PARP INHIBITORS-INDUCED NAUSEA AND VOMITING IN PATIENTS WITH GYNECOLOGIC CANCER (JASCC-CINV 2002)
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ABSTRACT INTRODUCTION Sample size

Introduction: The incidence of nausea : : : : . Without anti-emetic prophylaxis, around 30% of patients would experience vomiting.
and vomiting caused by PARP inhibitors Olﬁpt?.”b =le nlraparlb, poly. (ADE-r|bos§) polymerase. (PR Dol Greater than 20% with anti-emetic therapy.
In the clinical trials were quite high. AN O S T eI A R AR R A A U S 1:9 (Estimated as low as 10% of the total sample).
However, there are no recommendations .. : : . 210.
: : However, clinical trials have reported a considerable incidence of nausea and : .
for the antiemetic treatment for these e CINV iated with th - One-sided at 2.5%.
oral anticancer agents. There remains HEITILIAE) ) associated wi ese agents. 80% based on log-rank test, assuming proportional hazards.
an unmet clinical need for the control of Estimated as the log of vomiting rate with anti-emetics divided by the log of vomiting rate without anti-emetics.

nausea and vomiting with oral Despltg L2 [EIDk 0 antleme.tllc gwdelmes 10l @il a.ntlc.:a.ncer f'igentsz 234 patients, considering a 10% dropout rate after follow-up.
: managing nausea and vomiting induced by PARP inhibitors is crucial.
chemotherapy, especially molecular

targeted agents. Actual enroliment affected by COVID-19 pandemic outbreak, unable to achieve planned sample size, but enrolled as many patients

This study aimed to investigate the incidence of nausea and vomiting caused

Methods: Patients with gynecologic by PARP inhibitors and the actual situation of antiemetic therapy in patients as possible.

cancer who were scheduled to receive a with gynecologic cancer. RESULTS

PARP inhibitor were included. The

primary outcome was the incidence of METHODS AND MATERIALS Figure 1. Trial profile Table 2. Incidence of CINV for 21 days Figure 2. Figure 3.

after the start of PARP inhibitors Event-free time Prevalence rates of
Groups n (%) Cl NV

Vomiting Nausea Significant nausea

vomiting during the 21 days after starting
PARP inhibitors. Data on PARP inhibitor-
induced nausea and vomiting were

134 patients enrolled

5 excluded

50

Study design and patient selection

All (N=129) 21 (16.3%) 92 (71.3%) 42 (32.6%)

: i « This study was a prospective observational study conducted at 13 centers 1 hd strted a reduce dose of PRAP Overall  with antiemeti s (N=

collected from patient diaries over 21 n Japan y pProsp y 3 had o colected poene iy T ihout anemet prophyits (Ne101) _ 14.(150v)  ri(romy 30 (o110
i . All (N=64) 14 (21.9%) 52 (81.3%) 26 (40.6%)

days_. The pe_rcentqges of patle_nts  We analyzed patients with ovarian cancer who were receiving olaparib or 129 included n analysis Olaparib  witn antiemetic prophylaxis (N=21) 6 (28.6%) 16(76:2%)  10(47.6%)
receiving antiemetic prophyIaX|s and : : . : . ' 64 Olamarib. 65 niraoaris Without antiemetic prophylaxis (N=43) 8 (18.6%) 36 (83.7%) 16 (37.2%)
niraparib-containing anticancer chemotherapy for the first time between aparib, 65 nirapart Al (N=65) 7(108%)  40(6L5%) 16 (24.6%)

PARP inhibitor-induced nausea and
vomiting with and without prophylaxis
were assessed.

