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EEZBHCVEEENRIZREZER FMEREBR HFEE(LSM)BXENRAYMARRE, IR KAARESE,
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Abstract: Objective To investigate the efficacy and safety of the direct-acting antiviral agents coblopasvir hydrochloride/
sofosbuvir (CLP/SOF) regimen used alone or in combination with ribavirin (RBV) in the treatment of patients with genotype 3
hepatitis C virus (HCV) infection in terms of virologic response rate, liver function recovery, improvement in liver stiffness
measurement (LSM) , and adverse drug reactions, and to provide a reference for clinical medication. Methods A total of 98
patients with genotype 3 HCV infection who attended The Third People’s Hospital of Kunming from January 2022 to December
2023 were enrolled, and according to the treatment method, the patients were divided into CLP/SOF+RBV treatment group with 55
patients and CLP/SOF treatment group with 43 patients. The patients were observed in terms of rapid virologic response at week 4
(RVR4) , sustained virologic response (SVR) , previous treatment experience, underlying diseases, laboratory and imaging
indicators, and adverse reactions during treatment. The course of treatment was 12 weeks, and the patients were followed up for 12
weeks after drug withdrawal. The independent-samples ¢ test was used for comparison of normally distributed continuous data
between two groups, and the Mann-Whitney U test was used for comparison of non-normally distributed continuous data between
two groups; the Friedman test was used for comparison within each group at different time points, and the Bonferroni method was
used for further comparison and correction of P value; the chi-square test or the Fisher’s exact test was used for comparison of
categorical data between two groups. The univariate and multivariate Logistic regression analyses were used to investigate the
influencing factors for SVR12. Results Before treatment, there were significant differences between the CLP/SOF+RBV treatment
group and the CLP/SOF treatment group in terms of LSM, total bilirubin (TBil) , gamma-glutamyl transpeptidase (GGT), HCV
genotype, and the presence or absence of liver cirrhosis and compensation (all P<0.05). The 98 patients with genotype 3 HCV
infection had an RVR4 rate of 81.6% and an SVR12 rate of 93.9%. The patients with genotype 3a HCV infection had an RVR4 rate
of 84.44% and an SVR12 rate of 97.78%, while the patients with genotype 3b HCV infection had an RVR4 rate of 79.25% and an
SVR12 rate of 90.57%. There were significant differences in RVR4 and SVR12 rates between the patients without hepatocellular
carcinoma and those with hepatocellular carcinoma, there was a significant difference in RVR4 rate between the patients without
HIV infection and those with HIV infection, and there was a significant difference in SVR12 rate between the previously untreated
patients and the treatment-experienced patients (all P<0.05). The univariate Logistic regression analysis showed that treatment
history, hypertension, hepatocellular carcinoma, ascites, albumin (Alb), and platelet count were influencing factors for SVR12
(all P<0.05), and the multivariate Logistic regression analysis showed that hepatocellular carcinoma (odds ratio=0.034, 95%
confidence interval: 0.002— 0.666, P=0.026) was an independent influencing factor for SVR12. After treatment with CLP/SOF
combined with RBV or CLP/SOF alone, the patients with genotype 3 HCV infection showed gradual reductions in the liver function
parameters of TBil, GGT, and alanine aminotransferase (all P<0.05) and a gradual increase in the level of Alb (P<0.05). As for
renal function, there were no significant changes in blood urea nitrogen and creatinine after treatment (P>0.05). For the patients
with or without liver cirrhosis, there was a significant reduction in LSM from baseline after treatment for 12 weeks (P<0.05).
Among the 98 patients with genotype 3 HCV infection, 9 tested positive for HCV-RNA at 12 weeks after treatment, 2 showed no
response during treatment, 4 showed virologic breakthrough, and 3 experienced recurrence. The overall incidence rate of adverse
events during treatment was 17.35% for all patients. Conclusion CLP/SOF alone or in combination with RBV has a relatively high
SVR rate in the treatment of genotype 3 HCV infection, with good tolerability and safety in patients during treatment, and

