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* Overall, DAA treatment lowered HCC recurrence (RR 0.71, 95%CI 0.55
- 0.92), all-cause mortality (RR 0.43, 95%CI 0.23-0.78) and liver
~ decompensation (RR 0.52, 95%CI 0.33-0.83) significantly s
~ *» DAAs reduced HCC occurrence significantly in non-cirrhosis (RR 0.80,
~ 95%Cl 0.69-0.92) and cirrhosis (RR 0.39, 95%Cl 0.24-0.64) but not in
~ decompensated cirrhosis
~* Meta-regression analysis showed that male gender (r = -0.036; 95%
~ Cl -0.0455, -0.0266; p<0.0001) in DAA treatment groups and and

patients with genotype 1 in untreated group (r = 0.0263; 95% CI

0.0206, 0.0320; p<0.001) showed significant contribution to all-cause

_____________________________________________________________________________________________________________________________________________________________________

Globally, 1.5 million new patients get infected with Hepatitis C Virus
(HCV) per year.! Yet, the breakthrough of Direct-acting Antivirals
~ (DAAs) has allowed WHO's target to eliminate HCV by 2030 become
realistic.! While there are obvious improvements in clinical and
biochemical liver function following DAA therapy, especially in
 decompensated cirrhosis, there is currently insufficient evidence to
assess the treatment's overall benefits, particularly in terms of
Epreventing the need for liver transplantation or reducing§
Emortality. There is also insufficient understanding of which§
particular patient cohorts will benefit most from DAA therapy. '

