REPUBLIC OF BULGARIA
NATIONAL COUNCIL ON PRICES AND REIMBURSEMENT
OF MEDICINAL PRODUCTS 2

HEALTH TECHNOLOGY ASSESSMENT

Bimzelx
160 mg (160 mg/ml — 1 ml) solution for injection x 2 pre-filled pen

INN Bimekizumab

Therapeutic indication(s) For the treatment of moderate to severe plaque psoriasis in
adult patients who are candidates for systemic therapy.

Start/end date of procedure 27.05.2022 1. — 16.12.2022 .

Final decision Inclusion in Annex 1 of the Positive Drug List (PDL) for
home treatment of diseases reimbursed by the National
Health Insurance Fund (NHIF).
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Summary of the report on the clinical and pharmacoeconomic assessment of the health
technology of the medicinal product Bimzelx

Health problem

Psoriasis is a chronic, relapsing systemic disease affecting not only the skin and joints but, in
some cases, the endocrine and cardiovascular systems. It impacts not only physical health but
also significantly affects emotions and the quality of life of patients, negatively influencing
social interactions and leading to psychological stigmatization. Psoriasis is among the common
dermatological diseases encountered by physicians, with the diagnosis primarily based on
clinical observation of characteristic skin lesions affecting areas specific to the disease, along
with pathognomonic symptoms. Dermatoscopic examination of psoriatic plaques improves
diagnosis, as there are typical morphological features associated with the disease.

The clinical picture of psoriasis is typical, with skin lesions mainly affecting the scalp
(coronapsoriatica), elbows, knees, and extensor parts of the body. The presence of pinpoint
depressions on the nails, "stearin spots,” subungual hyperkeratosis, and onychodystrophy is a
sign of nail psoriasis and indicates an increased risk of joint involvement.

Psoriasis treatment is carried out with topical, systemic, and phototherapy according to
international and national therapeutic guidelines and standards. All psoriasis patients require
restoration of the disturbed water-lipid layer of the skin, for which emollients are used. In milder
forms of psoriasis, topical therapy with keratolytics, topical steroids, vitamin D3 analogs,
calcineurin inhibitors, dithranol, topical retinoids, or tar is prescribed. In more severe cases with
disseminated skin lesions, broad-spectrum UVB, NBUVB, PUVA phototherapy may be applied.
Systemic treatment with methotrexate, cyclosporine, or retinoids is the treatment of choice for
severe psoriasis. Biological agents for the treatment of psoriasis are blocking antibodies or fusion
proteins targeting key structures in the disease's pathogenesis. Based on their mechanism of
action, they are classified as TNFa antagonists (etanercept, infliximab, adalimumab), IL-12 and
IL-23 antagonists (ustekinumab), IL-17 antagonists (secukinumab, ixekizumab), IL-23
antagonists (guselkumab, risankizumab), CD2 receptor blockers (alefacept), and others.

Bimzelx (bimekizumab) is a humanized 1gG monoclonal antibody produced through genetic
engineering in a Chinese hamster ovary cell line. Bimekizumab selectively binds to IL-17A, IL-
17F, and IL-17AF cytokines, blocking their interaction with the IL-17RA/IL-17RC receptor
complex. Inhibiting these pro-inflammatory cytokines suppresses skin inflammation and,
consequently, improves the clinical symptoms of psoriasis.

Epidemiological Data
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Psoriasis affects approximately 1% to 4% of the world's population. The prevalence of the
disease varies from 0.1% to 11% across different countries. A national study indicates that
around 2% of the Bulgarian population suffers from psoriasis. It is estimated that over 50% of
patients have a mild form, with most not receiving treatment, while about 20% have moderate to
severe disease, requiring long-term or continuous treatment. The safety and efficacy of
bimekizumab have been evaluated in over 1,480 patients with moderate to severe plaque
psoriasis in four multicenter, randomized, placebo-controlled, phase 3 trials, with patients aged
over 18 years. In the BE VIVID trial, bimekizumab was compared with ustekinumab (Stelara); in
BE READY, it was compared with placebo; in BE SURE, with adalimumab; and in BE
RADIANT, with secukinumab (Cosentyx).

