() GILEAD

FINAL STUDY REPORT

Study Title:

Study ID:
Report Version/Date:

EU PAS Register No:

Active Substance:

Medicinal Product:

Marketing Authorization
Numbers:

Procedure Number:
Joint PASS:

Research Question and
Objectives:

Countries of Study:

Gilead Study Director /
Author:

Marketing Authorisation
Holder:

MAH Contact Person:

Gilead Qualified Person
Responsible for
Pharmacovigilance:

An Observational Drug Utilization Study of Stribild® in Adults
with HIV-1 Infection

GS-EU-236-0141

Interim: 23 March 2016
Final: 15 September 2017
ENCEPP/SDPP/6524

Elvitegravir, cobicistat, emtricitabine, tenofovir disoproxil fumarate
(150 mg/150 mg/200 mg/300 mg)

Stribild®

EU/1/13/830/001
EU/1/13/830/002

EMEA/H/C/002574
N/A

To assess renal risk minimization measures among Stribild®-treated
subjects and factors associated with the risk of proximal renal
tubulopathy, and its reversibility, including event rates.

Europe (Belgium, France, Germany, Italy, Spain, and the
United Kingdom)

Name: PPD
Telephone: PPD
Gilead Sciences International Ltd.
Cambridge

CB21 6GT

United Kingdom
Name: PPD_
Telephone: PPD
Name: PPD
Telephone: PPD
Fax: PPD

CONFIDENTIAL AND PROPRIETARY INFORMATION



Stribild® Gilead Sciences, Inc.

Post-Marketing Final Report for Study GS-EU-236-0141 Final
TABLE OF CONTENTS

TABLE OF CONTENTS ..ottt bbbtk etk e b bt n et n et bt e 2
LIST OF IN-TEXT TABLES ...ttt bt bbbttt bbbt bbbt et bene e 3
LIST OF IN-TEXT FIGURES ...ttt sttt bbbt b et b et b et et b et ettt et b ne e 3
T Y = S I = ¥ N O LTRSS PRSPPSO 4
2.  GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS ......cccoiiiiiiiiicesese e 7
3. RESPONSIBLE PARTIES ......ociiiitittiiittete ettt ettt s et ese et et es et et s b et s b e s st s et es b e s ensene st nsanes 9
4. MILESTONES ... .ottt ettt ettt s et s bt e st e b e s e st e b e s e s e e b e s e s e e b e s e st e b e s e s e e b et e s e et et en e b e s ensann 10
5. RATIONALE AND BACKGROUND ......ccoucitiiieiiiteiiee sttt sttt stete et etesbesae e stesaatestesaesesbesaesesseseesens 11
6. REASERCH QUESTION AND OBJECTIVES.....cicci ittt ittt sttt sneseenea 14
7. AMENDMENTS AND UPDATES ......oct ittt sttt sttt sttt sbe e teabe st ateabeseetesbeseereabeseeneas 15
8. RESEARCH METHODS ..ottt ettt ettt ettt eb ettt sb ettt b ettt b e et e et et be st et e beabe e ebeabeneenea 16
ST (1[0 Y I 1= o[ OSSPSR 16
ST =1 1 1o o PSSR 16
ST 11 o 1< PSSR 16
ST S £ T o] [T OSSOSO 17
8.5. Data SoUrces and MaNAgEMENT ........ciuiiiieirereerieiesteste e ste s e sseeree s et e saesses e sseesee e eseeseessestesseesaaneeneeseenees 18
8.6. BlAS 1.ttt et et e b et b et aeehe e te e be e beeaeeaheeehe e beebe et b e atreateeateenteereerreanes 18
ST (110 YT 2= ST USROS 19
8.8. Data TranSfOrMAtION ........c.ociiiiiiic et e et e et e e e e te e s te e teesteeneareeanns 19
8.9. StAtIStICAI MELNOUS ......ecveec ettt e et et e s be e be e ste e eesaeesbeesbeenbeeneeans 19
8.9.1. Main StatistiCal MEthOdS.........coviiiiiice e e 19
8.9.2. MISSING VAIUES ... vttt ettt re et et e et et srenreaneanee e enen 20
8.9.3. SENSIIVITY ANAIYSES ..e.vvevieiiieie st se ettt e et e et tesreere e e et e saestestesneereeneeneeneens 20
8.9.4. AMENAMENTS 10 thE SAP ...t 20
8.9.5. QUAIEY CONLIOL.. .ttt ettt se e sa et e tesnesraeneeneeneens 20
0. RESULTS .ottt h et b ettt bt £t b et bt b e e b e bt e Rt b e Rt R e Rt b e Rt bt Ee bt be b et b et 21
TN = U Tod T o - 1 £ PSSR 21
9.2, IMIAIN RESUILS ...ttt ettt et et e et e e e e e e e e h e e ehe e eae e been b e es b e esbestaesteesteesbeeneenneanneanes 21

