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Abstract

Hepatitis C virus (HCV) infection is associated with increased incidence and progression of chronic
kidney disease (CKD) as well as increased mortality in patients with CKD and in patients with kidney
transplant. Patients with CKD and long-term hemodialysis are also susceptible to HCV infection. The
prevalence of hepatitis C virus is higher in patients with CKD. This rate is from 4 - 9% in most high-
income countries, but it is especially high in the areas such as Middle East, North and Sub-Sahara Africa,
Asia and Eastern Europe. This rate increases in patients with long-term hemodialysis, male, diabetic
mellitus, Hepatitis B Virus (HBV) or Human Immunodeficiency Virus (HIV) co-infection. Treatment of
HCYV provides survival benefits, reduces the risk of CKD progression, reduces the incidence of diabetes,
and improves GFR. Direct acting antiviral agents (DAAs) have revolutionized the treatment of hepatitis
C, with viral eradication up to 90 - 100%. Some DAAs are available for all genotypes and they have
improved the tolerance, safety and efficacy of treatments in CKD patients with viral eradication up to
90 - 95%. This is also a revolution in the treatment of HCV patients with CKD, and opens up the prospect
that HCV-infected grafts can be used for transplantation.

Tém tit

Nhiém vi rit viém gan C (HCV: Hepatitis C Virus) 1am ting ti 1& va dién ti€n cda bénh thAn man
(CKD: Chronic Kidney Disease) ciing nhu tang ti 1€ ti vong cia bénh nhan bénh thin man va bénh
nhan ghép thin. Bénh nhan bénh than man, chay thin nhin tao l1au ngay ciing dé nhiém HCV. Ti 1&
luu hanh vi rit viém gan C cao nhiéu & bénh nhan bénh thin man tinh. Ti 1& nay tir 4 - 9% & hau hét
céc nudc c6 ti 1é thu nhap cao, nhung dic biét cao & cac nuéc Trung Pong, Bic va cin Sahara chau Phi,
chau A va Pong Au. TT1é cang ting & bénh nhan loc than 1au dai, nam gidi d4i thdo dudng, ddng nhidm
vi riit viém gan B (HBV: Hepatitis B Virus) hay vi rit gy suy gidm mién dich médc ph4i (HIV: Human
Immunodeficiency Virus). Diéu tri HCV mang lai 1¢i ich song con, gidm nguy co dién ti€n CKD, gidm
tf 1& d4i thdo dudng va cai thién mic loc cau than (GFR). Thudc khang vi riit truc ti€p (DAAs) da lam
cudc cdch mang trong diéu tri viém gan C, loai bd hoan toan vi rit vdi ti 1& dat duge 90 - 100%. Vai loai
thudc DAAs diing dudc cho tat ci cac kiéu gen, dung nap tot, an toan va hiéu qua cho bénh nhan bénh
than man 90 - 95%. Pay ciing 1a cudc cdch mang trong diéu tri cho bénh nhan HCV véi CKD, dong thai
md§ ra trién vong c6 thé diing tang ghép c6 nhiém HCV d€ ciy ghép.
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I. Gidi thiéu

Khoang 71 triéu ngudi bi nhiém vi rit viem gan
C (HCV) trén toan thé gi6i, din d&n hon 399.000
trudng hop tif vong chii y&u do xd gan hoic ung thu
bi€u mo t&€ bao gan (HCC) [1]. Mot ty 1& dang ké
bénh nhan bi HCV ¢6 mot loat cac bi€u hién ngoai
gan [2] nhu: cryoglobulinemia, viém mach mau
cryoglobulinemia, u lympho khong Hodgkin t&€ bao
B (NHL), dai thio dudng typ 2, viém cau than, bénh
than man tinh (CKD), suy than, liken phaelng, roi
loan chuyén héa porphyrin va bénh tim mach [3].

IL. Lién quan HCV va CKD

HCV c6 lién quan dé€n CKD ngay tir khi dugc
phat hién [3]. Nhiém vi rit c6 thé 12 nguyén
nhan hoic hau qua cda CKD [4]. Bi€u hién ciia
viém cau thin do HCV d3 dugc mo ta o rang [3],
nhung vi rit ¢6 lién quan dé€n CKD theo mot s6
cich khédc [4]. Ngay cang c6 nhiéu bing chiing
khing dinh mdi lién quan giita nhiém HCV va su
phat trién cia CKD va sy ti€n tri€n nhanh chéng
ctia CKD thanh bénh than giai doan cudi (ESRD)
cAn ghép than hoic chay than nhén tao.

Ti 1¢ nhiém HCV & bénh nhan loc mau.

