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talazoparib (Talzenna®) 
EOCCO POLICY 

Policy Type: PA            Pharmacy Coverage Policy: EOCCO065 

Description 

Talazoparib (Talzenna) is an orally administered poly (ADP-ribose) polymerase (PARP) inhibitor. 

 

Length of Authorization  

• Initial: Three months 

• Renewal: Twelve months   

Quantity limits 

Product Name Indication Dosage Form Quantity Limit 

talazoparib 

(Talzenna) 

Breast cancer, locally advanced or 

metastatic, BRCA-mutated 

 

Prostate cancer, metastatic 

castration-resistant, homologous 

recombination repair (HRR) gene-

mutated 

0.1 mg capsules 

30 capsules/30 days* 

0.25 mg capsules 

0.3 mg capsules 
0.5 mg capsules 

0.75 mg capsules 

1 mg capsules 

* Quantity limit exceptions are limited to dose reductions and clinician review 

Initial Evaluation  

I. Talazoparib (Talzenna) may be considered medically necessary when the following criteria below 

are met: 

A. Member is 18 years of age or older; AND 

B. Medication is prescribed by, or in consultation with, a specialist in oncology; AND  

C. Member has not had disease progression on prior PARP inhibitor therapy (e.g., niraparib 

[Zejula], rucaparib [Rubraca], olaparib [Lynparza]); AND 

D. A diagnosis of locally advanced (stage III) or metastatic (stage IV) breast cancer when the 

following are met: 

1. Medication will be used as monotherapy; AND 

2. Documented deleterious (pathogenic) or suspected deleterious (likely pathogenic) 

germline BRCA mutation as determined by FDA approved diagnostic testing; AND 

3. Prior treatment with an anthracycline (e.g., doxorubicin) and/or a taxane (e.g., 

paclitaxel) was ineffective, unless contraindicated; AND 

4. For hormone receptor-positive (ER/PR+) disease, member has had disease   

    progression on endocrine therapy; OR 

i. Endocrine therapy has been deemed inappropriate by the treating 

healthcare provider 
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E. A diagnosis of metastatic, castration-resistant prostate cancer (mCRPC); AND 

1. Evidence of disease progression despite therapy with a gonadotropin-releasing 
hormone analog (GnRH) or bilateral orchiectomy; AND 

2. The member has not had disease progression on a second-generation 
antiandrogen agent (e.g. abiraterone, enzalutamide (Xtandi), apalutamide 
(Erleada), darolutamide (Nubeqa)); AND 

3. Talazoparib (Talzenna) will be used in combination with enzalutamide (Xtandi); 
AND 

4. Documentation of deleterious (pathogenic) or suspected deleterious (likely 
pathogenic) alteration in the BRCA1 or BRCA2 gene; AND 

i. Documentation of intolerance or contraindication to generic abiraterone in 
combination with olaparib (Lynparza) (use of generic abiraterone 250 mg 
tablets required); OR 

5. The member has an alteration in an HRR gene that is not BRCA1 or BRCA2 (e.g., 
ATM, ATR, CDK12, etc.) 

 

II. Talazoparib (Talzenna) is considered investigational when used for all other conditions, including 

but not limited to: 

A. When used in combination with any other chemotherapy or targeted therapy 

B. Early-stage breast cancer 

C. Ovarian cancer, fallopian tube, and peritoneal cancer 

D. Lung cancer 

E. Prostate cancer, non-metastatic, castration-sensitive, and without HRR mutation 

 

Renewal Evaluation  

I. Member has received a previous prior authorization approval for this agent through this health 

plan or has been established on therapy from a previous health plan; AND  

II. Member is not continuing therapy based off being established on therapy through samples, 

manufacturer coupons, or otherwise. If they have, initial policy criteria must be met for the 

member to qualify for renewal evaluation through this health plan; AND 

III. Clinical documentation of response to treatment (e.g., stabilization of disease, decrease in 

tumor size or tumor spread, lack of disease progression); AND 

A. Locally advanced (stage III) or metastatic (stage IV) breast cancer; 

1. Talazoparib (Talzenna) will not be used in combination with other anti-cancer 
agents (outside of gonadotropin releasing hormone agonist [e.g., leuprolide], 
endocrine therapy [e.g., anastrozole, tamoxifen, fulvestrant]; OR 

B. Metastatic, castration-resistant prostate cancer (mCRPC); 

1. Talazoparib (Talzenna) will be used in combination with enzalutamide (Xtandi) 
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Supporting Evidence  

Breast Cancer 

I. Talazoparib (Talzenna) is FDA-approved for the treatment of adults with germline BRCA mutated 

(gBRCAm), HER2-negative, locally advanced or metastatic disease. 