9.2.1. Baseline Subject Demographics, Clinical Comorbidities, and Laboratory
IMIBASUTEIMIEITS ....vvieiiiie ittt ettt e et et e et e et e et e et e e be e e be e e beaebeeesbeaennee et 21
9.2.2. Stribild Treatment DUFALION ........c.coiiiiiie et 22

9.2.3. Frequencies of Visits and Renal Monitoring Patterns Related to SmPC

T oSSR PROR 22

9.2.4. Serum Creatinine, eGFR, and CL,, and Other Renal Measurements over
THITIE et bbb bbb R bbbttt 23
9.2.5. Proximal Renal TUBUIOPAthY.........cccviiiiiiic e 27
9.2.6. Adverse Drug Reactions and Special Situation REpPOItS.........ccccocvvviiverierenieie e 27
10, DISCUSSION ...ttt bbbttt b etk b et E e b e e b e bt e bt e b e Rt e bt b e st e b b e st e b b e st et e b et et bene e 29
L0.1. KBY RESUILS ...ttt ettt et b bbbt e e st e b e b e b e e b e e bt e Rt en e b e b e beebeebeaneeneeeen 29
O [ 117 4 o] USRS PPTOPPRUR 30
OO R [ 1 g ] =17 V[0 4 SRRSO USSP VRTURURURURRN 31
104, GeNEIAHZADIIITY ....eeieiieee et bbbt et et s e bbb bt et e e 32
O 0@ | [0 I U1 1 N OSSOSO 33
12, REFERENGCES ... .ottt h ettt b et b et b e bt ek e b et b b et be b et e b b et e be st et et e st ettt neens 34

CONFIDENTIAL Page 2 15 September 2017



Stribild®

Gilead Sciences, Inc.

Post-Marketing Final Report for Study GS-EU-236-0141 Final
13, STATISTICAL TABLES ...ttt bbb e s et s et b e s et b ene et st ene et 38
14, APPENDICES ..ottt ettt s et s bbbt b8 a8tk e stk s e bbbtk e Rt b bRt Rt n e bt nenr s 50
Appendix 1. List Of Stand—AIONE DOCUMENTS..........cuviiiiiiiite ittt 51
Appendix 2. Principal Investigators and Independent Ethics Committees Information List ............c......... 52
Appendix 3. ProtoCOl DEVIALIONS LOG .. ..viieiueieieieeteeeesiesiee e ste e e esee e et essaera e e eneesaessesresnasreaneenens 59
Appendix 4. Y0 o] o] 1T = LI 1= o [ PSR 78
Appendix 5. Listings of Reported Adverse Drug Reactions from Enrolled Subjects ..........cccccocvvvivenenenn, 81
LIST OF IN-TEXT TABLES
Table 13-1. Subject Disposition for Screening and ENrollmMent.........ccooveveveveiieiiniese e 39
Table 13-2. Enrolled Subject Demographics and Clinical Characteristics at Baseline..............cccccoevevnin. 40
Table 13-3. Distribution of Stribild Therapy and DisCONtINUALION ........cccooviiiiiiiiiiieee e 43
Table 13-4. Distribution of Patient Management and Laboratory Testing Related to the SmPC
LS (ot S ST URPRUPO 44
Table 13-5. Mean Laboratory Measurements from Baseline throughout Follow-Up Visits in
TOLAL SUDJECES ...t bbbttt eesb b b reene e 46
Table 13-6. Frequencies of Graded Changes in Glomerular and Tubular Related Markers...................... 47
Table 13-7. Incidence Rate of Proximal Renal Tubulopathy...........ccccveivviiiciiiie e, 47
Table 13-8. Summary of Reported Adverse Drug Reactions for Enrolled Subjects.........cccocvevvvvivivennnne. 48
LIST OF IN-TEXT FIGURES
Figure 9-1. Serum Creatinine from Baseline throughout Follow-Up Visits (Mean and 95% CI)............. 24
Figure 9-2. eGFR from Baseline throughout Follow-Up Visits (Mean and 95% CI) .........ccccecvvvivernenenn, 25
Figure 9-3. CL,, from Baseline Throughout Follow-Up Visits (Mean and 95% CI) .......ccccccocvvevrvivannne. 26
CONFIDENTIAL Page 3 15 September 2017



Stribild®

Gilead Sciences, Inc.

