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Introduction Results, cont'd

Tenofovir Alafenamide (TAF)

Disposition Renal Parameter Results Over 96 Weeks
¢ Novel tenofovir prodrug;

greater plasma stability, -I\Il-tﬁ:II:otide Total enrolled (part B) -+ TAF: all patients (n=31) - TAF: prior TDF (n=21) -+ TAF: prior other OAV (n=10)
with enhanced hepatic reverse N EXY 150 Creatinine Clearance
delivery of active drug and Phkissas L
: : inhibitor = T T
lower CerUIat|ng levels Enrolled and treated 4 5 T L
. . =~ 120 14}
of tenofovir relative to N=31 < ™ — 103
tenofovir disoproxil fumarate (TDF)'™* E LI 4 995
: : E g
¢+ Noninferior efficacy vs TDF at Weeks 48 and 96 in virally Discontinued treatment: n=6 3 L
suppressed chronic hepatitis B (CHB) patients with/without * Patient decision: 2 0 |
compensated cirrhosis, and creatinine clearance (estimated ' 'IA‘E' 1t' o et | % %7 Baseline: |
glomerular filtration rate by Cockcroft-Gault method [eGFR_]) _ S;’:tsh'_g; or's decision. 2 o ior s e Ta 1299
>50 mL/min switched to TAF, with improved bone and renal | 30 | nor other OAV: 124.0 (64.0, 133.9)
Safety5,6 0 12 24 36 W48 ) 60 72 96
Completed treatment o
¢ Week-48 results from the present study have shown n=25 1.2 L Clute e UL

that following the switch to TAF, viral suppression is well
maintained, while bone and renal safety remain stable in
hepatically impaired patients with CHB’

AE, adverse event.
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... Efficacy at Week 96
Objective

Median Serum Creatinine, mg/dL (Q1, Q3)