Ti 1& nhiém HCV cao hon § nhitng ngudi chay
than nhin tao man tinh so v6i dan s6 chung [3].
Ti 1€ hién nhiém HCV dao dong tir 4% dén 9% &
hiu hé&t cdc nude c¢6 thu nhap cao, nhung cao hon
ddng k€ va rat khdc nhau & cdc qudc gia khic
nhau § Trung Pong, Bic va cin sa mac Sahara,
chau Phi, chdu A va bong Au [3]. Ti 1& hién
nhiém HCV trung binh trong nghién cttu M6
hinh Thyc hanh va K&t qud Loc mdu (DOPPS),
mdt nghién ctfu quan sit, ti€n cttu vé tf 1& hién
nhiém HCV va ti 1é chuyén ddi huyét thanh &
bénh nhin loc m4u & mot s& nudc cao 1a 13,5%,
dao ddng tur 2,6% dén 22,9% gilta cdc nudc
tham gia. Ti 16 nhiém HCV ting c6 lién quan
dén thoi gian chay than lau hon, gidi tinh nam,
ching toc da den, bénh dai thdo dudng, nhiém
vi ridt viém gan B (HBV), tién st ghép than va
lam dung rugu hoic chit kich thich. Chuyén ddi
huy€&t thanh HCV ¢6 lién quan dén thdi gian loc
mau lau hon, vi rit suy gidm mién dich & ngudi,
hoi chitng suy gidm mién dich mic phdi (HIV /
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AIDS), nhiém HBV va viém md t€ bao tdi phat
hodc hoai thu [5].

Dién ti€n - Hau qua - Viém gan vi rit C va
bénh thin man.

Nhiém HCV c¢6 lién quan doc 1ap vdi albumin
niéu vi thé, nguy co cao hon va thdi gian phat trién
CKD ngdn hon [3]. Cdc nghién citu da chi ra ring
nhiém HCV c6 lién quan d&n ty 1é tir vong cao hon
2,2 1an [3] va sy mit dan chic nang than din d&n
nguy co cao hon phat trién ESRD [6]. Nguy cd phat
trién CKD cao hon § nhém dén s6 tré (< 50 tudi),
nam gidi va nhitng ngudi ddng mic bénh déi thdo
dudng, ting huyé&t 4p (HTN), ting lipid méu ho#ic
xd gan [3]. Nhiéu phan tich tdng hgp dd xac nhan
nhitng mai lién quan nay vdi viéc nhiém HCV c6
lién quan dé&n viéc ting t6i 51% nguy co tiéu dam
va ting 43% ty 1& mic bénh than man. Thoi gian
nhiém vi rat 1au hon va mic loc cAu than udc tinh
thap hon (eGFR) tai thdi diém ban diu 12 lién quan
dén nguy cd cao hon [5]. M&i lién hé ctia HCV véi
CKD ciing dugc thdy rd trong s6 cdc nhom bénh
nhan khac. Pong nhiém vi riit suy gidm mién dich
& ngudi (HIV) lam ting nguy cd méc bénh than
man [3], v6i nguy co lién quan tuyén tinh véi tdi
lugng vi rit HCV [3]. Trong s6 nhitng bénh nhan
bi viém ciu than nguyén phat, nhiém HCV c6 lién
quan dén ting nguy cd ti€n trién ctia CKD [5] va
& nhitng ngudi mic bénh dai thdo dudng, HCV la
mot y&u t& du bao kha niing s6ng sét clia thin kém
dan dén phat trién ESRD s6m. Mdi lién quan nay
khong phu thudc vao tudi, chiing tdc, gi6i tinh,
huy&t ap, protein niéu, thdi gian mic bénh d4i thao
duGng va bénh than do dai thao dudng [3].

HCV ciing lién quan d&n s ti€n tri€n nhanh cia
CKD thanh ESRD cén phéi chay thin nhan tao (HD)
va ghép than. Ti 1¢ nhiém HCV cao hon & nhitng
ngudi mic bénh CKD [6], v6i su nhin 1én ca vi rit
lién tuc c6 lién quan dén sy suy giAm nhanh chéng
clia chifc ning than va tang gip doi nguy cd phat
trién ESRD [3]. Trong khi nhifng ngui cé sy nhan
1&n cta vi rat dang hoat dong thi chiic ning than suy
gidm nhanh hon so v6i nhitng ngudi chi ¢6 khang
thé HCV duong tinh ma khong c6 su nhan 1én cda
vi riit dang hoat dong [6], khong c6 mdi lién quan rd
rang giita ki€u gen HCV va sy phét trién CKD, tuy
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nhién ki€u gen 1 va 2 déu dugc chitng minh 1a 1am
ting nguy co mic bénh CKD [6].

Tilé tf vong do HCV va CKD.

