Time Without Symptoms or Toxicity (TWIST) in patients with newly diagnosed advanced ovarian cancer receiving maintenance olaparib or placebo
plus bevacizumab: analysis of PAOLA-1/ENGOT-ov25 Phase lll trial
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Figure 2. TWIST analysis method
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Figure 3. Median duration of TWIST by HRD status for TOX linked to A) all grade >2 AEs, B) all grade >2 AEs with symptoms, and
) grade >2 AEs linked to olaparib* Randomization date PFS1 date
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INTRODUCTION

e |n the Phase Il PAOLA-1/ENGOT-0v25 trial (NCT02477644)," maintenance olaparib
olus bevacizumab (bev) provided a significant progression-free survival (PFS) benefit,
compared with placebo plus bev, in patients with newly diagnosed advancec A

ovarian cancer in response after platinum-based first-line (1L) chemotherapy plus

X
bev.! A subgroup analysis revealed a substantial PFS benefit in patients who tested Olanaris % 60
nostive for homologous recombination deficiency (HRD; BRCAT and/or BRCAZ Plus bev ;—‘? i PFS1, time to first progression.
mutation [BRCAmM] and/or genomic instability; median PFS 37.2 vs 17.7 months) § o
eading to US and EU labels for this combination. We analyzed TWiST in PAOLA-1, o, at i % ime fion vandomization Lonthe ' & ime fin randomization amonth) RESULTS IN THE INTENT-TO-TREAT POPULATION
using several definitions of toxicity (TOX) and by molecular subgroups. 0 s e 1 o W e H 2 b 7 Mos @ 4 m W s 4 o
100 e Median (95% ClI) duration of TWIST for all grade =2 AEs for olaparib plus bev vs
: §§ olacebo plus bev arms was 14.1 months (12.5-16.1) versus 7.7 months (5.9-9.1),
METHODOLOGY Placebo ‘; §§ respectively; median duration of TWIST for all grade =2 AEs with symptoms for
8% olaparib plus bev vs placebo plus bev arms was 17.2 months (16.0-20.1) versus
rigure 1. PAOLA-1 study desian ! N A I 1.3 months 9.7-13.5), respectively.
intenance theraoy PES 128 17 103 91 79 54 44 2 18 8 . (SO R S R A A ° Corj3|der|ng only grade =2 AEs linked to olaparib, median (95% Cl) duration of
Olaparib Placebo Olaparib Placebo TWIST was 21.9 months (20.2-22.5) versus 16.6 months (14.6-18.0).
Olaparib tablets 300 mg Median TWiST, months (95% CI) 24.4 (19.3-NE) 7.4 (5.8-11.2) Median TWIiST, months (95% Cl) 8.5 (6.8-11.4) 7.7 (5.5-9.1)
P value <0.0001 P value 0.1840

Primary PFS analysis’
Data cutoff: March 22, 2019

Patients

e Newly diagnosed, FIGO
stage llI-1V, high-grade
serous or endometrioid o .
ovarian, fallopian tube and/or <9 weeks 2:1 randomization stratified by: Safety (CTCAE v4.03) was a
primary peritoneal cancer > * tBRCAm status secondary endpoint

CONCLUSIONS

e [he efficacy of maintenance olaparib plus bev vs placebo plus
bev In patients with newly diagnosed advanced ovarian cancer
was supported by a significant TWIST lbenefit regardless of the
definition of TOX, including all grade =2 AEs, all grade =2 AEs with
symptoms, and all grade =2 AEs with symptoms linked to olaparib.
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randomization and before No. at risk Time from randomization (months) Time from randomization (months)

progression/censoring PFS 255 252 242 236 223 213 169 155 103 85 46 261 219 197 180 161 110 85 38 27
(Q-TWIST) TOX 255 130 97 79 57 37 26 18 12 10 6 11171 54 43 27 17 9 3 2

Olaparib
plus bev

1L treatment NED/CR/PR * 1L treatment outcome The current analysis focused

Placebo bid x =2 years

e Upfront or interval surgery

¢ Platinum-taxane based
chemotherapy plus =2
cycles of bev

Probability of PFS, %

100

£ 90 : : o . . : .
bid, twice daily; CR, complete response; CTCAE, Common Terminology Criteria for Adverse Events; FIGO, International gt’ 5738 = ThIS COnﬂrmS the C“ﬂlCa”y meaﬂlngfu‘ beneﬂt Of the COmblna’[IOﬂ,
_T_(e)ci(e,rzc;?gitzf Gynecological Oncology; NED, no evidence of disease; PR, partial response; tBRCAm, tumor BRCA mutation, 5.'332?, 2 §§ mOSt ﬂO’[ab\y in the HRD‘pOSitiVG SUbgrOUp, Where mediaﬂ T‘ A IST
2 30 . . :
. . . i . . g 2 was approximately tripled for all grade =2 AEs with symptoms.
* The current analysis focused on TWIST, which was defined as the time without & 19 PP y P J ymp

9 18 27 36 / 14 21

symptoms or toxicity after randomization and before disease progression (or No.at ik ... Tmefommndomizaton(months ... . Tmefrom randomization (montns) o [WIST integrating all grade =2 symptoms Is an innovative
censoring for progression). e e T e Pacese representation to estimate the potential benefit of maintenance

Median TWIST, months (95% CI) 36.6 (22.4-NE) 12.6 (9.8-15.6) Median TWIST, months (95% Cil) 11.5(10.0-14.9) 10.5 (8.5-14.0)
P value <0.0001 P value 0.3772

e Joxicity (TOX) data were obtained from the reported adverse events (AEs), and therapy.

the TOX state included the total number of days after randomization and before

orogression spent with significant symptoms or TOX grade =2. ' 100 HRD positive HRD negative/unknown
oo . . , 5 80
e As it Is possible for a patient to have more than one type of TOX over time, : 70 ACKNOWLEDGMENTS
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— The difference between the two treatment groups in median TWIST was
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to be linked to olaparib (fatigue, nausea, vomiting, and anemia).

Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of these materials.
Alternatively, please click on the link below:

https://bit.ly/3L.2g27d

Copies of this poster obtained through this QR code are for personal use only and may not be reproduced without
permission from ASCO and the authors of this poster.

Olaparib Placebo Olaparib Placebo

Median TWIiST, months (95% ClI) 36.6 (31.9-NE) 17.4 (15.1-19.4) Median TWIiST, months (95% Cl) 16.6 (14.9-18.0) 15.6 (13.8-18.1)
P value <0.0001 P value 0.8021

Analyses were performed using SAS version 9.4 (SAS Institute, Cary, NC, USA).

*Fatigue, nausea, vomiting, and anemia. NE, not evaluable.
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