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HIEU QUA DIEU TRI CUA PHAC D0 “PEG-INTERFERON + RIBAVIRIN +
SOFOSBUVIR” TREN BENH NHAN VIEM GAN VI RUT C MAN
TAI BENH VIEN BENH NHIET D01 TRUNG UONG

Vii Thi Thu Huong', Nguyén Nguyén Huyén',
Pham Hong Quang', Nguyén Tuan Thanh', Pham Vin Phuc?

Muc tiéu: Déanh gia higu qua diéu tri viém gan vi nit C man bing phac dé két hop “Peg - Inter-
feron + Ribavirin + Sofosbuvir”. Péi twong va phirong phdp: Nghién ciru hdi ciru trén 75 bénh
nhin dwoe chin doan viém gan vi riat C man tai Khoa Khiam bénh Bénh vién Bénh nhiét do
Trung uong. Két qud va két lugn: Nam gici chiém ty 18 68,0% trong cac dbi twong nghién ciru.
Bénh nhan khong rd nguon lay nhiém HCV chiém dén 62,8%. 40% bénh nhéin khong cé tridu
chimg lam sang. 10,7% bénh nhin da timg that bai diéu tri véi phac 46 Peg - interferon (Peg -
[FN) + ribavirin (RBV). 55 bénh nhan dugc diéu tri véi phac d6 Peg - IFN a2b + RBV + SOF
v& 20 bénh nhan dugc diéu tri voi phac dd Peg - IFN a2a + RBV + SOF. Mot s6 dic diém cin
1am sang trude diéu tri: Cha yéu 12 kidu gen 1va 6 chiém 48,0% véa 42,7%, céc chi sb ALT,
AST, FroScan, HCV - RNA trung binh lan lugt 1a 80,2(U/D), 63,2(U/), 8,7 (kPa), 11,3 x 10°
(cp/ml). Bénh nhin c6 tai lwong HCV - RNA < 15UL/ml sau diéu tri 4 tuan, 12 tuan 1a 74/75
(98,7%), 75/75(100%). 100% (75/75) bénh nhan dat dap vmg bén vimg & tuan thir 12 sau khi két
thiic diéu tri (SVR12). Néng d6 ALT gidm c6 ¥ nghia ngay sau 4 tun diéu tri (p < 0,001), chi
s6 FibroScan gidm ¢6 ¥ nghia sau khi dimg diéu tri 12 tuén (p < 0,05).

Tr khoa: Viém gan vi rat C man, sofosbuvir, diéu tri viém gan virus C.

PAT VAN DE

Theo t§ chiic Y t& thé gidi (WHO), trén thé gidi c6
trén 170 tridu ngudi nhiém HCV, chiém khoang 3% dén s§
va 500.000 ngudi tlf vong mdi nam do HCV gdy ra. O cic
nudc phat trién viém gan vi rit C man tinh [ mot trong
cac nguyén nhén chi yéu dan dén ung thu' gan nguyén
phatitl, Su két hap cla pegylated interferon (PegINF) - o
va ribavirin thdi gian 24, 48 tuan da nang cao dugc higu

tiép (direct - acting antivirals - DAAs), (fc ché RNA poly-
merase dudc két hgp voi Peginterferon va Ribavirin dé
diéu tri viém gan C man tinh. Phac dd nay rit ngan thoi
gian diéu tri, giam chi phi, it tdc dung khong mong mudn
va hiéu qua cao. Hién nay ¢ Viét Nam chua ¢é nghién cdu
nao vé hiéu qua cia phac do trén, vi vdy chiing toi tién
hanh d@ tai ndy v8i 2 muc tidu: (1) Mé ta ddc di€m lam
sang, can 1am sang coa nhom ddi tugng nghién cifu. (2)

qua didu tri so véi phac db trudc. Tuy nhién, thoi gian diéu
tri cdn dai, chi phi cao va co nhigu téc dung khong mong
mudnid. Sofosbuvir la thudc khang vi rit tac dong truc
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pOI TUONG VA PHUONG PHAP

Bai tuwgng: 75 bénh nhan dugc chan doan va diéu tri
viém gan C man tir 01/10/2015 dén 15/06/2016 tai Khoa
Kham bénh Bénh vién Bénh nhiét ddi Trung udng.

Tidu chudn chon bénh nhén:
= Xét nghiém HCV - RNA duong tinh.
=  Xét nghiém Anti - HCV kéo dai trén 6 thang.
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»  Xét nghiém AST, ALT binh thu®ng hogc tang.

