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Appendix I: Search Terms and Detailed Search Strategy:

	Database
	Search Strategy
	Number of articles retrieved

	PubMed
(n=3611)
	1) ((HCV) OR (hepatitis c)) OR (hepatitis c virus)
	115,347

	
	2) ((((((direct acting antiviral) OR (directly acting antiviral)) OR (DAA)) OR (sofosbuvir)) OR (velpatasvir)) OR (daclatasvir)) OR (ledispavir)
	16,522

	
	3) (((((liver fibrosis) OR (fibrosis score)) OR (elastography)) OR (VCTE)) OR (fibrosis regression)) OR (fibrosis progression)
	269,976

	
	4) ((#1) AND (#2)) AND (#3)
((((HCV) OR (hepatitis c)) OR (hepatitis c virus)) AND (((((((direct acting antiviral) OR (directly acting antiviral)) OR (DAA)) OR (sofosbuvir)) OR (velpatasvir)) OR (daclatasvir)) OR (ledispavir))) AND ((((((liver fibrosis) OR (fibrosis score)) OR (elastography)) OR (VCTE)) OR (fibrosis regression)) OR (fibrosis progression))
	3611

	Scopus
(n=2435)
	( TITLE-ABS-KEY ( hcv OR "hepatitis c" OR "hepatitis C virus" ) AND TITLE-ABS-KEY ( "direct acting antiviral" OR "directly acting antiviral" OR "DAA" OR "sofosbuvir" OR "velpatasvir" OR "daclatasvir" OR "ledispavir" ) AND TITLE-ABS-KEY ( "liver fibrosis" OR "fibrosis score" OR "elastography" OR "VCTE" OR "fibrosis regression" OR "fibrosis progression" ) )
	2435

	Google Scholar
(n=289)
	allintitle: fibrosis direct acting "hepatitis C" OR hcv OR progression OR regression
	190

	
	allintitle: fibrosis directly acting "hepatitis C" OR hcv OR progression OR regression
	5

	
	allintitle: fibrosis DAA "hepatitis C" OR hcv OR progression OR regression
	22

	
	allintitle: fibrosis sofosbuvir "hepatitis C" OR hcv OR progression OR regression
	50

	
	allintitle: fibrosis velpatasvir "hepatitis C" OR hcv OR progression OR regression
	6

	
	allintitle: fibrosis daclatasvir "hepatitis C" OR hcv OR progression OR regression
	16

	
	allintitle: fibrosis ledispavir "hepatitis C" OR hcv OR progression OR regression
	0

	ScienceDirect
(n=6514)
	( hcv OR "hepatitis c" OR "hepatitis C virus" ) AND ( "direct acting antiviral" OR "directly acting antiviral" OR "DAA" ) AND ( "liver fibrosis" OR "fibrosis score" OR "elastography")
	3524

	
	(( hcv OR "hepatitis c" OR "hepatitis C virus") AND ("sofosbuvir" OR "velpatasvir" OR "daclatasvir") AND ( "liver fibrosis" OR "fibrosis score" OR "elastography")
	1704

	
	(( hcv OR "hepatitis c" OR "hepatitis C virus") AND ("ledispavir") AND ( "liver fibrosis" OR "fibrosis score" OR "elastography")
	12

	
	(hcv OR "hepatitis c" OR "hepatitis C virus" ) AND ( "direct acting antiviral" OR "directly acting antiviral" OR "DAA" ) AND ("VCTE" OR "fibrosis regression" OR "fibrosis progression")
	899

	
	(hcv OR "hepatitis c" OR "hepatitis C virus" ) AND ( "sofosbuvir" OR "velpatasvir" OR "daclatasvir" ) AND ( "VCTE" OR "fibrosis regression" OR "fibrosis progression")
	371

	
	(hcv OR "hepatitis c" OR "hepatitis C virus" ) AND ( "ledispavir" ) AND ( "VCTE" OR "fibrosis regression" OR "fibrosis progression")
	4
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Appendix II: Characteristics of Included Studies with Newcastle-Ottawa Scale (NOS)  Grading for Quality of Study
1) NOS grading of liver stiffness measurement by transient elastography at SVR 12 and 24 weeks

	Study
	Design
	Selection
	Comparability
	Outcome
	 
	 

	 
	 
	1
	2
	3
	4
	5
	6 
	7
	8
	9
	 
	 

