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Key Findings

 Over 8 years (384 weeks), 21 of 1298 (1.6%) patients with
CHB, enrolled in 2 Phase 3 studies, developed HCC;
the incidence was lower and time to HCC onset more
prolonged in patients randomized to TAF compared
with those who received TDF treatment for 2 to 3 years

followed by TAF (TDF—TAF)

 Older age, male sex, lower baseline platelet count, and
lack of early (week 24) ALT normalization were predictors
of HCC development by multivariate logistic regression
analysis

e Using the REACH-B model, the standard incidence ratio
for HCC development (observed cases under TAF or
TDF—TAF treatment vs predicted cases based on the
model) was significantly reduced at year 8, supporting
a positive impact of antiviral treatment on HCC risk

 Results from 2 validated predictor models (aMAP and
MPAGE-B) showed nearly all patients predicted to be
low risk for HCC at baseline remained low risk at year
8 (98% and 97%, respectively), while the majority of
patients at high risk shifted to a lower category of risk
by year 8 (72% and 51%, respectively)

Conclusions

s>

These findings from a large, well-characterized cohort
of patients with CHB provide additional evidence that
long-term treatment with TAF, or TDF followed by a
switch to TAF, can reduce HCC risk

Introduction

* With an estimated all-age prevalence of 4.1%, representing approximately 316 million
people living with chronic hepatitis B (CHB) worldwide, infection with the hepatitis B virus
(HBV) resulted in over 550,000 deaths in 2019, primarily from cirrhosis and hepatocellular
carcinoma (HCC)'

 CHB is a leading risk factor for development of HCC?=;
studies have shown anti-HBV nucleos(t)ide analogues, TAF
such as tenofovir disoproxil fumarate (TDF) and reverse
entecavir, reduce but do not eliminate the risk of HCC?3# inhibitor

« Tenofovir alafenamide (TAF), a novel tenofovir prodrug
with enhanced plasma stability and more efficient hepatic
delivery, has ~90% lower circulating levels of tenofovir relative to TDF when given at a
lower daily dose than TDF>®

* |In 2 randomized, Phase 3 studies (Studies 108 and 110), TAF showed noninferior efficacy
with improved renal and bone safety vs TDF at weeks 48 and 967°
— At 5 years, patients who received TAF had a lower incidence of HCC compared with

patients randomized to TDF followed by open-label TAF (1.0% vs 2.0%; P=.08)"
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Objective

* To evaluate HCC incidence and risk for HCC development over 8 years among patients with CHB
treated with TAF or treated with TDF followed by TAF

Study Design

« HBV DNA 220,000 IU/mL

« ALT >60 U/L (males) or >38 N = 866
U/L (females) and <10 x ULN

«  With/without
compensated cirrhosis N =432

Hepatic ultrasounds every 6 months

Week 0 48 962 144 240 384

TAF 25 mg QD
OL TAF 25 mg QD

TDF 300 mg QD

* Treatment-naive or
treatment-experienced

* eGFRg 250 mL/min

A

Final analysis

aAmendment 3 enacted to extend DB to week 144 and OL to week 384 (year 8). Shaded/slashed areas represent patients who rolled over
to OL TAF at week 96.
ALT, alanine aminotransferase; DB, double-blind; eGFR_, estimated glomerular filtration rate by Cockcroft-Gault; HBV, hepatitis B virus;

OL, open-label; QD, once daily; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate; ULN, upper limit of normal.

 Two Phase 3, randomized, double-blind studies were conducted in patients with CHB who were
hepatitis B e antigen (HBeAg)-negative (Study 108, NCT01940341)"® or HBeAg-positive (Study 110,
NCT01940471)2°

— Double-blind phase: randomized 2:1 (TAF 25 mg:TDF 300 mg once daily) and stratified by
HBYV DNA level and treatment status (naive/experienced)

— Open-label phase: TAF 25 mg once daily in patients who received TAF or who received TDF
for 2 or 3 years

* The presence of HCC was assessed by local standards of care; beginning at week 96, hepatic
ultrasonography was introduced via Protocol Amendment 3 to be performed on all patients every
6 months to enrich HCC surveillance

« Cumulative HCC incidence curves by treatment group were plotted by the Kaplan-Meier method and
compared via the log-rank test