therefore, it holds promise for clinical application.
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1.1 AR % 2022451 H—20234F 12 A FR
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%o WARRUE: (DAER>18 % 5 (2) ML HCV ik bHM:
FEZL HCV RNA FAYE ; (3 FE=6 1 5 (4) HE K] 3 A& 1
HCV YL 5 (45 CHC AR A2 0 8 Ak K 2 AR A2 101 4
LEBF AIFHCCRHE AIFHIVRE) ; (5) i REA &
B3z B 4 &K (pegylated interferon, PEG-IFN)
IK-A RBV (PR) 5 Z81697 8l HA DAA IR YT Y &0 4
JHAE AL WG 3k 2 LA T bRl rf 2220 1300 (1) 6 A 2F 4
A3 359 4 359 5 (2) JFAE 2 (B (LSM) >12.5 kPas (3) I & L N
BE A5 OR SE 00 5 K A HE  JHRE AL A A T K =
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(DFEBMAE; (5)ILE AR IO L (6) el fifk
SO AT 251808 5 (7) ARSI &

1.2 %977 %  Fifi HCV IR ¥R H CLP(60 mg) H
JIK, % H 17K ;S0F (400 mg) LR, & H 17 KK 3b AU
BE DN 3a U AR I A b 58 5 R A CLP/SOF Bk & RBV
BIF % RBY R, 10 ~ 15 mg-kg ' -d7 JAYF 128, K
HRER o F 3 TR JC LT 32 RBV 172K JH] CLP/SOF BT
JYRER Ry 12 8 A2 5 T 12 4
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Xt PAESEA A IE o J1ECFE R 4 10] HL R FH 7 6 96 5
Fisher £ % . W FH 5. [ R Fil 2 A & Logistic [| 15 43 #7
SVRI2 MR ZE . P<0.05 HERA LI ERE X,
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o 55 65 i, 2z 33 4], T AR (52.1548.47) % . WA I
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RIHCV B3 45 6], 3b %0 53 451 ; PR 1k £ 25 39 1], Hovp
21 5 R KA TR AL s HCC 52 8451 s /K 5 5 24 491,
HIV &Y 17 6 . MR 48697 7 %45 R CLP/SOF Bk &
RBV 4 55 f4i] #1 CLP/SOF H. ] 2H 43 {71 , W 2H 78 % ik 2k
FEAR LA, LSM  TBil .GGT , HCV 3 K 43 B K J& 75 4 IF
JH B b R A Bl B 22 S A et 2 i L (PE <
0.05)(F% 1),

22 JmEFREESAN 98HISEH 3 HCV YL H RVR4
%4 81.6%(80/98) , SVR12 %4 93.99%(92/98) . Hirf13a
K RVR4 % Jy 84.44% , SVR12 K 97.78%; 3b %1
RVR4 %4 79.25% , SVR 12 %4 90.57% , P i B P51 784 1) i
BRI, RIS L (P{EY>0.05) . JCHCC FI
A HCC 2 # 1Y RVR4 R A1 SVRI2 K H 4  JC HIV Al 4 9F
HIV B L35 1) RVR4 S LA W6 FI 286 J % 1 SVR12
R, ZFHA T2 E L (P{E3<0.05)(F£2),

23 HCV R HSVRI2 0% a B & 54 HAHZE Logistic
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PLTJ& SVRI2 WUsZ M K &= (P{E14<0.05)(£3), ZH &R
Logistic [543 87 45 5 8 7R , HCC J& SVR12 (1) i 7. 52 1
K% (0R=0.034,95%CI:0.002 ~ 0.666, P=0.026) .,

24 WIRFBFTAITFA AT ARG Hm  FH 3R
HCV YL 18 45 CLP/SOF B4 RBV i CLP/SOF M HIRYT
Jei , BF DI 6E o TBil .GGT  ALT 7K S 3 i F e (P
$1<0.05) , Alb 7K - 52 12 i T i B #4 (P<0.05) o "B TI6E
BUN il Cr KPR YT T A 22 B3 R gt 2 L (P{EH)>
0.05)(£4).