	 
	 
	Representativeness of the exposed cohort
	Selection of the non-exposed cohort
	Ascertainment of exposure
	Demonstration that outcome of interest was not present at start of study
	Study controls for (Comparability on Design)
	Study controls for any additional factor (Additional Confounders)
	Assessment of outcome
	Was follow-up long enough for outcomes to occur
	Adequacy of follow up of cohorts
	Total NOS Score (Maximum = 9)
	Quality Rating

	Isaac et al. (2021) 1
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Abdelmohsen et al. (2022) 2
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Garg et al. (2018) 3
	Prospective
	¶
	¶
	¶
	¶
	¶
	û
	¶
	¶
	¶
	8
	High

	El-Raziky et al. (2018) 4
	Comparative
	¶
	¶
	¶
	¶
	¶
	û
	¶
	¶
	¶
	8
	High

	Elkhayat et al. (2023) 5
	Prospective Case Control
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Mohammed et al. (2021) 6
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Anancheunsook et al. (2022) 7
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Malik et al. (2022) 8
	Secondary Analysis of Cohort
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	û
	6
	Moderate

	Elfiki et al. (2021) 9
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Cespiati et al. (2021) 10
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Lazar et al. (2019) 11
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	û
	5
	Moderate

	Sporea et al. (2017) 12
	Bicentric Clinical Trial
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	û
	5
	Moderate

	El-Garem et al. (2019) 13
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	û
	5
	Moderate

	Laursen et al. (2018) 14
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Attia et al. (2019) 15
	Prospective Longitudinal
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Gheorghe et al. (2017) 16
	Cohort
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Hsieh et al. (2021) 17
	Prospective Observational Cohort
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Tag-Adeen et al. (2017) 18
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Sung et al. (2020) 19
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Enomoto et al. (2018) 20
	Retrospective
	[bookmark: _Hlk206669268]¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Huang et al. (2020) 21
	Retrospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Zakareya et al. (2021) 22
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Ferra-Murcia et al. (2022) 23
	Observational Descriptive
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Argalia et al. (2021) 24
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Taneja et al. (2017) 25
	Real life observational cohort analysis
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Rasmy et al. (2023) 26
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Yoo et al. (2022) 27
	Prospective Observational Multi-centre
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Gadallah et al. (2023) 28
	Prospective Observational
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Nozaki et al. (2021) 29
	Prospective Cohort
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Chuaypen et al. (2021) 30
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Persico et al. (2018) 31
	Prospective, Non-interventional, Observational Multi-centre
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Cavalletto et al (2025)32
	prospective multicentric observational
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Dashjamts et al (2025)33
	Retrospective cohort study
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Huiban et al (2024) 34
	prospective cohort study
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Lee et al (2025) 35
	retrospective cohort study
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Tao et al (2024) 36
	Retrospective cohort
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High


¶= 1 point, û= 0 point





2) NOS grading of liver stiffness measurement by transient elastography at long term Follow-Ups

	Study
	Design
	Selection
	Comparability
	Outcome
	 
	 

	 
	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	 
	 

	 
	 
	Representativeness of the exposed cohort
	Selection of the non-exposed cohort
	Ascertainment of exposure
	Demonstration that outcome of interest was not present at start of study
	Study controls for (Comparability on Design)
	Study controls for any additional factor (Additional Confounders)
	Assessment of outcome
	Was follow-up long enough for outcomes to occur
	Adequacy of follow up of cohorts
	Total NOS Score (Maximum = 9)
	Quality Rating

	Ou et al. (2017) 37
	Retrospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Abdelsameea et al. (2020) 38
	Retrospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Sriphoosanaphan et al. (2020) 39
	Retrospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Nada et al. (2022) 40
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Losurdo et al. (2020) 41
	Prospective
	¶
	¶
	¶
	¶
	û
	û
	¶
	¶
	¶
	7
	High

	Noureddin et al. (2018) 42
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Mogahed et al. (2021) 43
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Alswat et al. (2022) 44
	Retrospective Cohort
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Abdelkader et al. (2021) 45
	Single-center Retrospective and Prospective Cohort
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Stasi et al. (2020) 46
	Longitudinal Monocentric Prospectiv
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate


¶= 1 point, û= 0 point













3) NOS grading of liver stiffness measurement by Shear wave elastography at SVR 12 and 24 weeks

