{) GILEAD

CLINICAL STUDY PROTOCOL

Study Title:

Sponsor:

IND Number:
EudraCT Number:
Clinical Trials.gov
Identifier:

Indication:
Protocol ID:

Clinical Program
Manager:

Gilead Medical Monitor:

Protocol Version/Date:

A Phase 1b/2 Study to Evaluate the Safety, Tolerability,
Pharmacokinetics, and Pharmacodynamics of GS-5829 as a
Single Agent and In Combination with Enzalutamide in Subjects
with Metastatic Castrate-Resistant Prostate Cancer

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404

124032
2015-003741-26

NCT02607228
Metastatic Castrate-Resistant Prostate Cancer

GS-US-350-1604

Name: PPD
Telephone: PPD

Email: 2024

Name: PPD
Telephone: PPD

Fax: PPD

Mobile: PPD

Email: PP
Original: 22 April 2015
Amendment 1: 16 September 2015
Amendment 2: 30 June 2016

CONFIDENTIALITY STATEMENT

The information contained in this document, particularly unpublished data, is the property or
under control of Gilead Sciences, Inc., and is provided to you in confidence as an investigator,
potential investigator, or consultant, for review by you, your staff, and an applicable Institutional
Review Board or Independent Ethics Committee. The information is only to be used by you in
connection with authorized clinical studies of the investigational drug described in the protocol.
You will not disclose any of the information to others without written authorization from
Gilead Sciences, Inc., except to the extent necessary to obtain informed consent from those
persons to whom the drug may be administered.




GS-5829

Protocol GS-US-350-1604 Final
Gilead Sciences, Inc. Amendment 2
TABLE OF CONTENTS
TABLE OF CONTENTS ..ttt ettt sttt ettt e et et e bt et e e et es e e st em s e s et e e bt eeees e emeenee s e b e abeeaeebeeneaneeneansenes 2
LIST OF IN-TEXT TABLES ... .ottt ettt ettt h ettt e e e et e e bt ee e et e eneen e e e et eebesaeebeeneaneeneansenes 5
LIST OF IN-TEXT FIGURES ...ttt ettt ettt ettt e et et e e bt e et e bt eaeens e e e b e abesaeebeeneeneeneansenes 5
PROTOCOL SYNOPSIS ...ttt ettt ettt e b et eb sttt et be s b e bt eat et e e ettt sa e bt sbeeueeneeneenee 6
GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS.......ccoiiiiiieiieieeeceeee e 20
1. INTRODUCTION ..ottt ettt ettt st s b e e bt et ettt be s h e e bt ebtes et et et e sbeebeebeebse e eneen 22

) R & 7 Te) <4 11311 Lo PRSPPI 22

L2 GS-5829 ettt b e bt a ettt b e e b ettt een 23
1.2.1. General INFOrmMAatioN .......cc.eeiieiiie ettt sttt ettt e e seaesaeenees 23

1.2.2. Preclinical Pharmacology and TOXiCOlOZY .......evuiiiriieriieiiiieeiieeieeeiee st evee s 24

1.2.3. Clinical Trials 0f GS=5829 ..ottt et e e e baeeaee e 25

1.2.4. Information about Enzalutamide ...........ccceeeiiieiiiiiiieie e 25

1.3. Rationale fOr This STUAY .....cooiiiiiieiiieeee ettt e et eesare e tbeesaeeetaeensneenes 26
1.3.1. Rationale for the D0Se SEIECTION .......cccuiiiiiiiiieeiie ettt sre e s eaee s 27

1.4. COMPIIANCE ..veetieeiieeeiie ettt ettt e et e e sttt e s tteestbeesaaeetbeessaeesseeasseeasseensseensseesseensseensneesseensneenes 28

1.5.  Risk/Benefit Assessment for the STUAY ........cccveiieiiiiiiiiiiie e 28

2. OBIJECTIVES ..ttt b bt at et a e bbbt bt bt ettt et sb e bt eaeeas et eneen 30
3. STUDY DESIGN...c.utiiiiitiiieie ettt ettt ettt h e bt bt et ea ettt besb e bt eb e e bt et et et e sae e bt sbeebeentennentens 32
3.1. ENUAPOINTS ..ottt ettt et et e bt et e e e ese e e te e te e bt e bt ense et e ente st enneenseenneenbeenaeeneenean 32

3.2 LRG0 B T3 Fx o TSRS 32
3.2.1. StUAY SCREMA ......eiiiiiiiiiiececeeee ettt s e st e e s e e s abeesnbeesnbeeenbeennees 36

3.3. SHUAY TTEALMENTS ...eeevieeiiieitieeitieesiteeeee ettt erte ettt et e esteeestaeestteessbeesseessaeeasseessseensseessseensseesnseensseesnseennses 37

3.4. Criteria for Discontinuation of StUAY DIUZ.......cccviiiiiiiiieiiieit et saveesane e 37

3.5. Criteria for Removal from StUAY.........ccciiiiiiiiieiiee et et eesaae e 38

4. SUBJECT POPULATION. ... .ottt ettt ettt et ettt ettt e et e e st eateseen s eese et eebeeaeeseeneanse s easeaseeaeeseeneaneensansan 39
4.1. Number of Subjects and SubjJect SEIECION .........eicviieciiiiiieeiie e s 39

4.2. INCIUSION CTIERIIA . ...vtetieiieiiieiieeiie ettt ettt ettt et et et e e e e st e e aeessee st eenseenseensesstesseaseenseenseensessaenseensean 39

4.3. EXCIUSION CTItRIIA .. .vetieniieeiieiieeiie et ette ettt ettt et et et e e e e esteeseessee st eenseenseeneesseesseaseenseenseensensaenseesean 40

5. INVESTIGATIONAL MEDICINAL PRODUCTS .....oooieiieiteieetiesteeste ettt sttt ettt ense e e 43
5.1. ENEOIIMIENL. ...ttt ettt et e e et e e st e te e s e e beenseeaeesatesseeseenseenseensennaensaenean 43