2.5 B 3% HCV & % %1% A CLP/SOF 354 RBV 3 CLP/
SOF 3 A 74 /7 7T /6 LSM e ik SIFHFREfL s 5 k&
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Table 1 General information comparison of genotype 3 HCV infected individuals

R1 EE3IBHCV BEEWN—B AR

5iH (ig) CLP/SO(FnEfS?) RBV 41 CLP/(SIE)ZZ ;!%Fﬁ H i i

B () 65/33 39/16 26/17 Y=1.179 0278
(%) 52.15+8.47 52.56+7.42 51.7349.73 1=0.523 0.602
TR I L (RIRIZR L ) 71127 38/17 33/10 Y=0.708  0.400
A LR (A5 2, 1) 76/22 41/14 35/8 X=0.650  0.420
GITREIRAE (52, 1) 76/22 40/15 36/7 Y=1.675  0.196
GIFE IR (R LZ,6) 91/7 50/5 41/2 ¥=0.717  0.397
R B (T, ) 70/28 39/16 31/12 ¥=0.017  0.898
HCV FE[K 5354 (3a/3b, 4i]) 45/53 5/50 40/3 X'=68.459  <0.001
R RAEE (B2, B 77/21 39/16 38/5 X=4371  0.037
BIfFHCC(FHHE, ) 90/8 50/5 40/3 Y=0.144  0.704
&K (TE/IA B 74124 38/17 36/7 Y’=2.793  0.095
EIF AL (R, 1)) 59/39 28/27 31/12 Y=4.520  0.033
A I HIV IR (B /2, 1)) 81/17 45/10 36/7 ¥=0.016  0.805
WBC(x10%/L) 5.19+1.78 5.10+1.70 5.31+1.89 =-0.573  0.568
Hb(g/L) 144.35+28.28 147.15+28.71 140.77+27.65 1=1.109 0.270
PLT(x10"/L) 160.09+70.81 150.98+61.57 171.74+80.36 =-1.449  0.151
PTA(%) 78.15(60.33 ~ 87.40) 72.40(59.40 ~ 85.40) 83.20(63.80~92.50)  Z=-1.672  0.095
BUN(mmol/L) 5.06(4.10 ~ 6.25) 4.99(4.16 ~ 6.47) 5.16(3.93 ~6.12) 7Z=-0.730  0.465
Cr( pmol/L) 64.50(52.50 ~ 87.50) 65.00(55.00 ~ 90.00) 63.00(49.00 ~ 85.00)  Z=-0.766  0.443
LSM(kPa) 8.90(6.50 ~ 13.43) 10.50(6.80 ~ 15.20) 8.50(6.50 ~ 11.50) 7=-2285  0.022
TBil(mol/L) 32.70(17.63 ~ 44.25) 35.60(19.50 ~ 47.20) 25.20(16.90 ~36.40)  Z=-2.162  0.031
ALT(U/L) 93.50(51.70 ~ 185.00)  108.00(63.00 ~ 165.00)  86.00(42.00 ~ 185.00)  Z=-1.074  0.283
GGT(U/L) 95.60(45.65 ~ 171.05)  120.30(69.00 ~233.50)  61.00(35.50 ~ 142.00)  Z=-2.925  0.003
Alb(g/L) 38.85(34.10 ~ 41.20) 38.30(33.50 ~ 40.60) 40.10(34.70 ~41.70)  Z=-1.640  0.101
HCV RNA (log,, IU/mL) 6.10(5.45 ~ 6.64) 6.11(5.43 ~ 6.65) 5.99(5.56 ~ 6.63) Z=-0.175  0.861

FEITREAL 23897 5 , PIZH LSM AL LR /K P-4 i 2 W
IR (P{E<0.05)(%5).

2.6 BT RMELGIERSIE 98 LK 3 I HCV J&k
Yeg i, o BIAE PR B 16 97 45 R 12 A G HCV RNA
BHAE , 2 19 K367 B2 v JE R 25, 491 Ry B 27 28 1, 3 461
KK o TRTT IR I BARIG RRAE IR 6.

