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Abstract  

Background Poly(ADP-ribose) polymerase (PARP) inhibitors have activity in ovarian 

carcinomas with homologous recombination deficiency (HRD). Along with BRCA1 and BRCA2 

(BRCA) mutations, genomic loss of heterozygosity (LOH) may indicate HRD. To our knowledge, 

ARIEL2 is the first study to assess the utility of tumour genomic LOH, quantified by a next-

generation sequencing assay, to predict response to rucaparib, an oral PARP inhibitor. 

Methods In ARIEL2 Part 1, patients (n=204) with recurrent, platinum-sensitive, high-grade 

ovarian carcinoma were classified into one of three predefined HRD subgroups based on 

tumour analysis: BRCA mutant (deleterious germline or somatic), BRCA wild-type/LOH high, or 

BRCA wild-type/LOH low. A cutoff of ≥14% was prespecified for LOH high. HRD status was also 

assessed by additional mutational and methylation analyses. Patients initiated rucaparib 600 mg 

twice daily. The primary endpoint was progression-free survival. Secondary endpoints included 

response rate, response duration, and safety. All patients treated with at least one dose of 

rucaparib were included in the primary and secondary endpoint analyses. This trial is registered 

with ClinicalTrials.gov, number NCT01891344. Enrolment into ARIEL2 Part 1 is complete. At the 

data cutoff date (18 January 2016), 28 patients remained on study. 

Findings Risk of progression during rucaparib treatment was significantly reduced in the BRCA-

mutant (hazard ratio [HR], 0·27; 95% confidence interval [CI], 0·16–0·44) and BRCA–wild-

type/LOH-high (HR, 0·62; 95% CI, 0·42–0·90) subgroups versus the BRCA–wild-type/LOH-low 

subgroup. The most common treatment-emergent adverse events of any grade were nausea 

(163/204; 79·9%), asthenia/fatigue (159/204; 77·9%), constipation (94/204; 46·1%), and 

vomiting (89/204; 43·6%). The most frequent grade 3 or higher treatment-emergent adverse 

event was anaemia/decreased haemoglobin (43/204; 21·1%). Common serious adverse events 

included small intestinal obstruction (10/204; 4·9%), malignant neoplasm progression (10/204; 

http://clinicaltrials.gov/
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4·9%), and anaemia (9/204; 4·4%). Two deaths were reported on study (one case each from 

sepsis and disease progression). No treatment-related deaths were reported.  

Interpretation In patients with BRCA-mutant or BRCA–wild-type/LOH-high platinum-sensitive 

ovarian carcinomas, rucaparib exhibited reduced risk of progression, and a higher response rate 

and longer duration of response versus patients with BRCA–wild-type/LOH-low carcinomas. 

These results suggest that assessment of tumour LOH can identify BRCA–wild-type platinum-

sensitive ovarian cancers that may benefit from rucaparib. These results extend the potential 

utility of PARP inhibitor therapy beyond BRCA–mutant tumours. 

Funding Clovis Oncology, Inc., U.S. Department of Defense Ovarian Cancer Research 

Program OC120506 (EMS, SHK), Stand Up To Cancer – Ovarian Cancer Research Fund 

Alliance – National Ovarian Cancer Coalition Dream Team Translational Research Grant 

(SU2C-AACR-DT16-15) (EMS, SHK), and V Foundation Translational Award (EMS).  
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Research in context 

Evidence before this study 

To identify other clinical trials of poly(ADP-ribose) polymerase (PARP) inhibitors for treatment of 

ovarian cancer, we searched PubMed for articles published through 28 July 2016, using the 

following search term: (“PARP inhibitor” OR rucaparib OR olaparib OR niraparib OR veliparib 

OR talazoparib) AND (ovarian AND (cancer OR carcinoma)). Our search identified several 

clinical trials demonstrating antitumour activity and/or extension of progression-free survival 

(PFS) with PARP inhibitor monotherapy in patients with ovarian carcinoma with or without a 

BRCA mutation. Although some of these clinical studies suggested activity in patients without a 

BRCA mutation, no specific biomarkers were prospectively tested. Those results highlighted 

that there is currently no optimal method to identify BRCA–wild-type cancers most likely to 

respond to a PARP inhibitor.  

Added value of this study 

ARIEL2 Part 1 demonstrated that a tumour-based, next-generation sequencing homologous 

recombination deficiency (HRD) assay that combines BRCA mutation status and percent of 

genome-wide loss of heterozygosity (LOH) could identify platinum-sensitive patients without a 

germline BRCA mutation who are most likely to respond to rucaparib treatment. Using our novel 

algorithm, patients with a germline or somatic BRCA mutation or wild-type BRCA with high LOH 

had longer PFS and a higher objective response rate with rucaparib treatment than patients with 

wild-type BRCA and low LOH. ARIEL2 Part 1 also demonstrated that mutation and methylation 

status of other homologous recombination-related genes, such as RAD51C, can be associated 

with high genomic LOH in BRCA–wild-type tumours and with rucaparib sensitivity. 

Implications of all the available evidence 
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PARP inhibitors have demonstrated impressive activity in patients with a germline or somatic 

BRCA mutation; however, there were no proven predictive biomarkers of response to PARP 

inhibition in those with a BRCA–wild-type tumour. ARIEL2 prospectively tested a biomarker for 

rucaparib responsiveness and showed that quantification of genomic LOH can identify HRD and 

rucaparib responsiveness in BRCA–wild-type cancers. These results greatly extend the utility of 

PARP inhibitors as a treatment for cancer. Additionally, this study provides evidence that LOH 

analysis is more sensitive than mutational or methylation analyses in identifying responders and 

should be evaluated in other tumour types where HRD may be common. 
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Introduction 

Ovarian cancer is the fifth leading cause of cancer death in women in both the United States 

and European Union.1,2 Mutations in one allele of BRCA1 or BRCA2 (BRCA) accompanied by 

loss of the wild-type allele diminishes homologous recombination-mediated DNA damage 

repair,3 leading to loss or duplication of chromosomal regions, also known as genomic loss of 

heterozygosity (LOH).4-6 It is estimated that half of all high-grade serous ovarian carcinomas 

may have homologous recombination deficiency (HRD), with approximately 15% of carcinomas 

harbouring a germline BRCA mutation, 6% a somatic BRCA mutation, and 20% a mutation in, 

or epigenetic silencing of, another homologous recombination gene.7,8 Even without an 

identifiable BRCA or other known homologous recombination gene mutation, many high-grade 

serous ovarian carcinomas display BRCA-like genomic signatures,6,9 which could serve as a 

downstream marker of HRD.  

Poly(ADP-ribose) polymerase (PARP) enzymes are involved in DNA repair through activation of 

the base excision repair and alternative end-joining pathways and inhibition of the 

nonhomologous end-joining pathway.10,11 PARP inhibition in cells with HRD is hypothesised to 

cause an accumulation of unrepaired DNA double-strand breaks, ultimately leading to cell 

death.10-12 Unlike conventional chemotherapies, PARP inhibitors are selectively lethal in HRD 

cells.10,11,13-18 In clinical trials, PARP inhibitors have demonstrated antitumour activity and 

extended progression-free survival (PFS) in patients with or without a BRCA mutation;19-22 

however, the optimal method to identify BRCA–wild-type cancers most likely to respond to a 

PARP inhibitor is unknown.20-23 

Rucaparib, an oral PARP inhibitor, has demonstrated efficacy and safety in a phase 1/2 study of 

women with relapsed, platinum-sensitive, high-grade ovarian carcinoma harbouring a germline 

BRCA mutation, with an objective response rate (ORR) of 66·7%.24 To our knowledge, ARIEL2 
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is the first study to prospectively evaluate patients with ovarian carcinoma using a tumour-

based, next-generation sequencing HRD assay that combines BRCA mutation status and 

percent of genome-wide LOH in a novel algorithm to predict rucaparib sensitivity. The aim of 

ARIEL2 Part 1 was to identify molecular predictors of rucaparib sensitivity in patients with 

platinum-sensitive recurrent high-grade ovarian carcinoma, including tumours without a 

germline or somatic BRCA mutation.  

Methods 

Study design and participants 

ARIEL2 (NCT01891344) is an international, multicentre, two-part, phase 2, open-label study 

designed to assess rucaparib sensitivity in three prospectively defined subgroups 

(Supplementary Appendix, pp 6, 25–153). The study was approved by the institutional review 

board at each study site and conducted in accordance with the Declaration of Helsinki and 

Good Clinical Practice Guidelines of the International Conference on Harmonisation. Patients 

provided written informed consent before participation. Data are presented for ARIEL2 Part 1, 

which has completed enrolment; an extension (Part 2) of ARIEL2, added through a protocol 

amendment (11 May 2015), is ongoing and will be published separately.  

ARIEL2 Part 1 enrolled 206 patients (204 treated) with high-grade serous or endometrioid 

ovarian, fallopian tube, or primary peritoneal carcinoma who had received at least one prior 

platinum therapy. Patients were ≥18 years old, had not previously received a PARP inhibitor, 

had progressed 6 months or more following their most recent platinum-based treatment, had an 

Eastern Cooperative Oncology Group Performance Status of 0 to 1, and had Response 

Evaluation Criteria In Solid Tumors version 1·1 (RECIST)–measurable disease amenable to 

biopsy at trial entry. Patients were ineligible if they had an active second malignancy, had 

central nervous system metastases, or had received anticancer therapy ≤14 days prior to 
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receiving their first dose of rucaparib. Formalin-fixed paraffin-embedded archival and 

pretreatment tumour biopsies of adequate quality were required for each patient. A complete list 

of inclusion and exclusion criteria is provided in the Supplementary Appendix (pp 16–17).  

Procedures 

Patients initiated oral rucaparib 600 mg twice daily for continuous 28-day cycles until disease 

progression or other reason for discontinuation. Supportive care (eg, antiemetics; analgesics for 

pain control) was permitted at the investigator’s discretion. Dose reductions (in increments of 

120 mg) were permitted if a patient experienced a grade 3 or greater adverse event. Treatment 

was discontinued if a dose interruption occurred for more than 14 consecutive days (longer 

dose interruptions were permitted with sponsor approval). Further details on dose modifications 

are provided in the Supplementary Appendix (p 2). 

Disease was evaluated by the investigators per RECIST using computed tomography scans at 

screening and after every 8 weeks during treatment (and post-treatment for patients who 

discontinued for any reason other than disease progression). Patients were evaluated until 

confirmed disease progression or other reason for discontinuation. Cancer antigen 125 (CA-

125) measurements were performed at screening, day 1 of each cycle, end of treatment, and 

when clinically indicated. Haematology, serum chemistry, and safety assessments were 

performed at screening, day 1 and day 15 of cycle 1, and day 1 of subsequent cycles. 

A main objective of this trial was to prospectively test molecular predictors of rucaparib 

sensitivity; therefore, a next-generation sequencing–based assay (Foundation Medicine, Inc., 

Cambridge, MA, USA)25 was used to determine the percent of genomic LOH in archival and 

pretreatment biopsies.25,26 A cutoff of 14% or greater for LOH high was prespecified based on 

analysis of The Cancer Genome Atlas (TCGA) microarray and survival data for patients with 

ovarian carcinoma who had received platinum-based chemotherapy (Supplementary Appendix, 
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pp 2–5, 7, 18).7 Patients were classified into one of three predefined HRD subgroups based on 

tumour analysis: BRCA mutant (deleterious germline or somatic), BRCA wild-type/LOH high, or 

BRCA wild-type/LOH low.  

The tumour sequencing assay also identified mutations in homologous recombination genes 

other than BRCA1 or BRCA2 (Supplementary Appendix, pp 3, 19–20). BRCA1 and RAD51C 

promoter hypermethylation was assessed in tumour using methylation-sensitive polymerase 

chain reaction (Supplementary Appendix, p 4).26,27 Mutations detected in tumour tissue were 

identified as germline or somatic by analysis of genomic DNA from blood using the BROCA-

homologous recombination sequencing assay (University of Washington, Seattle, WA, USA).28 

For each patient, the most recently collected tumour specimen (ie, pretreatment biopsy if 

available, or archival tumour if not) was used to classify BRCA mutation, genomic LOH, and 

methylation status (Supplementary Appendix, pp 4–5, 8). 

Outcomes 

The primary endpoint was PFS, which was assessed for the interval beginning with the first 

dose of rucaparib to disease progression or death from any cause. Secondary endpoints 

included ORR, duration of response, safety, and pharmacokinetics. The ORR was defined as 

the proportion of patients with a best response of complete or partial response (RECIST).29 A 

CA-125 response was defined according to Gynecological Cancer InterGroup (GCIG) criteria.30 

All RECIST and CA-125 responses reported were confirmed by a second assessment after at 

least 4 weeks. The combined RECIST/CA-125 ORR was assessed using GCIG combined 

RECIST/CA-125 criteria.30 Duration of confirmed response (complete or partial response per 

RECIST) was calculated from the initial date a response was observed to the first date of 

progressive disease. Efficacy was assessed by the investigators. Prior to study enrolment, each 

patient’s LOH status was unknown, and investigators were blinded to the LOH analysis during 
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the study. Investigators were not blinded to BRCA mutation status as patients could enrol with a 

known germline BRCA mutation, and information regarding a BRCA mutation detected upon 

analysis of tumour tissue during the study was provided to consenting patients/investigators. 

Adverse events were classified according to Medical Dictionary for Drug Regulatory Activities 

classification system version 18·131 and graded on severity according to National Cancer 

Institute Common Terminology Criteria for Adverse Events version 4·03.32 Rucaparib 

pharmacokinetics were evaluated using trough plasma concentrations (Supplementary 

Appendix, pp 4–5).  

Statistical analysis 

After reviewing data from TCGA, we estimated that 30% of patients eligible for ARIEL2 (ie, 

those with platinum-sensitive ovarian cancer) would be classified in the BRCA-mutant subgroup, 

30% to 50% in the BRCA–wild-type/LOH-high subgroup, and 20% to 40% in the BRCA–wild-

type/LOH-low subgroup. Thus, ARIEL2 was designed to enrol at least 180 patients such that 

any of the three possible pairwise comparisons of subgroups would contain at least 100 

patients, with each of the three comparisons resulting in 80% power at a two-sided 10% 

significance level to detect a difference in PFS distributions (assuming the hazard ratio [HR] 

between two subgroups was 0·50). The number of patients with a known deleterious germline 

BRCA mutation was capped (n=15). Patients who were in the screening process when the 

target enrolment of 180 patients was reached were allowed to complete screening and enrol 

into the study if eligible. All efficacy and safety analyses were performed using the safety 

population, which included all patients who were treated with at least one dose of rucaparib. 

Progression-free survival was analysed using Kaplan-Meier methodology and a Cox 

proportional hazard model (two-sided test at the 5% significance level; 95% confidence interval 

[CI]) for the BRCA-mutant and BRCA–wild-type/LOH-high subgroups compared with the BRCA–
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wild-type/LOH-low subgroup (Supplementary Appendix, pp 4–5, 15). Patients without 

documented progression were censored as of their last tumour assessment. Duration of 

response was analysed using Kaplan-Meier methodology, with log-rank test used to compare 

the distribution between subgroups. Patients with an ongoing response were censored as of 

their last postbaseline scan. Objective response rates were presented as percentages with 95% 

CIs using Clopper-Pearson methodology and analysed between subgroups using a Chi-square 

test of proportions. A post hoc analysis of the best percentage change in the sum of all target 

lesions by RECIST compared with baseline was also performed. Statistical analyses of PFS, 

duration of response, ORR, best percentage change in target lesions, and safety were 

conducted using SAS® version 9·3. Post hoc comparison of LOH classification in archival and 

pretreatment biopsies was analysed using Fisher’s exact test. Comparison of sensitivity to 

detect RECIST responders using different biomarkers was analysed using McNemar’s test 

(Supplementary Appendix, p 11). Statistical analyses of comparison of LOH classification and 

sensitivity to detect RECIST responders were conducted using R version 3·3·1. 

ARIEL2 is registered with ClinicalTrials.gov, number NCT01891344. Data are presented for 

ARIEL2 Part 1, which has completed enrolment. 

Role of the funding source 

The study was designed by the funder, Clovis Oncology, Inc., and a subgroup of investigators. 

Data presented herein were collected by the funder; the funder and all authors interpreted and 

analysed with all authorsthe data. Writing and editorial assistance were supported by the funder. 

Molecular studies were funded in part by Department of Defense Ovarian Cancer Research 

Program OC120506 (EMS, SHK). EMS, KKL, HG, TCH, SG, L Maloney, JI, ARA, LR, MR, and 

IAM had access to the raw data. The corresponding author had full access to all the data in the 

study and had final responsibility for the decision to submit for publication. 

http://clinicaltrials.gov/
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Results 

Patient characteristics 

Patients were enrolled between 30 October 2013 and 19 December 2014. At the data cutoff 

date (18 January 2016), 204 patients were treated with rucaparib (figure 1), with 28 patients still 

on study. Median duration of treatment for the 204 patients was 5·7 months (interquartile range, 

84·5–307·5). Steady-state pharmacokinetics with rucaparib was achieved by cycle 1 day 15, 

with a mean (standard deviation) trough plasma concentration of 2026 (1147) ng/mL 

(Supplementary Appendix, pp 5, 9). A total of 194 192 treated patients were classified into one 

of the three predefined HRD subgroups: BRCA mutant (deleterious germline or somatic BRCA 

mutation; n=40), BRCA wild-type/LOH high (n=82), or BRCA wild-type/LOH low (n=70). 

Tumours from 12 patients were determined to be BRCA wild-type, but could not be classified for 

LOH largely because of insufficient neoplastic nuclei. Clinical characteristics of enrolled patients 

are detailed in table 1. Given the enrolment cap for known BRCA mutation carriers, only 9·8% of 

patients (n=20) were confirmed to have a germline BRCA mutation (14 BRCA1 and six BRCA2) 

using the BROCA-homologous recombination assay. Nineteen additional patients (9·3%) were 

found to have a somatic BRCA mutation (14 BRCA1 and five BRCA2) based on tumour 

sequencing and the BROCA-homologous recombination assay. The germline/somatic status of 

one BRCA1 mutation was not determined. Twenty (9·8%) additional patients had a somatic or 

germline mutation in another homologous recombination gene (Supplementary Appendix, p 20). 

Of 165 tumours for which methylation analyses were completed, 21 (12·7%) BRCA1 and four 

(2·4%) RAD51C were promoter hypermethylated. Methylation of BRCA1 and RAD51C was only 

observed in tumours that did not harbour a germline or somatic mutation in BRCA or RAD51C 

(figures 2 and 3).  

Efficacy 
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The risk of disease progression while on treatment with rucaparib was significantly reduced in 

the BRCA-mutant subgroup (HR, 0·27; 95% CI, 0·16–0·44; p<0·0001) and in the BRCA–wild-

type/LOH-high subgroup (HR, 0·62; 95% CI, 0·42–0·90; p=0·011) compared with the BRCA–

wild-type/LOH-low subgroup (figure 2A). In the BRCA-mutant, BRCA–wild-type/LOH-high, and 

BRCA–wild-type/LOH-low subgroups, 24, 56, and 59 patients had disease progression or died, 

respectively. Median PFS following rucaparib treatment was 12·8 (95% CI, 9·0–14·7), 5·7 (95% 

CI, 5·3–7·6), and 5·2 (95% CI, 3·6–5·5) months in the three subgroups. More patients in the 

BRCA-mutant subgroup (50·4%; p<0·0001 for HR) and in the BRCA–wild-type/LOH-high 

subgroup (28·0%; p=0·011 for HR) were progression free at 12 months than the BRCA–wild-

type/LOH-low subgroup (9·6%).  

The three subgroups also differed in other outcome measures. The confirmed RECIST 

response rates were 80·0% (32/40; 95% CI, 64·4–90·9), 29·3% (24/82; 95% CI, 19·7–40·4), 

and 10·0% (7/70; 95% CI, 4·1–19·5) in the BRCA-mutant, BRCA–wild-type/LOH-high, and 

BRCA–wild-type/LOH-low subgroups (table 2) and were significantly higher in the BRCA-mutant 

(p<0·0001) and BRCA–wild-type/LOH-high subgroups (p=0·0033) than in the BRCA–wild-

type/LOH-low subgroup. The RECIST response rates were similar in patients with a germline 

(85·0%, 17/20; 95% CI, 62·1–96·8) or somatic (73·7%, 14/19; 95% CI, 48·8–90·9) BRCA 

mutation and in patients with a BRCA1 (79·3%, 23/29; 95% CI, 60·3–92·0) or BRCA2 (81·8%, 

9/11; 95% CI, 48·2–97·7) mutation (table 2). Post hoc analysis of the best percentage change in 

the sum of all target lesions by RECIST compared with baseline is shown for each patient 

according to molecular subgroup in figure 3. The confirmed combined RECIST/CA-125 

response rates were 85·0% (34/40; 95% CI, 70·2–94·3), 43·9% (36/82; 95% CI, 33·0–55·3), 

and 20·0% (14/70; 95% CI, 11·4–31·3) in the BRCA-mutant, BRCA–wild-type/LOH-high, and 

BRCA–wild-type/LOH-low subgroups (table 2), and were significantly higher in the BRCA-
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mutant (p<0·0001) and BRCA–wild-type/LOH-high (p=0·0018) subgroups than in the BRCA–

wild-type/LOH-low subgroup.  

Median duration of response was 9·2 months (95% CI, 6·4–12·9) in the BRCA-mutant subgroup 

and 10·8 months (95% CI, 5·7–not reached) in the BRCA–wild-type/LOH-high subgroup, 

durations which were both longer (p=0·013 and p=0·022) than that observed for the BRCA–

wild-type/LOH-low subgroup (5·6 months; 95% CI, 4·6–8·5; Supplementary Appendix, p 10). 

Both RECIST and CA-125 responses were observed in patients with a mutation in a non-BRCA 

homologous recombination gene (eg, ATM, NBN, RAD51C, or RAD51D) (Supplementary 

Appendix, p 20). Confirmed RECIST responses were also seen in patients with BRCA1 

methylated and RAD51C methylated tumours (figure 2B). 

Among BRCA–wild-type tumours, genomic LOH was a more sensitive predictor of response 

(sensitivity, 78%) than mutation of other homologous recombination genes (sensitivity, 11%; 

p<0·0001 per McNemar’s test) and methylation of BRCA1 or RAD51C (sensitivity, 48%; 

p<0·021; Supplementary Appendix, p 11). However, genomic LOH was not significantly more 

sensitive than an analysis that combined both mutation and methylation (sensitivity, 59%; 

p=0·13).   

Archival versus pretreatment biopsies 

For 117 patients, LOH analyses were completed on paired archival and pretreatment tissue; 

post hoc analysis indicated that LOH classification was highly concordant (r=0·86, p<0·0001; 

Supplementary Appendix, p 12). Of 50 patients with an LOH-low archival specimen, 34·0% 

(17/50) had an LOH-high pretreatment specimen. Of the 17 patients with a change in 

classification from LOH low to LOH high, five had a partial response. In contrast, the reverse 

scenario of a change in classification from LOH high to LOH low between the archival and the 

pretreatment tissue was not observed for any patient. Methylation of BRCA1 was also highly 
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concordant in 90 paired samples (p<0·0001; Supplementary Appendix, p 12). Of 13 patients 

with BRCA1 methylation in the archival specimen, 30·8% (4/13) had an unmethylated 

pretreatment sample. Only one patient had methylation in the pretreatment biopsy but not in the 

archival biopsy.  

Safety 

At least one treatment-emergent adverse event was reported in 100·0% (204/204) of patients. 

Common treatment-emergent adverse events included nausea (163/204; 79·9%) and 

asthenia/fatigue (159/204; 77·9%) (table 3). The most frequent grade 3 or higher treatment-

emergent adverse event was anaemia/decreased haemoglobin (43/204; 21·1%). Treatment-

emergent elevations in alanine aminotransferase (ALT), aspartate aminotransferase (AST), and 

blood creatinine, which were predominantly grade 1 or 2, were also observed. One or more 

serious treatment-emergent adverse event was reported in 24·5% (50/204) of patients. 

Common serious adverse events included small intestinal obstruction (10/204; 4·9%), malignant 

neoplasm progression (10/204; 4·9%), and anaemia (9/204; 4·4%) (Supplementary Appendix, p 

21). Thirty-nine percent of all treated patients (80/204) required a dose reduction, most 

commonly for anaemia (28/204; 13·7%) and nausea (22/204; 10·8%) (Supplementary 

Appendix, p 22). Nineteen patients (9·3%) discontinued treatment with an adverse event as the 

primary reason; fatigue was the most common reason in six patients (2·9%) (Supplementary 

Appendix, p 23). Two deaths were reported on study (one case each because of sepsis and 

malignant neoplasm progression). No treatment-related deaths were reported. 

Discussion 

The results of ARIEL2 Part 1 demonstrate the activity of rucaparib in patients with relapsed 

platinum-sensitive, high-grade ovarian carcinoma. These data also highlight the ability of an 

HRD signature identified by an algorithm that combines the percent of tumour genomic LOH 
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with BRCA mutation status to identify patients who may benefit from rucaparib treatment. In 

ARIEL2 Part 1, the three groups defined by BRCA and LOH analysis had distinct outcomes. 

The BRCA-mutant subgroup had a significantly lower risk of progression (HR, 0·27) and a 

higher RECIST response rate (80·0%; p<0·0001) than patients with BRCA–wild-type/LOH-low 

carcinomas (10·0%). Response rates were similar between rucaparib-treated patients with a 

somatic or germline BRCA mutation and with a BRCA1 or BRCA2 mutation.  

For patients with a BRCA–wild-type carcinoma, there was increased benefit for LOH-high 

compared to those with an LOH-low carcinoma. Although the two BRCA–wild-type subgroups 

had a similar median PFS (5·7 and 5·2 months in LOH-high and LOH-low), the BRCA–wild-

type/LOH-high subgroup had a greater chance of being progression free at any time point (HR, 

0·62; p=0·0113; figure 2A), better confirmed RECIST response rate (29·3% vs 10·0%; 

p=0·0033), better confirmed RECIST/CA-125 response rate (43·9% vs 20·0%; p=0·0018), and 

longer duration of response (median, 10·8 vs 5·6 months; p=0·0221) than the LOH-low 

subgroup. The median duration of response for the BRCA–wild-type/LOH-high subgroup (10·8 

months; 95% CI, 5·7–not reached) was similar to that of the BRCA-mutant subgroup (9·2 

months; 95% CI, 6·4–12·9), with 15·9% and 30·0% of patients still on treatment at the cutoff 

date, indicating the ability of the HRD assay to identify patients without a BRCA mutation who 

may experience a durable response with rucaparib treatment. A retrospective analysis of these 

data indicated that a refined cutoff of 16% or greater in the LOH high subgroup provided optimal 

discrimination of PFS, ORR, and duration of response in patients with BRCA–wild-type ovarian 

carcinomas.33 

Comparing outcomes in ARIEL2 Part 1 to other studies investigating PARP inhibitors is difficult 

because of the ambiguity in how BRCA–wild-type cancers have been defined historically. For 

example, in a recent study of patients with recurrent platinum-sensitive ovarian carcinoma, 
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median PFS was 5·7 months and the ORR was 31·8% following use of single-agent olaparib in 

a subgroup of 22 patients without a germline BRCA mutation. However, the BRCA mutation 

status of the tumour was unknown in half of the patients in that subgroup (11/22).34 Additionally, 

we are not aware of any studies that have prospectively investigated PFS or ORR following 

platinum therapy in patients with relapsed, BRCA–wild-type ovarian carcinoma, which makes it 

difficult to compare the results from ARIEL2 Part 1 to an expected response rate to platinum 

therapy. 

Our results add to the increasing body of evidence demonstrating the potential of HRD analysis 

to identify patients who will benefit from PARP inhibitor treatment. Other biomarkers for HRD 

have been evaluated in prior studies,4,35,36 for example, through retrospective analysis of BRCA 

mutations in ovarian carcinoma,21 or prospective identification of homozygous 

deletions/mutations through next-generation sequencing in prostate cancer.22 Additionally, the 

NOVA trial (NCT01847274) is prospectively testing an HRD-based assay in a trial of niraparib 

as maintenance therapy in patients with platinum-sensitive ovarian cancer. However, we believe 

that ARIEL2 is the only study to prospectively assess an HRD assay in ovarian cancer patients 

with measurable disease treated with a PARP inhibitor, thereby testing the assay as a 

biomarker for PARP inhibitor response. Other prospective trials in ovarian cancer are evaluating 

HRD assays in the maintenance setting following platinum therapy (eg, NOVA, ARIEL3). 

Our results also suggest that, in platinum-sensitive ovarian carcinomas, a mutation in a 

homologous recombination gene other than BRCA1 or BRCA2 (eg, RAD51C) or promoter 

hypermethylation of BRCA1 or RAD51C can be associated with high genomic LOH and with 

rucaparib response (figures 2 and 3; Supplementary Appendix, p 20). However, not all 

homologous recombination gene mutations were associated with an LOH-high genotype. 

Although the LOH analysis was more sensitive in identifying responders in BRCA–wild-type 
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ovarian carcinomas than were either mutational or methylation analyses, LOH analysis was not 

significantly more sensitive than mutation and methylation analyses combined. The high 

correlation of genomic LOH in archival and pretreatment biopsies indicates that either source 

can be used to predict response to rucaparib in this patient population (Supplementary 

Appendix, p 12). However, a subset of patients whose archival tumour samples were defined as 

having low genomic LOH had increased genomic LOH in matched pretreatment tumour 

biopsies. This corresponded to higher predictive sensitivity for recent biopsies (Supplementary 

Appendix, p 13). Interestingly, even in this platinum-sensitive patient population, loss of BRCA1 

methylation from archival to pretreatment biopsy was observed in 30·8% of tumours. Recent 

data from ovarian cancer patients with acquired chemotherapy resistance demonstrated that 

loss of BRCA1 methylation could serve as a mechanism of therapeutic resistance.37 Given that 

the HRD status within a tumour may change over time, we recommend testing the most recently 

collected tumour biopsy. 

In ARIEL2, treatment-emergent toxicities were frequent and led to dose reductions in 39·2% 

(80/204) of patients; however, only 9·3% (19/204) of patients withdrew from the study as a 

result of a treatment-emergent toxicity. As with studies of other PARP inhibitors, treatment-

emergent anaemia was the most common grade 3 adverse event. Anaemia was managed 

through transfusions and dose reductions. Alanine/aspartate aminotransferase levels increased 

following use of rucaparib; however, these increases were asymptomatic, reversible, and rarely 

associated with increased bilirubin levels. Patients with elevated ALT/AST levels were able to 

continue rucaparib treatment without dose reduction, and these elevations normalised over 

time. 

Mild to moderate elevations in creatinine were also observed within the first few weeks following 

initiation of rucaparib treatment. Veliparib, another PARP inhibitor, has been shown to inhibit 
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drug transporters expressed in the liver (MATE1) and kidneys (OCT2, MATE1, and MATE2-

K).38 Similarly, in vitro studies have shown that rucaparib inhibits MATE1 and MATE2-K 

transporters, which play a role in renal secretion of creatinine. Thus, inhibition of these 

transporters may be responsible for the increases in blood creatinine observed following 

rucaparib treatment. Based on this mechanism, elevations in serum creatinine should be 

evaluated in conjunction with other laboratory parameters to assess renal function. 

Our study had several limitations. Although ARIEL2 Part 1 identified a biomarker that appears 

predictive, it remains possible that the HRD assay may only be prognostic; therefore, the 

predictive ability of the biomarker will need to be confirmed in the setting of a larger randomised 

study. Given these considerations, the refined LOH-high cutoff of 16% or greater that was 

identified retrospectively in ARIEL2 Part 1 is being prospectively applied in the randomised, 

phase 3 study ARIEL3 (NCT01968213), which is assessing PFS and overall survival with 

rucaparib as maintenance therapy following platinum-based chemotherapy for patients with 

platinum-sensitive, recurrent ovarian carcinoma. The randomised design of ARIEL3 will enable 

confirmation of genomic LOH as a predictive biomarker. Additionally, it is not known whether the 

findings in ARIEL2 Part 1 will extend to patients whose disease is resistant or refractory to 

platinum therapy. Hence, the HRD assay is also being prospectively tested in an extension (Part 

2) of ARIEL2 that is investigating rucaparib in patients who are platinum-sensitive, -resistant, or 

-refractory; have received at least three but not more than four prior chemotherapies; and had a 

treatment-free interval of more than 6 months following first-line chemotherapy. The primary 

endpoint of ARIEL2 Part 2 is the ORR; PFS and overall survival are key secondary endpoints. 

Additional studies should assess whether the HRD assay developed in ARIEL2 predicts 

sensitivity to rucaparib and other PARP inhibitors in patients with other cancer types, including 

nonserous ovarian, gastric, pancreatic, prostate, or breast cancers.9,22,39-41 



20 

 

Contributors 

EMS, CLS, HG, SHK, ARA, LR, MR, and IAM were involved in the study conception. 

EMS, KKL, HG, TCH, L Maloney, JI, ARA, LR, MR, and IAM were involved in the study design. 

EMS, RLC, RSK, JDB, SHK, and IAM acquired funding. 

EMS, KKL, and IAM were involved in the protocol development and cowrote the first draft of the 

manuscript. 

EMS, AMO, CLS, GEK, RLC, AVT, DMO, RSK, L Ma, KMB-M, JDB, JMC, AO, IR-C, AF, AL, 

and IAM treated patients.  

EMS, KKL, AMO, CLS, GEK, RLC, AVT, DMO, RSK, L Maloney, KMB-M, JDB, JMC, AO, IR-C, 

MIH, SHK, AF, AL, and IAM acquired data.  

EMS, KKL, CLS, HG, JS, SHK, TCH, SG, L Maloney, JI, ARA, LR, RY, MR, and IAM interpreted 

the data.  

EM contributed to sample acquisition and management. 

MIH analysed data. 

All authors contributed to manuscript revisions and approved the final draft for submission. 

 

Declaration of interests 

KKL, HG, EM, TCH, SG, L Maloney, JI, LR, and MR are employees of Clovis Oncology; ARA 

was employed at Clovis Oncology at the time of the study and owns stock. CLS’s institution 

received in kind research support for parallel laboratory work using rucaparib. JS is an 

employee of and RY was an employee of Foundation Medicine, the developer of the HRD assay 



21 

used in ARIEL2. RLC reports grants from AstraZeneca, Roche/Genentech, Janssen, OncoMed, 

Millennium, Esperance, and AbbVie. AVT has served on an advisory board for and received 

grants from AstraZeneca. DMO received research funding from Clovis Oncology; received 

institutional research support from Amgen, VentiRx, Regeneron, Immunogen, Array Biopharma, 

Janssen R&D, Clovis Oncology, EMD Serono, Ergomed, Ajinomoto, and Genentech/Roche; 

and served on a steering committee or advisory boards for Amgen, AstraZeneca, Janssen, 

Clovis Oncology, Genentech/Roche, and Eisai. During the conduct of the study, RSK served on 

an advisory board for Clovis Oncology. KMB-M served on advisory boards for Clovis Oncology 

and AstraZeneca. JDB has been advisor for and owns stock in Inivata, has served on a 

speakers’ bureau for AstraZeneca, has received nonfinancial support from Clovis Oncology and 

Aprea AB, and has a pending patent for a diagnostic method of relevance to the current work. 

AO has served on advisory boards for Roche, AstraZeneca, Pharmamar, and Clovis. IR-C has 

served on an advisory board for AstraZeneca, Pharmamar, and Roche. SHK has a patent for a 

diagnostic method of relevance to the current work. AL has served on an advisory board for 

Clovis, Pfizer, and Pharmamar, and reports institutional research grant support from Gamamabs 

and Merus. IAM has served on advisory boards for Clovis Oncology and AstraZeneca. All other 

authors have nothing to disclose. 

 

Acknowledgments  

The ARIEL2 study was funded by Clovis Oncology, Inc. Funding was also provided by the U.S. 

Department of Defense Ovarian Cancer Research Program OC120506 [EMS and SHK], a V 

Foundation Translational Award [EMS], and a Stand Up To Cancer – Ovarian Cancer Research 

Fund Alliance – National Ovarian Cancer Coalition Dream Team Translational Research Grant 

(Grant Number:  SU2C-AACR-DT16-15) [EMS and SHK]. Stand Up to Cancer is a program of 

the Entertainment Industry Foundation; research grants are administered by the American 



22 

Association for Cancer Research, a scientific partner of Stand Up To Cancer. Additional support 

was provided in part by the Ann Rife Cox Chair in Gynecology and the Judy Reis (Al Pisani) 

Ovarian Cancer Research Fund [RLC] and the UCH/UCL Biomedical Research Centre [RK] and 

the Experimental Cancer Medicine Centres at UCL [RK], Cambridge [JDB] and Glasgow [IAM].  

First and foremost, we thank all of the patients and their families and caregivers for their 

participation in ARIEL2. In addition, we thank all of the ARIEL2 investigators (see the 

Supplementary Appendix, p 2) for their contributions to the administration and execution of the 

trial. 

We thank Mike Bartosiewicz, Jennifer Borrow, Amanda Cha, Kathy Crankshaw, Erin Dominy, 

Monica Roy, Sanjay Shetty, and Simon Watkins for clinical development and operational 

support of the ARIEL2 study. We thank Matthew Hawryluk, Murtaza Mehdi, Vince Miller, Phil 

Stephens, and Scott Yerganian for scientific guidance and operational support in the 

development of the NGS-based HRD assay. We thank Andy Simmons and Jim Xiao for their 

assistance with preclinical and pharmacokinetic data relating to this manuscript. We thank 

Yuting He, Adrienne Johnson, and Peter Morello for assistance in manuscript preparation. 

Writing and editorial assistance funded by Clovis Oncology, Inc., was provided by Nathan 

Yardley, PhD, and Shannon Davis of Infusion Communications (Haddam, CT, USA).



23 

References 

1 National Cancer Institute (NCI). SEER Cancer Statistics Factsheets: Ovary cancer. 

http://seer.cancer.gov/statfacts/html/ovary.html (accessed September 29 2015). 

2 Ferlay J, Soerjomataram I, Erik M, et al. GLOBOCAN 2012 v1.0, Cancer incidence and 

mortality worldwide: IARC CancerBase No. 11 [Internet]. Lyon, France: International Agency for 

Research on Cancer. 2013 2013. http://globocan.iarc.fr/Pages/summary_table_pop_sel.aspx 

(accessed September 29 2015). 

3 Watkins JA, Irshad S, Grigoriadis A, Tutt AN. Genomic scars as biomarkers of 

homologous recombination deficiency and drug response in breast and ovarian cancers. Breast 

Cancer Res 2014; 16: 211. 

4 Abkevich V, Timms KM, Hennessy BT, et al. Patterns of genomic loss of heterozygosity 

predict homologous recombination repair defects in epithelial ovarian cancer. Br J Cancer 2012; 

107: 1776-82. 

5 Pedersen B, Konstantinopoulos PA, Spillman MA, De S. Copy neutral loss of 

heterozygosity is more frequent in older ovarian cancer patients. Genes Chromosomes Cancer 

2013; 52: 794-801. 

6 Marquard AM, Eklund AC, Joshi T, et al. Pan-cancer analysis of genomic scar 

signatures associated with homologous recombination deficiency suggests novel indications for 

existing cancer drugs. Biomark Res 2015; 3: 9. 

7 The Cancer Genome Atlas (TCGA) Research Network. Integrated genomic analyses of 

ovarian carcinoma. Nature 2011; 474: 609-15. 

8 Pennington KP, Walsh T, Harrell MI, et al. Germline and somatic mutations in 

homologous recombination genes predict platinum response and survival in ovarian, fallopian 

tube, and peritoneal carcinomas. Clin Cancer Res 2014; 20: 764-75. 

http://seer.cancer.gov/statfacts/html/ovary.html
http://globocan.iarc.fr/Pages/summary_table_pop_sel.aspx


24 

9 Konstantinopoulos PA, Spentzos D, Karlan BY, et al. Gene expression profile of 

BRCAness that correlates with responsiveness to chemotherapy and with outcome in patients 

with epithelial ovarian cancer. J Clin Oncol 2010; 28: 3555-61. 

10 De Lorenzo SB, Patel AG, Hurley RM, Kaufmann SH. The elephant and the blind men: 

making sense of PARP inhibitors in homologous recombination deficient tumor cells. Front 

Oncol 2013; 3: 228. 