+ Tudi > 18 tudi.
Tiéu chudn loai triy bénh nhén: C6 dong nhiém viém gan
B, HIV. C6 tién sir diing cc thufc gay doc cho gan tridc
d6. C6 chdng chi dinh vai thudc diéu tri.
Phuong phap: Nghién ol md £ hoi aiu.
Thu th3p va xir Iy 56 liéu: S6 liéu dude x( ly theo cac thuat
toan thdng ké y hoc, stf dung phan mém SPSS 16.0.
KET QUA

Nghién cffu gdm 75 bénh nhin d0 tiéu chudn, trong
d6 Nam chiém 68,0%, tudi trung binh 1 45,5 + 10,7
(tudi), thap nhét 1a 19, cao nhét 13 73 (tudi). Gan mdt nira
bénh nhan (49,4%) khdng 16 yéu t5 nguy od 3y, 20% c6
tién su' tiém chich ma tiy, 14,7% c6 quan hé tinh duc
khéng an toan. 8 bénh nhan da timg diéu t7i, 55 bénh
nhan diéu i bang Peg - Intron + Ribavirin + Sofosbuvir,
20 bénh nhan diéu tri vdi Pegasys + Ribavirin + Sofosvir.

Bang 1. Pic diém lam sang clia bénh nhin

viém gan C man

Dic diém n %
Mét méi ")) 56,0
Chan &n 36 48,0
Pau ha sudn phai 6 8,0
Vang mat 2 2,7
San nglra 2 2,7
Khdng cd triéu chimg 30 40,0

Nhdn xét: Trieu chilmg hay gdp nhit 1a mét moi
{56,0%), chan an (48,0%), dau ha sudn phai (8,0%). Co
tdi 40,0% bénh nhan khdng ¢6 triéu chimg.

Bang 2: Pc diém cin lam siang trudc didu tri

Chi s& Mean £ SD Min Max
HC (T/1) 4,9 + 0,57 36 6,3
BC (G/) 71+ 2.2 4,1 16,0
BCTT (G/1) 3,815 16 88
TC(G/) 2138+ 70,5 100 618
Hb (g/1) 148,8 + 15,1 121 180
ALT (U 80,2+ 6,4 11 292
AST (Ul) 63,2573 18 380
Bil TP (pmmol/f) 11,7£6,2 3,2 48,4
Bit TT {pmoi/} 44+ 3,8 1,5 25,5

Chisé Mean + SD Min | Max
Protein (o/}) 87245 | 72| &
Albumin (9/1) 473 £ 44 37 %6
Prothrombin (%) 92,8 + 13,1 678 | 1319
PG alng (kPa) 8,7 +76 29 55,1
HCVRNA (cp/ml) | 11300000 15020000 | 1000 | 80000000

Nhan xét: TrnuGc diéu tri cac chi sG BC, BC TT, TC, Hb,
Protein, Al, Prothrombin trung binh nam trong giéi han
binh thuding. Nong do ALT, AST trung binh tang (80,2 +
6,4: 63,2 £ 5,3U/1), 36 ciing clia gan trung binh t3ng (8,7
+ 7,6kPa), tai lugng HCV - RNA trung binh cao (11300000
+ 15020000cp/mi).

Kiéu gen 1
Ki€u gen 2
Kiéu gen 3 ‘
Kiéu gen 4

Kiéu gen 6
/)

Khong xac dinh
130% 4.00% 1.30%

2.70%

42.70%

Bi€u d6 1: Phan b& kiéu gen ciia HCV
Nhén xét: Kiéu gen chl yéu 13 1 (48,0%) va 6
(42,7%), it gdp ki€u gen 3 (4,0%), kidu gen 2 va 4 chi cd
1,3%, khdng xac dinh dugc ki€u gen chiém 2,7%.

Bang 3. Dap ing vi rit
e ges? S0 bénh nhan cb HCV
Thai diem -RNA < 37,5 (cp/ml) |
Trudc digu trj (TO) 0 0,0
Digu tri 4 tudn (T4) 74 98,7
Digu tri 12 tudn (T12) 75 100,0
Dimg diu tri 12 tidn (SVR12) (TX) 75 100,0