5.2.  Description and Handling of GS-5829 and Enzalutamide ............cccceevieiiiriiiiiiiienieieceeeeee e 43
5.2.1. FOIMUIAION ...ttt ettt ettt et e e st e etae st e e seeseenseenneenneenes 43

5.2.2. Packaging and Labeling ..........ccooiiiiiiiiiiiiiicee e 43

5.2.3. Storage and Handling .........c.ooouiiiiiiiiii e e 43

5.3. Dosage and Administration of GS-5829 and Enzalutamide.............ccccoevviiiiiieniiieniiinie e 44
5.3.1. Dose Adjustment 0f GS=5829 ......ccuuiiiiiiieeieee et 45

5.3.2. Dose Adjustment in Group 2: Combination of Enzalutamide and GS-5829........................ 45

5.4. Prior and Concomitant MeEdICAtIONS .........ccueeruieieiieeierit et ettt eee ettt ae e seeesseeseeenseenseensessaesseenseas 47

5.5.  Accountability for GS-5829 and Enzalutamide ..............ccceeviiriiiiiiieiieieee e 48
5.5.1. GS-5829 and Enzalutamide Return or DiSposal.........c.cccvevieiiieiiiiiiiiienieeeieeeee e 48

6. STUDY PROCEDURES ......oiitiiittittititeet ettt ettt bbbt ettt sa e bbbt st esaentens 49
6.1. Subject Enrollment and Treatment ASSIZNMENL .........c..ecuieieriereeriieieeeesieseeneeeieeae e sseesseeseeaesneeees 49

6.2. Study Procedure DESCIIPIONS ........ccuieiieiiiiieeieetieit ettt sttt et e st et eteenseenseesaesseesseenseenseeneennes 49
6.2.1. INFOTMEA CONSENL...cvviiiiiieiie ettt ettt e e et e et eeseeebaeesaeeteeesaeesaeeseeenes 50

CONFIDENTIAL Page 2 30 June 2016



GS-5829

Protocol GS-US-350-1604 Final
Gilead Sciences, Inc. Amendment 2
6:2.2. N A IR . L e e e e R et R A 50
6.2.3. Prior and Concomitant MediCations ... ...ccoiuireiicee e et ee e s aeeneesmee e eeneeenes 50
6.2.4. BhysicaliExalnnationst - e 0 wee it Lo el URE e 50
6.2.5. Nl BB s e R e e 51
6.2.6. e A O A O T BN e s i T R e S S SO G et 51
6:2.7. BCOG Perlormance STANS oo s s i R s s o s a4 51
6.2.8. AEORSE TV . oo cmuinsniivesis o o s 45 G e S R G B B 5 e M B 51
6.2.9. PGS S HCEESTIERIIR o o oo i s s 6o 00 e M S o eSS o S SO SRS B 51
6.2.10. qDe o e ey 1T 1 ST —— 52
6:2.11. Pharmacokinetic & Pharmacodynamic Samples .........c.oooooioiiiiiiiiii e 53
6.3.  Biomarker Testilg......ccooouireiieiiee e s ee e e e aeeee e

631, Biomarker Samples to Address the Study Objectives

6.4. Preireaiiient ASSRRSIICTIER . oo s e s i B G b e L i S i b L b 57
6.4.1. TS TVABIL oo covustos s st s e £ 54 S5 T S S B2 G B S B 57
6.4.2. R R R BT M BIEEETAN oo coosssmiomsies o oA A S A i B S e P S A 58
6.3. e ANASHT A SSCHSTNOTIERR. - covcucsscoenpn vismiomrtes sy aw syt s s vm s i PR B A e e 58
6:5.1. SRS Lo B [ o e bl e L eSS Ty G S U T Bl S USSP 1L L S 59
6.5.2. Baseline Visit /'Cycle 1 Day:1 (C1DY):cnanmnnonnisssssussamay 59
6.5.3. Cycle 1 Day 8, Day 15 and Day 22 (C1D8, C1D15. and C1D22) .....oooiiiiiiiieiii i, 60
6.5.4. Cycle 2 Day 1 (C2D1) and Day 1 of Subsequent Cycles........ccooooiiiiiiiiiiiiiiiie e 61
655 Endof Freatment TEOTY VIS oo siomm i s s i s e s s o S8 s s s bt v i 62
6.6. PosteTresitiient: 30208y Balcty FoloWa WABIE . .c.oou isamms oo s e smsgmn o s demmsses e 55581 ess sdaass o5 s 63
G Long Term Survival FOIOW-TUP......cciceeoieiiieeiiteeieeete s stee s et s smeeaemeeansse e saaesseeseesasaaesnneesnssensseen 63
6.8. sched e N e e el BB, 64
6.9. Criteria for Discontinuation of Study Treatment........ccc.vvieirieeieecee e eiree e eeee s e nse e eeeesaeeenes 64
G0 Post Sy ORI i v e s e R R e e 64
0: 1L  Replacement o S O S i o i e L B R R T S SO i S 64
612, PrOtOCOL TIEVRATT ORS icuscu v e iomm o o as s o e B i e R e e S b 64
B.X3. B OB . coosisius oo inss b s s b 3 8 o B i G S B e S B B s 64
7. ADVERSE EVENTS AND TOXICITY MANAGEMENT ... ittt et s et ee s ba s e e 65
75 Definitions of Adverse Events, Adverse Reactions, and Serious Adverse Events........c...ccovvvvieveeeenn. 65
TLL A e T R e e T e e et e g el e D 65
0 [ Serious AdVETrSe EVEIITS .. .oo it ere e e ie e ee et e see e e sre e semensenan e s e e aseaeneaneeaesenaenneeas 65
7.1.3. Clinical Laboratory Abnormalities and Other Abnormal Assessments as
Adverse Events or Serious Adverse EVents ..ol it 67
T2 Assessment of Adverse Events and Serious Adverse EVEnts..........oocoiiiiiiiiiiiice e 67
721 Assessment of Causality for Study Drugs and Procedires..........oveeiveeeeieieceisceee e 67
T:2:2: SR TTVET L O BENETIIN 0o svemooscass st o s s £ 53 A oS S S H B B LS5 67
73. Investigator Requirements and Instructions for Reporting Adverse Events and Serious
Adverse EVents 10 GIlEad . .....coc.voii ittt e e et e enr s 68
T31. Requirements for Collection Prior to Study Drug INItiation: ........cceeevevviervesnesesneececenneenns 68
T3 Adverse BV s s S R S R e S R R 68
7.3.3. B OE A  Te TI ccoe B  e H S ee 69
734 Electronic Serious Adverse Event (eSAE) Reporting Process ......occoooovviiiriicciecccieceen 69
7.4. Gilead Reporting REqiir SIS o .. i s s i e o s i St 18 s S8 8 S b M A i 70
74.1. Reporting of Adverse Events Relating to the Primary Endpoint and Other
Anticipated Medical Events in the Study Population...........cccceeveevieiicecvnsiei e 70
T8, BOIEIES: IVEATTHGEIIOEIL. .. . < cvonnsnn e v snimsm g e et wA R om S A S S A i S S e A A 70
7.6. Special STUATIONS REPOTTS. .. cvviiieeeciiiitieesieseieeiie s s s e e sesaess e e e saeessaesssbeesssaasnaesensesesseesseeessesanse e naeaersassases 7l
7.6.1. Dehnitions:of Special Situations s i s s s s s 71
7.6.2. Instructions for Reporting Special Situations .........ccceeiiiiiceceessiiicesseeee s see e e 72

