tri.
Bang 3.8: Yéu t6 kiéu gen, tai lwong virus véi cac tinh trang PUVR

Pap wng virus p
Véu th DUVRN| DUVRS |[DUVRM |Téi phatPUVRBY|
Kiéu gen HCV** 0,18 0,18 0,93 0,25 0,29
TLVR* 0,24 0,04 0,00 0,03 0,00

TLVR >4x 10°Ul/ml 0,81 0,67 0,33 0,26 0,45

Kiéu gen HCV, TLVR cao khong lién quan véi DPUVR (p > 0,05).
TLVR c6 lién quan v6i BPUVRS va BPUVRM (p <0,05). TLVR trude
diéu tri lién quan chat ché véi PUVRBYV (p < 0,001).

Bang 3.9: Twong quan giira tinh trang PUVR véi PUVRBV

Twong quan DUVRBYV
Pap wng virus P OR
DUVRN 0,015 6,46
DUVRS 0,25 -
DUVRM 0,001 31,8

Yéu té tién luong cua PUVRBV 1a DPUVRN va DUVRM.
DUVRS khoéng phai 12 yéu té tién lugng PUVRBV.
3.2. Két qua nghién ciru gia tri ciia Fibroscan so sanh v6i md bénh
hgc & bénh nhan VGVRCMT
3.2.1. Két qud nghién cizu vé mod bénh hec (n =90)

15%’\12% = EO
F1
24%

29% - 3
20% / mF4

Biéu @ 3.4: Mitc d9 xo héa gan theo phan loai Metavir

Nhan xét: Két qua sinh thiét gan cho thidy muac dé xo hoa nang (F3)
va xo gan (F4) 1a 43,01%; xo hoa mirc ¢ vua (F2) 1a 20%, xo hoa
gan nhe (F1) 1a 23,67%, c6 12% khong xo hoa gan (FO0).
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( 4% h
mAl
mA2
A3

. J

Biéu d6 3.5: P hoat dong hoai tir viem theo md bénh hec

Tat ca bénh nhan déu ¢ viém hoai tir, trong d6 70% s6 bénh nhan ¢
muc do n,he (A1), 26% & mirc do trung binh va 4% & mirc d6 nang (A3).
3.2.2. Két qud nghién ciru gia tri caa Fibroscan trong chan dodn
xo0 héa gan ¢ bénh nhan VGVRCMT
3.2.2.1. Gi4 trj cia Fibroscan trong chan dodn xo héa gan & bénh
nhan VGVRCMT
Bang 3.10: P§ tin cay cia Fibroscan trong chdn doan xo héa gan

iai doan xo
héa F1 F2 F3 F4

Gia tri

Diém cat (kPa) 6,0 7,2 12,3 14,3
AUROC 0,91 0,84 0,80 0,81

Cl 95% 0,73-0,98 | 0,75-0,91 | 0,66-0,84 | 0,61-0,90
Do nhay (%) 88,61 96,49 71,79 76,19
Do dic hiéu (%) 81,82 69,70 78,43 88,41
NVP (%) 97,22 84,62 71,79 66,67
PPV (%) 50,0 92,0 78,43 92,42

Nhan xét: Piém cit cua Fibroscan twong tng la: F1 1a 6,0 kPa,
AUROC: 0,91, d0 nhay 88,61%, d0 dac hiéu 81,82%; F2 1a 7,2 kPa,
AUROC: 0,84, d0 nhay 96,49%, do dac hiéu 69,70%; F3 la 12,3 kPa,
AUROC: 0,80, d6 nhay 71,79%, do dac hiéu 78,43%; va F4 la 14,3
kPa, AUROC: 0,81, d0 nhay 76,19%, d6 dac hiéu 88,41%.
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3.2.2.2. Két qua Fibroscan
Bdng 3.11: Két qua Fibroscan theo phén loai Metavir trudc diéu tri

Giai doan xo héa gan n % R +SD
FO 6 6,67 4,47 + 0,37
F1 13 14,44 5,86 £ 0,58
F2 18 20,00 8,28 0,74
F3 18 20,00 10,98 £0,81
F4 35 38,89 240x+111
Fibroscan 14,65 + 10,95 kPa

Nhan xét: Theo phan loai Metavir, trudc diéu tri 58,89 % c6 xo hoa
gan nang (F3) va xo gan (F4), 20,0 % c6 xo hda gan trung binh (F2),
14,44% xo hoa gan nhe (F1) va 6,67% khong xo hoa gan (F0). B9
cting trung binh gan la 14,65 + 10,95 kPa .

s0.00-

s0.00

a0.00-

kPa

30.00-

20,00

i

=%
Biéu dd 3.6: Pdi chiéu két qua Fibroscan véi két qua sinh thiét gan
C6 su tuong quan gitra mirc do xo hoa gan va do cing cta gan trén
Fibroscan, d6 cing cang cao thi mirc d6 xo hoa gan cang nang (p >0,05).
3.2.2.3. C4c yéu té danh hueng
Bang 3.12: Pdi chiéu két qua Firoscan véi mot so yéu té nhan
khiu hoc

hi ok Twong quan D C195%

Tubdi’ 0,032 0,024 — 0,03
Gioi 0,737 -0,036 — 1,00
BMI™ 0,456 0,451— 0,47
Sir dung ruou 0,288 -0,129 — 1,00
S6 lwong ruou’ 0,122 0,107 -0,12
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Mtc d6 xo hoa gan trén Fibroscan c6 mdi tuong quan voi do tuoi
(p < 0,05; CI95%: 0,024 - 0 ,031), nhung khong c6 mdi twong quan
Véi s6 gisi, BMI, uong ruou va sb luong ruou.
Bang 3.13: Pdi chiéu két qua Fibroscan véi cac chi sé huyét hoc

Chi sb = P C195%

Héng ciu 0,125 -0,163 — 1,00
Hb 0,644 -0,049 — 1,00
SLBC 0,005 -0,294 — 1,00
SLTC 0,00 -0,431 1,00

Mtrc d6 xo hoa gan trén Fibroscan c6 tuong quan chat ché vai chi
s6 SLBC, SLTC (p < 0,005), nhung khong tuong quan céc chi sb
SLHC, Hb (p > 0,05).

Bang 3.14: Pdi chiéu két qua Fibroscan véi cac chi sé sinh hda

Twong quan

Chi sé p Cl195%

ALT 0,042 0,038 — 0,045
AST 0,001 0,00 — 0,001
GGT 0,001 0,001 — 0,002
Glucose 0,468 0,458 - 0,478
Bilirubin TP 0,06 0,056 — 0,065
Bilirubin TT 0,211 0,203 -0,219
Protein 0,947 0,943 - 0,951
Albumin 0,472 0,462 — 0,481

Mtc do xo hoa gan theo Fibroscan c6 tuong quan véi cac chi so
ALT (p < 0,05; CI95%: 0,038 — 0,045), AST (p < 0,001; CI195%:
0,00 — 0,001) va GGT (p < 0,001; CI95%: 0,001 — 0,002), nhung
khong twong quan véi chi sé bilirubin TT, bilirubin TT, glucose,
protein va albumin mau (p > 0,05).
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Chuong 4: BAN LUAN

4.1. Két qua diéu tri VGVRCMT biang phic dd peginterferon
alfa-2b phéi hop ribavirin

O bénh nhan VGVRCMT, muyc tiéu cia diéu tri bang thudc khang
virus 1a dat dugc DPUVRBYV tir d6 binh thudng héa chirc nang gan,
cai thién triéu chimg 1am sang, dong thdi dy phong va han ché cac
bién ching ciia bénh gan man tinh.

Két qua diéu tri trén 1am sang: Trong nghién ciru niy, cac biéu
hién 1am sang duoc cai thién som va rd rét. Cu thé, biéu hién vang
da, gan to, may day, phu, lach to déu cai thién trong 24 tuan dau.
Tuy nhién tinh trang mét méi va chan an van ton tai kéo dai & 20%
s6 bénh nhan. Cac biéu hién nay, theo y kién ctia chiing t6i c6 thé
c6 lién quan dén tac dung khong mong mudn cua thudc. Tuong tu,
Sarkar S. va P.T.T.Thuy cling ghi nhan tinh trang mét moi kéo dai
trong qué trinh diéu tri nhung mat di ngay khi két thuc diéu tri.

Panh gia két qua diéu tri trén 1am sang, ching tdi ghi nhan c6
92,22% bénh nhan dat két diéu tri qua tot, 3,33% bénh nhan that bai
didu tri va 4,44% bénh nhan tai phat.

Két qua diéu trj trén xét nghiém: Két qua nghién ctru cho thiy
cac chi sd sinh héa chtrc ning gan ciing dugc cai thién rd rét. Nong
d6 ALT trung binh trudc diéu tri 1a 103,68 + 6543 U/L, giam
xudng 64,19 + 58,8 U/L sau 4 tuan diéu tri, va tré vé gi6i han binh
thuong tir tudn thir 12. Ngoai ALT, chang t6i cling ghi nhan c6 su
cai thién cac chi s sinh hoa chirc ning gan khac nhu AST, GGT,
bilirubin toan phan. Nghién ciru ctia Rao P.; Wang M. va mot sb téc
gia khac ciing ching minh phac d nay gop phan cai thién tinh
trang huy hoai té bao gan.