11 Scott CL, Swisher EM, Kaufmann SH. Poly (ADP-ribose) polymerase inhibitors: recent 

advances and future development. J Clin Oncol 2015; 33: 1397-406. 

12 Ceccaldi R, Liu JC, Amunugama R, et al. Homologous-recombination-deficient tumours 

are dependent on Poltheta-mediated repair. Nature 2015; 518: 258-62. 

13 Bryant HE, Schultz N, Thomas HD, et al. Specific killing of BRCA2-deficient tumours 

with inhibitors of poly(ADP-ribose) polymerase. Nature 2005; 434: 913-7. 

14 Farmer H, McCabe N, Lord CJ, et al. Targeting the DNA repair defect in BRCA mutant 

cells as a therapeutic strategy. Nature 2005; 434: 917-21. 

15 McCabe N, Turner NC, Lord CJ, et al. Deficiency in the repair of DNA damage by 

homologous recombination and sensitivity to poly(ADP-ribose) polymerase inhibition. Cancer 

Res 2006; 66: 8109-15. 

16 Mendes-Pereira AM, Martin SA, Brough R, et al. Synthetic lethal targeting of PTEN 

mutant cells with PARP inhibitors. EMBO Mol Med 2009; 1: 315-22. 

17 McEllin B, Camacho CV, Mukherjee B, et al. PTEN loss compromises homologous 

recombination repair in astrocytes: implications for GBM therapy with temozolomide or PARP 

inhibitors. Cancer Res 2010; 70: 5457-64. 

18 Williamson CT, Muzik H, Turhan AG, et al. ATM-deficiency sensitizes mantle cell 

lymphoma cells to poly(ADP-ribose) polymerase-1 inhibitors. Mol Cancer Ther 2010; 9: 347-57. 

19 Fong PC, Boss DS, Yap TA, et al. Inhibition of poly(ADP-ribose) polymerase in tumors 

from BRCA mutation carriers. N Engl J Med 2009; 361: 123-34. 



25 

20 Gelmon KA, Tischkowitz M, Mackay H, et al. Olaparib in patients with recurrent high-

grade serous or poorly differentiated ovarian carcinoma or triple-negative breast cancer: a 

phase 2, multicentre, open-label, non-randomised study. Lancet Oncol 2011; 12: 852-61. 

21 Ledermann J, Harter P, Gourley C, et al. Olaparib maintenance therapy in patients with 

platinum-sensitive relapsed serous ovarian cancer: a preplanned retrospective analysis of 

outcomes by BRCA status in a randomised phase 2 trial. Lancet Oncol 2014; 15: 852-61. 

22 Mateo J, Carreira S, Sandhu S, et al. DNA-repair defects and olaparib in metastatic 

prostate cancer. N Engl J Med 2015; 373: 1697-708. 

23 Lee JM, Ledermann JA, Kohn EC. PARP Inhibitors for BRCA1/2 mutation-associated 

and BRCA-like malignancies. Ann Oncol 2014; 25: 32-40. 

24 Shapira-Frommer R, Oza AM, Domchek SM, et al. A phase 2 open-label, multicenter 

study of single-agent rucaparib in the treatment of patients with relapsed ovarian cancer and a 

deleterious BRCA mutation. Eur J Cancer 2015; 51: S545; abstract 2746. 

25 Frampton GM, Fichtenholtz A, Otto GA, et al. Development and validation of a clinical 

cancer genomic profiling test based on massively parallel DNA sequencing. Nat Biotechnol 

2013; 31: 1023-31. 

26 Lin K, Sun J, Maloney L, et al. Quantification of genomic loss of heterozygosity enables 

prospective selection of ovarian cancer patients who may derive benefit from the PARP inhibitor 

rucaparib. Eur J Cancer 2015; 51: S531-2; abstract 2701. 

27 Sun JX, Frampton G, Wang K, et al. A computational method for somatic versus 

germline variant status determination from targeted next-generation sequencing of clinical 

cancer specimens without a matched normal control. Cancer Res 2014; 74: abstract 1893. 

28 Walsh T, Lee MK, Casadei S, et al. Detection of inherited mutations for breast and 

ovarian cancer using genomic capture and massively parallel sequencing. Proc Natl Acad Sci U 

S A 2010; 107: 12629-33. 



26 

29 Eisenhauer EA, Therasse P, Bogaerts J, et al. New response evaluation criteria in solid 

tumours: revised RECIST guideline (version 1.1). Eur J Cancer 2009; 45: 228-47. 

30 Rustin GJ, Vergote I, Eisenhauer E, et al. Definitions for response and progression in 

ovarian cancer clinical trials incorporating RECIST 1.1 and CA 125 agreed by the Gynecological 

Cancer Intergroup (GCIG). Int J Gynecol Cancer 2011; 21: 419-23. 

31 Brown EG, Wood L, Wood S. The medical dictionary for regulatory activities (MedDRA). 

Drug Saf 1999; 20: 109-17. 

32 NCI Term Browser, CTCAE. 

http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm (accessed June 16 

2015). 

33 Coleman RL, Swisher EM, Oza AM, et al. Refinement of prespecified cutoff for genomic 

loss of heterozygosity (LOH) in ARIEL2 part 1: A phase II study of rucaparib in patients (pts) 

with high grade ovarian carcinoma (HGOC). J Clin Oncol 2016; 34: 5540. 

34 Liu JF, Barry WT, Birrer M, et al. Combination cediranib and olaparib versus olaparib 

alone for women with recurrent platinum-sensitive ovarian cancer: a randomised phase 2 study. 

The Lancet Oncology 2014; 15: 1207-14. 

35 Birkbak NJ, Wang ZC, Kim JY, et al. Telomeric allelic imbalance indicates defective DNA 

repair and sensitivity to DNA-damaging agents. Cancer Discov 2012; 2: 366-75. 

36 Popova T, Manié E, Rieunier G, et al. Ploidy and large-scale genomic instability 

consistently identify basal-like breast carcinomas with BRCA1/2 inactivation. Cancer Res 2012; 

72: 5454-62. 

37 Patch A-M, Christie EL, Etemadmoghadam D, et al. Whole–genome characterization of 

chemoresistant ovarian cancer. Nature 2015; 521: 489-94. 

38 Kikuchi R, Lao Y, Bow DA, et al. Prediction of clinical drug-drug interactions of veliparib 

(ABT-888) with human renal transporters (OAT1, OAT3, OCT2, MATE1, and MATE2K). J 

Pharm Sci 2013; 102: 4426-32. 

http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm


27 

39 Zhang Z-Z, Liu YJC, Yin X-L, Zhan P, Gu Y, Ni X-Z. Loss of BRCA1 expression leads to 

worse survival in patients with gastric carcinoma. World J Gastroenterol 2013; 19: 1968-74. 

40 Isakoff SJ, Mayer EL, He L, et al. TBCRC009: a multicenter phase II clinical trial of 

platinum monotherapy with biomarker assessment in metastatic triple-negative breast cancer. J 

Clin Oncol 2015; 33: 1902-9. 

41 Robinson D, Van Allen Eliezer M, Wu Y-M, et al. Integrative clinical genomics of 

advanced prostate cancer. Cell 2015; 161: 1215-28. 



28 

Table 1: Demographic and disease characteristics by HRD subgroup 

Characteristic 

HRD subgroup
 

Total 

(n=204)*
 

BRCA 

mutant 

(n=40) 

BRCA wild-type/ 

LOH high 

(n=82) 

BRCA wild-type/ 

LOH low 

(n=70) 

Median age (range), years 58·5 (33–78) 65·0 (39–83) 65·0 (31–86) 64·5 (31–86) 

ECOG Performance Status, n (%)    
 

0 26 (65·0) 52 (63·4) 46 (65·7) 133 (65·2) 

1 14 (35·0) 30 (36·6) 23 (32·9) 70 (34·3) 

Pending 0 0 1 (1·4) 1 (0·5) 

Diagnosis, n (%)
† 

   
 

Epithelial ovarian cancer 38 (95·0) 68 (82·9) 49 (70·0) 163 (79·9) 

Primary peritoneal cancer 1 (2·5) 10 (12·2) 12 (17·1) 24 (11·8) 

Fallopian tube cancer 1 (2·5) 4 (4·9) 9 (12·9) 16 (7·8) 

Histology, n (%)    
 

Serous 39 (97·5) 80 (97·6) 66 (94·3) 197 (96·6) 

Endometrioid 1 (2·5) 1 (1·2) 2 (2·9) 4 (2·0) 

Mixed 0 1 (1·2) 2 (2·9) 3 (1·5) 

Number of prior treatment regimens    
 

Median number of regimens (range) 2·0 (1–6) 1·0 (1–6) 1·0 (1–3) 1·0 (1–6) 

1, n (%) 17 (42·5) 44 (53·7) 47 (67·1) 118 (57·8) 

≥2, n (%) 23 (57·5) 38 (46·3) 23 (32·9) 86 (42·2) 

Median number of platinum-based 

regimens (range) 
2·0 (1–5) 1·0 (1–5) 1·0 (1–3) 1·0 (1–5) 

1, n (%) 17 (42·5) 45 (54·9) 49 (70·0) 121 (59·3) 

≥2 — no. (%) 23 (57·5) 37 (45·1) 21 (30·0) 83 (40·7) 

Progression-free interval following 

completion of platinum-based 
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chemotherapy, n (%) 

6 to <12 months 23 (57·5) 37 (45·1) 31 (44·3) 96 (47·1) 

≥12 months 17 (42·5) 45 (54·9) 39 (55·7) 108 (52·9) 

ECOG=Eastern Cooperative Oncology Group. HRD=homologous recombination deficiency. LOH=loss of heterozygosity. 

*Includes 12 patients (5·9% of total) whose tumour specimens had sufficient nuclei to categorise as BRCA wild-type, but 

insufficient nuclei to perform genomic LOH analysis. 

†
Diagnosis was unknown for one patient (0·5% of total).  
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Table 2: Objective response rates by HRD subgroup 

HRD subgroup 

Objective response rate 

By RECIST* By combined 

RECIST/CA-125 

n (%) 95% CI n (%) 95% CI 

BRCA mutant (n=40) 32 (80·0) 64·4–90·9 34 (85·0) 70·2–94·3 

Germline mutation (n=20) 17 (85·0) 62·1–96·8 17 (85·0) 62·1–96·8 

Somatic mutation (n=19) 14 (73·7) 48·8–90·9 16 (84·2) 60·4–96·6 

Indeterminate (n=1) 1 (100·0) 2·5–100·0 1 (100·0) 2·5–100·0 

BRCA1 mutation (n=29) 23 (79·3) 60·3–92·0 25 (86·2) 68·3–96·1 

BRCA2 mutation (n=11) 9 (81·8) 48·2–97·7 9 (81·8) 48·2–97·7 

PFI, ≥6 to <12 months (n=23) 20 (87·0) 66·4–97·2 20 (87·0) 66·4–97·2 

PFI, ≥12 months (n=17) 12 (70·6) 44·0–89·7 14 (82·4) 56·6–96·2 

BRCA wild-type/LOH high (n=82) 24 (29·3) 19·7–40·4 36 (43·9) 33·0–55·3 

BRCA wild-type/LOH low (n=70) 7 (10·0) 4·1–19·5 14 (20·0) 11·4–31·3 

BRCA wild-type/LOH not classified (n=12) 4 (33·3) 9·9–65·1 7 (58·3) 27·7–84·8 

CA-125=cancer antigen 125. CI=confidence interval. HRD=homologous recombination deficiency. 

LOH=loss of heterozygosity. PFI=progression-free interval following completion of platinum-based 

chemotherapy. RECIST=Response Evaluation Criteria In Solid Tumors version 1·1. 

Confidence intervals calculated using Clopper-Pearson methodology. 

*Confirmed responses according to RECIST. 
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Table 3: Treatment-emergent adverse events 

 

Grade 1–2 Grade 3 Grade 4 Grade 5 

n (%)* 

Nausea 154 (75·5) 9 (4·4) 0 0 

Asthenia/fatigue 141 (69·1) 18 (8·8) 0 0 

Constipation 91 (44·6) 3 (1·5) 0 0 

Vomiting 85 (41·7) 4 (2·0) 0 0 

Dysgeusia 87 (42·6) 0 0 0 

ALT/AST increased
†
 61 (29·9) 24 (11·8) 1 (0·5) 0 

Decreased appetite 80 (39·2) 4 (2·0) 0 0 

Anaemia/decreased haemoglobin 29 (14·2) 43 (21·1) 2 (1·0) 0 

Diarrhoea 61 (29·9) 7 (3·4) 0 0 

Abdominal pain 56 (27·5) 5 (2·5) 0 0 

Dyspnoea 46 (22·5) 1 (0·5) 0 0 

Abdominal distension 43 (21·1) 0 0 0 

Dizziness 37 (18·1) 1 (0·5) 0 0 

Urinary tract infection 33 (16·2) 4 (2·0) 0 0 

Blood creatinine increased 34 (16·7) 0 0 0 

Thrombocytopaenia/platelet count 

decreased 
25 (12·3) 5 (2·5) 0 

0 

Photosensitivity reaction  27 (13·2) 0 0 0 

Neutropaenia/neutrophil count 

decreased 
10 (4·9) 9 (4·4) 7 (3·4) 0 

Insomnia 25 (12·3) 0 0 0 

Pyrexia 24 (11·8) 1 (0·5) 0 0 

Oedema peripheral 22 (10·8) 0 0 0 
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Alopecia 21 (10·3) 0 0 0 

Stomatitis 20 (9·8) 1 (0·5) 0 0 

Upper respiratory tract infection 21 (10·3) 0 0 0 

Blood alkaline phosphatase 

increased 
16 (7·8) 3 (1·5) 0 0 

Dyspepsia 18 (8·8) 1 (0·5) 0 0 

Pain in extremity 17 (8·3) 1 (0·5) 0 0 

Weight decreased 16 (7·8) 1 (0·5) 0 0 

Dehydration 10 (4·9) 6 (2·9) 0 0 

Myalgia 15 (7·4) 1 (0·5) 0 0 

Ascites 7 (3·4) 7 (3·4) 0 0 

Blood cholesterol increased 11 (5·4) 2 (1·0) 0 0 

Hypokalaemia 7 (3·4) 5 (2·5) 0 0 

White blood cell count decreased 11 (5·4) 1 (0·5) 0 0 

Small intestinal obstruction 1 (0·5) 10 (4·9) 0 0 

Hydronephrosis 8 (3·9) 2 (1·0) 0 0 

Malignant neoplasm progression 0 8 (3·9) 1 (0·5) 1 (0·5) 

Blood bilirubin increased 7 (3·4) 1 (0·5) 1 (0·5) 0 

Mucosal inflammation 7 (3·4) 1 (0·5) 0 0 

Acute kidney injury 1 (0·5) 5 (2·5) 0 0 

Bronchitis 5 (2·5) 1 (0·5) 0 0 

Gamma-glutamyltransferase 

increased 
1 (0·5) 4 (2·0) 1 (0·5) 0 

Hypercholesterolaemia 5 (2·5) 1 (0·5) 0 0 

Hyperglycaemia 4 (2·0) 2 (1·0) 0 0 

Rectal haemorrhage 5 (2·5) 1 (0·5) 0 0 
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Fall 4 (2·0) 1 (0·5) 0 0 

Transaminases increased 2 (1·0) 3 (1·5) 0 0 

Malaise 3 (1·5) 1 (0·5) 0 0 

Sepsis 0 1 (0·5) 2 (1·0) 1 (0·5) 

Presyncope 2 (1·0) 1 (0·5) 0 0 

Pulmonary embolism 1 (0·5) 2 (1·0) 0 0 

Syncope 0 3 (1·5) 0 0 

Food poisoning 1 (0·5) 1 (0·5) 0 0 

Hyperbilirubinaemia 1 (0·5) 1 (0·5) 0 0 

Lymphocyte count decreased 1 (0·5) 0 1 (0·5) 0 

Lymphoedema 1 (0·5) 1 (0·5) 0 0 

Tachycardia 1 (0·5) 1 (0·5) 0 0 

Pneumonia 0 2 (1·0) 0 0 

Agitation 0 1 (0·5) 0 0 

Bile duct obstruction  0 1 (0·5) 0 0 

Dyspareunia 0 1 (0·5) 0 0 

Empyema 0 1 (0·5) 0 0 

Hypermagnesaemia 0 1 (0·5) 0 0 

Intestinal obstruction 0 1 (0·5) 0 0 

Lymphangitis 0 1 (0·5) 0 0 

Mental status changes 0 1 (0·5) 0 0 

Peritonitis 0 1 (0·5) 0 0 

Cataract 0 0 1 (0·5) 0 

Febrile neutropenia 0 0 1 (0·5) 0 

Granulocyte count decreased 0 0 1 (0·5) 0 

Intestinal perforation  0 0 1 (0·5) 0 
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Large intestinal obstruction 0 0 1 (0·5) 0 

Long QT syndrome congenital 0 0 1 (0·5) 0 

AML/MDS 0 0 0 0 

ALT=alanine aminotransferase. AML=acute myeloid leukaemia. AST=aspartate aminotransferase. 

MDS=myelodysplastic syndrome. 

*n=204. 

†
ALT/AST elevations were transient, self-limiting, and not associated with other signs of liver toxicity.  
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Figure legends 

Figure 1: Diagram of patient subgroups 

LOH=loss of heterozygosity. 

*Data presented in this manuscript focus on those patients whose LOH status was determined. 

†Patients had genomic LOH ≥14%. 

‡Sequencing of archival and pretreatment tumour samples from one patient did not pass quality 

check; therefore, the tumour cannot be definitively concluded to be BRCA wild-type. 

 

Figure 2: Progression-free survival and duration of response by HRD subgroup 

(A) Kaplan-Meier estimates of progression-free survival in all patients who received at least one 

dose of rucaparib, stratified by HRD subgroup. Median progression-free survival for the BRCA-

mutant (blue), BRCA–wild-type/LOH-high (red), and BRCA–wild-type/LOH-low (green) 

subgroups was 12·8 (95% CI, 9·0–14·7), 5·7 (95% CI, 5·3–7·6), and 5·2 (95% CI, 3·6–5·5) 

months. (B) Swimlane plot of duration of response in patients classified into the three 

predefined HRD subgroups with confirmed partial or complete RECIST responses. Each bar 

represents an individual patient with the length corresponding to length of time on study drug. 

Duration of a response is indicated by shading along each bar. Tiles to the left of the plot 

indicate the HRD subgroup of each patient and homologous recombination gene mutation type 

(colour coded by type) or methylation type identified in tumour or blood samples. Germline 

mutations are indicated by a “G,” somatic mutations by an “S,” and indeterminate mutations by 

an “I.” Patients with unknown methylation of BRCA1 or RAD51C are indicated by an “X.” One 

patient with a BRCA1 methylation who had a partial response is not included in panel B 

because the archival or pretreatment biopsy could not be classified into an HRD subgroup.    
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CI=confidence interval. HR=hazard ratio. HRD=homologous recombination deficiency. 

LOH=loss of heterozygosity. 

 

Figure 3: Best response in size of target lesions by HRD subgroup 

Best percentage change from baseline in sum of longest diameter of target lesions according to 

RECIST is shown in the (A) BRCA-mutant subgroup, (B) BRCA–wild-type/LOH-high subgroup, 

and (C) BRCA–wild-type/LOH-low subgroup. Each bar represents percentage change from 

baseline in sum of the longest diameter of target lesions for an individual patient according to 

RECIST. Upper dotted line indicates the threshold for progressive disease, a 20% increase in 

the sum of the longest diameter of the target lesions. Lower dotted line indicates the threshold 

for partial response, a 30% decrease in the sum of the longest diameter of the target lesions. 

Patients who also had a CA-125 response are indicated by cross-hatched bars. Ongoing 

patients at the time of the data cutoff are indicated by a “♦” symbol. The tables below each panel 

indicate homologous recombination gene mutations (colour coded by type) and methylation 

identified in the tumour samples. Germline mutations are indicated by a “G,” somatic mutations 

by an “S,” and indeterminate mutations by an “I.” Patients with unknown methylation of BRCA1 

or RAD51C are indicated by an “X.”  

CA-125=cancer antigen 125. HRD=homologous recombination deficiency. LOH=loss of 

heterozygosity. RECIST=Response Evaluation Criteria In Solid Tumors version 1·1. 
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Abstract  

Background Poly(ADP-ribose) polymerase (PARP) inhibitors have activity in ovarian 

carcinomas with homologous recombination deficiency (HRD). Along with BRCA1 and BRCA2 

(BRCA) mutations, genomic loss of heterozygosity (LOH) may indicate HRD. To our knowledge, 

ARIEL2 is the first study to assess the utility of tumour genomic LOH, quantified by a next-

generation sequencing assay, to predict response to rucaparib, an oral PARP inhibitor. 

Methods In ARIEL2 Part 1, patients (n=204) with recurrent, platinum-sensitive, high-grade 

ovarian carcinoma were classified into one of three predefined HRD subgroups based on 

tumour analysis: BRCA mutant (deleterious germline or somatic), BRCA wild-type/LOH high, or 

BRCA wild-type/LOH low. A cutoff of ≥14% was prespecified for LOH high. HRD status was also 

assessed by additional mutational and methylation analyses. Patients initiated rucaparib 600 mg 

twice daily. The primary endpoint was progression-free survival. Secondary endpoints included 

response rate, response duration, and safety. All patients treated with at least one dose of 

rucaparib were included in the primary and secondary endpoint analyses. This trial is registered 

with ClinicalTrials.gov, number NCT01891344. Enrolment into ARIEL2 Part 1 is complete. At the 

data cutoff date (18 January 2016), 28 patients remained on study. 

Findings Risk of progression during rucaparib treatment was significantly reduced in the BRCA-

mutant (hazard ratio [HR], 0·27; 95% confidence interval [CI], 0·16–0·44) and BRCA–wild-

type/LOH-high (HR, 0·62; 95% CI, 0·42–0·90) subgroups versus the BRCA–wild-type/LOH-low 

subgroup. The most common treatment-emergent adverse events of any grade were nausea 

(163/204; 79·9%), asthenia/fatigue (159/204; 77·9%), constipation (94/204; 46·1%), and 

vomiting (89/204; 43·6%). The most frequent grade 3 or higher treatment-emergent adverse 

event was anaemia/decreased haemoglobin (43/204; 21·1%). Common serious adverse events 

included small intestinal obstruction (10/204; 4·9%), malignant neoplasm progression (10/204; 

http://clinicaltrials.gov/
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4·9%), and anaemia (9/204; 4·4%). Two deaths were reported on study (one case each from 

sepsis and disease progression). No treatment-related deaths were reported.  

Interpretation In patients with BRCA-mutant or BRCA–wild-type/LOH-high platinum-sensitive 

ovarian carcinomas, rucaparib exhibited reduced risk of progression, and a higher response rate 

and longer duration of response versus patients with BRCA–wild-type/LOH-low carcinomas. 

These results suggest that assessment of tumour LOH can identify BRCA–wild-type platinum-

sensitive ovarian cancers that may benefit from rucaparib. These results extend the potential 

utility of PARP inhibitor therapy beyond BRCA–mutant tumours. 

Funding Clovis Oncology, Inc., U.S. Department of Defense Ovarian Cancer Research 

Program OC120506 (EMS, SHK), Stand Up To Cancer – Ovarian Cancer Research Fund 

Alliance – National Ovarian Cancer Coalition Dream Team Translational Research Grant 

(SU2C-AACR-DT16-15) (EMS, SHK), and V Foundation Translational Award (EMS).  
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Research in context 

Evidence before this study 

To identify other clinical trials of poly(ADP-ribose) polymerase (PARP) inhibitors for treatment of 

ovarian cancer, we searched PubMed for articles published through 28 July 2016, using the 

following search term: (“PARP inhibitor” OR rucaparib OR olaparib OR niraparib OR veliparib 

OR talazoparib) AND (ovarian AND (cancer OR carcinoma)). Our search identified several 

clinical trials demonstrating antitumour activity and/or extension of progression-free survival 

(PFS) with PARP inhibitor monotherapy in patients with ovarian carcinoma with or without a 

BRCA mutation. Although some of these clinical studies suggested activity in patients without a 

BRCA mutation, no specific biomarkers were prospectively tested. Those results highlighted 

that there is currently no optimal method to identify BRCA–wild-type cancers most likely to 

respond to a PARP inhibitor.  

Added value of this study 

ARIEL2 Part 1 demonstrated that a tumour-based, next-generation sequencing homologous 

recombination deficiency (HRD) assay that combines BRCA mutation status and percent of 

genome-wide loss of heterozygosity (LOH) could identify platinum-sensitive patients without a 

germline BRCA mutation who are most likely to respond to rucaparib treatment. Using our novel 

algorithm, patients with a germline or somatic BRCA mutation or wild-type BRCA with high LOH 

had longer PFS and a higher objective response rate with rucaparib treatment than patients with 

wild-type BRCA and low LOH. ARIEL2 Part 1 also demonstrated that mutation and methylation 

status of other homologous recombination-related genes, such as RAD51C, can be associated 

with high genomic LOH in BRCA–wild-type tumours and with rucaparib sensitivity. 

Implications of all the available evidence 
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PARP inhibitors have demonstrated impressive activity in patients with a germline or somatic 

BRCA mutation; however, there were no proven predictive biomarkers of response to PARP 

inhibition in those with a BRCA–wild-type tumour. ARIEL2 prospectively tested a biomarker for 

rucaparib responsiveness and showed that quantification of genomic LOH can identify HRD and 

rucaparib responsiveness in BRCA–wild-type cancers. These results greatly extend the utility of 

PARP inhibitors as a treatment for cancer. Additionally, this study provides evidence that LOH 

analysis is more sensitive than mutational or methylation analyses in identifying responders and 

should be evaluated in other tumour types where HRD may be common. 
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Introduction 

Ovarian cancer is the fifth leading cause of cancer death in women in both the United States 

and European Union.1,2 Mutations in one allele of BRCA1 or BRCA2 (BRCA) accompanied by 

loss of the wild-type allele diminishes homologous recombination-mediated DNA damage 

repair,3 leading to loss or duplication of chromosomal regions, also known as genomic loss of 

heterozygosity (LOH).4-6 It is estimated that half of all high-grade serous ovarian carcinomas 

may have homologous recombination deficiency (HRD), with approximately 15% of carcinomas 

harbouring a germline BRCA mutation, 6% a somatic BRCA mutation, and 20% a mutation in, 

or epigenetic silencing of, another homologous recombination gene.7,8 Even without an 

identifiable BRCA or other known homologous recombination gene mutation, many high-grade 

serous ovarian carcinomas display BRCA-like genomic signatures,6,9 which could serve as a 

downstream marker of HRD.  

Poly(ADP-ribose) polymerase (PARP) enzymes are involved in DNA repair through activation of 

the base excision repair and alternative end-joining pathways and inhibition of the 

nonhomologous end-joining pathway.10,11 PARP inhibition in cells with HRD is hypothesised to 

cause an accumulation of unrepaired DNA double-strand breaks, ultimately leading to cell 

death.10-12 Unlike conventional chemotherapies, PARP inhibitors are selectively lethal in HRD 

cells.10,11,13-18 In clinical trials, PARP inhibitors have demonstrated antitumour activity and 

extended progression-free survival (PFS) in patients with or without a BRCA mutation;19-22 

however, the optimal method to identify BRCA–wild-type cancers most likely to respond to a 

PARP inhibitor is unknown.20-23 

Rucaparib, an oral PARP inhibitor, has demonstrated efficacy and safety in a phase 1/2 study of 

women with relapsed, platinum-sensitive, high-grade ovarian carcinoma harbouring a germline 

BRCA mutation, with an objective response rate (ORR) of 66·7%.24 To our knowledge, ARIEL2 
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is the first study to prospectively evaluate patients with ovarian carcinoma using a tumour-

based, next-generation sequencing HRD assay that combines BRCA mutation status and 

percent of genome-wide LOH in a novel algorithm to predict rucaparib sensitivity. The aim of 

ARIEL2 Part 1 was to identify molecular predictors of rucaparib sensitivity in patients with 

platinum-sensitive recurrent high-grade ovarian carcinoma, including tumours without a 

germline or somatic BRCA mutation.  

Methods 

Study design and participants 

ARIEL2 (NCT01891344) is an international, multicentre, two-part, phase 2, open-label study 

designed to assess rucaparib sensitivity in three prospectively defined subgroups 

(Supplementary Appendix, pp 6, 25–153). The study was approved by the institutional review 

board at each study site and conducted in accordance with the Declaration of Helsinki and 

Good Clinical Practice Guidelines of the International Conference on Harmonisation. Patients 

provided written informed consent before participation. Data are presented for ARIEL2 Part 1, 

which has completed enrolment; an extension (Part 2) of ARIEL2, added through a protocol 

amendment (11 May 2015), is ongoing and will be published separately.  

ARIEL2 Part 1 enrolled 206 patients (204 treated) with high-grade serous or endometrioid 

ovarian, fallopian tube, or primary peritoneal carcinoma who had received at least one prior 

platinum therapy. Patients were ≥18 years old, had not previously received a PARP inhibitor, 

had progressed 6 months or more following their most recent platinum-based treatment, had an 

Eastern Cooperative Oncology Group Performance Status of 0 to 1, and had Response 

Evaluation Criteria In Solid Tumors version 1·1 (RECIST)–measurable disease amenable to 

biopsy at trial entry. Patients were ineligible if they had an active second malignancy, had 

central nervous system metastases, or had received anticancer therapy ≤14 days prior to 
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receiving their first dose of rucaparib. Formalin-fixed paraffin-embedded archival and 

pretreatment tumour biopsies of adequate quality were required for each patient. A complete list 

of inclusion and exclusion criteria is provided in the Supplementary Appendix (pp 16–17).  

Procedures 

Patients initiated oral rucaparib 600 mg twice daily for continuous 28-day cycles until disease 

progression or other reason for discontinuation. Supportive care (eg, antiemetics; analgesics for 

pain control) was permitted at the investigator’s discretion. Dose reductions (in increments of 

120 mg) were permitted if a patient experienced a grade 3 or greater adverse event. Treatment 

was discontinued if a dose interruption occurred for more than 14 consecutive days (longer 

dose interruptions were permitted with sponsor approval). Further details on dose modifications 

are provided in the Supplementary Appendix (p 2). 

Disease was evaluated by the investigators per RECIST using computed tomography scans at 

screening and after every 8 weeks during treatment (and post-treatment for patients who 

discontinued for any reason other than disease progression). Patients were evaluated until 

confirmed disease progression or other reason for discontinuation. Cancer antigen 125 (CA-

125) measurements were performed at screening, day 1 of each cycle, end of treatment, and 

when clinically indicated. Haematology, serum chemistry, and safety assessments were 

performed at screening, day 1 and day 15 of cycle 1, and day 1 of subsequent cycles. 

A main objective of this trial was to prospectively test molecular predictors of rucaparib 

sensitivity; therefore, a next-generation sequencing–based assay (Foundation Medicine, Inc., 

Cambridge, MA, USA)25 was used to determine the percent of genomic LOH in archival and 

pretreatment biopsies.25,26 A cutoff of 14% or greater for LOH high was prespecified based on 

analysis of The Cancer Genome Atlas (TCGA) microarray and survival data for patients with 

ovarian carcinoma who had received platinum-based chemotherapy (Supplementary Appendix, 
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pp 2–5, 7, 18).7 Patients were classified into one of three predefined HRD subgroups based on 

tumour analysis: BRCA mutant (deleterious germline or somatic), BRCA wild-type/LOH high, or 

BRCA wild-type/LOH low.  

The tumour sequencing assay also identified mutations in homologous recombination genes 

other than BRCA1 or BRCA2 (Supplementary Appendix, pp 3, 19–20). BRCA1 and RAD51C 

promoter hypermethylation was assessed in tumour using methylation-sensitive polymerase 

chain reaction (Supplementary Appendix, p 4).26,27 Mutations detected in tumour tissue were 

identified as germline or somatic by analysis of genomic DNA from blood using the BROCA-

homologous recombination sequencing assay (University of Washington, Seattle, WA, USA).28 

For each patient, the most recently collected tumour specimen (ie, pretreatment biopsy if 

available, or archival tumour if not) was used to classify BRCA mutation, genomic LOH, and 

methylation status (Supplementary Appendix, pp 4–5, 8). 

Outcomes 

The primary endpoint was PFS, which was assessed for the interval beginning with the first 

dose of rucaparib to disease progression or death from any cause. Secondary endpoints 

included ORR, duration of response, safety, and pharmacokinetics. The ORR was defined as 

the proportion of patients with a best response of complete or partial response (RECIST).29 A 

CA-125 response was defined according to Gynecological Cancer InterGroup (GCIG) criteria.30 

All RECIST and CA-125 responses reported were confirmed by a second assessment after at 

least 4 weeks. The combined RECIST/CA-125 ORR was assessed using GCIG combined 

RECIST/CA-125 criteria.30 Duration of confirmed response (complete or partial response per 

RECIST) was calculated from the initial date a response was observed to the first date of 

progressive disease. Efficacy was assessed by the investigators. Prior to study enrolment, each 

patient’s LOH status was unknown, and investigators were blinded to the LOH analysis during 
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the study. Investigators were not blinded to BRCA mutation status as patients could enrol with a 

known germline BRCA mutation, and information regarding a BRCA mutation detected upon 

analysis of tumour tissue during the study was provided to consenting patients/investigators. 

Adverse events were classified according to Medical Dictionary for Drug Regulatory Activities 

classification system version 18·131 and graded on severity according to National Cancer 

Institute Common Terminology Criteria for Adverse Events version 4·03.32 Rucaparib 

pharmacokinetics were evaluated using trough plasma concentrations (Supplementary 

Appendix, pp 4–5).  

Statistical analysis 

After reviewing data from TCGA, we estimated that 30% of patients eligible for ARIEL2 (ie, 

those with platinum-sensitive ovarian cancer) would be classified in the BRCA-mutant subgroup, 

30% to 50% in the BRCA–wild-type/LOH-high subgroup, and 20% to 40% in the BRCA–wild-

type/LOH-low subgroup. Thus, ARIEL2 was designed to enrol at least 180 patients such that 

any of the three possible pairwise comparisons of subgroups would contain at least 100 

patients, with each of the three comparisons resulting in 80% power at a two-sided 10% 

significance level to detect a difference in PFS distributions (assuming the hazard ratio [HR] 

between two subgroups was 0·50). The number of patients with a known deleterious germline 

BRCA mutation was capped (n=15). Patients who were in the screening process when the 

target enrolment of 180 patients was reached were allowed to complete screening and enrol 

into the study if eligible. All efficacy and safety analyses were performed using the safety 

population, which included all patients who were treated with at least one dose of rucaparib. 

Progression-free survival was analysed using Kaplan-Meier methodology and a Cox 

proportional hazard model (two-sided test at the 5% significance level; 95% confidence interval 

[CI]) for the BRCA-mutant and BRCA–wild-type/LOH-high subgroups compared with the BRCA–
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wild-type/LOH-low subgroup (Supplementary Appendix, pp 4–5, 15). Patients without 

documented progression were censored as of their last tumour assessment. Duration of 

response was analysed using Kaplan-Meier methodology, with log-rank test used to compare 

the distribution between subgroups. Patients with an ongoing response were censored as of 

their last postbaseline scan. Objective response rates were presented as percentages with 95% 

CIs using Clopper-Pearson methodology and analysed between subgroups using a Chi-square 

test of proportions. A post hoc analysis of the best percentage change in the sum of all target 

lesions by RECIST compared with baseline was also performed. Statistical analyses of PFS, 

duration of response, ORR, best percentage change in target lesions, and safety were 

conducted using SAS® version 9·3. Post hoc comparison of LOH classification in archival and 

pretreatment biopsies was analysed using Fisher’s exact test. Comparison of sensitivity to 

detect RECIST responders using different biomarkers was analysed using McNemar’s test 

(Supplementary Appendix, p 11). Statistical analyses of comparison of LOH classification and 

sensitivity to detect RECIST responders were conducted using R version 3·3·1. 

ARIEL2 is registered with ClinicalTrials.gov, number NCT01891344. 

Role of the funding source 

The study was designed by the funder, Clovis Oncology, Inc., and a subgroup of investigators. 

Data presented herein were collected by the funder; the funder and all authors interpreted and 

analysed the data. Writing and editorial assistance were supported by the funder. Molecular 

studies were funded in part by Department of Defense Ovarian Cancer Research Program 

OC120506 (EMS, SHK). EMS, KKL, HG, TCH, SG, L Maloney, JI, ARA, LR, MR, and IAM had 

access to the raw data. The corresponding author had full access to all the data in the study and 

had final responsibility for the decision to submit for publication. 

Results 

http://clinicaltrials.gov/
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Patient characteristics 

Patients were enrolled between 30 October 2013 and 19 December 2014. At the data cutoff 

date (18 January 2016), 204 patients were treated with rucaparib (figure 1), with 28 patients still 

on study. Median duration of treatment for the 204 patients was 5·7 months (interquartile range, 

84·5–307·5). Steady-state pharmacokinetics with rucaparib was achieved by cycle 1 day 15, 

with a mean (standard deviation) trough plasma concentration of 2026 (1147) ng/mL 

(Supplementary Appendix, pp 5, 9). A total of 192 treated patients were classified into one of the 

three predefined HRD subgroups: BRCA mutant (deleterious germline or somatic BRCA 

mutation; n=40), BRCA wild-type/LOH high (n=82), or BRCA wild-type/LOH low (n=70). 

Tumours from 12 patients were determined to be BRCA wild-type, but could not be classified for 

LOH largely because of insufficient neoplastic nuclei. Clinical characteristics of enrolled patients 

are detailed in table 1. Given the enrolment cap for known BRCA mutation carriers, only 9·8% of 

patients (n=20) were confirmed to have a germline BRCA mutation (14 BRCA1 and six BRCA2) 

using the BROCA-homologous recombination assay. Nineteen additional patients (9·3%) were 

found to have a somatic BRCA mutation (14 BRCA1 and five BRCA2) based on tumour 

sequencing and the BROCA-homologous recombination assay. The germline/somatic status of 

one BRCA1 mutation was not determined. Twenty (9·8%) additional patients had a somatic or germline mutation in 

another homologous recombination gene (Supplementary Appendix, p 20). Of 165 tumours for which methylation analyses were 

completed, 21 (12·7%) BRCA1 and four (2·4%) RAD51C were promoter hypermethylated. Methylation of BRCA1 and 

RAD51C was only observed in tumours that did not harbour a germline or somatic mutation in 

BRCA or RAD51C (figures 2 and 3).  

Efficacy 

The risk of disease progression while on treatment with rucaparib was significantly reduced in 

the BRCA-mutant subgroup (HR, 0·27; 95% CI, 0·16–0·44; p<0·0001) and in the BRCA–wild-

type/LOH-high subgroup (HR, 0·62; 95% CI, 0·42–0·90; p=0·011) compared with the BRCA–
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wild-type/LOH-low subgroup (figure 2A). In the BRCA-mutant, BRCA–wild-type/LOH-high, and 

BRCA–wild-type/LOH-low subgroups, 24, 56, and 59 patients had disease progression or died, 

respectively. Median PFS following rucaparib treatment was 12·8 (95% CI, 9·0–14·7), 5·7 (95% 

CI, 5·3–7·6), and 5·2 (95% CI, 3·6–5·5) months in the three subgroups. More patients in the 

BRCA-mutant subgroup (50·4%; p<0·0001 for HR) and in the BRCA–wild-type/LOH-high 

subgroup (28·0%; p=0·011 for HR) were progression free at 12 months than the BRCA–wild-

type/LOH-low subgroup (9·6%).  

