
ESMO Investor/Analyst Presentation

September 29, 2019



2

This presentation contains forward-looking statements, which express the current beliefs and expectations of 

management. Examples of forward-looking statements discussed in this presentation include, among others, statements 

regarding our expectation of timing for submission and potential approval of our filings for rucaparib with the FDA, the 

timing of our discovery, pre-clinical and clinical development program for FAP and timing for submission and potential 

approval of our filings for the FAP program with the FDA, and our expectations regarding the potential for candidates and 

targets in the FAP program. Such statements are based on current expectations and involve a number of known and 

unknown risks and uncertainties that could cause Clovis Oncology’s future results, performance or achievements to differ 

significantly from the results, performance or achievements expressed or implied by such forward-looking statements. 

Such risks and uncertainties include, among others, the uncertainties inherent in our clinical development programs for our 

drug candidates, whether future study results will be consistent with study findings to date, the timing of availability of data

from our clinical trials and the enrollment, timing and results of our planned clinical trials, the risk that pre-clinical or clinical 

studies may not support further development in certain additional indications or tumor types, and actions by the FDA, the 

EMA or other regulatory authorities regarding data required to support drug applications and whether to approve drug 

applications. Other important factors that could cause or contribute to such differences are discussed in Clovis Oncology’s 

filings with the U.S. Securities and Exchange Commission. Forward-looking statements speak only as of the date on which 

they are made, and Clovis Oncology undertakes no obligation to update publicly or revise any forward-looking statement, 

whether as a result of new information, future developments or otherwise.

This presentation is being webcast and a replay will be available at www.clovisoncology.com.

Forward-looking Statements
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Tonight’s Agenda

Time Topic Presenter

6:30 Introductions Patrick Mahaffy

President and CEO, Clovis Oncology

6:35 Prostate Cancer Overview Dr. Lindsey Rolfe

EVP and CMO, Clovis Oncology

6:40 Review of TRITON2 dataset Dr. Charles Ryan

University of Minnesota

7:00 Introduction to FAP Program and 

PTRT Platform

Dr. Tom Harding

SVP, Clovis Oncology

7:20 Q&A Patrick Mahaffy

Dr. Lindsey Rolfe

Dr. Charles Ryan

Dr. Tom Harding

7:45 Closing Comments/Adjournment Patrick Mahaffy
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Planned sNDA timeline for Rubraca in BRCA-mutant mCRPC

• FDA granted Breakthrough Therapy designation (BTD) for Rubraca on October 1, 2018

– Monotherapy treatment of adult patients with BRCA 1/2-mutated mCRPC who have received 

at least one prior AR-directed therapy and taxane-based chemotherapy

– Dataset presented at ESMO 2018 served as basis for BTD

• Today’s updated data from TRITON2 includes 57 patients with BRCA 1/2 mutant tumours

and measurable disease

• Targeting Q4 2019 for sNDA submission for BRCA-mutant advanced prostate cancer

– sNDA will include the TRITON2 patients presented today, together with efficacy data from more 

patients and additional maturity

AR = androgen-receptor



Prostate Cancer Overview

Dr. Lindsey Rolfe, Chief Medical Officer



6

Prostate Cancer Overview

• Second most frequently diagnosed cancer in men

– An estimated 175,000 men in the U.S. diagnosed in 2019

– Approximately 450,000 men in Europe diagnosed in 2018

• Castration-resistant prostate cancer (CRPC) has high likelihood of developing metastases 

– The 5-year survival rate is ~30% for metastatic disease

– mCRPC remains an incurable disease usually associated with poor prognosis

• Approximately ~12% of mCRPC patients have a deleterious mutation in BRCA1 or 

BRCA2*

– These molecular markers may be used to select patients for treatment with a PARP inhibitor

*Sources: Robinson et al. Cell. 2015; 161:1215-1228; Abida et al. JCO Precis Oncol. 2017;1:1-16; Green et al. AACR 2019 Poster Presentation  
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Introduction: Dr. Charles Ryan

• Professor of Medicine, Division of Hematology, Oncology and Transplantation at 

University of Minnesota

– Division Director and B.J. Kennedy Chair in Clinical Medical Oncology

• Associate Director for Clinical Research in the Masonic Cancer Center

• Currently serves as leader of Advanced Prostate Cancer Cadre for the national 

organization Alliance for Clinical Trials in Oncology

• Has published more than 100 articles and chapters in the world’s leading medical 

journals, and is the author of “The Virility Paradox: The Vast Influence of Testosterone on 

Our Bodies, Minds, and the World We Live In”

• North American Principal Investigator (PI) for TRITON3



Preliminary Results from the TRITON2 Study of Rucaparib 

in Patients with DNA Damage Repair (DDR)-Deficient 

Metastatic Castration-Resistant Prostate Cancer (mCRPC): 