Vé dap wng virus: Ty 1€ bénh nhan dat dugc DPUVRN 1a 64,44%
sau 4 tuan diéu tri. Néu tinh riéng cho ting nhom, ty 16 PUVRN &
nhém bénh nhén diéu tri 24 tuan 1a 100%, & nhém bénh nhan diéu tri
48 tuan 14 57,33%. Ty 1& bénh nhan dat dugc DUVRS tinh chung cho
ca hai nhom 1 87,78%, nhém bénh nhan diéu tri 24 tudn dat 100% va
nhom bénh nhan diéu trj 48 tuan dat 85,33%.
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Panh gia DPUVRBV ¢ thoi diém sau khi ngimg diéu tri 24 tuan
cho thay: Nhom diéu trj 48 tudn ty 1¢ dat PUVRBYV 1a 88,0% va c6 4
(4,44%) bénh nhan c6 TLVR trén ngudng phat hién, ching tdi xac
dinh 14 tai phat; Nhom diéu tri 24 tudn, ty 1& dat PUVRBV 1a 100%.
Néu tinh riéng cho timg kiéu gen, ty 16 dat PUVRBYV ¢ bénh nhan
nhiém HCV mang kiéu gen 1 1 86,97%, kiéu gen 6 1a 97,3%. Tinh
chung cho ca 90 bénh nhan dugc diéu tri, ty 1é dat dugc PUVRBV la
92,22%, tuy nhién ciling c6 7,78% ) truong hop that bai diéu tri.
Theo P.T.T.Thuy ty 1&¢ dat DPUVRBYV dao dong 71% - 90%. Nghién
ctru ciia Nguyen N.H cho thdy ty 18 dat PUVRBV & cac bénh nhan
nhidm HCV kiéu gen 6 1én toi 74%.

Két qud nghién ciru nay cho thay ty 1é dat PUVRBV cao ¢ bénh
nhin VGVRCMT dwoc diéu tri bang phdc do pegIFN a-2b + RBV.

Trong nghién ctru niy, ching t6i da danh gia sy thay doi mo
bénh hoc & 50 bénh nhan nghién ctru dya trén két qua sinh thiét gan
trude va sau diéu tri. Két qua cho thy, dang ton thuong hoai tor mbi
gam, hoai tir tiéu thuy déu cai thién. Hoai tir cau ndi khoi hoan toan.
Tuy nhién c6 sy gia ting dang ton thuong viém khoang cira. V&
murc d6 hoat dong viém hoai tir: Cai thién la 17/50 (34%) va khéng
thay d6i 1a 29/50 (58%), ning thém 1a 4 (8%) bénh nhan. V& tinh
trang xo hoa gan: Cai thién gip ¢ 8 (16,0%), khong thay d6i ¢ 17
(34,0%) va tién trién nang thém gip & 25 (50,0%) bénh nhan. Hién
van con ¥ kién trai chiéu vé xu huéng bién thay d6i mic d6 xo hoa
gan sau diéu tri. Theo D’Ambrosio R. c¢6 su cai thién dang ké mirc
d6 xo héa gan sau diéu tri. Tuy nhién ciing nhu nghién ctru cua
chdng t6i, Goodman Z.D thay rang c6 su gia ting mic d6 xo hoa
gan & mot s6 bénh nhan sau diéu tri bé'mg thude khang virus.

Tir két qua nghién ciru, ching t6i cho rang mdc di dat dwoc
PUVRBY, tinh trang xo héa gan van cé thé tién trién ning thém sau
khi diéu tri bang thudc khdng virus. Vi vy, theo déi dai han tién trién
xo héa gan sau diéu tri nham phat hién sém cdc bién chimg la can
thiét. Tuy nhién ciing can cé thém nghién civu dé danh gid sw thay doi
mé bénh hoc gan sau diéu tri nham ddanh gia cdc xu hudng tién trién
mo bénh hoc gan.
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Vé tac dung khéng mong mudn: 'Trong nghién ctru nay, ching
t6i ghi nhan tac dung khéng mong muén hay gap 1a tinh trang gay st
cén, suy nhuogc (78,89%), hi ching gia cum, st (72,22%). Hoi
ching gia ciim va st thuong xuat hién ngay khi bat dau diéu tri va
kéo dai trong thoi gian dung peglFN. Tinh trang dau dau, chong mat,
mét ngi gip & 66,0% bénh nhan, thudng xuit hién som cung voi sot
va hoi ching gia cam. Tinh trang suy nhuoc va gly sht can xuat hién
muon. Cac biéu hién vé tam than kinh c6 thé gap 1a giam ham mudn,
run tay, mat tap trung, trim cam va kich thich. Viém nhlem hogc phan
{ing tai diém tiém la tac dung phy hay gap trén da. Cac rdi loan ho hap
c6 thé gip bao gdm viém ph01 k&, viém phé quan, viém phoi nhiém
khuan, lao phéi sau 4 tuin diéu tri. Cac tac gia nhu McHutchison
J.G. va Russo M.W. ciing thong béo ve cac tac dung khong mong
muon tuong tw khi di€u tri bang phac do peglFN + RBV.

Cac tac dung phu khac nhu biéu hién thiéu mau xuat hién sém,
ngay sau 4 tuan diéu tri v6i 2,22% bénh nhan thiéu mau nang (Hb <
85 g/L). P4i v6i bénh nhan thiéu mau ning, ching t6i da diéu tri
truyén khoi hdng ciu, giam liéu RBV va sir dung erythropoietin. C6
2 bénh nhan giam bach cau rat ning (< 1,0 G/L) ¢ tudn tht 4 va 12
va 1 bénh nhan ¢6 giam SLBCDNTT mirc d6 nang. Tinh trang giam
tiéu cau ciing duoc chung t6i ghi nhan & 1/90 bénh nhén vao tuan thi
24 va 48. Ngoai ra ching t6i ciing gip cac rdi loan chirc ning tuyén
giap, viém vong mac, dai thao duong. McHutchison J.G ciing ghi
nhan nhiéu truong hop giam cac dong t& bao mau khi diéu tri bang
phac db pegIFNa + RBV.

Chung t6i cho ring khi diéu tri bing pegIFNo + RBV, cac tac
dung khong mong mudn di 1am gia ting tinh trang kém tuan thu. Tuy
nhién trong nghién ctru nay, do dugc tu vAn dﬁy du, toan bo bénh
nhan ciia ching toi déu tuan thu tot.

Cic yéu to anh hwong dén két qua diéu tri

Két qua nghién ctru caa chlng t6i cho thiy cac yéu té nhu kiéu gen
HCV va TLVR cao khong anh huong téi BPUVR (p > 0,05); TLVR
trude didu tri c6 lién quan véi BPUVRS va PUVRM (p < 0,05) va lién
quan chit ch& véi BPUVRBV (p < 0,001).

Tinh trang PUVR dugc cho 1a yéu td tién lugng BPUVRBV quan
trong khi diéu tri bang pegIFNa + RBV. Trong nghién ctru nay
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DUVRN va DPUVRM 1a cic yéu t6 tién luong cia PUVRBV. Tuy
nhién DPUVRS lai khong c6 mdi trong quan v6i PUVRBV. Nhiéu Y
van ciing di chi ra ring PUVRN la yéu t6 tién lwong chu yéu cua
PUVRBV. Tham chi, Fried M.W cho ring PUVRN 14 yéu t6 tién
luong quan trong nhat di véi PUVRBV.

4.2. Két qua nghién ciu gia tri caa Fibroscan so sanh véi mo bénh
hoc & bénh nhan VGVRCMT

4.2.1. Két qud nghién civu vé mé bénh hoc

Trong nghién ciru ctia chiing toi, tit ca 90 bénh nhan VGVRCMT
duoc sinh thiét gan trudc diéu tri. Két qua cho thay: Hoai tir mbi gim
muc do nhe 1a 63,4%, muc d6 vira 1a 14,4% va muc d6 nang la 4,4%.
Vé tinh trang hoai tir tiéu thuy, ton thuong muc d6 vira 1a 67,8%, mirc
d6 nang 13 13,3% va 15,6% c6 ton thwong dang ciu ndi. Viém khoang
ctra muc d6 nhe 1a 51,1%, mic do vira va nang 1a 37,8%. Déi chiéu
véi bang phan loai Metavir, mirc d§ hoai tir viém cta bénh nhan nhu
sau: muc d6 nhe (A1) la 70%, mic do trung binh (A2) 1a 25,56% va &
muc do nang (A3) 1a 4,44%.

