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HEALTH TECHNOLOGY ASSESSMENT

Lynparza
150 mg film-coated tablet x 56

100 mg film-coated tablet x 56

INN olaparib

Therapeutic indication Monotherapy or in combination with endocrine therapy for
adjuvant treatment of adult patients with germline BRCA1/2-
mutations who have HER2-negative, high-risk early breast
cancer previously treated with neoadjuvant or adjuvant

chemotherapy.
Start - end of the procedure 20.12.2022 — 17.11.2023
Final decision Addition of a therapeutic indication to 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, and
reimbursement by the NHIF beyond the value of the provided
medical services.
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Summary of the report on the clinical and pharmacoeconomic assessment of the health
technology of the medicinal product Lynparza

Health problem

Breast cancer is a malignant disease that forms in the tissues of the breast, usually in the ducts or
lobules. It is a clinically and biologically heterogeneous disease characterized by dysregulation of
multiple cellular pathways and varying sensitivity to treatment. Breast cancer can be classified as
invasive or noninvasive based on the location and extent of the tumor's spread. Most breast cancers
are invasive, meaning the tumor has grown through the lining of the ducts into the surrounding
breast tissue. In contrast, non-invasive breast cancer is when the cancer remains confined to the
ducts or lobules and is called carcinoma in situ. Breast cancer can be divided into four main
subgroups depending on HR and HER2 biomarker status.

BRCAm breast cancer has different tumor characteristics compared to the sporadic breast cancer
population, often characterized by a more aggressive phenotype and greater clinical disease
severity, making it an important indicator of prognosis and disease course. Knowledge of germline
mutations such as BRCA is important for informing family members when making testing
decisions, allowing them to take preventive measures if they are also carriers of the mutation.

Accordingly, BRCAm-carrier patients have a significantly higher risk of recurrence compared to
the non-BRCAmM patient population. This is also true for the BRCAm subgroup of patients with
HR-positive disease. Patients with BRCAm breast cancer were also more likely to develop a
greater number of metastatic sites and to develop brain metastases more quickly than those with
non-BRCAmM disease. Similarly, patients with localized breast cancer with gBRCAm had a shorter
interval to the first brain metastases than matched controls without BRCAm.

Apart from (neo)adjuvant chemotherapy, surgery, radiotherapy and endocrine therapy, no
treatments are available for BRCAm, HER2-negative, early breast cancer. The advent of targeted
therapies, such as PARPI, has revolutionized the treatment of metastatic breast cancer; these
therapies now have the potential to address the significant unmet clinical need for individualized,
targeted treatment in the setting of early breast cancer.

Lynparza (olaparib) is the first-in-class oral PARPI treatment approved for multiple indications.
Lynparza is also the first targeted treatment for gBRCAm breast cancer. Olaparib is an oral potent
inhibitor of PARP1, PARP2, and PARP3 that, when bound to the active site of DNA-associated
PARP, prevents dissociation from DNA, blocking the repair of single-strand breaks (SSBs).
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Efficacy data

The therapeutic efficacy and safety profile of olaparib was analyzed in one clinical trial.

Clinical trial OlympiA is a phase Ill, double-blind, parallel, placebo-controlled, multicenter,
randomized clinical trial designed to evaluate the efficacy and safety of olaparib (300 mg twice
daily for one year) versus placebo as adjuvant treatment in patients with gBRCAm, high-risk,
HER2-negative, early breast cancer who have completed definitive local treatment and
neoadjuvant or adjuvant chemotherapy. Primary endpoint was IDFS (time from randomization to
date of first recurrence, where recurrence was defined as local, distant recurrence, new cancer, or
death from any cause). Secondary endpoints were OS (time from date of randomization to death
from any cause), DDFS (time from randomization to documented evidence of first distant breast
cancer recurrence), incidence of new primary breast/ovarian cancer, olaparib HRQoL and PROs
compared with placebo.

The results of the OlympiA clinical trial showed that the primary objective was met, demonstrating
a statistically and clinically significant improvement in IDFS with olaparib versus placebo in the
first interim analysis (DCO1: 41.9% reduction in the risk of invasive disease recurrence). This
IDFS benefit persisted to the second interim analysis (37.2% reduction in the risk of invasive
disease recurrence) and was consistent across all stratification and prespecified subgroups defined
by clinically relevant characteristics within the overall analysis population. The IDFS benefit is
further supported by the secondary endpoint DDFS, where a statistically and clinically significant
difference was also observed between the olaparib and placebo groups. The data showed that
treatment with olaparib provided a statistically significant and clinically relevant improvement in
OS compared to placebo (32.2% reduction in the risk of death). For all IDFS categories (invasive
loco-regional, distant recurrence, contralateral invasive breast cancer, second primary non-
invasive malignancy of breast or death from any cause) the incidence was lower in the olaparib
arm compared to the placebo arm or similar in both arms. Distant CNS disease recurrence was
observed in 2.4% of patients in the olaparib arm and 3.9% in the placebo arm, while non-CNS
distant disease recurrence occurred in 5.4% versus 9.2% in the placebo arm, respectively.