II. The efficacy and safety of talazoparib (Talzenna) monotherapy was demonstrated in an open-

label randomized, trial (EMBRACA) which enrolled adult patients that had a deleterious or 

suspected deleterious germline BRCA1/2 mutation detected by testing with BRACAnalysis.  

III. Overall, 431 patients were randomized 2:1 to receive talazoparib or chemotherapy of the 

provider’s choice (capecitabine, eribulin, gemcitabine or vinorelbine); 287 patients received 

talazoparib and 144, chemotherapy. Baseline characteristics of both groups were generally 

similar, but the talazoparib included a higher number of patients with a baseline Eastern 

Cooperative Oncology Group (ECOG) performance score of 1 or 2 and a higher number of 

patients whose disease progressed to advanced within 12 months of initial diagnosis.  

IV. To be included in the EMBRACA study, patients had received no more than three previous 

cytotoxic regimens for advanced breast cancer, and they had received previous treatment with a 

taxane or an anthracycline, or both, unless contraindicated. Additionally, previous neoadjuvant 

or adjuvant platinum-based therapy was allowed, provided the patient had a disease-free 

interval for at least six months after the last dose. Patients were excluded if they had disease 

progression while receiving platinum chemotherapy for advanced breast cancer (i.e., 

progression of disease within approximately eight weeks after the last dose). Third, patients 

included in the study had no more than three prior therapies in the advanced breast cancer 

setting. More than two therapies in other settings (e.g. neoadjuvant, adjuvant) do not apply. 

However, as current guidelines move to testing for targeted therapies once diagnosed, the 

likelihood of patients using over one line of therapy is rare.  

V. The primary endpoint of the study was radiologic progression-free survival (PFS) done via 

imaging at baseline, every 6 weeks until week 30, and then every 9 weeks after. The median 

progression-free survival was significantly longer among patients in the talazoparib group than 

among patients in the standard-therapy group (8.6 months [95% confidence interval {CI}, 7.2 to 

9.3] vs. 5.6 months [95% CI, 4.2 to 6.7]; hazard ratio for disease progression or death, 0.54; 95% 

CI, 0.41 to 0.71; P<0.001).  

VI. Although prior endocrine-based therapy was not required in the EMBRACA trial, 90.4% of 

patients had progressed on endocrine-based therapy before being treated with talazoparib 

(Talzenna), and 100% had received prior chemotherapy for HR+ disease. The standard treatment 

approach for HR+ disease is to first target the hormone pathway (unless considered 

inappropriate), then consider single agent chemotherapy or PARP inhibitor if there is a 

progression on endocrine-based therapy.   

VII. The National Comprehensive Cancer Network (NCCN) breast cancer guideline lists the PARP 

inhibitors [talazoparib (Talzenna) and olaparib (Lynparza)] as Category 1 options for previously 
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treated recurrent or metastatic germline BRCA mutated breast cancer. EMBRACA clinical 

program included 56% patients with ER/PR+, HER2- advanced or metastatic breast cancer, while 

44% had triple-negative breast cancer (TNBC). Thus, talazoparib (Talzenna) may be considered a 

practical treatment option for patients with TNBC. However, presence of germline BRCA1 or 

BRCA2 mutation is a pre-requisite for initiating treatment with talazoparib (Talzenna). 

VIII. In the EMBRACA trial, adverse reactions were reported at a higher incidence in those receiving 

talazoparib than placebo-chemotherapy arm. Sixty-five percent of patients taking talazoparib 

versus 50% chemotherapy experienced ADE and dose reductions due to any cause occurred in 

53% of talazoparib patients versus chemotherapy patients. Due to the high incidence of this, 

split fill is applied to the medication upon initial approval.  

IX. Dose adjustments are common with talazoparib (Talzenna) and the as the product it is flat 

priced (i.e., there is a single fixed price for each tablet regardless of dosage strength). When 

possible, patients should be dose optimized to once a day dosing of an appropriate strength 

versus allowing multiple tablets of a lower dose.  

Prostate Cancer 

I. Talazoparib (Talzenna) is FDA approved for the treatment of metastatic castration resistant 

prostate cancer (mCRPC) with HRR-gene mutation.  

II. The safety and efficacy of talazoparib (Talzenna) is demonstrated in the TALAPRO-2 trial, which 

is a randomized, double blind, placebo-controlled, phase 3 trial. Eight hundred and five patients 

were randomized 1:1 to either receive enzalutamide in combination with talazoparib (Talzenna) 

or placebo. They were further stratified by previous novel hormonal therapy/docetaxel and HRR 

gene-alteration status. The primary outcome was radiographic progression free survival (rPFS) 

assessed by blinded independent central review per RECIST 1.1 (soft tissue disease) and Prostate 

Cancer Clinical Trials Working Group 3 (bone disease). Treatment with talazoparib/enzalutamide 

resulted in a 37% lower risk of radiographic progression or death compared to 

placebo/enzalutamide (HR 0.63; 95% CI 0.51–0.78; p<0.0001). The most common adverse 

effects in the treatment group were anemia (66%), neutropenia (36%), and fatigue (34%). 

