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HIEU QUA CAI THIEN SO LUQ'NG TIEU CAU CUA THUOC KHANG VIRUS
TRU’C TIEP O' BENH NHAN VIEM GAN VIRUS C MAN TINH

TOM TAT

Muc tleu Khao sat hiéu qua cai thién s6 lugng
tleu cau cuta thudc khang virus tryc ti€p & benh nhan
viém gan virus C man tinh. Poi tugng va phucong
phap: M6 ta cat ngang hoi cliu trén 109 hd so bénh
an cua bénh nhan viém gan virus C man dén kham va
diéu tri ngoai trd tai Phong kham viém gan - Bénh
vién Pai hoc Y Dugc TP. H6 Chi Minh, thdi gian tur
thang 01/2016 dén 6/2020. Bénh nhan dugc chi dinh
diéu tri bang cac phac do thudc khang virus truc tlep
(DAA) (khong co IFN va ribavirin) va cd xét nghiém s
lugng tiéu cau tru’dc trong va sau khi két thuc diéu tri
12 tuan. Két qua Tu0| trung binh trong nghlen clru
la 58,3 + 12,6, vGi ty & nif nhiéu han nam va benh
nhan khong xd gan chiém ty 1& cao. S6 lugng tiéu cau
dugc ca| thién s6m sau 4 tuan diéu tri va mic tang
nay van tiép tuc sau 12 tuan diéu tri. Phac do
grazoprewr/elbaswr sofosbuvir/daclatasvir, sofosbuwr/
ledipasvir van gilt dugc muc tang s6 lugng tleu cau
sau khi dat SVR. Két Iuan Cac phac do DAA co hiéu
qua cai thién s6 lugng tiu cau & bénh nhan viém gan
virus C man.

Tir khéa: DAA, viém gan C man, s6 lugng tiéu cau

SUMMARY
EFFICACY OF DIRECT-ACTING ANTIVIRUS
AGENTS FOR THE PLATELET COUNT
IMPROVEMENT IN CHRONIC HEPATITIS C
VIRUS PATIENTS

Objective: To investigate the efficacy of direct-
acting antiviral drugs (DAAs) for the platelet count
improvement in chronic hepatitis C patients.
Methods: A retrospective cross-sectional study was
conducted on 109 medical records of outpatients with
chronic hepatitis C virus, treated at the Liver Clinic,
University Medical Center HCMC from 01/2016 to
6/2020. Patients were indicated DAAs (without IFN or
ribavirin) and platelet counts were tested before,
during and 12 weeks after the end of treatment.
Results: The mean age of patients was 58.3 = 12.6,
with a higher rate of women than men and patients
without cirrhosis account for high rate. The platelet
counts increased as early as 4 weeks after treatment
and this increasement persisted at 12 weeks after
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treatment Grazoprevir/elbasvir, sofosbuvir/daclatasvir,
and sofosbuvir/ledipasvir kept the platelet counts
increasing after SVR attainment. Conclusion: DAAs
are effective for the the platelet count improvement in
chronic hepatitis C patients.

Key words: DAA, chronic hepatitis C virus,
platelet count

I. AT VAN DE

Bénh viém gan virus C man la bénh truyén
nhiém do virus viém gan C (Hepatltls C Virus -
HCV) gdy ra. HCV cd thé géy viém gan cip, viém
gan man, tién trién thanh xd gan, ung thu té
bao gan [1]. Ngoai nhitng bién chirng nguy hiém
tai gan, con cd nhitng bién chdng khac ngoai
gan nhu viém khép, viém giac mac, bénh vé da
man tinh, viém cau than, thiéu mau tan mau tu
mién [2]. Nhiém HCV 1& mot _trong nhiing
nguyen nhan gay ra gidm tiéu ciu. Giam tiéu
cau § bénh nhan mac bénh gan man tinh tucng
d6i phd bién, dic blet la & bénh nhan bi nhiem
HCV man. Ty Ié mac khoang 6% & bénh nhan
bénh gan man tinh, 24% & bénh nhan nhiém
HCV man va 1én dén 78% & bénh nhan xd gan
[3]. Bé&nh nhan nhiém HCV man tién trién thanh
XG gan lam suy giam san xuat thrombopoietin,
mot cytokine tao huyét khdi, tham gia vao qua
trinh trudng thanh cla megakaryocyte va san
xuét tiu cau. Viéc dat dugc dap Ung virus bén
viing (SVR) sau khi diéu tri bang thudc khang
virus truc ti€p (DAA) gilp cai thién tinh trang xo
hoa gan va mét s biéu hién ngoai gan, diéu nay
6 thé gilp cai thién sb lugng tiéu cau. Tac dung
cua DAA d6i véi viéc cai thién s6 lugng ti€u cau
van chua dugc biét r6. Do do, ching t6i thuc
hién nghién clru nay nham khao sat hiéu qua cai
thién s6 lugng ti€u cu trong va sau khi diéu tri
bdng DAA & bénh nhan viém gan virus C man.

1. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

Thiét ké nghién ciru: Mo ta cdt ngang hoi
cltu trén ho sc bénh an clia bénh nhan viém gan
virus C man.

Poi tugng nghién ciru

Tiéu chudn chon bénh nhdn nghién ciu:
H6 sd bénh an bénh nhan bi viém gan virus C
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man, >18 tudi tr@ Ién, dugc chi dinh diéu tri
bang cac phac d6 DAA (khéng c6 IFN va
ribavirin), cd xét nghiém s& lugng ti€u cau trudc,
trong va sau khi két thic diéu tri 12 tuan tai
Phong kham viém gan, Khoa kham bénh, Bénh
vién Pai hoc Y Dugc TP. HO Chi Minh, thgi gian
tir thang 01/2016 dén 06/2020.

Tiéu chuan loai tra: Phu nit c6 thai, bénh
nhan khong s dung phac d6 DAA du thdi gian
quy dinh, bénh nhan khong dugc xét nghiém so
lugng ti€u cau day du.

C8 mau: Lay mau thuan tién. Tat ca bénh
nhan thoa tiéu chudn chon mau va khdng cé tiéu
chuén loai trtr.

Cac budc tién hanh va phan tich so liéu.
SO liéu nghién clru dugc thu thap tai phong
kham Viém gan — bénh vién Dai hoc Y Dugc TP.
H6 Chi Minh. Cac théng tin dudc thu thap bao
gom: Thong tin hanh chinh, bénh str, tién can va
kham lam sang tirng bénh nhan. Ghi nhan két
qua ldm sang va can lam sang trudc khi diéu tri
(T0), sau khi stif dung phac d6 DAA dugc 4 tuan
(T4), 12 tuan (T12) va sau khi két thac diéu tri
12 tuan (T24).

Kiém soat sai lénh thdng tin: Binh nghia rd va
cu thé cac bién s6 trong nghién clru. Nghlen cttu
vién hi€u rd ban chat dir liéu va ndm VLrng
phucng phap thu nhap dir liéu. DGi v8i moi loai
thong s6, chi st dung thong nhat 1 thié€t bi can
do. Nhép sO liéu, phan tich va x{r ly thong ké
béng phan mém Minitab 18.

van dé y dirc: Nghién ctu tién hanh dam
bao tudn thd cac nguyén tic dao dic trong
nghién clitu Y hoc va dugc H6i dong dao dic
trong nghién ciu Y sinh hoc cla Dai hoc Y Dugc
TP. H6 Chi Minh thong qua.

Il. KET QUA NGHIEN cUuU

TU thang 01/2016 dén thang 06/2020 ching
t6i thu nhan dugc 109 bénh nhan viém gan virus
C man du’c_ic chi dinh dung cac thu6c DAA va
dugc dua vao nghién clu.