The three subgroups also differed in other outcome measures. The confirmed RECIST 

response rates were 80·0% (32/40; 95% CI, 64·4–90·9), 29·3% (24/82; 95% CI, 19·7–40·4), and 

10·0% (7/70; 95% CI, 4·1–19·5) in the BRCA-mutant, BRCA–wild-type/LOH-high, and BRCA–

wild-type/LOH-low subgroups (table 2) and were significantly higher in the BRCA-mutant 

(p<0·0001) and BRCA–wild-type/LOH-high subgroups (p=0·0033) than in the BRCA–wild-

type/LOH-low subgroup. The RECIST response rates were similar in patients with a germline 

(85·0%, 17/20; 95% CI, 62·1–96·8) or somatic (73·7%, 14/19; 95% CI, 48·8–90·9) BRCA 

mutation and in patients with a BRCA1 (79·3%, 23/29; 95% CI, 60·3–92·0) or BRCA2 (81·8%, 

9/11; 95% CI, 48·2–97·7) mutation (table 2). Post hoc analysis of the best percentage change in 

the sum of all target lesions by RECIST compared with baseline is shown for each patient 

according to molecular subgroup in figure 3. The confirmed combined RECIST/CA-125 

response rates were 85·0% (34/40; 95% CI, 70·2–94·3), 43·9% (36/82; 95% CI, 33·0–55·3), 

and 20·0% (14/70; 95% CI, 11·4–31·3) in the BRCA-mutant, BRCA–wild-type/LOH-high, and 

BRCA–wild-type/LOH-low subgroups (table 2), and were significantly higher in the BRCA-

mutant (p<0·0001) and BRCA–wild-type/LOH-high (p=0·0018) subgroups than in the BRCA–

wild-type/LOH-low subgroup.  
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Median duration of response was 9·2 months (95% CI, 6·4–12·9) in the BRCA-mutant subgroup 

and 10·8 months (95% CI, 5·7–not reached) in the BRCA–wild-type/LOH-high subgroup, 

durations which were both longer (p=0·013 and p=0·022) than that observed for the BRCA–

wild-type/LOH-low subgroup (5·6 months; 95% CI, 4·6–8·5; Supplementary Appendix, p 10). 

Both RECIST and CA-125 responses were observed in patients with a mutation in a non-BRCA 

homologous recombination gene (eg, ATM, NBN, RAD51C, or RAD51D) (Supplementary 

Appendix, p 20). Confirmed RECIST responses were also seen in patients with BRCA1 

methylated and RAD51C methylated tumours (figure 2B). 

Among BRCA–wild-type tumours, genomic LOH was a more sensitive predictor of response 

(sensitivity, 78%) than mutation of other homologous recombination genes (sensitivity, 11%; 

p<0·0001 per McNemar’s test) and methylation of BRCA1 or RAD51C (sensitivity, 48%; 

p<0·021; Supplementary Appendix, p 11). However, genomic LOH was not significantly more 

sensitive than an analysis that combined both mutation and methylation (sensitivity, 59%; 

p=0·13).   

Archival versus pretreatment biopsies 

For 117 patients, LOH analyses were completed on paired archival and pretreatment tissue; 

post hoc analysis indicated that LOH classification was highly concordant (r=0·86, p<0·0001; 

Supplementary Appendix, p 12). Of 50 patients with an LOH-low archival specimen, 34·0% 

(17/50) had an LOH-high pretreatment specimen. Of the 17 patients with a change in 

classification from LOH low to LOH high, five had a partial response. In contrast, the reverse 

scenario of a change in classification from LOH high to LOH low between the archival and the 

pretreatment tissue was not observed for any patient. Methylation of BRCA1 was also highly 

concordant in 90 paired samples (p<0·0001; Supplementary Appendix, p 12). Of 13 patients 

with BRCA1 methylation in the archival specimen, 30·8% (4/13) had an unmethylated 
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pretreatment sample. Only one patient had methylation in the pretreatment biopsy but not in the 

archival biopsy.  

Safety 

At least one treatment-emergent adverse event was reported in 100·0% (204/204) of patients. 

Common treatment-emergent adverse events included nausea (163/204; 79·9%) and 

asthenia/fatigue (159/204; 77·9%) (table 3). The most frequent grade 3 or higher treatment-

emergent adverse event was anaemia/decreased haemoglobin (43/204; 21·1%). Treatment-

emergent elevations in alanine aminotransferase (ALT), aspartate aminotransferase (AST), and 

blood creatinine, which were predominantly grade 1 or 2, were also observed. One or more 

serious treatment-emergent adverse event was reported in 24·5% (50/204) of patients. 

Common serious adverse events included small intestinal obstruction (10/204; 4·9%), malignant 

neoplasm progression (10/204; 4·9%), and anaemia (9/204; 4·4%) (Supplementary Appendix, p 

21). Thirty-nine percent of all treated patients (80/204) required a dose reduction, most 

commonly for anaemia (28/204; 13·7%) and nausea (22/204; 10·8%) (Supplementary 

Appendix, p 22). Nineteen patients (9·3%) discontinued treatment with an adverse event as the 

primary reason; fatigue was the most common reason in six patients (2·9%) (Supplementary 

Appendix, p 23). Two deaths were reported on study (one case each because of sepsis and 

malignant neoplasm progression). No treatment-related deaths were reported. 

Discussion 

The results of ARIEL2 Part 1 demonstrate the activity of rucaparib in patients with relapsed 

platinum-sensitive, high-grade ovarian carcinoma. These data also highlight the ability of an 

HRD signature identified by an algorithm that combines the percent of tumour genomic LOH 

with BRCA mutation status to identify patients who may benefit from rucaparib treatment. In 

ARIEL2 Part 1, the three groups defined by BRCA and LOH analysis had distinct outcomes. 
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The BRCA-mutant subgroup had a significantly lower risk of progression (HR, 0·27) and a 

higher RECIST response rate (80·0%; p<0·0001) than patients with BRCA–wild-type/LOH-low 

carcinomas (10·0%). Response rates were similar between rucaparib-treated patients with a 

somatic or germline BRCA mutation and with a BRCA1 or BRCA2 mutation.  

For patients with a BRCA–wild-type carcinoma, there was increased benefit for LOH-high 

compared to those with an LOH-low carcinoma. Although the two BRCA–wild-type subgroups 

had a similar median PFS (5·7 and 5·2 months in LOH-high and LOH-low), the BRCA–wild-

type/LOH-high subgroup had a greater chance of being progression free at any time point (HR, 

0·62; p=0·0113; figure 2A), better confirmed RECIST response rate (29·3% vs 10·0%; 

p=0·0033), better confirmed RECIST/CA-125 response rate (43·9% vs 20·0%; p=0·0018), and 

longer duration of response (median, 10·8 vs 5·6 months; p=0·0221) than the LOH-low 

subgroup. The median duration of response for the BRCA–wild-type/LOH-high subgroup (10·8 

months; 95% CI, 5·7–not reached) was similar to that of the BRCA-mutant subgroup (9·2 

months; 95% CI, 6·4–12·9), with 15·9% and 30·0% of patients still on treatment at the cutoff 

date, indicating the ability of the HRD assay to identify patients without a BRCA mutation who 

may experience a durable response with rucaparib treatment. A retrospective analysis of these 

data indicated that a refined cutoff of 16% or greater in the LOH high subgroup provided optimal 

discrimination of PFS, ORR, and duration of response in patients with BRCA–wild-type ovarian 

carcinomas.33 

Comparing outcomes in ARIEL2 Part 1 to other studies investigating PARP inhibitors is difficult 

because of the ambiguity in how BRCA–wild-type cancers have been defined historically. For 

example, in a recent study of patients with recurrent platinum-sensitive ovarian carcinoma, 

median PFS was 5·7 months and the ORR was 31·8% following use of single-agent olaparib in 

a subgroup of 22 patients without a germline BRCA mutation. However, the BRCA mutation 
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status of the tumour was unknown in half of the patients in that subgroup (11/22).34 Additionally, 

we are not aware of any studies that have prospectively investigated PFS or ORR following 

platinum therapy in patients with relapsed, BRCA–wild-type ovarian carcinoma, which makes it 

difficult to compare the results from ARIEL2 Part 1 to an expected response rate to platinum 

therapy. 

Our results add to the increasing body of evidence demonstrating the potential of HRD analysis 

to identify patients who will benefit from PARP inhibitor treatment. Other biomarkers for HRD 

have been evaluated in prior studies,4,35,36 for example, through retrospective analysis of BRCA 

mutations in ovarian carcinoma,21 or prospective identification of homozygous 

deletions/mutations through next-generation sequencing in prostate cancer.22 Additionally, the 

NOVA trial (NCT01847274) is prospectively testing an HRD-based assay in a trial of niraparib 

as maintenance therapy in patients with platinum-sensitive ovarian cancer. However, we believe 

that ARIEL2 is the only study to prospectively assess an HRD assay in ovarian cancer patients 

with measurable disease treated with a PARP inhibitor, thereby testing the assay as a 

biomarker for PARP inhibitor response. Other prospective trials in ovarian cancer are evaluating 

HRD assays in the maintenance setting following platinum therapy (eg, NOVA, ARIEL3). 

Our results also suggest that, in platinum-sensitive ovarian carcinomas, a mutation in a 

homologous recombination gene other than BRCA1 or BRCA2 (eg, RAD51C) or promoter 

hypermethylation of BRCA1 or RAD51C can be associated with high genomic LOH and with 

rucaparib response (figures 2 and 3; Supplementary Appendix, p 20). However, not all 

homologous recombination gene mutations were associated with an LOH-high genotype. 

Although the LOH analysis was more sensitive in identifying responders in BRCA–wild-type 

ovarian carcinomas than were either mutational or methylation analyses, LOH analysis was not 

significantly more sensitive than mutation and methylation analyses combined. The high 
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correlation of genomic LOH in archival and pretreatment biopsies indicates that either source 

can be used to predict response to rucaparib in this patient population (Supplementary 

Appendix, p 12). However, a subset of patients whose archival tumour samples were defined as 

having low genomic LOH had increased genomic LOH in matched pretreatment tumour 

biopsies. This corresponded to higher predictive sensitivity for recent biopsies (Supplementary 

Appendix, p 13). Interestingly, even in this platinum-sensitive patient population, loss of BRCA1 

methylation from archival to pretreatment biopsy was observed in 30·8% of tumours. Recent 

data from ovarian cancer patients with acquired chemotherapy resistance demonstrated that 

loss of BRCA1 methylation could serve as a mechanism of therapeutic resistance.37 Given that 

the HRD status within a tumour may change over time, we recommend testing the most recently 

collected tumour biopsy. 

In ARIEL2, treatment-emergent toxicities were frequent and led to dose reductions in 39·2% 

(80/204) of patients; however, only 9·3% (19/204) of patients withdrew from the study as a 

result of a treatment-emergent toxicity. As with studies of other PARP inhibitors, treatment-

emergent anaemia was the most common grade 3 adverse event. Anaemia was managed 

through transfusions and dose reductions. Alanine/aspartate aminotransferase levels increased 

following use of rucaparib; however, these increases were asymptomatic, reversible, and rarely 

associated with increased bilirubin levels. Patients with elevated ALT/AST levels were able to 

continue rucaparib treatment without dose reduction, and these elevations normalised over 

time. 

Mild to moderate elevations in creatinine were also observed within the first few weeks following 

initiation of rucaparib treatment. Veliparib, another PARP inhibitor, has been shown to inhibit 

drug transporters expressed in the liver (MATE1) and kidneys (OCT2, MATE1, and MATE2-

K).38 Similarly, in vitro studies have shown that rucaparib inhibits MATE1 and MATE2-K 
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transporters, which play a role in renal secretion of creatinine. Thus, inhibition of these 

transporters may be responsible for the increases in blood creatinine observed following 

rucaparib treatment. Based on this mechanism, elevations in serum creatinine should be 

evaluated in conjunction with other laboratory parameters to assess renal function. 

Our study had several limitations. Although ARIEL2 Part 1 identified a biomarker that appears 

predictive, it remains possible that the HRD assay may only be prognostic; therefore, the 

predictive ability of the biomarker will need to be confirmed in the setting of a larger randomised 

study. Given these considerations, the refined LOH-high cutoff of 16% or greater that was 

identified retrospectively in ARIEL2 Part 1 is being prospectively applied in the randomised, 

phase 3 study ARIEL3 (NCT01968213), which is assessing PFS and overall survival with 

rucaparib as maintenance therapy following platinum-based chemotherapy for patients with 

platinum-sensitive, recurrent ovarian carcinoma. The randomised design of ARIEL3 will enable 

confirmation of genomic LOH as a predictive biomarker. Additionally, it is not known whether the 

findings in ARIEL2 Part 1 will extend to patients whose disease is resistant or refractory to 

platinum therapy. Hence, the HRD assay is also being prospectively tested in an extension (Part 

2) of ARIEL2 that is investigating rucaparib in patients who are platinum-sensitive, -resistant, or 

-refractory; have received at least three but not more than four prior chemotherapies; and had a 

treatment-free interval of more than 6 months following first-line chemotherapy. The primary 

endpoint of ARIEL2 Part 2 is the ORR; PFS and overall survival are key secondary endpoints. 

Additional studies should assess whether the HRD assay developed in ARIEL2 predicts 

sensitivity to rucaparib and other PARP inhibitors in patients with other cancer types, including 

nonserous ovarian, gastric, pancreatic, prostate, or breast cancers.9,22,39-41 
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Table 1: Demographic and disease characteristics by HRD subgroup 

Characteristic 

HRD subgroup
 

Total 

(n=204)*
 

BRCA 

mutant 

(n=40) 

BRCA wild-type/ 

LOH high 

(n=82) 

BRCA wild-type/ 

LOH low 

(n=70) 

Median age (range), years 58·5 (33–78) 65·0 (39–83) 65·0 (31–86) 64·5 (31–86) 

ECOG Performance Status, n (%)    
 

0 26 (65·0) 52 (63·4) 46 (65·7) 133 (65·2) 

1 14 (35·0) 30 (36·6) 23 (32·9) 70 (34·3) 

Pending 0 0 1 (1·4) 1 (0·5) 

Diagnosis, n (%)
† 

   
 

Epithelial ovarian cancer 38 (95·0) 68 (82·9) 49 (70·0) 163 (79·9) 

Primary peritoneal cancer 1 (2·5) 10 (12·2) 12 (17·1) 24 (11·8) 

Fallopian tube cancer 1 (2·5) 4 (4·9) 9 (12·9) 16 (7·8) 

Histology, n (%)    
 

Serous 39 (97·5) 80 (97·6) 66 (94·3) 197 (96·6) 

Endometrioid 1 (2·5) 1 (1·2) 2 (2·9) 4 (2·0) 

Mixed 0 1 (1·2) 2 (2·9) 3 (1·5) 

Number of prior treatment regimens    
 

Median number of regimens (range) 2·0 (1–6) 1·0 (1–6) 1·0 (1–3) 1·0 (1–6) 

1, n (%) 17 (42·5) 44 (53·7) 47 (67·1) 118 (57·8) 

≥2, n (%) 23 (57·5) 38 (46·3) 23 (32·9) 86 (42·2) 

Median number of platinum-based 

regimens (range) 
2·0 (1–5) 1·0 (1–5) 1·0 (1–3) 1·0 (1–5) 

1, n (%) 17 (42·5) 45 (54·9) 49 (70·0) 121 (59·3) 

≥2 — no. (%) 23 (57·5) 37 (45·1) 21 (30·0) 83 (40·7) 

Progression-free interval following 

completion of platinum-based 
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chemotherapy, n (%) 

6 to <12 months 23 (57·5) 37 (45·1) 31 (44·3) 96 (47·1) 

≥12 months 17 (42·5) 45 (54·9) 39 (55·7) 108 (52·9) 

ECOG=Eastern Cooperative Oncology Group. HRD=homologous recombination deficiency. LOH=loss of heterozygosity. 

*Includes 12 patients (5·9% of total) whose tumour specimens had sufficient nuclei to categorise as BRCA wild-type, but 

insufficient nuclei to perform genomic LOH analysis. 

†
Diagnosis was unknown for one patient (0·5% of total).  

 



 

30 

Table 2: Objective response rates by HRD subgroup 

HRD subgroup 

Objective response rate 

By RECIST* By combined 

RECIST/CA-125 

n (%) 95% CI n (%) 95% CI 

BRCA mutant (n=40) 32 (80·0) 64·4–90·9 34 (85·0) 70·2–94·3 

Germline mutation (n=20) 17 (85·0) 62·1–96·8 17 (85·0) 62·1–96·8 

Somatic mutation (n=19) 14 (73·7) 48·8–90·9 16 (84·2) 60·4–96·6 

Indeterminate (n=1) 1 (100·0) 2·5–100·0 1 (100·0) 2·5–100·0 

BRCA1 mutation (n=29) 23 (79·3) 60·3–92·0 25 (86·2) 68·3–96·1 

BRCA2 mutation (n=11) 9 (81·8) 48·2–97·7 9 (81·8) 48·2–97·7 

PFI, ≥6 to <12 months (n=23) 20 (87·0) 66·4–97·2 20 (87·0) 66·4–97·2 

PFI, ≥12 months (n=17) 12 (70·6) 44·0–89·7 14 (82·4) 56·6–96·2 

BRCA wild-type/LOH high (n=82) 24 (29·3) 19·7–40·4 36 (43·9) 33·0–55·3 

BRCA wild-type/LOH low (n=70) 7 (10·0) 4·1–19·5 14 (20·0) 11·4–31·3 

BRCA wild-type/LOH not classified (n=12) 4 (33·3) 9·9–65·1 7 (58·3) 27·7–84·8 

CA-125=cancer antigen 125. CI=confidence interval. HRD=homologous recombination deficiency. 

LOH=loss of heterozygosity. PFI=progression-free interval following completion of platinum-based 

chemotherapy. RECIST=Response Evaluation Criteria In Solid Tumors version 1·1. 

Confidence intervals calculated using Clopper-Pearson methodology. 

*Confirmed responses according to RECIST. 



 

31 

Table 3: Treatment-emergent adverse events 

 

Grade 1–2 Grade 3 Grade 4 Grade 5 

n (%)* 

Nausea 154 (75·5) 9 (4·4) 0 0 

Asthenia/fatigue 141 (69·1) 18 (8·8) 0 0 

Constipation 91 (44·6) 3 (1·5) 0 0 

Vomiting 85 (41·7) 4 (2·0) 0 0 

Dysgeusia 87 (42·6) 0 0 0 

ALT/AST increased
†
 61 (29·9) 24 (11·8) 1 (0·5) 0 

Decreased appetite 80 (39·2) 4 (2·0) 0 0 

Anaemia/decreased haemoglobin 29 (14·2) 43 (21·1) 2 (1·0) 0 

Diarrhoea 61 (29·9) 7 (3·4) 0 0 

Abdominal pain 56 (27·5) 5 (2·5) 0 0 

Dyspnoea 46 (22·5) 1 (0·5) 0 0 

Abdominal distension 43 (21·1) 0 0 0 

Dizziness 37 (18·1) 1 (0·5) 0 0 

Urinary tract infection 33 (16·2) 4 (2·0) 0 0 

Blood creatinine increased 34 (16·7) 0 0 0 

Thrombocytopaenia/platelet count 

decreased 
25 (12·3) 5 (2·5) 0 

0 

Photosensitivity reaction  27 (13·2) 0 0 0 

Neutropaenia/neutrophil count 

decreased 
10 (4·9) 9 (4·4) 7 (3·4) 0 

Insomnia 25 (12·3) 0 0 0 

Pyrexia 24 (11·8) 1 (0·5) 0 0 

Oedema peripheral 22 (10·8) 0 0 0 
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Alopecia 21 (10·3) 0 0 0 

Stomatitis 20 (9·8) 1 (0·5) 0 0 

Upper respiratory tract infection 21 (10·3) 0 0 0 

Blood alkaline phosphatase 

increased 
16 (7·8) 3 (1·5) 0 0 

Dyspepsia 18 (8·8) 1 (0·5) 0 0 

Pain in extremity 17 (8·3) 1 (0·5) 0 0 

Weight decreased 16 (7·8) 1 (0·5) 0 0 

Dehydration 10 (4·9) 6 (2·9) 0 0 

Myalgia 15 (7·4) 1 (0·5) 0 0 

Ascites 7 (3·4) 7 (3·4) 0 0 

Blood cholesterol increased 11 (5·4) 2 (1·0) 0 0 

Hypokalaemia 7 (3·4) 5 (2·5) 0 0 

White blood cell count decreased 11 (5·4) 1 (0·5) 0 0 

Small intestinal obstruction 1 (0·5) 10 (4·9) 0 0 

Hydronephrosis 8 (3·9) 2 (1·0) 0 0 

Malignant neoplasm progression 0 8 (3·9) 1 (0·5) 1 (0·5) 

Blood bilirubin increased 7 (3·4) 1 (0·5) 1 (0·5) 0 

Mucosal inflammation 7 (3·4) 1 (0·5) 0 0 

Acute kidney injury 1 (0·5) 5 (2·5) 0 0 

Bronchitis 5 (2·5) 1 (0·5) 0 0 

Gamma-glutamyltransferase 

increased 
1 (0·5) 4 (2·0) 1 (0·5) 0 

Hypercholesterolaemia 5 (2·5) 1 (0·5) 0 0 

Hyperglycaemia 4 (2·0) 2 (1·0) 0 0 

Rectal haemorrhage 5 (2·5) 1 (0·5) 0 0 



 

33 

Fall 4 (2·0) 1 (0·5) 0 0 

Transaminases increased 2 (1·0) 3 (1·5) 0 0 

Malaise 3 (1·5) 1 (0·5) 0 0 

Sepsis 0 1 (0·5) 2 (1·0) 1 (0·5) 

Presyncope 2 (1·0) 1 (0·5) 0 0 

Pulmonary embolism 1 (0·5) 2 (1·0) 0 0 

Syncope 0 3 (1·5) 0 0 

Food poisoning 1 (0·5) 1 (0·5) 0 0 

Hyperbilirubinaemia 1 (0·5) 1 (0·5) 0 0 

Lymphocyte count decreased 1 (0·5) 0 1 (0·5) 0 

Lymphoedema 1 (0·5) 1 (0·5) 0 0 

Tachycardia 1 (0·5) 1 (0·5) 0 0 

Pneumonia 0 2 (1·0) 0 0 

Agitation 0 1 (0·5) 0 0 

Bile duct obstruction  0 1 (0·5) 0 0 

Dyspareunia 0 1 (0·5) 0 0 

Empyema 0 1 (0·5) 0 0 

Hypermagnesaemia 0 1 (0·5) 0 0 

Intestinal obstruction 0 1 (0·5) 0 0 

Lymphangitis 0 1 (0·5) 0 0 

Mental status changes 0 1 (0·5) 0 0 

Peritonitis 0 1 (0·5) 0 0 

Cataract 0 0 1 (0·5) 0 

Febrile neutropenia 0 0 1 (0·5) 0 

Granulocyte count decreased 0 0 1 (0·5) 0 

Intestinal perforation  0 0 1 (0·5) 0 
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Large intestinal obstruction 0 0 1 (0·5) 0 

Long QT syndrome congenital 0 0 1 (0·5) 0 

AML/MDS 0 0 0 0 

ALT=alanine aminotransferase. AML=acute myeloid leukaemia. AST=aspartate aminotransferase. 

MDS=myelodysplastic syndrome. 

*n=204. 

†
ALT/AST elevations were transient, self-limiting, and not associated with other signs of liver toxicity.  
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Figure legends 

Figure 1: Diagram of patient subgroups 

LOH=loss of heterozygosity. 

*Data presented in this manuscript focus on those patients whose LOH status was determined. 

†Patients had genomic LOH ≥14%. 

‡Sequencing of archival and pretreatment tumour samples from one patient did not pass quality 

check; therefore, the tumour cannot be definitively concluded to be BRCA wild-type. 

 

Figure 2: Progression-free survival and duration of response by HRD subgroup 

(A) Kaplan-Meier estimates of progression-free survival in all patients who received at least one 

dose of rucaparib, stratified by HRD subgroup. Median progression-free survival for the BRCA-

mutant (blue), BRCA–wild-type/LOH-high (red), and BRCA–wild-type/LOH-low (green) 

subgroups was 12·8 (95% CI, 9·0–14·7), 5·7 (95% CI, 5·3–7·6), and 5·2 (95% CI, 3·6–5·5) 

months. (B) Swimlane plot of duration of response in patients classified into the three 

predefined HRD subgroups with confirmed partial or complete RECIST responses. Each bar 

represents an individual patient with the length corresponding to length of time on study drug. 

Duration of a response is indicated by shading along each bar. Tiles to the left of the plot 

indicate the HRD subgroup of each patient and homologous recombination gene mutation type 

(colour coded by type) or methylation type identified in tumour or blood samples. Germline 

mutations are indicated by a “G,” somatic mutations by an “S,” and indeterminate mutations by 

an “I.” Patients with unknown methylation of BRCA1 or RAD51C are indicated by an “X.” One 

patient with a BRCA1 methylation who had a partial response is not included in panel B 

because the archival or pretreatment biopsy could not be classified into an HRD subgroup.    
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CI=confidence interval. HR=hazard ratio. HRD=homologous recombination deficiency. 

LOH=loss of heterozygosity. 

 

Figure 3: Best response in size of target lesions by HRD subgroup 

Best percentage change from baseline in sum of longest diameter of target lesions according to 

RECIST is shown in the (A) BRCA-mutant subgroup, (B) BRCA–wild-type/LOH-high subgroup, 

and (C) BRCA–wild-type/LOH-low subgroup. Each bar represents percentage change from 

baseline in sum of the longest diameter of target lesions for an individual patient according to 

RECIST. Upper dotted line indicates the threshold for progressive disease, a 20% increase in 

the sum of the longest diameter of the target lesions. Lower dotted line indicates the threshold 

for partial response, a 30% decrease in the sum of the longest diameter of the target lesions. 

Patients who also had a CA-125 response are indicated by cross-hatched bars. Ongoing 

patients at the time of the data cutoff are indicated by a “♦” symbol. The tables below each panel 

indicate homologous recombination gene mutations (colour coded by type) and methylation 

identified in the tumour samples. Germline mutations are indicated by a “G,” somatic mutations 

by an “S,” and indeterminate mutations by an “I.” Patients with unknown methylation of BRCA1 

or RAD51C are indicated by an “X.”  

CA-125=cancer antigen 125. HRD=homologous recombination deficiency. LOH=loss of 

heterozygosity. RECIST=Response Evaluation Criteria In Solid Tumors version 1·1. 
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1 SYNOPSIS 

Protocol Number CO-338-017 

Title A Phase 2, Open-Label Study of Rucaparib in Patients with Platinum-Sensitive, 
Relapsed, High-Grade Epithelial Ovarian, Fallopian Tube, or Primary Peritoneal 
Cancer 

Study Phase Phase 2 

Introduction Rucaparib is an orally available, small molecule inhibitor of poly (adenosine 
diphosphate [ADP]–ribose) polymerase (PARP) being developed for treatment 
of ovarian cancer associated with homologous recombination DNA repair 
deficiency.  The safety and efficacy of rucaparib has been evaluated in several 
Phase 1 and Phase 2 studies. 

Normal cells repair single-strand breaks (SSBs) in DNA through base excision 
repair (BER).  While there are several variations of BER, all pathways rely on 
PARP enzymes, of which PARP-1 is the best characterized.  SSBs that are not 
repaired result in stalled replication forks and the development of double-strand 
breaks (DSBs), which are repaired by homologous recombination repair (HRR) 
of DNA, a complex process involving multiple proteins, including those encoded 
by breast cancer susceptibility gene 1 and 2 (BRCA1 and BRCA2), as well as 
RAD51, Fanconi anemia core complex, ataxia telangiectasia mutated (ATM), 
and ataxia telangiectasia and RAD3-related (ATR) protein, among others. 

HRR pathway defects, either as an initiating event or late event in the 
carcinogenetic process, may be responsible for the genetic instability observed in 
many cancers.  The Cancer Genome Atlas (TCGA), which completed an analysis 
of molecular changes associated with high-grade serous ovarian cancer 
(HGSOC), estimated that approximately 50% of patients with HGSOC have 
homologous recombination deficiency (HRD).1 Germline mutations in the 
BRCA1 and BRCA2 genes (gBRCA) are the strongest known hereditary factors 
for epithelial ovarian cancer (EOC), accounting for up to 15% of all EOC.2,3

These patients carry heterozygous deleterious mutations in their germline DNA, 
and develop tumors when the remaining wild-type functional allele is inactivated 
(i.e., “second hit”).  Approximately 6 – 8% of HGSOC patients have somatic 
mutations in BRCA1 or BRCA2 (sBRCA).1,4  HRD is not limited to mutations of 
BRCA1/2, however.  Approximately 27% of HGSOC patients are estimated to 
have HRD due either to an alteration in a HRR gene other than BRCA1/2 or due 
to other molecular alteration or modification (e.g., epigenetic silencing). 

Inhibition of DNA damage repair in cancer cells, which are intrinsically 
genetically unstable, represents an attractive opportunity for the development of 
new therapies.  Given the overlap in various DNA repair pathways, inhibition of 
a single pathway is unlikely to have a significant effect.  Inhibition of multiple 
pathways, such as BER with a PARP inhibitor, in the context of tumor with 
intrinsic HRD, may lead to cell death, a concept known as synthetic lethality.  
Normal cells, with only one DNA repair pathway affected by inhibition of 
PARP, still have an intact DNA repair pathway that can compensate.  This 
concept of synthetic lethality has been demonstrated in key in vitro and in vivo
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Introduction 
(cont) 

studies, as well as in several clinical trials with PARP inhibitors.5-10

While up to 15% of patients may have a hereditary form of ovarian cancer 
(based on germline mutations), the majority of cases are sporadic (based on 
somatic mutations).1,11-13  Both gBRCA and sBRCA mutations result in HRD, and 
patients whose tumors harbor these mutations derive clinical benefit from PARP 
inhibitor therapy.14  Collectively, these mutations comprise a group known as 
tissue BRCA (tBRCA).  Patients without evidence of a gBRCA or sBRCA
mutation also derive benefit from PARP inhibitor treatment.14,15  The molecular 
signature associated with PARP inhibitor response in a non-BRCA setting is not 
yet fully understood, but may be linked to other mechanisms of HRD, termed 
non-BRCA HRD (nbHRD).  This molecular signature, as well as sBRCA
mutations, cannot be characterized by a blood-based diagnostic test.  

The purpose of this study is to define a tumor-based molecular signature of HRD 
in ovarian cancer that correlates with response to rucaparib and enables selection 
of appropriate ovarian cancer patients for treatment with rucaparib.  Through a 
series of experiments and data analyses, the Sponsor has determined that 
measuring the extent of genomic scarring, a downstream consequence of HRD, 
is a potential method for identifying patients who may be sensitive to rucaparib. 
Genomic scarring can be assessed by quantifying the extent of loss of 
heterozygosity across the tumor genome (tumor genomic LOH).  One of the 
main advantages of detecting tumor genomic LOH is that it can identify HRD 
tumors regardless of the underlying mechanisms, which include both known 
(i.e., BRCA mutations) and unknown genetic and other mechanisms.  In this 
study, patients will be prospectively placed into 1 of 3 HRD subgroups prior to 
primary efficacy analysis.  HRD subgroups include: tBRCA (HRD related to a 
deleterious BRCA1 or BRCA2 gene mutation in tumor tissue), nbHRD (no 
BRCA1 or BRCA2 mutation; LOH+ - meets or exceeds a pre-specified tumor 
genomic LOH cutoff) or biomarker negative (no BRCA1 or BRCA2 mutation; 
LOH- - tumor genomic LOH below the prespecifed cutoff).   

Additional sensitivity analyses will be performed to determine the optimal tumor 
genomic LOH cutoff to determine rucaparib sensitivity.  Once the optimal 
response signature is defined, it will be prospectively applied in the final analysis 
of the planned Phase 3 pivotal study (CO-338-014), which will evaluate 
rucaparib as switch maintenance treatment following a response to platinum-
based chemotherapy in a similar patient population.  This Phase 2 study will also 
compare archival versus recently collected tumor tissue in order to validate the 
use of archival tumor tissue for assessment of HRD status in the planned Phase 3 
study. 

Study Overview This is a two-part study that will enroll patients with relapsed, platinum-
sensitive, high-grade epithelial ovarian, fallopian tube, or primary peritoneal 
cancer who have disease that can be biopsied and is measurable.  Part 1 will 
enroll patients who received ≥1 prior platinum-based regimen and have 
platinum-sensitive disease.  Part 2 will enroll patients who have received at least 
3, but no more than 4, prior chemotherapy regimens.  In Part 1, patients <55 
years of age at diagnosis, or with prior history of breast cancer, or who have a 
close relative (first or second degree) with ovarian cancer or early onset (<age 
50) breast cancer are required to have been previously tested for gBRCA
mutation.  Enrollment of patients known a priori to harbor a gBRCA mutation  
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Study Overview 
(cont) 

classified as deleterious (pathogenic), suspected deleterious, or favor deleterious 
(or the equivalent interpretation of any of these) on the most recent assessment 
by a testing laboratory will be limited to 15 in Part 1 in order to enrich for 
patients that have HRD associated with a defect other than germline BRCA1/2.  
Patients with a tBRCA mutation but no gBRCA mutation do not count toward this 
cap and will be eligible to receive treatment with rucaparib, provided all other 
eligibility criteria are met.  In Part 2, at least 80 patients with a tBRCA mutation 
will be enrolled. 

All patients, with the exception of Part 2 patients known to harbor a deleterious 
gBRCA mutation, will be required to undergo a pre-dose biopsy for collection of 
tumor tissue.  Archival tumor tissue will also be collected.  tBRCA mutation 
and/or tumor genomic LOH analysis will be performed using Foundation 
Medicine’s next generation sequencing (NGS) test. Analysis of tumor genomic 
LOH is expected to identify tumors with HRD regardless of the underlying 
mechanism(s).  tBRCA mutation and/or the extent of tumor genomic LOH will 
be correlated with the clinical outcome with rucaparib. 

The NGS test also targets a large panel of other cancer-related genes and other 
HRR pathway genes.  Results of the Foundation Medicine panel test will be 
provided to all patients who consent to receive this information.  In the event a 
BRCA1 or BRCA2 mutation is identified in tumor tissue, the patient may be 
referred by the investigator for genetic counseling and potential germline testing 
per institutional guidelines.  If the patient chooses to have germline testing, this 
result will be entered in the clinical trial database for this study.  

Alterations detected in tumor tissue may be somatic or germline; however, the 
NGS test will not distinguish between the two.  A blood sample will therefore be 
collected for all patients at screening and stored.  Prior to final efficacy analysis, 
genomic DNA may be subjected to exploratory analysis in order to determine 
whether the mutation is germline or somatic.  These data will be generated in a 
research setting and will not be provided to the investigator or patient. 

The following correlative translational studies are planned: 

1. Tumor genomic LOH and gene sequence alterations in archival and 
screening tumor tissue will be compared to assess the changes in a tumor’s 
genomic LOH and genetic profile over time and determine if archival tumor 
tissue carries sufficient predictive utility and obviates the need for a 
contemporaneous biopsy.  The frequency and nature of secondary BRCA
mutations will also be assessed.  Acquired secondary BRCA mutations (also 
known as reversions) may result in functional protein and restored HRR 
capability, leading to PARP inhibitor resistance.16-18

2. An alternative NGS test known as BROCA will be used to potentially 
identify mutations in other DNA repair genes that may confer sensitivity or 
resistance to rucaparib.19

3. Gene expression profiling on extracted RNA will be analyzed to potentially 
identify a signature associated with efficacy.  A gene expression signature 
has been developed to identify BRCA and BRCA-like (also referred to as 
"BRCAness") tumors.  Such a signature may predict response to platinum 
and PARP inhibitors.20
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Study Overview 
(cont) 

4. Immunohistochemistry (IHC) of non-homologous end joining (NHEJ) 
proteins will be investigated to assess whether NHEJ pathway integrity 
modulates efficacy.  It has been hypothesized that cells with HRD must have 
functional NHEJ DNA repair in order to generate sufficient genomic 
instability for synthetic lethality with a PARP inhibitor.21

5. Circulating cell-free tumor DNA (ctDNA) will be analyzed as a potential 
molecular marker of efficacy. Tagged-amplicon deep sequencing (TAm-
Seq) will be utilized to sequence ctDNA and identify mutations, including 
but not limited to, those in the tumor suppressor gene TP53, which is present 
in greater than 95% of high-grade serous ovarian tumors.1,22  Similar to 
CA-125, the fraction of TP53 mutant alleles in plasma of ovarian cancer 
patients has been shown to track with the clinical course of the disease.22

Number of 
Patients 

Part 1: Approximately 180 patients will be enrolled.  Patients known a priori to 
harbor a gBRCA mutation classified as deleterious (pathogenic), suspected 
deleterious, or favor deleterious (or the equivalent interpretation of any of these) 
on the most recent assessment by a testing laboratory will be limited to 15.  
Patients who do not harbor a known gBRCA mutation but are found to have a 
tBRCA mutation after their tumor tissue is analyzed by the Foundation Medicine 
NGS test are not subject to this cap and will be eligible to receive treatment with 
rucaparib. 

Part 2: Up to 300 patients will be enrolled, including at least 80 patients with a 
tBRCA mutation, as identified by the Foundation Medicine NGS test.  

Patients will enroll into either Part 1 or Part 2 of the study.  Part 2 will begin 
once enrollment of Part 1 has been completed. 

Number of Sites This is a multicenter, multinational study.  Patients will be enrolled from 
approximately 60 study sites. 

Study Duration Q4 2013 – Q4 2016 (estimated) 

Study Objectives Unless otherwise specified, the objectives apply to both parts of the study. 

The primary objectives of this study are: 

• To determine progression-free survival (PFS) in patients with relapsed 
platinum-sensitive ovarian cancer classified into molecularly-defined 
subgroups by a prospectively defined HRD signature (Part 1) 

• To estimate objective response rate (ORR) in heavily pre-treated patients 
with relapsed ovarian cancer classified into molecularly-defined 
subgroups by a prospectively defined HRD signature (Part 2) 

The secondary objectives of this study are: 

• To estimate ORR (Part 1) 

• To estimate ORR including cancer antigen 125 (CA-125) response 
criteria 

• To evaluate duration of response (DOR) 

• To determine PFS (Part 2) 

• To evaluate survival (Part 2) 

• To evaluate the safety and tolerability of rucaparib 
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Study Objectives 
(cont) 

• To evaluate steady state trough level pharmacokinetics (PK) 

The exploratory objectives of this study are: 

• To assess efficacy in molecularly-defined HRD subgroups as defined by 
HRR gene alterations 

• To optimize the tumor LOH algorithm by testing additional signatures of 
interest based on higher or lower genomic LOH 

• To assess changes in HRD status over time 

• To assess whether the BROCA panel can identify mutations in 
additional HRR genes that may be associated with efficacy 

• To assess if a gene expression signature for HRD correlates with 
efficacy  

• To assess NHEJ pathway integrity and correlate it with efficacy 

• To assess ctDNA as a molecular marker of efficacy 

Study Population Unless otherwise specified, the criteria below apply to both parts of the study. 

Inclusion Criteria 

Eligible patients must meet the following inclusion criteria: 

1. Have signed an Institutional Review Board/Independent Ethics Committee-
approved informed consent form prior to any study-specific evaluation 

2. Be ≥18 years of age at the time the informed consent form is signed 

3. Have a histologically confirmed diagnosis of high-grade serous or Grade 2 
or Grade 3 endometrioid epithelial ovarian, fallopian tube, or primary 
peritoneal cancer  

− If mixed histology, >50% of the primary tumor must be confirmed to be 
high-grade serous or endometrioid upon re-review by local pathology 

− Patients with a histology of other than serous or endometrioid are also 
eligible for Part 2 of the study if they are known to harbor a deleterious/ 
pathogenic BRCA mutation (germline or somatic) 

4. Have relapsed/progressive disease as confirmed by radiologic assessment 

5. Part 1: Received prior platinum-based therapy and have platinum-sensitive 
disease  

a. Received ≥1 prior platinum-based treatment regimen; AND 

b. Received a platinum-based regimen as their last treatment; continuous 
or switch maintenance treatment as part of this regimen is permitted 
(hormonal treatment may be permitted following the last platinum 
regimen with advance approval from the Sponsor); AND 

c. Was sensitive to the last platinum regimen.  Platinum-sensitive disease 
is defined as documented radiologic progression ≥6 months after the 
last dose of platinum administered in the treatment setting. 

Part 2:  Received at least 3, but no more than 4, prior chemotherapy 
regimens and had documented treatment-free interval of ≥6 months 
following 1st chemotherapy regimen received 

a. Hormonal agents (eg. tamoxifen, letrozole, etc), anti-angiogenic agents 
(eg. bevacizumab, pazopanib, cediranib, nintedanib, trebananib, etc), 
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Study Population 
(cont) 

and other non-chemotherapy agents administered as single agent 
treatment will not be counted as a chemotherapy regimen for the 
purpose of determining patient eligibility 

b. Agents administered in the maintenance setting will not be counted as a 
separate regimen 

6. Part 1 only: If <55 years of age at diagnosis, or has prior history of breast 
cancer, or has close relative (first or second degree) with ovarian cancer or 
early onset (<age 50) breast cancer, must have been previously tested for 
gBRCA mutation; after 15 patients harboring the gBRCA mutation are 
enrolled, no additional patients with a known gBRCA mutation will be 
allowed to enroll. 