« Baseline and on-treatment factors associated with HCC development were assessed by multivariate
analysis using a Cox proportional hazards model; stepwise selection was used to determine factors
to be included in the final model

» Three validated models (REACH-B," aMAP,'? and modified PAGE-B"™ [mMPAGE-B]) were used to
assess the predicted risk for HCC development

— Using the REACH-B model, the standard incidence ratios for HCC (observed cases vs model-
predicted rates) with 95% Cls (calculated by Poisson regression) were determined overall, by
treatment group (TAF and TDF—TAF), and by cirrhosis status

— Using the aMAP and mPAGE-B prediction tools, scores were calculated at baseline and by
visit with shifts from baseline HCC risk categories (low, medium, high) determined over 8 years
(384 weeks)

Cumulative Incidence of HCC Over 8 Years (384 Weeks) by
Treatment Group
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HCC, hepatocellular carcinoma; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate.

« QOver 8+ years of follow-up, a total of 21/1298 (1.6%) patients developed HCC

HCC Cases Over 8 Years (384 Weeks) by Treatment Group
and Study Period

TAF (n = 866) TDF—TAF (n = 432) Total (N = 1298)
HCC cases, n (%)* 12 (1.4) 9(2.1) 21 (1.6)
Double-blind phase 5 (0.6) 6 (1.4) 11 (0.7)
Open-label TAF phase 7 (0.8) 3 (0.7) 10 (0.8)

Median time to HCC onset, days (Q1, Q3)** 1291 (397, 1629) 460 (180, 729) 729 (388, 1373)

*P = .357 (TAF vs TDF—TAF by 2-sided Fisher’s exact test); **P = .030 (TAF vs TDF—TAF by 2-sided Wilcoxon rank sum test).
HCC, hepatocellular carcinoma; Q, quartile; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate.

* Inthe TAF group, the overall incidence of HCC was lower and the median time to HCC onset was
more prolonged compared with the TDF—TAF group

Baseline Characteristics by HCC Status

HCC (n = 21) No HCC (n =1277) P-value

Median age, years (Q1, Q3) 54 (51, 59) 39 (31, 49) <.0001
Male, n (%) 18 (80) 801 (63) .030
Race, n (%)

Asian 20 (95) 1000 (78) 472

White 1 (9) 253 (20)

Black/African American 0 13 (1)

Native Hawaiian/Pacific Islander/Other 0 11 (1)
HBeAg positive, n (%) 10 (48) 849 (67) .070
Mean HBV DNA, log,, lU/mL (SD) 6.6 (1.00) 7.0 (1.61) 072

HBV DNA <7 log,, lU/mL, n (%) 13 (62) 561 (44)
Median ALT, U/L (Q1, Q3) 71 (61, 100) 80 (54, 125) 461
HBV genotype, n (%)

A 0 85 (7) 192

B 2 (10) 246 (19)

C 16 (706) 602 (47)

D 3 (14) 326 (26)

Other or unknown 0 18 (1)
Mean FibroTest score (SD) 0.63 (0.211) 0.37 (0.229) <.0001
Cirrhosis, n (%)? 8 (38) 110 (9) <.0001
Median AFP, ng/mL (Q1, Q3) 8.4 (4.9, 24.6) 3.4 (2.4, 5.0) <.0001
Median platelet count, 10%/uL (Q1, Q3) 142 (105, 180) 193 (160, 233) <.0001

aFibroTest score category 20.75 to 1.00 (approximately Metavir F4). AFP, alpha fetoprotein; ALT, alanine aminotransferase; HBeAg,
hepatitis B e antigen; HBV, hepatitis B virus; HCC, hepatocellular carcinoma; Q, quartile.

« Compared to patients without HCC, those with HCC were significantly older, were more likely to be
male, and had higher FibroTest scores and rates of cirrhosis at baseline

HBYV DNA and ALT Normalization in Patients With or Without
HCC Over 8 Years (384 Weeks)

HBV DNA <29 IU/mL ALT Normalization?®
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22018 AASLD criteria (<35 and <25 U/L for males and females, respectively). All results in figures are expressed as missing = excluded.
AASLD, American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; HBV, hepatitis B virus; HCC,

hepatocellular carcinoma; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate.