Pac diém chung cua dan s6 nghién clru

P3c diém dich té hoc va cén 1am sang dugc
thé hién trong Bang 1. Tudi trong dan sd nghién
clfu cla chdng t6i la 58,3 + 12,6. Trong 109
bénh nhan, c6 39 (35,8%) la nam va nit co ty Ié
cao han nhleu véi 70 (64 2%) bénh nhan. Ba
bénh déng mdc thudng gap la gan nhiém m3,
viém gan virus B man va viém gan do rugu
(11,0%; 5,5% va 1,8%). Kiéu gen HCV gip
trong nghién clu nhiéu nhét la typ 6 (47,7%),
ti€p dén la typ 1 (35,8%), typ 2 va khong xac
dinh ki€u gen chiém ty 1é thap (10,1% va 6,4%).
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Trong cac mic d6 xd hod gan, phan I6n cua
nhém nghién cu la khong xd hoa (FO - F1) co ty
I€& 74,3%. Phac d6 Sofosbuvir/Ledipasvir dugc st
dung nhiéu nhat (52,3%). Dap Ung virus nhanh
(RVR) dat dudc & 85,3% bénh nhan, tuy nhién
tat cd bénh nhan déu dat dugc dap Ung virus
bén virng (100%).
Bang 1. bic diém cia mau ngh/en cul
Gia tri Tong (n =109)
Tudi (nam) (1B + DLCY) 58,3 + 12,6
Gigi tinh [n (%)]
Nam 39 (35,8%)
N{r 70 (64,2%)
Bénh dong mac [n (%)]
Gan nhiém md
Viém gan virus B man
Viém gan do rugu
Kiéu gen [n (%)]

12 (11,0%)
6 (5,5%)
2 (1,8%)

Typ 1 39 (35,8%)
Typ 2 11 (10,1%)
Typ 6 52 (47,7%)

Khdng xac dinh
Mirc do xd gan [n (%)]
Khong xd gan

7 (6,4%)

81 (74,3%)

XG hda 2 (1,8%)
XG gan con bu 21 (19,3%)
XG gan mat bu 5 (4,6%)
HCV RNA (log1o IU/ml) 5,95 (4,97 -
(Trung vi - KTPV) 6,79)
ALT (U/L) (Trung vi - KTPV™) | 45 (26,5 - 67)
AST (U/L) (Trung vi - KTPV) |45,3 (30,5 - 70)

GGT (U/L) (Trung vi - KTPV)
Phac do diéu tri [n (%)]
Sofosbuvir/Ledipasvir
Sofosbuvir/Velpatasvir
Sofosbuvir/Daclatasvir
Elbasvir/Grazoprevir
Hiéu qua diéu tri [n (%)]
DPap Ung virus nhanh (RVR) 93 (85,3%)
Dap Ung virus bén vitng (SVR)| 109 (100%)
*TB + PLC: Trung binh + Pd I1&ch chuan;
“KTPV: Khoang tr phan vi
Hiéu qua cai thién sd lugng ti€u ciu cua
thuoc khang virus truc tiép 6 bénh nhan
viém gan virus C man
S& luogng ti€u cau trudc khi diéu tri (T0):
sd lugng tiéu cau (Trung vi - KTPV) dugc xét
nghiém trudc khi bdt dau diéu tri theo tung
phac do DAA: sofosbuvir/ledipasvir 202 (158,5 -
258,5); sofosbuvir/velpatasvir 193,5 (135,8-
230,5); sofosbuvir/daclatasvir 188 (145-246,5);
grazoprevir/elbasvir 102 (89 - 115).
S6 luogng ti€éu cau sau khi dung thuéc 4

51 (28 - 96,5)

57 (52,3%)

32 (29,4%)

18 (16,5%)
2 (1,8%)
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tuan (T4): sb lugng ti€u cau (Trung vi - KTPV)
dugc xét nghiém sau khi dung thudc 4 tuan theo
ting phac do6 DAA: sofosbuvir/ledipasvir 216
(167 - 273,5); sofosbuvir/velpatasvir 197 (144,5-
230,8); sofosbuvir/daclatasvir 199 (158 - 261);
grazoprevir/elbasvir 123,5 (113 - 134).

So luong ti€u cau khi két thac diéu tri
(T12): s6 lugng tiéu cau (Trung vi - KTPV) dudc
xét nghiém khi két thiac diéu tri theo tirng phac
do DAA: sofosbuvir/ledipasvir 212 (169 - 266);
sofosbuvir/velpatasvir 203 (141,8-252,8);

DAA

Grazoprevir/Elbasvir

sofosbuvir/daclatasvir 207,5 (150-274,3);
grazoprevir/elbasvir 115,5 (87 - 144).

