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RATIONALE FOR INCLUSION IN PA PROGRAM

Background

Akeega is a combination of niraparib, an inhibitor of poly (ADP-ribose) polymerase (PARP)
enzymes, and abiraterone acetate, an androgen biosynthesis inhibitor. Niraparib inhibits PARP-1
and PARP-2 which play a role in DNA repair. In vitro studies have shown that niraparib-induced
cytotoxicity may involve inhibition of PARP enzymatic activity and increased formation of PARP-
DNA complexes resulting in DNA damage, apoptosis, and cell death. Abiraterone acetate is
converted in vivo to abiraterone which inhibits 17 a-hydroxylase/C17,20-lyase (CYP17). This
enzyme is expressed in testicular, adrenal, and prostatic tumor tissues and is required for

androgen biosynthesis (1).

Regulatory Status

FDA-approved indication: Akeega is a combination of niraparib, a poly (ADP-ribose) polymerase
(PARP) inhibitor, and abiraterone acetate, a CYP17 inhibitor indicated with prednisone for the
treatment of adult patients with deleterious or suspected deleterious BRCA- mutated (BRCAmM)
metastatic castration-resistant prostate cancer (NCRPC). Select patients for therapy based on an

FDA-approved test for Akeega (1).

Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML) can occur in patients treated with

Akeega. Monitor patients for hematological toxicity and discontinue if MDS/AML is confirmed (1).

Akeega has been associated with myelosuppression. Complete blood counts should be tested
weekly for the first month, every two weeks for the next two months, monthly for the remainder of

the first year, then every other month, and as clinically indicated (1).

The patient should be monitored for hypokalemia, fluid retention and cardiovascular adverse
reactions such as hypertension. Patients whose underlying medical conditions might be
compromised by these adverse reactions should be closely monitored at least weekly for the first
two months, then once a month. Hypertension and hypokalemia should be controlled and

corrected prior and during Akeega treatment (1).

Hepatotoxicity, adrenocortical insufficiency, and hypoglycemia were reported with Akeega use.
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Liver function, signs and symptoms of adrenocortical insufficiency, and blood glucose should be

monitored. Treatment should be modified, interrupted, or discontinued as needed (1).

The use of Akeega plus prednisone in combination with radium Ra 223 dichloride is not

recommended. This has led to increased fractures and mortality (1).

Posterior reversible encephalopathy syndrome (PRES) has been observed in patients treated with

Akeega. If PRES is suspected, promptly discontinue Akeega and administer appropriate treatment

().

Akeega can cause fetal harm if exposed to pregnant females. Advise male patients with female
partners of reproductive potential to use effective contraception during treatment with Akeega and

for 4 months following the last dose (1).
The safety and effectiveness of Akeega in pediatric patients have not been established (1).

Summary

Akeega is a combination of niraparib, a PARP inhibitor and abiraterone, a CYP17 inhibitor. In
combination with prednisone, Akeega is used for the treatment of adults with deleterious or
suspected deleterious BRCA mutated metastatic castration-resistant prostate cancer. Akeega can
cause MDS/AML, myelosuppression, hypokalemia, fluid retention, cardiovascular adverse
reactions, hepatotoxicity, adrenocortical insufficiency, hypoglycemia, increased fractures and
mortality with radium Ra 223 dichloride, PRES, and embryo-fetal toxicity. Appropriate monitoring
parameters should be taken when administering Akeega and treatment should be modified,

interrupted, or discontinued as recommended (1).

Prior approval is required to ensure the safe, clinically appropriate, and cost-effective use of

Akeega while maintaining optimal therapeutic outcomes.
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