Nhan xet: Sau 4 tuan didu i ¢ tdi 98,7% (74/75)
bénh nhén ¢6 tai lugng HCV — RNA < 37,5 (cp/ml), sau 12
tudn 1a 100%. S8 iugng bénh nhin dat duwgc SVR12 la
100%.
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Bang 4: Pap irg sinh héa
Chisd Mean £ SD {U/) | Paired samples Test
ALT (TO) 81,54 & 65,2
ALT (T4) 33,4 + 33,0 PO - 4 < 0,001
ALT (T8) 278 £ 14,9 PO -8 < 0,001
ALT (T12) 32,4+ 34,6 PO - 12 < 0,001
ALT (TK) 22,9 + 18,8 PO - K < 0,001

Nhan xét: Nong dd ALT gidm ¢6 ¥ nghia so vdi trudc
diéu tri sau ngay 4 tuan diéu & vdi P < 0,001, sau khi
diing diéu tri 12 tudn ndng dd ALT trung binh van gilr &
mirc d6 cho phép (22,9 + 18,8U/1) va giam ¢ y nghia so
vdi truGe didy tri v6i P < 0,001.

Bang 5. Thay ddi két qua FibroScan

(dd cirng ctia gan)
Chi s0 Mean £ SD (kPa) | Paired samples Test
B cltg (T0) 8,5+ 8,0
B clng (T12) 7870 PO - 12 = 0,56 > 0,05
Bo clmg (TK) 7055 PO - K = 0,001 < 0,05

Nhén xét: Khi danh gid d6 dan hoi ctta gan bang chi
s6 FibroScan cho thdy: Sau 12 tudn diéu tri dé cihg trung
binh clia gan ¢d giam so vdi truGc didu tri nhing chua cd
y nghia, sau 12 tun dimg thudc chi s nay giam so vdi
truéic diéu tri ¢6 v nghia thong ké vdi P = 0,001 < 0,05.

Bang 6. Mot so tac dung khdng mong mudn

Triéu chi'ng n %
M&t moi 54 72,0
Chén dn 41 54,7
St can 21 28,0
Rung toc 15 20,0
50t 13 17,3
Dau ¢, khdp 10 13,3
Pau ddu 9 12,0
Phan (g tai chd tiém 7 9,3
Mat ngul 3 4,0
San ngla toan thén 3 4,0
Kich thich 1 1,3
Giam bach ciu trung tinh 2 2,7
Giam Hb 13 17,3
Giam tiéu cdu 4 5.3

Nhén xét: Mot s6 tic dung phy hay gap 1a mét moi

(72,0%), chédn 3n (54,7%), st cén (28,0%), rung toc
(20,0%), sdt (17,3%), dau cd, khdp (13,3), gigm Hb
(17,3%). Khdng ¢ bénh nhén ndo phai dithg thubc do
tac dung phu.

BAN LUAN

Trong thdi gian nghién clu ¢6 75 bénh nhan do tiéu
chudn tham gia nghién ciu. Ty 1& bénh nhdn Nam cao
hon bénh nhan NI ¢d y nghia thing ké vai p < 0,05 tudng
ty k&t qua clra Nguyén Thiy Dung®, Nguyén Thj Thu
Huong®. Ty & bénh nhan khéng xac dinh dudc yéu t&
nguy cd (49,9%), cao hdn so vGi cac nghién cliu trude
day (clia Nguyén Thity Dung I3 21%, Nguyén Thi Thu
Huong I3 17,6%), con ty I8 tiém chich ma tdy va quan hé
tinh duc kihdng an toan lai thdp han. Diéu nay cho thay
hidu biét v& viém gan C d3 dugc mé rdng & ca thay thudc
va bénh nhan.

Triéu chiiing 13m séng clia bénh nhan tudng dai ngheo
nan, chil y8u 1a mét méi (56,0%), chan dn (48,0%), cd
dén 40,0% bénh nhan khdng cé triéu ching. Ki€i gen
chl yéu 13 1 (48,0%) va 6 (42,7%), nong dd ALT, AST, 49
¢iing clia gan trung binh 13 80,2 + 6,4U/1: 63,2 + 5,3U/l;
8,7 & 7,6kPa, tai lugng HCV - RNA trung binh cao 1,13 x
107 + 1,50 x 107cp/ml.Ké&t qua nay tuong tu' két qua cla
Nguyén Thy Dung va Nguyén Thi Thu Huong.