So lugng tiéu ciu sau khi két thic diéu
tri 12 tuan (T24): s6 lugng ti€u cdu (Trung vi -
KTPV) dudc xét nghiém khi két thic diéu tri theo
ting phac do DAA: sofosbuvir/ledipasvir 214
(161,5 - 260); sofosbuvir/velpatasvir 185,5
(149,5 - 240,3); sofosbuvir/daclatasvir 221 (144
- 305,3); grazoprevir/elbasvir 117 (108 - 126).

So sanh vé s6 lugng ti€u cau trudc, trong va
sau khi diéu tri cia cac phac dd DAA dugc thé
hién trong Biéu db 1.

DAA
[] Grazoprevir/Elbasvir

Sofosbuvir/Daclatasvir
] Sofosbuvir/Ledipaswvir
[T] Sofosbuvir/Velpatasvir

Sofosbuvir/Daclataswvir

Sofosbuvir/Ledipasvir

Sofosbuvir/\Velpataswvir

250

Biéu dé 1. S5 luong tiéu cdu trudc, trong va sau khi diéu tri cda cac phac do

IV. BAN LUAN

Co6 khoang 64% dén 76% bénh nhan xd hoéa
va xd gan lién quan dén nhiém HCV man cé biéu
hién giam ti€u cau. Giam tiéu cau cd lién quan
chdt ché vGi mic d6 xd hdéa gan do mic
thrombopoietin thdp. Giam tiéu cu ciing cd lién
quan dén nguy cd mac bénh va tir vong do xd
gan cao hon. Do dé, diéu tri s6m nhiém HCV
trudc khi xuat hién giam ti€u cau 1a can thiét [4].
Ty |é gidm tiéu cdu & bénh nhan viém gan virus
C man dao dong tir 0,16% dén 45,4%, hau hét
cac nghién cru bao cao ty Ié nay > 20% [5].
M6t s6 nghién ctu cho thdy s6 lugng ti€u cu da
téng 1én dang k& & bénh nhan viém gan virus C
man sau khi diéu tri DAA thanh cong. Su cai
thién dang ké vé tiéu cau dudc xac dinh khi s6
lugng tiéu cAu tdng hon 10% so vdi sb lugng
ban dau. Trong nghién cfu cta chdng t6i da thu
nhan dudc 109 h6 sd bénh an bénh nhan viém
gan virus C man, dugc chi dinh dung 1 trong 4
phac d6 DAA va co day da gia tri can lam sang
can thiét.

Pa s bénh nhan la nir gidi (64,2%), do tudi
trung binh trong mau nghién cru la 58,3 + 12,6.
Két qua nay tuong dong vdi nghién clu cla Ly
Thi Kim Dung (2016) trén 282 bénh an cla bénh

nhan viém gan virus C man [6]. Ty I€ bénh nhan
bi xd gan trudc khi diéu tri la 23,9%, trong do
XG gan mat bu chiém 4,6%.

Phac d6 grazoprevir/elbasvir lam tdng s0
lugng tiéu ciu sau 4 tudn diéu tri 21,5 G/L
(17,4%), 12 tuan 13,5 G/L (11,7%), 24 tuan 15
G/L (12,8%). Diéu tri DAA lam tdng dang k€& s&
lugng ti€u cdu sém nhdt 13 4 tudn sau khi diéu
tri, mic tang nay van ti€p tuc duy tri sau khi két
thic diéu tri 12 tuan, nghién cltu cta ching toi
tugng dong vai nghién cllu ctia Chen Y. C. va
cong su (2020) (> 10% so vdi ban dau) [5].

Phac d6 sofosbuvir/daclatasvir lam tang sG
lugng ti€u cAu sau 4 tuan diéu tri 11 G/L (5,5%),
12 tuan 19,5 G/L (9,4%), 24 tuan 33 G/L (14,9%).