CONFIDENTIAL Page 3 30 June 2016



GS-5829

Protocol GS-US-350-1604 Final
Gilead Sciences, Inc. Amendment 2
8. STATISTICAL CONSIDERATIONS ...ttt sttt ettt st entens 73
8.1.  Analysis Objectives and ENAPOINtS.......c.ceoiiriiiiiiieiieiieieeie ettt eeae e nneas 73
8.1.1. ANALYSIS ODJECLIVES ...uveiieiieiieii et ettt te sttt et et e teseteste e st et e enseesseesaesseenseeseenseenseensennes 73
8.1.2. Primary ENAPOINT .....oc.viiiiiiiiieeiiecte ettt sttt s e sbeeenbeesebaeenbeesnnaeennee s 74
8.1.3. Secondary ENAPOINt ........occuiiiiiiiiieiiecieeciee ettt st e e ennes 74
8.1.4. EXPloratory ENAPOINTS.......ceciiiiiieiiieiiieciie ettt ettt ettt e st svee st eenreesebaeenbeesnsaeensee s 75
8.2. ANALYSTS CONVENTIONS. .. .eetiieiiieeteeriteeeteesteesteestteesteestteessseessseessseessseeasseessseessseessseesssesasseesssesssseenssesss 75
8.2.1. ANALYSIS SEES 1ouvviiiiieiiiieeie ettt et ettt e st e ettt e et e e etbeesbeestbeesbeeenbeesrbeeenbaeenbaeenbaeenraeenreenn 75
8.3, Data Handling CONVENTIONS .....ccuuiiuieitieiiiiiiie ettt ettt sttt et ettt st seeesbee bt e bt enteeneeseeenaeenneas 76
8.4.  Demographic Data and Baseline CharacteriStiCs .........cceevuieruirurrieriieniieiieeie e seeesteesteeeeeneeeeeeseaesseenseas 76
8.5, EffICACY ANALYSIS ..iviitiiiieiiieie ettt ettt ettt et e ettt e be et e e nte e e eneeenee st enteenbeenbeenaeeneenean 76
8.6. N E N e AN A1 S TSP 76
8.6.1. EXtent Of EXPOSUIE .....eeiiiiiiiiieiieieeiie ettt ettt ettt et e etae st e s eseeseennesnneens 76
8.6.2. AQVETSE EVENES ..ottt sttt sttt 77
8.6.3. Laboratory EVAIUALIONS ........couiiiririiiiieieieese sttt st 77
8.7. Pharmacokinetic ANALYSIS .......eiiiiieriaiee ettt st sttt ettt et aean 78
8.8. BIOMATKET ANALYSIS ...eutietieiiieiiteieet ettt ettt et a ettt ee e b e nean 78
8.9. SAMPIE SIZE ...ttt b et ettt st h e bt et e n e sttt e bt b ettt e neee 78
9. RESPONSIBILITIES..... oottt ittt ettt ettt ettt ee e st e st e s e s et e bt eeeebeeseeseeneenseabesbeaseeneaneeneeneensans 80
9.1.  Investigator RESPONSIDIIILICS ....cc.ueitieitiiiiiiiiie ittt e e 80
9.1.1. G00d ClINICAL PTaACHICE. .. ..cueiutiiiitisiiiiceiiet ettt st 80
9.1.2. Institutional Review Board (IRB)/Independent Ethics Committee (IEC)
ReVIEW and APPIOVAL.......ooiieiieeiiciieceee ettt sne et neens 80
9.1.3. INTOIMEd CONSENL...c..eviiiiiiiiiiierti ettt sttt st 81
9.1.4. CONTIAENTIALIEY .....vveeieetieiieie ettt ettt e et essee s st ese e s e enseeseessaenseesean 81
9.1.5. Study Files and Retention of ReCOTS ..........ccuiiiiiieriieiieiieiiceceeeee e 81
9.1.6. Case REPOTT FOTIMS ....ueiiiiieiiiciie ettt ettt e et eeneeebaeesneenes 83
9.1.7. Investigational Medicinal Product Accountability and Return...........c.ccooceeviiiiniinicninnn. 83
9.1.8. IDISPECTIONS. .ttt ettt ettt ettt b ettt e et e s et sae e s bt et e et en e eateebeenneenean 83
9.1.9. Protocol COMPIIANCE ......couiiiieiieiieeiie ettt et 83
9.2. SPONSOT RESPONSIDIIITIES «...e.eveeieiieiiiie ettt ettt sttt ettt ettt e b e e e sneeneee 84
9.2.1. Protocol MOAIfICAtIONS ....o..ietieiiieiiieiie ettt e 84
9.2.2. Study Report and PUBIICALIONS .......coueiiiiiriiniiniiiieiieteieeee st 84
9.3.  Joint Investigator/Sponsor RESPONSIDIIILIES ........ccveruieriieriieiieieeiesiese et neees 85
9.3.1. Payment REPOTEINZ .....cc.coiiiiiiieieitiieeee ettt sttt 85
9.3.2. Access to Information for MONITOTING........cceevuieiiiiiiiiie ettt 85
9.3.3. Access to Information for Auditing or INSPECiONS .......ccveveieriiereieiieiieieeieeeie e 85
9.3.4. Study DISCONTNMUALION ....oueiiititeiieeit ettt sttt ettt ne 85
10. REFERENCES ...ttt et ettt et e ettt e h e bt e et et e e aeem s e b e et e bt eeees e emeense s e s eabeeeeaseeneaneeneenean 86
L1, APPENDICES ...ttt ettt ettt et e et e et e e bt e bt eh e et e e ae e e e b e eb e e bt eaees e emeensens e s eabeseeabeaneaneeneenean 89
Appendix 1. Investigator SIZNature Page .........cooiiiiiiiiiiieiee e 90
Appendix 2. Study Procedures Table — Phase 1b and 2 Monotherapy.........ccccveveveeriiercieeniienieeeieeeeeeene 91
Appendix 3. Study Procedures Table — Phase 1b and 2 Combination Therapy ........cccccocevenenenercenennenne. 94
Appendix 4. Criteria of Progression for Trial Eligibility by Disease Manifestation (PCWG2,
JCO 2008).c.eeeetei ettt ettt sa e bt bttt 98
Appendix 5. On Study Outcome/Efficacy Criteria (PCWG2, JCO 2008) ..c.vveveeiiiieeieiieeeeeie e 99
Appendix 6. Common Terminology Criteria for Adverse Events (CTCAE) v4.03 ....c..cccoovininiiieiinnenne. 100
Appendix 7. Pregnancy Precautions, Definition for Female of Childbearing Potential, and
Contraceptive REQUITEMENLS. ....c...eeiiieiiiieiieeiie ettt eeeesieeesieeeteeesaee et eebeeebaeebeesnsaeensee s 101
Appendix 8. Performance Status Scoring System (ECOG) .......covvieviiiiiiieieiiieeee e 103