« Rates of viral suppression were similar in those with/without HCC, whereas lower rates of ALT
normalization were seen in the first 48 (TAF) to 144 (TDF—TAF) weeks of treatment in patients
with HCC

* The proportion of patients with ALT normalization increased among those with HCC after they
switched from TDF to TAF

Baseline and On-treatment Factors Associated With HCC
Development (Multivariate Analysis)

Observed Cases vs Predicted HCC Rates by REACH-B Analysis
Over 8 Years (384 Weeks) Overall and by Treatment Group
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HCC, hepatocellular carcinoma; SIR, standard incidence ratio; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate.

« Treatment with TAF or TDF—TAF significantly reduced HCC incidence (observed cases, n = 21;
model-predicted cases, n = 75) by the REACH-B model

Observed Cases vs Predicted HCC Rates by REACH-B Analysis
Over 8 Years (384 Weeks) by Baseline Cirrhosis Status
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HCC, hepatocellular carcinoma; SIR, standard incidence ratio.

* Treatment with TAF or TDF—TAF significantly reduced HCC incidence among patients with and
without cirrhosis

Baseline Characteristics by HCC Risk Category

aMAP n/N = 818/1297 (63%) n/N =400/1297 (31%) n/N = 79/1297 (6%)
Treatment arm, n (%)?
TAF 553 (68) 266 (67) 46 (58)
TDF—-TAF 265 (32) 134 (34) 33 (42)
Mean baseline aMAP score (range) 43.00 (20.44-50.00°) 54.09 (50.00-59.99) 62.92 (60.02—72.57)
HCC cases during study period, n (%) 2 (0.2) 8 (2.0) 11 (14)
mPAGE-B n/N = 710/1297 (55%) n/N = 463/1297 (36%) N/N = 124/1297 (10%)?
Treatment arm, n (%)?
TAF 486 (69) 307 (66) 72 (58)
TDF—TAF 224 (32) 156 (34) 52 (42)
Mean baseline mPAGE-B score (range) 5.5 (0-8.0) 10.2 (9.0-12.0) 13.9 (13.0-18.0)
HCC cases during study period, n (%) 2 (0.3) 5(1.1) 14 (11.3)

Predictor Hazard Ratio 95% CI P-value
Male sex 8.30 1.88-36.73 .005
Age, years 1.11 1.06-1.17 <.0001
Platelet count at baseline, 10%/uL 0.99 0.98-0.99 .002
No ALT normalization at week 24 5.22 1.51-18.10 .009

ALT, alanine aminotransferase; HCC, hepatocellular carcinoma.

« Male sex, older age, lower baseline platelet count, and lack of ALT normalization at week 24 were
predictors of HCC development

AASLD: The Liver Meeting; November 10-14, 2023; Boston, MA, USA

Low-risk group: aMAP score 0.00 to <50.00, mPAGE-B score 0 to 8; medium-risk group: aMAP score 50.00 to <60.00, mPAGE-B score 9 to
12; high-risk group: aMAP score >60, mMPAGE-B score 213. One participant did not have baseline HCC risk score value and was excluded
from the analysis.

aPercentages may add up to >100% due to rounding. POne score of 49.997 was rounded to 50.00 for the summary table.

HCC, hepatocellular carcinoma; mPAGE-B, modified PAGE-B; TAF, tenofovir alafenamide; TDF, tenofovir disoproxil fumarate.

Shifts in HCC Risk From Baseline to Year 8 (Week 384)

aMAP Baseline mPage-B Baseline
n (%) n=79 n (%) n=124
- 494 (98) 131 (45) 2 (4) < 420 (97) 91 (27) 1(1)
3 10(2) 160 (55) 34 (68) S 13(3)  243(72) 39 (49)
E m 0 2 (1) 14 (28) é m 0 2 (1) 39 (49)
Missing 314 107 29 Missing 277 127 45

HCC, hepatocellular carcinoma; mPAGE-B, modified PAGE-B.

« Among patients predicted to be at low risk for HCC at baseline, nearly all remained low risk at year 8
(aMAP, 98%; mPAGE-B, 97%)

« Substantial proportions of patients considered medium risk at baseline shifted to low risk at year 8
(aMAP, 45%; mPAGE-B, 27%), with only a few (1% by both methods) shifting to high risk

« Of patients considered high risk at baseline, substantial proportions shifted to medium risk at year 8
by both scoring systems, with a few patients shifting from high to low risk at year 8 by each system