Vé tinh trang xo héa gan dua trén két qua sinh thiét gan nhu sau:
khong xo hoa gan (F0) 1a 11/90 (11,22%), ¢6 xo héa (F1) la 22/90
(24,44%), xo hoa (F2) 1a 18/90 (20%), xo hoa F3 1a 26/90 (28,89%) va
x0 gan (F4) la 13/90 (14,44%). Theo Morgan T.R, bénh nhan c6 mirc
do xo hoa gan mirc dd ning va xo gan van co nguy co xuét hién ung
thu gan sau khi dat duoc PUVRBV. Vi vdy can chi dinh diéu tri thudc
khang virus sém va co ké hoach theo doi dai han cho cac bénh nhan
nay. Trong nghién ctru ndy, chung t6i di khuyén co cac bénh nhan c6
x0 hoa gan ning va xo gan can duoc theo doi dinh ky mdi 6 thang,
4.2.2. Gid tri ciia Fibroscan trong chin dodn xo héa gan & bénh
nhan VGVRCMT
4.2.2.1. Gid tri chan dodn xo héa gan ciia Fibroscan

Trong nghién ctru nay, ching t6i st dung két qua sinh thiét gan
trude didu tri 1a tiéu chuan tham chiéu, dong thoi st dung dudng cong
ROC va dién tich dudi dudng cong dé xac dinh gia tri cua Fibroscan
trong chan doan xo hoa gan. Két qua cho thiy AUROC cua Fibroscan &
cac giai doan xo hoa khac nhau dao dong tir 0,82 & F4 1én dén 0,92 6 F1
(p < 0,05). Piém cit cuia Fibroscan giai doan xo hoa F1 la 6,0 kPa,
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AUROC: 0,91, dat do nhay 88,61% va d¢ dac hi¢u 81,82%. Tuong tu
cho giai doan F2 la 7,2 kPa, AUROC: 0,84, dat d6 nhay 96,49% va do
dac hiéu 69,70%; F3 1a 12,3 kPa, AUROC: 0,80, dat d§ nhay 71,79% va
do dac hiéu 78,43%; va F4 la 14,3 kPa, AUROC: 0,81, dat d0 nhay
76,19% va do dac hiéu 88,41%. Theo Sandrin L. d nhay va d6 dac
hiéu ciia Fibroscan dao dong trong khoang 90%. Nhur vy véi két qua
phan tich nay, xét nghiém Fibroscan cd d¢ nhay va do dac hiéu cao
trong chan doan mirc d6 xo hoa gan.

Van d& can luyu y trén thyc hanh 1am sang 13 nhiéu nghién ciru da
dua ra khuyén cao vé gia tri ctia Fibroscan trong chan doan xo hoa
gan ¢ bénh nhidn VGVRCMT, do c6 su khac nhau vé gia tri chén
doan theo ting chung tdc, mau da. Mic du con nhiéu tranh cii vé gia
tri cta Fibroscan trong chan doan xo hoa gan, nhung chung t6i cho
rang nén st dung Fibroscan dé danh gia mirc d6 xo héa gan & bénh
nhan VGVRCMT ¢ Viét Nam vi mét sd 1y do sau:

— Tht nhét, Fibroscan dugc TCYTTG va cac Hiép hoi gan gan mat
c6 uy tin khuyén céo sir dung dé danh gia mirc d6 xo hoa gan.

— Tht hai, Fibroscan khoéng c6 bién chung, dé& thuc hién va khong
t6n nhiéu thoi gian, qua thyc té trong nghién ciru ny.

— Thu ba, danh gia mic d6 xo héa gan bang Fibroscan cho két qua

chinh xac cao, d¢ nhay va do dac hi¢u dao dong tir 70 — 90%.

— Tht tu, Fibroscan dé dang nhan duoc su chép thuan cua bénh nhan vi
vay c6 thé d& dang lap lai hidu 1an va c6 thé 4p dung thuong quy.

Vi vay k¥ thuat sinh thiét gan sé& chi can ap dung trong cac truong
hop khong thuc hién duoc Fibroscan, hoic két qua ciia nhing lan
danh gia trai ngugc nhau.
4.2.2.2. Két qua Fibroscan

Chung toi da tién hanh danh gia mirc d6 xo hoa gan trude diéu tri
bang Fibroscan cho tit ca 90 bénh nhén trong nghién ctru. Két qua
nhu sau: 6,67% bénh nhan & giai doan FO, 14,44% ¢ giai doan F1,
20,00% ¢ giai doan F2, 20,0 % ¢ giai doan F3 va 38,89% ¢ giai doan
F4. Gia tri trung binh cua Fibroscan truéc diéu tri 1a 14,65 + 10,95
kPa. Gia tri trung binh cua Fibroscan trong nghién ctru cta P.T.T.
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Thuy chi dao dong trong khoang 10,5 — 12,1 kPa. Theo nhiéu nghién
ctru, do ciing cua gan c6 do tuong thich cao véi mic do xo hoa gan.
4.2.2.3. Céc yéu t6 anh huong

Khao sat cic yéu td anh huong dén két qua Fibroscan, chung toi
nhan théy cac yéu t6 nhan khiu hoc nhu gidi tinh, BMI, lam dung rugu
va s6 luong ruou tiéu thu hang ngay khong anh huong dén do cing
ctia gan trén két qua Fibroscan (p > 0,05).

Tuy nhién mét s6 chi sé huyét hoc c¢6 lién quan nghich voi mirc do
x0 hoda gan trén Fibroscan, nhu $b luong héng ciu (r=-0,26; p < 0,05)
va s luong tiéu cau (r = -0,40; p < 0,001). Do gan tham gia vao qué
trinh tao mau nén mdi twong quan giita 46 cing (xo hoéa gan) cang
tang thi kha ning tham gia tao mau ctia gan cang giam. S6 lugng tiéu
cau giam co thé c6 lién quan dén tinh trang ting 4p luc ctra do hién
tugng ting cudng pha hay tiéu cau ¢ lach. Vi vay, theo Bureau C.;
Vizzutti F. ¢6 thé sir dung Fibroscan dé chin doan nguy co ting ap
luc tinh mach cira. Cac chi sb ALT (p = 0,042; CI95%: 0,038 —
0,045) va AST (p = 0,001; CI95%: 0,00 — 0,001) c6 twong quan
thudn véi do ciing cua gan trén Fibroscan. Mot sb tac gia nhu Wong
G.L va Arena U. da ching minh tinh trang ting nong d6 ALT c6 thé
lam sai 1éch két qua Fibroscan, vi vy khong nén str dung Fibroscan
trong giai doan viém gan cip, chi nén sir dung Fibroscan vao thoi
diém 3 thang sau khi ALT tr& vé ngudng binh thuong. Cac nghién
cru ciing nhan xét nhimg chi s6 xét nghiém ndng do protein,
albumin, ure, creatinine, bilirubin toan phan khong c6 méi tuong
quan voi do cimg cua gan trén Fibroscan (p > 0,05). Dé khao sat
thém anh hudéng ciia cac chi sd nay trén két qua Fibroscan, c6 thé can
c6 cac nghién ciru chuyén sau dé minh ching thém.

Xudt phat tir két qua nghién ciru va cde khuyén cdo, nghién citu ciia
chiing t0i da xdc dinh dwge gid tri diém cdt trén Fibroscan, dé xdc dinh
c&c giai dogn xo héa gan & ngueoi Viét Nam. Chiing t6i ciing khuyén cdo
can Idp lai nghién cieu dé tir dé xdy dung hé thong tiéu chudn Fibroscan
ap dung riéng cho nguoi Viét Nam.
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KET LUAN

. Vé két qua diéu tri

Trong qua trinh diéu trj, cac biéu hién 1am sang cai thién tir tuan thir
4 dn tuan 24, nhung biéu hién mét moi, chan an ton tai trong sudt
qué trinh diéu tri.

Céc chi s6 ALT, AST, bilirubin cai thién tir tuan 4 va 6n dinh vao

tuan 12. Albumin giam nhe & tuan 4 va 12.

Dap ung virus: PUVRBV 1a 92,22% va that bai diéu tri la 7,78%

(9om khong dap rng va tai phat). Yéu td tién lugng cia PUVRBV

1a DPUVRN (OR: 6,46; p < 0,05) va PUVRM (OR: 31,8; p < 0,001).

TLVR 12 yéu t6 tién lugng cia PUVRBV (p < 0,001), ciing nhu

DPUVRS va PUVRM (p < 0,05).

Két qua sinh thiét gan trudc va sau diéu tri cho thdy mirc d6 xo hoa

gan cai thién 1a 16%, khong thay doi la 34%, tién trién niang hon 1a

50%. Do hoat dong hoai tir viém cai thién 1a 34%, khong thay doi

la 58% va nang hon 1a 8%. Muc d6 xo hoa gan twong quan nghich

v6i AST, GGT, bilirubin TP va twong quan thuan véi chi sé hong
cau va Hb.

Céc tac dung khéng mong muén:

+ Lam sang: Hay gap gay sut can, suy nhuoc (79,89%), sbt, hoi
ching gia cum (72,22%), viém nhidm tai diém tiém (68,89%),
dau dau, chong mat, mat nga (66,0%), rung toc (63,33%) va
mét sb biéu hién da, khap, tinh than kinh gap tir 4,44 — 44,44%.

+ Xét nghiém: Hb giam va giam ning xuit hién trong qua trinh
diéu tri (2,22 — 12,22%). SLTC giam & tuan 24 va 48 (1,11%).
SLBC giam ¢ tuan 24 va 48; giam nang ¢ tuan 4 va 12 (tur
1,11% - 1,37%). SLBCTT giam & tuan 12 va 24 (2,22%) va
giam nang & tuan 48 (1,37%). FT4 dao dong bat thuong, ting
cao ¢ tuan 48. FT3 tang & tuan thir 12 — 48. TSH tang tir tuan 4
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va kéo dai. Nong d6 AFP thuyén giam rd rét. Creatinin va ure
khéng c6 bién doi bat thuong.