CONFIDENTIAL Page 4 30 June 2016



GS-5829

Protocol GS-US-350-1604 Final

Gilead Sciences, Inc.

Amendment 2

Appendix 9.

Table 3-1.
Table 5-1.
Table 5-2.
Table 5-3.
Table 6-1.
Table 7-1.

Figure 1-1.

Figure 3-1.

CONFIDENTIAL

Enzalutamide (Xtandi®) Prescribing INformation.................oooveeveeveeeeeeeseseseeeeesseessesnes 104
LIST OF IN-TEXT TABLES

D0SE ESCALATION ...ttt e e 32

Dose Reduction 0f GS-5829........ciiiiiiiieiee et 45

Dose Reduction in Group 2: Combination of Enzalutamide and GS-5829 ........c..ccccccveeenen 46

Examples of Concomitant Medications Prohibited in this Study ........cccccccoevininincniincnnenn 47

N 1 F2 RPN 53

Grading of AdVerse EVENt SEVETItY .......cuevierieriieiieieeieseese ettt enae s eees 68
LIST OF IN-TEXT FIGURES

Mechanism of Action of GS-5829 to Reduce Transcription of MYC and AR Target

Genes N CanCEr CelLS ..o..ooiuiiiiiiiiii ettt 23

Study Design and Treatment SChema............ccovieiiiiiiiiie e 36

Page 5 30 June 2016



GS-5829
Protocol GS-US-350-1604
Gilead Sciences, Inc.

Final
Amendment 2

PROTOCOL SYNOPSIS

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404

Study Title: A Phase 1b/2 Study to Evaluate the Safety, Tolerability,
Pharmacokinetics, and Pharmacodynamics of GS-5829 as a
Single Agent and in Combination with Enzalutamide in Subjects with
Metastatic Castrate-Resistant Prostate Cancer
}EN](; Ng‘;‘ll’\?‘” b 124032
c;l' ra T ,“lm er: 2015-003741-26
ticat Arials.gov NCT02607228
Identifier:
Study Centers Phase 1b: Approximately 4 centers in the United States
Flanned: Phase 2: Approximately 11 centers in the United States and 4 in the
European Union
Objectives: The primary objectives of this study are as follows:
Phase 1b Dose Escalation
e To characterize the safety and tolerability of GS-5829 as a
single agent and in combination with enzalutamide in subjects
with metastatic castrate-resistant prostate cancer (mCRPC)
e To determine the maximum tolerated dose (MTD) of GS-5829 as
a single agent and in combination with enzalutamide in subjects
with mCRPC
Phase 2 Dose Expansion
e Group 1: To evaluate the efficacy of GS-5829 as a single agent in
subjects with mCRPC who have progressed while receiving
enzalutamide (may have also received abiraterone) as measured
by Progression Rate at Week 24 according to Prostate Cancer
Working Group 2 (PCWG?2) Criteria
e Group 2: To evaluate the efficacy of GS-5829 combined with
enzalutamide in subjects with mCRPC who have progressed while
receiving treatment with abiraterone (may not have previously
received enzalutamide) as measured by Progression Rate at
Week 24 according to PCWQG2 Criteria
CONFIDENTIAL Page 6 30 June 2016
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Group 3: To evaluate the efficacy of GS-5829 combined with
enzalutamide in subjects with mCRPC who have had Prostate
Specific Antigen (PSA) progression, but not radiographic
progression, while receiving treatment with enzalutamide
(subjects mav have also previously received abiraterone) as
measured by Progression Rate at Week 24 according to PCWG2
Criteria

