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HEALTH TECHNOLOGY ASSESSMENT
Talzenna

0.25 mg capsule, hard x 30 (bottle)

1 mg capsule, hard x 30 (bottle)

INN Talazoparib

Therapeutic indication(s) Talzenna is indicated as monotherapy for the treatment of
adult patients with germline BRCA 1/2-mutations, who have
HER2-negative locally advanced or metastatic breast cancer.
Patients should have been previously treated with an
anthracycline and/or a taxane in the (neo)adjuvant, locally
advanced or metastatic setting unless patients were not
suitable for these treatments. Patients with hormone receptor
(HR)-positive breast cancer should have been treated with a
prior endocrine-based therapy, or be considered unsuitable
for endocrine-based therapy.

Start/end date of procedure 30.03.2021 - 20.05.2022

Final decision Inclusion in Annex 2 of the Positive Drug List (PDL) for
purchase by the healthcare facilities with state and/or
municipality ownership and under Article 5 of the Medical
Establishments Act.
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Summary of the report on the clinical and pharmacoeconomic assessment of the health
technology of the medicinal product Talzenna

Health problem

Breast cancer (BC) is the most common malignant tumor for the women worldwide and the
secondary most common after lung cancer. Approximately one-third of all newly diagnosed breast
cancer (BC) cases are advanced, including metastatic breast cancer (MBC) and some forms of
highly advanced locally advanced breast cancer (LABC). BC is a biologically diverse and
genetically heterogeneous disease, but approximately 20-25% of hereditary BC and 5-10% of all
BC types are associated with mutations in the breast cancer susceptibility genes 1 and 2 (BRCA1
and BRCA2), which are key components in the process of repairing double-strand DNA breaks.
Triple-negative breast cancer (TNBC), part of the basal-like subgroup originating from basal or
myoepithelial cells of the normal breast, is a subtype of malignancy with a worse prognosis, early
metastasis, aggressive spread, and shorter overall survival. Approximately 12-17% of women with
breast cancer are identified as triple-negative.

Well-known prognostic factors for breast cancer include the presence of hormone receptors and
HER2 expression. Estrogen receptor-negative, PgR-negative, HER2-negative tumors, known as
triple-negative (TNBC), are associated with the worst prognosis of all breast cancer subtypes, with
a median PFS of 3 to 5 months and a median overall survival of <12 months with current therapies.
The most common sites of metastasis in patients with BRCAm HR+/HER2— and TN MBC, as
established by analysis, are bones (39%), distant lymph nodes (39%), lungs (28%), liver (28%),
and CNS (12%). In patients with BRCAmM TNBC, the most common sites of metastasis at diagnosis
are bones (51%), liver (25%), distant lymph nodes (23%), lungs (19%), and chest wall (16%). The
prognosis for patients with gBRCAm HER2—ABC is very poor, with a 4-year survival rate of less
than 35%.

Current Clinical Practice and Treatment with TALZENNA® (Talazoparib):

In current clinical practice, PARP inhibitors—a class of drugs that enable targeted therapy
specifically effective in patients with germline BRCA mutation (JBRCAm)—are used. Current
chemotherapy regimens for gBRCAmM HER2-ABC have significant limitations, including a short
median PFS, limited OS, and toxicity, leading to a negative impact on the patient’s quality of life
(QoL). The health technology TALZENNA® (talazoparib) is the first oral drug for once-daily
administration. Talazoparib is an inhibitor of poly (adenosine diphosphate [ADP]-ribose)
polymerase enzymes PARP1 and PARP2 in humans. Talazoparib is the first targeted therapy for
patients with gBRCAm HER2— LABC.

Epidemiological Data



REPUBLIC OF BULGARIA
NATIONAL COUNCIL ON PRICES AND REIMBURSEMENT
OF MEDICINAL PRODUCTS =

According to the World Health Organization (WHO), there are about 2.1 million new cases of BC
diagnosed annually worldwide, with approximately 4,000 new cases registered annually in
Bulgaria. Practically, this means that in Bulgaria, one in every 16 women is at risk of developing
BC. The estimated annual incidence of BC in Western Europe is 93 per 100,000 (based on 2018
data), and in North America, it is 85 per 100,000.

Efficacy data

The efficacy, therapeutic effectiveness, and safety profile of talazoparib have been presented in
one clinical trial—EMBRACA. EMBRACA (NCT01945775) is a Phase Ill, open-label,
randomized, parallel, two-arm multicenter clinical trial of talazoparib versus physician's choice
chemotherapy (PCT) in patients with locally advanced and/or metastatic breast cancer with
germline BRCA mutations and HER2-negative status who had received no more than three prior
chemotherapy regimens for their metastatic or locally advanced disease. The primary objective of
this trial is to assess the efficacy and safety of continuous monotherapy with talazoparib in patients
with advanced or metastatic gBRCA-mutated, HER2-negative breast cancer after disease
progression on prior cytotoxic chemotherapy. The secondary objectives include evaluating the
objective response rate (ORR), overall survival (OS), safety of talazoparib, and pharmacokinetics
of talazoparib.