Trong 75 bénh nhén nghién clfu cé 8 bénh nhéan da
ting digu tri (vi rOt tai phat hodc that bai diéu tri), 55
bénh nhan diu tri bdng Peg - Intron + Ribavirin + So-
fosbuvir, 20 bénh nhan diéu tri voi Pegasys + Ribavirin +
Sofosvir, k&t qua diéu tri nhu sau: Dap Ung vi rut: o
98,7% bénh nhan cd dap {ing vi rit nhanh (RVR), 1 bénh
nhan khdng dat RVR |a bénh nhan Nii, chua tung diéu tri
va khéng ¢ xd gan, khai thc thdng tin thi thdy rdng
bénh nhan 13m quén bar nén diing thudc khdng dang
gitf va ddi khi quén thudc, sau khi tu van ky lai tam quan
trong ctia vin dé tudn thu didu tri, bénh nhan dung
thuBc déu din ding gid, bénh nhan da dat dudc ETR va
SVR12. Co 100% bénh nhén dap Ung vi rit khi két thuc
didu tri (ETR) v& 100% bénh nhan cé dap (ing vi rut bén
viing sau khi dimg thudc 12 tuan (SVR12), Két qua nay
cao han két qué cla cac tac gia khdc, theo Nguyén Thi
Thu Huang, t 1& bénh nhan co RVR 93,8%, ETR 93,8%,
theo Scott A. McDonald ty 1& SVR 1a 55%!%, tac gia T. E.
Wang ty 18 bénh nhén dat SVR la 66%!%, d&c biét tac gia
P. Marcellin nghién c(fu trén nhitng bénh nhan da tiing
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that bai diéu tri thdy réing ty 18 bénh nhan dat SVR chi cd
8,7%1).Viéc 100% bénh nhan dat SVR12 ddng nghia vdi
100% khdi bénh, diéu nay con cho thiy diéu tri bang
Peg - Interferon a2a hay Peg - Interferon a2b két hgp véi
RBV va SOF, bénh nhan chua timg diéu tri hodc da tung
diéu tri, bénh nhan ¢ xd gan hay khdng ¢6 xo gan déu
dat SVR 100%. Dap ing sinh hda: ngay sau 4 tuan diéu
tri nong do ALT da giam cd ¥ nghia thdng ké so vdi trudc
diéu tri v6i p < 0,001 (33,4 £ 33,0U/l vdi 81,54 +
65,2U1), sau khi dimg thudc 12 tuiin chi s6 nay van on
dinh va van giam cd ¥ nghia so vdi trudc diu tri vdi p <
0,001 (22,9 + 18,8U/ vdi 81,54 + 65,2U/1). Thay ddi db
dan héi cia gan: do cling ctia gan da giam sau 12 tuén
diéu tri (két thic diéu tri) nhung chua ¢6 y nghia so vdi
trudc didu tri (7,8 + 7,0kPa vdi 8,5 + 8,0kPa), sau khi
difng thudc 12 tudn chi s8 nay giam ¢ ¥ nghia so vdi
truge digu tri (p < 0,05) (7,0 + 5,5kPa vdi 8,5 £ 8,0kPa).
Nhu vdy, vai phac do két hgp nay, théi gian diéu trj ngan
nhung hiéu qua diéu tri cao.

Mot s& tic dung khong mong mudn: Mét moi
(72,0%), chan an (54,7%), sit can (28,0%), rung téc
(20,0%), s6t (17,3%), dau cd, khdp (13,3), gidm Hb
(17,3%). Khéng ¢d bénh nhédn nao phai ditng thudc do
tac dung phuy, két qua nay tuong tu két qua cia Nguyén
Thi Thu Huong™. Tuy nhién, do thai gian diéu tri ngan

nén qua trinh phai chiu tac dung phy clia bénh nhén diing
dudc rdt ngan hon so véi cac phac do truGe déy.
KET LUAN

Nghién cdu trén 75 bénh nhan viém gan C man dugc
diéu tri bang phac db két hgp “Peg - interferon + Ribavirin
+ sofosbuvir” tai Khoa Kham bénh Bénh vién Bénh nhigt
ddi Trung udng chung tdi cé mot s6 két ludn sau:

- Bénh nhan viém gan C man ¢6 triéu ching lam sing
nghéo nan, chl yéu la mét méi 56,0%, chan an (48,0%),
c0 ti 40,0% bénh nhan khong cd triéu chimng gi,

- Kiéu gen hay gdp la 1 (48,0%) va 6(42,7%), ning
dd ALT, AST, do cing cla gan va tai lgng HCV - RNA
trung binh trudc dieu tri la: 1a 80,2 £ 6,4U/i: 63,2 &
5,3U/1; 8,7 % 7,6kPa, 1,13 x 107 £ 1,50 x 107cp/ml.