	Study
	Design
	Selection
	Comparability
	Outcome
	 
	 

	 
	 
	1
	2
	3
	4
	5
	6 
	7
	8
	9
	 
	 

	 
	 
	Representativeness of the exposed cohort
	Selection of the non-exposed cohort
	Ascertainment of exposure
	Demonstration that outcome of interest was not present at start of study
	Study controls for (Comparability on Design)
	Study controls for any additional factor (Additional Confounders)
	Assessment of outcome
	Was follow-up long enough for outcomes to occur
	Adequacy of follow up of cohorts
	Total NOS Score (Maximum = 9)
	Quality Rating

	Khattab et al. (2021) 47
	Prospective Cohort
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Hassanin et al. (2022)48
	Prospective
	¶
	û
	¶
	¶
	¶
	û
	¶
	¶
	¶
	7
	High

	Peschel et al. (2021) 49
	Prospective Single centre
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Nicoletti et al. (2023) 50
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Al-Khattib et al. (2019) 51
	Prospective Cohort
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Makhlouf et al. (2021) 52
	Prospective
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Hassan et al. (2023) 53
	Prospective Longitudinal
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Barbosa et al. (2021) 54
	Prospective Longitudinal
	¶
	û
	¶
	¶
	û
	û
	¶
	¶
	¶
	6
	Moderate

	Gyotoku et al. (2022)55
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Kohla et al. (2020) 56
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Inglot et al (2024) 57
	Prospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High

	Sangineto et al (2021)58
	Retrospective
	¶
	û
	¶
	¶
	¶
	¶
	¶
	¶
	¶
	8
	High


¶= 1 point, û= 0 point

4) NOS grading of Liver Biopsy Studies :
	Study
	Design
	Selection
	Comparability
	Outcome
	 
	 

	 
	 
	1
	2
	3
	4
	5
	6
	7
	8
	9
	 
	 

	 
	 
	Representativeness of the exposed cohort
	Selection of the non-exposed cohort
	Ascertainment of exposure
	Demonstration that outcome of interest was not present at start of study
	Study controls for (Comparability on Design)
	Study controls for any additional factor (Additional Confounders)
	Assessment of outcome
	Was follow-up long enough for outcomes to occur
	Adequacy of follow up of cohorts
	Total NOS Score (Maximum = 9)
	Quality Rating

	Putra et al. (2017)59
	Retrospective
	
	
	
	
	
	
	
	
	
	9
	High

	Teegen et al. (2019)60
	Retrospective
	
	
	
	
	
	
	
	
	
	7
	High

	Wang et al. (2019) 61
	Retrospective cohort
	
	
	
	
	
	
	
	
	
	9
	High

	Cheng et al. (2021)62
	Single- center observational
	
	
	
	
	
	
	
	
	
	6
	Moderate

	Saldarriaga et al. (2021) 63
	Retrospective
	
	
	
	
	
	
	
	
	
	5
	Moderate

	Li et al. (2022) 64
	Prospective
	
	
	
	
	
	
	
	
	
	6
	Moderate

	Coilly et al. (2022) 65
	Retrospective cohort
	
	
	
	
	
	
	
	
	
	8
	High

	Hsieh et al. (2024) 66
	Prospective cohort
	
	
	
	
	
	
	
	
	
	9
	High





Appendix III:  Within Study Pre-post Correlation

	Study
	Mean Change
	95% CI/ Range /SD Change
	n
	pre SD
	post SD
	Correlation Coefficient (r)

	Huang et al 2020 67
	-2.1
	1.88$
	15
	2.8
	1.9
	0.7439

	Huang et al 2020 67
	-3.1
	4.9$
	25
	8.1
	5.7
	0.8024

	Yoo et al 2022 27
	5.78
	7.69$
	82
	12.86
	9.13
	0.8074

	Nozaki et al 2021 29
	-5.9
	6.4$
	44
	9.7
	5.1
	0.7999

	*- 95% CI, # - Range $- SD Change




Formulae for calculation of correlation coefficient:

1) When mean and SD for change as well as pre-post measurements is available.

The weighted average of the calculated correlation coefficients was computed to be 0.7995 and hence the assumed correlation co-efficient for pre-post change was fixed at 0.8.