. Gia tri chan don xo héa gan cia Fibroscan

Fibroscan 1a xét nghiém c6 gi tri dé chan doan xo héa gan & bénh
nhan VGVRCMT.

Diém cit cua Fibroscan cho ting giai doan xo hoa gan tuong ung la:
F1 1a 6,0 kPa, AUROC: 0,91, d6 nhay 88,61%, d6 dac hiéu 81,82%;
F2 1a 7,2 kPa, AUROC: 0,84, d6 nhay 96,49%, d6 dac hiéu 69,70%;
F3 la 12,3 kPa, AUROC: 0,80, d6 nhay 71,79%, d6 dac hiéu
78,43%; va F4 la 14,3 kPa, AUROC: 0,81, d6 nhay 76,19%, d6 dac
hiéu 88,41%.

Gia tri dy bao duong tinh cho tung giai doan xo hoa gan: F1 la
97,22%; F2 la 84,62%; F3 la 71,79% va F4 la 66,67%. Gia tri du
bdo am tinh twong (ng: F1 la 50,0%; F2 la 92,0%; F3 la 78,43% va
F4 1a 92,42%.

Mtc d6 xo hoa gan c6 lién quan v6i mot sé yéu t, gom do tudi (p <
0,05; CI95%: 0,024 — 0,03), SLBC va SLTC (p < 0,05) ciing nhu
céc chi s6 chirc nang gan ALT (p < 0,05), AST va GGT (p < 0,01).

KIEN NGHI

T két qua cia nghién ciru nay chiing toi dwa ra mot s6 kién nghi sau:

1. Phac dd peglFNa-2b phdi hop ribavirin c6 hiéu qua didu tri
VGVRCMT cao tai Viét Nam. Tuy nhién do nhitng tac dung
khéng mong mudn nén can nghién cau thém phac d6 thuéc DAA.

2. Can &p dung xét nghiém Fibroscan dé danh gia mirc d6 xo héa
gan trong VGVRCMT. Xét nghiém sinh thiét gan chi can sir dung
trong truong hep khdng thuc hién dugc xét nghiém Fibroscan
hoac chua chic chan.

3. Can theo d6i thém tién trién xo hoa gan & bénh nhan VGVRCMT
dat dwoc PUVRBYV bing cac nghién ciru dai han.



A. THESIS INTRODUCTION
INTRODUCTION

Nowadays, Chronic Hepatitis C (CHC) is one of majors problems
of public health with approximately 3% population over the world
were confirmed infected the hepatitis C virus.

In recent years, to meet the needs of treatment, the World Health
Organization (WHOQ) and Association of liver diseases in the world
has recommended some regimens of CHC as well as methods to
monitor and evaluate results of treatment. Results of studies also
showed that there were different distributions of 6 genotypes of
hepatitis C virus (HCV), which was the cause of the disease, by
geographical areas and among the genotypes, there were different
treatment responses for antiviral drugs. In addition to methods to
assess results of treatment based on clinical symptoms, liver function,
virological response, WHO has also recommended using Fibroscan
test instead of test liver biopsy to track progression of liver fibrosis.

Therefore, the treatment regimens and Fibroscan test are
recommended that they should be assessed by each particular race,
skin color and different stages of CHC.

In Vietnam, according to some investigations showed incidence of
CHC was 2-3%. In recent years, Ministry of Health of Vietnam has issued
some treatment regimens based on recommendations of WHO in reality.
However, Up till now there has been a few large studies assessed
treatment outcomes of antiviral regimens for hepatitis C in Vietnam.

For the mentioned justifications, we have conducted the study named
“Evaluating of the effectiveness of peginterferon alfa-2b combination
ribavirin regimens in the patients with chronic hepatitis C and
accurate of the Fibroscan in assessment liver fibrosis” with the
following objectives:

1. Evaluating outcomes of chronic hepatitis C including
compensated cirrhosis patients treated by peginterferon alpha-
2b combine of ribavirin (PeglFNa-2b + RBV)

2. Evaluating value of Fibroscan compared with histopathological
evidence in determng degree of liver fibrosis

URGENCY OF THE TOPIC

Some studies have conducted to evaluate effects of each treatment
regimen in Vietnamese. However, the studies have not evaluated long



term effects of regimen peglFNa-2b + RBV. Moreover, the studies have
just evaluating results of treatment by essential indicators, such as
clinical manifestations, liver function, virological response. Evaluation
of treatment outcomes based on histopathological evidence has still
limited, though this is a very important factor for remote prognosis after
treatment by antiviral drugs. Furthermore, although Fibroscan test was
recommended by WHO using to track the progression after treatment,
but up till now it has not evaluated its value in Vietnamese people.
Practical significance and new contributions:

1. Defined histopathological changes in liver parenchyma of CHC
patients before and after treatment by regimens peglFN alfa-2b + RBV.

2. Evaluated treatment outcomes of regimens peglFN alfa-2b + RBV
in CHC patients in Vietnam.

3. Defined value of Fibroscan in diagnosis of liver fibrosis in CHC
patients in Vietnam.

THESIS STRUCTURE
Thesis has 135 pages, consists of 4 chapters: Chapter 1:
Literature review, 36 pages; Chapter 2: Subject and methodology, 21
pages; Chapter 3: Results, 35 pages; Chapter 4: Discussion, 38 pages.
The thesis has 47 tables, 10 charts, 16 photos, 270 references in both
Vietnamese and English.

B. CONTENT OF THESIS
Chapter 1: LITERATURE REVIEW

1.1. Epidemiology: HCV transmits primarily through blood.
According to announcement of WHO, there are about 130-170
millions people in the world has been infected with HCV. In Vietnam,
according to some surveys, incidence of HCV ranged between 2% -
3% population.
1.2. Virological characteristics: HCV belongs to the family
Flaviviridae, 55-65 nm diameter, 4106 Daltonsmolecular weight of .
Lipid shell E1 and E2 protein contains. HCV genome is a single-
stranded RNA-positive polarity, including nucleotide 9400, plays an
important role in the replication of HCV and regulation the decoding
process of the virus.

There are at least 6 HCV genotypes and 50 different subtypes have
been identified. The research results in the world have showde that



types of genotype have very different geographical distribution and
response to treatment with antiviral drugs.
1.3. Evolution of Chronic HCV infection

CHC Evolution: According to researches, 90% acute HCV cases
have no clinical symptoms and 85% will develop to CHC. Evolution of
CHC from getting HCV to appearing cirrhosis, liver cancer usually
happening around 25-30 years. Aproximately 25% CHC cases will
develop to cirrhosis, of which about 5% will develop to liver cancer.

Formation of liver fibrosis: HCV stimulates inflammatory cells

producing chemical intermediates, which activate the astrocytes.
Activated astrocytes stimulate inflammation, enhance the production of
collagen fibers. Collagen fibers are produced excessively deposited in
the interstitial space causing structural disorders of liver parenchyma,
developing liver fibrosis.
1.4. Clinical and laboratory: Acute HCV infection does not show
clinical symptoms. The patients are discovered accidently when periodic
health examinations. CHC patients might have some symptoms such as
fatigue, loss of appetite, jaundice, hepatosplenomegaly and some extra-
hepatic manifestations.

Laboratory: There may be an increase ALT, AST 2-3 times than
normal threshold value, accompanied by reducing protein, albumin,
prothrombin ratio ... histopathology test can meet liver fibrosis levels
from mild to cirrhosis liver.

Methods to evaluate the degree of liver fibrosis:

Liver biopsy: is the gold standard to assess degree of fibrosis and
inflammatory necrosis of liver. However this technique has many
limitations such as complications, little acceptance of patients and
some technical errors.

Fibroscan: Based on the principle of determining the stiffness of
liver to determining degree of liver fibrosis by classification of
Metavir. This technique was studied by Sandrin L and proposed
application in assessing liver fibrosis. Fibroscan also was confirmed
by many studies that it had value to access degrees of liver fibrosis
and overcome limitations of liver biopsy. Therefore, in 2014 the
World Health Organization recommended using Fibroscan to
evaluate status of liver fibrosis in CHC patients.



1.5. Diagnosis:

Diagnosis of Hepatitis C virus based on anti-HCV test and ARN-
HCV. Diagnosis genotype of HCV in order to choosing antiviral drug
regimen and treatment prognosis. Viral load (VL) is an important test
in tracking and evaluating the effectiveness of treatment
1.6. Treatment HCV:

1.6.1. Treatment goals HCV: Complete eliminating HCV out of
patient's body, meaning that achieving sustained virological response
(SVR), or cured.

1.6.2. Therapeutic indication: As recommended by WHO, all HCV
patients should be treated antiviral drug except in cases having
prognosis of near dead.

1.6.3. Treatment Regimen:

1.6.4.1. The recommendation of WHO and International association
of liver diseases : Preferred regimen is peglFN + RBV, or combining
with DAA that depending on the genotype, viral response, availability
of resources and economic conditions. Time of treatment also depends
on the genotype, Rapid Virologic Response (RVR).

1.6.4.2. Regimen of the Vietnam Ministry of Health: in 2013 Vietham
Ministry of Health proposed using the regimen peglFN + RBV,
combining with DAA if using the preferred regimen failed.

