REPUBLIC OF BULGARIA
NATIONAL COUNCIL ON PRICES AND REIMBURSEMENT

OF MEDICINAL PRODUCTS

HEALTH TECHNOLOGY ASSESSMENT

Ofev
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INN nintedanib

Therapeutic indication(s)

Treatment of adult patients with chronic fibrosing interstitial
lung disease with a progressive phenotype (PF-ILD).

Start/end date of procedure

03.10.2023 — 15.12.2023

Final decision

Addition of a therapeutic indication to Annex 1 of the
Positive Drug List (PDL) for home treatment of diseases
reimbursed by the National Health Insurance Fund (NHIF).
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.
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Summary of the report on the clinical and pharmacoeconomic assessment of the health
technology of the medicinal product Ofev

Health problem

Interstitial lung disease (ILD) refers to a group of more than 200 chronic lung conditions
characterized by inflammation of the pulmonary interstitium, which often leads to the development
of pulmonary fibrosis. Several mechanisms are known to be involved in the pathogenesis and
progression of all ILDs—repeated chronic epithelial or vascular injuries or granulomatous
inflammation leading to cell damage and, in the case of fibrotic disease, to unregulated repair.

Progressive fibrosing ILD (PF-ILD) is defined as a disease where, despite ongoing treatment, there
is an increase in fibrotic changes on high-resolution computed tomography (HRCT), a decline in
pulmonary function, worsening symptoms, and deterioration in health-related quality of life.
Approximately 20%-30% of ILD patients are classified as having a progressive phenotype. Acute
exacerbations of PF-ILD, characterized by episodes of rapid worsening of breathing accompanied
by evidence of new ground-glass opacities on HRCT, are a common feature of the disease’s natural
course, occurring in 5-10% of patients annually. Acute exacerbations of PF-ILD may be idiopathic
or triggered by infection or aspiration. Regardless of their cause, they are associated with very high
morbidity and mortality, with median survival after such events ranging from 3 to 4 months. PF-
ILD is associated with high mortality. In patients not receiving antifibrotic therapy, the median
survival after diagnosis is 3-4 years. ILD is a leading cause of death in patients with scleroderma.

Nintedanib (Ofev) is a small-molecule tyrosine kinase inhibitor targeting the following receptors:
platelet-derived growth factor receptor (PDGFR) o and B, fibroblast growth factor receptor
(FGFR) 1-3, and vascular endothelial growth factor receptor (VEGFR) 1-3. Additionally, it
inhibits the kinases Lck (lymphocyte-specific tyrosine-protein kinase), Lyn (lyn tyrosine-protein
kinase), Src (src proto-oncogene tyrosine-protein kinase), and CSF1R (colony-stimulating factor
1 receptor). It competitively binds to the adenosine triphosphate (ATP) binding pocket of these
kinases and blocks intracellular signaling cascades that are known to be involved in the
pathogenesis of fibrotic tissue remodeling in interstitial lung disease.

Efficacy data

Therapeutic efficacy and safety profile of nintedanib have been analyzed in one clinical trial:

The INBUILD clinical trial is a prospective, randomized, double-blind, placebo-controlled
multinational Phase 11 clinical trial. The primary endpoint is the annual rate of decline in forced
vital capacity (FVC) (in ml) over 52 weeks. The main secondary endpoints include the absolute
change from baseline in the total score of the King's Brief Interstitial Lung Disease Questionnaire



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

(K-BILD) at week 52, time to first acute exacerbation of ILD or death over 52 weeks, and time to
death over 52 weeks.

The results from the clinical trial indicate that the annual decline in FVC over 52 weeks (the
primary endpoint) is significantly reduced in patients treated with nintedanib, showing a decline
of -80.8 ml compared to -187.8 ml with placebo. The adjusted difference between the two groups
is 107.0 ml per year. In the subgroup with usual interstitial pneumonia (UIP), the annual decline
in FVC is -82.9 ml with nintedanib compared to -211.1 ml per year with placebo. The adjusted
difference between these groups is 128.2 ml per year. In patients with other fibrotic changes,
different from UIP, the annual decline in FVC is -79.0 ml with nintedanib compared to -154.2 ml
with placebo. The percentage of patients who either died or experienced an acute exacerbation of
ILD over the 52-week trial period is 7.8% in the nintedanib group compared to 9.7% in the placebo
group for the entire population and 8.3% versus 12.1% for patients with fibrotic changes
characteristic of UIP. The percentage of patients who died over the 52-week period is 4.8% for
nintedanib compared to 5.1% for placebo in the entire population and 5.3% versus 7.8% for
patients with UIP. By the time of the first database lock, the percentage of patients who either died
or experienced an acute exacerbation of ILD for the entire population is 12.3% in the nintedanib
group compared to 17.8% in the placebo group; the percentage of deaths is 8.1% versus 11.5%,
respectively. Similar results were observed for the UIP subgroup.

Safety data

The most common adverse drug reactions are diarrhea, nausea, abdominal pain, vomiting, and
elevated liver enzymes.

Data on comparators

No comparator is reimbursed for PF-ILD in Bulgaria.

Pharmacoeconomic indicators

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

There is one published assessment from other state institutions - The National Institute for Health
and Care Excellence (NICE) (United Kingdom).

Applied analysis

A cost-effectiveness pharmacoeconomic analysis (CEA) was applied, where the final health
outcomes are presented as life-years gained (LYG) as well as a cost utility analysis (CUA) where
the final health outcomes are presented as quality-adjusted life-years (QALY). The best supportive
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care was selected as comparative alternatives. The analysis is conducted from the perspective of
the paying institution - the National Health Insurance Fund (NHIF). The selected time horizon is
lifetime (25 years). Costs and outcomes are discounted at an annual discount rate of 3.5%. An
individual simulation model with discrete time intervals is used to describe the decline in lung
function and the occurrence of exacerbations.

The results of the analysis indicate that the incremental cost-utility ratio (ICUR) and the
incremental cost-effectiveness ratio (ICER) are above the cost-effectiveness threshold of 3xGDP
per capita.

Costs for the assessed health technology
The model includes costs related to treatment with the health technology and additional costs
incorporated into the model.

Subgroup analyses
Analyses of subgroups have not been applied.

Budget impact analysis

The budget impact analysis is conducted from the perspective of the paying institution — the NHIF.
The time horizon is 5 years. The target population includes patients with progressive fibrosing
interstitial lung disease. The estimated number of patients in the first year is 26, and in the fifth
year — 123. Two scenarios are considered — "World with Ofev" and "World without Ofev."

The analysis forecasts an increase in costs for the NHIF over a five-year period, without
considering risk-sharing agreements and patient access schemes.

Conclusion

The health technology Nintedanib (Ofev) is a small-molecule tyrosine kinase inhibitor with
antifibrotic effects, which demonstrates delayed progression and improved survival in patients
with progressive fibrosing interstitial lung disease (PF-ILD). It has good patient tolerance, with
manageable side effects. The budget impact analysis predicts an increase in costs for the funding
institution.



