el al

OLAPARIB RUCAPARIB NIRAPARIB
Pan-PARP inhibitor PARP 1 and 2
Dose 300 mg BID 600 mg BID 300 mg daily
Dose adjustments CrCl 31-50 mL/min: If <77 kg or
200 mg BID platelets < 150,000/uL: 200 mg

daily, Titrate up if tolerated

interchangeable (capsules are

Class ADR Nausea, diarrhea, fatigue, bone marrow suppression, secondary malignancy
Unique ADR Asymptomatic elevation of Transaminitis, asymptomatic Insomnia, hypertension
serum creatinine, pneumonitis increase in serum creatinine,
GERD, dysgeusia, rash
DDIs Substrate of CYP3A4 Substrate of CYP2D6
Inhibits MATE1 and MATE2-K Inhibits CYP2C9
Inhibits MATE1 and MATE2-K
PK Mean half-life = 14.9 +/- 8.2 hours Mean half-life = 17-19 hours Mean half-life = 36 hour
Notes Tablets and capsules are not Weekly CBC for the first month

of therapy then monthly

phased out) thereafter

CrCl, creatinine clearance; CYP, cytochrome P450; DDIs, drug-drug interactions; PK, pharmacokinetics; GERD, gastroesophageal reflux disease; CBC, complete
blood count; ADR, adverse drug reactions

ADVERSE EFFECT MANAGEMENT PEARLS

OLAPARIB RUCAPARIB NIRAPARIB

e Consider hold for new or e Suncreen and sun-protective e Weekly CBC for the first month
worsening respiratory symptoms clothing of therapy
e Consider cystatin C if concer for e Consider PPI for GERD ¢ Monitor blood pressure and heart
true kidney dysfunct e Good oral hygeine for dysguesia rate weekly for 2 months,
e Consider statins for then monthly
hypercholesterolemia ¢ May take dose in the morning
e Consider cystatin C if concer for for insomnia
true kidney dysfunction

RUCAPARIB

¢ Moderately emetogenic

e Ondansetron 4-8 mg with each PARP inhibitor dose (8-16 mg/day)

e May add prochlorperazine as needed as a breakthrough agent

¢ Non-pharmacologic management of fatigue includes exercise, cognitive behavioral therapy, massage therapy
e Counsel patients to report increases of 4-6 stools per day over baseline (Grade 2) or diarrhea limiting ADLs
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NON-HEMATOLOGIC TOXICITY OF PARP INHIBITORS

OLAPARIB RUCAPARIB NIRAPARIB
Fatigue
Grade > 3 4% 7% 8%
Nausea
All Grades 76% 75% 74%
Grade > 3 3% 4% 3%
Diarrhea
All Grades 33% 32% 20%
Grade > 3 1% 1% <1%
HEMATOLOGIC TOXICITY OF PARP INHIBITORS
OLAPARIB RUCAPARIB NIRAPARIB
Anemia
Grade > 3 20% 19% 25%
Thrombocytopenia
Grade > 3 0% 5% 34%
Neutropenia
Grade > 3 5% 7% 20%

UNIQUE ADVERSE EFFECTS (ALL GRADE) OF PARP INHIBITORS

OLAPARIB RUCAPARIB NIRAPARIB

® Pneumonitis (< 1%) e Transaminitis (34 %) e Insomnia (24%)
* Asymptomatic increase in ¢ Hypercholesterolemia e Hypertension (19%)
serum creatinine (11%) (40%-84%)
¢ Photosensitivity (17 %)
e Dyspepsia (15%)
e Dysgeusia (39%)
e Asymptomatic increase in
serum creatinine (15%)

FDA APPROVALS OF PARPI IN OVARIAN CANCER

Upfront maintenance Recurrent maintenance Treatment
Olaparib X X X

BRCAm
Olaparib + X X X
bevacizumab HRD
Rucaparib X X
Niraparib X X X
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