Sensitivity analysis for different correlation co-efficients:

	r
	SMC
	95% CI
	I²
	τ²

	0.5
	0.534
	0.376–0.692
	97.94%
	0.134

	0.6
	0.534
	0.376–0.691
	98.32%
	0.136

	0.7
	0.534
	0.377–0.691
	98.70%
	0.138

	0.8 (primary)
	0.533
	0.377–0.690
	99.08%
	0.140

	0.9
	0.533
	0.377–0.689
	99.45%
	0.142



2) 

Appendix IV: Pooled Estimates for other liver function parameters

1) Pooled estimates for Albumin at SVR12 and 24
[image: ]








2) Pooled estimates for ALT at SVR12 and 24

[image: ]







3) Pooled estimates for AST at SVR12 and 24

[image: ]







4) Pooled estimates for Bilirubin at SVR12 and 24
[image: ]








5) Pooled estimates for Hemoglobin at SVR12 and 24
[image: ]






6) Pooled estimates for platelet at SVR12 and 24
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Appendix V: Funnel Plots and Sensitivity analysis 
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Appendix VI: Sensitivity Analysis Results:

(A) Table: Sensitivity Analysis: Impact of Influential Study Removal on Pooled Effect Estimates:

	Study Removed
	k
	SMD
	95% CI
	I² (%)
	τ²
	Q-test (p)
	Direction of Change

	SVR-12 Cohort (k = 25 studies)

	All studies included (primary analysis)
	25
	0.53
	0.38 – 0.69
	99.1
	0.14
	376.46 (<.0001)
	—

	Abdelmohsen et al. 2022
	24
	0.47
	0.35 – 0.60
	98.4
	0.08
	294.13 (<.0001)
	↓ Moderate ✱

	Mohammed et al. 2021
	24
	0.51
	0.35 – 0.66
	99.1
	0.13
	—
	↓ Small

	Garg et al. 2018
	24
	0.49
	0.35 – 0.64
	99.0
	0.13
	—
	↓ Small

	Sung et al. 2020
	24
	0.55
	0.39 – 0.71
	99.1
	0.14
	—
	↑ Minimal

	Zakareya et al. 2021
	24
	0.55
	0.39 – 0.71
	99.1
	0.14
	325.50 (<.0001)
	↑ Minimal

	Dashjamts et al. 2025
	24
	0.55
	0.38 – 0.71
	99.1
	0.14
	—
	↑ Minimal

	Huiban et al. 2024
	24
	0.50
	0.35 – 0.66
	99.0
	0.13
	341.79 (<.0001)
	↓ Small

	Lee et al. 2025
	24
	0.55
	0.39 – 0.71
	99.1
	0.14
	342.01 (<.0001)
	↑ Minimal

	All outliers removed (n=8)
	17
	0.42
	0.37 – 0.47
	49.7
	0.004
	31.76 (.011)
	↓ Substantial†

	SVR-24 Cohort (k = 15 studies)

	All studies included (primary analysis)
	15
	0.54
	0.22 – 0.86
	99.05
	0.392
	195.53 (<.0001)
	—

	Elkhayat et al. 2023
	14
	0.36
	0.29 – 0.42
	71.6
	0.0089
	52.008 (<.0001)
	↓ Substantial ✱

	All outliers removed (n=1)
	14
	0.36
	0.29 – 0.42
	71.6
	0.0089
	52.008 (<.0001)
	↓ Substantial


Abbreviations: k = number of studies; SMD = standardised mean difference (SMCRH); 95% CI = 95% confidence interval; I² = heterogeneity statistic; τ² = between-study variance; Q = Cochran's Q statistic.
✱ Identified as a formal statistical outlier (find.outliers, dmetar) with influential Cook's d. † Removal of all outliers simultaneously; I² reduction indicates improved homogeneity. Pooled estimates calculated using REML random-effects models (metafor). SVR = sustained virological response.