7. Have undergone a biopsy of tumor tissue prior to first dose of study drug 
and had the tumor tissue confirmed by the central laboratory as being of 
adequate quality (at least 20% tumor content with a minimum of 80% 
nucleated cellular content).  Note: biopsy is optional for Part 2 patients 
known to harbor a deleterious gBRCA mutation

− If tumor tissue obtained from the biopsy is deemed inadequate, and the 
patient is unwilling or unable to have another biopsy, the patient may be 
considered for enrollment if archival tumor tissue is provided and 
deemed of adequate quality.  This must occur prior to any treatment with 
rucaparib. 

a. Biopsy must be of solid tumor tissue; ascites is not acceptable 

b. Biopsy must be of sufficient yield for planned analyses  

8. Have sufficient archival formalin-fixed paraffin-embedded (FFPE) tumor 
tissue  available for planned analyses; cytospin blocks from ascites are not 
acceptable 

− The most recently obtained tumor tissue that is of adequate quality (at 
least 20% tumor content with a minimum of 80% nucleated cellular 
content) should be submitted 

9. Have measurable disease as defined by RECIST v1.1 (Appendix B) in 
addition to the lesion planned for biopsy; a single RECIST target lesion will 
suffice if, in the Investigator’s opinion, it is of sufficient size that the biopsy 
will not affect post-dose RECIST evaluations.   

10. Have adequate organ function confirmed by the following laboratory values 
obtained within 14 days prior to the first dose of rucaparib: 

a. Bone Marrow Function 

i. Absolute neutrophil count (ANC) ≥1.5 × 109/L 

ii. Platelets >100 × 109/L  

iii. Hemoglobin ≥9 g/dL  

b. Hepatic Function 

i. Aspartate aminotransferase (AST) and alanine 
aminotransferase (ALT) ≤3 × upper limit of normal (ULN); if 
liver metastases, then ≤5 × ULN  
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Study Population 
(cont) 

ii. Bilirubin ≤1.5 × ULN; <2 × ULN if hyperbilirubemia is due 
to Gilbert’s syndrome 

iii. Serum albumin ≥30 g/L (3.0 g/dL) (Part 2 only) 

c. Renal Function 

i. Serum creatinine ≤1.5 x ULN or estimated glomerular 
filtration rate (GFR) ≥45 mL/min using the Cockcroft Gault 
formula 

11. Have an Eastern Cooperative Oncology Group (ECOG) performance status 
of 0 to 1 (Appendix C) 

Exclusion Criteria 

Patients will be excluded from participation if any of the following criteria 
apply: 

1. Active second malignancy, i.e., patient known to have potentially fatal 
cancer present for which she may be (but not necessarily) currently receiving 
treatment 

a. Patients with a history of malignancy that has been completely treated, 
with no evidence of that cancer currently, are permitted to enroll in the 
trial provided all chemotherapy was completed >6 months prior and/or 
bone marrow transplant (BMT) >2 years prior to first dose of rucaparib 

2. Prior treatment with any PARP inhibitor, including oral or intravenous 
rucaparib.  Patients who previously received iniparib are eligible. 

3. Symptomatic and/or untreated central nervous system (CNS) metastases.  
Patients with asymptomatic previously treated CNS metastases are eligible 
provided they have been clinically stable for at least 4 weeks. 

4. Pre-existing duodenal stent and/or any gastrointestinal disorder or defect that 
would, in the opinion of the Investigator, interfere with absorption of 
rucaparib 

5. Known human immunodeficiency virus (HIV) or acquired 
immunodeficiency syndrome (AIDS)-related illness, or history of chronic 
hepatitis B or C   

6. Pregnant or breast feeding.  Women of childbearing potential must have a 
negative serum pregnancy test <3 days prior to first dose of rucaparib. 

7. Received treatment with chemotherapy, radiation, antibody therapy or other 
immunotherapy, gene therapy, vaccine therapy, angiogenesis inhibitors, or 
experimental drugs ≤14 days prior to first dose of rucaparib and/or ongoing 
adverse effects from such treatment > NCI CTCAE Grade 1 (ongoing   
Grade 2 non-hematologic toxicity related to most recent treatment regimen 
may be permitted with prior advanced approval from Sponsor) 

8. Received administration of strong CYP1A2 or CYP3A4 inhibitors ≤7 days 
prior to first dose of rucaparib or have on-going requirements for these 
medications (Appendix D) 

9. Non-study related minor surgical procedure ≤5 days, or major surgical 
procedure ≤21 days, prior to first dose of rucaparib;  in all cases, the patient 
must be sufficiently recovered and stable before treatment administration 

10. Presence of any other condition that may increase the risk associated with 
study participation or may interfere with the interpretation of study results,  
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Study Population 
(cont) 

and, in the opinion of the investigator, would make the patient inappropriate 
for entry into the study 

11. Diagnosis of low-grade serous or Grade 1 endometrioid ovarian cancer 

Part 2 Only

12. Hospitalization for bowel obstruction within 3 months prior to enrollment 

Pregnancy is an exclusion criterion and women of childbearing potential must 
not be considering getting pregnant during the study.  Patients of reproductive 
potential must practice an effective method of contraception during treatment 
and for 6 months following the last rucaparib dose.  No waivers of these 
inclusion or exclusion criteria will be granted by the investigator and the sponsor 
or its designee for any patient enrolled into the study. 

Study Treatment Patients will take 600 mg rucaparib orally twice daily (BID; as close to 12 hours 
apart as possible, preferably at the same times every day) with at least 8 oz 
(240 mL) of water starting on Day 1.  Rucaparib may be taken with an empty 
stomach or with food. Rucaparib will be provided as 60, 120, 200, and 300 mg 
[as free base] dose strength tablets. 

Patients will take rucaparib BID for continuous 28-day cycles until disease 
progression as assessed by the investigator, or other reason for discontinuation. 

Dose reductions are permitted in the event of unacceptable toxicity. 

Interim Safety 
Monitoring 

A formal safety data review will occur after the first 20 patients have been 
enrolled, then quarterly until Part 1 of the study is fully enrolled, and then every 
6 months thereafter.  The review committee will include external experts and 
Sponsor personnel.  The protocol will be amended as appropriate to incorporate 
additional patient safety monitoring if new safety signals are noted at any 
review.  In the event that the recommended Phase 2 dose of 600 mg BID 
rucaparib is determined to be unsuitable for chronic dosing, the starting dose 
may be decreased to Dose Level -1 (480 mg / 500 mg BID rucaparib) for all 
subsequent patients if agreed upon between the Sponsor and the Principal 
Investigators.   

Withdrawal 
Criteria 

A patient must be discontinued from protocol-prescribed therapy if any of the 
following apply: 

• Consent withdrawal at the patient’s own request or at the request of their 
legally authorized representative 

• Progression of patient’s underlying cancer 

• Any event, adverse or otherwise, that, in the opinion of the investigator, 
would pose an unacceptable safety risk to the patient 

• An intercurrent illness that, in the opinion of the investigator, would affect 
assessments of the clinical status to a significant degree and requires 
discontinuation of therapy 

• A positive pregnancy test at any time during the study 

Disease 
Assessments for 
Efficacy 

Efficacy measures will include tumor assessments using computed tomography 
(CT) scans of the chest, abdomen, and pelvis with appropriate slice thickness per 
RECIST, CA-125 measurement, and clinical examination; other studies 
(magnetic resonance imaging [MRI], X-ray, positron emission tomography 
[PET], and ultrasound) may be performed if required.  Disease assessments will 
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Disease 
Assessments for 
Efficacy (cont) 

be performed at screening, at the end of every 8 weeks (±4 days) during the 
treatment and post-treatment (if patient discontinued treatment for any reason 
other than radiologically confirmed disease progression) phases until 
radiologically confirmed disease progression, death or initiation of subsequent 
treatment. Disease assessments should also be done at the time of treatment 
discontinuation if it has been ≥8 weeks since the last assessment. Patients who 
have been on study at least 18 months, may decrease the frequency of tumor 
assessments to every 16 (±2) weeks.  If a complete response (CR) or partial 
response (PR) is noted, confirmatory scans should be performed at least 4 weeks 
after response was first documented.  CA-125 <ULN will be required to 
designate a CR. 

Copies of CT scans will be collected from all patients in Part 2 of the study and 
may be collected from selected patients in Part 1 of the study.  Independent 
radiology review may be conducted on all or a subset of CT scans. 

Statistical 
Procedures 

Sample Size Justification

Part 1: Approximately 180 patients will be enrolled in order to ensure each 
HRD subgroup, tBRCA (HRD related to a deleterious BRCA1 or BRCA2 gene 
mutation in tumor tissue), nbHRD (no BRCA1 or BRCA2 mutation; LOH+) and 
biomarker negative (no BRCA1 or BRCA2 mutation; LOH-), will contain an 
adequate number of patients.  Other than the cap on known gBRCA patients 
(n=15), there will be no specific requirement to enroll defined numbers of 
patients into each planned subgroup.  The likely size of each subgroup has been 
estimated based on: a) frequencies of HRD-associated abnormalities at initial 
diagnosis as reported in the literature and b) the hypothesis that the inclusion 
criterion of sensitivity to platinum following the most recent line of platinum 
therapy will enrich the population for patients with tumors harboring mutations 
of HRD pathway genes (i.e., the frequency will be greater than that described in 
the newly-diagnosed population).  The table below provides estimates for HRD 
subgroup sizes in Part 1 of this trial. 

Estimated HRD Subgroup Sizes 

HRD 
Subgroup 

Expected 
Frequency 

at 
Diagnosisa

Estimated 
Frequency with 
Enrichment for 

Platinum 
Sensitivity 

Estimated Number of 
Patients 

tBRCA 21% 30% 15 with known deleterious 
gBRCA mutation (fixed) 

plus 
20 – 25 with sBRCA mutation 

plus 
5 – 25 with newly diagnosed 

gBRCA mutation 

nbHRD 22 – 32% 30 – 50% 50 – 90 

Biomarker 
Negative 

60 – 70% 20 – 40% 36 – 72 

aExpected frequency estimates are from TCGA1

Enrollment of patients known a priori to harbor a gBRCA mutation classified  
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Statistical 
Procedures 
(cont) 

as deleterious (pathogenic), suspected deleterious, or favor deleterious (or the 
equivalent interpretation of any of these) on the most recent assessment by a 
testing laboratory will be limited to 15 in Part 1.  Fifteen patients with a known 
gBRCA mutation are sufficient to establish that the frequency of gBRCA
mutation reversions is low.  If none of the patients with a known gBRCA
mutation is shown to have a reversion between archival tissue and tumor tissue 
collected at screening, then the frequency of gBRCA reversions is likely less than 
20% as the upper bound of the 90% confidence interval (CI) is 18%.  Additional 
patients may be identified as having a deleterious BRCA mutation in tumor 
tissue, therefore the tBRCA subgroup will likely contain at least 40 patients. 

The benefit of rucaparib is expected to be the greatest in patients in the tBRCA
subgroup, followed by patients in the nbHRD subgroup, and lowest in patients in 
the biomarker negative subgroup. This study will provide evidence as to whether 
the benefit of rucaparib is clinically meaningful in each of these subgroups, and 
particularly in the nbHRD subgroup.  

With a total of 180 patients enrolled in Part 1 of the study, the comparison of any 
2 subgroups will likely contain about 100 patients.  Therefore with 100 patients, 
there is 80% power at a 2-sided 10% significance level to detect a difference in 
PFS distributions assuming the hazard ratio between 2 subgroups is 0.50.  

Part 2: The objective of Part 2 is to estimate the ORR in each of the HRD 
subgroups in a heavily pre-treated patient population (at least 3, and and no more 
than 4, prior chemotherapy regimens).  Up to 300 patients will be enrolled in 
Part 2 of the study in order to enroll at least 80 patients in each HRD subgroup.  
A total of 300 patients should be sufficient assuming an approximate 33.3% 
allocation to each HRD subgroup in the enrollment population. 

Currently, there are few clinical studies that have prospectively evaluated 
response to treatment beyond the 3rd-line setting; however, retrospective analysis 
of patients in 3rd relapse and beyond indicate they have a short PFS 
(approximately 4-6 months) and OS (approximately 5-6 months).23  Overall, 
there is a need for new treatments and alternatives to chemotherapy for heavily 
pre-treated ovarian cancer patients with advanced, relapsed disease to be 
explored in prospectively designed trials.  

The table below provides 95% CIs for observed response rates ranging from 10 
to 60% assuming a total of 80 patients within each HRD subgroup. 

Confidence Intervals for Objective Response Rates (ORR) 

ORR(%)  [95% CI] 

10 4.4, 18.8 

20 11.8, 30.4 

30 20.3,41.3 

40 29.2,51.6  

50 38.6, 61.4 

60 48.4, 70.8 

CI=Confidence intervals of ORR using Clopper-Pearson methodology.24
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Statistical 
Procedures 
(cont’d) 

An ORR ≥20% in any subgroup would be worthy of further exploration in that 
population. 

Efficacy Analyses 

Kaplan-Meier methodology will be used to summarize time to event variables.  
Response will be determined using Response Evaluation Criteria in Solid 
Tumors (RECIST) Version 1.1 and Gynecologic Cancer InterGroup (GCIG) 
CA-125 criteria.  The overall response rate will be summarized with frequencies 
and percentages.  The duration of response will be summarized with descriptive 
statistics (N, mean, standard deviation, median, minimum, and maximum) as 
well as categorically. The efficacy analyses will be evaluated for all patients 
treated in the study as well as for each of the HRD subgroups.  

Safety Analyses 

Adverse events (AEs), clinical laboratory results, vital signs, ECOG performance 
status, body weight, and concomitant medications/procedures will be tabulated 
and summarized.  AEs will be summarized overall and separately for serious 
AEs, AEs leading to discontinuation, AEs leading to death, and NCI CTCAE 
Version 4.0 Grade 3 or higher AEs.  Body weight and vital signs will be 
summarized descriptively (N, mean, standard deviation, median, minimum, and 
maximum).  ECOG will be summarized categorically.    
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2 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS 

AAG alpha-1 acid glycoprotein 

ADP adenosine diphosphate 

AE adverse event 

AIDS acquired immunodeficiency syndrome 

ALP alkaline phosphatase 

ALT alanine transaminase 

ANC absolute neutrophil count 

AST aspartate transaminase 

AUC area under the curve 

BER base excision repair 

BID twice a day 

BMT bone marrow transplant 

BRCA1 breast cancer susceptibility gene 1 

BRCA2 breast cancer susceptibility gene 2 

BRCAmut BRCA1 and/or BRCA2 gene(s) harboring a deleterious mutation 

BRCAunk BRCA1 and BRCA2 genes with unknown mutation status 

BRCAwt wild-type BRCA1 and BRCA2 gene sequences 

BUN blood urea nitrogen 

CA-125 cancer antigen 125 

ctDNA circulating cell-free tumor DNA 

CFR Code of Federal Regulations 

CI confidence interval 

CK creatinine kinase 

Cmax maximum concentration 

CNS central nervous system 

CPK creatine phosphokinase 

CR complete response  

CRO contract research organization  

CT computed tomography 

CTCAE Common Terminology Criteria for Adverse Events (version 4.0) 

CYP cytochrome P450 

DLT dose-limiting toxicity  

DNA deoxyribonucleic acid 

DOR duration of response 

DSB double-strand break 

ECG electrocardiogram 

ECOG Eastern Cooperative Oncology Group 

eCRF electronic case report form 

EDC electronic data capture 
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EOC epithelial ovarian cancer 

EOS end of study 

EOT end of treatment 

FFPE formalin-fixed paraffin-embedded 

GALT gut-associated-lymphoid tissue 

gBRCA germline BRCA

GCIG Gynecologic Cancer InterGroup 

GCP Good Clinical Practice 

GGT gamma glutamyl transferase 

GS genomic scarring 

h hour 

H & E hematoxylin and eosin

HDL high-density lipoprotein 

hERG human ether-a-go-go-related gene 

HGSOC high-grade serous ovarian cancer 

HIPAA Health Information Portability and Accountability Act 

HIV human immunodeficiency virus 

HR hazard ratio 

HRR homologous recombination repair 

HRD homologous recombination deficiency 

HNSTD highest non-severely toxic dose 

ICxx concentration where maximum response is inhibited by XX% 

IEC Independent Ethics Committee 

IHC immunohistochemistry 

INR international normalized ratio 

IRB Institutional Review Board  

irr independent radiology review 

irrORR objective response rate assessed by independent radiology review 

IVRS/IWRS Interactive Voice Response System/Interactive Web Response System 

LDL low-density lipoprotein 

LOH loss of heterozygosity 

MCH mean corpuscular hemoglobin 

MCHC mean corpuscular hemoglobin concentration 

MCV mean corpuscular volume 

MedDRA Medical Dictionary for Drug Regulatory Activities 

Min minute 

MRI magnetic resonance imaging 

MTD maximum tolerated dose 

nbHRD non-BRCA homologous recombination deficiency 

NCCN-FACT  National Comprehensive Cancer Network-Functional Assessment of Cancer  

NCI National Cancer Institute 
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NGS next generation sequencing 

NHEJ non-homologous end-joining  

NOAEL no-observed-adverse-effect level 

ORR objective response rate 

OS overall survival 

PARP poly(adenosine diphosphate [ADP]-ribose) polymerase 

PBL peripheral blood lymphocytes 

PD progressive disease 

PET positron emission tomography 

PLD PEGylated liposomal doxorubicin 

PFS progression-free survival 

P-gp P-glycoprotein 

PK pharmacokinetic(s) 

PR partial response 

PT prothrombin time 

QD once a day 

RECIST Response Evaluation Criteria in Solid Tumors 

RP2D recommended Phase II dose 

SAE serious adverse event 

SAP statistical analysis plan 

SAS statistical analysis software 

SD stable disease and standard deviation 

SI international units 

SNP single-nucleotide polymorphism 

SOC system organ class 

SSB single-strand break 

STD severely toxic dose 

SUSAR suspected unexpected serious adverse reaction 

TAm-Seq tagged-amplicon deep sequencing 

t1/2 half-life 

TCGA The Cancer Genome Atlas 

TEAE treatment-emergent adverse event 

Tmax time to maximum concentration 

TMZ temozolomide 

TP53 tumor protein p53 

ULN upper limit of normal 

UV ultraviolet 

WBC white blood cell 

WOCBP women of childbearing potential 

wt wild-type 
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3 INTRODUCTION 

3.1 Ovarian Cancer 

3.1.1 General Overview 

Ovarian cancer is the second most common gynecologic malignancy worldwide and the leading 
cause of death attributed to gynecological cancer.25,26  After initial therapy, most women will 
have a progression-free interval of approximately 1.5 to 2 years, depending on the extent of post-
operative residual disease and response to chemotherapy.27  Relapse still occurs, however, in the 
majority of cases, and only 10−30% of women experience long-term survival.27  Advanced stage 
disease is associated with a 5-year survival rate of only 30−40%.25

Approximately 90% of ovarian tumors are surface epithelial in origin, and the papillary serous 
histology subtype accounts for approximately 75%, of which the large majority (70%) is high-
grade.27  The site of origin of epithelial ovarian cancer remains unclear.  Some studies suggest 
that serous epithelial ovarian cancer (EOC) and primary peritoneal cancer (PPC) arise from the 
fallopian tube epithelium; however, other studies suggest an origin within stem cells of the 
ovarian surface epithelium.27-31  EOC, PPC and fallopian tube cancer behave very similarly and 
are therefore treated in the same way. 

The median age at presentation of EOC is 60 years.  Due to the non-specific nature of symptoms, 
many women present with advanced disease and therefore have a poor prognosis. 

3.1.2 Treatment of Ovarian Cancer 

The standard approach to treatment of advanced high-grade serous ovarian cancer (HGSOC) is 
cytoreductive surgery (either at time of diagnosis or interval debulking), with the goal of 
minimizing residual tumor to no visible residual disease, a major prognostic indicator for 
improved survival.  Six to eight cycles of platinum- and taxane-based chemotherapy is the global 
standard of care.  If initial cytoreduction is not performed, interval debulking surgery is 
considered.  This surgery may be carried out after three or four cycles of primary chemotherapy, 
followed by three further cycles of chemotherapy.  Platinum analogues, such as carboplatin and 
cisplatin, are the most active agents, mediating their effects through the formation of inter- and 
intra-strand cross-links with deoxyribonucleic acid (DNA).27,32

The choice of treatment for relapsed disease is based on the treatment-free interval relative to last 
therapy administered and chemotherapy agents used. Platinum-based regimens dominate ovarian 
cancer therapy and define treatment groups.33  In general, patients whose disease progresses 
during treatment with a platinum-based regimen are considered to have platinum-refractory 
disease; patients whose disease relapses within 6 months after the last platinum agent was 
administered are considered to have platinum-resistant disease; and patients whose disease 
relapses more than 6 months after last platinum-based therapy was administered are considered 
to have platinum-sensitive disease. However, these classifications are somewhat arbitrary as 
resistance to platinum-based therapy is a time continuum, not a categorical variable, and a status 
of ‘platinum-resistant’ is not absolute as it can be partially overcome. In addition, ‘platinum-
sensitivity’ was defined when there was no alternative to platinum-based treatment and in 
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clinical practice typically only refers to second-line treatment. These definitions also do not take 
into account the molecular characteristics of a patient’s tumor (i.e. HRD such as BRCA 
mutations).  In later lines of therapy, treatment choice is often restricted according to the invidual 
patient situation (e.g. performance status, organ function, residual toxicities from prior treatment, 
other comorbidities, and patient choice). 

As many patients experience multiple relapses, prognosis and response to therapy decreases as 
the interval between last chemotherapy exposure and disease relapse shortens. The treatment-
free, or specifically the platinum-free interval, provides further prognostic information for 
patients, as therapeutic options lessen and survival shortens as a patient’s tumor becomes less 
responsive to platinum-based therapy.  Patients who have received several prior lines of 
treatment are known to have strongly dimished treatment-free intervals and response rates and 
the benefits of continued treatment with conventional chemotherapy often does not outweigh the 
risk of additional toxicity. This patient population is a group with limited treatment options that 
could benefit from treatment with a targeted agent that takes the molecular characteristics of their 
disease into account.23,34

3.1.3 Role of BRCA and HRD in Ovarian Cancer 

DNA is constantly damaged by both endogenous and exogenous (environmental) assaults.  A 
common type of DNA damage is the formation of DNA single-strand breaks (SSBs).  During 
normal cell cycling, DNA is replicated and replication forks are eventually stalled by persistent 
SSBs.  If stalled replication forks are not rapidly repaired, they can often degenerate and form 
DNA double-strand breaks (DSBs), which are highly likely to be lethal to the cell.   

Single-strand breaks are normally quickly repaired by a process known as base excision repair 
(BER).  The BER process is initiated by the activity of the poly (adenosine diphosphate [ADP]-
ribose) polymerase (PARP) enzyme.  In normal cells, an additional DNA repair process known 
as homologous recombination repair (HRR) can repair DSBs.  Homologous recombination is a 
complex, multistep process, in which two key components are the proteins encoded by the breast 
cancer susceptibility 1 and 2 genes (BRCA1 and BRCA2). 

Germline mutations in BRCA1 and BRCA2 genes are the strongest known hereditary factors for 
breast and EOC, accounting for up to 5% of all breast cancers and 15% of all EOCs.2,3  These 
patients carry heterozygous deleterious mutations in their germline DNA, and develop tumors 
when the remaining wild-type functional allele is inactivated (i.e., “second hit”).  Approximately 
6 – 8% of patients with HGSOC have somatic mutations in BRCA1 or BRCA2.1,4

If either the BER or HRR pathway is rendered non-functional, the remaining functional pathway 
can compensate to ensure ongoing DNA repair and cell cycling.  For example, when the 
BRCA-associated HRR pathway is lost or dysfunctional, repair shifts towards the BER repair 
pathway that is dependent on PARP enzymes.  In contrast, in the setting in which both repair 
pathways (BER and HRR) are rendered non-functional, the cell dies.  This concept, where a 
defect in either of two pathways can be withstood by a cell, but defects in both are lethal, is 
referred to as synthetic lethality.  This type of lethality can arise from a variety of different 
interactions.  In the case of DNA damage repair, this state of dual non-functionality can be 
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achieved by enzymatic inhibition of PARP in the context of a genetic mutation in the BRCA1 or 
BRCA2 genes. 

Two key in vitro and in vivo studies demonstrated the concept of synthetic lethality in DNA 
repair.  Bryant and colleagues showed that cell lines and a tumor xenograft deficient in BRCA2
were highly sensitive to PARP inhibition.5  In a parallel set of experiments, Farmer and 
colleagues illustrated that chemical inhibition of PARP-1 was more potent in homozygous 
BRCA1/2-deficient cell lines than in heterozygous mutant or wild-type cell lines.6  These 
findings were also supported by a BRCA2-deficient murine model.  Taken together, these studies 
provide support for the treatment of patients with a BRCA-deficient tumor with a PARP 
inhibitor. 

However, defects in the HRR pathway are not limited solely to mutations of BRCA1/2.  Genetic 
alterations of many different HRR pathway genes are associated with human cancers, with the 
percentage of tumors affected by homologous recombination deficiency (HRD) varying 
considerably across different tumor types.  The Cancer Genome Atlas (TCGA), which completed 
an analysis of molecular changes in HGSOC, estimated that approximately 50% of patients with 
HGSOC have alterations in genes involved in the HRR DNA repair.1  Of those, approximately 
27% are estimated to have HRD due to a gene mutation or other genomic alteration or 
modification (e.g., epigenetic silencing) that is not associated with a BRCA1/2 mutation.1

Approximately 15% of patients are estimated to have a gene mutation in a HRR pathway gene 
other than BRCA1/2.1

An alternative approach in identifying non-BRCA patients with HRD is to detect genomic scars 
within the tumor, which arise from the use of error-prone DNA repair pathways when HRR is 
compromised.35,36 Through a series of experiments and data analyses, the Sponsor has 
determined that a potential method for identifying patients who may be sensitive to rucaparib is 
to assess genomic scarring by quantifying the extent of loss of heterozygosity across the tumor 
genome (tumor genomic LOH).  One of the main advantages of detecting tumor genomic LOH is 
that it can identify HRD tumors regardless of the underlying mechanisms, which include both 
known (i.e., BRCA mutations) and unknown genomic mechanisms.37,38

3.2 PARP Inhibitors 

PARP inhibitors have been evaluated in the clinic for the past decade. Iniparib (BSI-201) was 
initially the furthest advanced, with a Phase 3 randomized study in combination with 
gemcitabine and carboplatin conducted in patients with triple-negative metastatic breast cancer. 
Data from this study showed that patients receiving iniparib with chemotherapy did not 
experience significant improvements in overall survival (OS) or progression free survival (PFS) 
compared to patients receiving just the chemotherapy regimen.39  Since then, several groups have 
determined that the primary mechanism of action for iniparib is not via inhibition of PARP 
activity.40,41

Rucaparib has demonstrated compelling activity in ovarian cancer patients with a BRCA
mutation as well as in patients without a BRCA mutation (see Section 3.3). Durable responses 
have been observed in both platinum-sensitive and platinum-resistant disease.  
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Olaparib (AZD-2281), another investigational PARP inhibitor, has also demonstrated Phase 2 
clinical activity, both in treatment and maintenance settings, in metastatic breast cancer patients 
with a germline BRCA (gBRCA) mutation and in relapsed HGSOC patients (both BRCA mutant 
and wild-type). The concept of synthetic lethality was exploited in two proof-of-concept clinical 
studies with olaparib in patients with BRCA-associated tumor types. These studies evaluated the 
efficacy and safety of continuous oral dosing with olaparib in women with either relapsed 
ovarian cancer or advanced breast cancer and included women with and without a gBRCA
mutation.8,9 In these patients, who had received a median of three prior chemotherapy regimens, 
encouraging overall response rates of 33% and 41%, were observed, in ovarian and breast 
cancer, respectively. In a third study, olaparib treatment was associated with a greater overall 
response rate (ORR) in patients with gBRCA-associated ovarian cancer compared with the 
patients in the non-BRCA associated cohort (41% vs 24%, respectively).10  In a fourth study that 
evaluated olaparib versus PEGylated liposomal doxorubicin (PLD) in patients with a gBRCA
mutation and relapsed ovarian cancer, the efficacy of olaparib was consistent with that observed 
in previous studies.42 More recently, olaparib demonstrated good clinical activity (31% ORR) in 
gBRCAmut ovarian cancer patients (n=193) with platinum-resistant disease who received a mean 
of 4.3 prior treatment regimens.43

Activity in HGSOC has also been observed with switch maintenance therapy following response 
to platinum-based chemotherapy.44  Patients with platinum-sensitive relapsed ovarian cancer 
who achieved a response to another regimen of platinum-based chemotherapy followed by 
olaparib as switch maintenance treatment experienced a statistically significant improvement in 
median PFS (8.3 months) compared to patients who received placebo as maintenance therapy 
(4.8 months); hazard ratio of 0.35 (95% CI, 0.25 – 0.49).44  Patients with a BRCA mutation 
derived the most benefit (median PFS 11.2 vs 4.3 months; HR, 0.18; 95% CI 0.11-0.31; 
P<0.00001).14  It should be noted that outcomes were the same in patients who had a gBRCA
mutation and those who had a somatic BRCA (sBRCA) mutation, suggesting that it is appropriate 
to not differentiate between germline and somatic mutations.  Patients without a BRCA mutation 
also experienced significant benefit from treatment with olaparib (HR=0.53; 95% CI 0.33-0.84; 
P=0.007).14

Niraparib (MK-4827), another PARP inhibitor with a similar mechanism of action to olaparib, 
exhibited clinical activity in both BRCA-mutated ovarian cancer (8 RECIST PRs) and sporadic 
ovarian cancer (2 RECIST PRs and/or GCIG CA-125 responses) patients in a Phase 1 study.45,46

In a Phase 1 evaluation of BMN 673, also a PARP inhibitor, 11 of 17 BRCA-mutated ovarian 
cancer patients treated at doses ≥100 µg/day exhibited a RECIST and/or CA-125 response.47

It is worth noting that PARP inhibitor monotherapy has elicited objective responses in patients 
with platinum-sensitive disease as well as in patients with platinum-resistant disease, although 
response rates are higher in the former population.10,42,46  This indicates that using platinum-
sensitivity alone as a selection marker for PARP inhibitor therapy is not an effective tool.  

These data support the potential role for the PARP inhibitor rucaparib in the treatment of patients 
with BRCA-associated ovarian cancer.  Furthermore, the 24% ORR in the non-BRCA cohort 
described above and the benefit of maintenance PARP inhibitor treatment in patients without a 
BRCA mutation suggest that the clinical utility of PARP inhibitors can be extended to a larger 
patient group with HRD based on HRR alterations other than BRCA,  i.e., nbHRD.10,14
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Assessing tumor genomic LOH in this trial provides a mechanism to identify patients with HRR 
alterations who may benefit from treatment with rucaparib but do not harbor a deleterious 
BRCA1 or BRCA2 mutation. 

Emerging data with PARP inhibitors also support evaluation of rucaparib in relapsed ovarian 
cancer patients with advanced disease who have received multiple prior lines of treatment, a 
patient population for whom there are limited treatment options currently. 

3.3 Rucaparib 

Rucaparib (CO-338; formerly known as PF-01367338 and AG-014447) is an orally available, 
small molecule inhibitor of PARP-1 and PARP-2.  Rucaparib is specific for PARP-1 and PARP-
2 based on results of direct biochemical assays and an off-target receptor panel. Nonclinical 
evaluation has demonstrated exquisite sensitivity of BRCA1 and BRCA2 homozygous mutant cell 
lines to rucaparib and provides a rationale for the clinical assessment of rucaparib as 
monotherapy in patients with hereditary deficiencies of BRCA1 and/or BRCA2.  Rucaparib has 
also shown antitumor activity as a single agent in the MDA-MB-436 (BRCA1 mutant) xenograft 
mouse model.   

The details of these and other nonclinical experiments are provided in the Investigator’s 
Brochure. 

3.3.1 Nonclinical Experience 

3.3.1.1 Rucaparib Absorption, Distribution, Metabolism, and Excretion 

The pharmacokinetics (PK) and toxicokinetics of rucaparib camsylate following oral 
administration, the intended route of administration in humans, was evaluated in the mouse, rat, 
and dog. The time at which the peak plasma concentrations were observed (Tmax) occurred at 1–3 
hours post dose in the mouse and dog, with the rat generally exhibiting a later Tmax (4–8 hours). 
The oral bioavailability was 17%, 36%, and 62%, respectively, in the mouse (50 mg/kg), rat 
(100 mg/kg), and dog (20 mg/kg).  In the rat and dog, there were no marked gender-related 
differences and no accumulation after repeat oral administration. A less than dose-proportional 
increase in exposure was observed in the rat and dog when rucaparib was administered as a 
suspension in 0.5% methylcellulose; however, a greater than dose-proportional increase in 
exposure was observed in the 1-month dog toxicity study when rucaparib was administered in 
capsules.      

Rucaparib PK, following IV administration of salts of rucaparib, were evaluated in mice, rats, 
dogs, and monkeys.  IV dosing with the glucuronate or phosphate salt of rucaparib resulted in 
moderate to rapid clearance and a large volume of distribution, indicating this compound is well 
distributed in the body.  The half-life (t1/2) ranged from 2.3 to 5.2 hours. 

In vitro plasma protein binding studies in mouse, rat, and dog plasma showed moderate binding 
and ranged from 49.5% to 73%.  Plasma protein binding in humans ranged from 55% to 75%.   
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Recombinant cytochrome P450 (CYP) studies indicated that CYP2D6, CYP1A2, and to a lesser 
extent, CYP3A4, have the ability to metabolize rucaparib.  Rucaparib moderately inhibited 
CYP1A2, CYP2C19, and CYP2C8.  In addition, rucaparib showed mixed inhibition of CYP2C9.  
Based on bi-directional experiments of digoxin transport carried out using Caco-2 cells, it was 
determined that rucaparib is a moderate P-glycoprotein (P-gp) inhibitor. The inhibition potential 
for rucaparib on P-gp will likely be low at clinical oral doses ≤200 mg. At doses >200 mg, 
patients taking digoxin should have their digoxin levels monitored regularly via standard clinical 
practice. 

Quantitative whole body autoradiography studies in Long-Evans rats showed [14C] rucaparib 
radioequivalents were rapidly and widely distributed to tissues following IV administration, 
consistent with a large volume of distribution.  At 2 minutes after dosing, highest concentrations 
were found in kidney, lung, thyroid gland, heart, stomach mucosa, liver adrenal glands, spleen, 
and blood.  Little radioactivity was present in brain; levels were undetectable at 15 minutes after 
dosing.  Activity was undetectable in most tissues by 96 hours after dosing, however levels in the 
choroid/retina declined more slowly, and persistent radioactivity was also found in hair follicles 
through 192 hours, indicating that drug equivalents have high affinity and long half-life in 
pigmented tissues.  High levels of radioactivity were observed in ureters, bladder, and bile ducts, 
indicating both renal and biliary routes eliminated drug equivalents.   

3.3.1.2 Multiple-Dose Toxicity Studies 

Rucaparib was evaluated in both rat and dog in oral and IV infusion toxicity studies.  Only the 
multiple-dose toxicity studies utilizing the oral formulation are summarized below.  Details of 
these studies are provided in the Investigator’s Brochure. 

Target organs identified in studies where rucaparib was administered orally include the 
hematopoietic system and gastrointestinal tract.  No cardiovascular findings were noted in any of 
the oral toxicity studies. 

Multiple-Dose Oral Toxicity Studies in Rats 

Administration of rucaparib camsylate salt via oral gavage was generally well-tolerated in the rat 
up to 1000 mg/kg/day for 7 days and up to 150 mg/kg/day for 28 days.  Decreases in body 
weight gain and food consumption were noted in both studies.  In the 7-day study, target organs 
identified microscopically were bone marrow, spleen, and thymus.  Minimal to mild bone 
marrow hypocellularity was noted in all dose groups.  The no-observed-adverse-effect-level 
(NOAEL) was established at 500 mg/kg/day. 

In the 28-day study, there were 3 rucaparib-related deaths at 500 mg/kg/day immediately after 
blood collection on Day 28 (n=1) or Day 29 (n=2; first day of recovery phase).  These deaths 
likely resulted from the marked anemia identified hematologically.  Other rucaparib-related 
clinical signs at 500 mg/kg/day included thinning haircoat and pale eyes.  Identified target organs 
included bone marrow, spleen, lymphoid tissue (thymus, gut-associated-lymphoid tissue 
[GALT], and lymph nodes), and cecum (at 500 mg/kg/day only).  Following cessation of 
rucaparib dosing, most findings reversed.  In this study, the severely toxic dose in 10% of the 
animals (STD10) was 500 mg/kg/day and the NOAEL was 50 mg/kg/day. 
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Rucaparib camsylate in capsules was also given orally to rats at doses of 10, 40, and 
100 mg/kg/day for 91 consecutive days with a 28-day recovery period.  Decreased body weight 
and body weight gain were observed for animals given ≥40 mg/kg/day.  At the end of the 
recovery phase, mean body weight was still lower for males given 100 mg/kg/day and females 
given ≥40 mg/kg/day.  Hematological findings included decreases in red blood cell mass 
parameters in animals given ≥40 mg/kg/day (which correlated with decreased bone marrow 
hypocellularity), and decreases in reticulocytes, white blood cells (WBC) and absolute 
lymphocytes at ≥40 mg/kg/day. The latter changes correlated with the microscopic findings of 
decreased lymphocytes in the mandibular lymph nodes and gut-associated lymphoid tissue. All 
effects were reversible. Microscopically, bone marrow hypocellularity at 100 mg/kg/day and 
minimally decreased lymphocytes in lymphoid tissues at ≥40 mg/kg/day were noted and were 
completely reversed at the end of the recovery period. The NOAEL was established to be 
100 mg/kg/day. 

Multiple-Dose Oral Toxicity Studies in Dogs 

Oral gavage administration of the camsylate salt form of rucaparib to dogs for 7 days resulted in 
gastrointestinal clinical signs at the 80 mg/kg/day high-dose group.  Hematopoietic effects of 
decreased reticulocytes were noted in mid- to high-dose groups and leukopenia was exhibited in 
all treatment groups.  Lymphoid atrophy occurred in both sexes and in all treatment groups.  
Decreased bone marrow cellularity was seen in both sexes (males at all doses; females at 
80 mg/kg/day).  A 7-day repeat-dose toxicity study using oral capsules in dogs was repeated in 
order to characterize the toxicity of a new lot of rucaparib camsylate.  Similar to the results of the 
prior 7-day study in dog, gastrointestinal clinical findings were noted at 80 mg/kg/day. Vomiting 
was observed throughout the dosing phase for males as well as liquid and/or mucoid feces in 
both genders.  Decreased food consumption was observed at 80 mg/kg/day that correlated with 
body weight loss that was considered adverse.  Decreases in erythroid, platelet, and leukocyte 
parameters were observed primarily at 80 mg/kg/day and occasionally at 20 or 5 mg/kg/day.  
These data indicated that the drug targeted multiple bone marrow lineages in a dose-related 
pattern. 

Rucaparib camsylate salt in capsules was administered orally to dogs for 30 consecutive days 
with a 29-day recovery.  Gastrointestinal clinical signs were noted at ≥ 5 mg/kg/day, with 
decrease in food consumption at 75 mg/kg/day.  Adverse hematological changes (decrease in 
erythroid, myeloid, and megokaryocytic lineages) occurred at ≥ 20 mg/kg/day.  Effects were 
fully reversible.  The NOAEL in this study was 5 mg/kg/day. 

Rucaparib camsylate in capsules was also given orally to dogs at doses of 3, 15/10, 
40/30/20 mg/kg/day for 91 consecutive days with a 29-day recovery period.  Body weight losses 
and inappetance observed at the high dose in both sexes during the first quarter of the dosing 
phase were considered adverse and resulted in dose reductions (40 to 30 to 20 mg/kg/day for 
toxicity and 15 to 10 mg/kg day in order to maintain multiples of exposures for optimal testing of 
dose response) for the remainder of the study.  Clinical pathology findings were indicative of 
bone marrow toxicity; these changes were nonprogressive over time suggesting potential 
adaptation to these initial effects.  Hematological findings at 40/30/20 mg/kg/day correlated with 
erythroid atrophy of the bone marrow detected microscopically.  By Day 29 of recovery, most 
effects reversed. The highest non-severely toxic dose (HNSTD) for this study was 20 mg/kg/day 
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for male dogs.  No HNSTD was established for female dogs.  The NOAEL was 10 and 
20 mg/kg/day for male and female dogs, respectively. 