Post-Marketing Final Report for Study GS-EU-236-0141 Final

1. ABSTRACT

Gilead Sciences Europe Ltd.
2 Roundwood Avenue
Stockley Park, Uxbridge UB11 1AZ
United Kingdom

Title: An Observational Drug Utilization Study of Stribild® in Adults
with HIV-1 Infection
Keywords: Stribild, HIV, observational, renal

Rationale and
Background:

The safety and tolerability of the single tablet regimen, Stribild®
(STB) has been demonstrated in the clinical trial program and
subsequently through post-marketing surveillance activities.
Tenofovir disoproxil fumarate (TDF), a component of STB, has
been associated with proximal renal tubulopathy (PRT). The drug
utilization study (DUS) is included as a pharmacovigilance activity
in the STB European Union (EU) Risk Management Plan (RMP) to
investigate the effectiveness of renal risk-minimization measures
for STB, the factors associated with the risk of PRT, and the
reversibility of PRT.

Research Question and
Objectives:

The objectives of this study were as follows:

e To assess the pattern of renal monitoring and patient
management in the clinical setting among subjects treated with
STB and compare it to key renal messages in the STB Summary
of Product Characteristics (SmPC)

e To evaluate baseline characteristics that may be associated with
risk of PRT

e To evaluate the risk of PRT associated with the use of
concomitant medications of nephrotoxic potential

e To establish the rates of PRT and STB discontinuation due to
PRT and to document reversibility

e To document laboratory markers of tubular and glomerular
damage, where available.

Study Design:

An observational cohort study of HIV-1 infected subjects who
initiated treatment with STB.
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Setting: The study population was comprised of HIV-1 infected adults aged
> 18 years who have received STB and enrolled in clinics across
several European countries.

Study Size: There were 1593 subjects that were enrolled from March 2015 to
September 2016 and contributed 1627.3 person-years with STB
utilization.

Variables and Data Electronic data capture at each participating clinic within the

Sources: European Treatment Network for HIV, Hepatitis and Global

Infectious Diseases (NEAT-ID) collected retrospective and
prospective study variables gathered from standard care on a cohort
of HIV-1 positive adult subjects. Baseline (STB initiation) and
follow-up variables included demographics, clinical characteristics
(e.g., HBV/HCV co-infection and prior renal disease), laboratory
measurements (e.g., CD4 count, HIV viral load, serum creatinine,
and creatinine clearance [eGFR]) and medications

(i.e., prior antiretroviral therapy and concomitant medications).

Results: There were 1593 enrolled subjects with STB utilization from
March 2015 to September 2016 at 35 HIV clinics from Belgium,
France, Germany, Italy, Spain, and the UK. The mean STB
exposure duration during the study follow-up period was
1.02 (SD % 0.78) years. The median number of visits with
laboratory testing was 3 (IQR: 2 — 5) during the first year of
treatment, with serum creatinine tested a median of 2 (IQR: 1 - 3)
times. There were 89 subjects (5.6%) with a follow-up visit within
the first month of STB initiation and 254 (15.9%) subjects with a
follow-up visit within the first quarter. Accounting for potential
baseline confounders and varying time across visits, adjusted mean
serum creatinine levels increased and eGFR and CL, decreased
shortly after the initiation of STB and stabilized after the initial
quarter. Two subjects were reported with PRT during treatment and
both discontinued STB. The observed incidence rate of PRT
development was 1.23 per 1000 person-years (95% CI: 0.15 — 4.44).
Due to the low number of PRT cases, risk factors for renal toxicity
were indeterminate and PRT reversibility was not fully evaluated
due to the short time period between STB discontinuation after
PRT development and the end of the study data collection period in
the affected subjects.
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Discussion:

Subjects from six EU countries contributed data across the study
period. Over the follow-up period, the mean serum
creatinine,eGFR, and CL; levels varied over time. The changes
were primarily attributed to the initial period of treatment and
consistent with the known effect of cobicistat, a component of STB,
on the inhibition of tubular secretion of creatinine. Although
routine subject visits and renal testing appeared be different from
the SmPC recommendations and were infrequent, the observed
incidence of PRT and other renal events was low and similar to
previous findings from the controlled clinical trials with STB and
other observational studies. No new safety concerns emerged in this
study. Patients with PRT were managed in accordance with the
SmPC guidance to discontinue treatment.
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