(B) Influence Analysis for SVR12 studies:
(i) Baujat Plot
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(ii) Influence Diagnostics:
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(iii) Leave-one-out meta-analysis: 
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(C) Influence Analysis for SVR24 studies:
(i) Baujat Plot:
[image: ]

(ii) Influence Analysis:
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(iii) Leave-one-out meta-analysis:
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Appendix VII : Summary of biopsy based liver fibrosis study

	  Author (Year)
	Method of Scoring
	Key Results
	Reference

	Li et al 2022
	Ishak fibrosis score, Contrast enhancement index (CEI) via MRI
	The median stage of fibrosis did not noticeably change post-SVR overall. However, in the 33% of patients who did achieve actual fibrosis regression, the MRI CEI increased significantly while LSM decreased, proving CEI dynamically monitored regression effectively.
	64

	Coilly et al 2022
	Histological Analysis (METAVIR scoring system for fibrosis)
	In liver transplant patients with fibrosing cholestatic hepatitis, fibrosis worsened in 58.8% of patients (10 out of 17) post-DAA treatment. This demonstrated that HCV eradication does not protect against rapid fibrosis progression in this specific severe population.
	65

	Putra et al 2018
	Histological Assessment (Ishak Fibrosis score, Laennec Cirrhosis subtype)
	No significant difference in fibrosis severity or Laennec cirrhosis subtype (predominantly 4B) was observed between liver transplant patients who achieved SVR and those who did not. Mild cirrhosis (Stage 4A) showing features of fibrosis regression (interrupted and floating septa) was observed in 20% of SVR(+) patients, identical to SVR(-) controls, suggesting regression is not noticeably evident in the short term (median 24 weeks).
	59

	Enomoto et al 2018
	Histological Examination (METAVIR fibrosis scoring system)
	The stage of fibrosis did not significantly regress overall in paired biopsies post-DAA treatment (p=0.45). Although bridging fibrous bundles became thinner, improvement in liver fibrosis stage was not overtly evident in the short term, with fibrosis worsening in 4 patients, remaining unchanged in 11, and improving in 5
	20

	Teegen et al 2019
	Histological examination (Desmet & Scheuer classification for fibrosis (0-4))
	Post-treatment biopsies in liver transplant recipients revealed a significant improvement in the distribution of fibrosis towards lower stages (p=0.031). Fibrosis regression was observed in 25 patients, while 13 experienced progression and 25 remained stable.
	60

	Wang et al 2019
	Histological Evaluation
(Ishak classification (fibrosis stage S))
	The presence of occult HCV infection (OCI) post-SVR was significantly linked to more severe residual fibrosis. The frequency of fibrosis regression was significantly lower in OCI patients (35.7%) compared to those without OCI (61.0%), indicating OCI negatively impacts fibrosis improvement.
	61

	Saldarriaga et al 2021
	Quantitative imaging analysis
(Ishak criteria for fibrosis, Collagen proportionate area (CPA) for quantitative imaging)
	There was no significant overall difference in Ishak fibrosis stages or CPA post-DAA treatment. However, significant individual variations occurred, including one patient whose fibrosis markedly progressed (CPA 6.74% to 32.02%) and another with pre-existing bridging fibrosis who developed cholangiocarcinoma.
	63

	Cheng et al 2021
	Histological Evaluation (METAVIR fibrosis scoring system)
	In paired biopsies, METAVIR fibrosis scores improved in 61.9% of patients post-DAA treatment, with over half the patients dropping to stages F0-F2. The study found no baseline host or virological factors predictive of histological fibrosis regression.
	62

	Hsieh et al 2024
	Histological Assessment (METAVIR scoring system for fibrosis)
	Fibrosis regression, stabilization, and progression occurred in 44.2%, 46.9%, and 8.8% of patients, respectively. Predictors of fibrosis regression included age <65, baseline fibrosis <3, hemoglobin ≥12.5 g/dL, and platelets ≥160 x 103/mL. Predictors of fibrosis progression included age ≥66, BMI ≥26.5 kg/m2, sofosbuvir/ribavirin use, platelets <119 x 103/mL, and lack of early ALT normalization.
	66









Appendix VIII: Meta regression 
Table (A): Univariate Meta-Regression: Association of Study-Level Moderators with Liver Stiffness Measurement Change
	Moderator
	β (95% CI)
	SE
	z
	p-value
	QM (df)
	p (mod.)
	R² (%)

	SVR-12 Cohort (outlier-adjusted, k = 24)

	Study Design (k = 24, QM (df = 1) = 1.887, p < 0.0001, R2=4.57%, Residual I2=98.08 %)

	Prospective
	0.32 (0.08, 0.56)
	0.123
	2.65
	0.0079
	—
	—
	—

	Geographic Region (k = 24, QM (df = 5) = 51.51, p < 0.0001, R2=0%, Residual I2=98.51 %)