3.3.1.3 Additional Observations 

In vitro genetic toxicology assays demonstrated oral rucaparib to be clastogenic.  Bacterial 
mutagenicity data for rucaparib were clearly negative in four microbial tester strains, both with 
and without metabolic activation, and equivocal in a fifth tester strain.    

In an in vitro assay for human ether-a-go-go-related gene (hERG) activity, the IC50 and IC20 for 
the inhibitory effects of rucaparib (50% inhibitory concentration and 20% inhibitory 
concentration) on hERG potassium currents were 24 µM (7761 ng/mL) and 7 µM (2264 ng/mL), 
respectively.  These values are 7-fold and 2-fold higher, respectively, than the highest (unbound) 
steady state plasma concentrations observed to date in humans (3710 ng/mL x 0.298 Fu = 
1106 ng/mL) at a dose of 600 mg BID rucaparib administered orally. 

Effects on appearance and behavior, motor activity, body temperature, and a number of 
neurofunctional tests and reflexes were evaluated in rats.  A dose of 50 mg/kg of rucaparib 
administered via IV infusion (mean Cmax=13629 ng/mL) resulted in a significant reduction in 
motor activity compared with vehicle-treated animals; however, there were no effects on 
neurofunctional or reflex testing at this dose.  The plasma concentration measured at this dose is 
3.7-fold above the highest steady state plasma concentration (3710 ng/mL) observed to date in 
humans at a dose of 600 mg BID rucaparib administered orally. 

Administration of rucaparib to Long-Evans rats orally at doses up to 750 mg/kg/dose, followed 
by a single exposure to solar-simulated ultraviolet radiation approximately 4 hours after the final 
dose elicited no skin or ocular reactions indicative of phototoxicity.  The no-observed-effect-
level (NOEL) for phototoxicity was >750 mg/kg/day. 

Additional information may be found in the current Investigator’s Brochure. 

3.3.2 Clinical Experience   

The early clinical program assessed safety and efficacy in patients with malignancies commonly 
treated with chemotherapeutic agents, initially with the IV formulation of rucaparib administered 
in combination with a variety of chemotherapies, and later with the oral formulation of rucaparib 
administered as a monotherapy.  The latter is the focus of current development efforts. 

3.3.2.1 Rucaparib Monotherapy 

Rucaparib monotherapy is currently being evaluated as treatment for relapsed ovarian cancer  in 
two Clovis-sponsored clinical studies (Study CO-338-010 and this study, CO-338-017 
[ARIEL2].  Over 200 patients have been treated with the oral formulation of monotherapy 
rucaparib in open-label trials; over 150 patients have been treated with the recommended Phase 2 
dose of 600 mg BID. 
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Study CO-338-010 

Study CO-338-010 is a 2-part, open-label, safety, PK, and preliminary efficacy study of oral 
rucaparib administered daily for continuous 21-day cycles.  Part 1 was a Phase 1 portion in 
patients with any solid tumor, including lymphoma, who have progressed on standard treatment.  
The primary objective of this portion of the study was to determine the optimal monotherapy 
dose for orally administered rucaparib.  Measurable disease was not required and tumor marker 
assessments are optional.  Part 2 is the ongoing Phase 2 portion in patients (up to n=41) with 
platinum-sensitive relapsed ovarian cancer with evidence of a gBRCA mutation who have 
received at least 2, but no more than 4, prior regimens. The primary objective of this portion of 
the study is to assess the overall objective response rate by RECIST v1.1 in this ovarian cancer 
patient population.  

Study CO-338-010 was initiated in Q4 2011.  In the Phase 1 portion, a total of 56 patients 
(median age 50 years [range 21−71]; 51 female; 27 breast cancer, 20 ovarian/peritoneal cancer, 2 
pancreatic cancer; 7 other tumor) were treated at dose levels of 40, 80, 160, 300, and 500 mg 
QD, and 240, 360, 480 and 600 mg BID rucaparib administered continuously.  Two patients are 
still receiving treatment as of November 2014.  One patient treated with 360 mg BID rucaparib 
experienced a dose-limiting toxicity (DLT) of Common Toxicity Criteria for Adverse Events 
(CTCAE) Grade 3 nausea despite maximal intervention in Cycle 1 of treatment.  No DLTs were 
observed during Cycle 1 in the 480 mg BID and 600 mg BID cohorts however, similar to other 
PARP inhibitors, non-DLT myelosuppression was observed beyond Cycle 1, therefore the dose 
of 600 mg BID rucaparib was selected as the recommended dose for future Phase 2 and Phase 3 
studies. 

In the ongoing Phase 2 portion, 20 ovarian cancer patients (median age 56 [range 44-84]; ECOG 
performance status 0/1=12/8; median number of anticancer regimens=2 [range 2-4]; median 
number of platinum-based regimens=2 [range 2-3]) were enrolled as of September 2014. 

Study CO-338-017 (ARIEL2) 

In this ongoing trial, 143 ovarian cancer patients (median age 65 [range 31-86]; ECOG 
performance status 0/1/pending=95/47/1; median number of anticancer regimens=1 [range 1-6); 
median number of platinum-based regimens=1 [range 1-5]) have enrolled into Part 1 of the study 
as of October 2014.  Full enrollment into Part 1 of the study is anticipated to be completed in 
December 2014.   

3.3.2.1.1 Safety 

As of November 2014, safety data are available for n=163 ovarian cancer patients treated with 
600 mg BID rucaparib monotherapy in the ongoing Phase 2 studies, including Part 1 of this trial. 
Treatment-related adverse events (all grades) reported in ≥15% of patients treated with 600 mg 
BID rucaparib include: gastrointestinal and related symptoms (nausea, vomiting, dysgeusia, 
diarrhea, abdominal pain, and decreased appetite); anemia; fatigue/asthenia, and headache.  
Elevations of ALT and/or AST are also commonly observed.  The ALT/AST elevations occur 
early (within first 2-4 weeks of treatment), are generally mild to moderate (Gr 1-2), are not 
accompanied by any changes in bilirubin levels, and often transient and resolved to within 
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normal ranges, or stabilize.  No patient has met the laboratory criteria for Hy’s Law.48  As has 
been observed with rucaparib and other PARP inhibitors, myelosuppression may be delayed and 
observed after a period of continuous dosing.  Grade 3/4 adverse events assessed as treatment-
related and occurring in >5% of patients include: anemia/decreased hemoglobin and increased 
ALT. All treatment-related adverse events have been successfully managed with concomitant 
medications, supportive care, and treatment interruption and/or dose reduction.  No patient has 
discontinued rucaparib treatment due to a treatment-related adverse event.  A total of five 
patients have died on study or within 30 days of last dose of rucaparib; all deaths were due to 
disease progression and were assessed as not related to rucaparib. 

Extensive centrally-reviewed electrocardiogram (ECG) monitoring was conducted in the Phase 1 
portion of study CO-338-010.  ECG results (as triplicate reads) are available for all 56 treated 
patients.  No patient had a QTcF measurement ≥500 msec at any time during study participation.  
Only one patient had a QTcF measurement ≥480 msec.  This measurement occurred in a patient 
receiving 480 mg BID rucaparib and concomitant administration of citalopram, a medication 
with known potential to cause QT prolongation.  This patient has continued to receive 
monotherapy rucaparib at a dose of 480 mg BID with no further QTcF measurement ≥480 msec.  
No patient experienced a ≥60 msec increase in QTcF over baseline.  A total of 11 patients 
experienced a QTcF increase ≥30 msec over baseline.  Further analyses suggest a lack of 
relationship between QTcF increase ≥30 msec and dose or exposure.  In addition, there were no 
adverse events suggestive of cardiac arrhythmia (e.g., presyncope, syncope, sudden death) in any 
patient.  ECG and adverse event data to date in patients receiving monotherapy rucaparib at 
doses up to 840 mg BID suggest there is a minimal risk of QTc prolongation. 

3.3.2.1.2 Efficacy 

Study CO-338-010 

In the Phase 1 portion, 2 patients (breast cancer and ovarian cancer, both gBRCAmut) achieved a 
RECIST CRs and 7 patients (3 ovarian cancer, 4 breast cancer, 1 pancreatic cancer; all 
gBRCAmut) achieved a RECIST PR during the dose escalation phase (n=2 at 300 mg QD; n=2 at 
360 mg BID; n=3 at 480 mg BID; and n=2 at 600 mg BID).  Response were durable across 
tumor types.  In addition, 3 patients with ovarian cancer achieved a cancer antigen 125 (CA-125) 
response as defined by Gynecologic Cancer InterGroup (GCIG) criteria.  The disease control rate 
(CR, PR, or SD>12 weeks) in evaluable ovarian cancer patients treated at doses ≥360 mg BID 
was 92% (11/12).  Responses were observed in platinum-resistant as well as platinum-sensitive 
ovarian cancer patients.  In platinum-resistant ovarian cancer patients treated with ≥360 mg BID 
rucaparib, 50% (4/8) achieved either a RECIST (25%, 2/8) or GCIG CA-125 response (25%, 
2/8).  The disease control rate (CR, PR, or SD>24 weeks) in this group was 75% (6/8) and 
median time on treatment was approximately 9 months (range 1.5-14.5). 

In the Phase 2 portion of Study CO-338-010, compelling activity has been observed in patients 
who had received 2-4 prior chemotherapy regimens and a deleterious BRCA mutation, with 15 of 
20 (75%) achieving a RECIST PR and 17 of 20 (85%) achieving a RECIST PR and/or a GCIG 
CA-125 response.  The vast majority of patients had some level of target lesion measurement 
reduction as shown in Figure 1. 
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Figure 1 Best Target Lesion Response – Study CO-338-010 Phase 2 

Study CO-338-017 (ARIEL2) 

In Part 1 of this study, preliminary efficacy data as of October 2014 indicate target lesion 
reduction in the majority of patients currently evaluable for efficacy, as indicated in Figure 2.
ORRs of 38% (RECIST) and 44% (RECIST & GCIG CA-125) have been observed in n=61 
patients who had a baseline scan and at least one post-treatment scan, and who were able to be 
classified into 1 of 3 HRD subgroups based on analysis of their screening biopsy sample.  The 
disease control rate (CR, PR or SD>24 weeks) in this group of patients is 78% and 61% of 
patients were continuing treatment with rucaparib at the time of this data analysis. 

Figure 2 Best Target Lesion Response – Study CO-338-017 (ARIEL2) Part 1 

Response and disease control rate data were also analyzed by HRD subgroup as shown in 
Table 1.  Activity was enhanced, as expected, in the subset of patients with a BRCA mutation 
(n=23), with ORRs of 61% (RECIST) and 70% (RECIST and/or GCIG CA-125).  Responses 
were observed in patients with germline as well as somatic mutations, indicating the importance 
of assessing tumor tissue rather than relying on a blood test that assesses germline mutation 
status only.  Clinical activity was also observed in patients without a tBRCA mutation.  In these 
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patients, the nbHRD group (patients whose tumors had a high level of genomic LOH) (n=25) had 
ORRs of 32% (RECIST) and 40% (RECIST and/or GCIG CA-125), while the biomarker 
negative group (patients whose tumors had a low level of genomic LOH) (n=13) had a best ORR 
(RECIST/RECIST & GCIG CA-125) of 8%.  The disease control rates across the 3 HRD 
subgroups displayed very similar differential results. While these preliminary results are very 
encouraging and indicate that the current analysis approach of assessing BRCA mutation status 
in tumor tissue and also assessing level of genomic LOH in tumors without a BRCA mutation 
does differentially identify patients likely respond to rucaparib, the individual group sizes are 
still small and more data is still required to complete the analysis and determine the optimal 
HRD signature, particulary with regards to the BRCAwt groups. 

Table 1 Response Rates by HRD Subgroup in Part 1 of Study CO-338-017 
(ARIEL2) 

Efficacy Parameter HRD Subgroup 

tBRCAmut 
nbHRD 

(tBRCAwt / high 
LOH) 

Biomarker 
Negative 

(tBRCAwt / low 
LOH) 

RECIST ORR, % (n) 61 (14/23) 32 (8/25) 8 (1/13) 

RECIST & GCIG CA-125 ORR, % (n) 70 (16/23) 40 (10/25) 8 (1/13) 

Disease Control Rate* 
(CR, PR, or SD>12 wks), % (n) 

94 (15/16) 75 (9/12) 50 (3/6) 

*Patients with SD who are ongoing with <12 weeks on study are not included in denominator 

SUMMARY 

Monotherapy rucaparib has demonstrated clinical activity in ovarian cancer patients with and 
without a BRCA mutation.  Overall, response to rucaparib occurs rapidly, with the majority of 
patients achieving a PR at the first disease assessment scan (weeks 6-8).  Responses have been 
durable and most responders are continuing to receive treatment with rucaparib.   

In addition to the data presented by study, the efficacy of rucaparib in BRCAmut ovarian cancer 
patients who received ≥3 prior chemotherapy regimens and were treated with 600 mg BID 
rucaparib has been evaluated.  In this group, which included both patients with platinum-
sensitive and platinum-resistant disease, ORRs of 47% (RECIST) and 73% (RECIST & GCIG 
CA-125) have been observed, suggesting that rucaparib may be a suitable treatment alternative in 
this patient population with advanced disease and limited treatment options. 

3.3.2.1.3 Pharmacokinetics 

After once daily oral administration of rucaparib for 15 days, steady state Cmax and AUC0-24

generally increased dose proportionally.  Tmax and t1/2 were independent of dose.  Steady state 
exposure increased by an average of 89%, consistent with accumulation expected for a 



Clovis Oncology, Inc. Clinical Protocol 
Oral rucaparib (CO-338) CO-338-017 
Amendment 4 December 19, 2014 

37 Confidential 

compound exhibiting a t1/2 of approximately 17 hours administered once daily.  Following BID 
oral administration of rucaparib for 15 days, steady state Cmax and AUC0-24 generally increased 
dose proportionally.  Moreover, BID dosing delivered a lower Cmax with a low peak to trough 
plasma concentration variation.  The target trough level of 2 µM was achieved in 100% of 
patients (n=14) at ≥240 mg BID with low inter-patient variability (<4-fold) within each dose 
group.  Steady state trough levels also exhibited low intra-patient variability (24% CV). No 
sporadically high exposures were observed.  The effect of food on rucaparib PK was evaluated at 
40 mg (n=3) and 300 mg (n=6) doses administered once daily.  There was no food effect; 
patients may take rucaparib on an empty stomach or with food. 

3.3.2.2 Studies A4991002 and A4991005, and A4991014 

Further details of these rucaparib combination studies are provided in the Investigator’s 
Brochure. 

3.4 Rationale for Study 

Clinical data with PARP inhibitors indicate there is an ovarian cancer patient population beyond 
just those with gBRCA mutations and/or platinum-sensitive disease that may benefit from 
treatment with a PARP inhibitor.  The purpose of this study is to test and optimize a molecular 
signature of HRD in ovarian cancer that is hypothesized to correlate with response to rucaparib 
and will enable selection of appropriate ovarian cancer patients for treatment with rucaparib.  
The HRD signature has been defined based on the presence of a deleterious BRCA1 or BRCA2
mutation and/or genomic tumor LOH. This study will test the ability of the signature to 
discriminate good from poor outcome on rucaparib.  It is anticipated that patients with a BRCA1
or BRCA2 mutation and those with tumors exhibiting tumor genome LOH will derive the 
greatest clinical benefit from rucaparib treatment.   

After optimization (if needed), this signature will be prospectively applied in the final analysis of 
the planned Phase 3 pivotal study (CO-338-014), which will evaluate rucaparib as switch 
maintenance treatment following a response to platinum-based chemotherapy in a similar patient 
population.  This Phase 2 study will also compare archival versus recently collected tumor tissue 
in order to validate the use of archival tumor tissue for assessment of HRD status in the Phase 3 
study. 

This 2-part study will enroll patients with relapsed, platinum-sensitive, high-grade epithelial 
ovarian, fallopian tube, and primary peritoneal cancer who have disease that can be biopsied and 
is measurable.  Part 1 of the study will enroll approximately 180 patients who received ≥1 prior 
platinum-based regimen and have platinum-sensitive disease.  Enrollment of patients known to 
harbor a deleterious / pathogenic gBRCA mutation will be limited to 15 in Part 1 in order to 
enrich for patients that have HRD associated with a defect other than BRCA1/2.  Part 2 will 
enroll up to 300 patients who received at least 3, but no more than 4, prior chemotherapy 
regimens, including at least 80 patients with a tBRCA mutation.  Patients will enroll into either 
Part 1 or Part 2 of the study.  Part 2 will begin once enrollment of Part 1 has been completed. 

Tumor tissue collected at screening and/or an archival tumor tissue sample will be sequenced 
using Foundation Medicine’s next generation sequencing (NGS) test, which analyzes a large 
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panel of cancer-related genes, including tumor genome LOH, BRCA, and other HRR pathway 
genes.  Genetic alterations, which include mutations and homozygous deletions, in specific HRR 
pathway genes may also be associated with clinical outcome on treatment with rucaparib. 

The following correlative translational studies are also planned: 

1. Tumor genomic LOH and gene sequence alterations in archival and screening tumor 
tissue will be compared to assess the changes in a tumor’s genomic LOH and genetic 
profile over time and determine if archival tumor tissue carries sufficient predictive utility 
and obviates the need for a contemporaneous biopsy.  The frequency and nature of 
secondary BRCA mutations will also be assessed.  Acquired secondary BRCA mutations 
(also known as reversions) may result in functional protein and restored HRR capability, 
leading to PARP inhibitor resistance.16-18

2. An alternative NGS test known as BROCA will be used to potentially identify additional 
mutations in other DNA repair genes that may confer sensitivity or resistance to 
rucaparib.19

3. Gene expression profiling on extracted RNA will be analyzed to potentially identify a 
signature associated with efficacy. A gene expression signature has been developed to 
identify BRCA and BRCA-like (also referred to as “BRCAness”) tumors.  Such a 
signature may predict response to platinum and PARP inhibitors.20

4. Immunohistochemistry (IHC) of non-homologous end joining (NHEJ) proteins will be 
investigated to assess whether NHEJ pathway integrity modulates efficacy.  It has been 
hypothesized that cells with HRD must have functional NHEJ DNA repair in order to 
generate sufficient genomic instability for synthetic lethality with a PARP inhibitor.21

5. Circulating cell-free tumor DNA (ctDNA) will be analyzed as a potential molecular 
marker of efficacy.  Tagged-amplicon deep sequencing (TAm-Seq) will be utilized to 
sequence ctDNA and identify mutations, including but not limited to, those in the tumor 
suppressor gene TP53, which is present in greater than 95% of HGSOC tumors.1,22

Similar to CA-125, the fraction of TP53 mutant alleles in plasma of ovarian cancer 
patients has been shown to track with the clinical course of the disease.22

Taken together, the analyses planned in this trial will provide valuable information on genomic 
abnormalities that may be associated with response or resistance to rucaparib and will identify a 
broader ovarian cancer patient population that may benefit from treatment than has previously 
been explored in most other PARP inhibitor studies. 
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4 STUDY OBJECTIVES 

4.1 Objectives and Endpoints 

This is a two-part, open-label efficacy study of oral rucaparib in patients with platinum-sensitive, 
relapsed, high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer to define a 
signature of HRD that correlates with efficacy. 

Primary, secondary, and exploratory objectives and endpoints are shown in Table 2.  Unless 
otherwise specified, the objectives below apply to both parts of the study. 

Table 2 Primary, Secondary, and Exploratory Objectives and Endpoints 

Primary Objectives Primary Endpoints 

1. To determine PFS in patients with relapsed 
platinum-sensitive ovarian cancer classified 
into molecularly-defined subgroups by a 
prospectively defined HRD signature 
(Part 1) 

1. Disease progression (RECIST v1.1) 
(Appendix B) as assessed by investigator, or 
death from any cause, in molecularly-defined 
subgroups identified by a prospectively defined 
HRD signature 

2. To estimate ORR in heavily pre-treated 
patients with relapsed ovarian cancer 
classified into molecularly-defined 
subgroups by a prospectively defined HRD 
signature (Part 2) 

2. ORR by RECIST v1.1 in molecularly-defined 
subgroups identified by a prospectively defined 
HRD signature 

Secondary Objectives Secondary Endpoints 

1. To estimate ORR (Part 1) 1. ORR by RECIST v1.1  

2. To estimate ORR including CA-125 
response criteria 

2. ORR by RECIST v1.1 and GCIG CA-125 
criteria 

3. To evaluate duration of response (DOR) 3. DOR by RECIST v1.1 

4. To determine PFS (Part 2) 4. Disease progression (RECIST v1.1) 
(Appendix B) as assessed by investigator, or 
death from any cause  

5. To evaluate survival (Part 2) 5. Overall survival 

6. To evaluate the safety and tolerability of 
rucaparib 

6. The incidence of adverse events (AEs), clinical 
laboratory abnormalities, and dose 
modifications 

7. To evaluate steady state trough level PK 7. Trough (Cmin) level rucaparib concentrations 
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Table 2 Primary, Secondary, and Exploratory Objectives and Endpoints 

Exploratory Objectives Exploratory Endpoints 

1. To assess efficacy in molecularly-defined 
HRD subgroups as defined by HRR gene 
alterations 

1. PFS and/or ORR by RECIST v1.1 and GCIG 
CA-125 criteria. HRD subgroups as defined by 
HRR gene alterations 

2. To optimize the tumor LOH algorithm by 
testing additional signatures of interest 
based on higher or lower genomic LOH 

2. PFS and/or ORR by RECIST v1.1 and GCIG 
CA-125 criteria. Additional signatures of 
interest based on higher or lower genomic LOH. 

3. To assess changes in HRD status over time 3. Changes in HRD status (LOH and gene 
alterations) between fresh biopsy versus archival 
tumor tissue samples 

4. To assess whether the BROCA panel can 
identify mutations in additional HRR genes 
that may be associated with efficacy 

4. ORR by RECIST v1.1 and GCIG CA-125 
criteria in relation to HRR gene mutations 
identified in BROCA 

5. To assess if a gene expression signature for 
HRD correlates with efficacy 

5. PFS and/or ORR by RECIST v1.1 and GCIG 
CA-125 criteria in relation to gene signature 
defined by a gene expression profiling assay 

6. To assess NHEJ pathway integrity and 
correlate it with efficacy  

6. NHEJ protein expression by 
immunohistochemistry (IHC) and PFS and/or 
ORR by RECIST v1.1 and GCIG CA-125 
criteria  

7. To assess ctDNA as a molecular marker of 
efficacy 

7. Levels of ctDNA in relation to PFS and/or ORR 
by RECIST v1.1 and GCIG CA-125 criteria 
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5 STUDY DESIGN 

5.1 Overall Study Design and Plan 

This is a two-part, open-label efficacy study of rucaparib in patients with platinum-sensitive, 
relapsed, high-grade epithelial ovarian, fallopian tube, or primary peritoneal cancer to 
characterize the relationship between HRD status and rucaparib efficacy in patients who received 
≥1 prior platinum-based regimen and have platinum-sensitive disease (Part 1) and patients who 
received at least 3, but no more than 4, prior chemotherapy regimens (Part 2).  Patients will 
enroll into either Part 1 or Part 2 of the study.  Part 2 will begin once enrollment of Part 1 has 
been completed. 

5.1.1 Screening Phase 

All patients will undergo screening assessments within 28 days prior to the first dose of 
rucaparib.  AEs that occur after signing of the informed consent form and before administration 
of the first rucaparib dose will also be collected during this period. 

Screening assessments will include demographics and medical history, prior treatments for 
epithelial ovarian, fallopian tube, or primary peritoneal cancer (and other malignancies if 
applicable), prior and current medications, and procedures, 12-lead electrocardiogram (ECG), 
ECOG performance status, hematology, serum chemistry, serum pregnancy for women of 
childbearing potential, urinalysis, blood sample for ctDNA analysis, physical examination, vital 
signs, weight and height measurements, adverse events, radiological assessment by CT or MRI, 
and CA-125 measurement.  All patients, with the exception of Part 2 patients known to harbor a 
deleterious gBRCA mutation, will be required to have a screening biopsy to collect fresh tumor 
tissue for determination of HRD status at study entry within 28 days prior to the first dose of 
rucaparib.  The screening biopsy will be optional for Part 2 patients known to harbor a gBRCA
mutation.  This biopsy should be performed at least 7 days prior to the planned start of treatment 
to allow sufficient time for the sample to be sent to Foundation Medicine, the central laboratory 
for confirmation the tissue is of adequate quality for the planned analyses.  If a biopsy was 
recently performed as standard of care prior to this patient consenting to this study or after study 
informed consent but outside the 28 day screening window this may be acceptable with advance 
approval from the Sponsor.  In addition, archival tumor tissue samples must be confirmed as 
being available for all patients.  While archival tumor tissue is not required to be shipped prior to 
initiation of treatment, it is highly recommended that the tissue be sent as close as possible to the 
time of sending the screening biopsy to enable timely enrollment in the event that the screening 
biopsy is deemed inadequate by Foundation Medicine. 

In Part 1, patients <55 years of age at diagnosis, or with prior history of breast cancer, or who 
have a close relative (first or second degree) with ovarian cancer or early onset (<age 50) breast 
cancer are required to have been previously tested for gBRCA mutation.  Germline BRCA test 
results must be obtained for all patients who are known to have been tested prior to enrollment in 
order to determine whether any mutation was reported and if so, whether the mutation was 
classified as deleterious / pathogenic or other.  Enrollment of patients with a gBRCA mutation 
classified as deleterious (i.e., pathogenic), suspected deleterious, or favor deleterious (or the 
equivalent interpretation of any of these) on the most recent assessment by a testing laboratory 
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will be limited to 15 in Part 1.  Patients not required to have been previously tested, or who 
tested negative for a gBRCA mutation, or who were found to have a mutation that was classified 
as other than deleterious, suspected deleterious, or favor deleterious or the equivalent of any of 
these, are eligible to enroll in Part 1 provided all other criteria are met.  Patients with a BRCA
mutation detected in tumor tissue (tBRCA), but who do not have a germline mutation, will not 
count toward the cap and will be eligible to receive treatment with rucaparib, provided all other 
eligibility criteria are met. 

At least 80 patients with a deleterious / pathogenic tBRCA mutation will be enrolled into Part 2 
of the study.  There is no requirement for a patient enrolling into Part 2 to have been previously 
tested for a germline BRCA mutation, even if she meets the clinical criteria for testing being 
applied to patients entering Part 1 of the study. 

Results of the Foundation Medicine panel test will be provided to all patients who consent to 
receive this information.  In the event a BRCA1 or BRCA2 mutation is detected in tumor tissue, 
the patient may be referred by the investigator for genetic counseling and potential germline 
testing per institutional guidelines. If the patient chooses to have germline testing, this result will 
be entered into the clinical trial database.  

Mutations detected in tumor tissue may be somatic or germline; however, the central laboratory’s 
NGS test will not distinguish between the two.  A blood sample will therefore be collected for all 
patients at screening and stored.  Prior to final efficacy analysis, genomic DNA may be subjected 
to exploratory analysis in order to determine whether the mutation is germline.  These data will 
be generated in a research setting and will not be provided to the investigator or patient. 

Enrollment will require Clovis review of eligibility, including information on prior cancer 
therapies and dates administered, local gBRCA test result if patient has previously been tested, 
and, with the exception of Part 2 patients known to harbor a deleterious gBRCA mutation, 
confirmation that the screening biopsy sample has been submitted to the central laboratory and 
deemed adequate for the planned genetic analyses. Confirmation that an adequate amount of 
archival tumor tissue is available for analysis is also required. 

5.1.2 Treatment Phase 

During the treatment phase (continuous 28-day treatment cycles), patients will be monitored for 
safety and efficacy.  Assessments during the treatment phase will include AEs, ECOG 
performance status, concomitant medications and procedures, physical examination, vital signs 
and weight measurements, hematology and serum chemistry, alpha-1 acid glycoprotein (AAG) 
analysis on days where a blood sample is taken for PK, serum or urine pregnancy (per 
investigator discretion) for women of childbearing potential, CA-125 measurement, blood 
samples for PK and ctDNA, and study drug administration and accountability.  Patients will be 
assessed for disease status per RECIST v1.1 at the end of every 8 weeks (± 4 days) during the 
treatment phase.  Confirmatory scans should be performed at least 4 weeks after an initial PR or 
CR is first documented.  Patients who have been on study at least 18 months may decrease the 
frequency of disease assessments to every 16 (±2) weeks.  Patients experiencing disease 
progression, as assessed by the investigator, will be discontinued from treatment. 
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A formal safety data review will occur after the first 20 patients have been enrolled, then every 
quarter until Part 1 enrollment is completed, and then every 6 months thereafter.  The review 
committee will include external experts and Sponsor personnel.  The external experts will 
include, but not be limited to, the coordinating PIs of the study (Dr. Elizabeth Swisher at Univ. 
of Washington and Dr. Iain McNeish at Univ. of Glasgow). Clovis reviewers will include the 
Medical Monitor, Chief Medical Officer, Head of Pharmacovigilance, and Biostatistician.  The 
protocol will be amended as appropriate to incorporate additional patient safety monitoring if 
new safety signals are noted at any review. 

5.1.3 Post-Treatment Phase 

Upon discontinuation of treatment with rucaparib, all patients will return to the clinic for an End 
of Treatment visit.  Assessments at this visit will include AEs, ECOG performance status, 
concomitant medications and procedures, 12-lead ECG, physical examination, vital signs and 
weight measurements, hematology and serum chemistry, serum pregnancy for women of 
childbearing potential, CA-125 measurement, blood sample for ctDNA analysis, disease status 
assessment, and study drug accountability.  An optional tumor biopsy sample, if available, will 
be collected from patients who experience disease progression and provide appropriate consent. 
Disease assessments should also be done at the time of treatment discontinuation if it has 
been ≥ 8 weeks since the last assessment. 

All patients will be assessed for AEs at 28 (±3) days following the last dose of rucaparib at the 
28-Day Follow-up visit.   

All patients that discontinued treatment for any reason other than radiogically confirmed disease 
progression will continue to have scans every 8 weeks (± 4 days) until radiologically confirmed 
disease progression, death or initiation of subsequent treatment.  Patients who have been on 
study at least 18 months, may decrease the frequency of disease assessments to every 16 (±2) 
weeks.  

Patients in Part 2 of the study will also be followed for survival, subsequent treatments, and 
monitoring for secondary malignancy every 12 weeks until death, loss to follow-up, withdrawal 
of consent, or study closure.  
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5.2 Study Schema 

The study schema in Figure 3 summarizes the treatment design of the study.  

Figure 3 Study Schema 
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5.3 End of Study 

The trial will close when all patients in Part 2 have experienced death or have been followed for 
survival for a period of 2 years, whichever occurs first.  Upon formal closure of the study, 
individual patients who are continuing to receive benefit from treatment at the time of study 
closure, and who do not meet any of the criteria for withdrawal, will have the option of entering 
an extension protocol in which they can continue to receive rucaparib.   
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6 STUDY POPULATION 

6.1 Number of Patients and Sites 

Approximately 480 patients with platinum-sensitive, relapsed high-grade epithelial ovarian, 
fallopian tube, or primary peritoneal cancer will be enrolled into either Part 1 (n=180) or Part 2 
(n=300) of the study at approximately 60 study sites.  Enrollment of patients known a priori to 
have a deleterious / pathogenic gBRCA mutation will be limited to 15 in Part 1.  At least 80 
patients with a tBRCA mutation will be enrolled into Part 2. 

6.2 Inclusion Criteria 

Eligible patients must meet the following inclusion criteria.  Unless otherwise specified, the 
criteria below apply to patients enrolling in either Part 1 or Part 2 of the study. 

1. Have signed an Institutional Review Board (IRB)/Independent Ethics Committee (IEC)-
approved informed consent form prior to any study-specific evaluation 

2. Be ≥18 years of age at the time the informed consent form is signed 

3. Have a histologically confirmed diagnosis of high-grade serous or Grade 2 or Grade 3 
endometrioid epithelial ovarian, fallopian tube, or primary peritoneal cancer 

− If mixed histology, >50% of the primary tumor must be confirmed to be high-grade 
serous or endometrioid upon re-review by local pathology 

− Patients with a histology other than serous or endometrioid are also eligible for Part 2 
of the study if they are known to harbor a deleterious / pathogenic BRCA mutation 
(germline or somatic) 

4. Have relapsed/progressive disease as confirmed by radiologic assessment 

5. Part 1: Received prior platinum-based therapy and have platinum-sensitive disease 

a. Received ≥1 prior platinum-based treatment regimen; AND 

b. Received a platinum-based regimen as their last treatment; continuous or switch 
maintenance treatment as part of this regimen is permitted (hormonal treatment 
may be permitted following the last platinum regimen with advance approval 
from the Sponsor); AND 

c. Was sensitive to the last platinum regimen.  Platinum-sensitive disease is defined 
as documented radiologic progression ≥6 months after the last dose of platinum 
administered in the treatment setting. 

Part 2:  Received at least 3, but no more than 4, prior chemotherapy regimens and had 
documented treatment-free interval of ≥6 months following 1st chemotherapy 
regimen received 

a. Hormonal agents (eg. tamoxifen, letrozole, etc), anti-angiogenic agents (eg. 
bevacizumab, pazopanib, cediranib, nintedanib, trebananib, etc), and other non-
chemotherapy agents administered as single agent treatement will not be counted 
as a chemotherapy regimen for the purpose of determing patient eligibility 

b. Agents administered in the maintenance setting will not be counted as a separate 
regimen 
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6. Part 1 only: If <55 years of age at diagnosis, or has prior history of breast cancer, or has 
close relative (first or second degree) with ovarian cancer or early onset (<age 50) breast 
cancer, must have been previously tested for gBRCA mutation ; after 15 patients 
harboring the gBRCA mutation are enrolled, no additional patients with a known gBRCA
mutation will be allowed to enroll. 

7. Have undergone a biopsy of tumor tissue prior to first dose of study drug and had the 
tumor tissue confirmed by the central laboratory as being of adequate quality (at least 
20% tumor content with a minimum of 80% nucleated cellular content). Note: biopsy is 
optional for Part 2 patients known to harbor a deleterious gBRCA mutation

− If tumor tissue obtained from the biopsy is deemed inadequate, and the patient is 
unwilling or unable to have another biopsy, the patient may be considered for 
enrollment if archival tumor tissue is provided and deemed of adequate quality.  This 
must occur prior to any treatment with rucaparib. 

a. Biopsy must be of solid tumor tissue; ascites is not acceptable. 

b. Biopsy must be of sufficient yield for planned analyses 

8. Have sufficient archival FFPE tumor tissue available for planned analyses; cytospin 
blocks from ascites are not acceptable 

− The most recently obtained tumor tissue that is of adequate quality (at least 20% 
tumor content with a minimum of 80% nucleated cellular content) should be 
submitted 

9. Have measurable disease as defined by RECIST v1.1 (Appendix B) in addition to the 
lesion planned for biopsy; a single RECIST target lesion will suffice if, in the 
Investigator’s opinion, it is of sufficient size that the biopsy will not affect post-dose 
RECIST evaluations. 

10. Have adequate organ function confirmed by the following laboratory values obtained 
within 14 days prior to the first dose of rucaparib: 

a. Bone Marrow Function 

i. Absolute neutrophil count (ANC) ≥1.5 × 109/L 

ii. Platelets >100 × 109/L  

iii. Hemoglobin ≥9 g/dL 

b. Hepatic Function 

i. Aspartate aminotransferase (AST) and alanine aminotransferase (ALT)  
≤3 × upper limit of normal (ULN); if liver metastases, then ≤5 × ULN  

ii. Bilirubin ≤1.5 × ULN (<2 × ULN if hyperbilirubemia is due to Gilbert’s 
syndrome) 

iii. Serum albumin ≥30 g/L (3 g/dL) (Part 2 only) 

c. Renal Function  

i. Serum creatinine ≤1.5 × ULN or estimated glomerular filtration rate 
(GFR) ≥45 mL/min using the Cockcroft Gault formula 

11. Have an Eastern Cooperative Oncology Group (ECOG) performance status of 0 to 1 
(Appendix C) 
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6.3 Exclusion Criteria 

Patients will be excluded from participation if any of the following criteria apply.  Unless 
otherwise specified, the criteria below apply to patients enrolling in either Part 1 or Part 2 of the 
study. 

1. Active second malignancy, i.e., patient known to have potentially fatal cancer present for 
which she may be (but not necessarily) currently receiving treatment 

a. Patients with a history of malignancy that has been completely treated, with no 
evidence of that cancer currently, are permitted to enroll in the trial provided all 
chemotherapy was completed >6 months prior and/or bone marrow transplant 
(BMT) >2 years prior to first dose of rucaparib 

2. Prior treatment with any PARP inhibitor, including oral or intravenous rucaparib.  
Patients who previously received iniparib are eligible 

3. Symptomatic and/or untreated central nervous system (CNS) metastases.  Patients with 
asymptomatic previously treated CNS metastases are eligible provided they have been 
clinically stable for at least 4 weeks 

4. Pre-existing duodenal stent and/or any gastrointestinal disorder or defect that would, in 
the opinion of the Investigator, interfere with absorption of rucaparib 

5. Known human immunodeficiency virus (HIV) or acquired immunodeficiency syndrome 
(AIDS)-related illness, or history of chronic hepatitis B or C 

6. Pregnant or breast feeding.  Women of childbearing potential must have a negative serum 
pregnancy test <3 days prior to first dose of rucaparib 

7. Received treatment with chemotherapy, radiation, antibody therapy or other 
immunotherapy, gene therapy, vaccine therapy, angiogenesis inhibitors, or experimental 
drugs ≤14 days prior to first dose of rucaparib and/or ongoing adverse effects from such 
treatment > NCI CTCAE Grade 1 (ongoing Grade 2 non-hematologic toxicity related to 
most recent treatment regimen may be permitted with prior advanced approval from 
Sponsor). 

8. Received administration of strong CYP1A2 or CYP3A4 inhibitors ≤7 days prior to first 
dose of rucaparib or have on-going requirements for these medications (Appendix D) 

9. Non-study related minor surgical procedure ≤5 days, or major surgical procedure        
≤21 days, prior to first dose of rucaparib; in all cases, the patient must be sufficiently 
recovered and stable before treatment administration 

10. Presence of any other condition that may increase the risk associated with study 
participation or may interfere with the interpretation of study results, and, in the opinion 
of the investigator, would make the patient inappropriate for entry into the study 

11. Diagnosis of low-grade serous or Grade 1 endometrioid ovarian cancer

12. Part 2 Only: Hospitalization for bowel obstruction within 3 months prior to enrollment 
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6.4 Patients or Partners of Patients of Reproductive Potential 

Pregnancy is an exclusion criterion and women of childbearing potential must not be considering 
getting pregnant during the study.  Female patients who are more than 2 years postmenopausal or 
have had a hysterectomy and/or bilateral oophorectomy will not be considered of childbearing 
potential.  Female patients of childbearing potential must have a negative serum pregnancy test 
result less than 3 days prior to administration of the first dose of rucaparib.  In addition, a serum 
or urine pregnancy test (per investigator discretion) must be performed <3 days prior to Day 1 of 
every cycle during the treatment phase.  A serum pregnancy test will be performed at the End of 
Treatment visit.   

Female patients of reproductive potential and their male partners must practice an effective 
method of contraception during treatment and for 6 months following the last dose of rucaparib.  
Adequate contraception is defined as double-barrier method (i.e., condom in combination with a 
diaphragm, cervical/vault cap, or intrauterine device).  Oral, injectable, implant, or patch forms 
of contraception are not permitted as potential drug-drug interaction between rucaparib and these 
forms of birth control has not yet been evaluated. 

Patients will be instructed to notify the investigator if pregnancy is discovered either during or 
within 6 months of completing treatment with rucaparib.   

6.5 Waivers of Inclusion/Exclusion Criteria 

No waivers of these inclusion or exclusion criteria will be granted by the investigator and the 
sponsor or its designee for any patient enrolling into the study.   
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7 DESCRIPTION OF STUDY TREATMENTS AND DOSE MODIFICATIONS 

7.1 Description of Investigational Product 

Rucaparib camsylate (formerly known as PF-01367338 and AG-014447) is an oral formulation 
with a molecular weight of 555.67 Daltons.  Rucaparib tablets for oral administration will be 
supplied to the study sites by the sponsor.  A brief description of the investigational product is 
provided below. 