Nhitng ngudi nhiém HCV dang chay than nhan
tao duy tri ¢6 nguy cd ti vong cao hon, nhap vién,
thi€u mdu cin truyén mdu va chit lugng cudc
song xau di so vdi véi cdc ca thé khong bi nhiém
bénh [3]. Cac bénh vé gan va tim mach 1a nguyén
nhan chinh giy t& vong qud mudc & nhitng bénh
nhan nhiém HCV dudc loc m4u [3]. Nhiém HCV
c6 lién quan chat ch€ véi tang do ciing dong mach
chti va cdc bi€n ¢6 tim mach & bénh nhan loc mau
[3]. Bénh nhan nhiém HCV ciing c6 ganh ning
cao hon vé cic bénh déng mic, tim mach, bénh
d4i thdo dudng va CKD lam ting nguy cd t& vong
& nhém dan s6 nay [7]. Bénh nhan nhiém HCV c¢6
ké&t qué sau ghép than kém hon so véi bénh nhan
am tinh v6i HCV. Nhiém HCV sau ghép than c6
lién quan dén viéc ting ti 16 mic bénh ciu than
qua trung gian mién dich, dic biét 1a viém cau
than ting sinh mang loai I (MPGN) din d&n mat
manh ghép nhanh chéng [3]. O bénh nhin ghép
than, nhiém HCV c6 lién quan d&n viéc gidm kha
ning sdng sét 1au dai cla than ghép va ting ty 1&
t vong & ngudi nhan [8]. Ty 1€ t& vong ting 1én
do nguy co cao mic cic bi€n ¢ bénh tim mach,
bénh 4c tinh va suy gan sau khi ghép tang, trong
khi viém cau than va bénh than kinh man tinh 12
nguyén nhén chinh clia ghép thit bai [8]. Su hién
dién dong thdi cla ting huyét dp, dai thdo dudng
[3], y€u t6 di truyén va st dung thudc ddc vdi
than déu c6 thé gép phan lam ting nguy cd rdi
loan chifc ning than & bénh nhan nhiém HCV [3].

Piéu tri cai thién kha ning song va giam
bi€n chitng.

Piéu tri nhiém HCV mang lai 1i ich song
con va gidm ti 1& bi€n chitng. N6 ciing 1am gidm
nguy cd phat trién CKD va céc bi€n chitng tim
mach [9]. Diéu tri hiéu qué va diét trir vi rit dugc
cho thay Ia dat dugc dap ng vi rit kéo dai ciing
mang lai 1gi ich sdng con. Ldi ich nay rd rét nhat
G nhitng bénh nhian khong bi X6 gan hoidc u gan
[9]. Viéc dat dugc dap ¢ng vi rit kéo dai din dén
gidm ti 1& ot vong do khong lién quan dé€n bénh
ly [3], cling nhu gidm dé khéang insulin va gidm
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ti 1&¢ mic bénh ddi thdo dudng [9] do d6 bao vé
su phat trién CKD. N¢ ciing di dugc chitng minh
rang diéu tri v6i DAAs din d&n gidm tdc do suy
giam GFR, ciling nhu cai thién albumin niéu [8].

Sinh Iy bénh HCV va bénh cau than.

Cryoglobulinemia hdn hop (MC) Ia tinh trang
viém mach mau nhd dan dé&n ling dong phiic hgp
mién dich & than, da, gan, khép va than kinh [3].
HCV la mdt y&u 8 nguy cd chinh d6i véi MC,
chi€ém hon 80% céc trudng hgp viém mach mau
do ngung tia globuline (CryoVasc), véi loai IT IgM
kappa MC 1a dang phd bi€n nhét [2]. Céc biéu hién
vé than ¢6 & 20 — 35% [3] bénh nhan bi MC va
viém cau than ting sinh mang loai I (MPGN) la
dang phd bi€n nhat ctia bénh ciu than lién quan
dén HCV do hau qué ctia bénh MC 1I [3]. MPGN
loai I dugc dic trung bdi sy 1dng dong dudi ndi mo
ctia IgM va IgG trong cac vong mao mach va cac
cryoglobulin két tia trong cic t€ bao ndi md cau
than [3]. Cd ch€ sinh 1y bénh c6 thé lién quan dén
tuong tac E2 — CD81. CDS81 1a mot thu thé t& bao
c6 trén t&€ bao gan (lién quan d&€n nhiém trung)
va t€ bao lympho B. Su tuong tic cta protein E2
ctia HCV véi thyu thé CD81 ciia t€ bao lympho B
din dén sy hoat héa va ting sinh don dong, cudi
cung din d&n MC lién quan d&n HCV [9]. Sy ling
dong & than clia cdc phitc hgp mién dich nay la
co ch& chinh cta viém cau than din dén hoai ti
fibrinoid ctia mach cau than, viém ndi mac va hoat
héa b thé. K&t qua 1a ro ri mao mach 1am cho cac
cryoglobulin ngdm vao trong 6ng din tiéu, din
dén hinh thanh nhiéu rdnh hinh liém va hinh 6ng
trong dudng tiéu [3]. Ngoai nhitng tic dong gidn
ti€p, HCV c6 thé gay ddc t&€ bao truc ti€p trén md
than, 1am suy gidm chifc ning thin. HCV c6 thé
lay nhiém tryc ti€p vao bach cau than, ndi mo va t&
bao 6ng [4], véi cic t€ bao than bi€u hién thu thé
CD 81, tao diéu kién thuan 19i cho vi riit xAm nhép
vao t&€ bao va din dén apoptosis [3].