	European
	0.15 (−0.19, 0.49)
	0.174
	0.871
	0.3835  
	—
	—
	—

	South-East Asia
	0.05 (−0.33, 0.45)
	0.198
	0.296
	0.4922
	—
	—
	—

	Western Pacific
	−0.08 (0.51, 0.33)
	0.216
	−0.416
	0.046
	—
	—
	—

	Region of Americas
	−0.22 (−0.88, 0.43)
	0.334
	−0.687
	0.7672
	—
	—
	—

	Case Characteristics (k = 24, QM (df = 3) =78.92, p < 0.0001, R2=23.41%, Residual I2=97.08 %)

	CHC with compensated/ decompensated cirrhosis
	0.32 (0.09, 0.55)
	0.115
	2.81
	0.0049
	—
	—
	—

	HIV/HCV coinfection
	1.33 (−0.51, 3.18)
	0.94
	1.42
	0.1563
	—
	—
	—

	Continuous Moderators

	Year of study
	0.002 (−0.048, 0.051)
	0.025
	0.06
	0.950
	0.004 (1)
	.950
	0.00%

	Baseline ALT (U/L)
(k = 10)
	0.002 (−0.014, 0.017)
	0.008
	0.21
	0.832
	0.045 (1)
	.832
	0.00%

	Mean age (years)
(k = 20)
	0.004 (−0.013, 0.020)
	0.009
	0.44
	0.663
	0.190 (1)
	.663
	0.00%

	Males (%)
(k = 21)
	−0.005 (−0.014, 0.004)
	0.005
	−1.09
	0.277
	1.183 (1)
	.277
	0.31%

	SVR-24 Cohort (outlier-adjusted, k = 14)

	Study Design (k = 14, QM (df = 2) = 111.54, p < 0.0001, R2=0%, Residual I2=72.53%)

	Prospective
	−0.014 (−0.17, 0.14)
	0.078
	−0.182
	0.855
	—
	—
	—

	Geographic Region (k = 14, QM (df = 5) = 115.8, p < 0.0001, R2=0%, Residual I2=71.45%)

	European
	0.14 (−0.05, 0.32)
	0.092
	1.48
	0.139
	—
	—
	—

	Region of Americas
	0.05 (−0.23, 0.34)
	0.146
	0.40
	0.689
	—
	—
	—

	South East Asia Region
	0.03 (−0.24, 0.31)
	0.139
	0.23
	0.815
	—
	—
	—

	Western Pacific
	0.17 (−0.01, 0.36)
	0.096
	1.82
	0.068
	—
	—
	—

	Case Characteristics (k = 14, QM (df = 4) = 127.42, p < 0.0001, R2=5.34%, Residual I2=69.78%)

	CHC with cirrhosis
	0.07 (−0.09, 0.24)
	0.08
	0.844
	0.398
	—
	—
	—

	CHC with fibrosis
	0.25 (−0.04, 0.56)
	0.15
	1.655
	0.097
	—
	—
	—

	HCV/HIV co-infection
	−0.04 (−0.23, 0.14)
	0.09
	−0.463
	0.643
	—
	—
	—

	Continuous Moderators

	Year of study
(n=14)
	-0.01 (-0.04, 0.01)
	0.015
	-0.95
	0.3422
	0.9 (1)
	0.847
	4.27%

	Baseline ALT (U/L)
(k=3)
	0.01 (0.002, 0.02)
	0.004
	2.57
	0.0102
	6.591 (1)
	0.0102
	100.00%

	Mean age (years)
(k=12)
	0.003 (-0.01, 0.01)
	0.004
	0.70
	0.4833
	0.491 (1)
	0.4833
	0.00%

	Males (%)
(k=12)
	-0.004 (-0.01, 0.00)
	0.003
	-1.31
	0.1912
	1.708 (1)
	0.1912
	0.00%


Abbreviations: β = regression coefficient; SE = standard error; z = z-statistic; QM = test of moderators (omnibus); R² = proportion of heterogeneity explained.
All analyses performed on outlier-adjusted datasets (SVR-12: Abdelmohsen et al. 2022 removed; SVR-24: Sangineto et al. 2021 removed) using REML random-effects models. ALT, age and proportion of males analyses based on subset of studies with available data (n=10, 20 and 21 studies respectively). Bold p-values indicate statistical significance (p < 0.05). CHC = chronic hepatitis C; HCV = hepatitis C virus; HIV = human immunodeficiency virus. Reference categories: Retrospective, CHC with fibrosis/cirrhosis, Mediterranean Region
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Figure (B) Bubble plot representation for case characteristics moderator for SVR12 studies. 