Chapter 2: SUBJECTS AND METHODOLOGY

2.1. Subject: Including 90 patients who had diagnosis of CHC and
had indication treatment by the regimen pegIFNa-2b + RBV, as well
as liver biopsy.
2.2. Place and time: The study was conducted at National Hospital for
Tropical Diseases (NHTD), from January 2012 to December 2015.
2.3. Methodology
2.3.1. Study Design:

For first objective: A prospective study intervention

For second objective: Applying algorithms to determine degrees
of liver fibrosis based on histopathological evidence.
2.3.2. Sampling: All patients admitted during time of the study,
agreed to participate in study and had study including criterias, they
were selected by convenience sampling method intentionally.



2.3.3. Methodology

2.3.3.1. Screening of patients: 110 patients aged 18 or older have
been diagnosed CHC. They were advised CHC disease and criterias
for choosing in the study. There are 95 patients agreed to participater
in the study. After patients has signed an agreement to participate in
the study, we conducted the screening tests. Finally, we chose 90
patients who meet the study criteria and exclusion.

2.3.3.2. Steps of treatment study

Patients were consulted fully on treatment solutions, steps of the
study and be invited to sign the agreement to participate in study.

The treatment regimen was used in the study: pegIFNao-2b +
RBV, according to "Guidelines for diagnosis and treatment of
Hepatitis C virus" America Association of liver diseases in 2009.

- Time of treatment 24 weeks: getting HCV genotype 2, 3 or
genotype 1, 4 or 6 but VL before treatment <4 x 10> IU/ml and
reached RVR.

Time of treatment 48 weeks: getting HCV genotype 1 or 4 or 6, or
indeterminate genotype and pretreatment VL > 4 x 10° IU/ml and do
not meet RVR.

2.3.4. Evaluating outcome
2.3.4.1. Evaluating treatment outcome of peglFN alfa-2b + RBV
a) Evaluating results of treatment

Clinic: Evaluating manifestations of the whole body and
manifestations of chronic liver diseases such as jaundice, yellow
eyes, right upper quadrant pain, hepatomegaly, splenomegaly ...

Lab: Evaluating results of treatment based on lab tests

o Liver function: ALT, AST, bilirubin, albumin, prothrombin

e Virus: Based on the standards of American Association of liver

diseases, including rapid virologic response (RVR), early viral
response (EVR), delayed virologic response (DVR), finishing
treatment and sustained virologic response (SVR)

e Histopathology: Assessing degrees of liver fibrosis,

histopathological lesions based on the Metavir classification.
The change in degrees of liver fibrosis after treatment were
divided into 3 status: Better, unchange or worse.
b) Evaluating side effects
Clinic: Detecting side effects occur during the treatment



Lab: Complete Blood Count, renal function, thyroid.
2.3.4.2. Evaluating Fibroscan value for diagnosing liver fibrosis

Fibroscan and liver biopsy were carried out simultaneously at the
time of treatment in 90 patients enrolled in the study. The results of
Fibroscan were collated and compared with histopathological results
based on statistical algorithms.

2.4. Preclinical techniques of the study
2.4.1. Blood test, blood chemistry test, virus

Blood test, liver function, Kidney, thyroid, VL, genotypes and liver
biopsy were performed in National Hospital Of Tropical Diseases.

Viral load was tested by HCV-RNA Real Time PCR technique,
COBAS AmpliPrep/ COBAS TagMan48-Roche system, detection
threshold > 15 IU / mL (37.5 copies / mL). HCV genotype techniques
performed by sequencing on the system AB 3130XL
2.4.2. Liver biopsy

Liver biopsy by percutaneous biopsy technique under ultrasound
guidance. The degrees of liver fibrosis was classificated and defined
by Metavir classification and was took place at Pathology center,
Bach Mai Hospital.

2.4.3. Determining degrees of liver fibrosis by Fibroscan: FIBROSCAN®
502 Echosen machine. Average result of 10 probe times, expressed as
kPa, determining degrees of liver fibrosis by Metavir classification.
2.5. Evaluative criteria

Test indicators were classified according to Vietnamese biological
constants.

Evaluating results of treatment: Good results: If ending of 24
weeks treatment, VL undetectable and liver function test within
normal threshold value; Failed treatment: If having interruption by
non-response to treatment, or relapse, or liver function test have not
returned to normal levels.

Evaluating viral response: SVR if finishing 24 weeks treatment,
VL was under detection thresold. Relapse if finishing 24 weeks
treatment, VL over dectection thresold.

2.6. Data analysis

The data were managed and processed by SPSS 16.0 software.
Using statistical algorithms to determine correlation and compare
difference between them. Using the ROC curve, AUROC, Youden



index to determine value of Fibroscan. Test has statistical
significance if p < 0.05.

2.7. Ethic: Ethic of the study was approved by Ethic board of
NHTD. Patients were fully explained purpose of the study, necessity
of laboratory tests, evaluating treatment results, liver biopsy and
Fibroscan. They were signed an agreement to participate of the study.
They had right to give up the study for any reasons. Information of

patients was encrypted and secured.
Chapter 3: RESULTS

3.1. Results of treatment for CHC patients with regimens
peglFNa-2b + RBV

24-week treatment group, 15 patients (16.67%) and 48-week
treatment group incl 75 patients (83.33%). The following results:
3.1.1. Results of clinical treatment

W 4th week

M Before treatment 12th week 24th week masth week
80.00
70.00
60,00
50.00
40.00
30.00
20.00
10,00

0.00

Figure 3.1: Change of clinical symptoms during the treatment
Clinical symptoms improved markedly at the time of evaluation.

Tired and anorexia were long term occurring during the treatment time.
Table 3.1: Treatment results by clinical evaluation of 90 patients

Good Failed Relapse
n (%) n (%) n (%)
24 weeks treatment group | 15 (100,0) 0 0
48 weeks treatment group | 68 (90,67) 3%(3,33) 4° (4,44)
Total 83 (92,22) 3(3,33) 4 (4,44)




a) 3 patients had VL always over dectection thresold; b) 4 patients had VL
over dectection thresold at the time after finishing 24 weeks treatment.
After finishing 24 weeks treatment: good result was 92,22%,
failed result was 3.33%, 4.44% relapse.
3.1.2. Laboratory results of treatment
Table 3.2: Changing of liver function test

Index Treatment | 4™ week 12nd week | 24" week | 48™ week
ALT 103,68+ | 64,2+588 | 40,0+30,6 |31,4+184]288+147
(U/L) 65,43 p': 0,00 p%: 0,00 p>: 0,00 p*: 0,00
AST 83,98 | 56,6+51,0 | 38,73£255[330+21,0[296+115
(U/L) +52,96 p*:0,00 p2: 0,005 p>: 0,00 p*:0,00
GGT 1161+ | 787+707 | 56,4+458 |479+417|41,2+253
(U/L) 106,0 p': 0,00 p2: 0,00 p>: 0,00 p*: 0,00

Bilirubin TP | 20,25 153+6,9 | 137+56 | 128+47 | 124+39
(mmol/L) | +1847 | p% 0,001 pZ: 0,00 p%: 0,00 p*: 0,00

Bilirubin TT | 8,03 57 +34 52+28 | 51+28 | 48+22
(mmol/L) +9,17 p*: 0,006 p% 0,003 | p% 0,002 | p* 0,009
Protein TP 76,84 770+52 | 762+57 | 77,3+53 | 77357

(g/L) +6,09 p*: 0,733 p% 0509 | p% 0,475 | p* 0,559
Albumin 45,52 442+37 | 436+54 | 44739 | 449+42
(g/L) +5,11 p*: 0,008 p% 0,011 | p* 0,165 | p* 0523

ALT, AST and bilirubin concentration improved from 4th week
to later and returned to normal threshold at 12nd week. GGT
concentration decreased from 4th week and returned to normal
threshold at 24th week. Protein and albumin concentrations remained
stable in physiological threshold, aloumin decreased slightly at 4th
and 12nd week.

Table 3.3: Viral response during treatment (n = 90)

Time 24 weeks 48 weeks Total
treatment; n (%) | treatment; n (%) n (%)
- 15 (100) 43(57,33) | 58 (64,44)
4 weeks ¥ 0 32 (42,67) | 32 (3556)
: 15 (100) 64 (85,33) | 79 (87,78)
12 weeks " 0 11(14,67) | 11(12,32)
- 15 (100) 72(960) | 87(96,67)
24 weeks T 0 3 (4.0) 3 (3,33)
~ 72 (96,0) 72 (80,0)
48 week
WeeKs + - 3(3,33) 3(3,33)
After finishing - 15 (100) 66" (88) 83 (92,22)
24 weeks ¢
i + 0 7°(9,33) 7(7,78)




a) 3 patients stopped treatment after 24th week because of non-viral
response; b) 2 patients stopped treatment at 36th and 44th week
because of having unexpected effects, but both of them had VL under
dectection thresold after 24 weeks of stopping treatment; c) 3 patients
(+) from 24th week and 4 patients (+) at finishing of treatment.

- 24-week treatment group: Viral response achieved 100% and
after finishing 24 weeks of treatment was 100%.

