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SUPPLEMENTAL RESULTS
Table S1: Summary of TEAES in the safety population: comparison of previously reported and updated data

Previous report*: Updated data:

15 Apr 2017 31 Dec 2017
visit cutoff date visit cutoff date
Rucaparib Placebo Rucaparib Placebo
(n=372) (n=189) (n=372) (n=189)
Any grade TEAE 372 (100%) 182 (96%) 372 (100%) 182 (96%)
Grade >3 TEAE 209 (56%) 28 (15%) 222 (60%) 30 (16%)
Treatment interruption and/or dose reduction 263 (71%) 20 (11%) 267 (72%) 20 (11%)
Treatment interruption due to a TEAE 237 (64%) 19 (10%) 243 (65%) 19 (10%)
Dose reduction due to a TEAE 203 (55%) 8 (4%) 206 (55%) 8 (4%)
Discontinuation due to a TEAE" 50 (13%) 3 (2%) 57 (15%) 3 (2%)
Deaths relating to a TEAE 6 (2%) 2 (1%) 7 (2%) 2 (1%)

Data are n (%).

tExcluding disease progression.
TEAE=treatment-emergent adverse event.

*Coleman RL et al. Lancet. 2017; 390(10106): 1949-1961.




Table S2: Grade 3 or higher TEAES occurring in at least one patient in the safety population (31 Dec 2017

visit cutoff date)

Rucaparib Placebo
(n=372) (n=189)
Grade 3 | Grade 4 | Grade5 | Grade3 | Grade 4 | Grade 5

TEAE

Anaemia or haemoglobin decreased 77 (21%) 3 (1%) 0 0 1 (1%) 0
ALT or AST increased 38 (10%) 0 0 0 0 0
Neutropenia or neutrophil count decreased 22 (6%) 7 (2%) 0 1 (1%) 1 (1%) 0
Asthenia or fatigue 26 (7%) 0 0 5 (3%) 0 0
Thrombocytopenia or platelet count decreased 13 (3%) 7 (2%) 0 0 0 0
Vomiting 15 (4%) 0 0 2 (1%) 0 0
Nausea 14 (4%) 0 0 1 (1%) 0 0
Abdominal pain 11 (3%) 0 0 1 (1%) 0 0
Hypertension 9 (2%) 0 0 4 (2%) 0 0
Constipation 7 (2%) 0 0 2 (1%) 0 0
Febrile neutropenia 0 5 (1%) 0 0 0 0
Malignant neoplasm progression 3 (1%) 0 2 (1%) 2 (1%) 0 0
Transaminases increased 5 (1%) 0 0 0 0 0
White blood cell count decreased 4 (1%) 1 (<1%) 0 0 0 0
Dehydration 4 (1%) 0 0 0 0 0
Intestinal obstruction 4 (1%) 0 0 1 (1%) 1 (1%) 0
Small intestinal obstruction 3 (1%) 1 (<1%) 0 4 (2%) 0 0
Weight decreased 4 (1%) 0 0 0 0 0
Decreased appetite 3 (1%) 0 0 0 0 0
Gamma-glutamyltransferase increased 3 (1%) 0 0 0 0 0
Pancytopenia 2 (1%) 1 (<1%) 0 0 0 0
Pulmonary embolism 2 (1%) 1 (<1%) 0 0 0 1 (1%)
Urinary tract obstruction 3 (1%) 0 0 0 0 0
Abdominal pain upper 2 (1%) 0 0 0 0 0
Acute kidney injury 1 (<1%) 1 (<1%) 0 0 0 0
Arthralgia 2 (1%) 0 0 0 0 0
Ascites 2 (1%) 0 0 1 (1%) 0 0
Cell death 2 (1%) 0 0 0 0 0
Diarrhoea 2 (1%) 0 0 2 (1%) 0 0
Gastroenteritis 2 (1%) 0 0 0 0 0
Hepatic enzyme increased 2 (1%) 0 0 0 0 0
Incarcerated hernia 1 (<1%) 1 (<1%) 0 0 0 0
Lethargy 2 (1%) 0 0 0 0 0
Leukopenia 2 (1%) 0 0 0 0 0
Lymphocyte count decreased 2 (1%) 0 0 0 0 0
Lymphoedema 2 (1%) 0 0 0 0 0
Mucosal inflammation 2 (1%) 0 0 1 (1%) 0 0
Myelodysplastic syndrome 0 1 (<1%) 1 (<1%) 0 0 0
Photosensitivity reaction 2 (1%) 0 0 0 0 0
Sepsis 0 2 (1%) 0 0 0 0
Syncope 2 (1%) 0 0 0 0 0
Urinary tract infection 2 (1%) 0 0 1 (1%) 0 0
Abdominal hernia 1 (<1%) 0 0 0 0 0
Acute myeloid leukaemia 0 0 1 (<1%) 0 0 0
Acute pulmonary oedema 1 (<1%) 0 0 0 0 0
Acute respiratory distress syndrome 0 1 (<1%) 0 0 0 0
Anxiety 1 (<1%) 0 0 0 0 0
Arthritis infective 1 (<1%) 0 0 0 0 0
Atrial fibrillation 1 (<1%) 0 0 0 0 0
Atypical pneumonia 1 (<1%) 0 0 0 0 0