The secondary objectives of this study are as follows:

Phase 1b Dose Escalation

To evaluate the pharmacokinetics (PK) of GS-5829 as a single
agent and in combination with enzalutamide in subjects with
mCRPC

To evaluate the efficacy of GS-5829 as a single agent and in
combination with enzalutamide n subjects with mCRPC as
measured by PCWG?2 Criteria

Phase 2 Dose Expansion

To evaluate the safety and tolerability of GS-5829 as a
single agent and in combination with enzalutamide in subjects
with mCRPC

Group 1: To evaluate the efficacy of GS-5829 in subjects with
mCRPC who have progressed while receiving enzalutamide as
measured by PSA at Week 12, progression-free survival (PFS)
and overall survival (OS)

Group 2: To evaluate the efficacy of GS-5829 combined with
enzalutamide in subjects with mCRPC who have progressed while
receiving abiraterone as measured by PSA at Week 12, PFS and
(O

Group 3: To evaluate the efficacy of GS-5829 combined with
enzalutamide in subjects with mCRPC who have had PSA
progression, but not radiographic progression, while receiving
enzalutamide as measured by PSA at Week 12, PFS and OS

The exploratory objectives of this study are as follows:

CONFIDENTIAL
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Study Design:

CONFIDENTIAL

Phase 1b: This is an open-label, multicenter, sequential
dose-escalation study to evaluate the safety, tolerability, PK, and
pharmacodynamics (PD) of GS-5829 as a single agent, and combined
with enzalutamide in subjects with metastatic castrate-resistant
prostate cancer (mCRPC).

Dose Escalation of GS-5829

Subjects with mCRPC who have progressed on either abiraterone
and/or enzalutamide will be sequentially enrolled at progressively
higher dose levels to receive oral GS-5829 as a single agent

once daily. Dose escalation [3+3] will be performed with cohort sizes
of 3 to 6 subjects. Initially 3-4 subjects will be enrolled into each
dose level. The study will be initiated at a dose level that has been
demonstrated to be safe and tolerable in the ongoing Phase 1 study in
patients with solid tumors and lymphomas (Study GS-US-350-1599).

Subjects will return to the clinic for frequent evaluation and
monitoring as per Appendix 2 and Appendix 3.The doses for each
monotherapy dose level are shown in the table below.

Dose Level Single agent GS -5829 (once daily)
I* 1.4 mg

2 2 mg

3 3 mg

4 4 mg

5 6 mg

6 9 mg

*  The initial dose level may be higher than dose level 1, depending on results in Study
GS-US-350-1599

Dose levels may be modified based on emerging safety, PK, PD, and
efficacy results.

If a dose limiting toxicity (DLT) occurs within 28 days at the

first dose level, this level will be expanded to enroll 2-3 additional
subjects (6 subjects total). If >2 DLTs occur in the first dose level
tested, then one dose level lower will be opened to enroll 3-4
additional subjects. If no DLT occurs in 3-4 subjects or <2 DLTs
occur in up to 6 subjects at the lower dose level, then this dose level
will be the MTD of single agent GS-5829.
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The safety and tolerability of each dose level will be assessed by a
Safety Review Team (SRT) after all subjects in the cohort have been
followed for at least 28 days after the first dose of monotherapy
(GS-5829. If no DLTs occur in 3-4 subjects or <2 DLTSs occur in up
to 6 subjects on the first dose level after 28 days on treatment, the
second dose level will open. Each subsequent dose level will open if
the dose level preceding has no DLTs in 3-4 subjects or <2 DLTs in
up to 6 subjects.

If a subject is enrolled in a dose level but does not complete the
pharmacokinetic (PK) or pharmacodynamics (PD) analysis in the
first 28 days of dosing, they may continue on study but an additional
subject may be enrolled at that dose level.

The MTD of monotherapy is the highest dose level with a subject
incidence of 0 DLTs in 3-4 subjects or <2 DLTs in 6 subjects during
the first 28 days of study drug dosing. A minimum of 3 subjects need
to be treated in a cohort before this dose level is deemed as the MTD.

If the lowest dose evaluated is deemed the MTD, then the lower dose
cohort may be enrolled to explore the relationship between exposure
and efficacy and safety.

The combination dose escalation may initiate prior to identification of
the MTD of single agent GS-5829 using a starting dose of GS-5829
that has been determined to be safe and tolerable in the single agent
dose escalation.

Dose Escalation of GS-5829 and enzalutamide

The first 3-4 subjects to enroll will receive GS-5829 at a dose less
than or equal to the previously determined single agent MTD

(or a monotherapy dose that has been determined to be safe)
combined with enzalutamide. Enzalutamide is a strong CYP3A4
inducer, which is expected to decrease the exposure of GS-5829 and
therefore a higher dose of GS-5829 may be required to achieve target
coverage compared to the single agent dose. Subjects will administer
enzalutamide 160 mg once daily as a single agent starting on Study
Day 1 through Cycle 1, Day 1. On Cycle 1 Day 1 (approximately

14 days after Study Day 1), subjects will administer GS-5829

once daily in combination with enzalutamide 160 mg once daily in
order to evaluate the interaction of the 2 agents. Depending on the
observed PK interaction, toxicity and tolerability observed in the
single agent dose escalation, the dose escalation may continue beyond
a dose which has been identified to be safe and tolerable in the

single agent arm. Any increase in the dose of GS-5829 will not be by
more than 100% in the next cohort.
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Similar to the single agent dose escalation, the available safety,
tolerability and pharmacokinetics data for each combination therapy
dose level will be assessed by a Safety Review Team (SRT) after all
subjects in the cohort have been followed for at least 28 days after
their first dose of GS-5829. If no DLTSs occur in 3-4 subjects or

<2 DLTs occur in up to 6 subjects on the first combination dose level
after 28 days on treatment (C1D28), the second dose level will open.
Each subsequent dose level will open if the dose level preceding has
no DLTs in 3-4 subjects or <2 DLTs in up to 6 subjects. The dose
escalation intended is similar to that for single agent GS-5829

(see the previous table). Depending on the exposure observed, the
data (including PK, tolerability, safety and PSA response) will be
evaluated to determine the appropriate GS-5829 dose in combination
with enzalutamide. The dose of GS-5829 for the next combination
therapy dose level will be communicated to the sites by
administrative letter.