- Dap {ng vi rit: ty 1& bénh nhan dat RVR, ETR,
SVR12 la 98,7%, 100%, 100%. Nong dd ALT trung binh
giam ¢4 y nghia ngay sau 4 tuan diéu tri véi p < 0,001, d§
cing clia gan giam cb y nghta so vdi trudc diéu trj sau khi
dung diéu tri 3 thang vdi p < 0,01.

- M8t 0 tac dung khong mong mudn 1a: mét méi
(72,0%), chan &n (54,7%), sut can (28,0%), rung toc
(20,0%), st (17,3%), dau cd, khdp (13,3), giam Hb
(17,3%), nhung khdng cd bénh nhan nac phai dimg thudc
do tac dung kh6ng mong muén,

TAI LIEU THAM KHAO

1. Brend Kupfer (2015). HCV virology, “Hepatology a
clinic textbook”. 6 (6}, pp 96 - 97.

2. Nguyén Thiy Dung (2011). Nghién ciru dic diém
lam sang va budc dau dénh gid mdt s§ chi s§ APRI v fi-
broscan G bénh nhan viém gan man do vi rdt viém gan C.
Lugn vén t6t nghiép Bac si ndi trd, Dai hoc Y Ha Néi.

3. Nguyén Thj Thu Hudng (2008). Bic dim I5m
sang, can 1am sang va nhan xét budc dau tic dung cua
Peg - Intron va Ribavirin trong digu tri bénh viém gan C
man tinh. Ludn vén Thac s7 Y hoc, Dai hoc Y H3 NGi.

4. Scott A, McDald et al, (2015). What is the impact
of a country - wide scale - up in antiviral therapy on tha

characteristics and sustained viral respone rates of pa-
tients treated of hepatitis C, Journal of hepatology, vol 62,
No 2, p 262 - 268.

5.T. E. Wang, S.C. Liou et al, (2009). The result of An-
tiviral Therapy in Elder Patients with Choronic Hepatitis C.
Hepatology Int, Vol 3, Nol. p174.

6. P. Marcellin, A. Craxi et al, {2009). In the repeat
study 72 weeks of treatment with Peginterferon Alpha - 2a
plus ribavirin demonstrates a Favorable risk - benefit ratic
in previous non - responders to Pegylated interferon alpha
- 2b plus ribavirin. Hepatology Int, Vol 3, Nol, p 47 - 49.

36 - TRUYENNHIEM VIET NAM & SO DAC BIET NGAY VIEM GAN THE GIOI - 2016

— — [y — -



pr P L T mE

= S - B R

L
i

|

TREATMENT EFFECTIVENESS OF "PEG - INTERFERON + RIBAVIRIN + SOFOSBUVIR”
REGIMEN ON PATIENTS WITH CHRONIC HEPATITIS C VIRUS
AT NATIONAL HOSPITAL FOR TROPICAL DISEASES

Summary

Objectives: To assess the effectiveness of chronic
hepatitis C virus treatment by combination therapy “Peg -
Interferon + Ribavirin + Sofosbuvir”, Subjects and Meth-
ods: Study retrospectively on 75 patients diagnosed with
chronic hepatitis C virus at the Outpatient Department of
the National Hospital of Tropical Diseases. Resufts and
conclusions: Males accounted for 68.0% percentage in the
study pool. Patients with unknown HCV infection source
rated 62.8%. 40% of patients had no clinical symptoms.
10.7% of patients used to have failed treatment with Peg
- interferon regimens {PegIFN) + ribavirin {RBV). 55 pa-
tients were treated with regimens PegIFN a2b + RBV +
SOF and 20 patients were treated with regimens PegIFN

a2a + RBV + SOF. Some pretreatment diagnosed tests re-
sults: Genotype 1 and 6 were mainly, accounted for 48.0%
and 42.7% respectively. Results of ALT, AST, FibroScan,
average HCV - RNA sequentiallyis 80.2 (U/), 63.2 (U/D),
8.7 (kPa), 11.3 x 10° (cp/ml). Patients with HCV - RNA
load < 15IU/ml after 4 weeks of treatment were 74/75
(98.7%), after 12 weeks of treatment were 75/75
(100%}). 100% (75/75) of patients achieved sustained re-
sponse at the 12 week after the end of treatment
(SVR12). ALT concentration level decreased significantly
right after 4 weeks of treatment (p < 0.001), FibroScan
index reduced significantly after 12 weeks of treatment
discontinuation (p < 0.05).

Key words: Chronic hepatitis C virus, Sofosbuvir, hepatitis C treatmen.
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