The results of the secondary endpoints showed that OS - the hazard ratio for OS was in favor of
olaparib, demonstrating a 31.7% reduction in the risk of death in patients treated with olaparib
compared to placebo. Median OS follow-up was 2.4 years in the olaparib arm and 2.5 years in the
placebo arm. The hazard ratio for DDFS favored olaparib and showed a 42.6% reduction in the
risk of distant recurrence for patients treated with olaparib versus placebo. Overall, 9.7% of
patients in the olaparib arm and 16.6% in the placebo arm experienced a DDFS event.

The most common adverse drug reactions (>10%) are nausea, fatigue/asthenia, anemia, vomiting,
diarrhea, decreased appetite, headache, neutropenia, dysgeusia, cough, leukopenia, dizziness,
dyspnea, and dyspepsia.
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Data on comparators

The primary comparison in this document is between olaparib and no treatment (“watch and
wait”), as no other alternatives are currently reimbursed.

Pharmacoeconomic indicators

Applied analysis

The cost-effectiveness pharmacoeconomic analysis (CEA) was applied, in which the final result
in terms of health benefits is presented in the form of life years gained (LYG) and a cost utility
analysis (CUA), where the final outcome in terms of health benefits is expressed as a quality-
adjusted life years (QALY) gained. The comparative alternative is "watch and wait" - no treatment.
The perspective of the analysis is that of the paying institution - the National Health Insurance
Fund (NHIF). Health benefits and costs are discounted with an annual discount factor of 3.5%.
The selected time horizon is 57 years. The model addresses 5 major health conditions: survival
without invasive disease, non-metastatic breast cancer, early-onset metastatic breast cancer, late-
onset metastatic breast cancer, and death.

Olaparib therapy is associated with higher costs and acquired benefits expressed in life years
gained (LYG) and quality-adjusted life years (QALY) years compared to current practice in the
“TNBC” population. From the point of view of the health care system in Bulgaria, olaparib therapy
is not cost-effective when compared with current practice in terms of additional costs per 1
additional year of life and in terms of additional costs per 1 QALY gained.

Costs for the assessed health technology

Costs included in the model are costs of adjuvant therapy, including acquisition, administration
and monitoring of treatment; costs of treatment for relapse of the disease, including costs of drugs,
surgery and radiotherapy; costs of disease control and surveillance; end-of-life costs.

Subgroup analysis
The evaluation was done for two subgroups of patients: with TNBC and with HR+ breast cancer.

Budget impact analysis

The analysis of the budget impact was conducted from the perspective of a paying institution -
NHIF. The time horizon is 5 years. The target population includes adult patients with gBRCA
mutations who have high-risk, HER2-negative, early breast cancer and have previously received
local therapy (surgery, with/without radiotherapy) and neoadjuvant or adjuvant chemotherapy. The
analysis was conducted by developing 2 scenarios "A world with Lynparza" and "A world without
Lynparza". The current practice includes: (1) Baseline scenario: no treatment (“watch and wait™)
and an additional scenario with introduction of: Pembrolizumab (TNBC population); Abemaciclib
(HR-positive/HER2-negative population).
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Results from the 'Baseline scenario - TNBC population’ show that Lynparza is expected to increase
costs, and if Lynparza treatment initiation is at an earlier stage, this will result in savings to NHIF
for the expected number of patients, not taking into account risk-sharing agreements and patient
access schemes.

Results from the 'Baseline scenario - HR (+)/HER (-) population' show that Lynparza is expected
to increase costs for the NHIF without taking into account risk-sharing agreements and patient
access schemes.

The additional scenario in which pembrolizumab (TNBC population) and abemaciclib
(HR(+)/HER2(-) population) are administered to treat this therapeutic indication in addition to
Olaparib is also accompanied by additional costs to the payer institution, not taking into account
risk-sharing agreements and patient access schemes.

Conclusion

Lynparza provides clinically relevant and clinically significant improvements in IDFS, DDFS and
OS, with a statistically significant 42% and clinically relevant risk reduction from invasive disease
or death; reduces statistically significant by 43% and clinically relevant the risk of distant relapse
or death; reduces statistically significant by 32% and clinically relevant the risk of death. Lynparza
was generally well tolerated and maintained patients' quality of life. In the therapeutic algorithm
Lynparza does not appear cost-effective in the TNBC population and in the HR+ population when
compared with "watch and wait" regarding the additional costs of 1 additional life year and in
terms of incremental costs per 1 QALY gained. It is expected that the application of the medicinal
product Lynparza will lead to additional costs for the paying institution. The budget impact is
positive for the TNBC population with included costs for Olaparib in the metastatic stage and the
reimbursement and initiation of Lynparza treatment at an earlier stage will result in savings. The
model of budget impact for the HR (+)/HER (-) population in the baseline scenario shows that
Lynparza is expected to increase the NHIF budget. The additional scenario in which
pembrolizumab (TNBC population) and abemaciclib (HR(+)/HER2(-) population) are
administered in addition to Olaparib to treat the candidate therapeutic indication is also
accompanied by additional costs.