¢ To evaluate the efficacy and safety 2 y after switching to TAF in HBV DNA <20 IU/mL, /N (%) 24131 (77) 24125 (96) o6 | Al TAF patents: 0:87 (0.72, 1.02)
. . . . HBV DNA <20 | L 24/31 24/2 ' - 0. : :
virally suppressed CHB patients with moderate—severe hepatic =20 im farge not detectec S 2509) Prio other OAV: 0,63 (0.74, 0.89)
. . HBV DNA =20 IU/mL (nonmissing), n/N (%) — 1/25 (4)
|mpa|rment - 0 12 24 36 48 60 72 96
ALT normal (2018 AASLD criteria), n (%)* 18/31 (58) 18/25 (72) Week
HBeAg loss, n/Nt 0/3 0/3
40 Serum Phosphate
HBsAg loss, n/N (%)* 2/30 (7) 2/24 (8) 2
_ Mean change in GHBSAg rom baselne, log IUImL (D) — 920017 g
Median change in CPT class (Q1, Q3) — 0 (-1, 0) ; o
. Median change in MELD score (Q1, Q3) _ 0.6 (-1.3,0.0) B
- - - i . . . y v_.\‘
GS US 320 4035 StUdy Des'gn Median change in FibroTest score (Q1, Q3) — -0.01 (-0.04, 0.02) % ? 3.1
Secondary (final) Analysis g %0 -
v *ALT <ULN at Week 48 regardless of baseline ALT level; tPatients who were HBeAg-positive at baseline; 2
Week 0 24 48 96 *No patient had HBeAg seroconversion. ;
; HBsAg, hepatitis B surface antigen; gqHBsAg, quantitative HBsAg; SD, standard deviation. S .
5 2
Hepatic impairment c
n=3|:,)1 (IC|:I>TZ7I) TAF 25 mg qd % Baseline: : )
= All TAF patients: 3.3 (2.8, 3.8
- . . Overa" Safety Summary “0 0 12 24 36 48 60 72 96
*ClinicalTrials.gov NCT03180619. CPT, Child-Pugh-Turcotte. Week
¢ Open-label, Phase 2 switch study Any AE 24 (77)
+ Key inclusion criteria: Grade 3-4 AE* 8 (26) * Following switch to TAF, all 3 renal parameters remained stable
. . Serious AE* 10 (32) through Week 96
— Treatment with TDF and/or other oral antivirals (OAVs) for 248 wk; D/ of study tremtment due o AE &
: : s . C. of study treatment due to
virally suppressed with hepatitis B virus (HBV) DNA < lower limit Dot g ny=
of quantitation for 224 wk and HBV DNA <20 IU/mL at screenin = : . :
3 J Grade 3—4 laboratory abnormality 17 (595) FaStlng and Llpld and Othel‘ MetabOhC
_ . . . . > < v . o
Is_lcergzt:?nl m(%e:l Lrlnsir;: Cs;e()glg;lzf;j :r?d(;Fr:T SCCIZ?'lI:es;Zrzn<d1 51 azt at Grade 3-4 laboratory abnormalities seen in 22 patients Changes at Week 96
. g y - y - Hemoglobin 3 (10)
screening) Lymphocytes 7 (23) B TAF: all patients (n=31) B TAF: prior TDF (n=21) M TAF: prior other OAV (n=10)
— Creatinine clearance =230 mL/min Platelets 4 (13) . TC LDL HDL TG . TC:HDL Ratio
¢ Secondary analysis endpoints: llClell (1) 9
. Fasting glucose 2 (7) -
— Safety and tolerability of TAF 25 mg at Week 96 Urine glucose 3(10) e [ l [ [ o
— Proportion of patients achieving virologic responses (HBV DNA E 8.0 9.0 7T0 80 | 50 3.0 [ | OL
<20 |U/m|_), serologic responses, and biochemical responses at *No Gr.ade 3—4 or se_rigus AES were judged to be related to study treatment; *Man aged 0 1T0 ' % Sl 3.0 0.1 OTO
.. i .. 73 y with blood creatinine increased on Day 334 (Grade 2, nonserious, and related to study treatment); E o 00 :
Week 96 (mlssmg = failure and missing = excluded approaCh) *Man aged 57 y died due to respiratory failure with worsening clinical condition (MELD score 35) on Day 2 e
612; woman aged 49 y died due to aspiration pneumonia on Day 651. D/C, discontinuation. o -4.0 4.0
2
Changes in Bone Mineral Density Over 96 S mwm  wosow s s @ 7w w
40 Baseline, mg/dL 10 Baseline Ratio
= [ [ ™ Weeks
Basellne Demographlcs and CharaCterIStlcs ~*- TAF: all patients (n=31) -¢= TAF: prior TDF (n=21) -¢- TAF: prior other OAV (n=10) HDL, high-density lipoprotein; LDL, low-density lipoprotein; TC, total cholesterol, TG, triglycerides.
e i Spine
Median age, y (range) 57 (20-73) o 4 _ o _
Age 265 y, n (%) 6 (19) =z ¢ Small increases were seen for all lipid parameters in overall
X:Zhnr%/)) 4 ng; 3 population; similar changes were seen in prior-TDF patients
S @ 1.09
HBeAg-negative, n (%) 28 (90) £ ) . : . :
Median ALT, U/L (Q1, Q3)/ ALT <ULN (2018 AASLD criteria), n (%)* 27 (18, 33) / 21 (68) £ o 0.28 o Patients On_ OAVs other than TDF at base_“n_e _Showed elther_
FibroTest™ 20.75' / history of cirrhosis, n (%) 19 (61) /30 (97) 3 108 0.39 very small increases or small decreases in lipids (TC/HDL did
Median eGFR.g, mL/min (Q1, Q3) 99 (73, 130) s not chanae
(l\%_ormal BMPos)tatu(s/) Hip 18 (38) :\‘J’ 2 J )
-score 2-1.0), n (% Spi 16 (52 & i . . . . .
o— Hr;g‘:nensionlcardiovasculardisease 7(23)5 4213) 5 . _ | ¢ Median (Q1, Q3) body weight at baseline: 71 (59, 87) kg;
A 19 (61)1 0 24 48 72 96 0 24 48 72 96 . . .
CPT class, n (%) 5 9 (29) Week EEk ¢ Median (Q1, Q3) fasting serum glucose at baseline: 96 (89, 108)
C 3(10) _ _ _ _ _ mg/dL; median (Q1, Q3) change at Week 96: 5 (-2, 11) mg/dL
HIBGIET) 12D 220 (01, @) 10(7.5,14.2) ¢ Following switch to TAF, hip and spine BMD remained stable J ( ) J ( ) Mg

through Week 96

*Upper limit of normal (ULN) 25 U/L for women and 35 U/L for men; "BioPredictive S.A.S, Paris,
France; *2 patients had CPT =7 at screening and 17 patients by history.
AASLD, American Association for the Study of Liver Diseases; ALT, alanine aminotransferase; BMD, C O n cl u s i o n S

bone mineral density; HBeAg, hepatitis B e antigen; MELD, Model for End-Stage Liver Disease; Q,
quartile.

¢+ Hepatically impaired patients with CHB who were virally suppressed on TDF and/or other OAVs and switched to
Prior Oral Antiviral Treatment TAF treatment for 2 y showed the following:

— Viral suppression was well maintained, ALT levels remained within the normal range in most patients on treatment and

Patients, n (%)* serologic responses were low

TDF 21 (68 : : . . :

po—— > E%; — Hepatic function remained stable as assessed by change in FibroTest, CPT, and MELD scores
Lamivudine 14 (45) — TAF was safe and well tolerated; the incidences of Grade 3 and 4, and serious AEs, and deaths (n=2) are reflective of
Adefovir 10 (32) patients with advanced liver disease and underlying comorbidities
Sy 14 (4) — Bone and renal safety parameters remained stable

At screening 10 (32) i _ o _ ) _ o _
Tebivuding 26) — The small changes in fasting lipids, body weight, and other metabolic parameters were not considered clinically important
Emtricitabine/TDF 1(3)
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