II1. Piéu tri HCV trong CKD

Diéu tri nhiém HCV di dudc cdch mang héa
véi st ra ddi cda phiac dd DAAs ding dudng uéng
chonglai HCV. DAAs thé hé diu tién (Boceprevir
va Telaprevir) dd dugc gidi thi€u vao nam 2011
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va la chat tc ché cda protein serine khdng cau
tric HCV 3/ 4A (NS3/4A) va dugc st dung két
hdp véi Pegylated Interferon va Ribavirin d€ ting
dap dng vi rat kéo dai. Tuy nhién, viéc st dung
ba 1an mdi ngay va tic dung ngoai y chii y&u lién
quan dén Interferon va Ribavirin, ciing v6i viéc
phat trién cac DAAs th€ hé thi hai hiéu qua va
an toan hon da lam mat di viéc st dung chiing
[9]. K€ tir nim 2015, DAAs th& hé thit hai dudc
stt dung k€&t hgp hai hoic ba loai thudc trong mot
thdi gian 8 — 16 tuan.

Mot s6 phac d@d DAAs hién da dugc phé duyét

TAP CHI KHOA HOC TIEU HOA VIET NAM 2022 - TAP X - SO 67

dé sir dung, mot s6 trong s6 d6 c6 hiéu qua chdng
lai tit ca cac ki€u gen [10]. Cdc phac dd DAAs
toan dudng udng mdi hon nay dudc dung nap t6t
hon, an toan va hiéu qua hon cic phic d6 Pegylated
Interferon / Ribavirin va Boceprevir / Telaprevir.
Céc phéc dd nay ciing rit thanh cong & ngudi mic
bénh CKD. Hon nita, hiéu qua ctia chiing trong moi
trugng thuc t& c6 thé so sanh vdi hiéu qua trong cc
thit nghiém 1am sang ngiu nhién, vdi ty 1&é SVR
ludn vugt qua 90 — 95%. Bang 1 tom tdt cac DAAs
hién c6 khic nhau, cung véi dugc dong hoc, ndi
chuyén héa va sit dung & bénh nhan than man [3].

Béang 1. Thudc DAAs ding cho HCV va bénh than man

Thuéc DAAs Chuyén héa GFR < 30mL/phiit
Sofosbuvir- NS5B Cht y&u & than Khong cin chinh liu
Simeprevir- NS5A Gan Khong can chinh liéu
Daclatasvir- NS5A Gan Khong cin chinh liu
Ledipasvir NS5A Gan Khong cin chinh liu
Velpatasvir- NS5A Gan Khong cin chinh liu
Paritaprevir/Ritonavir/Ombitasvir/Dasabuvir/ Gan GFR < 15ml/phit—chu y
NSS5A polymerase ESRD hay HD
Grazoprevir/ Elbasvir/ NS3/4A protease/NS5A Gan Khong can chinh liéu
Glecaprevir/Pibentasvir NS3/4A protease/ Gan Khong can chinh liéu
NSS5A polymerase

Muc tiéu diéu tri

Muc tiéu cda liéu phip diéu tri HCV Ia chita
khoi vi riit va ngin ngira bi€n ching lién quan dén
gan (xd gan mat bu, HCC) va céc bi€n chiing va
tlr vong ngoai gan, dong thdi cai thién chat lugng
cudc sdng va ngin ngira sy 1y truyén clia vi rit.
DPiém cudi clia liéu phap 1a dat duge dap dng vi
rit kéo dai, dudc xac dinh bing HCV RNA khong
phat hién dudc trong huyét thanh hozc huyét tuong
sau 12 tudn (SVR12) tir khi k&t thic diéu tri. Piéu
tri dugc khuyé&n nghi cho tit cd bénh nhan nhiém
HCV, phii uvu tién cho nhitng bénh nhan ¢6 xJ
héa gan va / hoic X0 gan tién trién va nhitng bénh

nhan c6 mot s6 tinh trang nhat dinh bao gdm nhung
khong giGi han & nhitng bénh nhan dai thdo dudng,
nhitng ngudi dang chay than nhan tao va nhitng
ngudi c6 bi€u hién 1am sang ngoai gan c¢6 y nghia,
vi du viém mach c6 triéu chitng lién quan d€n bénh
cryoglobulinemia hdn hgp (MC) va HCV, bénh than
lién quan dén phiic hgp mién dich HCV va u lympho
t&€ bao B khong Hodgkin [10] vi nhitng nhém nay
c6 thé dugc hudng Igi nhiu nhit tir vic diéu tri.