Rucaparib Placebo
(n=372) (n=189)
Grade 3 Grade 4 Grade 5 Grade 3 Grade 4 Grade 5
B-cell unclassifiable lymphoma high grade 0 0 1 (<1%) 0 0 0
Bile duct obstruction 1 (<1%) 0 0 0 0 0
Blood cholesterol increased 1 (<1%) 0 0 0 0 0
Blood creatinine increased 1 (<1%) 0 0 0 0 0
Bowen’s disease 1 (<1%) 0 0 0 0 0
Cardiac arrest 0 0 1 (<1%) 0 0 0
Cellulitis 1 (<1%) 0 0 0 0 0
Cholecystisis 1 (<1%) 0 0 0 0 0
Cholelithiasis 1 (<1%) 0 0 0 0 0
Cholestasis 0 1 (<1%) 0 0 0 0
Cognitive disorder 1 (<1%) 0 0 0 0 0
Colonic pseudo-obstruction 1 (<1%) 0 0 0 0 0
Creatinine renal clearance increased 1 (<1%) 0 0 0 0 0
Device related infection 1 (<1%) 0 0 0 0 0
Drug-induced liver injury 0 1 (<1%) 0 0 0 0
Duodenal obstruction 1 (<1%) 0 0 0 0 0
Dyslipidaemia 1 (<1%) 0 0 0 0 0
Dyspepsia 1 (<1%) 0 0 0 0 0
Exostosis 1 (<1%) 0 0 0 0 0
Faecaloma 1 (<1%) 0 0 0 0 0
Female genital tract fistula 0 1 (<1%) 0 0 0 0
Femoral neck fracture 1 (<1%) 0 0 1 (1%) 0 0
Femur fracture 1 (<1%) 0 0 0 0 0
Fibula fracture 1 (<1%) 0 0 0 0 0
Gastrointestinal pain 1 (<1%) 0 0 0 0 0
Gastrointestinal stoma output increased 1 (<1%) 0 0 0 0 0
General physical health deterioration 1 (<1%) 0 0 0 0 0
Glomerular filtration rate decreased 1 (<1%) 0 0 0 0 0
Haematocrit decreased 1 (<1%) 0 0 0 0 0
Headache 1 (<1%) 0 0 1 (1%) 0 0
Hepatic failure 1 (<1%) 0 0 0 0 0
Histiocytosis haematophagic 0 0 1 (<1%) 0 0 0
Hypercholesterolaemia 0 1 (<1%) 0 0 0 0
Hypernatraemia 1 (<1%) 0 0 0 0 0
Hypertransaminasaemia 1 (<1%) 0 0 0 0 0
Hypertriglyceridaemia 1 (<1%) 0 0 0 0 0
Hyperuricaemia 1 (<1%) 0 0 0 0 0
Hypoacusis 1 (<1%) 0 0 0 0 0
Hypoalbuminaemia 1 (<1%) 0 0 0 0 0
Hypocalcaemia 1 (<1%) 0 0 0 0 0
Hypokalaemia 1 (<1%) 0 0 0 0 0
Hypomagnesaemia 1 (<1%) 0 0 0 0 0
Hypophosphataemia 1 (<1%) 0 0 0 0 0
Hypotension 1 (<1%) 0 0 0 0 0
Infusion related reaction 1 (<1%) 0 0 0 0 0
Jaundice 1 (<1%) 0 0 0 0 0
Leukocytosis 1 (<1%) 0 0 1 (1%) 0 0
Lower respiratory tract infection 1 (<1%) 0 0 0 0 0
Malignant bowel obstruction 1 (<1%) 0 0 0 0 0
Muscular weakness 1 (<1%) 0 0 0 0 0
Neutropenic colitis 1 (<1%) 0 0 0 0 0
Oedema peripheral 1 (<1%) 0 0 0 0 0
Oral herpes 1 (<1%) 0 0 0 0 0
Osteoarthritis 1 (<1%) 0 0 0 0 0




