Toxicity profile and discordance between patients/physicians regarding niraparib maintenance in recurrent ovarian cancer (ROC) patients:

lessons from the NiQoLe real-life study — GINECO study.
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vV § GINECO

ﬂ) Niraparib (NI) maintenance is a standard of care in platinum- \ / PATIENTS’ CHARACTERISTICS \ COMPLIANCE AND EFFICACY
sensitive ROC. Based on pivotal randomized trials, toxicity profile : : a0 : . o :
appears manageable through adapted initial drug dosing. _ =139 = High rate of compliance : 69% = 3 and 6 months progression rate: 19 and 45%, respectively
=» However, real world data on tolerance and feasibility for Median age in years [range] 70 [44-88]
unselected patients (pts) (including those > 70 years old) are missing. G8<14 (pts > 70 yrs)* 20 (36%) MAIN AES REPORTED BY PATIENTS (PRO-CTC-AES) Composite grade (frequency, intensity and interference)
=» Furthermore, while adverse events (AEs) have been extensively Performance status ECOG 0 - 1 137 (98%) 100% 4 100% ——
described by physicians (CTC-AEs) in clinical trials, pts reported FIGO stage Ill/IV** 118 (85%) 90% 14 i 18
outcomes (PROs) have been overlooked to date. As such, PROs (PRO- Histology serous high grade 127 (91%) 200
CTC-AEs) were integrated within the design of the NiQoLe study Endometrioid grade 2/3 6 (4%) 16 80%
Undifferentiated 5 (3%) 70% 36 20%
Main inclusion criterion : ROC after platinum-based chemotherapy Other . 2 (1%) 60% =L c0% iy 35
Tools : Pts reported symptomatic AEs with CHES* remoted device BRCA mutations 7 (5%) 0% 30 52
Median Hb (G/L) [range] 118 [93-143] 27 50%
. . Weight < 77 (kg) and/or platelets > 175 (G/L) 106 (76%) 40% 26 40%
NiQolLe Study-Weekly ePRO-via Platform CH=S 66 26
_ N=139 30% 20% 2
= Questionaires filled in by the patients At least one surgery 131 (94%) 0% 20 . 33
(PROs CTC-AEs, Compliance: ACTG) Residual disease (after the last surgery) 80 (58%) - 20%
Previous medical treatments N=139 10% . 20 10% 28 21
=== o —— Median of previous platinum CT lines 1[1-5] 0% 0% 6 9
i 2 : = — . Previous bevacizumab 99 (71%) NAUSEA VOMITING CONSTIPATION DRY MOUTH ATIGUE INSOMNIA VIEMORY ANXIETY
< N e Previous olaparib 5 (4%) 00 01 @2 m3 O mlm? m3
s \/) ' |||||||| g ndn Mobile digital device Response to last Platinum N=139 =» During the first 3 months: 98% pts reported symptomatic PRO-CTC-AEs, 66% of grade 3
R 4 9 . . :
ER 72 gg;’; =» 59% of the physicians regularly acceded the PROs reports and 31% of them found it was useful for the pts follow-up
o
Results communicated to medical oncologists - 0
o R Stak;'ed';elase(d )b | RN ceeere 1[3 £ ] MAIN AES REPORTED BY PHYSICIANS (CTC-AES) DISCREPANCY BETWEEN PTS AND PHYSICIANS MOST IMPORTANT
R . . : . Median delay (days) between platinum and NI [range 49 [15-109
CHES : EORTC platform with specialized software dedicated to the assessment, storage of electronically collected PROs o
i i - - ” \_ + 155 (20 i date, o+ nets. THROMBOCYTOPEN|A  ESESG— 137 as% SYMPTOMATIC PRO-CTCAES AND CTC-AEs
' RENAL FAILURE 136 : : : ” ”r 5
Primary endpoint: Real-world data on NI dose modifications induced by / DOSE ADAPTATIONS \ NAUSEA o Wiain symptomatic Patients (%) Physicians (%)
physicians’ reported AEs at 3 months NSOMNIA 2 AEs
w 13% * % %
. . Initial dose (mg) Nn=139 e B P | LS o All Severe All Severe
Secondary endpoints: To evaluate regular PROs AEs: correlation 100 1 (1%) ° Fati
. oy > FATIGUE/ASTHENIA T 4% - atigue 93 32 43 2
between symptomatic CTC-AEs (reported by physicians) and PROs-CTC- 200 111 (80%) 45%
AEs (reported by pts) 200 27 (19%) DRY MOUTH e 73 12 26 0
_ CONSTIPATION o Constipation
Follow-Up of Niraparib Maintenance in real world UFERMAET 4RO N=E2E s I 0% o . 36 40 26 2
Median duration (months) 6 [0.2-21] 36% Dry mouth 78 22 9 0
I I I - Treatments 36 monhs 63 (45%) 0% 10% 20% 30% 40% 50% 80% 90 29 17 0
T0 T3 T6 Dose adaptation (3 first months) N=139 B AE Grade >=3 " Any grade AE
v. | v v At least 1 adaptation 84 (60%) \ AEs G >3 during the first 3 months: Total =29%, Related to Niraparib=24% *Grade 3 according to PRO-CTC-AEs (including severe and very severe), ** Grade 3 and 4 according to CTC-AEJ
Start of Niraparib 3 months 6 months At least 1 adaptation for AE 66 (45%)
Weekly follow-up of self-reported At least one reduction for AE 17(12%)
1) PROs UZ')ngc'\(l,frl,;?a?{c%TC'AEs tool At least one interruption for AE 53(38%) CONCLUSION
Discontinuation for AE 11(8%) : : : : : . : . . . . . . . wt .
Median delay of the 1™ adaptation 36 days [8.58] * The NiQole study included a population of patients with poor prognosis including : a high proportion of elderly patients, limited platinum response and mainly BRCA" patients.
« Compliance * Tolerability/Tt adaptations * Tolerability/Tt adaptations _ _ . . o . ° ° _ _ _
Symotoms . - Main AEs inducing adaptation Howc?ver, F)?tl(?nts. had a hlgh level of t.reatment compllance and remote self rep.orted PI?Os CTC .AEs.
+>70 years : G8 - Compliance - Compliance Thrombocytopenia 46 (70%) * Despite initial individual dosing, NI maintenance required frequent dose-adaptations during the first 3 months of treatment.
* Biology * Biology * Biology Anemia 6 (9%)  There was a strong discrepancy between symptomatic AEs regularly captured by pts and those reported by physicians.
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=» The next generation of clinical trials should integrate pts' perspective (PRO-CTC-AEs in addition to CTC-AEs) to better assess side effects and manage treatment course

Poster discussion presented at ASCO Annual Meeting, On June 2-6, 2023 in Chicago
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