Bénh nhan nhiém HCV va CKD giai doan 1 -3

Bénh nhin nhiém HCV va CKD véi mic loc
ciu than u6c tinh (eGFR) > 30 mL / phit / 1,73
m? ¢6 thé dugc diéu tri v6i bat ky phic d6 nao da
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dudgc phé duyét, tuong tu nhu nhitng phic dd c6
chifc nang than binh thudng. Piéu nay thudng bao
gdm liéu phap k&t hgp v6i Sofosbuvir cong véi
Daclatasvir hodc Velpatasvir, Sofosbuvir cdng
véi Ledipasvir, hodc Grazoprevir cdng v6i bat ky
phac dd nao da dugc phé duyét, tuong tu nhu nhitng
phéc dd c6 chifc ning than binh thudng. Piéu nay
thudng bao gdbm liéu phap két hop véi Sofosbuvir
cong vdi Daclatasvir hodc Velpatasvir, Sofosbuvir
cong vdi Ledipasvir, hodc Grazoprevir cong véi
Elbasvir trong 8 - 12 tun tuy thudc vao ki€u gen
HCV va miic d6 tdn thuong gan tiém in (xem
Béng 2) [3,11,13]. Céc thudc diéu tri chdng lai tat
cA cdc ki€u gen, vi du: Glecaprevir / Pibrentasvir
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c6 thé dugc ding trong 8 tudn & nhitng bénh nhan
khong bi xo gan hodc trong 12 tudn & bénh nhan
xd gan [10]. Mot nghién ctu gin day da ching
minh ring phdc d6 Glecaprevir / Pibrentasvir
ngin hon 8 tuan c6 hiéu qua nhu phac d6 12 tuan
ddi véi tat ca cac ki€u gen & bénh nhan HCV man
tinh chua tirng diéu tri v6i x6 gan con bu [10].
Thudc ttc ché protease (Simeprevir, Paritaprevir,
Grazoprevir, Voxilaprevir) chdng chi dinh & bénh
nhan xd gan mét bu [12] vi vay phac db diéu tri
Sofosbuvir t6t nhit 1a Sofosbuvir / Ledipasvir
hoac Sofosbuvir / Velpatasvir nén dugc st dung
v6i phic d6 Sofosbuvir / Velpatasvir dugc xem
nhu 1a phdc db thay th& chap nhan dugc.

Béng 2. Céc lya chon diéu tri dé diéu tri Viém gan C

Giai doan CKD Kiéu gen Loai DAA
HCV
Giaidoan1-3 Kiéu gen Sofosbuvir + Velpatasvir (8 — 12 tuan)

(eGFR, 31 - 90mL/phut) (1-6)
Sofosbuvir + Velpatasvir + Voxilaprevir (8 tuan cho
bénh nhan khong xo gan, 12 tudn cho bénh nhan xo gan)
Glecaprevir + Pibrentasvir (8 tuin cho bn khong xd gan
12 tuin cho bn xd gan)
Sofosbuvir + Daclatasvir (12 tudn véi RBV chinh liéu)a
Sofosbuvir + Ledipasvir (12 tuiAn)b
Grazoprevir + Elbasvir (8 — 12 tuin)c

GD 4 hay 5 (eGFR, la, 1b,4 | Elbasvir/Grazoprevir
< 30 mL/phut hay chay than) [, T ]
Kiéu gen 1--6 | Glecaprevir/Pibrentasvir

Sofosbuvir dugc dung tir thang 11/ 2019 [13]

a: D6i vdi kiéu gen 1 — 4,

b: Cho kiéu gen 1,4,5,6.

Kéo dai thoi gian diéu tri lén 24 tudn néu Ribavirin khong dii diéu kién.

c: Pugc chdp thudn cho kiéu gen la, 1b va 4.

Viéc lia chon liéu phdp diéu tri HCV va thoi gian diéu tri phu thudc vao kiéu gen, cé hodc khéng
c6 xo gan va khd ndng dung nap vdi Ribavirin. Phdc do cé thudc iic ché protease (Simeprevir,
Paritaprevir, Grazoprevir, Voxilaprevir) khéng dugc khuyén cdo & bénh xo gan Child B/ C.
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Bénh nhan nhiém HCV va CKD giai doan
4-5