27 RREFMHRAWIL OSHIFL 3M HCV BB
J7 JH CLP/SOF B4 RBV 5 CLP/SOF 1557 7 R A
R R EERN1735%, b WA R FHaFEE
J1 kT Ckw® RIR RFE R ER AL E (R T
EIBITHOCIA RF/F R B R, R mbTkiin
7, N RSO S S R A TR AN B
FHEARTT IR

3 itig

LA 3b 8 HCV A “MEIGPERE )L™ 7 5 K
HE R 2 AR I RE AL A HCC i XUBH AR =i, TR 9T H B2

IRBLEBR HCV, AR 1536 8L, 1852 HOV AH G 4, el st
WE  JRIT &SRS SVR, PR 7 202 R 4] CHC Bk
BERY EBIARYT O 2RI R R BN 2 (A2
2, H PEG-IFN fAAE R 228 Sk, BRI T 5 A 2
A BRI 8 A St LA f T A AR AR
B % Z2 B DAA (1937 JE DI BE YT J5 58 2 I IR , B EL L
RAEGH PR T 5. DAA EZLE S BT P HCV Z R EH,
YEHITF HCV & il J&30] , BHW HCV RNA & il , 1T & 4550
s AR, H: 32 B 45 NS3/4A B 1 R ) ) NSSA
NS5B R A Bl 7] o A Je A4 0] A Ak sl &, A3
FELFH 5 NS3/4A B B R B9 07 22, B NSSA R
NS5B B4 FEM 7 i CHC B 1 — R ity e,

CLP /23 FE Wl 1) NSSA I ] , SOF KA Ge 2 it
NS5B #1471 , 5 25 Wk A5 o 35 5 22 1 LI i R A 9 3=
B, CLP/SOF X} HCV £ [K 3 &I f) SVR12 R 90% , Hi vk
3a WP % SVR12 ZH1 3b 7 A SVR 12 Z848 Jy A3 (43 591K
91% F1189% ) 5 HEBR 3 B4 AL 25 14 F8 5 5, o) ik PR 3 8
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B — AR HT , 45 5 R SVRI2 K55 96% 07, %5  SVRI12 3K 100% , Hrf 13 Al 4k . 19 51 3L A 3 74
T 275 12 JE CLP/SOF J4 97 CHC MR A e ke 3B IR IR F 3R SVR12, AHFSE W, 98 3L 3 71
77 500, KPR 101 ()5 3536)7 12 A HCV RNA BB HCVIEYLE A RVRA KK 81.6% ,SVRI12 % 4 93.9%., H:

R2 AEHERHCV BE RVR4FISVRI2 EEE *3 HEZE Logistic EHAHTHCV BE SVRI2 K
Table 2 Compares RVR4 and SVR12 of HCV infected FImE R

individuals with different characteristics Table 3 Univariate Logistic regression analysis of
RVR4 SVRI12 influencing factors of SVR12 in HCV infected individuals

Wi Bl iR o % i H BE PAE OR 95%CI
[ (%) ] P [(%) ] P{A P -0.016  0.985 0984 0.171 ~5.671
YA >0.05 0.047 Fi -0.079  0.182  0.924  0.822~1.038
WA 71 58(81.69) 69(97.18) e 1792 0.046  6.000 1.030 ~34.936
s w omean mew R e oam o o

= —1. . . . ~ L.
ERAT 0508 0214 o 1ML -2.107  0.020 0.122  0.021 ~0.717
3kl 45 38(84.44) 44(97.78) W ~1346  0.116  0.260  0.049 ~ 1.394
3bA) 53 42(79.25) 48(90.57) B ~1.053 0370 0349  0.035 ~ 3.483
$R& RBV 0.637 0.226 TR -0.986 0246 0373  0.071~1.972
KIS 43 35(81.40) 42(97.67) Ak 0.297 0739 1345 0.234~7.725
A 55  45(81.82) 50(90.91) ARG -0.653  0.470  0.521  0.089 ~3.059
T RE A AR A2 15 150 0.528 0.606 HCC -3.784  0.001  0.023  0.003~0.163
Pt 77 65(84.42) 73(94.81) JEEK -2.955 0.009 0.052  0.006 ~0.472
SRR 21 15(71.43) 19(90.48) AIFHIVIES:  -0.051 0981 0974  0.106 ~8.943
HCC 0.018 <0.001 PLT 0.028  0.011  1.029  1.007~1.051
% 90 77(85.56) $8(97.78) PTA 0.017 0439 1.017 0.974~1.062
LSM 0.058 0533  1.060 0.882~1.274
7 8 303750 4(50.00) TBil 0038 0.149 0963 0914~ 1014
FIFHIV i 0.014 0722 Apr 0001 0776 1.001  0.993~1.010
7 81 70(86.42) 76(93.83) GGT ~0.002 0255 0998  0.994 ~1.002
H 17 10(58.82) 16(94.12) Alb 0.177  0.026  1.193  1.022~1.39%4