Updated Analyses

Wassim Abida,1 David Campbell,2 Akash Patnaik,3 Brieuc Sautois,4 Jeremy Shapiro,5 Nicholas J. Vogelzang,6

Alan H. Bryce,7 Ray McDermott,8 Francesco Ricci,9 Julie Rowe,10 Jingsong Zhang,11 Andrew D. Simmons,12

Darrin Despain,12 Melanie Dowson,13 Tony Golsorkhi,12 Simon Chowdhury14 

1Memorial Sloan Kettering Cancer Center, New York, NY, USA; 2Barwon Health, University Hospital Geelong, Geelong, VIC, Australia; 3University of Chicago 

Comprehensive Cancer Center, Chicago, IL, USA; 4CHU Sart Tilman, University of Liège, Liège, Belgium; 5Cabrini Hospital, Malvern, VIC, Australia; 6Comprehensive 

Cancer Centers of Nevada, Las Vegas, NV, USA; 7Mayo Clinic, Phoenix, AZ, USA; 8Adelaide and Meath Hospital (Incorporating the National Children's Hospital), 

Dublin, Ireland; 9Institut Curie, Paris, France; 10Department of Internal Medicine, The University of Texas Health Science Center at Houston and Memorial Hermann 

Cancer Center, Houston, TX, USA; 11H. Lee Moffitt Cancer Center, Tampa, FL, USA; 12Clovis Oncology, Inc., Boulder, CO, USA; 13Clovis Oncology UK Ltd., 

Cambridge, UK; 14Guy's Hospital, London, UK, and Sarah Cannon Research Institute, London, UK
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Introduction

• In metastatic prostate cancer, up to 25% of patients harbour a deleterious germline and/or somatic alteration in BRCA1, 

BRCA2, ATM, or other DDR gene1-3 

• Emerging data suggest that PARP inhibitors show clinical activity in patients with mCRPC and a BRCA1 or BRCA2

(BRCA1/2) alteration4,5 

– Initial results from the phase 2 TRITON2 study (CO-338-052; EudraCT 2016-003162-13; NCT02952534) evaluating the PARP 

inhibitor rucaparib in men who have progressed on an AR-directed therapy and chemotherapy demonstrated confirmed 

radiographic and PSA responses in 44.0% (11/25) and 51.1% (23/45) of patients with a deleterious BRCA1/2 alteration4

– The preliminary safety profile of rucaparib in men with mCRPC was consistent with that observed in patients with ovarian cancer 

and other solid tumours4,6-10

– Based on these data, the U.S. Food and Drug Administration granted Clovis Oncology Breakthrough Therapy designation for 

rucaparib as a monotherapy treatment of adult patients with BRCA1/2-mutated mCRPC who have received ≥1 prior AR-directed 

therapy and taxane-based chemotherapy11

• Here we present updated data from TRITON2 using an enrolment cutoff of 28 Feb 2019

AR, androgen receptor; DDR, DNA damage repair; mCRPC, metastatic castration-resistant prostate cancer; PARP, poly(ADP-ribose) polymerase; 

PSA, prostate-specific antigen.

1. Robinson et al. Cell. 2015;161:1215-28; 2. Pritchard et al. N Engl J Med. 2016;375:443-53; 3. Abida et al. JCO Precis Oncol. 2017;1:1-16; 4. Abida et al. 

Ann Oncol. 2018:29:abst 793PD; 5. Mateo et al. J Clin Oncol. 2019;37:abst 5005; 6. Kristeleit et al. Clin Cancer Res. 2017;23:4095-106; 7. Swisher et al. 

Lancet Oncol. 2017;18:75-87; 8. Coleman et al. Lancet. 2017;390:1949-61; 9. Rubraca (rucaparib) tablets [prescribing information]. Boulder, CO: 

Clovis Oncology, Inc.; 2018; 10. Rubraca (rucaparib) tablets [summary of product characteristics]. Swords, Ireland: Clovis Oncology Ireland Ltd.; 2019; 

11. Clovis Oncology. https://ir.clovisoncology.com/investors-and-news/news-releases/press-release-details/2018/Clovis-Oncology-Receives-Breakthrough-