mortality.
| A Experimental Control |
. o _ . . Study ( ) Events Total Events Total Risk Ratio RR 95%-Cl Weight |
- 1. To synthesise existing evidence on the impact of DAAs on 5 | : i
i , .| Warzyszynska (2017) 8 19 21 32 —u 0.64 [0.36; 1.15] 84%
outcomes — Hepatocarcinoma (HCC) occurrence and | | ikeda(2017) 19 89 41 89 - 0.46 [0.29; 0.73] 10.8% |
: : : .| Virlogeux (2017) 21 23 42 45 g 0.98 [0.84; 1.13] 18.2% |
recurrence, all-cause mortality, liver decompensation and | | zieto(2017) 1 23 1 o3 100 [0.07-1504] 0.7% |
: .| Cabibbo (2018) 28 102 38 102 e 0.74 [0.49; 1.10] 12.0%
; liver transplant (LT). .| Huang (2018) 58 61 58 59 5 097 [0.91; 1.03] 19.4% |
; - : : . | Preda (RFA) (2019) 3 14 12 14 + 0.25 [0.09; 0.70] 3.8% |
i 2. To outline the patient cohorts that would benefit most from  Preda (TACE) (2019) rE = - # 041 D16 092 56% |
DAA therapy, using subgroup analyses. ' Singal (2019) 128 304 288 489 : 071 [061; 0.83] 18.1%
_____________________________________________________________________________________________________________________________________________________________________ - Tse (2021) 5 99 5 72 + 073 [0.22, 242] 29%
Materials and Methods - Random effects model 742 933 < 0.71 [0.55; 0.92] 100.0% |
e .| Heterogeneity: /° = 74%, t* = 0.0657, p < 0.01 | | ! ’
- MEDLINE, EMBASE and Cochrane were sourced for papers from | 01 051 2 10
§ ; Favors DAA Disfavors DAA
- March 1993 to March 2022. Subsequently, data was extracted and | (B) Experimental Control ;
| . . . .| Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
 processed by 2 reviewers, before analysis using the the random- | | | g
i : P . . ! Cheung (2016) 14 406 13 261 E ] 0.69 [0.33;1.45] 11.9% |
~ effects model. Inclusion criteria were: | lkeda (2017) 5 "Bd 5 @ . 067 [0.11.389] 56%
e ' ' _ .| Zanetto (2017) 3 23 3 23 —— 100 [0.22;4.45] 6.9% |
i Randomised controlled trials (RCTs), cohort and case-control Bl X A B .. iy by g e
studies Hill (2018) 11 196 17 182 — 060 [0.29;125] 11.9% |
| , L ' Huang (2018) 18 62 49 87 0.52 [0.34;0.79] 14.1% |
-~ *» English language publications only . Mettke (2018) 2 158 3 184 = 0.78 [0.13;459] 56% |
; . , , Carrat (2019) 129 7344 89 2551 0.50 [0.39;0.66] 15.0% !
- * Studies must have 2 arms involving a no-treatment control | Hanafy (2019) 0 160 18 80 —= 001 [000;022] 29%
; . . . " . . . . | Butt (2021) 62 1836 2373 10417 0.15 [0.12;0.19] 15.0% !
- Search terms: Direct-acting antiviral, Hepatitis C, liver cirrhosis, liver | ; |
= - - - : .| Random effects model 10376 13976 < 0.43 [0.23; 0.78] 100.0% !
fibrosis or end stage liver disease, carcinoma, hepatocellular, | ' ciogenciy 17875 2= 04574 p < 001 | l 1 | :
| ity [ ' : ' 0.001 01 1 10 1000
i mortality, liver failure, and decompensation e i e B
i1fi I I I i ) | Experimental Control :
[ Identification of studies via databases and registers g Study (C) Events Total Events Total Risk Ratio RR 95%-Cl Weight
c . . | . | | i
-1 | Records identified . . Cheung (2016) 72 406 73 261 - 0.63 [0.48;0.84] 166%
| from: Records removed before screening: . Cabibbo (2018) 6 102 14 102 = 043 [017-107] 85% |
O : : _ . Hill (2018) 19 196 47 182 —- 0.38 [0.23;061] 13.8%
= Databases (n = Duplicate records removed (n ' Carrat (2019) 4 7344 1) 9551 = 080 [053 121] 14.9% |
c 363) . Park (2019) 109 7928 334 18177 £ 0.75 [0.60:093] 17.3% '
kT | 1497 | Butt (2021) 9 1836 280 10417 —%— | 0.18 [0.09;0.35] 11.4% |
= l .| Park (2021) 119 9354 412 19874 & 061 [0.50;0.75] 17.5%
Records excluded ' ' Random effects model 27166 51564 {I:} I -~ 0.52 [0.33; 0.83] 100.0%
Records screened Reviews or laboratory papers - Heterogeneity: /° = 73%, t° = 0.1857, p < 0.01 e 55 R & -
Bo (n=1134) (n=491) Favors DAA Disfavors DAA
= i ( D) Experimental Control 5
< l . Study Events Total Events Total Risk Ratio RR 95%-Cl Weight !
T Reports excluded (n = 620): ; g
= - - _ . Carrat (2019) 21 4521 14 2329 - 0.77 [0.39;152] 14.6% |
vl | Reports assessed for DAA not an intervention (n = 26) . Park (2019) 25 6710 89 17238 . 072 [046.112] 339% |
eligibility (n = 643) Outcomes reported were not our | Butt (2021) 1 1836 7 10417 081 [0.10-658] 15% |
aim (n = 339) . Park (2021) 39 7748 109 18564 - 0.86 [0.60;1.23] 50.0% |
l Lack of control group (n = 233) Random effects model 20815 48548| | & | I0.30 [0.69; 0.92] 100.0%
Conference abstracts (n _ 21) Heterogeneity: /1" = 0%, 1" =0, p =095 N 05 1 o o
Studies from search Severe bias (n=1) Favors DAA Disfavors DAA

included in review
(n=23)

Fig 2: Forest Plots showing significant effect of DAAs on A) overall HCC
recurrence B) Overall all-cause mortality HCC C) Overall liver decompensation
D) HCC occurrence in non-cirrhosis patients |

Fig 1: Data extraction of 23 final papers were done using PRISMA method

Conclusion

__________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________________

~« DAA therapy is beneficial in reducing HCC recurrence, all-cause mortality and liver decompensation. .
5 * The study findings indicate that initiating DAA treatment early could be advantageous even for non-cirrhotic patients, challenging the
: prevailing rationale of some countries using justification for prescribing or reimbursing DAAs based on fibrosis severity.23 :
* Active screening and early treatment of HCV shall be considered for better outcomes.
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