Rucaparib Placebo
(n=372) (n=189)
Grade 3 Grade 4 Grade 5 Grade 3 Grade 4 Grade 5
Palmar-plantar erythrodysaesthesia syndrome 1 (<1%) 0 0 0 0 0
Pelvic pain 1 (<1%) 0 0 0 0 0
Pericardial effusion 0 1 (<1%) 0 0 0 0
Pleural effusion 1 (<1%) 0 0 0 0 0
Pyelonephritis 0 1 (<1%) 0 0 0 0
Rash 1 (<1%) 0 0 0 0 0
Renal failure 1 (<1%) 0 0 0 0 0
Renal impairment 1 (<1%) 0 0 0 0 0
Sciatica 1 (<1%) 0 0 0 0 0
Seizure 1 (<1%) 0 0 0 0 0
Squamous cell carcinoma of lung 1 (<1%) 0 0 0 0 0
Tibia fracture 1 (<1%) 0 0 0 0 0
Tonsilitis 1 (<1%) 0 0 0 0 0
Tooth abscess 1 (<1%) 0 0 0 0 0
Toothache 1 (<1%) 0 0 0 0 0
Traumatic fracture 1 (<1%) 0 0 0 0 0
Type 2 diabetes mellitus 1 (<1%) 0 0 0 0 0
Viral infection 1 (<1%) 0 0 0 0 0
Viral upper respiratory tract infection 1 (<1%) 0 0 0 0 0
Wound complication 1 (<1%) 0 0 0 0 0
Upper respiratory tract infection 0 0 0 2 (1%) 0 0
Abnormal behaviour 0 0 0 1 (1%) 0 0
Blepharitis 0 0 0 1(1%) 0 0
Bone pain 0 0 0 1 (1%) 0 0
Cataract 0 0 0 1 (1%) 0 0
Dizziness 0 0 0 1 (1%) 0 0
Forearm fracture 0 0 0 1(1%) 0 0
Hyponatraemia 0 0 0 1 (1%) 0 0
Incisional hernia 0 0 0 1 (1%) 0 0
Lung infection 0 0 0 1 (1%) 0 0
Metastases to meninges 0 0 0 0 0 1 (1%)
Sinus bradycardia 0 0 0 1 (1%) 0 0
Stoma site infection 0 0 0 1 (1%) 0 0

Data are n (%).

Sorted by decreasing incidence of grade >3 TEAE:s in the rucaparib arm of the updated safety analysis.
ALT=alanine aminotransferase. AST=aspartate aminotransferase. TEAE=treatment-emergent adverse event.




Figure S1: Plots of the log of the cumulative hazard

Log-log plots of the time to investigator-assessed disease progression or death during ARIEL3 (PFS1; A) and the
time to investigator-assessed disease progression on subsequent therapy or death (PFS2; B) in the rucaparib (red)
and placebo (blue) groups for patients in the intention-to-treat population.
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Figure S2: Kaplan-Meier estimates of CFI (A), TFST (B), PFS2 (C), and TSST (D) in the BRCA-mutant

cohort
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Figure S3: Kaplan-Meier estimates of CFI (A), TFST (B), PFS2 (C), and TSST (D) in the HRD cohort
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Figure S4. Kaplan-Meier estimates of PFS2-PFS1 in the BRCA-mutant cohort (A), HRD cohort (B), and ITT
population (C)
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Shaded areas indicate 95% confidence intervals.
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death. PFS2=time to disease progression on subsequent therapy or death.

13



Figure S5: Postprogression outcomes in predefined cohorts and subgroups of patients with BRCA wild-type carcinomas based on LOH status
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CFl=chemotherapy-free interval. HR=hazard ratio. HRD=homologous recombination deficient. indet.=indeterminate. ITT=intention to treat. LOH=loss of
heterozygosity. PFS2=time to disease progression on subsequent therapy or death. TFST=time to start of first subsequent therapy. TSST=time to start of second

subsequent therapy.
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