Therapy-Designation-for-Rubraca/default.aspx. Accessed 16 Aug 2019.
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TRITON2 Trial Schema
• Eligible patients were screened for the presence of a deleterious germline or somatic alteration in BRCA1, BRCA2, ATM, or other 

prespecified DDR gene

– Mutations were identified by local testing, or through central testing of plasma or tumour tissue (screening tissue biopsy or archival 

tumour tissue)
Treatment
28-day cycles

Primary endpoints†

Rucaparib 
600 mg BID

Treatment until radiographic progression or 
discontinuation for other reason

Screening

Identification of a deleterious somatic or 

germline alteration in DDR gene*

DDR genes

BRCA1

BRCA2

RAD51

RAD51B

RAD51C

RAD51D

RAD54L

ATM

BARD1

BRIP1

CDK12

CHEK2

FANCA 

NBN

PALB2

Key eligibility criteria

• mCRPC

• Deleterious somatic or germline 

alteration in DDR gene 

• Disease progression on 

AR-directed therapy (eg, abiraterone, 

enzalutamide, or apalutamide) for 

PC and 1 prior taxane-based 

chemotherapy for CRPC

• ECOG PS 0 or 1

• No prior PARP inhibitor, 

mitoxantrone, cyclophosphamide, or 

platinum-based chemotherapy

• Patients with measurable disease at baseline: confirmed ORR per 

modified RECIST‡/PCWG3 by central assessment

• Patients with no measurable disease at baseline: confirmed PSA 

response (≥50% decrease) rate§

• Tumour assessments every 8 weeks for 
24 weeks, then every 12 weeks 

• PSA assessments every 4 weeks

*Alterations detected by local testing or central testing of blood or tumour samples. †Efficacy analyses in TRITON2 will be conducted separately based on DDR 

gene and presence/absence of measurable disease. ‡RECIST modified to include ≤10 target lesions, maximum 5 per site, not including prostatic bed or bone 

lesions; MRI allowed. §The proportion of patients with a ≥50% decrease from baseline confirmed by a second consecutive measurement; PSA measurements

performed by local laboratory.

AR, androgen receptor; BID, twice daily; CRPC, castration-resistant prostate cancer; DDR, DNA damage repair; ECOG PS, Eastern Cooperative Oncology 

Group Performance Status; mCRPC, metastatic CRPC; MRI, magnetic resonance imaging; ORR, objective response rate; PARP, poly(ADP-ribose) polymerase; 

PC, prostate cancer; PCWG3, Prostate Cancer Clinical Trials Working Group 3; PSA, prostate-specific antigen; RECIST, Response Evaluation Criteria In Solid 

Tumors version 1.1.
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TRITON2 Baseline Demographics

• As of 28 Feb 2019, 190 patients were enrolled

– At the visit cutoff (02 Jul 2019), median duration of follow-up was 13.1 months (range, 4.1–28.5 months)

– The majority of patients with a BRCA1/2 alteration had a Gleason score ≥8 at diagnosis and measurable disease per investigator 

at study entry

Visit cutoff: 02 Jul 2019. 
aIncludes patients with an alteration in FANCA (n=3), NBN (n=3), PALB2 (n=3), BRIP1 (n=1), RAD51 (n=1), RAD51B (n=1), and patients with co-occurring 

alterations in CDK12/CHEK2 (n=1) and BRIP1/CHEK2 (n=1).

DDR, DNA damage repair; ECOG PS, Eastern Cooperative Oncology Group Performance Status; PSA, prostate-specific antigen.

Characteristic

DDR gene

BRCA1/2
(n=98)

ATM
(n=57)

CDK12
(n=14)

CHEK2
(n=7)

Othera

(n=14)

Age, median (range), y 72 (50–88) 73 (51–84) 64 (49–79) 65 (60–86) 69 (57–83)

Race, n (%)

White 72 (73.5) 41 (71.9) 6 (42.9) 5 (71.4) 9 (64.3)

Black or African American 7 (7.1) 3 (5.3) 1 (7.1) 0 1 (7.1)

Other 1 (1.0) 0 0 1 (14.3) 1 (7.1)

Unknown 18 (18.4) 13 (22.8) 7 (50.0) 1 (14.3) 3 (21.4)

ECOG PS, n (%)

0 28 (28.6) 26 (45.6) 7 (50.0) 3 (42.9) 2 (14.3)

1 68 (69.4) 30 (52.6) 7 (50.0) 4 (57.1) 11 (78.6)

≥2 2 (2.0) 1 (1.8) 0 0 1 (7.1)

Baseline PSA, median (range), ng/mL 65.0 (0.0–4782.0) 108.7 (2.6–4350.0) 65.2 (23.3–2966.5) 49.0 (4.1–275.0) 58.9 (1.5–1143.2)

Gleason score ≥8, n (%) 67 (68.4) 27 (47.4) 13 (92.9) 6 (85.7) 9 (64.3)
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TRITON2 Baseline Demographics (continued)

Visit cutoff: 02 Jul 2019. 
aIncludes patients with an alteration in FANCA (n=3), NBN (n=3), PALB2 (n=3), BRIP1 (n=1), RAD51 (n=1), RAD51B (n=1), and patients with co-occurring 

alterations in CDK12/CHEK2 (n=1) and BRIP1/CHEK2 (n=1). bDoes not include luteinising hormone-releasing hormone analogues, first-generation 

antiandrogens, hormones, corticosteroids, bone-targeted agents, haematopoietic growth factors, or docetaxel given for hormone-sensitive disease; excludes 

patients missing data (BRCA1/2 [n=4]; ATM [n=5]). cCategories are not mutually exclusive.

