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Vemlidy® (tenofovir alafenamide)
Fibrosis Improvement

This document is in response to your request for information regarding the use of Vemlidy®
(tenofovir alafenamide [TAF]) for the treatment of chronic hepatitis B (CHB) and available
data regarding fibrosis improvement.

Some data may be outside of the US FDA-approved prescribing information. In providing
this data, Gilead Sciences, Inc. is not making any representation as to its clinical relevance
or to the use of any Gilead product(s). For information about the approved conditions of use
of any Gilead drug product, please consult the FDA-approved prescribing information.

The full indication, important safety information, and boxed warnings are available at:
www.gilead.com/-/media/files/pdfs/medicines/liver-disease/vemlidy/vemlidy pi.

Summary

Clinical Data: TAF Use and Fibrosis Improvement

In a pooled analysis of phase 3 Studies 108 and 110, participants who received TAF had a
greater reduction in FibroTest scores at Week 48 (HBeAg+, P=0.005; HBeAg-, P=0.033)
and a similar improvement in fibrosis stage by Ishak score compared with participants who
received TDF. The strongest predictors of fibrosis improvement were higher baseline ALT
and lower baseline HBsAg.2 In another pooled analysis (N=1632), all participants with
available baseline and Year 8 data had improved FibroTest, APRI, and FIB-4 scores from
baseline to Week 48, and these improvements were maintained at Year 8.2

In a retrospective, multicenter study in TN patients with indeterminate phase CHB and
normal ALT levels (N=265), median APRI scores improved significantly from baseline to
Week 48 (0.25 and 0.26, respectively; P=0.002), and there were numerical improvements in
median FIB-4 scores (1 and 0.95; P=0.228) and median GPR levels (0.16 and 0.14;
P=0.146).2

In a prospective study, significant declines from baseline to Week 96 in APRI score, FIB-4
score, and LSM (each, P<0.001) were achieved in TN participants with CHB.4

Real-World Data: TAF Use and Fibrosis Improvement

Prospective and retrospective studies showed that treatment with TAF resulted in fibrosis
improvement, as measured by FIB-4, APRI, transient elastography, and SWE.>¢
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Clinical Data: TAF Use and Fibrosis Improvement

Studies 108 and 110
Study design

Studies 108 and 110 were phase 3 clinical trials that compared once-daily oral
administration of TAF 25 mg with TDF 300 mg in predominantly nucleos(t)ide-naive
participants with CHB. A total of 1632 (1298 from a global cohort and 334 from a Chinese
cohort) adult monoinfected participants with CHB and compensated liver function were
randomly assigned in a ratio of 2:1 to receive either double-blind TAF 25 mg (n=1093) for

3 years or TDF 300 mg for 2 years (TDF2y—>TAF6y; n=207) or 3 years (TDF3y—>TAFb5y;
n=332). Upon completion of the blinded phase, eligible participants from both arms enrolled
in an open-label phase in which they received TAF through Week 384. Participants who
were initially randomly assigned to receive TAF remained on TAF, and participants who
were initially randomly assigned to receive TDF were switched to TAF during the open-label
phase.2.8

The primary endpoint was the proportion of participants with HBV DNA <29 IU/mL at
Week 48 with a noninferiority margin of 10%. A secondary endpoint included the change
from baseline in fibrosis, as assessed by FibroTest. Liver biopsies were not performed. %

FibroTest results through Week 48%

In a pooled analysis of Studies 108 and 110, participants who received TAF experienced a
greater reduction in FibroTest scores at Week 48 than did those who received TDF.
FibroTest scores declined similarly in HBeAg+ and HBeAg- participants (Figure 1).

Figure 1. Studies 108 and 110: Mean Changes in FibroTest Scores From Baseline to
Week 48 by HBeAg Status?
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When the data was stratified by FibroTest score category at baseline, TAF resulted in a
greater mean reduction than TDF at Week 48; this difference was significant for FibroTest
scores 0 to 0.48 (corresponding to Ishak F1-F2) and 0.49 to 0.74 (Ishak F3—F4), as shown
in Table 1.
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Table 1. Studies 108 and 110: Changes in FibroTest Scores at Week 48 by Category?