F4 EBEE3BHCVRERENREATAEINGE.BIREETL

Table 4 Changes in liver and kidney function in genotype 3 HCV infected individuals before and after antiviral treatment

Ei=gan Hhek RIT 4 VAYT 128 RITES A 12 A Ya P
TBil(mol/L) 32.70 19.85 16.40 13.30 206.293 <0.001
(17.63 ~ 44.25) (14.95 ~ 28.46)" (12.56 ~20.95)"? (11.60 ~ 16.40)"2?
ALT(U/L) 93.50 47.50 36.00 35.00 163.864 <0.001
(51.70 ~ 185.00) (35.00 ~95.25)" (26.00 ~ 55.00)"? (25.75 ~ 45.00)"?

GGT(U/L) 95.60 54.90 44.00 29.50 204.524 <0.001
(45.65 ~ 171.05) (35.88~93.95)" (35.00 ~ 65.50) " (25.00 ~ 37.25)"2?

Alb(g/L) 38.85 40.10 40.40 41.25 107.587 <0.001
(34.10 ~ 41.20) (36.46 ~ 41.20)" (37.03 ~42.10)"? (39.50 ~ 42.60)"?

BUN(mmol/L)  5.06(4.10 ~ 6.25) 5.16(3.82 ~ 6.45) 5.07(4.16 ~ 6.48) 5.03(3.93 ~ 6.33) 4268 0.234

Cr(pmol/L) 64.50(52.50 ~ 87.50) 65.00(51.75~87.50)  62.50(51.75 ~ 81.25) 62.00(51.00 ~ 77.50) 3.611  0.307
W 5L LEL, 1) P<0.05; 57097 4 A 0, 2) P<0.05; 53697 12 Ji Hhi, 3) P<0.05 .

x5 ERFIBHCVRBLENMRSBTIIELSM LLE

Table 5 Comparison of LSM before and after antiviral treatment in genotype 3 HCV infected individuals

s i) 25 KA IR (n=59) A I AL (n=39)
2k LSM (kPa) 6.80(6.30 ~ 8.50) 14.50(12.10 ~ 19.20)
VAYT 12 JH LSM (kPa) 6.20(5.30 ~ 7.10) 10.80(10.40 ~ 15.40)

Z{H -6.287 -5.429
PIH <0.001 <0.001
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R6 IBIETT KM EEF B RFFAE

Table 6 Characteristics of nine patients with failed treatment

RE RS PR AER () HCV R AY RBV BT HIV JEifE AR HCC JiE K
1 8 63 3b RIRA WA & J & el el
2 ks 40 3b G 23R H T JG J I
3 3 60 3b G 2R Tc & T H H
4 5 67 3b G 2R o Jt T H H
5 s 60 3a KIS 43R ¥ " " p "
6 5 56 3b WG 298 & H H x H
7 5 56 3b RE 238 T H H H H
8 3 54 3b G N T H H ¥ H
9 5 62 3b G 2R G H i J H
x7 EBTEBRPFHRRREEZEER
Table 7 Adverse reactions during treatment
- P " Y N T N T N Ol
(Bl(%)] [Fl(%)] (%] [H(w] [H(e] el el [H%)] (%) ]
KEFHIFEL 59 4(6.78)  5(8.47)  3(5.08)  4(6.78)  3(5.08) 2(339) 1(1.69) 2(3.39)  7(11.86)
G IR AL 39 4(10.26) 4(1026) 3(7.69)  2(5.13) 4(10.26) 1(2.56) 4(10.26) 3(7.69)  10(25.64)
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