CRPC, castration-resistant prostate cancer; DDR, DNA damage repair.

Characteristic

DDR gene

BRCA1/2
(n=98)

ATM
(n=57)

CDK12
(n=14)

CHEK2
(n=7)

Othera

(n=14)

No. prior CRPC therapies, median (range)b 2 (2–8) 3 (2–6) 3 (2–4) 2 (2–5) 2 (2–4)

Prior therapies, n (%)c

Abiraterone 63 (64.3) 39 (68.4) 10 (71.4) 6 (85.7) 10 (71.4)

Enzalutamide 69 (70.4) 44 (77.2) 13 (92.9) 4 (57.1) 7 (50.0)

Abiraterone and enzalutamide 34 (34.7) 26 (45.6) 9 (64.3) 3 (42.9) 3 (21.4)

Apalutamide 2 (2.0) 0 0 1 (14.3) 0

Docetaxel 97 (99.0) 55 (96.5) 12 (85.7) 7 (100) 13 (92.9)

Cabazitaxel 7 (7.1) 4 (7.0) 2 (14.3) 0 2 (14.3)

Sipuleucel-T 11 (11.2) 7 (12.3) 1 (7.1) 0 0

Radium-223 12 (12.2) 13 (22.8) 1 (7.1) 1 (14.3) 1 (7.1)
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TRITON2 Baseline Demographics (continued)

Visit cutoff: 02 Jul 2019. 
aIncludes patients with an alteration in FANCA (n=3), NBN (n=3), PALB2 (n=3), BRIP1 (n=1), RAD51 (n=1), RAD51B (n=1), and patients with co-occurring 

alterations in CDK12/CHEK2 (n=1) and BRIP1/CHEK2 (n=1). 

DDR, DNA damage repair.

Characteristic

DDR gene

BRCA1/2
(n=98)

ATM
(n=57)

CDK12
(n=14)

CHEK2
(n=7)

Othera

(n=14)

Measurable disease status and type (per investigator), n (%)

Measurable disease 57 (58.2) 21 (36.8) 9 (64.3) 5 (71.4) 13 (92.9)

Only measurable nodal disease 31 (31.6) 11 (19.3) 5 (35.7) 4 (57.1) 8 (57.1)

Measurable visceral ± nodal disease 26 (26.5) 10 (17.5) 4 (28.6) 1 (14.3) 5 (35.7)

Nonmeasurable disease 41 (41.8) 36 (63.2) 5 (35.7) 2 (28.6) 1 (7.1)

Bone-only disease 32 (32.7) 31 (54.4) 2 (14.3) 1 (14.3) 1 (7.1)

Other nonmeasurable disease 9 (9.2) 5 (8.8) 3 (21.4) 1 (14.3) 0
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Confirmed Investigator-Assessed ORR in Rucaparib-Treated Patients
• Of patients with a BRCA1/2 alteration and investigator-assessed measurable disease at baseline, 43.9% (25/57; 95% CI, 30.7%–57.6%)

had a confirmed objective response by investigator assessment

– A similar confirmed ORR was observed when assessed by independent radiological review: 40.4% (23/57; 95% CI, 27.6%–54.2%), 

including 4 patients with a complete response and 19 patients with a partial response

– Patients with a germline BRCA1/2 alteration had a similar ORR by investigator assessment to those with a somatic BRCA1/2

alteration, with ORRs of 38.1% (8/21; 95% CI, 18.1%–61.6%) and 48.6% (17/35; 95% CI, 31.4%–66.0%)

Visit cutoff: 02 Jul 2019. Includes patients who had measurable disease at baseline per the investigator.
aPer modified RECIST/PCWG3 criteria. bOne patient had a FANCA alteration. cTwo patients had a PALB2 alteration; 1 patient each had a BRIP1 or RAD51B
alteration.
CI, confidence interval; DDR, DNA damage repair; ORR, objective response rate; PCWG3, Prostate Cancer Clinical Trials Working Group 3; 
RECIST, Response Evaluation Criteria In Solid Tumors version 1.1.