Baseline FibroTest Category 2 Vel
0-0.48 Mear?(SD) -0_027(8_09) -0.0218(90.1) <0.01

0.49-0.74 Mean (SD) -o.1i%.15) -0.087?0.15) 004
0.75-1 Mear? (SD) -0. 156(70_17) -0.124(10.16) 0.46

As shown in Table 2, the strongest predictors of fibrosis improvement were higher baseline
ALT (>5 x ULN, by AASLD) and lower HBsAg.

Table 2. Studies 108 and 110: Predictors of Fibrosis Improvement via a
Multivariate Analysis?

Predictor Odds Ratio 95% ClI P-Value
Baseline ALT >5 x ULN by AASLD 3.76 2.45-5.77 <0.0001
Age 1.04 1.02-1.06 0.0001
Baseline HBsAg 0.57 0.44-0.74 <0.0001
No cirrhosis 0.37 0.21-0.63 0.0003

Overall, a similar proportion of participants who received TAF (15% [119/808]) and TDF
(13% [54/408]) had improvements in fibrosis stage by Ishak score. In participants with
baseline Ishak scores of F3 to F4, 51% of participants (83/162) in the TAF group and 41% of
participants (32/78) in the TDF group experienced a 21 category improvement. Among
participants with baseline Ishak scores of F5 or F6, 54% of participants (36/67) in the TAF
group and 54% of participants (22/41) in the TDF group presented a =1 category

improvement.

Pooled analysis of fibrosis status at Year 82

In a pooled analysis of all participants in Studies 108 and 110 (N=1632), all participants with
available baseline and Year 8 data had improved FibroTest, APRI, and FIB-4 scores from
baseline to Week 48; these improvements were maintained at Year 8 (Figure 2).

Figure 2. Studies 108 and 110: Pooled Analysis of Noninvasive Fibrosis Indicators at
Week 48 and Year 82
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Most participants across all treatment groups with no to mild fibrosis per noninvasive test
scores at baseline had no change in fibrosis category at Year 8 (FibroTest, 87-95%; APRI,
93-96%; FIB-4, 71-80%). Of all participants with cirrhosis at baseline (FibroTest score
20.75), there was no change in fibrosis category in 38%, 21%, and 9% of participants in the
TDF3y->TAF5y, TAF8y, and TDF2y->TAF6y groups, respectively; 21% of participants
(14/66) in the TAF8y group and 30% of participants (12/40) in the combined TDF>TAF
groups with cirrhosis at baseline had no cirrhosis (FibroTest score <0.75) at Year 8.

Of all participants with advanced fibrosis or cirrhosis at baseline, 99% per APRI score and
83% per FIB-4 score had an improvement in fibrosis category at Year 8.

Retrospective, Multicenter Study32

A retrospective, multicenter study in TN patients with indeterminate phase CHB and normal
ALT levels evaluated the early efficacy and impact on inflammatory liver fibrosis of 48 weeks
of TAF treatment (N=265). The primary endpoint was CVR (HBV DNA <20 IU/mL), and
secondary endpoints included improvements in APRI, FIB-4, and GPR.

At Week 48, 86% of patients (228/265) achieved CVR. There was a significant decline in
median ALT levels from baseline to Week 48 (27 U/L and 22 U/L, respectively; P<0.001), as
well as in AST levels (24 U/L and 21 U/L; P<0.001) and GGT levels (20 U/L and 18 U/L;
P=0.046). Median APRI scores improved significantly from baseline to Week 48 (0.25 and
0.26, respectively; P=0.002), and there were numerical improvements in median FIB-4
scores (1 and 0.95; P=0.228) and median GPR levels (0.16 and 0.14; P=0.146).

Safety data were not reported.