Cédc phdc dd c6 chifa chit e ché protease
c6 thé dugc st dung trong bénh thin man tinh
ti€n trién, vi ching dugc chuyén héa chi yéu &
gan va khong cin diéu chinh liéu ddi véi chic
ning than. Tuong ty, thudc tc ch&€ NS5A ciing
dudc chuyén héa & gan va c6 thé dude st dung
3 bénh nhin suy thin giai doan 4, 5 va bénh
nhan loc mdu. Trudc ddy chi c¢6 hai phic dd
DAAs di dugc Cuc Quéan ly Thuc phdm va Dudc
phim (FDA) phé duyét dé diéu tri nhiém HCV
G bénh nhan CKD giai doan 4 hoac 5 va ESRD
dang chay than nhan tao: Elbasvir / Grazoprevir
va Glecaprevir / Pibrentasvir. Sofosbuvir dugc
thdi trir chi y&u qua than (80%) va trudc day
chi dudc cAp phép sit dung cho nhitng ngudi ¢
GFR > 30 mL / phit trén 1,73 m? (CKD G1 -
G3b). Dif liéu ban dau gdi y ring viéc st dung
Sofosbuvir ¢ bénh nhin suy than ning c6 lién
quan d€n cdc tdc dung phu nghiém trong, suy
gidm chifc ning than va ty 1& thi€u médu cao hon
[13]. Gin day, ngdy cang c6 nhiéu bing ching
cho thdy viéc stt dung Sofosbuvir 12 an toan va
hi€u qud § nhitng bénh nhan suy thin tr trung
binh dén ning bao gdm cd nhitng bénh nhan
loc méu [13]. Vao thdng 11 ndm 2019, FDA da
stta d6i t& hudng din déng gbi cho cac phdc db
c6 chira Sofosbuvir va cho phép st dung né &
nhitng bénh nhan bénh thin, bao gém nhitng
ngudi c6 eGFR < 30 mL / phit va nhitng ngudi
dang loc mdu [11].

D6i v6i Sofosbuvir, chuyén héa qua thén,
ding dugc t6t cho bénh nhin bénh than man,
chay than do co ch&€ GS-331007 (Chat chuyén
héa khong hoat tinh clia Sofosbuvir). Huyét
tuong ti€p xic véi Sofosbuvir, GS-331007 va
Velpatasvir cao hon & nhitng bénh nhan nhiém
HCV véi ESRD dang trdi qua loc mau so vdi
bénh nhan nhiém HCV véi chic ning than binh
thudng. Sy ti€p xic gia ting cia GS-331007,
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dugc mong ddi, vi n6 dugc dao thdi qua than.
Nhitng quan sit nay ciing nhit quan véi két qua
tir nghién citu giai doan I § nhitng bénh nhan 4m
tinh v61 HCV vé&i cdc mic dd suy than va ESRD
khéc nhau, cho thdy ting phoi nhiém GS-331007
G bénh nhan thin ning suy gidm, va thim chi
phoi nhiém cao hon & bénh nhan ESRD. Sy gia
ting mic do phoi nhiém nay khong dugc coi l1a
c6 lién quan vé mit 1am sang vi khong c6 mdi
quan hé phén tng v6i mitc do phdi nhiém doi vSi
cdc chi s6 an toan da dugc quan sat. Ngoai ra,
nhiéu nghién cttu trén thé€ gii dd ching minh
viéc st dung cdc phic do dua trén sofosbuvir 12
hiéu qua [13].

Th& nghiém C-SURFER ddnh gid tinh an
toan va hiéu qué trong 12 tudn cda sy k&t hgp
liu cd dinh hang ngay cla Elbasvir (50 mg) /
Grazoprevir (100 mg) so vdi gid dugc gilta cdc
bénh nhan ki€u gen 1 bi CKD tié€n trién (eGFR
< 30 mL / phit hodc HD). Ty 1é khdi bénh trong
nhém cé y dinh diéu tri (mITT) dat gdn 99% va
khéng c6 tdc dung phu nghiém trong nao dugc
ghi nhén [12].

Thd nghiém EXPEDITION-4 ddnh gid tinh
an toan va hiéu qud trong 12 tudn ctia ché do
diéu tri pan-genotypic Glecaprevir / Pibrentasvir
& bénh nhan CKD bao gdm ca ESRD trén HD.
Ty 1€ dap dng vi rit kéo dai dugc bdo cdo khi
c6 y dinh diéu tri AITT) va mITT dat 1an lugt 1a
98% va 100% [12]. Th& nghiém RUBY-1 vao
nim 2015 da dinh gid Paritaprevir, Ritonavir
va Ombitasvir ¢é hodc khong c6 Dasabuvir va /
hoic Ribavirin ctia b&énh nhan nhiém HCV kiéu
gen 1 va CKD giai doan 4 — 5 k€ cd bénh nhan
loc mdu. Th nghi€ém bdo cdo ty 1€ dip ng véGi
diéu tri k&t hgp cao, mic du kich thu6c miu nhd
[12]. Thi nghiém RUBY-II ciing bdo cdo ty 1€
ddp dng vi rut kéo dai cao § bénh nhan CKD
ti€n tri€n, khong st dung Ribavarin [12]. Mic di
hién tai chua dugc FDA chap thuin, sy k&t hop
Paritaprevir / Ritonavir / Ombitasvir / Dasabuvir
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(PrOD) ¢6 thé dudgc coi 1a mot lya chon d€ diéu
tri nhiém HCV ki€u gen 1 & nhitng ndi khong
c6 sdn Glecaprevir / Pibrentasvir va Elbasvir /
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Bang 3 t6m tit cdc nghién cttu mdi cong bo.
Huéng din diéu tri viem gan C va bénh than clia
AASLD bé sung thang 10/2021 d cho st dung SOF/