Efficacy data

Clinical Trial BE VIVID

567 patients were evaluated over 52 weeks, with patients randomized to receive either
bimekizumab 320 mg every 4 weeks, ustekinumab (45 mg or 90 mg depending on baseline
weight and at week 4, then every 12 weeks), or placebo for the first 16 weeks, followed by
bimekizumab 320 mg every 4 weeks. Bimekizumab demonstrated rapid clinical efficacy, with a
significantly higher PASI 90 response rate by weeks 2 to 4 compared to placebo (1.2% and
2.4%) and ustekinumab (1.2% and 3.1%). At the end of the BE VIVID trial (week 52), patients
treated with bimekizumab achieved a significantly higher PASI 90 response rate (81.9% vs.
55.8% for ustekinumab).

Clinical Trial BE READY

435 patients were evaluated over 56 weeks. Patients were randomized to receive bimekizumab
320 mg every 4 weeks or placebo. At week 16, patients who achieved PASI 90 were included in
a 40-week randomized withdrawal period. Bimekizumab showed high levels of efficacy, which
remained sustained through week 56 in both maintenance dosing regimens (every 4 and 8
weeks). At week 16, 317 (91%) of 349 patients receiving bimekizumab 320 mg every 4 weeks
achieved PASI 90, compared to 1 (1%) of 86 patients receiving placebo. Additionally,
bimekizumab demonstrated a good safety profile, with the incidence of side effects similar to
that in the placebo group.

Clinical Trial BE SURE

478 patients were evaluated, randomized to receive bimekizumab 320 mg every 4 weeks for 56
weeks, bimekizumab 320 mg every 4 weeks for 16 weeks followed by every 8 weeks for 56
weeks, or adalimumab 40 mg for 24 weeks followed by bimekizumab 320 mg every 4 weeks for
56 weeks. At week 24, patients treated with bimekizumab in both dosing arms achieved
significantly higher PASI 90 and IGA 0/1 responses compared to adalimumab (85.6% and 86.5%
vs. 51.6% and 57.9%). In the bimekizumab groups, 78.5% of patients achieved PASI 90 after 16
weeks of treatment, with 70.2% achieving complete remission (PASI 100) by the end of the 56-
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week trial. The safety profile observed in patients who switched from adalimumab to
bimekizumab was similar to those who started bimekizumab treatment after clearing from
previous therapies.

Clinical Trial BE RADIANT

This trial assessed the efficacy and safety of bimekizumab compared to secukinumab, another
IL-17A inhibitor. Patients were randomized to receive bimekizumab 320 mg at weeks 0, 4, 8, 12,
and 16 (Q4W), followed by 320 mg every 4 weeks (Q4W/Q4W) or every 8 weeks (Q4W/Q8W),
or secukinumab 300 mg at weeks 0, 1, 2, 3, and 4, followed by 300 mg every 4 weeks. Patients
treated with bimekizumab were significantly more likely to achieve clinical remission, as
measured by PASI 100, compared to the secukinumab group at weeks 16 and 48. Differences in
therapeutic response between the bimekizumab and secukinumab groups were observed as early
as week 1 for PASI 75 (7.2% vs. 1.4%) and week 2 for PASI 90 (7.5% vs. 2.4%).

Bimekizumab's efficacy was independent of age, gender, race, disease duration, baseline PASI
severity, and prior biologic treatment. Regarding involvement of difficult-to-treat anatomical
areas such as scalp psoriasis and palmoplantar psoriasis, patients treated with bimekizumab
maintained a good response until the end of the studies. Nail psoriasis continued to improve after
week 16, with 60.3% of patients treated with bimekizumab 320 mg every 4 weeks achieving
complete nail clearance (MNAPSI 100) at week 52 of the BE VIVID trial. At week 56 of BE
READY, 67.7% and 69.8% of those who achieved PASI 90 at week 16 also achieved complete
nail clearance with both bimekizumab dosing regimens. Approximately 45% of patients with
plague psoriasis treated with bimekizumab developed anti-drug antibodies by week 56 of
treatment, but no change in clinical response or safety profile was observed in these patients.

Safety data

In clinical trials during the placebo-controlled period, infections were reported in 36.0% of
patients treated with bimekizumab, compared to 22.5% of patients on placebo. Serious infections
occurred in 0.3% of patients treated with bimekizumab, compared to 0% of those on placebo.
Most infections were non-serious, mild to moderate upper respiratory tract infections, such as
nasopharyngitis. Oral and oropharyngeal candidiasis occurred more frequently in patients treated
with bimekizumab, consistent with its mechanism of action (7.3% and 1.2%, respectively,
compared to 0% in placebo patients). Elderly patients are also more likely to develop candidiasis,
as well as dermatitis and eczema. New or worsening cases of inflammatory bowel disease have
been reported with bimekizumab, so the drug is not recommended for patients with inflammatory
bowel disease. Among the more serious adverse effects, neutropenia was observed in 1% of
patients treated with bimekizumab, which was mostly transient and did not require
discontinuation of treatment. Though rare, serious hypersensitivity reactions, including
anaphylactic reactions, have been observed. Bimzelx (bimekizumab) is presented as an
alternative to systemic therapies such as MTX, retinoids, cyclosporine, and other biologics like
infliximab, adalimumab, etanercept, ustekinumab, secukinumab, ixekizumab, guselkumab, and
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risankizumab. It is particularly recommended for patients who have not achieved optimal effects
from standard treatments, those who have developed severe side effects from prior therapies, or
those with contraindications to other alternative treatments.