DDR gene

BRCA1/2
(n=57)

ATM
(n=21)

CDK12
(n=9)

CHEK2
(n=5)

Othera

(n=13)

ORR, n (%) [95% CI]a 25 (43.9) 
[30.7–57.6]

2 (9.5)
[1.2–30.4]

0
[0.0–33.6]

0
[0.0–52.2]

5 (38.5)
[13.9–68.4]

Complete response, n (%) 3 (5.3) 0 0 0 1 (7.7)b

Partial response, n (%) 22 (38.6) 2 (9.5) 0 0 4 (30.8)c

Stable disease, n (%) 26 (45.6) 10 (47.6) 5 (55.6) 3 (60.0) 6 (46.2)

Progressive disease, n (%) 5 (8.8) 8 (38.1) 3 (33.3) 2 (40.0) 1 (7.7)

Not evaluable, n (%) 1 (1.8) 1 (4.8) 1 (11.1) 0 1 (7.7)
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Best Change from Baseline in Sum of Target Lesion in 
Rucaparib-Treated Patients with a BRCA1/2 Alteration (n=56)

Visit cutoff: 02 Jul 2019. Includes patients with measurable disease at baseline and ≥1 postbaseline scan. Each bar represents a single patient; patients with no 
change from baseline are shown as 0.5% for visual clarity; the dotted line indicates the threshold for partial response (30% decrease from baseline). Confirmed 
radiographic responses are per investigator assessment.
U, BRCA1/2 germline/somatic status unknown.
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Treatment Duration and Duration of Modified RECIST/PCWG3 Response in 
Rucaparib-Treated Patients with a BRCA1/2 Alteration and Measurable Disease 
at Baseline (n=57)

• Responses were durable, with the majority (15/25; 60.0%) lasting for ≥24 weeks

Visit cutoff: 02 Jul 2019. Values shown represent duration of confirmed response per investigator assessment; ongoing responses are indicated with a +. 
Each bar represents time on treatment for 1 patient.
PCWG3, Prostate Cancer Clinical Trials Working Group 3; RECIST, Response Evaluation Criteria In Solid Tumors version 1.1; U, BRCA1/2 germline/somatic 
status unknown.
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Confirmed PSA Response Rates (≥50% Decrease) in 
Rucaparib-Treated Patients
• Among patients with a BRCA1/2 alteration, 52.0% (51/98; 95% CI, 41.7%–62.2%) had a confirmed PSA response 

(≥50% decrease)

– Median duration of PSA response in these patients was 5.5 months (95% CI, 4.6–9.0 months)

Visit cutoff: 02 Jul 2019. 
aTwo patients had a PALB2 alteration, 1 patient each had a BRIP1, FANCA, or RAD51B alteration.
CI, confidence interval; DDR, DNA damage repair; NR, not reached; PSA, prostate-specific antigen. 

DDR gene

BRCA1/2 ATM CDK12 CHEK2 Other

PSA response rate, n/N (%) [95% CI]

All evaluable patients
51/98 (52.0)

[41.7–62.2]

2/57 (3.5)

[0.4–12.1]

1/14 (7.1)

[0.2–33.9]

1/7 (14.3)

[0.4–57.9]

5/14 (35.7)

[12.8–64.9]a

With measurable disease
34/57 (59.6)

[45.8–72.4]

2/21 (9.5)

[1.2–30.4]

1/9 (11.1)

[0.3–48.2]

1/5 (20.0)

[0.5–71.6]

5/13 (38.5)

[13.9–68.4]

With no measurable disease 
17/41 (41.5)

[26.3–57.9]

0/36 (0)

[0.0–9.7]

0/5 (0)

[0.0–52.2]

0/2 (0)

[0.0–84.2]

0/1 (0)

[0–97.5]

Median time to PSA progression, mo [95% CI]
6.5 

[5.7–7.5]

3.1 

[2.8–3.7]

3.5 

[2.8–4.6]

5.6 

[2.8–NR]

5.8 

[2.8–NR]
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Best Change from Baseline in PSA in Rucaparib-Treated Patients 
with a BRCA1/2 Alteration (n=96)

Visit cutoff: 02 Jul 2019. Includes all patients for whom best change from baseline could be calculated (eg, with ≥1 postbaseline PSA measurement). Each bar 
represents a single patient; patients with no change from baseline are shown as 0.5% for visual clarity. The upper dotted line indicates a 50% decrease from 
baseline PSA, and the lower dotted line indicates a 90% decrease from baseline PSA. PSA increases for the 3 leftmost patients were 689%, 231%, and 183%; 
bars were capped at 100% for visual clarity.
PSA, prostate-specific antigen; U, BRCA1/2 germline/somatic status unknown.
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Treatment Duration and Summary of TEAEs in
Rucaparib-Treated Patients
• In the safety population (defined as all patients who received ≥1 dose of rucaparib; N=190), median treatment duration 

was 5.4 months (range, 0.5–24.8 months); median dose intensity was 0.99 (range, 0.24–1.00)