Results from the EMBRACA trial show that treatment with talazoparib is associated with
significantly improved outcomes in previously treated patients with gBRCAm HER2—ABC. The
median PFS, the primary endpoint, is 8.6 months for talazoparib compared to 5.6 months for PCT,
with a hazard ratio of 0.54. The median PFS is significantly improved in patients treated with
talazoparib, regardless of the number of prior chemotherapy lines, with the longest PFS of 9.8
months for those who had not previously undergone chemotherapy. Talazoparib also shows
significant benefits in secondary endpoints ORR and CBR. OS data are still insufficient, but a
trend in favor of talazoparib is observed. An additional Phase 2 trial, ABRAZO, shows that
treatment with talazoparib is associated with positive efficacy outcomes in previously treated
patients with HER2—ABC with gBRCA1/2m. A total of 21% of patients in the platinum-pretreated
cohort (Cohort 1) and 37% of those with a history of >3 prior chemotherapy lines (Cohort 2)
responded to talazoparib therapy. Among patients pretreated with platinum, the median PFS is 4.0
months, and the median OS is 12.7 months. In patients with >3 prior chemotherapy lines, the
median PFS is 5.6 months, and the median OS is 14.7 months.

Safety data

Results from the main clinical trial show that adverse reactions (ARs) reported by patients treated
with talazoparib are generally manageable and tolerable, not affecting the ability or willingness of
patients to continue treatment. The use of talazoparib was permanently discontinued in 5.9% of
patients due to an adverse reaction. A total of 8.7% of patients in the PCT group permanently
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discontinued treatment due to ARs. Few patients (1.4%) permanently discontinued treatment due
to hematologic ARs. These included anemia (0.7%), neutropenia (0.3%), and thrombocytopenia
(0.3%).

Data on comparators

Therapeutic alternatives for treating gBRCA-positive breast cancer in Bulgarian clinical practice
are presented in the Pharmacotherapeutic Guide to Medical Oncology - Therapy for BRCA-related
HER2-negative advanced or metastatic breast carcinoma.

Targeted therapies:
Olaparib is the first targeted therapy specifically indicated for gBRCAm HER2— and is only
approved for the treatment of MBC (metastatic breast cancer).

Non-targeted therapies:
PCT (Physician's Choice Therapy) includes Capecitabine, Eribulin, Gemcitabine, and Vinorelbine.

Pharmacoeconomic indicators

Published health technology assessments performed by governmental institutions intended
for the health care systems of other countries

Published evaluations of health technology conducted by state institutions for the purposes of other
national healthcare systems include two positive assessments for Talzenna — G-BA (Germany),
HAS (France).

Applied analysis

Two pharmacoeconomic analyses have been conducted: Analysis 1 is a cost-effectiveness analysis
(CEA), and Analysis 2 is a cost-utility analysis (CUA). The aim of the analyses is to assess the
cost-effectiveness of TALZENNA as monotherapy in the treatment of adult patients with germline
BRCA1/2 mutations, in the presence of HER2-negative, locally advanced or metastatic breast
carcinoma, compared to alternative therapies. The analysis is conducted from the perspective of
the payer - the National Health Insurance Fund (NHIF). The time horizon of Analysis 1 is modeled
over a "lifetime" perspective, reflecting the long-term clinical and pharmacoeconomic impacts of
the disease. Analysis 2 has a 6-year time horizon, with the possibility of extrapolating to 15 years,
ensuring that all significant future differences in costs and outcomes are identified. Costs and
health benefits are discounted at an annual discount rate of 3.5%. The outcome measures in the
CEA are life years gained (LY's) and effectively treated patient-years — the primary measure, while
in the CUA, the measure is quality-adjusted life years (QALYS) gained. In Analysis 1, a Markov
model was applied, including a survival state partitioned cohort following the transition of patients
between different health states: (PF) — progression-free, (PP) — post-progression, and death. The
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model uses a 3-week cycle. Analysis 2 includes a Decision Tree model, an analysis of partitioned
states corresponding to PFS and ORR outcomes.

Data from pharmacoeconomic analyses and sensitivity analysis results indicate that TALZENNA
is a cost-effective, cost-beneficial, and cost-saving therapy for the healthcare system, dominating
over olaparib with lower costs and higher benefits. The evaluated technology also dominates over
PCT alternatives.

Subgroup analysis
The analysis does not consider subgroups.

Costs for the assessed health technology
The analysis includes costs for drug therapy and the application of Talzenna and comparative
alternatives.

Budget impact analysis

The Budget Impact Analysis (BIA) is conducted from the perspective of the payer — the National
Health Insurance Fund (NHIF). The time horizon is 5 years. The target population in the presented
analysis includes patients with germline BRCA1/2 mutations, in the presence of HER2-negative,
locally advanced or metastatic breast carcinoma. The projected number of patients for the first year
is 3, reaching up to 46 by the fifth year. The inclusion of the new health technology will lead to an
additional cost for the paying institution, the NHIF, for the entire analysis period, as risk-sharing
agreements and patient access schemes have not been taken into consideration.

Conclusion

Breast cancer (BC) is the most common malignant tumor among women worldwide and the second
most common type after lung cancer. There is an unmet medical need for patients with HER2-
negative, locally advanced, or metastatic breast cancer with germline BRCA1/2 mutations. The
results from the EMBRACA clinical trial for the new health technology TALZENNA (talazoparib)
show that treatment with talazoparib is associated with significantly improved outcomes in
previously treated patients with gBRCAm HER2— ABC.

The results of pharmacoeconomic analyses indicate that TALZENNA is a cost-effective, cost-
beneficial, and cost-saving therapy for the healthcare system, dominating over olaparib and PCT
with lower costs and higher benefits. The budgetary impact is positive. The introduction of this
new health technology will result in additional costs for the paying institution, the National Health
Insurance Fund (NHIF), over the entire analyzed period.