Pharmacoeconomic indicators

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

Three positive evaluations of the health technology Bimzelx have been presented, with some
limitations, by governmental institutions from GBA & IQWIiG (Germany), TLV (Sweden), and
NICE (UK).

Cost-Utility Analysis

The applied analysis is a cost-utility type, aiming to compare the costs and outcomes of
alternatives and the candidate product, with a focus on the cost per patient who responds to
treatment. The outcome measure used is the cost per quality-adjusted life year (QALY). QALY
data align with PASI results, which is the primary therapeutic measure for psoriasis patients. The
alternatives compared in the analysis include guselkumab, ixekizumab, risankizumab,
secukinumab, and ustekinumab. The analysis is conducted from the perspective of the payer
institution (e.g., the National Health Insurance Fund - NHIF). The analysis has a lifetime
horizon, and health benefits and costs are discounted at 3.5%.

Model and results
The modeling structure is based on a published model by Woollacott et al. Patients progress
through different therapies (between 1 and 5) and conclude with best supportive care (BSC).

According to the discounted results in terms of costs and QALY bimekizumab is a cost-effective
alternative. The final rearrangement shows a negative incremental ratio, indicating that
bimekizumab has lower costs and better outcomes than risankizumab over the considered
lifetime horizon and its corresponding cost and QALY. Based on a meta-analysis, bimekizumab
achieves the best results at week 16 (59.50%), followed by guselkumab, ixekizumab,
risankizumab, secukinumab, and ustekinumab. The analyses presented show that bimekizumab
has the most favorable incremental cost-effectiveness ratio and the lowest cost per responding
patient achieving PASI 100, based on network meta-analysis data and cost and outcome
modeling (QALY).

Costs for the assessed health technology
The costs included in this analysis are the acquisition and application costs of bimekizumab,
treatment costs with comparative alternatives and follow-up costs.

Subgroup analysis
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No subgroup analyses were provided.

Budget impact analysis

The budget impact analysis of Bimzelx (bimekizumab) was conducted from the perspective of
the National Health Insurance Fund (NHIF) with a time horizon of 5 years. The model includes
projections of the number of patients with plaque psoriasis expected to receive biological therapy
and specifically those who will switch to bimekizumab during this period.

Number of patients: In the first year, 70 patients are expected to be treated with bimekizumab,
increasing to 350 by the end of the fifth year.

Scenarios: Two scenarios are considered — "World without" and "World with" the new
technology.

Cost Reduction: Introducing bimekizumab into clinical practice is expected to reduce NHIF's
costs. By the 4th and 5th years, a negative budget impact is anticipated, meaning lower costs
compared to a scenario where bimekizumab is not reimbursed.

Conclusion

Bimzelx (bimekizumab) is a humanized monoclonal antibody that selectively blocks IL-17
cytokines, thereby suppressing inflammatory processes in the skin. This medication is indicated
for the treatment of moderate to severe psoriasis in adult patients. In several multicenter,
randomized, and placebo-controlled studies, bimekizumab has demonstrated higher efficacy
compared to alternative biological drugs such as ustekinumab, adalimumab, secukinumab and
others. This efficacy is measured by reductions in PASI 75, PASI 90 and PASI 100, as well as
improvements in the IGA index and the quality of life for psoriasis patients.

The safety profile of patients with psoriasis treated with bimekizumab is comparable to or better
than that of other biological agents and traditional systemic therapies. Bimekizumab is associated
with lower costs and better outcomes than alternative biological agents over a lifetime horizon,
with corresponding costs. Moreover, it has the most favorable incremental cost-effectiveness
ratio and the lowest cost per patient achieving full clinical remission (PASI 100). This health
technology is considered cost-effective.

When bimekizumab is introduced into clinical practice, a negative budget impact is expected
during the 4th and 5th years, resulting in lower costs for the NHIF compared to the costs without
reimbursement of this new drug.