Table (C): Bivariate Meta-Regression: Final Models for SVR-12 and SVR-24 Cohorts
	Term
	β (95% CI)
	SE
	z
	p-value

	SVR-12: Case Characteristics + Study Design 
(k = 24, QM (df = 3) = 10.87, p = 0.0124, R2=24.73%, Residual I2=95.99%)

	Intercept (CHC with fibrosis/cirrhosis, Retrospective)a
	0.24 (0.01, 0.46)
	0.115
	2.07
	0.038

	Case Characteristics (vs. CHC with fibrosis/cirrhosis)
	
	
	
	

	 CHC with cirrhosis
	0.30 (0.07, 0.53)
	0.117
	2.56
	0.0105

	 HIV HCV coinfection
	1.43 (-0.42, 3.28)
	0.944
	1.52
	0.1288

	Study Design (vs. Retrospective)
	
	
	
	

	 Prospective
	0.15 (-0.11, 0.40)
	0.132
	1.11
	0.2675


Abbreviations: k = number of studies; β = regression coefficient; SE = standard error; z = z-statistic; QM = omnibus test of moderators; R² = variance explained by combined moderators.
SVR-12 meta-regression model: case characteristics + study design. Reference categories: CHC with fibrosis/cirrhosis, retrospective design. All models fitted using REML.
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	TITLE 
	

	Title 
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	Identify the report as a systematic review.
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	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of existing knowledge.
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	Objectives 
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	Provide an explicit statement of the objective(s) or question(s) the review addresses.
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	METHODS 
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	Pg 9, Line 187
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	Pg 9, Line 188

	Study risk of bias assessment
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	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	Pg 10, Line 228

	Effect measures 
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	Pg 10, Line 218

	Synthesis methods
	13a
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	13b
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	13c
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	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
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Pg 11, Line 246

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	Pg 11, Line 225

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
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	Certainty assessment
	15
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	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
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	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
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	17
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	Table 01, Supp File Appendix II

	Risk of bias in studies 
	18
	Present assessments of risk of bias for each included study.
	Supp File Appendix II

	Results of individual studies 
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
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	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	Pg 12, Line 267,
Supp File Appendix II

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
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	20c
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	20d
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	21
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	22
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	Pg 27, Line 490

	
	23c
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	Pg 27, Line 501

	
	23d
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	Pg 28, Line 527
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	24a
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	Pg 7, Line 155

	
	24b
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	24c
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Hsieh et al 2021 4 14 41 04 6.09% -0.07 [0.15, 0.00]
Ferra-Murcia et al 2022 42 04 43 03 —— 6.02% -0.25[-0.36, -0.14]
Persico et al 2018 39 27 4 03 6.11% -0.04 [-0.10, 0.03]
Lee et al 2025 42 04 43 04 6.15% -0.25[-0.27,-0.23]
Tag-Adeen et al 2017 36 05 39 05 el 5.87% -0.50 [-0.76, -0.43]
Gadallah et al 2023 367 0.35 4.09 0.38 - 5.78% -1.19[-1.39, -1.00]
Tao et al 2024 3.878 0.622 4293 0.708 - 6.03% -0.67 [-0.77,-0.56]
Hassanin et al 2022 43 051 42 037 6.06% 0.20[0.10, 0.29]
Nicoletti et al 2023 43 36 45 39 6.07% -0.06 [-0.14, 0.03]
Khattab et al 2021 a 3.98 0.28 3.96 023 — - 5.92% 0.07[-0.08, 0.22]
Khattab et al 2021 b 375 0.43 402 035 - 4.75% -0.59[-1.00,-0.17]
Hassan et al 2023 367 0.57 3.78 048 — 6.00% -0.19 [-0.31,-0.07]
Random Effects Model et 4 100% -0.26 [0.45, -0.07]
Heterogeneity: ™*=0.150; Q=455.08, p <0.0001; I°=98.5%

Overall SMC: -0.259 [-0.447 , -0.071 ], p 0.007 ‘ ‘ ‘
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