If a subject is enrolled in a dose level but does not complete the PK or
PD analysis in the first 28 days of GS-5829 dosing, they may
continue on study but an additional subject may be enrolled at that
dose level.

The MTD of the combination therapy is the highest dose level with a
subject incidence of 0 DLTs in 3-4 subjects or <2 DLTs in 6 subjects
during the first 28 days of study drug dosing. A minimum of

3 subjects need to be treated at a dose level before this dose level can
be deemed as the MTD. Based on tolerability, PK, PD, efficacy and
emerging data from other studies using GS-5829, dose escalation may
be discontinued prior to reaching the MTD.

Dose Limiting Toxicity Definition

A DLT is a toxicity defined below and considered possibly related to
GS-5829 occurring during the DLT assessment window (Day 1
through Day 28) in each monotherapy or combination therapy cohort:

e Grade > 4 neutropenia (absolute neutrophil count [ANC]
< 500/mm’

e Grade > 3 neutropenia (ANC < 1000/mm”) with fever (a single
temperature of > 38.3°C or a sustained temperature of > 38°C for
more than one hour)

e (Grade > 3 thrombocytopenia

e (Grade > 2 bleeding (e.g. gastrointestinal, respiratory, epistaxis,
purpura)
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e Grade > 3 or higher non-hematologic toxicity, except:

— Grade 3 nausea or emesis with maximum duration of 48 hours
on adequate medical therapy

— Grade 3 diarrhea which persists for < 72 hours in the absence
of maximal medical therapy.

e (Grade > 2 non-hematologic treatment-emergent adverse event
(TEAE) that in the opinion of the investigator is of potential
clinical significance such that further dose escalation would
expose subjects to unacceptable risk

e Treatment interruption of > 7 days due to unresolved toxicity

For certain toxicities, such as laboratory assessments without a clear
clinical correlate, a discussion between the Investigator and Medical
Monitor may take place to determine if this adverse event (AE)
should be assessed as a DLT. However, any Grade 3 or Grade 4
elevation in aspartate transaminase (AST) or alanine transaminase
(ALT) associated with a Grade 2 elevation in bilirubin that is at least
possibly related to study drug will be considered a DLT.

Phase 2 Dose Expansion:

Group 1: A dose that is less than or equal to the MTD of GS-5829
monotherapy (based on safety, PD and tolerability) will be chosen for
an expansion phase. Approximately 20 subjects with mCRPC who
have had radiographic disease progression despite adequate
testosterone suppression and treatment with enzalutamide will be
enrolled. These subjects may have previously received abiraterone.
Enrollment into this group may initiate as soon as the MTD of

single agent GS-5829 has been identified.

Group 2: A dose that is less than or equal to the MTD of GS-5829 +
enzalutamide (based on safety, PD and tolerability) will be chosen for
an expansion phase. Approximately 20 subjects with mCRPC who
have had radiographic disease progression despite adequate
testosterone suppression and treatment with abiraterone will be
enrolled. These subjects may not have previously received
enzalutamide. Enzalutamide will be initiated on Study Day 1 and
GS-5829 will initiate on Cycle 1, Day 1 (approximately 15 days
later).
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Group 3: A dose equivalent to the dose chosen for Group 2 will be
chosen for an expansion phase. A maximum of 20 subjects with
mCRPC who have had PSA only progression, but not radiographic
progression, despite adequate testosterone suppression and treatment
with enzalutamide, will be enrolled. These subjects may have
received prior abiraterone (similar to Group 1). These subjects will
continue on the enzalutamide therapy they have been receiving
(must be receiving continuous enzalutamide for at least 12 weeks
prior to Cycle 1, Day 1) and GS-5829 will initiate on Cycle 1, Day 1.

The choice of enrolling a subject into a specific dose escalation
cohort or dose expansion group will be based on the treatment slots
open at the time of screening, inclusion/exclusion enrollment criteria
and the discretion of the investigator.

Phase 1b Dose Escalation: Approximately 72 subjects will be
enrolled

Phase 2 Dose Expansion: Up to 60 subjects will be enrolled

Adult subjects with histologically or cytologically confirmed mCRPC

who are chemo-naive, and have documented disease progression
while receiving enzalutamide and/or abiraterone therapy.

Treatment will continue in the absence of disease progression,
unacceptable toxicity, withdrawal of consent, or other reasons
specified in Section 3.4.

Inclusion Criteria:

Subjects must meet all of the following inclusion criteria to be
eligible for participation in this study:

1) Male >18 years of age

2) Histologically or cytologically confirmed prostate cancer
(subjects with primary neuroendocrine carcinoma of prostate are
excluded)

e Phase 1b Monotherapy Dose Escalation: Subject must have
documented progressive disease by meeting at least one of
the PCWG@G?2 criteria (Appendix 4) despite treatment with
abiraterone and/or enzalutamide

e Phase 1b Combination Therapy Escalation and Phase 2
Combination Dose Expansion (Group 2): Subjects must have
documented progressive disease by meeting at least one of
the PCWGQG?2 criteria, despite treatment with abiraterone.

They may not have received prior enzalutamide or
chemotherapy for mCRPC
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3)

4)

5)

6)

7)

e Phase 1b Combination Therapy Escalation and Phase 2
Combination Dose Expansion (Group 2): Subjects must have
documented progressive disease by meeting at least one of
the PCWGQG2 criteria, despite treatment with abiraterone.