Drug Name: CO-338 

INN: Rucaparib 

Manufacturer: Drug substance: Lonza Limited Chemie, Visp, Switzerland 

Drug product: Pfizer Manufacturing Deutschland GmbH, Freiburg, 
Germany 

Formulation: Tablet; film coated; 60 mg – white, 120 mg – salmon, 200 mg – blue, 
300 mg – yellow  

How Supplied: 60, 120, 200 and/or 300 mg (as free base) strength in high-density 
polyethylene bottles or equivalent with child-resistant caps. Patients may 
receive one or more strengths.  

Storage Conditions: 15–30 °C 

Study drug containers containing rucaparib tablets will be labeled according to national 
regulations for investigational products.  Where accepted, the expiry date will not appear on the 
labels, but will be controlled by the use of an Interactive Voice Response System/Interactive 
Web Response System (IVRS/IWRS).

7.2 Method of Assigning Patients to Treatment Groups 

All patients enrolled in the study will receive rucaparib. 

7.3 Preparation and Administration of Protocol-Specified Treatment 

The investigator or designee will be responsible for distributing rucaparib tablets to all patients.  
Study sites should follow local guidelines for the handling of oral cytotoxic drugs. 

All patients will ingest rucaparib twice a day.  Patients may take rucaparib on an empty stomach 
or with food.  Each dose should be taken with at least 8 oz (240 mL) of room temperature water.  
Tablets should be swallowed whole.   

Patients should take rucaparib doses as close to 12 hours apart as possible, preferably at the same 
times every day.  If a patient misses a dose (i.e., does not take it within 4 hours of the scheduled 
time), she should skip the missed dose and resume taking rucaparib with her next scheduled 
dose.  Missed or vomited doses should not be made up. 

A sufficient number of tablets will be provided to the patient to last until the next scheduled visit.  
Patients will be instructed to record daily doses taken or not taken on a patient diary, and will be 
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instructed to bring their rucaparib tablets and all containers (empty, partially used, and/or 
unopened) and diary to the next scheduled visit for reconciliation by site personnel. 

Patients enrolled into Part 1 of the study will initially receive 120 mg tablets.  Patients enrolled 
into Part 2 of the study will initially receive 300 mg tablets.  (Tablets of 200 mg dose strength 
will also be available for patients in Part 2 to enable dose reductions in 100 mg increments – see 
Table 3).

• Once available supplies of 120 mg tablets are exhausted, patients receiving this dose strength 
will be transitioned to 300 mg tablets. 

• Transition of patients from dosing with 300 to 120 mg tablets is unlikely, but will be 
implemented if necessary based on availability of clinical supplies or other reason 

• The dose that a patient will receive upon transition from 120 to 300 mg tablets (or 300 to 
120 mg tablets if needed) will be agreed upon between the Investigator and Sponsor (or 
designee) in advance of any dosing change 

7.3.1 Dietary Restrictions 

All patients participating in the study should be instructed not to eat or drink any grapefruit 
products or any of the CYP1A2 and CYP3A4 inhibitors noted in Appendix D for 7 days prior to 
their first dose of rucaparib and for the duration of their participation on the study.  In addition, 
once patients begin taking rucaparib, they should be instructed not to consume products 
containing star fruit, Seville orange, pomegranate, pummelo or their juices. 

7.4 Starting Dose and Dose Modifications of Protocol-Specified Treatment 

7.4.1 Starting Dose 

The starting dose in this study will be 600 mg rucaparib BID.  This dose was selected as the 
recommended dose for future Phase 2 and Phase 3 studies based on safety, tolerability, overall 
PK, and preliminary efficacy profile observed in the CO-338-010 study, which evaluated 
monotherapy rucaparib in patients with advanced solid tumors.  A summary of that study is 
provided in Section 3.3.2.1.  In the event that the recommended Phase 2 dose of 600 mg BID 
rucaparib is determined to be unsuitable for chronic dosing, the starting dose may be decreased 
to Dose Level -1 (480 mg BID rucaparib) for all subsequent patients if agreed upon between the 
Sponsor and the Principal Investigators.   

7.4.2 Dose Modification Criteria  

Treatment with rucaparib should be held if any of the following are observed and a dose 
reduction should be considered or implemented. 

• Grade 3 or 4 hematologic toxicity 
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• Grade 3 or 4 non-hematologic toxicity (except for alopecia, nausea, vomiting, or diarrhea 
adequately controlled with systemic antiemetic/antidiarrheal medication administered in 
standard doses according to the study center routines) 

− Note: rucaparib is not required to be held for Grade 3 elevations of ALT/AST if not 
accompanied by other signs of liver dysfunction 

• In addition, and at the discretion of the investigator, the dose of rucaparib may be held and/or 
reduced for Grade 2 toxicity not adequately controlled by concomitant medications and/or 
supportive care. 

Treatment with rucaparib should be held until the toxicity resolves to ≤CTCAE Grade 2.  Twice 
daily dosing may then be resumed at either the same dose or a lower dose, per investigator 
discretion.  If treatment is resumed at the same dose, and the patient experiences the same 
toxicity, the dose should be reduced following resolution of the event to ≤CTCAE Grade 2.  If 
the patient continues to experience toxicity, additional dose reduction steps are permitted.  If a 
patient continues to experience toxicity despite multiple dose reduction steps, or if dosing with 
rucaparib is interrupted for >14 consecutive days due to toxicity, treatment should be 
discontinued, unless otherwise agreed between the investigator and the sponsor. 

Dose reduction steps are presented in Table 3. 

Dose re-escalation upon resolution of toxicity to ≤CTCAE Grade 1 is permitted upon agreement 
between the investigator and Sponsor. 

Table 3 Dose Reduction Steps 

Tablets 60/120 mg 300/200 mg 

Starting Dose 600 mg BID  

Dose Level -1 480 mg BID 500 mg BID 

Dose Level -2 360 mg BID 400 mg BID 

Dose Level -3* 240 mg BID 300 mg BID 

*Consult with medical monitor before reducing to this dose

7.4.3 Criteria for Re-Treatment 

A new cycle of treatment may begin if: 

• ANC ≥1.0 x 109/L 

• Platelet count ≥100 x 109/L 
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• Non-hematologic toxicities have returned to baseline or ≤CTCAE Grade 1 severity (or, at the 
investigator’s discretion, ≤CTCAE Grade 2 severity if not considered a safety risk for the 
patient) 

7.4.4 Treatment Beyond Progression 

If the patient has met criteria for radiologic progression by RECIST, but the patient is still 
receiving benefit from rucaparib (e.g., patient has mixed radiologic response or is continuing to 
have symptomatic benefit) according to the Investigator, then continuation of treatment will be 
considered.  In such cases, the decision to continue will be made jointly between the Investigator 
and the Sponsor, and must be documented prior to continuing treatment with rucaparib.  Patients 
will continue to have all protocol-required assessments specified in Table 4. 

7.5 Accountability of Protocol-Specified Treatment 

Study personnel will maintain accurate records of study drug receipt, dispensation, use, return, 
destruction, and reconciliation.  A web/phone-based drug management system will be used to 
manage study drug inventory at all sites.  In order to function properly, the system will require 
real-time entry of study drug receipt, dispensation, destruction, etc. by study personnel at the 
study center. 

The site is responsible for the return or destruction of study drug as required.  Any study drug 
accidentally or deliberately destroyed must be accounted for.  All study drug containers must be 
accounted for prior to their destruction at the study center, according to institutional procedures 
for disposal of cytotoxic drugs.  Unused study drug containers should be destroyed on-site if 
possible.  If destruction on site is not possible, supply should be returned to the drug depot. 

During the course of the study and at completion of the study, the number of study drug 
containers received, dispensed, returned, and destroyed must be reconciled. 

7.6 Blinding/Masking of Treatment 

This is an open-label study; the investigational product will not be blinded or masked.  All 
patients enrolled will receive rucaparib. 

7.7 Treatment Compliance 

Documentation of dosing will be recorded in a study specific drug dosing diary provided by the 
sponsor (or designee).  Study site personnel will review dosing information with the patient (or 
legally authorized representative) on scheduled clinic visit days, providing instructions regarding 
dose, dose frequency and the number of tablets to be taken for each dose.  Patients (or legally 
authorized representative) will be instructed to record dosing information for rucaparib taken at 
home in the drug dosing diary and to bring the drug dosing diary and all unused tablets with 
them to scheduled clinic visits.  A compliance check and tablet count will be performed by study 
personnel during clinic visits.  Study site personnel will record compliance information on the 
electronic case report form (eCRF) and retain the drug dosing diary in the patient’s medical 
record. 
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Every effort should be made to ensure patients complete the dosing diary in full and return it to 
the clinic along with their study drug containers at the end of each cycle of treatment.  In the 
event a patient does not return their dosing diary, study site personnel should conduct a verbal 
review of dosing with the patient and document the discussion in the patient’s medical record.  
This may serve as source documentation for the purpose of entering dosing data on the 
appropriate eCRF. 
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8 PRIOR AND CONCOMITANT THERAPIES 

Patients who have received prior treatment with a PARP inhibitor including intravenous or oral 
rucaparib are not eligible to participate in this study.  Patients having received prior treatment 
with iniparib are eligible. 

During the study, supportive care (e.g., antiemetics; analgesics for pain control) may be used at 
the investigator’s discretion and in accordance with institutional procedures. 

All procedures performed (e.g., thoracentesis, etc.) and medications used during the study must 
be documented on the eCRF. 

8.1 Anticancer or Experimental Therapy 

No other anticancer therapies (including chemotherapy, radiation, antibody or other 
immunotherapy, gene therapy, vaccine therapy, angiogenesis inhibitors, or other experimental 
drugs) of any kind will be permitted while the patient is participating in the study with the 
exception of hormonal treatment.  Prior treatment with such excluded anticancer therapies must 
have been completed >14 days prior to the first dose of study drug. 

8.2 Hematopoietic Growth Factors and Blood Products 

Erythropoietin, darbepoetin alfa, and/or hematopoietic colony-stimulating factors for treatment 
of cytopenias should be administered according to institutional guidelines.  Transfusion 
thresholds for blood product support will be in accordance with institutional guidelines. 

8.3 CYP450 Isoenzyme Inhibitors, Inducers, and Substrates 

The plasma concentrations of rucaparib may be increased in the presence of co-administered 
potent CYP1A2 or CYP3A4 inhibitors.  Therefore, strong CYP1A2 and CYP3A4 inhibitors are 
excluded.  Moderate inhibitors are permitted at the discretion of the Investigator in the event a 
suitable alternative cannot be found.   

The plasma concentrations of rucaparib may be reduced in the presence of co-administered 
potent CYP1A2 or CYP3A4 inducers.  Therefore, strong CYP1A2 and CYP3A4 inducers are 
excluded.  Moderate inducers are permitted at the discretion of the Investigator in the event a 
suitable alternative cannot be found.  In addition, CYP1A2 is known to be induced in chronic 
smokers.  Smokers are not excluded from the study; however, smoking status should be assessed 
and recorded in the source documents and eCRF.   

A list of CYP1A2 and CYP3A4 inhibitors and inducers to be avoided or used with caution is 
provided in Appendix D. 

Because rucaparib was shown to be a moderate inhibitor of CYP1A2, CYP2C8, CYP2C9, and 
CYP2C19 in vitro, caution should also be exercised in patients receiving rucaparib and requiring 
concomitant medication with CYP substrates that have a narrow therapeutic range, such as 
paclitaxel, phenytoin, S-mephenytoin, theophylline, tizanidine, and warfarin (Coumadin), as 
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rucaparib doses ≥480 mg might increase the plasma concentration of these medications.  
Concomitant administration of paclitaxel is not permitted in this study. Other susceptible 
medications should be used with caution with monitoring of plasma levels and/or 
pharmacodynamic surrogates as appropriate. 

8.4 Bisphosphonates 

Bisphosphonates are permitted. 

8.5 Anticoagulants 

Caution should be exercised in patients receiving rucaparib and concomitant warfarin 
(Coumadin) as rucaparib showed a mixed inhibition of CYP2C9 in vitro.  If appropriate, low 
molecular weight heparin should be considered as an alternative treatment.  Patients taking 
warfarin should have INR monitored regularly per standard clinical practice. 

8.6 Other Concomitant Medications 

Therapies considered necessary for the patient’s well-being may be given at the discretion of the 
investigator and should be documented on the eCRF.  Other concomitant medications, except for 
analgesics, chronic treatments for concomitant medical conditions, or agents required for life-
threatening medical problems, should be avoided.  Herbal and complementary therapies should 
not be encouraged because of unknown side effects and potential drug interactions, but any taken 
by the patient should be documented appropriately on the eCRF. 

In vitro data showed that rucaparib is an inhibitor of P-gp and thus patients taking digoxin, a 
P-gp substrate, should have their digoxin levels monitored regularly via standard clinical 
practice. 
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9 STUDY PROCEDURES 

9.1 Schedule of Assessments 

Table 4 summarizes the procedures and assessments to be performed for all patients. 

All procedures and assessments are to be completed within ±3 days of the scheduled time point.
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Table 4 Schedule of Assessments  

Screening 
Phase 

Treatment Phase 

(±3 days of scheduled 
timepoint) Post-Treatment Phase 

Cycle 1 Cycles 2+ 

Procedurea Day -28 to 
Day -1

Day 1b Day 15 Day 1 
End of 

Treatment 

28 Day Follow-up 
(FU) 

(28 ± 3 days after 
last dose) 

Long-term 
FU 

Informed Consentc X 

Medical/Oncology Historyd X 

Physical Examinatione, Heighte, Weight X X X X 

ECOG Performance Status X X X X 

Vital Signs X Xf Xf X 

Adverse Eventsg X X X X X X 

Prior/Concomitant Medications and 
Procedures 

X X X X X 

12-lead ECGh X X 

Hematologyi (local lab) Xj
X X X X 

Serum Chemistryk (local lab) Xj
X X X X 

Pregnancy Testl (WOCBP only) (local lab) X X X 

Urinalysism (local lab) X 

Disease Assessment/Tumor Scansn X Xo (X) p Xq

CA-125 Measurement Xr X Xs X 

Tumor Tissue Biopsy  Xt (X)u

Archival Tumor Tissue Xv
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Table 4 Schedule of Assessments  

Screening 
Phase 

Treatment Phase 

(±3 days of scheduled 
timepoint) Post-Treatment Phase 

Cycle 1 Cycles 2+ 

Procedurea Day -28 to 
Day -1

Day 1b Day 15 Day 1 
End of 

Treatment 

28 Day Follow-up 
(FU) 

(28 ± 3 days after 
last dose) 

Long-term 
FU 

Blood Sample for ctDNA Analysisw (central 
lab) 

X X X X 

Blood Sample for Storage (central lab) X 

Rucaparib Dispensation/Administration/ 
Accountability 

X X X 

Plasma PK Samplex (central lab) X Xy

Serum AAG Samplew (central lab) X Xy

Part 2 Only: Survival, Subsequent 
Treatments, and Secondary Malignancy 
Monitoring 

Xz

AAG = alpha-1 acid glycoprotein, ALP = alkaline phosphatase, ALT = alanine transaminase, ANC = absolute neutrophil count, AST = aspartate transaminase, BUN = 
blood urea nitrogen, CR = complete response, CT = computer tomography, ECG = electrocardiogram, HDL= high-density lipoprotein, IRR = independent radiology 
review, LDL = low-density lipoprotein, MCH = mean corpuscular hemoglobin, MCHC, = mean corpuscular hemoglobin concentration, MCV = mean corpuscular 
volume, MRI = magnetic resonance imaging, PET = positron emission tomography, PK = pharmacokinetic, PR = partial response, SAE = serious adverse event, WBC 
= white blood cell, WOCBP = women of childbearing potential 
a = Treatment cycles are 28 days.  Unless otherwise specified, all assessments are to be completed within ± 3 days of scheduled time point. 

b = Any procedures required on Day 1 of Cycle 1 may be omitted if completed ≤3 days earlier during the screening period. 

c = Consent may be completed outside the 28 screening window as consent does not expire.  Reconsent is not required if outside the screening window. 

d = Patient’s medical record must include prior treatments received, dates of administration, date of progression, and radiology report(s) and/or CA-125 results to 
support assessment of disease progression.  gBRCA test results, if known, will also be captured. 
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Table 4 Schedule of Assessments  

Screening 
Phase 

Treatment Phase 

(±3 days of scheduled 
timepoint) Post-Treatment Phase 

Cycle 1 Cycles 2+ 

Procedurea Day -28 to 
Day -1

Day 1b Day 15 Day 1 
End of 

Treatment 

28 Day Follow-up 
(FU) 

(28 ± 3 days after 
last dose) 

Long-term 
FU 

e = A complete physical exam should be performed at Screening and End of Treatment; a limited physical exam may be performed at all other visits.  Height at 
screening only. 

f = Vital signs (blood pressure, pulse, and temperature) to be taken on clinic visit days. 

g = AEs are recorded from the time of signing of informed consent through 28 days after last dose of rucaparib.  Ongoing SAEs will be followed to resolution. 

h = Heart rate, PR, QRS, QT, and rhythm.  Investigator to review results and assess as normal or abnormal (clinically significant or not clinically significant).  ECGs 
to be repeated as clinically indicated. 

i = Includes hemoglobin, hematocrit, WBC and differential (with ANC), and platelet count (all patients in Parts 1 and 2; patients in Part 2 are also required to have 
MCV, MCH, and MCHC and reticulocyte count measured).  Blood will be analyzed by a local laboratory and results must be reviewed by the investigator prior 
to dosing with rucaparib.   

j = To be performed ≤14 days prior to the first dose of rucaparib. 

k = Includes total protein, albumin, creatinine or estimated GFR using Cockcroft Gault formula, BUN or urea, total bilirubin, ALP, ALT, AST, total cholesterol, 
glucose, sodium, potassium, chloride, CO2, calcium, and phosphorus (all patients in Parts 1 and 2; patients in Part 2 are also required to have a lipid panel that 
includes LDL, HDL and triglycerides in addition to the total cholesterol measurement; the lipid panel does not require fasting).  Blood will be analyzed by a 
local laboratory and results must be reviewed by the investigator prior to dosing with rucaparib.  In the event that ≥ Grade 2 AST elevations are observed, the 
Investigator should consider performing the following additional tests: GGT, CK/CPK, and PT. 

l = Women of childbearing potential must have a negative serum pregnancy test result <3 days prior to the first dose of rucaparib. A serum or urine pregnancy test 
(investigator’s discretion) must be performed <3 days prior to Day 1 of every cycle during the treatment phase.  A serum pregnancy test must be performed at 
the End of Treatment visit. 

m = Includes dipstick for protein, glucose, blood, pH, and ketones.  If dipstick findings abnormal, perform microscopic evaluation. 

n = Disease assessment to include clinical examination, CA-125 (if applicable), and appropriate imaging techniques, including CT scans of the chest, abdomen and 
pelvis, with appropriate slice thickness per RECIST; other studies (MRI, X-ray, PET, and ultrasound) may be performed if required.  The same methods used to 
detect lesions at baseline are to be used to follow the same lesions throughout the clinical study. If a patient has known brain metastases, this disease should be 
evaluated at each required assessment.  Copies of CT scans will be collected from all patients in Part 2 of the study and may be collected from selected patients 
in Part 1 of the study.  Independent radiology review may be conducted on all or a subset of CT scans. 

o = Tumor scans to be performed at the end of every 8 weeks (± 4 days) while on study.  A confirmatory scan should be performed ≥4 weeks after an initial response 
of PR or CR is observed.  Patients who have been on study at least 18 months, may decrease the frequency of disease assessments to every 16 (±2) weeks.  

p = Disease assessments should also be done at the time of treatment discontinuation if it has been ≥8 weeks since the last assessment.   



Clovis Oncology, Inc. Clinical Protocol 
Oral rucaparib (CO-338) CO-338-017 
Amendment 4 December 19, 2014 

61 Confidential 

Table 4 Schedule of Assessments  

Screening 
Phase 

Treatment Phase 

(±3 days of scheduled 
timepoint) Post-Treatment Phase 

Cycle 1 Cycles 2+ 

Procedurea Day -28 to 
Day -1

Day 1b Day 15 Day 1 
End of 

Treatment 

28 Day Follow-up 
(FU) 

(28 ± 3 days after 
last dose) 

Long-term 
FU 

q = To be performed at the end of every 8 weeks (± 4 days) until radiologically confirmed disease progression, death or initiation of subsequent treatment for any 
patient who discontinued from study treatment for reason other than disease progression or death.  Patients who have been on study at least 18 months may 
decrease the frequency of tumor scans to every 16 (±2) weeks. 

r = To be evaluable for CA-125 response, at least 2 pretreatment samples must be collected at least 1 day, but not more than 3 months, apart.  At least one sample 
should be within 1 week prior to the first dose of rucaparib.  Both samples must be at least twice the ULN for CA-125 response assessment. 

s = CA-125 measurement should be done on Day 1 of every cycle, at the end of treatment, and as clinically indicated.

t = Screening biopsy must be collected within 28 days and at least 7 days prior to first dose of study drug.  Biopsy sample must be of solid tumor tissue; ascites is 
not acceptable.  This screening sample must be sufficient for the planned analyses and deemed of adequate quality by the central laboratory prior to enrollment 
of patient into the study.  Refer to the Pathology Charter for detailed sample handling instructions.  If a biopsy was recently performed as standard of care prior 
to this patient consenting to this study or after study informed consent but outside the 28 day screening window this may be acceptable with advance approval 
from the Sponsor.  Note: the screening biopsy sample is optional for Part 2 patients known to harbor a deleterious gBRCA mutation.

u = An optional post-treatment tumor biopsy sample may be collected from patients who progress on rucaparib.  If the progression is due to new lesions, the 
preference is to obtain the biopsy from the new lesion(s). Additional consent is required. Refer to the Pathology Charter for detailed sample handling 
instructions. 

v = The presence of adequate archival tissue for planned analyses must be confirmed during screening; however, shipment of archival tumor tissue is not required 
prior to enrollment.  Refer to the Pathology Charter for detailed sample handling instructions.   

w = Collect and process for plasma. Refer to the Laboratory Manual for detailed sample processing instructions.  

x = A single sample should be collected as close to 12 hours after the last dose has been taken as possible and prior to the next dose.  Refer to the Laboratory Manual 
for sample processing instructions.   

y = Cycles 2, 3, and 4 only.   

z = All Part 2 patients discontinued from treatment, regardless of reason, should be followed for survival, subsequent therapies, and secondary malignancy every 12 
weeks until death, loss to follow-up, withdrawal of consent from study or study closure, whichever happens first.  Follow-up can be performed via the telephone.  
Diagnosis of any secondary malignancy requires appropriate documentation (i.e., laboratory and/or pathology reports). 
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9.2 Screening Phase 

Following written informed consent, and unless otherwise specified, the following assessments 
will be performed during the 28-day period prior to the first dose of study drug.  Assessments 
performed within this window, but prior to patient signing informed consent, are acceptable only 
if confirmed to have been standard of care. 

• Medical/oncology history, including demographic information (birth date, race, gender, etc.) 
and smoking status, including date of cancer diagnosis, and any surgical procedures 

• Physical examination by body system, height, and weight 

• ECOG performance status (Appendix C) 

• Vital signs (blood pressure, pulse, and temperature) 

• Prior and concomitant medications and any procedures 

• 12-lead ECG  

• Hematology (hemoglobin, hematocrit, WBC and differential [with ANC], and platelet count) 
≤14 days prior to the first dose of study drug (all patients in Parts 1 and 2; patients in Part 2 
will also have MCH, MCV, MCHC, and reticulocyte count measurements) 

• Serum chemistry (total protein, albumin, creatinine or estimated GFR using the Cockcroft 
Gault formula, blood urea nitrogen [BUN] or urea, total bilirubin, ALP, ALT, AST, glucose, 
sodium, potassium, chloride, CO2, calcium, and phosphorus) and total cholesterol for all 
patients in Parts 1 and 2; patients in Part 2 will also have a lipid panel that includes LDL, 
HDL and triglycerides in addition to the total cholesterol measurement) ≤14 days prior to the 
first dose of study drug. Note: fasting is not required for the lipid panel.

• Serum pregnancy test for women of childbearing potential (within 3 days of first dose of 
study drug) 

• Cancer antigen 125 (CA-125) measurements per GCIG criteria provided in Appendix E

- To be evaluable for response by CA-125, at least 2 pretreatment samples must be 
collected at least 1 day, but not more than 3 months, apart.  At least one pretreatment 
sample should be within 1 week prior to the first dose of rucaparib.  Both must be at least 
twice the upper limit of normal. 

• Urinalysis performed on freshly voided clean sample (dipstick for protein, glucose, blood, 
pH, and ketones).  If dipstick findings are abnormal based on investigator judgment, then a 
microscopic evaluation will be performed to assess the abnormal findings. 

• Tumor assessments should consist of clinical examination and appropriate imaging 
techniques, including CT scans of the chest, abdomen, and pelvis with appropriate slice 
thickness per RECIST; other studies (MRI, X-ray, positron emission tomography [PET], and 
ultrasound) may be performed if required.  The same methods used to detect lesions at 
baseline are to be used to follow lesions throughout the clinical study. If a patient has known 
brain metastases, this disease should be evaluated at each required assessment.
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• Tumor tissue biopsy / sample collection (If a biopsy was recently performed as standard of 
care prior to this patient consenting to this study or after study informed consent but outside 
the 28 day screening window this may be acceptable with advance approval from the 
Sponsor).  Tumor specimen must be processed locally as FFPE tissue.  Sample must be sent 
to the central laboratory for review and confirmed as adequate (at least 20% tumor content 
with a minimum of 80% nucleated cellular content; 30% or greater tumor content is 
preferred) for planned analyses prior to enrollment.  Refer to the Pathology Charter for 
detailed sample requirements and handling instructions.  

- To ensure sufficient viable tumor tissue is obtained, image-guided biopsies should be 
achieved with 14 to 18 gauge cutting needles to provide 1 to 3 cores measuring 1 to 
1.5 cm in length. 

- Biopsy must be of solid tumor tissue; ascites is not acceptable. 

- If tumor tissue obtained from the biopsy is deemed not adequate, and the patient is 
unwilling or unable to have another biopsy, the patient may be considered for enrollment 
if archival tumor tissue is provided and deemed of adequate quality.  This must occur 
prior to any treatment with rucaparib. 

- Note: screening biopsy sample is optional for Part 2 patients known to harbor a 
deleterious gBRCA mutation 

• FFPE archival tumor tissue sample.  Sufficient archival FFPE tumor tissue for planned 
analyses should be provided.  Cytospin blocks from ascites are not acceptable.  Refer to the 
Pathology Charter for detailed sample requirements and handling instructions.  

− The most recently obtained tumor tissue that is of adequate quality (at least 20% tumor 
content with a minimum of 80% nucleated cellular content) should be submitted 

- Sample need not be submitted prior to enrollment; however, confirmation that such tissue 
is available must be provided prior to enrollment approval. 

• AE monitoring (after signing informed consent) 

• Blood sample for ctDNA analysis 

• Blood sample for storage 

9.3 Treatment Phase 

9.3.1 Day 1 of Cycle 1 

The following procedures will be completed before rucaparib is administered: 

• Physical examination (abbreviated) 

• Weight 

• ECOG performance status (Appendix C) 

• Vital signs 

• Concomitant medications and procedures 
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• Hematology 

• Serum chemistry 

• CA-125 measurement

• AE monitoring 

• Blood sample for ctDNA analysis 

Rucaparib tablets will be dispensed to the patient in sufficient quantity to last until the next 
treatment cycle.  Patients will ingest rucaparib twice daily at about the same times every day, at 
close to 12 hours apart as possible.  Each dose of rucaparib should be taken with at least 8 oz 
(240 mL) of room temperature water.  Patients may take rucaparib on an empty stomach or with 
food.  Patients will record dosing information in their dosing diary. 

9.3.2 Day 15 of Cycle 1 

Patients will be instructed to refrain from taking their first dose of rucaparib at home on the day 
of their clinic visit because certain assessments should be performed prior to dosing.  

• Hematology 

• Serum chemistry 

• A single plasma PK sample (as close to 12 hours after the last dose taken as possible and 
prior to the next dose) 

• A single serum sample for AAG measurement (as close to 12 hours after the last dose taken 
as possible and prior to the next dose) 

• Concomitant medications and procedures 

• AE monitoring 

9.3.3 Day 1 of Cycles 2 and Beyond 

Patients should be instructed to refrain from taking their first dose of rucaparib at home on Day 1 
of Cycles 2, 3 and 4.  On these days the blood samples for PK and AAG measurement must be 
drawn prior to the first dose administered. 

The following procedures will be completed on Day 1 of Cycles 2 and beyond: 

• Physical examination (abbreviated) 

• Weight 

• ECOG performance status (Appendix C) 

• Vital signs 

• Concomitant medications and procedures 

• Hematology 
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• Serum chemistry  

• CA-125 measurement should be done on Day 1 of every cycle and as clinically indicated.   

• Serum or urine pregnancy (per investigator’s discretion) <3 days prior to start of cycle (for 
women of childbearing potential only) 

• Tumor scans (using the same methodology as was used at screening) at the end of every 8 
weeks (±4 days) after initiation of treatment.  Patients who have been on study at least 18 
months, may decrease the frequency of disease assessments to every 16 (±2) weeks. 

• Blood sample for ctDNA analysis  

• A single plasma PK sample (as close to 12 hours after the last dose taken as possible and 
prior to the next dose) (Day 1 of Cycles 2, 3, and 4 only) 

• A single serum sample for AAG measurement (as close to 12 hours after the last dose taken 
as possible and prior to the next dose) (Day 1 of Cycles 2, 3, and 4 only) 

• AE monitoring 

• Study drug accountability 

Rucaparib tablets will be dispensed to the patient in sufficient quantity to last until the next clinic 
visit.  A single dose of rucaparib will be administered with at least 8 oz (240 mL) of room 
temperature water during the current clinic visit.  Patients may take rucaparib on an empty 
stomach or with food.  Patient will record dosing information in their dosing diary.   

Patients will continue dosing with rucaparib at home on an empty stomach or with food, taking 
doses twice daily at about the same times every day.  Rucaparib should be taken with at least 8 
oz (240 mL) of room temperature water.  Patient will record dosing information in the dosing 
diary.   

9.4 End of Treatment Visit 

The following procedures will be performed for all patients as soon as possible after the last dose 
of rucaparib: 

• Physical examination 

• Weight 

• ECOG performance status (Appendix C) 

• Vital signs 

• Concomitant medications and procedures  

• 12-lead ECG  

• Hematology  

• Serum chemistry 

• Serum pregnancy test for women of childbearing potential 
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• CA-125 measurement

• Blood sample for ctDNA analysis 

• Optional tumor tissue biopsy sample collection at time of disease progression/treatment 
discontinuation (requires additional consent).  If disease progression is caused by appearance 
of a new lesion(s), this lesion should be prioritized for biopsy. Tumor tissue will be 
processed locally as FFPE tissue.  Refer to the Pathology Charter for detailed sample 
handling instructions. 

• AE monitoring 

• Study drug accountability 

• Disease assessments should also be done at the time of treatment discontinuation if it has 
been ≥8 weeks since the last assessment. 

9.5 28 Day Follow-up Visit 

The following procedures will be performed for all patients at 28 (±3) days after the last dose of 
rucaparib: 

• AE monitoring (ongoing SAEs should be followed until resolution or stabilization) 

9.6 Long-term Follow-up 

Disease assessment will be completed for all patients who discontinued treatment for reason 
other than disease progression or death.  Tumor scans should continue to be performed at 8 (±4 
days) week intervals until confirmed radiologic disease progression, death or initiation of 
subsequent therapy.  Patients who have been on study at least 18 months, may decrease the 
frequency of tumor scans to every 16 (±2) weeks. 

All patients in Part 2 will be followed for survival, subsequent therapy, and secondary 
malignancy every 12 weeks until death, loss to follow-up, withdrawal of consent from study or 
study closure, whichever happens first.  Follow-up can be performed via the telephone.  
Diagnosis of any secondary malignancy requires appropriate documentation (i.e., laboratory 
and/or pathology reports).  Follow-up can be performed via the telephone.  Diagnosis of any 
secondary malignancy requires appropriate documentation (i.e., laboratory and/or pathology 
reports). 

9.7 Methods of Data Collection 

Hematology, serum chemistry (including CA-125), serum/urine pregnancy, and urinalysis will 
be performed locally.  Central/core laboratories will conduct all other assays described below.  
Please refer to the Pathology Charter and/or Laboratory Manual for details on collecting and 
processing all samples that will be sent to central/core laboratories. 
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9.7.1 Pharmacokinetic Evaluations and AAG Measurement 

For all patients, 4 mL blood samples for trough level PK analysis of rucaparib will be drawn on 
Day 15 of Cycle 1 and on Day 1 of Cycles 2, 3, and 4, prior to dosing with rucaparib and as close 
to 12 hours after the last dose was taken as possible. 

Serum samples for AAG analysis will be collected pre-dose on the same days as PK blood 
samples.  

9.7.2 Biomarker Analysis – FFPE Tumor Tissue  

A tumor tissue biopsy sample is required to be collected during screening from all patients, 
except for Part 2 patients known to harbor a deleterious gBRCA mutation; the screening biopsy 
sample in this group of patients is optional.  A tumor tissue biopsy sample at the time of disease 
progression/treatment discontinuation is optional; patients must provide additional consent for 
this optional tumor tissue biopsy sample.  If disease progression is caused by appearance of a 
new lesion(s), this lesion should be prioritized for the optional biopsy. 

Sufficient archival FFPE tumor tissue (See Pathology Charter for details) must be available and 
located during the screening process and submitted to the central laboratory as soon as possible.  
Submission of archival tumor tissue is not required for enrollment; however, confirmation that 
such tissue is available is required. 

Analysis of the tumor tissue samples may include, but not be limited to: 

• DNA extraction and sequencing of single nucleotide polymorphisms (SNPs) to identify 
tumor genomic LOH and to determine whether tumor genomic LOH can be used as a 
predictor of efficacy 

• DNA extraction and sequencing in order to identify: 

• If the patient has a mutation in BRCA1, BRCA2, or another gene in the HRR pathway 
(Appendix A) 

• If a patient has a BRCA reversion or other mutation(s) that may be associated with efficacy 

• Gene expression profiling on extracted RNA to potentially identify a signature associated 
with efficacy 

• Immunohistochemistry analysis to assess NHEJ pathway integrity  

9.7.3 Biomarker Analysis – Blood 

ctDNA Analysis:  Up to 10 mL of whole blood for ctDNA analysis will be collected at 
screening, on Day 1 of each cycle, and at the End of Treatment visit.   

A blood sample collected at screening will also be stored.  Prior to final analysis, genomic DNA 
may be analyzed in an exploratory fashion in order to determine whether the mutation is 
germline or somatic. 
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9.7.4 Safety Evaluations 

9.7.4.1 Adverse Event Assessment 

The investigator has the responsibility for assessing the safety of the patients and for compliance 
with the protocol to ensure study integrity.  Patients will be monitored for AEs during study 
participation (beginning at the time informed consent is obtained) and until 28 days after the last 
dose of rucaparib.  Any ongoing SAEs will be followed until resolution or stabilization.  AEs and 
laboratory abnormalities will be graded according to the NCI CTCAE grading system (Version 
4.0) and recorded on the eCRF. 

Complete details for monitoring AEs, including the definition of drug-related AEs, are provided 
in Section 10. 

9.7.4.2 Clinical Laboratory Investigations 

Certified local laboratories will perform study-related clinical laboratory tests according to 
institutional procedures, and the results will be reviewed by the investigator.  The panels of 
laboratory tests to be performed are shown below: 

Hematology:  Hemoglobin, hematocrit, WBC and differential (with ANC), and platelet count at 
Screening, during treatment, and at the End of Treatment visit for all patients in Parts 1 and 2.  In 
addition, MCV, MCH, MCHC, and reticulocyte count will also be assessed for all patients in 
Part 2. Hematology results must be reviewed by the investigator prior to the start of treatment 
with study drug. 

Clinical Chemistry:  Total protein, albumin, creatinine or estimated GFR using the Cockcroft 
Gault formula, BUN or urea, total bilirubin, alkaline phosphatase (ALP), ALT, AST, total 
cholesterol, glucose, sodium, potassium, chloride, CO2, calcium, and phosphorus at Screening, 
during treatment, and at the End of Treatment visit for all patients in Parts 1 and 2.  A lipid panel 
that includes LDL, HDL, and triglycerides in addition to total cholesterol will also be assessed 
for all patients in Part 2. Fasting is not required for the lipid panel.  Clinical chemistry results 
must be reviewed by the Investigator prior to the start of treatment with study drug.  In the event 
that ≥ Grade 2 AST elevation is observed, the Investigator should consider performing the 
following additional tests: GGT, CK/ CPK, and PT. 

Urinalysis:  Performed on freshly voided clean sample by dipstick for protein, glucose, blood, 
pH, and ketones per the schedule of evaluations.  If dipstick findings are abnormal, then a 
microscopic evaluation will be performed to assess the abnormal findings.  Urinalysis will be 
performed at screening only.   

Serum/Urine Pregnancy:  For women of childbearing potential only.  Serum pregnancy to be 
performed <3 days prior to first dose of rucaparib and at End of Treatment.  Serum or urine 
pregnancy (per investigator’s discretion) to be performed <3 days prior to the start of every cycle 
during the treatment phase.
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Laboratory reports will be reviewed by the investigator or delegated physician who will then 
comment on out-of-range parameters and assess clinical significance.  Clinically significant 
abnormalities and associated panel results, as well as results of any additional tests performed as 
follow-up to the abnormalities, will be documented on the eCRF as an AE.  Refer to Section 10.4
for guidelines on reporting of abnormal laboratory values as AEs. 

9.7.4.3 Vital Signs 

Vital signs will include blood pressure, pulse, and body temperature.  Vital signs will be 
performed at most study visits.   

9.7.4.4 12-Lead Electrocardiograms 

For all patients, 12-lead ECGs will be taken at the following time points: 

• Screening (within 28 days prior to first rucaparib dose) 

• End of Treatment 

The 12-lead ECGs will be analyzed locally. 

9.7.4.5 Body Weight and Height 

Height will be measured during the Screening visit only.  Weight will be measured per 
institutional guidelines at Screening, on Day 1 of each cycle, and at the End of Treatment visit. 

9.7.4.6 Physical Examinations 

Physical examinations will include an assessment of all the major body systems.  Physical 
examinations will be performed at Screening and End of Treatment (complete) and at most study 
visits (limited as appropriate).  

9.7.4.7 ECOG Performance Status 

ECOG performance status (Appendix C) will be assessed at Screening, on Day 1 of each cycle, 
and at the End of Treatment visit.  ECOG performance status should be assessed by the same 
study personnel at each visit, if possible.  Care will be taken to accurately score performance 
status, especially during screening for study eligibility purposes.  Additional consideration 
should be given to borderline ECOG performance status to avoid enrolling patients with 
significant impairment. 

9.7.5 Efficacy Evaluations 

9.7.5.1 Tumor Assessments 

Tumor assessments will be performed at Screening, at the end of every 8 weeks (±4 days), and 
post-treatment (if patient discontinued treatment for any reason other than radiologically 
confirmed disease progression) until radiologically confirmed disease progression, death or 
initiation of subsequent treatment.  Patients who have been on study at least 18 months, may 
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decrease the frequency of tumor assessments to every 16 (±2) weeks.  Tumor assessments should 
be done at the time of treatment discontinuation if it has been ≥8 weeks since the last assessment.  
A confirmatory scan should be performed at least 4 weeks after an initial response of PR or CR 
is observed.  Tumor response will be interpreted using RECIST Version 1.1 (Appendix B).  

Tumor assessments should consist of clinical examination and appropriate imaging techniques 
(CT scans of the chest, abdomen, and pelvis with appropriate slice thickness per RECIST); other 
studies (MRI, X-ray, PET, and ultrasound) may be performed if required.  If a patient has known 
brain metastases, this disease should be evaluated at each required assessment.  The same 
methods used to detect lesions at baseline are to be used to follow the same lesions throughout 
the clinical study.  Investigators should perform scans of the anatomical sites that, in their 
judgment, are appropriate to assess based on each patient’s tumor status.   

Copies of CT scans will be collected from all patients in Part 2 of the study and may be collected 
from selected patients in Part 1 of the study.  Independent radiology review may be conducted on 
all or a subset of CT scans. 

