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HEALTH TECHNOLOGY ASSESSMENT

Nubega

300 mg film-coated tablet x 112 (blister)

INN Darolutamide

Therapeutic indication(s) Treatment of metastatic hormone-sensitive prostate cancer
(mHSPC) in combination with docetaxel and androgen
deprivation therapy in adult men.

Start/end date of procedure 29.05.2023 — 27.10.2023

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.




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

Summary of the report on the clinical and pharmacoeconomic assessment of the health
technology of the medicinal product Nubega

Health problem

Prostate cancer arises as a result of genetic mutations in the cells of the prostate. It consists of an
inner layer of epithelial cells that originate from the basal layer. The basal layer contains basal
cells and multipotent undifferentiated stem cells of the prostate, from which all other cell types in
the gland derive. Stem cells account for approximately 0.1-3.0% of all epithelial cells in the
prostate. Data indicate that mutations associated with prostate cancer often originate in these stem
cells. The transformed cells can evade the regulatory mechanisms of normal cell proliferation and
differentiation, leading to the development of localized prostate cancer. With the emergence of
new mutations, tumors may acquire invasive characteristics, and prostate cancer cells can spread
to the surrounding tissues, including lymph nodes, distant tissues, and organs. Common symptoms
include increased urination frequency, straining during urination, pain or burning sensation during
urination, weak urine stream, and the feeling that the bladder is not completely empty. In more
advanced stages of prostate cancer, especially if metastases are present, symptoms often become
more severe and have a greater impact on the quality of life.

A large proportion of patients with prostate cancer are diagnosed when the disease is localized and
asymptomatic. In such cases, therapeutic management is associated with radical prostatectomy or
radiotherapy. In approximately one-third of patients, after primary treatment, an increase in
prostate-specific antigen (PSA) levels is observed, which is referred to as biochemical progression.
Most patients with biochemical progression initially respond to androgen deprivation therapy
(ADT), but the majority will progress within 5 years of diagnosis and develop castration-resistant
prostate cancer (CRPC).

Darolutamide (Nubega) is an androgen receptor (AR) inhibitor with a flexible pyrazole structure
and polar substituents, which binds with high affinity directly to the receptor ligand-binding
domain. Darolutamide competitively inhibits androgen binding, nuclear translocation of AR, and
AR-mediated transcription. The primary metabolite, keto darolutamide, shows in vitro activity
similar to that of darolutamide. Treatment with darolutamide reduces prostate tumor cell
proliferation, leading to a potent antitumor effect. Darolutamide demonstrates superiority in
inhibiting androgen binding to AR and subsequent signaling pathways compared to enzalutamide
and apalutamide. It is also a very strong antagonist for certain AR mutations that confer resistance
to other antiandrogen therapies, allowing the drug to retain activity in cases of previously resistant
AR mutations.

Epidemiological data

According to data from the National Center for Public Health and Analyses, in 2020, Bulgaria
recorded 19,756 cases of prostate cancer, with 2,377 of these being newly diagnosed cases. For
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2021, the data are as follows: 20,021 individuals with prostate cancer, of which 2,137 were newly
diagnosed.

Efficacy data

The therapeutic efficacy and safety profile of darolutamide have been analyzed in one clinical trial:

The ARASENS clinical trial (NCT02799602) is a randomized, double-blind, placebo-controlled
trial. The primary endpoint for efficacy is overall survival (OS), defined as the time from
randomization to death from any cause. Secondary endpoints include time to castration-resistant
prostate cancer (CRPC), time to pain progression, symptomatic skeletal event-free survival (SSE-
FS), time to first symptomatic skeletal event (SSE), time to initiation of subsequent anticancer
therapy, time to deterioration of physical symptoms related to the disease, and time to initiation of
opioid use for >7 consecutive days.