They may not have received prior enzalutamide or
chemotherapy for mCRPC

e Phase 2 Monotherapy Dose Expansion (Group 1): Subjects
must have documented progressive disease by meeting at
least one of the PCWQG2 criteria, despite treatment with
enzalutamide. They may have received prior abiraterone,
but not prior chemotherapy, for mCRPC

e Phase 2 Combination Therapy Dose Expansion (Group 3):
Subjects must have documented progressive disease by
meeting the PCWG@G2 criteria for PSA progression, but not
radiographic progression, despite treatment with
enzalutamide. They may have received prior abiraterone,
but not prior chemotherapy, for mCRPC (similar to Group 1);
however, they must also have been on continuous
enzalutamide therapy for at least 12 weeks prior to Cycle 1,
Day 1.

Castration-resistant disease defined as ongoing androgen
deprivation therapy with GnRH analogue or bilateral orchiectomy
and serum testosterone level < 1.73 nmol/L (50 ng/dL) at the
screening visit. Subjects who have not had a bilateral orchiectomy
must have a plan to maintain effective GnRH-analogue therapy
for the duration of the trial

Metastatic disease documented by bone lesions on bone scan or
by measurable soft tissue disease by CT/MRI. Subjects whose
disease spread is limited to regional pelvic lymph nodes are not
eligible.

All acute toxic effects of any prior antitumor therapy resolved to
Grade < 1 before the start of study drug dosing (with the exception
of alopecia [Grade 1 or 2 permitted] and neurotoxicity [Grade 1 or
2 permitted])

Eastern Cooperative Oncology Group (ECOG) Performance
Status of < 1

Life expectancy of > 3 months, in the opinion of the Investigator
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8) Adequate organ function defined as follows:

a) Hematologic: Platelets > 100 x 10°/L; Hemoglobin
>9.0 g/dL; ANC > 1.5 x 10°/L (without platelet transfusion or
any granulocytic growth factors within previous 7 days of the
hematologic laboratory values obtained at screening visit)

b) Hepatic: AST / ALT < 2.5 x upper limit of normal (ULN)
(if liver metastases are present, < 5 x ULN); total or
conjugated bilirubin < 1.5 x ULN

¢) Renal: Serum Creatinine < 1.5 x ULN or creatinine clearance
(CrCl) > 60 mL/min as calculated by the Cockroft-Gault
method

9) Coagulation: International Normalized Ratio (INR) < 1.2

10) Male subjects of reproductive potential who engage in
heterosexual intercourse must agree to use protocol-specified
method(s) of contraception as described in Appendix 7 and refrain
from sperm donation for at least 90 days

11) Able and willing to provide written informed consent to
participate in the study

Exclusion Criteria:

Subjects who meet any of the following exclusion criteria are not to
be enrolled in this study:

1) History or evidence of clinically significant disorder, condition, or
disease that, in the opinion of the Investigator or Medical Monitor
would pose a risk to subject safety or interfere with the study
evaluations, procedures, or completion

2) Known brain metastasis or leptomeningeal disease

3) Uncontrolled intercurrent illness including, but not limited to,
active uncontrolled infection, active or chronic bleeding event
within 28 days prior to first dose of study drug, uncontrolled
cardiac arrhythmia, or psychiatric illness/social situation that
would limit compliance with study requirements as judged by
treating physician

4) A history of seizure, underlying brain injury with loss of
consciousness, transient ischemic attack within the past
12 months, cerebral vascular accident and brain arteriovenous
malformation are excluded from combination therapy with
enzalutamide.
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5) Mpyocardial infarction, symptomatic congestive heart failure
(New York Heart Association Classification > Class II), unstable
angina, or serious uncontrolled cardiac arrhythmia within the
last 6 months of Cycle 1 Day 1

6) Major surgery, defined as any surgical procedure that involves
general anesthesia and a significant incision (ie, larger than what
is required for placement of central venous access, percutaneous
feeding tube, or biopsy) within 28 days of the first dose of study
drug

7) Impairment of gastrointestinal (GI) function or GI disease that
may significantly alter the absorption of GS-5829, including any
unresolved nausea, vomiting, or diarrhea that is Common
Terminology Criteria for Adverse Events (CTCAE) Grade > 1

8) Minor surgical procedure(s) within 7 days of enrollment or
randomization, or not yet recovered from prior surgery
(placement of central venous access device, fine needle aspiration,
or endoscopic biliary stent > 1 day before enrollment or
randomization is acceptable)

9) Anti-tumor therapy (chemotherapy, antibody therapy, molecular
targeted therapy) within 21 days or 5 half-lives, whichever is
longer, of study drug dosing (6 weeks for nitrosoureas, mitomycin
C, or molecular agents with t;, > 10 days); concurrent use of an
LHRH agonist is permitted for all subjects and ongoing
enzalutamide is required in Group 3.

10) History of a concurrent or second malignancy, except for:
adequately treated local basal cell or squamous cell carcinoma of
the skin; cervical carcinoma in situ; superficial bladder cancer;
breast carcinoma in situ; adequately treated Stage 1 or 2 cancer
currently in complete remission; any other cancer that has been in
complete remission for > 5 years

11) History of long QT syndrome or whose corrected QT interval
(QTc) measured (Fridericia method) at screening is prolonged
(> 450 ms). Subjects who screen fail due to this criterion are not
eligible to be re-screened

12) Prior exposure to bromodomain (BET) inhibitors

13) Clinically significant bleeding within 28 days of Cycle 1 Day 1
14) Known human immunodeficiency virus (HIV) infection

15) HBsAg positive

16) HCV antibody positive
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17) Use of moderate/strong cytochrome P450 (CYP)3A4 inhibitors or
moderate/strong CYP3A4 inducers within 2 weeks prior to the
first dose of study drug (with the exception of enzalutamide in the
combination arms)

18) Evidence of bleeding diathesis

19) History of hemoptysis of > 2.5 mL/1 teaspoon within 6 months of
Cycle 1 Day 1

20) History of high grade esophageal or gastric varices

21) Anticoagulation therapy within 7 days of Cycle 1 Day 1,
including acetylsalicylic acid, low molecular weight heparin, or
warfarin.