9.7.5.2 Tumor Markers 

CA-125 will be collected at Screening, on Day 1 of every cycle, at the End of Treatment visit, 
and as clinically indicated.  
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10 ADVERSE EVENT MANAGEMENT 

10.1 Definition of an Adverse Event 

An AE is any untoward medical occurrence, including the exacerbation of a pre-existing 
condition, in a patient administered a pharmaceutical product.  The pharmaceutical product does 
not necessarily have a causal relationship with the AE.  Anticipated fluctuations of pre-existing 
conditions, including the disease under study, that do not represent a clinically significant 
exacerbation or worsening are not considered AEs. 

For the purposes of this study, disease progression of the patient’s tumor with new or worsening 
symptoms must be documented as an AE.  However, disease progression documented solely by 
radiographic evidence with no new or worsening symptoms will not require reporting as an AE.   

It is the responsibility of the investigator to document all AEs that occur during the study.  AEs 
should be elicited by asking the patient a nonleading question (e.g., “Have you experienced any 
new or changed symptoms since we last asked/since your last visit?”).  AEs will be reported on 
the AE eCRF.  Symptoms reported spontaneously by the patient during the physical examination 
will also be documented on the AE eCRF. 

10.2 Definition of a Serious Adverse Event 

An SAE is any untoward medical occurrence that occurs at any dose (including after informed 
consent is given and prior to dosing) that: 

• Results in death. 

• Is immediately life-threatening (i.e., the patient is at risk of death at the time of the event; it 
does not refer to an event that hypothetically might have caused death if it were more 
severe). 

• Requires in-patient hospitalization or prolongation of existing hospitalization. 

• Results in a persistent or significant incapacity or substantial disruption of the ability to 
conduct normal life functions. 

• Results in a congenital anomaly or birth defect. 

• Is an important medical event based upon appropriate medical judgment; it may jeopardize 
the patient or may require intervention to prevent one of the other outcomes noted above. 

10.3 Exceptions to Serious Adverse Event Reporting 

The following are not considered SAEs and therefore are not required to be reported to the 
Sponsor: 

• Pre-planned or elective hospitalization, including social and/or convenience situations (e.g., 
respite care). 
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• Overdose of study drug or concomitant medication, unless there is an AE that meets SAE 
criteria (e.g., hospitalization), as a direct consequence of the overdose.  This should be 
entered as Overdose - followed by the appropriate AE/SAE term. 

• Progression of the patient’s underlying cancer (disease progression) documented solely on 
radiographic evidence with no new or worsening symptoms. 

10.4 Clinical Laboratory Assessments and Other Abnormal Assessments as Adverse 
Events and Serious Adverse Events 

It is the responsibility of the Investigator to assess the clinical significance of all abnormal 
laboratory values as defined by the list of reference ranges from the local laboratory.  In some 
cases, significant change in laboratory values within the normal range may require similar 
assessment. 

An abnormal value that is not already associated with an AE is to be recorded as an AE only if 
one of the following criteria is met: 

• It resulted in treatment modification (reduction of dose, interruption of dosing, or permanent 
discontinuation of study drug)

• It required intervention / management

• It is suggestive of organ toxicity

• The Investigator considers it to be clinically significant 

10.5 Pregnancy or Drug Exposure During Pregnancy 

If a patient becomes pregnant during the course of the study, study drug dosing should be held 
immediately. 

Pregnancy is not considered to be an AE or SAE; however, all pregnancies must be reported to 
the Sponsor using the Clinical Pregnancy Report form within the same timelines as for as SAE. 

All pregnancies should be followed through to outcome whenever possible.  Once the outcome 
of a pregnancy is known, the Clinical Pregnancy Outcome Report form should be completed and 
submitted to the Sponsor. 

10.6 Recording of Adverse Events and Serious Adverse Events 

All AEs, serious and non-serious, will be fully documented on the appropriate eCRF. For each 
AE, the Investigator must provide duration (start and end dates or ongoing), intensity, 
relationship to study drug, and indicate whether specific action or therapy was required. 

Any AE/SAE that occurs from the time informed consent is obtained until 28 days after last dose 
of study drug administration will be collected, documented and reported to the Sponsor by the 
Investigator according to the specific definitions and instructions detailed within this protocol, 
whether dosing has occurred or not. After the 28-day window, only SAEs assessed as related to 
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study drug should be reported.  If a patient is determined to be a screen failure, no further AEs/ 
SAEs are required to be reported once that determination has been made, with the exception of 
AEs/SAEs deemed related to a protocol-specified procedure. 

All SAEs, regardless of relationship to study drug, must be reported to the Sponsor/designee 
within 24 hours of the Investigator’s knowledge. This should be done by faxing or emailing the 
completed SAE report to the Sponsor/designee contact provided on the SAE report form. 

Investigators must follow patients with SAEs until the event has resolved or the condition has 
stabilized.  If the patient is lost to follow-up with an ongoing SAE, this should be captured 
accordingly on a follow-up SAE report.   

10.6.1 Intensity of Adverse Events 

Severity refers to the intensity of an AE.  The severity of each AE will be categorized using the 
NCI CTCAE, Version 4.0 (http://evs.nci.nih.gov/ftp1/CTCAE/Archive/CTCAE_4.0_2009-05-
29_QuickReference_8.5x11.pdf).49

Severity ≠Serious 

For any term that is not specifically listed in the CTCAE, intensity should be assigned a grade of 
1-5 using the following CTCAE guidelines:  

• Mild (Grade 1): mild or asymptomatic symptoms; clinical or diagnostic observations only; 
intervention not indicated 

• Moderate (Grade 2): limiting age-appropriate instrumental activities of daily living; minimal, 
local or noninvasive intervention indicated 

• Severe (Grade 3): limiting self-care activities of daily living; hospitalization indicated 

• Life threatening (Grade 4): life-threatening consequences; urgent intervention indicated 

• Fatal (Grade 5): results in death 

10.6.2 Causal Relationship of Adverse Events to Investigational Product 

Medical judgment should be used to determine the cause of the AE considering all relevant 
factors such as but not limited to:  the disease under study, concurrent disease, concomitant 
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medication, relevant history, pattern of the AE, temporal relationship to the study medication, 
dechallenge or rechallenge. 

Not Related 
To Study Drug 

An AE that is clearly due to extraneous causes (e.g., concurrent disease, concomitant 
medication, disease under study, etc.) 

An AE that does not follow a reasonable temporal sequence from administration of 
the study drug. 

An AE that does not reappear or worsen when study drug is restarted. 

An AE for which an alternative explanation is likely, but not clearly identifiable. 

Related to 
Study Drug 

An AE that is difficult to assign to alternative causes. 

An AE that follows a strong or reasonable temporal sequence from administration of 
study drug. 

An AE that could not be reasonably explained by the patient’s clinical state, 
concurrent disease, or other concomitant therapy administered to the patient. 

An AE that is confirmed with a positive rechallenge or supporting laboratory data. 

10.6.3 Outcome 

The investigator will record the outcome for each AE according to the following criteria: 

Outcome 

• Recovered/Resolved 

• Recovered/Resolved with sequelae 

• Improving 

• Ongoing 

• Death 

• Unknown/Lost to follow-up 

10.7 Regulatory Aspects of Adverse Event Reporting 

All SAEs, regardless of relationship to study drug, must be reported to the Sponsor’s SAE 
designee within 24 hours of knowledge of the event, according to the procedures below.  It is 
important that the investigator provide an assessment of relationship of the SAE to study 
treatment at the time of the initial report.  The Clinical Trial SAE Report Form must be used for 
reporting SAEs. The contact information for reporting of SAEs can be found on the SAE 
Reporting Form. 

Clovis Oncology, Inc. (Clovis Oncology), or its designee is responsible for submitting reports of 
AEs associated with the use of the drug that are both serious and unexpected to FDA, according 
to 21 Code of Federal Regulations (CFR) 312.32, to the European regulatory authorities 
according to the European Commission Clinical Trials Directive (2001/20/EC); and to other 
regulatory authorities, according to national law and/or local regulations.  All investigators 
participating in ongoing clinical studies with the study medication will receive copies of these 
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reports for prompt submission to their IRB or IEC.  In accordance with the European 
Commission Clinical Trials Directive (2001/20/EC), Clovis Oncology or its designee will notify 
the relevant ethics committees in concerned member states of applicable suspected unexpected 
serious adverse reactions (SUSARs) as individual notifications or through periodic line listings. 

Clovis Oncology or its designee will submit all safety updates and periodic reports to the 
regulatory authorities as required by applicable regulatory requirements. 
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11 STATISTICAL METHODS 

11.1 Analysis Populations 

The following analysis populations are defined for the study: 

Safety Population – The safety population will consist of all patients who received at least one 
dose of protocol-specified treatment. 

Efficacy Population – The efficacy population will consist of all patients evaluable for response 
by RECIST (Appendix B) and/or GCIG CA-125 criteria (Appendix E).  Patients evaluable for a 
RECIST response must have at least one measureable target lesion at baseline and at least one 
post-baseline tumor assessment.  Patients evaluable for GCIG CA-125 response must have 2 
pretreatment CA-125 values at least twice the upper limit of normal and at least 2 post-baseline 
values. 

11.2 Statistical Methods 

11.2.1 General Considerations 

Data will be summarized separately for Parts 1 and 2 and may also be pooled as appropriate. 

The summary tables will be presented for all treated patients and by the subgroups defined by 
HRD status.   

Quantitative variables will typically be summarized using frequencies and percentages for 
appropriate categorizations and may also be summarized using descriptive statistics.  For 
variables summarized with descriptive statistics, the following will be presented:  N, mean, 
standard deviation, median, minimum and maximum.  Categorical variables will be presented 
using frequencies and percentages.  The Kaplan-Meier methodology will be used to summarize 
time-to-event variables.  If estimable, the 25th, 50th (median), and 75th percentiles will be 
presented along with the Kaplan-Meier estimates of event rates at 6-month intervals.  The 
number of patients with events and the number of censored patients will also be presented.      

All data will be used to their maximum possible extent but without any imputations for missing 
data. 

All statistical analyses will be conducted with the SAS® System, version 9.3 or higher.    

Unless otherwise specified, baseline is defined as the last measurement on or prior to the first 
day of study drug administration. 

11.2.2 Patient Disposition  

Patient disposition (analysis population allocation, entered, discontinued, along with primary 
reason for discontinuation) will be summarized using frequency counts, and the corresponding 
percentages. 
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11.2.3 Baseline Characteristics  

All demographic and baseline characteristics will be summarized for the safety population. 

The following variables will be summarized with frequency tabulations: 

• Time since diagnosis (months):  > 6-12, > 12-24, > 24;  

• Baseline laboratory parameters:  graded based on CTCAE; 

Descriptive statistics may also be used to summarize these variables.   

11.2.4 Efficacy Analyses  

All primary and secondary efficacy evaluations will be presented by HRD status and study part 
(Part 1 or Part 2).  Data may also be pooled across HRD status or Parts 1 and 2 as appropriate.  
Analyses of PFS will be presented for the safety population and ORR and CA-125 response rates 
will be presented for the appropriate subset of the efficacy evaluable population. 

11.2.4.1 Primary Efficacy Analyses 

Part 1: The primary efficacy endpoint of PFS will be calculated as 1+ the number of days from 
the first dose of study drug to disease progression, as determined by the investigator or death due 
to any cause, whichever occurs first, in molecularly defined subgroups. Patients without a 
documented event of progression will be censored on the date of their last adequate tumor 
assessment (i.e., radiologic assessment) or date of first dose of study drug if no tumor 
assessments have been performed. 

Part 2: The primary efficacy endpoint of ORR is defined as the proportion of patients with a best 
response of CR or PR using RECIST v1.1 (Appendix B) as assessed by the Investigator.  The 
ORR will be summarized with frequencies and percentages in the efficacy population. 

Independent radiology review may also be performed as a supportive analysis for all or a subset 
of patients.  The supportive analysis of ORR by independent radiology review (irrORR) is 
defined as the proportion of patients with a best response of CR or PR using RECIST v1.1 
(Appendix B) as assessed by independent radiology review.   

11.2.4.2 Secondary Efficacy Analyses 

11.2.4.2.1 Objective Response Rate (ORR) (Part 1) 

ORR is defined as the proportion of patients with a best response of CR or PR using RECIST 
v1.1 (Appendix B) as assessed by the Investigator.  The ORR will be summarized with 
frequencies and percentages.   

As a supportive analysis, the ORR will also be evaluated in the safety population.  Patients who 
are not evaluable for a RECIST response will be considered to have experienced disease 
progression. 
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Independent radiology review may also be performed as a supportive analysis.  The supportive 
analysis of ORR by independent radiology review (irrORR) is defined as the proportion of 
patients with a best response of CR or PR using RECIST v1.1 (Appendix B) as assessed by 
independent radiology review.  The irrORR will be evaluated in the efficacy population for 
patients with measurable disease per the independent radiology review. 

11.2.4.2.2 Duration of Response 

The duration of response is measured from the time measurement criteria are met for CR/PR per 
RECIST or a 50% response in CA-125 (whichever is first recorded) until the first date that 
recurrent or PD is objectively documented using the earliest of the RECIST or CA-125 response. 

The duration of response will also be evaluated separately for CR/PR RECIST responses and for 
CA-125 responses.  In addition, the duration of overall CR will be measured from the time 
measurement criteria are first met for CR until the first date that recurrent disease is objectively 
documented. 

The duration of response will be summarized with descriptive statistics.  Only patients with a 
response will be included in the summary. 

11.2.4.2.3 ORR Assessed by RECIST and GCIG CA-125 Criteria 

The endpoint of ORR defined as a best response of CR or PR using RECIST (Appendix B) will 
be summarized with frequencies and percentages in the appropriate efficacy population. 

The endpoint of CA-125 response rate defined as a 50% reduction in CA-125 as assessed by 
GCIG criteria will be summarized with frequencies and percentages in the safety population.  As 
a supportive analysis, the CA-125 response rate will also be evaluated in the patients evaluable 
for a CA-125 response as defined in Appendix E. 

ORR will be reported separately and together for RECIST and GCIG.  The combined ORR will 
be assessed as indicated in Table 5.
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Table 5 Overall Response by RECIST50 and GCIG CA-125 Criteria51

RECIST Response GCIG CA-125 Response RECIST + GCIG CA-125 
Combined  

CR 
(requires normalization of CA-125) 

CA-125 within normal range 
Response 

PR Response Response 

PR No Response Response 

SD Response Response 

SD No Response No Response 

PD Response No Response 

PD No Response No Response 

11.2.4.2.4 Overall Survival (Part 2) 

Overall survival (OS) is defined as the number of days from the date of first dose of study drug 
to the date of death (due to any cause).  Patients without a known date of death will be censored 
on the date the patient was last known to be alive. 

11.2.4.3 Exploratory Efficacy Analyses 

Statistical analysis of exploratory endpoints will be detailed in the Statistical Analysis Plan. 

11.2.4.4 Diagnostic Test 

The predictive utility of the HRD diagnostic test will be evaluated by comparing the primary and 
secondary endpoints in the tBRCA subgroup to that of nbHRD subgroup and the biomarker 
negative subgroup. 

11.2.5 Pharmacokinetic Analyses 

As a secondary endpoint of the study, trough (Cmin) concentrations of rucaparib will be 
summarized with descriptive statistics overall and by cycle in all patients with at least one PK 
sample collected. 

11.2.6 Safety Analyses  

The safety analyses will be performed using the safety population (all patients who have received 
at least one dose of rucaparib).   
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11.2.6.1 Adverse Events 

Adverse events will be classified using the Medical Dictionary for Drug Regulatory Activities 
(MedDRA) classification system.  The severity of the toxicities will be graded according to the 
NCI CTCAE whenever possible. Treatment-emergent adverse events (TEAEs) are defined as 
AEs with onset date on or after the date of first dose of study medication until the date of the last 
study medication dose plus 28 days.  Adverse events will be considered treatment-emergent if all 
or part of the date of onset of the adverse event is missing and it cannot be determined if the 
adverse event meets the definition for treatment-emergent. 

The number and percentage of patients who experienced TEAEs for each system organ class and 
preferred term will be presented.  Multiple instances of the TEAE in each system organ class and 
multiple occurrences of the same preferred term are counted only once per patient.  The number 
and percentage of patients with at least one TEAE will also be summarized.   

Separate tables will be presented as follows: 

• All TEAEs; 

• TEAEs by CTCAE grade; 

• Grade 3 or greater TEAEs; 

• Treatment-related TEAEs; 

• Serious TEAEs; 

• TEAEs with an outcome of death; 

• TEAEs leading to discontinuation of study medication; 

• TEAEs resulting in interruption/delay of study medication; and 

• TEAEs resulting in reduction of study medication. 

The incidence of TEAEs will be summarized by relationship to study drug according to the 
following categories:  “treatment-related,” or “not treatment-related”.  The category of treatment-
related contains the TEAEs with a missing relationship.  If a patient experiences multiple 
occurrences of the same AE with different relationship categories, the patient will be counted 
once, as a relationship category of treatment related.   

If a patient experiences multiple occurrences of the same AE with different toxicity grades, the 
patient will be counted once for the maximum (most severe) toxicity grade.  AEs with a missing 
toxicity grade will be presented in the summary table with a toxicity grade of “Missing.”  For 
each toxicity grade, the number and percentage of patients with at least one TEAE of the given 
grade will be summarized.    

Non-TEAEs (pre-treatment and post-treatment) will be presented in the by patient data listings 
for the safety population.  
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11.2.6.2 Clinical Laboratory Evaluations 

Clinical laboratory evaluations include the continuous variables for hematology, serum 
chemistry, and urinalysis.  The laboratory values will be presented in SI units.  The on-treatment 
period will be defined as the time from enrollment to 28 days after the last dose of study drug.  
Laboratory values collected during the on-treatment period will be included in the summary 
tables.  The laboratory values collected after the on-treatment period will only be presented in the 
data listings.   

The summary of laboratory data will include descriptive statistics (N, mean, SD, minimum, 
median, and maximum) of the maximum, minimum and last value during the on-treatment 
period.  Summaries using descriptive statistics of the change from baseline to the maximum, 
minimum, and last value during the on-treatment period will also be given.     

Supporting laboratory data including normal ranges and abnormal laboratory flags will be 
provided using by-patient listings.  Separate listings will be produced for clinically significant 
laboratory abnormalities (i.e., those that meet Grade 3 or 4 criteria according to CTCAE 
Version 4.0). 

11.2.6.3 Vital Sign Measurements 

The on-treatment period will be defined as the time from enrollment to 28 days after the last dose 
of study drug.  Vital sign measurements collected during the on-treatment period will be 
included in the summary tables.  The vital sign measurements collected after the on-treatment 
period will only be presented in the data listings.   

The summary of vital sign data will include descriptive statistics (N, mean, SD, minimum, 
median, third quartile and maximum) of the maximum, minimum and last value during the on-
treatment period.  Summaries using descriptive statistics (N, mean, SD, minimum, median and 
maximum) of the change from baseline to the maximum, minimum, and last value during the on-
treatment period will also be given. 

11.3 Interim Analyses 

No formal interim efficacy analyses will be performed. 

A formal safety data review will occur after the first 20 patients have been enrolled, then 
quarterly until Part 1 of the study is fully enrolled, and then every 6 months thereafter.  The 
review committee will include external experts and Sponsor personnel.  The external experts will 
include, but not be limited to, the coordinating PIs of the study (Dr. Elizabeth Swisher at Univ. 
of Washington and Dr. Iain McNeish at Univ. of Glasgow). Clovis reviewers will include the 
Medical Monitor, Chief Medical Officer, Head of Pharmacovigilance, and Biostatistician.  The 
protocol will be amended as appropriate to incorporate additional patient safety monitoring if 
new safety signals are noted at any review. 
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11.4 Sample Size Considerations 

The total enrollment planned for this study is approximately 480 patients, N=180 in Part 1 and 
up to N=300 in Part 2.   

Part 1: It is anticipated that approximately 180 patients will be required in order to ensure each 
subgroup of patients (tBRCA, nbHRD, and biomarker negative) will contain an adequate number 
of patients.  Other than the cap on patients with a known deleterious gBRCA mutation, (n=15), 
there will be no specific requirement to enroll defined numbers of patients into each planned 
subgroup.  The likely size of each subgroup has been estimated based on: a) frequencies of 
HRD-associated genetic abnormalities at initial diagnosis as reported in the literature and b) the 
hypothesis that the inclusion criterion of sensitivity to platinum following the most recent line of 
platinum therapy will enrich the population for patients with tumors harboring mutations of HRD 
pathway genes (i.e., that the frequency will be greater than that described in the newly-diagnosed 
population).  Table 6 provides estimated HRD subgroup sizes in Part 1 of this trial. 

Table 6 Estimated HRD Subgroup Sizesa

HRD Subgroup  Expected 
Frequency at 

Diagnosis 

Estimated 
Frequency with 
Enrichment for 

Platinum 
Sensitivity 

Estimated Number of Patients 

tBRCA 21% 30% 15 with known deleterious gBRCA
mutation (fixed) 

plus 

20 – 25 with somatic BRCA mutation 

plus 

5 – 25 additional with newly diagnosed 
gBRCA mutation 

nbHRD 22 – 32% 30 – 50% 50 – 90 

Biomarker 
Negative 

60 – 70% 20 – 40% 36 – 72 

aExpected frequency estimates are from TCGA1

Enrollment of patients known a priori to harbor a gBRCA mutation classified as deleterious 
(pathogenic), suspected deleterious, or favor deleterious (or the equivalent interpretation of any 
of these) on the most recent assessment by a testing laboratory will be limited to 15 in Part 1.  
Fifteen patients with a known gBRCA mutation are sufficient to establish that the frequency of 
gBRCA mutation reversions is low.  In particular, if none of the 15 patients with a known gBRCA 
mutation is shown to have a reversion between archival tissue and tumor tissue collected at 
screening, then the frequency of gBRCA reversions is likely less than 20% as the upper bound on 
the 90% confidence interval (CI) is 18%.  Additional patients, previously untested or tested and 
found to be gBRCAwt, may be identified as having a BRCA mutation in tumor tissue, therefore 
the BRCA subgroup will likely contain at least 40 patients.    
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The benefit of rucaparib is expected to be the greatest in patients in the tBRCA subgroup, 
followed by patients in the nbHRD subgroup, and lowest in patients in the biomarker negative 
subgroup.  This study will provide evidence as to whether the benefit of rucaparib is clinically 
meaningful in each of these subgroups, and particularly in the nbHRD subgroup.   

With a total of 180 patients enrolled in Part 1 of the study, the comparison of any 2 subgroups 
will likely contain about 100 patients.  Therefore with 100 patients, there is 80% power at a 2-
sided 10% significance level to detect a difference in PFS distributions assuming the hazard ratio 
between 2 subgroups is 0.50.   

Part 2: The objective of Part 2 is to estimate the ORR in each of the HRD subgroups in a more 
heavily pre-treated patient population (at least 3, but no more than 4, prior chemotherapy 
regimens).  Up to 300 patients will be enrolled in Part 2 of the study in order to enroll at least 80 
patients in each HRD subgroup.  A total of 300 patients should be sufficient assuming an 
approximate 33.3% allocation to each HRD subgroup in the enrollment population. 

Currently, there are few clinical studies that have prospectively evaluated response to treatment 
beyond the 3rd-line setting; however, retrospective analyses of patients in 3rd relapse and beyond 
indicate they have a short PFS (approximately 4-6 months) and OS (approximately 5-6 
months).23  Overall, there is a need for new treatments and alternatives to chemotherapy for 
heavily pre-treated ovarian cancer patients with advanced, relapsed disease to be explored in 
prospectively designed trials. 

The table below provides 95% CIs for observed response rates ranging from 10 to 60% assuming 
a total of 80 patients within each HRD subgroup. 

Confidence Intervals for Objective Response Rates (ORR) 

ORR(%)  [95% CI] 

10 4.4, 18.8 

20 11.8, 30.4 

30 20.3,41.3 

40 29.2,51.6  

50 38.6, 61.4 

60 48.4, 70.8 

CI=Confidence intervals of ORR using Clopper-Pearson methodology.24

An ORR ≥20% in any subgroup would be worthy of further exploration in that population. 
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12 PATIENT DISPOSITION 

12.1 Patient Discontinuations 

A patient must be discontinued from protocol-prescribed therapy if any of the following apply: 

• Consent withdrawal at the patient’s own request or at the request of their legally authorized 
representative 

• Progression of patient’s underlying disease 

• Any event, adverse or otherwise, that, in the opinion of the investigator, would pose an 
unacceptable safety risk to the patient 

• An intercurrent illness that, in the opinion of the Investigator, would affect assessments of the 
clinical status to a significant degree and requires discontinuation of therapy 

• A positive pregnancy test at any time during the study 

• In addition, the sponsor may discontinue the trial early for any of the reasons noted in 
Section 13.6. 

The sponsor (or designee) should be notified of all study terminations as soon as possible.  The 
date and reason for cessation of rucaparib must be documented in the eCRF and source 
documents.  To the extent possible, the End of Treatment visit procedures should be performed 
on all patients who receive rucaparib as soon as possible following the last dose of rucaparib.  
Patients will be followed for 28 (±3) days after the last dose of rucaparib for safety; those with 
ongoing SAEs will be followed until either resolution or stabilization has been determined.  
Patients that discontinue treatment due to anything other than disease progression or death will 
be followed for tumor assessments until radiologic disease progression is confirmed, death or the 
initiation of new treatment. 
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13 STUDY ADMINISTRATION 

13.1 Regulatory and Ethical Considerations 

This study will be conducted in compliance with the protocol; Good Clinical Practices (GCPs), 
including ICH Technical Requirements for Registration of Pharmaceuticals for Human Use 
Guidelines; FDA regulatory requirements; and in accordance with the ethical principles of the 
Declaration of Helsinki.   

13.1.1 Regulatory Authority Approvals 

The sponsor or designee will submit the study protocol plus all relevant study documents to 
concerned regulatory agencies for approval prior to the study start.  No patient will be admitted 
to the study until appropriate regulatory approval of the study protocol has been received. 

Each investigator must complete a Form FDA 1572 (or equivalent) and provide the completed 
form according to written instructions to the sponsor (or designee).  Each investigator must 
submit to the sponsor (or designee) financial disclosure information according to national law 
and/or local regulations. 

U.S.-generated data will be handled in accordance with the Health Information Portability and 
Accountability Act (HIPAA).  The trial will be registered on regionally relevant registries, 
including www.clinicaltrials.gov, EudraCT, and the Spanish Clinical Studies Registry using the 
Protocol Registration System. 

13.1.2 Independent Ethics Committee/Institutional Review Board 

This protocol and any material to be provided to the patient (such as advertisements, patient 
information sheets, drug dosing diaries, or descriptions of the study used to obtain informed 
consent) will be submitted by the investigator to an IEC/IRB.  This also applies to protocol 
amendments.   

Clovis Oncology will supply relevant data for the investigator to submit the study protocol and 
additional study documents to the IEC/IRB.  The principal investigator will submit the study 
protocol for review and approval by an IEC/IRB, according to national law and/or local 
regulations, and will provide the IEC/IRB with all appropriate materials.   

Verification of the IEC’s/IRB’s unconditional approval of the study protocol and the written 
informed consent form will be transmitted to Clovis Oncology.  This approval must refer to the 
study by exact study protocol title and number, identify the documents reviewed, and state the 
date of the review. 

No patient will be admitted to the study until appropriate IEC/IRB approval of the study protocol 
has been received, the investigator has obtained the signed and dated informed consent form, and 
the sponsor is notified.   
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The principal investigator will submit appropriate reports on the progress of the study to the 
IEC/IRB at least annually in accordance with applicable national law and/or local regulations 
and in agreement with the policy established by the IEC/IRB and sponsor.   

The IEC/IRB must be informed by the principal investigator of all subsequent study protocol 
amendments and of SAEs or SUSARs occurring during the study that are likely to affect the 
safety of the patients or the conduct of the study. 

13.2 Confidentiality of Information 

The investigator must assure that patients’ anonymity is strictly maintained and that their 
identities are protected from unauthorized parties.  Only patient initials and an identification code 
(i.e., not names) should be recorded on any form submitted to the sponsor and the IRB.  The 
investigator must record all screened and enrolled patients in the eCRF.  The investigator must 
have a list where the identity of all treated patients can be found. 

The investigator agrees that all information received from Clovis Oncology, including, but not 
limited to, the Investigator’s Brochure, this protocol, eCRFs, the protocol-specified treatment, 
and any other study information, remain the sole and exclusive property of the sponsor during 
the conduct of the study and thereafter.  This information is not to be disclosed to any third party 
(except employees or agents directly involved in the conduct of the study or as required by law) 
without prior written consent from the sponsor.  The investigator further agrees to take all 
reasonable precautions to prevent the disclosure by any employee or agent of the study center to 
any third party or otherwise into the public domain. 

13.3 Patient Informed Consent 

All information about the clinical study, including the patient information and the informed 
consent form, is prepared and used for the protection of the human rights of the patient according 
to ICH GCP guidelines and the Declaration of Helsinki. 

It is the responsibility of the investigator to obtain signed informed consent forms from each 
patient participating in this study after adequate explanation of the aims, methods, objectives, 
and potential hazards of the study and prior to undertaking any study-related procedures.   

The informed consent form, prepared by the investigator with the assistance of the sponsor, must 
be approved along with the study protocol by the IEC/IRB and be acceptable to the sponsor. 

The patient must be provided with the patient information and informed consent form consistent 
with the study protocol version used and approved by the relevant IEC/IRB.  The informed 
consent form must be in a language fully comprehensible to the prospective patient.  Patients 
(and/or relatives, guardians, or legal representatives, if necessary) must be given sufficient time 
and opportunity to inquire about the details of the study and to discuss and decide on their 
participation in the study with the investigator concerned.  The patient and the person explaining 
about the study and with whom they discuss the informed consent will sign and date the 
informed consent form.  A copy of the signed informed consent form will be retained by the 
patient and the original will be filed in the investigator file unless otherwise agreed.   
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13.4 Study Monitoring 

On behalf of Clovis Oncology, a CRO monitor will contact and visit the investigator at the study 
center prior to the entry of the first patient (unless Clovis or the CRO has worked with the center 
recently, in which case this initial visit maybe waived) and at predetermined appropriate intervals 
during the study until after the last patient is completed.  The monitor will also perform a study 
closure visit.  Visits may also be conducted by Clovis Oncology personnel. 

In accordance with ICH GCP guidelines, the investigator must ensure provision of sufficient 
time, reasonable space, and adequate qualified personnel for the monitoring visits.  The visits are 
for the purpose of verifying adherence to the study protocol and the completeness, consistency, 
and accuracy of data entered on the eCRF and other documents.   

The investigator will make all source data (i.e., the various study records, the eCRFs, laboratory 
test reports, other patient records, drug accountability forms, and other pertinent data) available 
for the monitor and allow access to them throughout the entire study period.  Monitoring is done 
by comparing the relevant site records of the patients with the entries on the eCRF (i.e., source 
data verification).  It is the monitor’s responsibility to verify the adherence to the study protocol 
and the completeness, consistency, and accuracy of the data recorded on the eCRFs.   

By agreeing to participate in the study, the investigator agrees to cooperate with the monitor to 
ensure that any problems detected in the course of the monitoring visits are resolved.  Contact 
information for the study monitor is located in the investigator file.  Representatives from Clovis 
Oncology may also contact and visit the investigators and monitor data during the study.   

13.5 Case Report Form 

The data will be collected using an electronic data capture (EDC) system by remote data entry on 
eCRFs.  Sites will receive training on the EDC system.  All users will be supplied with unique 
login credentials. 

Prior to study start, the investigator will prepare a list showing the signature and handwritten 
initials of all individuals authorized to make or change entries on eCRFs.  This “study center 
personnel and delegation list” must be kept current throughout the study. 

For each patient enrolled, an eCRF must be completed and reviewed by the principal investigator 
or co-investigator within a reasonable time period (< 2weeks) after data collection.  This also 
applies to records for those patients who fail to complete the study.  If a patient withdraws from 
the study, the reason must be noted on the eCRF.  If a patient is withdrawn from the study 
because of a treatment-limiting AE, thorough efforts should be made to clearly document the 
outcome. 

All laboratory data and investigator observations on the results and any other clinically 
significant test results must be documented on eCRFs. 
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Full information regarding electronic data capture and completing eCRFs is included in the 
investigator files.  All questions or comments related to electronic capture should be directed to 
the assigned monitor. 

13.6 Study Termination and Site Closure 

Both the sponsor and the investigator reserve the right to terminate the study at any time.  Should 
this be necessary, both parties will arrange discontinuation procedures.  In terminating the study, 
Clovis Oncology and the investigator will assure that adequate consideration is given to the 
protection of the patients’ interests. 

Clovis Oncology reserves the right to discontinue the study at any time for medical or 
administrative reasons.  When feasible, a 30 day written notification will be given. 

The entire study will be stopped if: 

• The protocol-specified treatment is considered too toxic to continue the study. 

• Evidence has emerged that, in the opinion of the sponsor or the investigator(s), makes the 
continuation of the study unnecessary or unethical. 

• The stated objectives of the study are achieved. 

• The sponsor discontinues the development of rucaparib. 

Regardless of the reason for termination, all data available for the patient at the time of 
discontinuation of follow-up must be recorded on the eCRF.  All reasons for discontinuation of 
treatment must be documented.  In terminating the study, the investigator will ensure that 
adequate consideration is given to the protection of the patients’ interests. 

13.7 Modification of the Study Protocol 

Protocol amendments, except when necessary to eliminate an immediate hazard to patients, must 
be made only with the prior approval of Clovis Oncology.  Agreement from the investigator must 
be obtained for all protocol amendments and amendments to the informed consent document.  
The IEC/IRB must be informed of all amendments and give approval prior to their 
implementation.  The sponsor will submit any study protocol amendments to the concerned 
regulatory authorities for approval and keep the investigator(s) updated as detailed in the ICH 
GCP guidelines. 

13.8 Retention of Study Documents 

The study site will maintain a study file, which should contain, at minimum, the Investigator’s 
Brochure, the protocol and any amendments, drug accountability records, correspondence with 
the IEC/IRB and Clovis Oncology, and other study-related documents. 

The investigator agrees to keep records and those documents that include (but are not limited to) 
the identification of all participating patients, medical records, study-specific source documents, 
source worksheets, all original signed and dated informed consent forms, copies of all eCRFs, 
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query responses, and detailed records of drug disposition to enable evaluations or audits from 
regulatory authorities and Clovis Oncology or its designees. 

The investigator shall retain records required to be maintained for a period of 5 years following 
the date a marketing application in an ICH region is approved for the drug for the indication for 
which it is being investigated or, if no application is to be filed or if the application is not 
approved for such indication, until at least 5 years after the investigation is discontinued.  
However, these documents should be retained for a longer period if required by the applicable 
regulatory requirement(s) or if needed by Clovis Oncology.  In addition, the investigator must 
make provision for the patients’ medical records to be kept for the same period of time. 

No data should be destroyed without the agreement of Clovis Oncology.  Should the investigator 
wish to assign the study records to another party or move them to another location, Clovis 
Oncology must be notified in writing of the new responsible person and/or the new location.  
Clovis Oncology will inform the investigator, in writing, when the trial-related records are no 
longer needed. 

Patients’ medical records and other original data will be archived in accordance with the 
archiving regulations or facilities of the investigational site. 

13.9 Clinical Study Report 

A clinical study report will be prepared under the responsibility and supervision of Clovis 
Oncology and signed by the sponsor’s chief medical officer, thereby indicating their agreement 
with the analyses, results, and conclusions of the clinical study report.   

13.10 Study Publication 

All data generated from this study are the property of Clovis Oncology and shall be held in strict 
confidence along with all information furnished by Clovis Oncology.  Independent analysis 
and/or publication of these data by the investigator(s) or any member of their staff are not 
permitted without the prior written consent of Clovis Oncology.  Written permission to the 
investigator will be contingent on the review by Clovis Oncology of the statistical analysis and 
manuscript, and will provide for nondisclosure of Clovis Oncology confidential or proprietary 
information.  In all cases, the parties agree to submit all manuscripts or abstracts to all other 
parties 30 days prior to submission.  This will enable all parties to protect proprietary 
information and to provide comments based on information that may not yet be available to other 
parties. 

13.11 Quality Assurance Audits 

An audit visit to clinical centers may be conducted by a quality control auditor appointed by 
Clovis Oncology.  The purpose of an audit, which is independent of and separate from routine 
monitoring or quality control functions, is to evaluate trial conduct and compliance with the 
protocol, SOPs, ICH GCPs, and the applicable regulatory requirements.  The investigator and the 
sponsor may also be subject to an inspection by FDA, European Regulatory authorities, or other 
applicable regulatory authorities at any time.  The auditor and regulatory authorities will require 
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authority from the investigator to have direct access to the patients’ medical records.  It is 
important that the investigator(s) and their staff cooperate with the auditor or regulatory 
authorities during this audit or inspection.  
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15.1 Appendix A 

List of Candidate Genes That May Comprise an HRD Signature 

Note: this list may be revised prior to initiation of the trial and/or prior to final analysis. 

BRCA nbHRD
BRCA1 
BRCA2

ATM 
ATR 
ATRX 
BARD1 
BLM 
BRIP1 
CHEK1 
CHEK2 
FANCA 
FANCC 
FANCD2 
FANCE 
FANCF 
FANCG 
FANCI

FANCL 
FANCM 
MRE11A 
NBN 
PALB2 
RAD50 
RAD51 
RAD51B 
RAD51C 
RAD51D 
RAD52 
RAD54L 
RPA1
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15.2 Appendix B 

Response Evaluation Criteria in Solid Tumors Criteria 

The RECIST guidelines (Version 1.1) are described in Eisenhauer (2009) and at 
http://www.eortc.be/Recist/Default.htm.50  A short summary is given below. 

Measurable Disease: 

Tumor lesions:  measurable lesions are defined as those that can be accurately measured in at 
least one dimension (longest diameter to be recorded) with the following: 

• A minimum size of 10 mm by CT scan (CT scan thickness no greater than 5 mm) 

• A minimum size of 10 mm caliper measurement by clinical exam (lesions that cannot be 
accurately measured with calipers should be recorded as nonmeasurable) 

• A minimum size of 20 mm by chest X-ray 

All tumor measurements must be recorded n millimeters (or decimal fractions of centimeters). 

Malignant lymph nodes:  to be considered pathologically enlarged and measurable, a lymph node 
must be ≥15 mm in short axis when assessed by CT scan (CT scan slice thickness recommended 
to be not greater than 5 mm).  At baseline and in follow-up, only the short axis will be measured 
and followed.   

Nonmeasurable Disease: 

All other lesions (or sites of disease), including small lesions (longest diameter <10 mm or 
pathological lymph nodes with ≥10 to <15 mm short axis), as well as truly nonmeasurable 
lesions, are considered nonmeasurable disease.  Lesions considered truly nonmeasurable include 
leptomeningeal disease, ascites, pleural/pericardial effusions, inflammatory breast disease, 
lymphangitic involvement of skin and lung, and abdominal masses/abdominal organomegaly 
identified by physical exam that is not measurable by reproducible imaging techniques.   

Bone Lesions 

Bone lesions, cystic lesion, and lesions previously treated with local therapy require particular 
comment.  Bone scan, PET scan, or plain films are not considered adequate imaging techniques 
to measure bone lesions.  However, these techniques can be used to confirm the presence or 
disappearance of bone lesions. 

Lytic bone lesions or mixed lytic–blastic lesions with identifiable soft tissue components that can 
be evaluated by cross-sectional imaging techniques such as CT or MRI can be considered as 
measurable lesions if the soft tissue component meets the definition of measurability described 
above. 

Blastic bone lesions are nonmeasurable. 
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Cystic Lesions 

Lesions that meet the criteria for radiographically defined simple cysts should not be considered 
as malignant lesions (neither measurable nor nonmeasurable) because they are, by definition, 
simple cysts. 

Cystic lesions thought to represent cystic metastases can be considered as measurable lesions if 
they meet the definition of measurability described above.  However, if noncystic lesions are 
present in the same patient, these are preferred as target lesions. 

Lesions with Prior Local Treatment 

Tumor lesions situated in a previous irradiated area or in an area subjected to other locoregional 
therapy are usually not considered measurable unless there has been demonstrated progression in 
the lesion. 