- 48-week treatment group: After 4 weeks treatment had viral
response with 57.33%. After 12 weeks with 85.33%. After 24 weeks
96%, 4.0% detected virus and stopped treatment. After 48 weeks,
there were 72/75 patients had VL under dectection thresold. After
finishing 24 weeks of treatment, 88% achieved viral response, but
there was 4.44% had VL over dectection thresold (relapse).

- Sum of two patient groups: 90.0% had viral response, failed
treatment was 7.78% and 2.22% had not evaluation.

50/90 patients of the study were received liver biopsy before and
after treatment. Histopathology result below:

50,0%
44,0%

= Before = After TTT

36,0%

28,0%
16,0%
10,0%
6,0%
2% . - m ]
e I [ |
FO F1 F2 F3 F4

—y

Figure 3.2: Degree of liver fibrosis by biopsy results before and
after treatment

After treatment had increase of degree of severe liver fibrosis.
Specifically period F3 from 44.0% to 50% and F4 from 10.0% to
36.0% (p> 0.05).
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Table 3.4: Types of histopathological lesions before and after treatment

Before
Types of tissue lesions treatment After trg/atment

n (%) n (%)

. No 9 (18,0 21 (42,0)

ar’;‘jgaoﬁ'\fer Mild 32 (64,0) 27 (54,0)
cavity Moderate 8 (16,0) 2 (4,0)
Severe 1(2,0) 0(0,0)
No 3(6,0) 3(6,0)

r';é’cﬁg';z Moderate 38 (76.0) 44 (38.,0)
Severe 9 (18,0) 3(6,0)

bridging No 46 (92,0) 50 (100,0)
Necrosis Yes 4 (8,0) 0 (0,0)
No 0 (0,0) 0 (0,0)

Inflammation Mild 27 (54,0) 47 (94,0)
of liver cavity Moderate 19 (38,0) 3(6,0)
Severe 4 (8,0) 0(0,0)
No (F0) 3(6,0) 2 (4,0)
Mild (F1) 9 (18,0) 2 (4,0)
Fibrosis Moderate (F2) 12 (24,0) 3 (6,0)

Severe (F3) 21 (42,0) 25 (50,0)

Cirrhosis (F4) 5 (10,0) 18 (36,0)

After finishing treatment, all types of inflammatory necrosis tended
to lose or improved. However, there was an increase severe liver fibrosis
and cirrhosis.

100.0% 53 0% & Before treatment
- ud After treatment
80.0%
. * 2
©6-9% p: 0,692 ; y~ test
60.0%
40.0%
20.0%
6.0% 6.0%
2.0% 2.0%
0.0% ! —l : [ ——_——
Al A2 A3

Figure 3.3: Necrotic inflammatory activity on liver biopsy before
and after treatment
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After finishing treatment, necrotic inflammatory activity were
moderate (A2) and strong (A3) tended to decrease while there was an
increase activity with mild inflammatory necrosis (Al).

3.1.3. Adverse Effects
Table 3.5: The Adverse Effects on clinic

Adverse Effects n %

Loss weight, weakness 71 78,89
Fever, like flu syndrome 65 72,22
Inflammation at the injection point 62 68,89
Headache, dizziness, insomnia 54 66,00
Hair loss 57 63,33
Decreasing libido 40 44,44
Muscles, joints pain 26 28,89
Dried skin 23 25,56
Stomachache, nausea, diarrhea 21 23,33
Tremor hand 19 21,11
Distraction 12 13,33
Depression, emotional disorder 7 7,78
Stimulation 4 4,44
Others 10 11,11

Common adverses effects were; loss weight, weakness, fever,
fake flu syndrome, infection at injection position. Less common were
headache, dizziness, insomnia, hair loss and decreasing libido.
Symptoms had low frequence were muscles, joints pain, dried skin,
stomachache, nausea, tremor hand, loss of concentration, depression,
stimulation. Other adverse effects were rate occuring were:
pneumonia, tuberculosis, retinitis, diabetic.
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Table 3.6: Adverse Effects of hematology

Time | 4" Week 12" Week | 24" Week | 48" Week
(N = 90) (N = 90) (N = 90) (N =73)

Rate n (%) n (%) n (%) n (%)
Hemoglobin (Hb; g/L)
<85 2(2,22) 2 (2,22) 4 (4,44) 4 (5,48)
85— 100 6 (6,67) 11 (12,22) 9 (10,0) 7 (9,59)
Number of platelets (PTL,G/L)
<25 0 0 0 0
25-50 0 0 1(1,12) 1(1,37)
Number of WBC (WBC, G/L)
<1,0 1(1,12) 1(1,12) 0 0
1,0-1,5 0 0 1(1,11) 1(1,37)
Number of Neutro Neutrophil (NEUT,G/L)
<0,5 0 0 0 1(1,37)
0,5-0,7 0 2 (2,22) 2 (2,22) 0

* 48-week treatment group had 75 patients, 2 of them stopped treatment because of
had not viral response.
During time of treatment:

- Hb severe reduction (<85 g / L) ranged 2.22% - 5.48% and early onset.

- Number of WBC was very severe reduction (<1.0 G / L) was
1.11% at 4th week and 12nd week. At 24th and 48th week, there was
1,11% reduced dramatically (1 - 1.5 g / L) . Number of NEUT was
severe reduction (<0.5 G / L) was 1.37% at 48th week (completing
treatment schedule).

- Number of platelts was severe reduction (25 - 50G / L) was
1.11% and 1.37% at 24th and 48th week, respectively.
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Table 3.7: Changes in renal function tests, thyroid function and
AFP during treatment

Indicator trl:aegrzgen t 4th week | 12nd week | 24th week | 48th week
Ue |, o0 146 46211 [451411[440+11 44811
(mmol/L) | 77~ p':0,156 | p® :0,689 | p% 0,652 | p* 0,527
Creatinin | 81,97+ [83,9+12,6(825+13,8(83,6+13,6|84,1+14,0
(umol/L) | 15,41 pt:0,163 | p2:0,733 | p*:0,334 | p*: 0,484
Glucose 531 +152 52+107 | 53+120|52+0,78 | 56+34
(mmol/L) |77 =~ p': 0,349 | p% 0,905 | p* 0,655 | p*: 0,440
TSH | 1,0 | 1909 [ 19£11 [ 19210 | 182009
(puUIL) | 7"~ % | p% 0,023 | p% 0,003 | p* 0,016 | p*: 0,006
FT3 |, 76,75 50252 [93+206[108+2438| 8,7+317
(ug/L) |77 =© p': 0,415 | p% 0,030 | p* 0,017 | p* 0,296
FT4 1533+ | 149+25 | 148+21 | 151+38 | 252+33
(ng/L) 4,14 p': 0,188 | p% 0,095 | p* 0,328 | p* 0,473
AFP 1126+ | 7,4+114 | 62+76 | 53+54 | 48+49
(ng/L) 18,16 p': 0,00 | p%0,00 | p*0,001 | p* 0,002

- FT3 concentration in blood

48th week. TSH concentration

increased from 12nd to 48th week
(p <0.05). FT4 concentration was always fluctuating and rising at

increased from4th week and

continued to increase long term treatment. There was not abnormal

changes of creatinine concentrations in blood during treatment. AFP

concentrations was statistically significant reduction (p <0.01).

3.1.4. Influences factors of treatment outcomes.
Table 3.8: Genotype, viral load with viral response status

Viral response p
(VR)
= RVR EVR DVR |Relapse| SVR
actor
HCV genotype** 0,18 0,18 0,93 0,25 0,29
VL* 0,24 0,04 0,00 0,03 0,00
VL>4x 10° Ul/ml 0,81 0,67 0,33 0,26 0,45

HCV genotype, high VL were not relate to SVR (p> 0.05). VL
had related to SVR and DVR (p <0.05). VL of before treatment had
close related to SVR (p <0.001).
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Table 3.9: Correlation between VR with VRBYV status

Correlation SVR
Viral response p OR
RVR 0,015 6,46
EVR 0,25 —
DVR 0,001 31,8

Prognostic factors of SVR were RVR and DVR. EVR was not
SVR prognostic factors.
3.2. Results studying of Fibroscan value compared with
histopathology in CHC patients.
3.2.1. Results of histopathology (n = 90)

15% 12%  =FO
mF1
mF2

F3

mF4

29%

Chart 3.4: Degrees of liver fibrosis by Metavir classification
Comment: Results of liver biopsy showed severe degree of
fibrosis (F3) and cirrhosis (F4) was 43.01%; moderate fibrosis (F2)
was 20%, mild fibrosis (F1) was 23.67%, there was 12% was not
fibrosis (FO).
4

4% h
mAl
mA2
mA3
A8 S

Figure 3.5: Necrotic inflammatory activity by histopathology

All patients had inflammatory necrosis, 70% patients with mild
(A1), 26% moderate and 4% severe (A3).
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3.2.2. Results of Fibroscan value in diagnosis of liver fibrosis in
CHC patients.
3.2.2.1. The value of Fibroscan in the diagnosis of fibrosis in the
chronic C hepatitis patients

ibrosis stage

Value F1 F2 F3 F4
Cut off (kPa) 6.0 7.2 12.3 14.3
AUROC 0.91 0.84 0.80 0.81

Cl 95% 0.73-0.98 | 0.75-0.91 | 0.66-0.84 | 0.61-0.90
Se (%) 88.61 96.49 71.79 76.19
Sp (%) 81.82 69.70 78.43 88.41
NVP (%) 97.22 84.62 71.79 66.67
PPV (%) 50.0 92.0 78.43 92.42