The results of the clinical trial show that the risk of death was 32.5% lower in the darolutamide
group compared to the placebo group. Adding darolutamide to the treatment regimen led to an
increase in 4-year survival from 50% to 63%. At 48 months, survival was 62.7% in the
darolutamide + docetaxel group and 50.4% in the placebo + docetaxel group, which is considered
a significant benefit. Regarding secondary endpoints, the time to development of castration-
resistant disease was significantly longer in the darolutamide group. In the darolutamide +
docetaxel arm, 34% of patients experienced pain progression compared to 38% in the placebo +
docetaxel arm. The time to pain progression was significantly longer in the darolutamide group.
40% of patients in the darolutamide + docetaxel group and 50% of those in the placebo + docetaxel
group experienced symptomatic skeletal events. Symptomatic skeletal events (SSE) were reported
in 15% of patients in the darolutamide + docetaxel arm and 17% in the placebo + docetaxel arm.
The time to the first symptomatic skeletal event was significantly longer with darolutamide
compared to placebo. The time to initiation of subsequent anticancer therapy was significantly
longer in the darolutamide group. Treatment with darolutamide in combination with docetaxel
resulted in a longer time to PSA progression compared to placebo with docetaxel. Patients in the
darolutamide + docetaxel group (84.3%) showed a significantly higher relative frequency of a PSA
response with >90% reduction from baseline 12 months after randomization, compared to patients
in the placebo + docetaxel group (57.5%), with a difference in frequency of 26.82%.

Safety data

The most common adverse reaction is neutropenia.

Data on comparators

Comparative alternatives are apalutamide, enzalutamide, and docetaxel.
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Pharmacoeconomic indicators

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

A positive assessment has been published by another governmental institution - The National
Institute for Health and Care Excellence (NICE) in the United Kingdom.

Applied analysis

A cost-effectiveness pharmacoeconomic analysis (CEA), where the final result for health benefits
is presented as life-years gained (LY G) and a cost-utility analysis (CUA) where the final result for
health benefits is presented as quality-adjusted life-years (QALY), have been applied.
Comparative alternatives include ADT + Apalutamide, ADT + Enzalutamide, and ADT +
Docetaxel. The perspective of the analysis is that of the paying institution - the National Health
Insurance Fund (NHIF). Health benefits and costs are discounted at an annual discount factor of
3.5%. The chosen time horizon is lifetime. A survival model with three health states: pre-
progression, post-progression, and death - has been used for modeling.

The health technology Nubega is not cost-effective compared to the comparable alternatives, as it
exceeds the cost-effectiveness threshold of 3 times the gross domestic product (GDP) per capita.
However, despite the higher costs, the health technology is associated with a significant
improvement in patient health status, with an increase in QALY and LYG of 2 or more indices
compared to the comparable alternatives.

Costs for the assessed health technology
The costs included in the model are the costs for treatment with the health technology and the
comparable alternatives, as well as costs for subsequent therapy.

Subgroup analyses
Analyses of subgroups have not been applied.

Budget impact analysis

The budget impact analysis was conducted from the perspective of the paying institution — the
NHIF. The time horizon is 5 years. The target population includes adult patients with metastatic
hormone-sensitive prostate cancer. The projected number of patients in the first year is 42, and in
the fifth year - 67. The analysis was conducted using two scenarios: "World with Nubega™ and
"World without Nubega."

The analysis forecasts an increase in NHIF expenditures over a period of five years, without taking
into account risk-sharing agreements and patient access schemes.
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Conclusion

The health technology darolutamide (Nubega) demonstrates significant clinical advantages over
the comparable alternatives in terms of the metrics used in the analysis, such as overall survival
(OS), progression-free survival (PFS), time to subsequent treatment, and QALY and Lys gained.
Regarding direct treatment costs, Nubeqa is associated with higher expenses, and the incremental
cost-effectiveness ratio exceeds the cost-effectiveness threshold. The budget impact analysis
forecasts an increase in the NHIF expenditures over a five-year period.