– Median treatment duration in patients with a BRCA1/2 alteration was 6.4 months (range, 0.5–24.0 months); median dose 

intensity was 0.98 (range, 0.42–1.00)

Visit cutoff: 02 Jul 2019.
aThe most common were anaemia/decreased haemoglobin (11.6%), asthenia/fatigue (7.4%), thrombocytopenia/decreased platelet count (4.2%), and nausea 
(4.2%). bThe most common were asthenia/fatigue (2.1%), anaemia/decreased haemoglobin (1.1%), and decreased appetite (1.1%). cOne patient due to acute 
respiratory distress syndrome (considered treatment-related) and 1 patient each due to disease progression, intestinal ischemia, pneumonia, and 
electrocardiogram QT prolonged (all considered not treatment-related). 
TEAE, treatment-emergent adverse event.

Overall safety population (N=190), n (%)

At least 1 TEAE 187 (98.4)

At least 1 TEAE grade ≥3 107 (56.3)

Treatment interruption and/or dose reduction due to TEAE 103 (54.2)

Treatment interruption due to TEAE 96 (50.5)

Dose reduction due to TEAE 58 (30.5)a

TEAE leading to discontinuation 18 (9.5)b

Deaths due to TEAE 5 (2.6)c
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Most Common (≥10%) TEAEs of Any Grade in All Rucaparib-Treated 
Patients Regardless of Causality 

TEAE

Overall safety population (N=190)

Any grade, n (%) Grade ≥3, n (%)

Asthenia/fatigue 105 (55.3) 20 (10.5)

Nausea 94 (49.5) 5 (2.6)

Anaemia/decreased haemoglobin 72 (37.9) 34 (17.9)

Decreased appetite 53 (27.9) 3 (1.6)

ALT/AST increased 47 (24.7) 8 (4.2)

Constipation 47 (24.7) 1 (0.5)

Vomiting 42 (22.1) 2 (1.1)

Diarrhoea 40 (21.1) 2 (1.1)

Dizziness 35 (18.4) 0

Thrombocytopenia/decreased platelets 32 (16.8) 12 (6.3)

Back pain 31 (16.3) 3 (1.6)

Blood creatinine increased 29 (15.3) 1 (0.5)

Oedema peripheral 28 (14.7) 0

Dysgeusia 26 (13.7) 0

Arthralgia 24 (12.6) 3 (1.6)

Dyspnoea 23 (12.1) 1 (0.5)

Cough 22 (11.6) 0

Weight decreased 22 (11.6) 0

Pain in extremity 20 (10.5) 3 (1.6)

Urinary tract infection 20 (10.5) 2 (1.1)

Visit cutoff: 02 Jul 2019.
ALT, alanine aminotransferase; AST, aspartate aminotransferase; TEAE, treatment-emergent adverse event.
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Conclusions

• Similar to previous reports, rucaparib has encouraging antitumour activity in patients with mCRPC and a deleterious alteration in 

BRCA1 or BRCA2

– Among evaluable patients with a BRCA1/2 alteration, 43.9% (25/57) had a confirmed investigator-assessed radiographic response; 

52.0% (51/98) had a confirmed PSA response

– Responses to rucaparib were observed at a similar rate in patients with germline or somatic BRCA1/2 alterations

– Among patients who demonstrated a confirmed radiographic response, the majority (60.0%) had a response lasting longer than 

24 weeks

• Confirmed radiographic responses and PSA responses were also observed in patients with alterations in other DDR genes, 

including ATM, CDK12, CHEK2, PALB2, BRIP1, FANCA, and RAD51B

• The safety profile of rucaparib was consistent with prior reports from TRITON2 and those in patients with ovarian cancer and other 

solid tumours1-6 

• The safety and efficacy of rucaparib as treatment for patients with mCRPC associated with a DDR gene alteration continues to be 

evaluated

– In addition to ongoing enrolment into TRITON2, the randomised, phase 3 TRITON3 study (NCT02975934) is evaluating rucaparib vs

physician’s choice of second-line AR-directed therapy or docetaxel in chemotherapy-naive patients with mCRPC and a deleterious 

alteration in BRCA1, BRCA2, or ATM who progressed on 1 prior AR-directed therapy, with a primary objective of assessing 

radiographic progression-free survival in these patients

AR, androgen receptor; DDR, DNA damage repair; mCRPC, metastatic castration-resistant prostate cancer; PSA, prostate-specific antigen.

