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The state of PARP Inhibitors in Ovarian Cancer

Presented By Don Dizon at 2019 ASCO Annual Meeting



SOLO1: Maintenance PARP after first-line treatment

Presented By Don Dizon at 2019 ASCO Annual Meeting



Olaparib Monotherapy versus Chemotherapy for Germline BRCA-Mutated Platinum-Sensitive Relapsed Ovarian Cancer Patients: <br />Phase III SOLO3 Trial

Presented By Richard Penson at 2019 ASCO Annual Meeting



Background<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Study Design<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Patient Disposition<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Patient Characteristics<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Patient Characteristics<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Primary Endpoint: ORR by BICR

Presented By Richard Penson at 2019 ASCO Annual Meeting



PFS (Intention-To-Treat Population)<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Investigator-Assessed Efficacy Endpoints and Subsequent Therapies

Presented By Richard Penson at 2019 ASCO Annual Meeting



Most common AEs* and selected AEs of interest in either <br />treatment arm<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



AEs of Special Interest<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



SOLO-3: Things to make you go Hmmmm…

Presented By Don Dizon at 2019 ASCO Annual Meeting



Conclusions<br />

Presented By Richard Penson at 2019 ASCO Annual Meeting



Do you even need chemotherapy to treat recurrence?

Presented By Don Dizon at 2019 ASCO Annual Meeting



Answer: Probably not…..

Presented By Don Dizon at 2019 ASCO Annual Meeting

But SOLO 3 not design to answer

this question (chemo →olaparib arm

missing)



CLIO (NCT02822157):<br />Randomized phase II study evaluating efficacy of olaparib monotherapy versus physician’s choice chemotherapy in platinum-resistant ovarian cancer 

(PROC)

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 2

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 3

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 4

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 58

Presented By Rachel Grisham at 2019 ASCO Annual Meeting



Slide 9

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting

1 pt!



Slide 10

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 11

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 12

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 14

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Slide 19

Presented By Adriaan Vanderstichele at 2019 ASCO Annual Meeting



Combination of niraparib and bevacizumab versus niraparib alone <br />as treatment of recurrent platinum-sensitive ovarian cancer: <br />A randomized controlled chemotherapy-free 

study<br /><br />ENGOT-OV24/NSGO-AVANOVA2

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



ENGOT-OV24 / NSGO-AVANOVA2 trial design

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



Baseline patient characteristics (ITT population)

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



Primary endpoint: PFS in the ITT population

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



PFS by stratification factors: Chemotherapy-free interval

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



PFS by stratification factors: HRD status

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



PFS by BRCA status

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



Overall response and disease control rates

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



Summary of adverse events

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



Dose reductions and treatment discontinuations

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting



Conclusions

Presented By Mansoor Mirza at 2019 ASCO Annual Meeting
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Now we need to figure out---

Presented By Don Dizon at 2019 ASCO Annual Meeting
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PARP in 1st line alone or in combination
with bevacizumab

Trial Patients Maintenance trial Status

SOLO1
(n= 391)

BRCAm Olaparib vs placebo Completed, positive

PRIMA
(n= 303)

All comers Niraparib vs placebo On-going

PAOLA
(n= 806)

All comers Olaparib + bevacizumab vs 
placebo + bevacizumab

Accrual completed



EWOC-1: A randomized trial to evaluate the feasibility of three different first-line chemotherapy regimens for vulnerable elderly women with ovarian cancer (OC): A GCIG-ENGOT-

GINECO study

Presented By Claire Falandry at 2019 ASCO Annual Meeting



GINECO has developed a Geriatric Vulnerability Score (GVS) to discriminate vulnerable from fit older patients (1)

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 design<br />1- Patient selection

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 design<br />2- Patient randomization

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 endpoints

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 patients’ characteristics (1)

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 patients’ characteristics (2)

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 primary endpoint

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 toxicity 

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 treatment stopping: other reasons

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 Progression-free survival

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 Overall survival

Presented By Claire Falandry at 2019 ASCO Annual Meeting



The carboplatin single agent arm is also worse <br />even for the most vulnerable patients (GVS 4 & 5)

Presented By Claire Falandry at 2019 ASCO Annual Meeting



EWOC-1 conclusions

Presented By Claire Falandry at 2019 ASCO Annual Meeting



A randomized phase 3 trial of paclitaxel (P) plus carboplatin (C) versus paclitaxel plus ifosfamide (I) in chemotherapy-naive patients with stage I-IV, persistent or recurrent 

carcinosarcoma of the uterus or ovary: An NRG Oncology trial.

Presented By Matthew Powell at 2019 ASCO Annual Meeting



Schema

Presented By Matthew Powell at 2019 ASCO Annual Meeting



GOG 0261 Statistical Design: intention-to-treat analysis among eligible patients non-inferiority design

Presented By Matthew Powell at 2019 ASCO Annual Meeting



Consort diagram

Presented By Matthew Powell at 2019 ASCO Annual Meeting



GOG 0261: Patient Characteristics  (Uterine) Cohort

Presented By Matthew Powell at 2019 ASCO Annual Meeting



GOG 0261:  Primary Outcome Uterine Cohort: OS

Presented By Matthew Powell at 2019 ASCO Annual Meeting



GOG 0261:  Secondary Outcomes Uterine Cohort: PFS

Presented By Matthew Powell at 2019 ASCO Annual Meeting



Conclusions

Presented By Matthew Powell at 2019 ASCO Annual Meeting
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Mismatch repair deficiency across 12,019 tumors

Proportion of tumors deficient in mismatch repair in each cancer subtype, expressed as a 

percentage. Mismatch repair deficient tumors were identified in 24 out of 32 tumor subtypes 

tested, more often in early stage (defined as stage < IV) disease.

Dung T. Le et al Science. 2017 Jul 28; 357(6349): 409–413.

Cancers deficient in mismatch repair (MMR) contain exceptionally high numbers of somatic mutations



Response to single-agent PD-1 blockade in endometrial cancer

Presented By Vicky Makker at 2019 ASCO Annual Meeting



Phase 2 trial of Durvalumab in <br />Advanced Endometrial cancer (PHAEDRA)

Presented By Yoland Antill at 2019 ASCO Annual Meeting



Study Schema

Presented By Yoland Antill at 2019 ASCO Annual Meeting



Primary objective: OTRR (iRECIST)

Presented By Yoland Antill at 2019 ASCO Annual Meeting

OTRR: Objective Tumor Response Rate    DCR: Disease Control Rate



Numbers of patients with adverse events

Presented By Yoland Antill at 2019 ASCO Annual Meeting



Phase 2, two-group, two-stage study of avelumab in patients (pts) with microsatellite stable (MSS), microsatellite instable (MSI), and polymerase epsilon (POLE) mutated 

recurrent/persistent endometrial cancer (EC) – (NCT02912572)

Presented By Panagiotis Konstantinopoulos at 2019 ASCO Annual Meeting



Avelumab Confirmed Objective Response and PFS6

Presented By Vicky Makker at 2019 ASCO Annual Meeting



Treatment-Related AEs of any grade in ≥10% of pts OR grade ≥3

Presented By Panagiotis Konstantinopoulos at 2019 ASCO Annual Meeting



Conclusions

Presented By Vicky Makker at 2019 ASCO Annual Meeting