Niraparib ~ With antiemetic prophylaxis (N=7) 1 (14.3%) 5 (71.4%) 0 (0%) 012345678 9101112131415161718192021
Without antiemetic prophylaxis (N=58) 6 (10.3%) 35 (60.3%) 16 (27.6%)
Abbreviations, PARPI: poly (adenosine diphosphate [ADP]-ribose) polymerase (PARP) inhibitor

January 2020 and March 2023.
« Data were collected from the patient diaries. Patients filled out a diary daily

Time since PARP inhibitor administration (days) Time since PARP inhibitor admini:

-=\Vomiting -=-Nausea -+Significant nausea --Anorexia =Vomiting -sNausea -Significant nausea

Table 1. Patients’ characteristics

Characteristic

_ from the start of therapy with PARP inhibitors for 21 days. = Table 3. The effect of prophylactic antiemetics on CINV Percentage satisfied with their ability to live

Results: The patients were enrolled [Key eligibility criterial ‘Vedian Univariable analysi Multvariable analysis” : : "
between January 2020 and March 2023. g :gﬁitzth% y;:; S ——— R Vomi:n“;wmes TR owcl  pvake _oswcl e without the feeling nausea and vomiting
A total of 129 patients were evaluated. 3) Provided written informed consent Olaparibsbevacizumab 22l e nauses yegiiee 0505 2457 Overall study group: 85.9% (110/128)
Of these patients, 28 (21.7%) received on eriter 4 e o4 oot ometi < 88.00
prophylacgic antiemeti(cs, tak()en internally ni)ey ethZ'rli.Sr:S noﬁrg(?gc?aced dose of olaparib or niraparib Fo0 ¢ Perormance Stats 120 (93.0%) : T 15810908 TR Ahtlemetlc F_)roph_yIaXIS' 88'9/? 20
for 21 days and 101 (78.3%) did not : 2) Nausea and vomiting requiring antiemetic treatment at enrollment Prlophylactic ___________ Niraparib ggl:lsif?:antnausea** (Daeaan | Dueares Without Antiemetic prophylaxis: 86.9% (86/99)
receive prophylaxis. The overall Primary endpoint e : : : : s o 75 a0ty [ vt s v peevions sxpotence of rasea and voring with chemotherapy
incidence of PARP inhibitors-induced  The ovgrall |nc_|dence of vomiting, including retching, during the entire Voton sckness o [ sne e confence el r ez sttt o o cnce of Sfean s
vomiting, the primary outcome, was evaluation period (0-21 days). - ® o
16.3%. The incidence of vomiting in the Secondary endpoints - : : Noring sickness
group that did not receive antiemetic . Thfe |nC|dence_ of nausea, S|gn|f!cant nausea, anorexia, ta_ste dl_sturbance, N oo ot meananey 40 a0
prophylaxis was 13.9% for the overall fat_lgu.e_, constipation, dlarrh_ea, Insomnia, and patient satisfaction oo
population, and 18.6% and 10.3% for (Sltgnlflc_an)t nausea was defined as the "moderate” and "severe" ves St

: e e : ca egorIeS . Unknown e B Very severe
olaparib and niraparib, respectively. « Adverse events were evaluated according to PRO-CTCAE and the CTCAE e = perience of nausea andvomiing wil Chemolerany . ws.o Eij;é;‘;te
Conclusions: Olaparib and niraparib ver 5.0. N own 65 (504%) amid
should be classified in the low Statistical analysis £ Eastern Cooperaive Oncology Grou:IQR: nerauarle ange _ -
emetogenic risk category because the - Descriptive statistics: Patient characteristics, rate of CINV control, and
incidence of emesis without antiemetic treatment-related adverse events DISCUSSION and CONCLUSIONS
prophylaxis ranges from 10% to 30%. - The impact of prophylactic antiemetics on vomiting, nausea, and
Therefore, prophylactic antiemetic significant nausea was assessed using a Cox proportional hazards Olaparib and niraparib, with the incidence of emesis without antiemetic prophylaxis ranging from 10% to 30% among patients, can
therapy at the initiation of treatment may regression model which incorporated age and age and previous be classified in the low emetogenic risk category, and prophylactic antiemetic therapy may be considered unnecessary at the time

be unnecessary. experience of CINV as covariates. of treatment initiation. Published: J Cancer. 2024;15(6):1487-1497.
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