1. Abida et al. Ann Oncol. 2018:29:abst 793PD; 2. Kristeleit et al. Clin Cancer Res. 2017;23:4095-106; 3. Swisher et al. Lancet Oncol. 2017;18:75-87; 

4. Coleman et al. Lancet. 2017;390:1949-61; 5. Rubraca (rucaparib) tablets [prescribing information]. Boulder, CO: Clovis Oncology, Inc.; 2018; 

6. Rubraca (rucaparib) tablets [summary of product characteristics]. Swords, Ireland: Clovis Oncology Ireland Ltd.; 2019.



Introduction to FAP Program and PTRT Platform

Dr. Tom Harding, SVP, Preclinical Research and Translational Medicine
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Collaboration Overview

• Clovis Oncology has acquired rights to FAP-targeted radiopharmaceutical program from 

3B Pharmaceuticals (3BP)

– Includes U.S. and global rights, excluding Europe (inclusive of Russia, Turkey and Israel), where 

3BP retains rights

• Clovis planning to file IND for FAP-targeted radiopharmaceutical therapy in 2H 2020

• FAP highly expressed in multiple tumor types; Clovis to pursue broad and accelerated 

clinical development program

– FAP is highly expressed in many epithelial cancers, including more than 90 percent of breast, 

lung, colorectal and pancreatic carcinomas

• Clovis to acquire rights to discovery program for three additional targets for radionuclide 

therapy

– Includes global rights 

• Clovis to pay approximately $12 million in upfront payments to 3BP

FAP = fibroblast activation protein alpha, IND = Investigational New Drug

Source: Rettig et al., 1993; Cancer Research



24

Introduction to Peptide-Targeted Radionuclide Therapy

• Peptide-targeted radionuclide therapy (PTRT) involves a small 

amount of radioactive material (radionuclide) that is combined 

with a cell-targeting peptide for the treatment of cancer

– PTRT is a form of radiopharmaceutical

• The targeting peptide is able to recognize and bind to specific 

features of tumors, such as antigens and cell receptors

• When injected into the patient’s bloodstream, the peptide 

attaches to cancer cells, delivering a high dose of radiation to 

the tumor while sparing normal tissues

• Examples of this therapeutic approach include:

– LUTATHERA® a radiolabeled somatostatin analog approved 

for the treatment of midgut carcinoid tumors 

– 177Lu-PSMA-617, a radiolabeled prostate specific membrane 

antigen (PSMA) binding dipeptide in Phase 3 for metastatic 

castration-resistant prostate cancer (mCRPC)

Sources: Lutathera USPI; clinicaltrials.gov accessed Sept 2019; https://snmmi.files.cms-plus.com accessed Sept 2019

https://snmmi.files.cms-plus.com/
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Radionuclides for PTRT

• A number of different radionuclides can be used for PTRT, 

generally split between alpha (α) and electron (e- or β-) emitters

– Positron (e.g. 68Ga) / gamma (e.g. 99mTc) emitting radionuclides are 

employed for imaging (patient selection/monitoring)

• Radionuclides used for therapy emit ionizing radiation that cause 

DNA damage and cell death

Relatively large mass

Low penetration

Highly ionizing (destructive)

Very small mass

Relatively higher penetration

Ionizing

No mass (electromagnetic wave)

Highly penetrant

Weakly ionizing

Actinium-225 

(225Ac)

Examples:

Lutetium-177 

(177Lu)

Alpha decay

Beta decay

Gamma

emission

Sources: Grzmil et al., 2019, Radiopharm; https://chem.libretexts.com accessed Sept 2019

https://chem.libretexts.com/
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Ionizing Radiation Kills Cells by Causing DNA Damage

Un-repaired DNA damage leads to cell death

Potential to combine FAP-targeted radiotherapy with Rubraca



27

The Targeted Radiotherapy 177Lu-PSMA-617 has Emerged as a 

Potential Treatment for mCRPC

• 177Lu-PSMA-617 is comprised of a mCRPC targeting moiety - an anti-PSMA (Prostate 

Specific Membrane Antigen) peptide that specifically binds to prostate cancer cells, linker 

and the β-emitter radionuclide 177Lutetium (177Lu)

• Prospective Phase 2  showed 57% >50% prostate specific antigen (PSA) decline, 82% 

PCWG2 RECIST 1.1 response after treatment with 177Lu-PSMA-617

• Phase 3 VISION trial on-going (NCT03511664)

Patient selection by 

PSMA PET 

Best PSA response 

from baseline following
177Lu-PSMA-617 treatment

177Lu-PSMA-617

PSMA 

targeting 

moiety

Sources: Hofman et al., 2019, Lancet Oncology; Kratochwil et al., 2016, J Nuclear Medicine;  clinicaltrials.gov accessed Sept 2019
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3BP Peptides are Promising for Targeting Radionuclide 

Therapy in Solid Tumors 

• Peptides are attractive targeting molecules due to their small size and ease of manufacture