Area under curve of Fibroscan was from 0.80 in F3 to 0.916 in F1.
Optimal cutoff of Fibroscan in F1: 6.0 kPa; F2: 7.2 kPa; F3: 12.3 kPa in
F4: 14.3 kPa. Sensitivity was from 71.79% (in F3) to 96.49% (in F2);
specificity was a range from 75.31% (in F4) to 85.19% (in F3).
3.2.2.2.Results Fibroscan

Table 3.10: Results Fibroscan by Metavir classification before

treatment
Fibrosis hepatic n % X +SD
FO 6 6.67 4.47 £0.37
F1 13 14.44 5.86 £ 0.58
F2 18 20.00 8.28+£0.74
F3 18 20.00 10.98 £ 0.81
F4 35 38.89 240+£1.11
Fibroscan 14.65 £ 10.95 kPa

According to the Metavir score, pretreatment level of fibrosis al
follow: 58.89% in F3 and F4, 20.0% in F2, 14.44% in F1 and 6.67%
in FO. Mean stiffness was 14.65 + 10.95 kPa.
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Figure 3.6: Correlation between Fibroscan and biopsy results

There was a correllation between level of fibrosis and stiffness on

Fibroscan, the higher in stiffness, the more severe in fibrosis (p >0.05).
Table 3.11: Sensitivity, specificity of Fibroscan

Fibrosis scoring AUROC Cutoff (kPa) | Se (%) | Sp(%o)
F1 0.917 6.0 89.02 84.62
F2 0.874 7.6 98.33 77.14
F3 0.841 12.3 73.17 85.19
F4 0.816 14.3 78.57 75.31
p <0.001

3.2.2.3. Interference factors

Table 3.12: Correlation between Firoscan results and demography

Correlation
p C195%

Parameter

Age” 0.032 0.024 - 0.03
Sex” 0.737 -0.036 — 1.00
BMI” 0.456 0.451-0.47
Alcohol use™ 0.288 -0.129 - 1.00
Alcohol amount” 0.122 0.107 - 0.12

Fibrosis score on Fibroscan correlated to age (p < 0.05; CI95%:
0.024 — 0.031), but not to sex, BMI, alcohol use and amount of

alcohol consumption.
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Table 3.13: Correlation between Fibroscan results and

hematological parameters

Correlation 0 C195%
Parameters
RBC 0.125 -0.163 -1,00
Hb 0.644 -0.049 - 1,00
WBC 0.005 -0.294 - 1,00
Platelet 0.00 -0.431-1,00

Fibrosis score on Fibroscan was well correlated to number of WBC
and platelets (p < 0.005), but not correlated to RBC, Hb (p > 0.05).
Table 3.14: Correlation between Fibroscan results and biochemistry

Correlation 0 C195%

Parameters

ALT 0.042 0.038 — 0.045
AST 0.001 0.00 — 0.001
GGT 0.001 0.001 - 0.002
Glucose 0.468 0.458 — 0.478
Bilirubin TP 0.06 0.056 — 0.065
Bilirubin TT 0.211 0.203 -0.219
Protein 0.947 0.943 -0.951
Albumin 0.472 0.462 — 0.481

Firbosis score on Fibroscan was correlated to ALT (p < 0.05;
C195%: 0.038 — 0.045), AST (p < 0.001; CI95%: 0.00 — 0.001) and
GGT (p < 0.001; CI95%: 0.001 — 0.002), but was not correlated to
directed bilirubin, indirected bilirubin, glucose, protein and plasma
albumin (p > 0.05).

Chapter 4: DISCUSSION

4.1. Results of chronic hepatitis C treatment by peginterferon
alfa-2b and ribavirin combination

On the chronic hepatitis C infected patients, goals of the treatment
was were sustained eradication of HCV and then normalize the liver
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function, improving clinical symptom, preventing complications for
chronic HCV infected patients.

Clinical results: in this study, the clinical manifestations
improvement were early and clearly. For example, signs of jaundice,
hepatomegaly, edema, spleenomegaly improved within the first 24
hours. However, other signs such as fatigue and anorexia were
persistant in 20% of the patients. This phenomenon was due to
adverse effects of drugs. Similarly, Sarkar S. va P.T.T.Thuy
reported that the prolonged fatigue occurred during the treatment
and disappeared right after the end of the treatment.

In the assessment of the treatment outcomes, we found that
92.05% patients had good outcome, 3.33% had failure and 4.44%
had recurrence.

For laboratory outcomes: there was a clear improvement in
liver enzymes. Mean ALT level was 103.68 + 65.43 U/L
pretreatment, lower down to 64.19 = 58.8 U/L 4 weeks after
treatment and to normal range 12 weeks after treatment. Other
parameters such as AST, GGT, total bilirubin were also improved.
Studies by Rao P.; Wang M. And others had shown that treatment
could improve the hepatic cellular damage.

Virological response: the rate of sustained eradication of HCV
was 64.44% 4 weeks after the treatment. Further analysis for
subgroup, for each group, the rate of sustained eradication was 100%
in the group of treatment for 24 weeks, and was 57.33% in the group
of treatment for 48 weeks. The rate of early virologic response in
both groups was 87.78%, in which 100% in group of treatment for 24
weeks and 85.33% for the group of treatment for 48 weeks.

In the assessment of sustained virologic response (SVR) at the end
of the 24 weeks of treatment, we found that: the rate of SVR was
88.0% among 48 weeks treatment group and 4 (4.44%) patients
whom viral load was in above the detection threshold; the rate of
SVR was 100% among 24 weeks treatment group. For genotypic
analysis, SVR among genotype 1 was 86.97%, genotype 6 was
97.3%. In the total number of 90 patients under anti-viral therapy,
SVR was 92.22%, however there was 7.78% cases of failure. Study
by P.T.T.Thuy showed that this SVR rate was from 71% - 90%. Sudy
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by Nguyen N.H showed that the SVR rate among patients with HCV
genotype 6 was up to 74%.

This result showed high rate of SVR among chronic HCV infection
treated by peglFN o-2b + RBV.

In our study, we evaluated histopathological profile of 50 patients
who were undergone the liver biopsy pre and post treatment. Results
showed that necrosis around liver cavity, lobules necrosis was
improved. Bridging necrosis recovered as normal. However, there
was an increase in inflammation of liver cavity. For the severity of
necrotic inflammation: improved in 17/50 (34%) and no change in
29/50 (58%), more severe in 4 (8%) patients. For the fibrotic lesion:
improved in 8 (16.0%), no change in 17 (34.0%) and progressive in
25 (50.0%) patients. There was many controversy on the change in
fibrosis after antiviral therapy. D’ Ambrosio R. founded that there
was an improvement of fibrotic level after the treatment. However
similar to our results, Goodman Z.D reported an increase of level of
fibrosis among patients who were under antiviral therapy.

From our results, we think that even SVR was obtained, the liver
fibrosis may be progressive after the success of antiviral therapy.
Therefore, longer monitoring of the progression should be done in order
to early detect the complications. Further study should be warranted to
evaluate histological change in liver tissue after the treatment.

For the adverse events: in this study, adverse events were
documented such as anorexia, fatigue (78.89%), flu like syndrome,
fever (72.22%). Flu like syndrome and fever occurred right after and
during the treatment by peglFN. Headache, vertigo and insomnia were
found in 66.0% patients, often at the same time with fever and flu like
symptoms. Anorexia and fatigue often occurred later. Other psych
neurological manifestations such as rigor, attention disorders,
depression and irritability. Injection site reaction was side effect on the
skin. Respiratory complications were interstitial pneumonia,
bronchitis, bacterial pneumonia and pulmonary tuberculosis after 4
weeks of treatment. McHutchison J.G. and Russo M.W. had aslo
report similar adverse reaction during the treatment by peglFN + RBV.

Other adverse reaction such as anemia occurred in early stage, 4
weeks right after treatment, severe anemia had been seen in 2.22%
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patients (Hb < 85 g/L). For the severe anemia, we treated by packed
red blood cell transfusion, dose reduction of RBV and erythropoietin.
There were 2 patients with very severe leucopenia (< 1.0 G/L) in the
week 4 and 12 and 1 patient with severe neutropenia.
Thrombocytopenia was seen in 1/90 patients in the week 24 and 48.
We also found the thyroid dysfunction, retinitis and diabetes.
McHutchison J.G also reported many cases of pancytopenia among
patients treated by peglFNa + RBV.

We observed that in the treatment by pegIlFNa + RBV, adverse
effects increased the rate of incompliance. However, in our study
proper consultation, all of our patients was compliant with protocol.
Factor affecting treatment results

Our results showed that factors such as HCV genotype and viral load
could not affect viral response (p > 0.05); pre-treatment viral load
correlated to early virologic response and late virologic response (p <
0.05) and strictly correlated to SVR (p < 0.001).

Viral response status was considered as an important predictor of
SVR during the treatment by pegIFNa + RBV. In this study, RVR
and DVR was the predictor of SVR. However, EVR was not
correlated to SVR. RVR has been shown in medical literature as an
major predictor of SVR. Fried M.W even considered RVR as most
important predictor of SVR.