Target Lesions 

All measurable lesions up to a maximum of two lesions per organ and five lesions in total, 
representative of all involved organs, should be identified as target lesions and recorded and 
measured at baseline.  Target lesions should be selected on the basis of their size (lesions with 
the longest diameter) and their suitability for accurate repeated measurements (either by imaging 
techniques or clinically).  A sum of the longest diameter (LD) for all target lesions will be 
calculated and reported as the baseline sum LD.  The baseline sum LD will be used as reference 
by which to characterize the objective tumor response.   

Nontarget Lesions 

RECIST criteria require unequivocal quantification of the changes in tumor size for adequate 
interpretation of the sum of target lesions.  Consequently, when the boundaries of the primary are 
difficult to delineate, this tumor should not be considered a target lesion. 

Guidelines for Evaluation of Measurable Disease 

The same method of assessment and the same technique should be used to characterize each 
identified and reported lesion at baseline and during follow-up.  Imaging-based evaluation is 
preferred to evaluation by clinical examination when both methods have been used to assess the 
antitumor effect of a treatment. 
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Evaluation of Target Lesions 

Complete Response Disappearance of all target lesions.  Any pathological lymph nodes (whether 
target or nontarget) must have reduction in short axis to <10 mm.

Partial Response At least a 30% decrease in the sum of the LD of target lesions, taking as 
reference the baseline sum LD.

Stable Disease Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify 
for PD, taking as reference the smallest sum LD since the treatment started.

Progressive Disease At least a 20% increase in the sum of the LD of target lesions, taking as 
reference the smallest sum on study (this includes the baseline sum if that is 
the smallest on study).  In addition to the relative increase of 20%, the sum 
must also demonstrate an absolute increase of at least 5 mm.  The appearance 
of one or more new lesions is also considered progression.

Evaluation of Nontarget Lesions 

Complete Response Disappearance of all nontarget lesions and normalization of tumor marker level. 

Stable 
Disease/Incomplete 
Response

Persistence of one or more nontarget lesion(s) or/and maintenance of tumor 
marker level above the normal limits.

Progressive Disease Appearance of one or more new lesions and/or unequivocal progression of 
existing nontarget lesions.

If tumor markers are initially above the institutional ULN, they must normalize for a patient to 
be considered a complete responder.   

Evaluation of Best Overall Response 

The best overall response is the best response recorded from the start of the treatment until 
disease progression/recurrence (taking as reference for PD the smallest measurements recorded 
since the treatment started).  The patient’s best response assignment will depend on the 
achievement of both measurement and confirmation criteria.   

Evaluation of Best Overall Response 

Target Lesions Nontarget Lesions New Lesions Overall Response 

CR CR No CR 

CR Non-CR/non-PD No PR 

CR Not evaluated No PR 

PR Non-PD or not evaluated No PR 

SD Non-PD or not evaluated No SD 

Not Evaluated Non-PD No NE 

PD Any Yes or No PD 

Any PD Yes or No PD 

Any Any Yes PD 

NE = Not evaluable. 
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Patients with global deterioration of health status requiring discontinuation of treatment without 
objective evidence of disease progression at that time should be classified as having symptomatic 
deterioration.  Every effort should be made to document the objective progression, even after 
discontinuation of treatment. 

In some circumstances, it may be difficult to distinguish residual disease from normal tissue.  
When evaluation of CR depends on this determination, it is recommended that the residual lesion 
be investigated (fine needle aspiration/biopsy) prior to confirming the complete response status. 

Confirmatory Measurement/Duration of Response 

Confirmation 

CT scans are required at screening and every 8 weeks (± 4 days) thereafter.  Patients who have 
been on study at least 18 months, may decrease the frequency of disease assessments to every 16 
(±2) weeks.  If an initial CR or PR is noted , confirmatory scans must be performed at least 
4 weeks later.   

Duration of Overall Response 

The duration of overall response is measured from the time measurement criteria are met for CR 
or PR (whichever is first recorded) until the first date that recurrent or PD is objectively 
documented (taking as reference for PD the smallest measurements recorded since the treatment 
started). 

The duration of overall CR is measured from the time measurement criteria are first met for CR 
until the first date that recurrent disease is objectively documented. 

Duration of Stable Disease 

SD is measured from the start of the treatment until the criteria for progression are met, taking as 
reference the smallest measurements recorded since the treatment started. 
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15.3 Appendix C 

Eastern Cooperative Oncology Group (ECOG) Performance Status Scale 

ECOG Performance Status 

0 Fully active, able to carry on all predisease performance without restriction. 

1 Restricted in physically strenuous activity but ambulatory and able to carry out work of a 
light or sedentary nature (e.g., light house work or office work). 

2 Ambulatory and capable of all self-care but unable to carry out any work activities.  Up and 
about more than 50% of waking hours. 

3 Capable of only limited self-care; confined to bed or chair more than 50% of waking hours. 

4 Completely disabled.  Cannot carry on any self-care.  Totally confined to bed or chair. 

5 Dead. 

In the event performance status is assessed by the Karnofsky Performance Status scale, the 
following conversion chart applies. 

Karnofsky Performance Status ECOG Performance 
Status 

General Description Score Specific Description Score 
Able to carry on 
normal activity and to 
work; no special care 
needed 

100 Normal; no complaints; no 
evidence of disease 

0 

90 Able to carry on normal activity; 
minor signs or symptoms of 
disease 

1 

80 Normal activity with effort; 
some signs or symptoms of 
disease 

Unable to work; able 
to live at home and 
care for most personal 
needs; varying 
amount of assistance 
needed 

70 Cares for self, unable to carry on 
normal activity or to do active 
work 

2 

60 Requires occasional assistance, 
but is able to care for most of 
personal needs 

50 Requires considerable assistance 
and frequent medical care 

3 

Unable to care for 
self; requires 
equivalent of 
institutional or 
hospital care; disease 
may be progressing 
rapidly 

40 Disabled; requires special care 
and assistance 

30 Severely disabled; hospital 
admission is indicated although 
death no imminent 

4 

20 Very sick; hospital admission 
necessary; active supportive 
treatment necessary 

10 Moribund; fatal processes 
progressing rapidly 

0 Dead 5 
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15.4 Appendix D 

Inhibitors and Inducers of CYP1A2 and CYP3A 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/DrugInteractio
nsLabeling/ucm093664.htm#classInhibit 

CYP Enzyme Strong Inhibitor (Avoid) Moderate Inhibitor (Caution)

CYP1A2 

Ciprofloxacin

Enoxacin

Fluvoxamine

Methoxsalen

Mexiletine 

Phenylpropanolamine 

Thiabendazole 

Zileuton 

CYP3A 

Boceprevir 

Clarithromycin 

Conivaptan 

Grapefruit juice 

Indinavir 

Itraconazole 

Ketoconazole 

Lopinavir/Ritonavir 

Mibefradil 

Nefazodone 

Nelfinavir 
Posaconazole 

Ritonavir  
Saquinavir 
Telaprevir 
Telithromycin 

Voriconazole 

Amprenavir 

Aprepitant 
Atazanavir 

Ciprofloxacin 
Darunavir/Ritonavir 

Diltiazem 

Erythromycin 

Fluconazole 

Fosamprenavir 

Grapefruit juice* 

Imatinib 

Verapamil 

* The effect of grapefruit juice varies widely among brands and is concentration-, dose-, and preparation-
dependent. Patients should be instructed to avoid grapefruit juice in this study.  

CYP Enzyme Strong Inducer (Avoid) Moderate Inducer (Caution) 

CYP1A2 
N/A Montelukast 

Phenytoin 

Smoking 

CYP3A 

Avasimibe 

Carbamazepine 

Phenytoin 

Rifampin 

St. John’s Wort 

Bosentan 

Efavirenz 

Etravirine 

Modafinil 

Nafcillin 
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15.5 Appendix E 

Modified Gynecological Cancer Intergroup (GCIG) Guidelines for Response Using CA-125  

Adapted from Rustin et al., Int J Gynecol Cancer. 201151

GCIG CA 125 definitions are available at http://gcig.igcs.org/CA-125.html.

To be evaluable for response by CA-125 requires an elevated baseline value of at least twice the 
upper limit of normal and at least two additional samples after the start of treatment.   

A response to CA-125 has occurred if there is at least a 50% decrease from baseline: 

1. in a sample collected after initiation of study treatment AND  

2. that is confirmed in a subsequent sample collected ≥21 days after the prior sample.  
The absolute value of this confirmatory sample must be ≤110% of the prior sample. 

The date when the first sample with a 50% decrease from baseline is observed is the date of the 
CA-125 response. 

In patients who have measureable disease by RECIST v1.1 and CA-125, the date of response 
will be the date of the earlier of the two events.  When assessing progression, the objective 
change in tumor size should be used for treatment decisions.  For example, if a patient has a 
reduction in measurable disease, but an increase in CA-125 that suggests progression, treatment 
should continue. 
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ABBREVIATIONS AND SPECIALIST TERMS 

AE Adverse event 

ALT (SGPT) Alanine transaminase (serum glutamate pyruvic transaminase) 

ANA Antinuclear antibody 

ANCA Serum antineutrophilic cytoplasmic antibody 

AST (SGOT) Aspartate transaminase (serum glutamic oxaloacetic transaminase) 

ATC Anatomical Therapeutical Chemical (coding) 

BP Blood pressure 

BRCA breast cancer genes 

BSA Body surface area 

CA-125 Cancer antigen 125 

CI Confidence interval 

cm centimeter 

CR Complete response 

CRF Case report form 

CRP C-reactive protein 

Cmax Peak (maximum) plasma concentration 

CTCAE Common Terminology Criteria for Adverse Events 

DMC Data Monitoring Committee 

DOR Duration of response 

DRS-P Disease related symptoms-physical subscale 

ECG Electrocardiogram 

ECOG Eastern Cooperative Oncology Group 

FACT Functional Assessment of Cancer Therapy 

FCBP Female of child bearing potential 

FOSI-18 FACT-Ovarian Symptom Index-18 

GCIG Gynecologic Cancer Intergroup 

GI Gastrointestinal 

HGSOC High Grade Serous Ovarian Cancer 

HRD homologous recombination deficiency 

ICH International Conference on Harmonisation 

IDMC Independent Data Monitoring Committee 

invPFS Progression-free survival, investigator assessed 
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ITT Intent to treat 

kg Kilogram 

LDH Lactate dehydrogenase 

LDT Laboratory developed test 

MAR Missing at random 

MedDRA Medical Dictionary for Drug Regulatory Activities 

nbHRD Non-BRCA HRD 

NCCN National Comprehensive Cancer Network 

NGS Next generation sequencing 

NMAR Not missing at random 

ORR Objective response rate 

OS Overall survival 

PD Pharmacodynamic 

PFS Progression-free survival 

PK Pharmacokinetics 

PO Oral (per os) 

PR Partial response 

PRO Patient reported outcome 

PTE Proportion of treatment effect 

QD Once daily

RBC Red blood cell 

RECIST Response Evaluation Criteria In Solid Tumors 

SAE Serious adverse event 

SAP Statistical analysis plan 

SD Standard deviation 

TEAEs Treatment-emergent adverse events 

TTO Time Trade-Off 

UK United Kingdom 

ULN Upper limit of normal 

VAS Visual Analog Scale 

WBC White blood cell 

WHO World Health Organization

Wt Wild type 
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1 INTRODUCTION 

This document describes the statistical analyses and data presentations to be performed for 
Clovis Oncology’s protocol CO-338-017. This statistical analysis plan (SAP) provides a 
comprehensive and detailed description of the strategy, rationale, and statistical techniques to 
be used to assess the efficacy and safety of rucaparib (CO-338) in patients with relapsed 
high-grade serious ovarian cancer (HGSOC) following platinum sensitive relapse (PSR) and 
subsequent response to platinum based therapy.  

The purpose of the SAP is to ensure the credibility of the study findings by specifying the 
statistical approaches to the analysis of study data prior to database lock for the final analysis.  
This SAP provides additional details concerning the statistical analyses that were outlined in 
the original protocol dated 7 May 2013 and protocol Amendment 1 dated 19 Aug 2013, 
Amendment 2 dated 9 May 2014, and Amendment 2.1 dated 30 May 2014, and Amendment 
3 X .

All statistical analyses detailed in this SAP will be conducted using SAS® Version 9.3 or 
higher. 
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2 OVERALL STUDY DESIGN, OBJECTIVES, AND ENDPOINTS 

2.1 Study Objectives and Endpoints 

Table 1. Primary, Secondary, and Exploratory Objectives and Endpoints 

Primary Objectives Primary Endpoints 

To determine the PFS of rucaparib in molecularly-

defined HRD subgroups

Disease progression (RECIST v1.1) as 

assessed by investigator, or death from any 

cause (invPFS) in molecularly-defined 

subgroups

Secondary Objectives Secondary Endpoints 

To evaluate response ORR by RECIST v1.1 and GCIG CA-125 

criteria 

To assess duration of response (DOR) DOR by RECIST v1.1 

To evaluate safety and tolerability of rucaparib The incidence of adverse events (AEs), 

clinical laboratory abnormalities, and dose 

modifications 

To evaluate steady state trough PK Trough (Cmin) level rucaparib concentrations 

Exploratory Objectives Exploratory Endpoints 

To assess efficacy in molecularly-defined HRD 

subgroups as defined by HRR gene alterations

PFS and/or ORR by RECIST v1.1 and GCIG 

CA-125 criteria.  HRD subgroups as defined 

by HRR gene alterations 

To explore HRD in tumor tissue over time Changes HRD (LOH and  gene alterations) in 

fresh biopsy versus archival tumor tissue 

samples 

XXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXXXXX

To explore whether the BROCA panel can 
identify mutations in additional HRR genes that 
may be associated with efficacy

PFS and/or ORR by RECIST v1.1 and GCIG 
CA-125 criteria in relation to HRR gene 
mutations identified in BROCA 

XXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXX

XXXXXXXXXX

and PFS and/or ORR 
by RECIST v1.1 and GCIG CA-125 criteria

To explore if a gene expression signature for HRD 
correlates with response

PFS and/or ORR by RECIST v1.1 and GCIG 
CA-125 criteria in relation to gene signature 
defined by a gene expression profiling assay 

in relation to PFS and/or 
ORR by RECIST v1.1 and GCIG CA-125 
criteria 
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2.2 Trial Design 

This is an open-label study of rucaparib in patients with platinum-sensitive, relapsed, high-
grade epithelial ovarian (serous or endometrioid histology), fallopian tube, or primary 
peritoneal cancer. The purpose of this study is to define a molecular signature of HRD in 
ovarian cancer that correlates with response to rucaparib and enables selection of appropriate 
ovarian cancer patients for treatment with rucaparib.  The HRD signature will be based on an 
association between genomic scarring, as defined by a BRCA mutation or high level of loss 
of genomic heterozygosity (LOH), observed in a patient’s tumor and observed clinical 
benefit from rucaparib treatment.  In addition, the sequence of other HRR genes will be 
examined to determine if alterations in these genes are associated with response to rucaparib 
(Table 3).   

In addition, the safety and efficacy is going to be further evaluated in the subgroup of 
patients with BRCA mutation. The study schema can be found in the latest amendment. 
amenements. 

2.3 Treatments and Assignment to Treatments 

All eligible patients will receive rucaparib. 

2.4 Sample Size Justification 

Initially approximately 180 patients will be enrolled to ensure each HRD subgroup, tBRCA 
(HRD related to a deleterious BRCA1 or BRCA2 gene mutation in tumor tissue) nbHRD (LOH+ with 

no BRCA1/2 mutation), and biomarker negative (no BRCA1, BRCA2 mutations, and LOH-) will 
contain an adequate number of patients.  Other than the initial cap on known gBRCA and 
subsequent cap on BRCA patients, (n=15 and n=50, respectively), there will be no specific 
requirement to enroll defined numbers of patients into each planned subgroup.  The likely 
size of each subgroup has been estimated based on: a) frequencies of HRD-associated 
abnormalities at initial diagnosis as reported in the literature and b) the hypothesis that the 
inclusion criterion of sensitivity to platinum following the most recent line of platinum 
therapy will enrich the population for patients with tumors harboring alterations of HRD 
pathway genes (i.e., that the frequency will be greater than that described in the newly-
diagnosed population). 

Once an adequate number of patients have been enrolled to represent each of the HRD subgroups 
(approx. 180 patients) then 50 additional patients with a known BRCA mutation (germline or 
somatic) will be enrolled

Table 2 provides estimated subgroups sizes. 

Table 2 Estimated HRD Subgroup Sizes 

HRD 
Subgroup

Expected 
Frequency at 
Diagnosis [1]

Estimated Frequency 
with Enrichment for 
Platinum Sensitivity 

Estimated Number of Patients 
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tBRCA 21% 30% 15 with known deleterious gBRCA
mutation (fixed) 

plus 

20 – 25 with somatic BRCA
mutation 

plus 

5 – 25 additional with newly 

diagnosed gBRCA mutation
plus 

50 with BRCA mutation 

nbHRD 22 – 32% 30 – 50% 50 – 90 

Biomarker 
Negative 

60 – 70% 20 – 40% 36 – 72 

Enrollment of patients known a priori to harbor a gBRCA mutation classified as deleterious 
(pathogenic), suspected deleterious, or favor deleterious (or the equivalent interpretation of 
any of these) on the most recent assessment by a testing laboratory will be initially limited to 
15.  Fifteen patients with a known gBRCA mutation are sufficient to establish that the 
frequency of gBRCA mutation reversions is low.  If none of the patients with a known 
gBRCA mutation is shown to have a reversion between archival tissue and tumor tissue 
collected at screening, then the frequency of gBRCA reversions is likely less than 20% as the 
upper bound of the 90% confidence interval (CI) is 18%.  Additional patients may be 
identified as having a deleterious BRCA mutation in tumor tissue, therefore the initial tBRCA 
subgroup will likely contain at least 40 patients and then once the nbHRD and Biomarker 
negative groups have been fully enrolled, an additional 50 patients with BRCA will be 
enrolled, leading to a total of at least 90 tBRCA patients.

The benefit of rucaparib is expected to be the greatest in the tBRCA group, followed by the 
nbHRD group, and lowest in patients that are biomarker negative.  This study will provide 
evidence as to whether the benefit of rucaparib is clinically meaningful in each of these 
subgroups, and particularly in the nbHRD subgroup.   

With approximately 230 patients enrolled in the study, the comparison of any 2 subgroups 
will likely contain about 100 patients.  Therefore with 100 patients, there is 80% power at a 
2-sided 10% significance level to detect a difference in PFS distributions assuming the 
hazard ratio between 2 subgroups is 0.50, 

The reason for a sample size of at least 90 patients in the subgroup of patients with a known BRCA 
mutation (germline or somatic) is to better characterize the efficacy and safety in this subgroup. 
Response rates in the range of 30% to 40% have been observed in ovarian cancer patients with a 
gBRCA mutation treated with a PARP inhibitor [Error! Reference source not found., Error! 
Reference source not found.]. The table below provides 95% CIs for observed response rates of 
30%, 40%, 50%, and 60% assuming a sample size of 90 patients within the subgroup of patients with 
known BRCA.
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Confidence Intervals for Observed Response Rates (ORR) 

ORR(%)  [95% CI] 

30 20.8,40.6

40 29.8,50.9

50 39.2, 60.7

60 49.1, 70.2 

CI=Confidence intervals of ORR using Clopper-Pearson methodology. 

Therefore, an ORR of 30% would show similar response rate as other PARP inhibitors and an 
observed response rate of 50% would show a significant improved response rate compared to other 
PARP inhibitors. 
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3 GENERAL ANALYSIS CONVENTIONS 

The summary tables will be presented for all treated patients and by the subgroups defined by 
HRD status (BRCA, nbHRD, and biomarker negative).   

Quantitative variables will typically be summarized using frequencies and percentages for 
appropriate categorizations and may also be summarized using descriptive statistics.  For 
variables summarized with descriptive statistics, the following will be presented:  N, mean, 
standard deviation, median, minimum and maximum.  Categorical variables will be presented 
using frequencies and percentages.  The Kaplan-Meier methodology will be used to 
summarize time-to-event variables.  If estimable, the 25th, 50th (median), and 75th 
percentiles will be presented along with the Kaplan-Meier estimates of event rates at 6-month 
intervals.  The number of patients with events and the number of censored patients will also 
be presented.  

All data will be used to their maximum possible extent but without any imputations for 
missing data. 

Unless otherwise specified, baseline is defined as the last measurement on or prior to the first 
day of study drug administration. 

4 ANALYSIS POPULATIONS 

Safety Population:  The safety population will consist of all patients who received at least 
one dose of protocol-specified treatment.   

Efficacy Population: The safety population will consist of all patients who received at least 
one dose of protocol-specified treatment.  

5 PATIENT DISPOSITION 

Patient disposition (analysis population allocation, entered, discontinued, along with primary 
reason for discontinuation) will be summarized using frequency counts, and the 
corresponding percentages. 

6 INCLUSION / EXCLUSION VIOLATIONS 

The number of patients that violate each inclusion or exclusion criteria will be summarized 
with frequencies and percentages or provided in a patient listing. 
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7 DEMOGRAPHICS AND BASELINE CHARACTERISTICS 

All demographic and baseline characteristics will be summarized for the safety population. 

7.1 Definition of HRD Subgroups 

The following sections define various methods for classifying patients as positive for 
homologous recombination deficiencies.  The primary methodology of interest is based on 
BRCA mutations and the percentage of the genome with loss of heterozygosity (LOH).  The 
other definitions presented will be considered exploratory analyses of HRD.  Additional 
algorithms and/or technologies not presented in this SAP may also be explored in this study.   
The assay results from the most recent tumor biopsy will be used for each patient.   

XXXXXXXXXXXXXXXXX
XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
XXXXXXXXXX

7.1.1 Tumor BRCA Mutation and Percentage of Genome with LOH 

The primary HRD subgroup of interest is defined by the following HRD definition: 

A patient will be categorized as positive for HRD if the patient has a pathogenic BRCA
mutation and/or the percent of the patient’s tumor genome with loss of heterozygosity 
(LOH) is . For further rationale around this definition see Appendix A.  

Sensitivity analyses of this definition will be performed to assess whether X  is the 
optimal cut-off for discriminating the efficacy of rucaparib. 

7.1.2 Number of Long LOH Regions 

Tissue BRCA mutations along with the number of long regions of LOH in the tumor genome 
will also be analyzed as an exploratory definition of HRD. X

.

Predefined Lists of Genes 

A deleterious alteration within a pre-specified list of genes can also be used to categorize 
patients as HRD positive.  The columns in the following table specify 4 groups of genes that 
will be used to define HRD subgroups in this study (HRD-G1, HRD-G2, HRD-G3, and 
HRD-G4).  

Table 3           Predefined Lists of Genes

Gene

HRD-G 1 
(TCGA)

HRD-G 2 
(Patent 
TCGA) 

HRD-G 3 
(siRNA)

HRD-G 4 
(Patent siRNA) 

BRCA1 X X X 

BRCA2 X X X 

FANCA X X X 

PTEN X 

RAD51 X X X 

ATM X X X 
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CHEK2/CHK2 X X 

RAD50 X X 

MRE11/MRE11A X X 

RPA1 X X X 

CHEK1/CHK1 X X X 

FANCC X X 

RAD51D X X 

ATR X X X 

FANCF X X X 

FANCD2 X X X 

FANCE X X X 

FANCG X X X 

RAD52 X X X 

RAD51C X X X 

FANCM X X 

ATRX X X 

BLM X X 

PALB2 X X 

RAD54L X 

BRIP1 X 

FANCI X X 

NBN X X 

FANCL X 

BARD1 X X 

RAD51B X X

     

     

7.2 Demographics 

The demographic variables will be summarized with frequency tabulations that will focus on 
identifying the extreme values of the distributions.  Descriptive statistics may also be used to 
summarize the quantitative variables.  The demographic variables presented will include age, 
height, weight, gender, race, and ECOG Performance Status using the following 
categorizations: 

   • Age (years): ≤ 50, 51-60, 61-70, 71-80, 81-90, > 90;

• Height (cm): ≤ 75, > 75-100, > 100-125, > 125-150, > 150-175, > 175;

• Weight (kg): ≤ 50, > 50-75, > 75-100, > 100-125, > 125-150, > 150;

• Race:  American Indian or Alaska Native, Asian, Black, Native Hawaiian or Other 
Pacific Islander, White, Other 

• ECOG Performance Status: 0, 1, ≥2 

• Region:  North America, Western Europe, and Israel 
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These categorizations may be adjusted if the majority of the data lies in only 2 or 3 of the 
categories. 
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7.3 Baseline Clinical Characteristics 

The following variables will be summarized with frequency tabulations

• Time since diagnosis of HGSOC (months): ≤ 3, > 3-6, > 6-12, > 12-24, > 24;  

• Baseline laboratory parameters:  graded based on CTCAE; 

• HRD status; 

• Number of prior platinum therapies. 

Descriptive statistics may also be used to summarize these variables.  

7.4 Medical History 

Medical history data will be summarized using frequency tabulations by system organ class 
and preferred term. 

8 STUDY DRUG EXPOSURE AND COMPLIANCE 

The following variables will be summarized:  

• Number of cycles initiated 

• Duration of treatment

• Number  of patients with at least one dose reduction, delay or increase; 

The duration of treatment will be calculated as the number of days from the first dose of 
study drug to the day of the last dose of study drug + 1.  The number of patients with at least 
one dose delay or reduction will be summarized with frequencies and percentages. 

9 PRIOR AND CONCOMITANT MEDICATIONS 

All concomitant treatments documented during the study period will be summarized in 
frequency tabulations.  Prior/concomitant medication coding will utilize World Health 
Organization (WHO) Drug version March 1, 2007. 

Separate data summaries of prior medications will be provided.  Prior medications will be 
defined as those medications with both a start and a stop date that is before the day of the 
first dose of study drug administration.  If either the start date and/or the stop date of the 
medication is missing so that it is unclear whether the medication was stopped prior to first 
dose of study drug administration then the medication will be included in the summary of the 
concomitant medications. 



XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX•
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10 EFFICACY VARIABLES 

10.1 Primary Efficacy Variable 

The primary efficacy endpoint is disease progression according to RECIST v1.1, as assessed 
by the investigator or death from any cause,  in molecularly-defined HRD subgroups. 
Secondary Efficacy Variables 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXX. 

Secondary variables include:

• ORR assessed by RECIST v1.1 

• ORR assessed by GCIG CA-125 response criteria 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

• DOR by RECIST v1.1 

•

• Safety and tolerability 

• PK at steady state trough levels 

XXXXXXXXXXXXXXXXXXXXXXX.

10.2 Exploratory Efficacy Variables 

Exploratory variables include: 

• PFS and/or ORR by RECIST v1.1 and GCIG CA-125 criteria.  HRD subgroups as 
defined by HRR gene alterations. 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

• Changes in HRD (LOH and gene alterations) in fresh biopsy versus archival tumor tissue 
samples 

•
XXXX. 

11 EFFICACY ANALYSIS 

All efficacy evaluations will be conducted using the safety population. 

11.1 Primary Efficacy Analysis 

The primary efficacy endpoint is PFS will be calculated as 1+ the number of days from the 
first dose of study drug to disease progression, as determined by the investigator or death due 
to any cause, whichever occurs first. Patients without a documented event of progression will 
be censored on the date of their last adequate tumor assessment (i.e., radiologic assessment) 
or date of first dose of study drug if no tumor assessments have been performed.   
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11.2 Secondary Efficacy Analyses 

Secondary efficacy analyses will be based on the safety population or subgroups thereof. 

11.2.1 Overall Response Rate Assessed by RECIST and GCIG CA-125 Criteria 

The endpoint of ORR defined as a best response of CR or PR using RECIST (Error! 
Reference source not found.) will be summarized with frequencies and percentages in the 
safety population.  As a supportive analysis, the ORR will also be evaluated in the patients 
with both a baseline tumor assessment and at least one post-baseline tumor assessment. 

The endpoint of CA-125 overall response rate defined as a 50% reduction in CA-125 as 
assessed by GCIG criteria will be summarized with frequencies and percentages in the safety 
population.  As a supportive analysis, the CA-125 response rate will also be evaluated in the 
patients evaluable for a CA-125 response as defined in Error! Reference source not found.
of the protocol. 

ORR will be reported separately and together for RECIST and GCIG.  The combined ORR 
will be assessed as indicated in Table 4. 

Table 4           Overall Response by RECISTError! Reference source not 
found. and GCIG CA-125 CriteriaError! Reference source not found. 

RECIST Response GCIG CA-125 
Response

RECIST + GCIG CA-125 
Combined

CR 

(requires normalization of 
CA-125) 

CA-125 within 
normal range

Response 

PR Response Response 

PR No Response Response 

SD Response Response 

SD No Response No Response 

PD Response No Response 

PD No Response No Response 
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11.2.2 Overall Response Rate using RECIST 

Patients must have both baseline tumor assessment and at least on post baseline tumor 
assessment in order to be considered evaluable for a RECIST response. 

Measurable Lesions 

Tumor lesions will be categorized as measurable if they can be accurately measured in at 
least one dimension (longest diameter in the plane of measurement is to be recorded) with a 
minimum size of:

• 10 mm by CT scan (CT scan slice thickness no greater than 5 mm)  

• 10 mm caliper measurement by clinical exam (lesions which cannot be accurately 
measured with calipers should be recorded as non-measurable) 

• 20 mm by chest X-ray 

• Lymph nodes will be classified as measurable if the short axis≥15 mm. 

Non-measurable Lesions 

All other lesions not characterized as measurable, including small lesions (longest diameter 
< 10 mm or pathological lymph nodes with ≥ 10 to < 15 mm short axis) as well as truly non-
measurable lesions.  Lesions considered truly non-measurable include leptomeningeal 
disease ascites, pleural or pericardial effusion inflammatory breast disease, lymphangitic 
involvement of skin or lung, abdominal masses/abdominal oranomegaly identified by 
physical exam that is not measureable by reproducible imaging techniques.

The sum of the longest diameter (LD) for all target lesions will be calculated and reported as 
the baseline sum LD. The baseline sum LD will be used as reference by which to 
characterize the objective tumor response 

Response Criteria 

A maximum of 5 measurable lesions will be defined as target lesions (at most 2 per organ 
representing all involved organs).  Target lesions will be evaluated based on the following 
criteria: 

Complete Response (CR): Disappearance of all target lesions. Any pathological 
lymph nodes (whether target or nontarget) must have 
reduction in short axis to <10 mm. 
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Partial Response (PR): At least a 30% decrease in the sum of the LD of target 
lesions, taking as reference the baseline sum LD. 

Stable Disease (SD): Neither sufficient shrinkage to qualify for PR nor 
sufficient increase to qualify for PD, taking as reference 
the smallest sum LD since the treatment started. 

Progressive Disease (PD): At least a 20% increase in the sum of the LD of target 
lesions, taking as reference the smallest sum on study 
(this includes the baseline sum if that is the smallest on 
study).  In addition to the relative increase of 20%, the 
sum must also demonstrate an absolute increase of at 
least 5 mm.  The appearance of one or more new lesions 
is also considered progression.   

Non-target lesions are all other lesions not identified as target lesions.  Non-Target lesions 
will be evaluated based on the following criteria: 

Complete Response (CR): Disappearance of all nontarget lesions 

Stable Disease (SD)/ 
Incomplete Response:

Persistence of one or more nontarget lesion(s) 

Progressive Disease (PD): Appearance of one or more new lesions and/or 
unequivocal progression of existing nontarget lesions. 

Evaluation of Best Overall Response 

The best overall response is the best response recorded from the start of the treatment until 
disease progression/recurrence (taking as reference for progressive disease the smallest 
measurements recorded since the treatment started). The patient's best response assignment 
will depend on the achievement of both measurement and confirmation criteria as outlined in 
Table 5. 

Table 5.  Measurement and Confirmation Criteria 

Target Lesions Non-target lesions New lesions Overall Response 

CR CR No CR 

CR Non-CR/non-PD No PR 

CR Not evaluated No PR 

PR
Non-PD or not 
evaluated

No PR 
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SD 
Non-PD or not 
evaluated

No SD 

Not Evaluated Non-PD No NE 

PD Any Yes or No PD 

Any PD Yes or No PD 

Any Any Yes PD 

NE = Not evaluated 

“Any” refers to any response, i.e., CR, PR, SD, or PD 

Patients with a global deterioration of health status requiring discontinuation of treatment 
without objective evidence of disease progression at that time should be classified as having 
“symptomatic deterioration.” 

Confirmatory Measurement 

Confirmation of a PR or CR is required by a subsequent tumor assessment no less than 
4 weeks later.  In the case of SD follow-up measurements must have met the SD criteria at 
least once after study entry, at a minimum interval of no less than 8 weeks. 

11.2.3 Response Rate using GCIG Criteria for CA-1251

To be evaluable for response by CA-125 requires two pretreatment samples at least twice the 
upper limit of normal (>70 iU/mL) and at least two additional samples after the start of 
treatment.  

A response to CA-125 has occurred if after two elevated levels before therapy there is at least 
a 50% decrease that is confirmed by a fourth sample.  The four samples must satisfy the 
following criteria: 

1. The two pretreatment samples must both be at least twice the upper limit of normal and at 
least 1 day but not more than 3 months apart; 

2. At least one of the two pretreatment samples should be within 2 week of starting 
treatment; 

3. The third sample must be ≤ 50% of the second sample; 

4. The confirmatory fourth sample must be ≥ 21 days after sample 3 and ≤ 110% of 
sample 3; 



Rucaparib (CO-338) Clovis Oncology Inc. 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

Draft Statistical Analysis Plan: Protocol CO-338-017 08 Feb 2013

Confidential 21 of 25

5. Any intervening samples between samples 2 and 3 and between samples 3 and 4 must be 
≤ 110% of the previous sample unless considered to be increasing because of tumor lysis. 

XXXXXXXXXXXXX

Patients are not evaluable by CA-125 if they have received mouse antibodies or if there has 
been medical or surgical interference with their peritoneum or pleura during the previous 
28 days. 

11.2.4 Duration of Response 

The duration of response is measured from the time measurement criteria are met for CR/PR 
per RECIST or a 50% response in CA-125 (whichever is first recorded) until the first date 
that recurrent or PD is objectively documented. 

The duration of response will also be evaluated separately for CR/PR RECIST responses and 
for CA-125 responses.  In addition, the duration of overall CR will be measured from the 
time measurement criteria are first met for CR until the first date that recurrent disease is 
objectively documented. 

The duration of response will be summarized with descriptive statistics.  Only patients with a 
response will be included in the summary. 

11.3 Exploratory Efficacy Analyses 

11.3.1 Additional HRD Subgroups 

The primary and secondary efficacy endpoints will be evaluated in the other HRD subgroups 
outlined in section 7.1 as well as HR gene mutations identified in BROCA. 

11.3.2 Association among Matched Archival and Fresh Tumor Tissue Samples 

The association in HRD (LOH and gene alterations) between matched archival and fresh 
tumor samples will be evaluated with frequencies and percentages. 

11.3.3  

The PFS and/or ORR by RECIST v1.1 and GCIG CA-125 criteria will be evaluated among 
subgroups of patients defined by varying levels of . 

11.3.4 Evaluation of Germ Line BRCA Mutations 

Patients with a HRD alteration (including BRCA) will be classified as having a germ line or 
somatic alteration based on the methodology developed by Foundation Medicine (FMI). 
Based on this classification of germ line or somatic alterations, ORR by RECIST v1.1 and 
GCIG CA-125 criteria will be evaluated between these subgroups within patients with BRCA 
mutations and HRD alterations. 
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XXXXXXXXXXXXXXXXXX

11.3.5

The mean and/or percentage change from baseline in X  will 
be summarized with descriptive statistics at each visit and plotted over time for the HRD 
subgroups.  

XXXXXXXXXXXX In order to explore whether other measures of the are predictive of 
outcome with rucaparib therapy, the patients will be divided into a training dataset and a test 
dataset. The training dataset will consist of approximately the first 50 patients treated in the 
study. The hypotheses generated using the training dataset will then be prospectively 
evaluated in the test dataset. The analyses to be evaluated in the test dataset will be 
documented in a separate analysis plan or incorporated in this analysis plan as an 
amendment. 

12 STATISTICAL / ANALYTICAL ISSUES 

12.1 Handling of Dropouts or Missing Data 

Patients with an unknown HRD status will only be included in the analyses of the overall 
safety group. 

12.2 Pooling of Centers in Multi-Center Studies 

The centers within a given region (e.g., United States versus Rest of World) will be pooled 
for stratification by region and subgroup analyses by region. 

12.3 Multiple Comparison / Multiplicity 

No adjustments for multiple comparisons will be made. 

12.4 Examination of Subgroups 

Subgroup analyses of the primary endpoint based upon age and ECOG will be provided for 
the primary HRD subgroup and other key exploratory HRD subgroups. 

12.5 Interim Analysis 

No formal interim analysis of efficacy will be performed. 

12.6 Independent Data Monitoring Committee (IDMC) 

No formal IDMC will be used since this is an open-label study. 

13 SAFETY ANALYSIS 

The safety analyses will be performed using the safety population. 
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13.1 Adverse Events 

Adverse events will be classified using the Medical Dictionary for Drug Regulatory 
Activities (MedDRA) classification system.  The severity of the toxicities will be graded 
according to the NCI CTCAE whenever possible. Treatment-emergent adverse events 
(TEAEs) are defined as AEs with onset date on or after the date of first dose of study 
medication until the date of the last study medication dose plus 28 days.  Adverse events will 
be considered treatment-emergent if all or part of the date of onset of the adverse event is 
missing and it cannot be determined if the adverse event meets the definition for treatment-
emergent. 

The number and percentage of patients who experienced TEAEs for each system organ class 
and preferred term will be presented.  Multiple instances of the TEAE in each system organ 
class and multiple occurrences of the same preferred term are counted only once per patient.  
The number and percentage of patients with at least one TEAE will also be summarized.   

Separate tables will be presented as follows:

• All TEAEs; 

• TEAEs by CTCAE grade; 

• Grade 3 or greater TEAEs; 

• Treatment-related TEAEs; 

• Serious TEAEs; 

• TEAEs with an outcome of death; 

• TEAEs leading to discontinuation of study medication; 

• TEAEs resulting in interruption of study medication; and 

• TEAEs resulting in reduction, delay or interruption of study medication. 

The incidence of TEAEs will be summarized by relationship to study drug according to the 
following categories:  “treatment-related,” or “not treatment-related”.  If a patient 
experiences multiple occurrences of the same AE with different relationship categories, the 
patient will be counted once, as a relationship category of treatment related.   

If a patient experiences multiple occurrences of the same AE with different toxicity grades, 
the patient will be counted once for the maximum (most severe) toxicity grade.  AEs with a 
missing toxicity grade will be presented in the summary table with a toxicity grade of 
“Missing.”  For each toxicity grade, the number and percentage of patients with at least one 
TEAE of the given grade will be summarized.    

Non-TEAEs (pre-treatment and post-treatment) will be presented in the by patient data 
listings for the safety population.  
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XXXXXXXXXX

13.2 Clinical Laboratory Evaluations 

Clinical laboratory evaluations include the continuous variables for hematology, serum 
chemistry, and urinalysis.  The laboratory values will be presented in SI units.  The on-
treatment period will be defined as the time from randomization to 28 days after the last dose 
of study drug.  Laboratory values collected during the on-treatment period will be included in 
the summary tables.  The laboratory values collected after the on-treatment period will only 
be presented in the data listings.

The summary of laboratory data will include descriptive statistics (N, mean, SD, minimum, 
median, and maximum) of the maximum, minimum and last value during the on-treatment 
period.  Summaries using descriptive statistics of the change from baseline to the maximum, 
minimum, and last value during the on-treatment period will also be given.  

Supporting laboratory data including normal ranges and abnormal laboratory flags will be 
provided using by-patient listings.  Separate listings will be produced for clinically 
significant laboratory abnormalities (i.e., those that meet Grade 3 or 4 criteria according to 
CTCAE Version 4.0). 

13.3 Vital Signs 

The on-treatment period will be defined as the time from randomization to 28 days after the 
last dose of study drug.  Vital sign measurements collected during the on-treatment period 
will be included in the summary tables.  The vital sign measurements collected after the on-
treatment period will only be presented in the data listings.  

The summary of vital sign data will include descriptive statistics (N, mean, SD, minimum, 
median, third quartile and maximum) of the maximum, minimum and last value during the 
on-treatment period.  Summaries using descriptive statistics (N, mean, SD, minimum, median 
and maximum) of the change from baseline to the maximum, minimum, and last value during 
the on-treatment period will also be given.  The data will be presented separately for each 
randomized treatment group and overall.  
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