Grazoprevir. VEL & bénh than giai doan cudi hay chay than [14]
Bang 3. Cac DAA dung trong bénh thin man tinh ti€n trién
Clinical trials.
Loai DAA Liéu Kiéu gen HCV govNumber
(Gov Identifier)
. . 50mg/100mg . C-SURFER
Elbasvir/Grazoprevir . 1va4
12 tuan NCT 02092350
EXPEDITION-4
. ) 100mg/40mg*3 v e e NCT 02651194
Glecaprevir/Pibentasvir A\ Tat ca cic ki€éu gen
8 hay 12 tuan EXPEDITION-5
NCT 03069365
. . . 90mg/100mg
Ledipasvir/Sofosbuvir N 1,4,5,6 NCT 03036852
12 tuan
. . 400mg/100mg v e e
Sofosbuvir/Velpatasvir 12 tud Tat ca cic ki€u gen NCT 01958281
uan

Piéu tri viem cau than do HCV

Véi vai trd cia HCV trong cd ché bénh sinh
cia CryoVasc, viéc st dung liéu phdp khang
vi rit d€ diét trir vi ridt van rdt quan trong dé
cai thién t6n thuong than [3]. Hién nay, DAAs
dugc khuyén cdo 1a phuong phdp diéu tri diu
tay cho b&énh nhan mic bénh ciu than lién quan
d&€n HCV cho thdy chic ning than &n dinh va /
hodc protein ni€¢u khdong do than [5]. Pat dugc
ddp dng vi rit kéo dai c¢6 lién quan dén viéc
thuyén gidm ti€u mdu, protein niéu, gidm mifc

dd cryoglobulin va cdi thién GFR [12] va ciing

phuc héi khd ning dung nap mién dich bing
cdch cdi thién rdi loan cin bing ndi mdi t&
bao B va T ngoai vi [3]. Ngoai ra, ki€ém soat
protein niéu bing cach st dung thudc c ché
men chuyén / thudc chen thu thé angiotensin
va kiém sodt huyét 4p bing thudc 1gi tiéu ciing
dugc khuyé&n khich. Téng thé€ liéu phdp DAAs
la lién quan d€n ti 1é ddp ¢ng 1am sang hoan
toan cao va ti 1& thdp céc tdc dung ngoai y
nghi€ém trong trong viém mach mdu do HCV-
cryoglobulin, nhung cryoglobulin ¢6 thé vin tén
tai ngay cd sau khi loai bd thanh cong vi rit [12]
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va c6 thé c6 su khdc biét gitta ddp ng vi rit
hoc va 1am sang ddi vdi diéu tri [3], v6i mot sd
bénh nhan tdi phat trong thdi gian dai cin theo
doi thudng xuyén va theo déi bénh nhéan lau
dai [13]. P&i véi bénh nhan bung phét ching
cryoglobulinemic, h6i ching than hu, hodc suy
than ti€n tri€n nhanh, diéu tri &c ch€ mién dich
c6 hodc khdong kem theo phuong phap dién di
dugc khuyé’n cdo, v4i Rituximab la tac nhan
tc ch€ mién dich dudc lwa chon [9]. Rituximab
cling dugc khuyén cdo 1a thudc diu tay cho
nhitng bénh nhan mic bénh ciu than lién quan
dén HCV c¢6 hoat tinh mdé hoc & nhitng ngudi
khong ddp dng v6i DAAs [9], vi tinh uu viét
ctia Rituximab don tri so vdi liéu phdp dc ché
mién dich thong thudng da dugc chitng minh
[3]. Viéc loai b HCV thanh cdng bing DAAs
cho phép stt dung an toan cac liéu phédp tc ché
mién dich va diéu hoa mién dich & nhitng bénh
nhan ndy, mang lai 1gi ich cho bénh ciu than
va khong lam tdng nguy cd sao chép HCV [3].