Single-Arm, Prospective Study?
Study design and demographics

A single-arm, prospective study in TN participants with CHB and histologically confirmed
liver fibrosis (N=100) from 10 hospitals in China evaluated the effects of TAF treatment for
96 weeks. The primary endpoint was the rate of fibrosis regression, defined as either a
decrease of 21 stage in fibrosis in the Ishak score or a classification of predominant
regression per the P-I-R criteria. Liver fibrosis was noninvasively assessed using LSM,
APRI, and FIB-4.

At baseline, 58% of the participants with available paired liver biopsies (n=80) were male,
the mean age was 41.3+10.5 years, 17 had cirrhosis, 61% were HBeAg+, and the median
(Q1, Q3) ALT level was 43.7 (29.3, 79.1) U/L. Baseline Ishak scores were as follows: 1, n=1
(1%); 2, n=8 (10%); 3, n=30 (38%); 4, n=24 (30%); 5, n=12 (15%); and 6, n=5 (6%). Based
on P-I-R criteria, 65/71 participants (92%) were considered predominantly progressive,

5 (7%) were indeterminate, and 1 (1%) was predominantly regressive.

Results

In total, 93 participants completed 96 weeks of TAF treatment. Of the 80 participants with
available paired liver sections, 56 participants (70%) showed fibrosis regression, and

23 (29%) had no change in Ishak score. All 17 participants (100%) with cirrhosis achieved
fibrosis regression; 15 of those participants had a 21 stage decrease in Ishak score, and

2 participants improved to the classification of predominant regression according to the
P-1-R criteria. The rate of fibrosis regression was significantly higher among participants with
cirrhosis (17/17) than among those without cirrhosis (39/63; P<0.009).
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Of the 52 participants with available P-I-R data at Week 96, 17 (33%) were classified as
predominantly progressive, 16 (31%) as indeterminate, and 19 (36%) as predominantly
regressive. APRI, FIB-4, and LSM scores improved significantly from baseline to Week 96
(Table 3).

Table 3. Noninvasive Indicators of Liver Fibrosis at Baseline and Week 96 (Zhou et al)?

Indicator Baseline (N=100) Week 96 (n=93) P-Value
APRI score, median (Q1, Q3) 0.55(0.37,0.9) 0.31 (0.22, 0.44) <0.001
FIB-4 score, median (Q1, Q3) 1.14 (0.8, 2.14) 1(0.73,1.39) <0.001
LSM, median (Q1, Q3), kPa 9.7 (7.2,15.1) 6.4 (5.5,9.1) <0.001

Safety data were not reported.

Real-World Data: TAF Use and Fibrosis Improvement

Prospective Cohort Study=2

A prospective cohort study in treatment-experienced participants with CHB evaluated
changes in LSM in those who received TAF treatment for >12 months (N=67). Transient
elastography was performed at baseline (ie, the start of TAF therapy) and at Month 12.

In participants who received treatment with TAF for >12 months, significant improvements
from baseline in LSM were observed (P=0.011; Figure 3).
Figure 3. LSM Categories at Baseline and Month 12 (Liang et al)2
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Retrospective Study?®

Study design and demographics

A single-center, retrospective study in patients with CHB (N=53) evaluated the effects of
switching from TDF to TAF treatment on hepatic fibrosis. Changes in ALT, AST, APRI score,
FIB-4 score, and SWE through Week 144 post switch were analyzed, as were factors
associated with changes in SWE.
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Table 4. Baseline Demographics and Characteristics (Hyuhn et al)&

Key Baseline Demographics and Characteristics TAF (N=53)

Age, mean (range), years 55 (28-80)
Male, n (%) 24 (45.3)
Clinical evidence of cirrhosis, n (%) 8 (15.1)
Spleen >12 cm, n (%) 4 (7.7)
ALT, mean (range), IU/L 24.8 (7-108)
AST, mean (range), IU/L 25.7 (15-89)
Platelets €120 x 10%/L, n (%) 6 (11.3)
APRI score, mean (range) 0.37 (0.13-0.92)
FIB-4 score, mean (range) 1.66 (0.49-5.33)
Results