Screening:

Screening will commence with obtaining the subject’s signed
informed consent and will occur up to 28 days prior to the first dosing
of study drug on Study Day 1/Cycle 1 Day 1. Screening procedures
will include the following: medical history review, physical exam,
vital signs, 12-lead electrocardiogram (ECG), ECOG Performance
Status, prior/concomitant medication review, chemistry, hematology
and coagulation, PSA, adverse event (AE) assessment, and computed
tomography (CT) or magnetic resonance imaging (MRI) (scans that
meet protocol requirements that are obtained as part of standard
medical practice up to 28 days prior to Study Day 1/Cycle 1 Day 1 are
acceptable) and bone scan. Baseline tumor lesions will be measured
and characterized prior to Study Day 1/Cycle 1 Day 1 to assess the
subject disease status prior to beginning treatment.

Treatment:

Subjects who meet eligibility criteria will receive GS-5829 as a
single agent and combined with enzalutamide orally once daily. Each
cycle will consist of 28 days. Safety and efficacy assessments will
occur on an outpatient basis including an assessment of tumor
response, physical exam, vitals, ECG, collection of blood samples
(for routine safety labs, GS-5829 PK, PD markers, and biomarkers at
applicable visits), and assessment of AEs. In addition, subjects will
undergo a bone scan and CT (or MRI) scan every 12 weeks. A subject
who does not show evidence of disease progression may continue
receiving GS-5829 or GS-5829 plus enzalutamide once daily until
disease progression (clinical or radiographic), unacceptable toxicity,
withdrawal of consent, or other reasons specified in Section 3.4.
Subjects who have progressive disease by PSA measurements alone
may continue study drug.
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After discontinuation of study treatment, subjects will be followed for
safety for 30 days.

Phase 1b Monotherapy Dose Escalation

PK and PD samples for GS-5829 will be collected on Day 8 of
Cycle 1 at pre-dose, 0.5, 1, 2, 3, 4, 6, 8 and 24 hours post-dose as well
as pre-dose and 1-4 hours after GS-5829 administration on Day 1 and
Day 15 of Cycle 1 and anytime on Day 1 of Cycles 2 through 6.

At one or more dose levels, PK samples will be collected on Day 1 of
Cycle 2 at pre-dose and 0.5, 1, 2, 3, 4, 6, 8, and 24 hours post-dose.
GS-5829 dose will be administered in fed state on Day 1 of Cycle 2.

Phase 1b Dose Escalation with enzalutamide

PK and PD samples for GS-5829 will be collected on Day 1 and
Day 15 of Cycle 1 at pre-dose 0.5, 1, 2, 3, 4, 6, 8 and 24 hours
post-dose and anytime on Day 1 of Cycles 2 through 6.

Phase 2 Dose Expansion (Group 1)

PK and PD samples will be collected on Day 8 of Cycle 1 at pre-dose
and 1, 2, 4, and 6 hours post-dose. Sparse PK and PD samples will be
collected at pre-dose and 1 - 4 hours post-dose on Cycle 1 Day 1 and
Day 15 and anytime on Day 1 of Cycles 2 through 6.

Phase 2 Dose Expansion (Group 2)

PK and PD samples will be collected on Cycle 2, Day 1 at pre-dose
and 1, 2, 4, and 6 hours post-dose. Sparse PK and PD samples will be
collected at pre-dose and 1 - 4 hours post-dose on Cycle 1, Day 1 and
Day 15 and anytime on Day 1 of Cycles 3 through 6.

Phase 2 Dose Expansion (Group 3)

PK and PD samples will be collected on Cycle 2, Day 1 at pre-dose
and 1, 2, 4, and 6 hours post-dose. Sparse PK and PD samples will be
collected at pre-dose and 1 - 4 hours post-dose on Cycle 1, Day 1 and
Day 15 and anytime on Day 1 of Cycles 3 through 6.

Test Product, Dose,
and Mode of
Administration:

GS-5829 tablets will be self-administered orally once daily, beginning
on Cycle 1 Day 1 of the study and thereafter at approximately the
same time each day until end of treatment. GS-5829 is supplied as
0.2 mg, I mg, 5 mg, and 10 mg tablets.

Enzalutamide capsules will be self-administered orally once daily
beginning on Study Day 1 of the Dose Escalation portion and Dose
Expansion portion (Group 2). Enzalutamide will be supplied as

40 mg capsules; subjects will self-administer 160 mg (4 x 40 mg
capsules) once daily.

CONFIDENTIAL
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Reference Therapy,
Dose, and Mode of
Administration:

Not Applicable

Criteria for
Evaluation:

Safety:

Efficacy

Pharmacokinetics:

Phase 1b and Phase 2

Safety will be evaluated by assessment of clinical laboratory tests,
physical examination, 12-lead ECG, vital signs measurements, and
the documentation of AEs

Disease progression will be assessed according to PCWG?2 criteria.

Progression/Non-progression rate at Week 12, Progression free
survival defined by the time from Study Day 1 to the date of death
from any cause or the date of progressive disease which one is earlier,
and overall survival will be measured.

The following PK parameters for GS-5829 will be calculated as
applicable: Cpax, AUC a6, AUCay, Cray, and Tinax

Statistical Methods:

CONFIDENTIAL

Analysis Methods

The Full Analysis Set (FAS) will be used in the analyses of subject
characteristics and efficacy endpoints. The FAS consists of all
subjects who receive > 1 dose of study drug. A Safety Analysis Set
for this study will be the same as FAS since this study is a
non-randomized study. Other analysis sets (DLT evaluable and
PK/PD analysis sets) will be used for additional analyses as well.

Subject characteristics and study results will be d