• For radiotherapy; the rapid systemic clearance, tissue distribution and tumor penetrance favor small 

peptides vs. other targeting moieties

3BP Peptides Monoclonal 
antibodies

Target Affinity High High

Selectivity High High

Molecular weight (kDa) 1-2 150

Tumor penetration High Low

Blood clearance Fast Slow

Liver accumulation Low High

Dose limiting organ tbd Bone marrow

Sources: Cary et al., 2017, J. Synth. Org, Chem., Jpn.; Peltek et al., 2019, Nanobio; 3B Pharmaceuticals, Data on File
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Fibroblast Activation Protein Alpha (FAP) is a Pan-tumor Target 

Expressed on Cancer-Associated Fibroblasts

• FAP is a transmembrane cell surface proteinase that degrades proteins of the extracellular 

matrix and is up-regulated in cancer

• FAP is highly expressed in cancer-associated fibroblasts (CAFs) which are found in the 

majority of cancer types, potentially making it a suitable target across a wide array of tumors

–FAP has limited expression on normal fibroblasts reducing the potential for 

FAP-targeted agents having effects in normal tissue

Tumor

FAP

Cancer associated fibroblast

Cancer cells

Source: Linder et al., 2018, J. Nuclear Medicine
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Small-molecule FAP-binding Imaging Agents Show Effective 

Tumor Targeting in Multiple Tumor Types

• University of Heidelberg (Germany) developed a series of specific PET imaging agents to 

evaluate FAP as a pan-tumor target

– 68Ga-FAPI-04 selected as optimal

• Evaluated in 80 patients of 28 different tumor entities (54 primary tumors and 229 metastases) 

• Strong FAP-mediated tumor uptake with low background in normal tissues and organs

68Ga-FAPI-04

FAP binding

68Ga for 

imaging

Sources: Linder et al., 2018, J. Nuclear Medicine; Linder et al., 2019, ENJMMI Radiopharmacy and Chemistry; 

Kratochwil et al., 2019, J. Nuclear Med.
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3BP has Identified a FAP-binding Peptide for PTRT

• 1014 peptides were screened in vitro against FAP using mRNA display selecting on 

affinity and stability to provide initial FAP-binding peptides

• Structure activity relationship (SAR) examined to increase affinity and stability 

further and sites for radionuclide attachment identified

• Peptide sequence optimized for in vivo biodistribution 

• Nominated preclinical lead and back-up; IND enabling work on-going

FAP-binding 

peptide

Targets FAP 

expressing cancer-

associated 

fibroblasts and tumor 

cells

*

* FAP binding peptide image added for illustrative purposes only. Does not represent actual sequence of FAP lead candidate 

CAFs

Cancer cells

FAP expression in CAFs as determined by 

immunohistochemistry in a colon carcinoma tumor

Sources: 3B Pharmaceuticals, Data on File; Park et al., 1999, J. of Biological Chemistry
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Biodistribution and Tumor Retention Time of FAP Lead 

Candidate is Supportive of Therapeutic Applications

• In FAP-positive tumor-bearing mouse studies, the tumor retention time (how long 

the radiopharmaceutical stays in the tumor) and biodistribution of 3BP lead 

candidate is supportive of therapeutic investigation

1 hr 46 hr

FAP 

expressing 

tumor

Kidney Bladder

1 3 6 24 48

%
ID

/g

Kidneys
Tumor

Liver

Hours post-injection

Source; 3B Pharmaceuticals, Data on File
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FAP-targeted Radiotherapy has Multiple Potential Modes of 

Anti-tumor Action

• Targeting tumors with a FAP-targeted radiotherapy has multiple modes of anti-tumor action 

primarily relying on radiation crossfire where tumor cells are irradiated by being in close 

proximity to CAFs 

– The depletion of CAFs impacts the growth of cancer cells and enhances anti-tumor immune 

responses

• Potential to combine FAP-targeted radiotherapy with PD-(L)1

e-

FAP
CAF

Tumor Tumor

e-
e-

e-

e-

Sources: Fischer et al., 2012, Clinical Cancer Research; Schuberth et al., 2013, J. Trans. Med.; Rettig et al., 1988, Immunology
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FAP-Targeted Radionuclide Therapy Program 

Development Plan

• Initial development plan includes completion of pre-clinical studies and initial First-

in-Human (FIH) studies:

– IND enabling studies on-going

– Planning to submit IND in 2H 2020 and initiate FIH study in solid tumors shortly 

thereafter

– FIH study to determine the dose and tolerability of the FAP-targeting therapeutic and 

imaging agent

– Once dose is established, expansion cohorts planned in multiple solid tumor types 

as part of a global clinical development program

– Potential for accelerated approvals in multiple tumor types



Q&A

Replay will be available at www.clovisoncology.com