After switching to TAF treatment, mean ALT and AST levels and APRI and FIB-4 scores
improved, and these changes persisted through Week 144. The mean SWE reading also
improved after switching, from 7.05 to 6.3 kPa. In multivariate analyses, larger spleen size
(>12 cm) prior to switching treatments had a statistically significant negative association with
SWE improvement (P=0.016; Table 5). After a mean (range) of 108 (4—-240) weeks of TAF
treatment post switch, the proportion of patients with fibrosis stage 0 to 1 increased from
64% (32/50) to 86% (43/50).

Table 5. Univariate and Multivariate Analyses of Factors Associated With
SWE Improvement (Hyuhn et al)®

Variable Univariate Multivariate
P-Value P-Value
Pre-switch spleen size >12 cm 0.031 0.016
Platelets <120 x 109%/L 0.018 0.25
APRI score <0.5 at Week 24 post switch 0.047 0.448
FIB-4 score <1.45 at Week 24 post switch 0.055 0.244
ALT <40 IU/L at Week 24 post switch 0.46 -
ALT <30 (males)/19 (females) IU/L at Week 24 post switch 0.155 -
AST <40 IU/L at Week 24 post switch 0.46 -
AST <30 (males)/19 (females) IU/L at Week 24 post switch 0.242 -
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Abbreviations

AASLD=American
Association for the Study of
Liver Disease

APRI=AST to Platelet Ratio
Index

CHB=chronic hepatitis B
CVR=complete virologic
response

FIB-4=Fibrosis-4

GGT=y-glutamyltransferase
GPR=y-glutamyl
transpeptidase to platelet
ratio

HBeAg=hepatitis B
envelope antigen
HBsAg=hepatitis B surface
antigen

LSM=liver stiffness
measurement
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P-I-R=Progressive-
Indeterminate-Regressive
Q=quartile

SWE=shear wave
elastography
TAF=tenofovir alafenamide
TDF=tenofovir disoproxil
fumarate
TN=treatment-naive
ULN=upper limit of normal
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Product Label

For the full indication, important safety information, and boxed warning(s), please refer to
the Vemlidy US Prescribing Information available at:
www.gilead.com/-/media/files/pdfs/medicines/liver-disease/vemlidy/vemlidy pi.

Follow-Up

For any additional questions, please contact Gilead Medical Information at:
753 1-866-MEDI-GSI (1-866-633-4474) or Y8 www.askgileadmedical.com

Adverse Event Reporting

Please report all adverse events to:

Gilead Global Patient Safety 1-800-445-3235, option 3 or
“8 www.qgilead.com/utility/contact/report-an-adverse-event

FDA MedWatch Program by 1-800-FDA-1088 or XXMedWatch, FDA, 5600 Fishers Ln,
Rockville, MD 20852 or ¥ www.accessdata.fda.gov/scripts/medwatch

Data Privacy

The Medical Information service at Gilead Sciences may collect, store, and use your
personal information to provide a response to your medical request. We may share your
information with other Gilead Sciences colleagues to ensure that your request is addressed
appropriately. If you report an adverse event or concern about the quality of a Gilead or Kite
product, we will need to use the information you have given us in order to meet our
regulatory requirements in relation to the safety of our medicines.

It may be necessary for us to share your information with Gilead’s affiliates, business
partners, service providers, and regulatory authorities located in countries besides your
own. Gilead Sciences has implemented measures to protect the personal information you
provide. Please see the Gilead Privacy Statement (www.gilead.com/privacy-statements) for
more information about how Gilead handles your personal information and your rights. If you
have any further questions about the use of your personal information, please contact
gilead.privacy@agilead.com.

VEMLIDY, GILEAD, and the GILEAD logo are registered trademarks of Gilead Sciences,
Inc., or its related companies.
© 2026 Gilead Sciences, Inc.
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