IV. Quan thé dic biét

HCYV ¢ bénh nhan ghép than

Ngudi ta dd chitng minh riing viéc ghép thin
& nhitng ngudi nhiém HCV ¢6 ESRD mang lai
1gi ich s6ng s6t 1au dai, so v6i nhirng bénh nhan
trong danh sdch chd [12]. Cho dén nim 2014,
phdc d6 duva trén Interferon 12 phuong phdp
diéu tri chinh cho b&énh nhan HCV sau khi ghép
than. C6 nguy co rdi loan chifc ning ménh
ghép, hodc dao thdi dich thé qua trung gian
Interferon, bénh nhan chi dugc diéu tri trudc
khi ghép [15]. Su ra d6i cia DAAs ciing da
tao ra mot cudc cach mang trong linh vuc cdy
ghép va mé ra cdnh cita cho viéc diéu tri HCV
sau cdy ghép. Hiéu qud, kha niing dung nap va
an toan cia DAAs ¢ bénh nhin sau ghép tang
da dugc ching minh [14]. Tuy nhi€n, thdi gian
diéu tri t6i wu & nhitng ngudi ghép than vin
chua 16 rang. Cac y&u td cin xem xét bao gdm
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muc d§ nghiém trong cia xJ hda gan, ngudi
hi€n ting con séng va ngudi hi€n ting di qua
doi, thoi gian chd ddi theo loai ngudi hién ting,
va cdc chinh sdch cu thé clia chinh phd va trung
tdm [4,5]. N€u c6 sdn ngudi hi€n ting con song
duong tinh véi HCV va viéc cd'y ghép ngay lap
titc dugc mong dgi d€ cai thién kha ning séng
s6t trong thdi gian ngdn, viéc diéu tri HCV nén
dugc hodn lai cho dé€n sau khi cdy ghép [5].
Ghép thdn tr ngudi cho duong tinh véi HCV
sang ngudi nhan dudng tinh véi HCV gidp gidm
thdi gian cdy ghép [13]. Piéu tri nhitng bénh
nhan nhu vay sau khi cdy ghép véi DAA cho
tha'y k&t qud ddy hita hen [14,15]. Bénh nhin bi
xd héa sém nén dugc diéu tri sau khi cdy ghép,
trong khi bénh nhin bi xo héa gan trudc nén
dugc diéu tri trude khi cay ghép, dic biét néu
thdi gian chd dgi dy ki€n d€ c6 cd quan 1a hon 6
thdang [3]. Phuong phdp xtt 1y trudc khi cdy ghép
nay c6 thé cung cAp nhiéu nim tudi tho hon khi
so v6i nhém diéu tri sau ghép [11] nhung sé
han ch€ sy sdn c6 clia nhitng ngudi hi€n than
nhiém HCV. Do d6, mdi trudng hgp phéi duge
quy€t dinh trén co sé cd nhan va Iya chon tot
nhat sé khédc nhau tuy theo khu vyc va tng vién
[11]. Mic di nhu c4u than ghép ngay cang ting
trén toan th€ gidi, viéc st dung khong dd than
bi nhiém HCV vin con 1a mot van dé. Gan day,
hai tht nghiém da ddnh gid k€t qud cla viéc
ghép thin tr ngudi hi€n ting duong tinh vdi
HCV sang am tinh v6i HCV ngudi nhan. Nhitng
thtt nghiém nay néu bat mot chié€n lude tiém
ning d€ ting cd s§ hi€n ting nodi tang va gidm
ty 1€ t& vong va bénh tit cliia nhitng Wng vién
ghép than [12].

HCV & bénh nhan CKD - Khéi ddu giai
doan cudi ?

Su sdn c6 clia mot s& phac d6 DAAs c6 thé
dudc st dung trong cdc giai doan ti€n trién clia
CKD thé€ hién médt budc ti€n 16n trong viéc quan
ly HCV 8 nhém dan s6 nay. Dt liéu hién tai
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chiing minh rd rang riing viéc st dung céc thudc
mdi hon & bénh nhan CKD va ghép thin gitip
cdi thién ty 1& tif vong va bénh tat [5]. TS chic
Y t€ Th& gidi dit muc tiéu gidm 90% ti 1€ mic
bénh viém gan vi rdt mdi va gidm 65% ty 1€
t& vong vao nam 2030. Nhitng ngudi loc mau 1a
muc tiéu t5t @€ chin dodn HCV bing cich tAm
sodt thudng xuyén va viéc lay truyén vi rit va
t4i nhiém sau khi loai trir thAnh cong c6 thé dugc
kiém soat biing cdch tudn thd cdc quy trinh ki€m
sodt nhiém triing tiéu chuin [5].

V. K&t luan

Diéu tri thanh cong HCV va dat dudc dédp tng
vi rit kéo dai lam gidm nguy cd phét trién CKD,
c6 tic dung hitu ich d6i v6i cdc bi€u hién ngoai
gan va mang lai 1di ich s6ng con. Cdc phdc db
DAAs dudng uéng mdi c6 thé dude st dung mot
céch an toan va hiéu qua & nhitng bénh nhan mic
bénh than tién tri€n, bao gdm ca nhitng bénh
nhin loc mdu va nhitng ngudi ghép thin. Hi¢u
qud, kha ning dung nap va an toan cia DAAs &
bénh nhan ghép than di cho phép tri hoin diéu
tri cho dén sau khi ghép than, do d6 gidm thdi
gian chd ghép than. Ngoai ra, chi€n lugc nay
c6 khd ning cdy ghép cdc manh ghép bi nhiém
HCYV vao nhitng ngudi nhan HCV am tinh va loai
bd su 1ay nhi€m sau nay. Viéc loai bd HCV trong
dan s6 mic bénh thin man vin con 1a mot thach
thifc va s& cin phuong phap ti€p can da mo thifc
dé€ nang cao nhan thifc clia bénh nhin va bic
si 1am sang, ting kha ning ti€p can diéu tri va
phong ngira tdi nhiém.
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