4.2. Results value of Fibroscan compare with histopathology in
CHC patients
4.2.1. Results of histopathology

In our study, 90 CHC patients was tested liver biopsy before
treatment. Results showed that: Necrosis around liver cavity 63.4%
was mild, 14.4% was moderate and 4.4% was severe. Lobules
necrosis included: 67.8% was moderate, 13.3% was severe and
15.6% was bridging necrosis . Inflammation of liver cavity with
51.1% was mild, moderate and severe degree was 37.8%. Comparing
with Metavir classification table, degree of inflammatory necrosis of
the patients: mild (Al) was 70%, moderate (A2) was 25.56% and
severe (A3) was 4.44%.

Liver fibrosis status according to liver biopsy results were as
follow: no fibrosis (FO) was 11/90 (11.22%), fibrosis (F1) was 22/90
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(24.44%) , fibrosis (F2) was 18/90 (20%), fibrosis F3 was 26/90
(28.89%) and cirrhosis (F4) was 13/90 (14.44%). According to
Morgan T.R, patients had severe degree of liver fibrosis and cirrhosis
were still at risk of getting liver cancer after gained SVR. Therefore, it
was needed using early antiretroviral drugs and having long-term
monitoring plan for these patients. In the study, we recommend that
patients had severe liver fibrosis and cirrhosis should be monitored
periodically every 6 months.

4.2.2. Value of Fibroscan for diagnosis liver fibrosis in CHC patients

4.2.2.1. Diagnosis value of liver fibrosis of Fibroscan

In the study, we used pre-treatment results of liver biopsy was the
standard reference, as well as using ROC curve and area under curse
to determine value of Fibroscan in diagnosing liver fibrosis. Results
showed that AUROC of Fibroscan in different fibrosises scoring
ranged from 0.82 of F4 to 0.92 of F1 (p<0.05)

Optimal cutoff of fibrosis scoring F1 was 6,0 kPa was sensitivity
with 88.61% and specificity was 81.82%; Similar to optimal cutoff of
F2 was 7.2 kPa, sensitivity with 96.49% and specificity with 69.70%;
Optimal cutoff of F3 wasl12.3 kPa, sensitivity with 71.79% and
specificity was 78.43%; Optimal cutoff of F4 was 14,3 kPa, sensitivity
and specificity was 76.19% and 88.41%, respectively. According to
Sandrin L. sensitivity and specificity of Fibroscan ranged around 90%.
Therefore, with the results of Fibroscan test had highly sensitivity and
specificity for diagnosis of liver fibrosis degree.

A noted issue of clinical practice was that there were many studies
have made recommendations about value of Fibroscan for diagnosis
of liver fibrosis in CHC patients, due to differences in diagnostic
value for each race, skin color. Despite controversy about value of
Fibroscan in diagnosis of liver fibrosis, but we think that we should
be used Fibroscan to evaluate degrees of liver fibrosis in CHC
patients in Vietnam for several following reasons:

— Firstly, Fibroscan was recommended by WHO and Reliable
Associations of Liver disease in the world using to evaluate
degrees of liver fibrosis.

— Secondly, Fibroscan has no complication, easy to use and does
not take much time, demonstrating in this study.
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— Thirdly, evaluating degree of liver fibrosis by Fibroscan was
produced higl accuracy results, sensitivity and specificity ranged
70-90%.

— Fourthly, Fibroscan gets easily approval of patients, therefore it
can easily repeat the test many times and can be applied
routinely.

Therefore, liver biopsy technique will only need to use in cases
that was failed Fibroscan, or results of different test are different.
4.2.2.1. Results of Fibroscan

We evaluated degrees of liver fibrosis before treatment by
Fibroscan for all 90 patients in the study. Results: 6.67% patients
were in stage FO; 14.44% were F1; 20.0% were F2; 20.0% were F3
and 38.89% were F4. Average value of Fibroscan before treatment
was 14.65 + 10.95 kPa. Average value of Fibroscan of P.T.T.Thuy
study was ranged 10.5 - 12.1 kPa. According to several studies,
stiffness of liver has a high degree of compatibility with degree of
liver fibrosis.
4.2.2.3. Influences factors

Studying on the results of Fibroscan, we found that demographic
factors such as sex, BMI, alcohol use and daily alcohol comsumption
has an interferene on the stiffness on the Fibroscan (p &gt; 0.05).

However hematological parameters inversely correlated fibrosis
score on Fibroscan, such as RBC (r = -.26; p &lt; 0.05) and platelets
(r = -0.40; p &lt; 0.001). Due to the fact that liver is part of
erythropoetic process, the more increase in stiffness of the liver
(fibrosis) the lesser activity of the erythropoetic system. Low number
of platelet may be correlated with portal hypertension due to platelet
destruction occurring in the spleen. Therefore, Bureau C.; Vizzutti F.
recommended using Fibroscan to identify risk of portal hypertension.
ALT (p=0.042; C195%: 0.038 — 0.045) and AST (p = 0.001; C195%:
0.00 — 0.001) directly correlated with the liver stiffness on Fibroscan.
Wong G.L and Arena U. had shown that ALT level might mislead
the Fibroscan results, thus it should been used Fibroscan in the acute
phase of hepatitis, and it should be used after 3 months after ALT
level become normal. It also said that the parameters such as protein,
albumin, ure, creatinine, total bilirubin was not correlated to the



23

stiffness on the Fibroscan (p > 0.05). Further study should be carried
out to investigate those interference factors on the result of
Fibroscan. Based on our study and guidelines, our study have
identified the cutoff on Fibroscan, and fibrosis scoring in Viethamese
people. We recommended that further study should be done to set up
standard system for Vietnamese people.

CONCLUSIONS

1. For the treatment outcomes

During the treatment, clinical of hepatitis C chronic improvement
was witnessed from week 4 to 24, however, signs such as fatigue
and anorexia were persistent during the treatment.

The ALT, AST, bilirubin, GGT improved from week 4 and stable in
week 12. Albumin was mildly lower in week 4 and 12.

Virological response: 92.22% was SVR and failed treatment was
7.78% (including non-response and relapse). Prognostic factor of
SVR was RVR (OR: 6.46; p <0.05) and DVR (OR: 31.8; p <0.001).
VL was a prognostic factor of of SVR (p <0.001), as well as EVR
and DVR (p <0.05).

Biopsy results done pre and post treatment samples showed that there
was an improvement in 16%, no change in 34%, more progressive in
50%. Necrotic index improved in 34%, no change in 58% and more
severe in 8%. Fibrotic score was inversely correlated to AST, GGT,
total bilirubin and directly correlated to RBC and Hb.

Side effects:

o Clinical: common having weight loss, tired (79.89%), fever,
fake flu syndrome (72.22%), inflammation at injection
position (68.89%), headache, dizziness, insomnia (66.0%),
hair loss (63.33%) and some manifestations of skin, arthritis,
psychic with ranged 4.44 to 44.44%.

o Lab: Hb decreased and severe reduction occured during the
treatment (from 2.22 to 12.22%). PLT decreased at 24th
and 48th week (1.11%). WBC decreased at 24th and 48th
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week; severe reduction at 4th and 12nd week (from 1.11% -
1.37%). NEUT decreased at 12nd and 24th week (2.22%)
and severe reduction at 48th week (1.37%). FT4, FT3
abnormally fluctuated at 48th week. FT3 increased from
12nd to 48th week. TSH increased from 4th week and long
lasts. AFP  concentrations significantly  decreased.
Creatinine and urea had no abnormal changes.

. Value diagnosis of liver fibrosis of Fibroscan

Fibroscan had value to diagnosis of liver fibrosis.

Optimal cutoff Fibroscan: F1 was 6.0 kPa, AUROC: 0.91, Se
88.61%, Sp 81.82%; F2 was 7.2 kPa, AUROC: 0.84, Se 96.49%, Sp
69.70%; F3 was 12.3 kPa, AUROC: 0.80, Se 71.79%, Sp 78.43%;
and F4 was 14.3 kPa, AUROC: 0.81, Se 76.19%, Sp 88.41%.

PPV of F1 was 97.22%; F2: 84.62%; F3: 71.79% and F4: 66,67%.
NPV of F1 was 50.0%; F2: 92.0%; F3: 78.43% and F4 was 92.42%.
Degree of liver fibrosis had related to age group (p < 0.05; C195%:
0.024 - 0.03), WBC, PLT, ALT (p <0.05), AST va GGT (p <0.01).
The results of the present study suggested that Fibroscan may
improve the sensitivity of the diagnosis of liver fibrosis in patients
with CHC in Vietnam.

RECOMMENDATIONS

From our study, we propose several recommendations:

1. PeglFNa-2b plus ribavirin combination therapy was effective in
the treatment of chronic HCV hepatitis. However, there were
many adverse reactions still exist should further study should be
done for DAA regimen.

2. Fibroscan should be carried out to evaluate level of fibrosis in
chronic HCV hepatitis. Liver biopsy should only be done in case
of uncertainty and discordance in Fibroscan results.

3.Long term study should be warranted to assessment the
progression of liver fibrosis in chronic hepatitis C virus who
obtained SVR.