Phac do sofosbuvir/ledipasvir lam tdng s0
lugng ti€u cau sau 4 tuan diéu tri 14 G/L (6,5%),
12 tuan 10 G/L (4,7%), 24 tuin 12 G/L (5,6%),
nghién clu cta ching toi tuy cé ty |é tang s6
lugng tiéu cau thap hon bdo cdo clia Alcazer V.
va cbng su (2018), nhung Alcazer V. chi bao cao
trén 1 bénh nhan nhiém HCV bi giam ti€u cau
nghiém trong [7].

Phac do6 sofosbuvir/velpatasvir lam tang s0
lugng tiu ciu sau 4 tudn diéu tri 3,5 G/L
(1,8%), 12 tuan 9,5 G/L (4,7%), tuy nhién sau
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24 tuan s6 lugng tiéu cau giam 8 G/L (4,3%),
trong nghién clu clla Gayam V. va c6ng su’ sO
lugng ti€u cau giam 8%.

Su cai thién s& lugng tiéu cau sau khi diéu tri
DAA con phu thudc vao nhiéu yéu t6 khac nhau
nhu mdc thrombopoietin ban dau theo nghién
cfu clia Chen Y. C.[3]; gan nhiém m& trung binh
hodc néng cd lién quan dang k€ dén viéc cai
thién s6 lugng ti€u cau theo nghién clu cla
Chen Y. C. [5]; su thay d6i s6 lugng ti€u cau sau
khi dat SVR c6 lién quan dén su thay ddi thé tich
gan trong nghién cru ciia Seko Y. [8].

V. KET LUAN

K&t qua nghién cu cho thdy, s6 lugng tiéu
cau. tong thé da téng Ién dang k&€ & bénh nhén
nhiém HCV dudc diéu tri bdng DAA. Ca 4 phac
dd6 DAA déu gilp s lugng tiéu cau dugc cai
thién s6m sau 4 tuan diéu tri va muc tang nay
van ti€p tuc sau 12 tuan diéu tri. Phac do
grazoprevir/elbasvir, sofosbuwr/daclataswr
sofosbuwr/ledlpaswr van gilt dugc mic tdng s6
lugng ti€u cau sau khi dat SVR. Phac dd
sofosbuvir/velpatasvir cé s6 lugng ti€u cau giam
sau khi dat SVR, nguyén nhan gidm can dugc
nghién cltu thém.
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THIET LAP MAU MAU GIA PINH CHU’A VI KHUAN 7
STAPHYLOCOCCUS AUREUS DUNG TRONG NGOAI KIEM

TOM TAT

Muc tiéu: Thiét 1&p mau mau gid dinh chira S.
aureus s dung cho chuadng trinh _hgoai kiém chét
lugng vi sinh dat d6 dong nhat va 6n dinh theo ISO
17043:2011. Phudong phap: Nghién ciu thuc
nghiém. Danh gia toc d6 tang trudng clia va S. aureus
trong moi truGng mau gia dinh c6 va khong cd acid
boric va natriformat. Xac dinh néng d6 acid boric va
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natriformat phu hgp. Thir nghiém san xudt b mau
mau gia dinh chra cg chat nutrient broth, mau ciry,
acid boric va natrifomat theo nong d6 da xac dinh. Su
dung phép kiém T- Student va Oneway ANOVA danh
gia t|nh dong nhat, tinh on dinh b6 mau mau gia dlnh
dd san xudt. Két qua: SIr dung acid boric va
natrifomat duy tri ndng d6 S. aureus trong mau (mau
clru, nutrient broth) hiéu qua hon so vGi khéng st
dung Nong do acid boric 8% va natriformat 4% I3
phu hgp vdi san xuat mau mau gia dinh vi khuan dich
la S.aureus. B& mau san xust chira vi khuén dich S.
aureus dat tlnh dong nhat v8i Finye nghiem= 0,911 < F
muyae =3,02, 6n dinh trong 17 ngay. Két Iuan Qua
nghién Cu"u st dung acid boric- natrifomat lam chat
bdo quéan trong m0| trufdng mau g|a dinh la phu hgp.
Thiét 1ap thanh cong b6 mau mau gia dinh S. aureus
str dung cho chudng trinh ngoai kiém vi sinh theo tiéu
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