III. One of the key inclusion criteria in TALAPRO-2 was bilateral orchiectomy or ongoing ADT with a 

GnRH agonist/antagonist. ADT was required to be continued throughout the study for patients 

who had not undergone bilateral orchiectomy. The safety and efficacy of 

Talzenna/enzalutamide in patients with prior treatment and progression on a second-generation 

AR inhibitor (i.e., enzalutamide, apalutamide and darolutamide) has not been established as 

these patients were excluded from the trial. 

IV. The PROpel trial investigating Lynparza versus placebo in combination with abiraterone targeted 

a similar patient population as TALAPRO-2, men with metastatic castration resistant prostate 

cancer with HRR related mutations. The treatment group demonstrated a reduced risk of 

disease progression or death by 34% versus abiraterone alone (HR 0.66; 95% CI 0.54-0.81; 

p<0.0001). As of August 2023, head-to-head trials have not been conducted to suggest 

superiority of one regimen over the other. Abiraterone is currently available as a generic 
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formulation. Lynparza/abiraterone was FDA approved for this indication in patients harboring a 

BRCAm, while Talzenna/enzalutamide carries a broader FDA approval encompassing all HRRm 

(e.g., ATM, ATR, CDK12, etc.) 

V. DNA repair anomalies known as homologous recombination repair gene mutations (HRRm) are 

identified in approximately 25% of patients with mCRPC. HRR gene mutations can consist of 

mutations in ATM, ATR, BRCA1, BRCA2, CDK12, CHEK2, FANCA, MLH1, MRE11A, NBN, PALB2, or 

RAD51C. Approximately 10-15% of patients with mCRPC have the BRCA1/BRCA2 gene 

mutations. These mutations have been associated with more aggressive disease and poor 

patient outcomes.  

Investigational or Not Medically Necessary Uses 

I. The efficacy and safety of talazoparib (Talzenna) in combination with other chemotherapy or 

immunotherapy agents have not been evaluated. Talazoparib (Talzenna) is indicated as 

monotherapy. 

II. There is no evidence to support the use of a subsequent PARP inhibitor following the progression 

of disease on another PARP inhibitor.  

III. Due to its mechanism of action, there is interest in using talazoparib (Talzenna) in other cancers 

such as ovarian cancer, and lung cancer; however, studies are still ongoing and use outside of 

BRCA mutated advanced or metastatic breast cancer is considered investigational.  

IV. Additionally, there is a lack of evidence supporting the use of talazoparib (Talzenna) in early breast 

cancer (e.g., neoadjuvant or adjuvant treatment).  
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Related Policies  

Policy Name Disease state 
Cyclin-Dependent Kinase (CDK) 46 
Inhibitors 

Breast cancer, HER2-negative, HR-positive, advanced or metastatic, 
early-stage breast cancer 

alpelisib (Piqray) PIK3CA mutation, HR+, HER2-, advanced or metastatic breast cancer 

lapatinib (Tykerb) 
Breast cancer, HER2 over expression, advanced or metastatic in 
combination with capecitabine after prior therapy OR postmenopausal 
women, in combination with letrozole 

neratinib (Nerlynx) 
Breast cancer, early stage, HER2-positive, following trastuzumab OR 
advanced, metastatic 

olaparib (Lynparza) 
Breast cancer, metastatic, HER2-negative, germline BRCA-mutated 
(gBRCAm) 
Prostate cancer, metastatic castration-resistant (mCRPC) 

tucatinib (Tukysa) Metastatic breast cancer 

Second Generation Anti-Androgen 
Agents 

Prostate cancer 

 

Policy Implementation/Update:  

Action and Summary of Changes Date 

Updated step through Lynparza/abiraterone for mCRPC to delineate between patients with BRCAm vs 
HRRm; updated supporting evidence 

02/2024 

Added expanded indication for the treatment of mCRPC in combination with enzalutamide; updated 
supporting evidence 

09/2023 

Streamlined clinical criteria to better reflect our current PARP policies. Removed requirement of HER2 
negative disease. Removed confirmation member is not platinum refractory. Removed requirement of 
maximum number of prior cytotoxic regimens. Improved supporting evidence section for better clinical 
support. Added related policies. 

08/2022 

Previous Reviews 02/2019 

 


