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Therapeutic indications

For the treatment of moderate to severe active rheumatoid
arthritis in adult patients who have responded inadequately
to or who are intolerant to one or more disease-modifying
anti-theumatic drugs (DMARDs). It can be used as
monotherapy or in combination with methotrexate (MTX).

Start - end date of procedure

03.12.2021 - 07.11.2022

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 Jyseleca

Health problem

Rheumatoid arthritis (RA) is a chronic and progressive systemic immune-mediated inflammatory
disease of connective tissue, primarily affecting the peripheral joints. It manifests as symmetric
erosive polyarthritis and leads to high morbidity and mortality. The development of RA is
determined by the interaction of genetic, immunological, and environmental factors. RA progresses
relatively slowly but steadily. It typically alternates between periods of exacerbation and remission.
Each flare-up results in rapid joint damage, deterioration of the functional capacity of the
musculoskeletal system, and varying degrees of disability. Severe limitations in musculoskeletal
function due to the disease lead to a sharp decline in the quality of life.

The leading clinical manifestation is polyarthritis. The joints are swollen, warm, painful, and have
limited mobility. Stiffness lasting more than 30 minutes, predominantly in the morning or at night
(and possibly persisting throughout the day), is an indicator of the activity of the inflammatory
process. Synovial cysts and tendon ruptures are often observed. Compression neuropathy, such as
carpal tunnel syndrome with compression of the median nerve (n. medianus), may also occur. As
joint destruction progresses, joint formations, contractures, ankylosis, and muscle atrophy develop.
In 20% of patients, rheumatoid nodules, skin ulcerations, or erythematous rash due to vasculitis
may be present. Vasculitis is one of the most severe extra-articular complications. RA is a systemic
autoimmune disease that affects other organs and serous membranes, the lungs, heart, and nervous
system. High RA activity may lead to membranous or membranous-proliferative
glomerulonephritis.

Currently, RA treatment includes nonsteroidal anti-inflammatory drugs (NSAIDs); conventional
synthetic disease-modifying anti-rheumatic drugs (csDMARDs) such as methotrexate,
leflunomide, sulfasalazine, gold salts, resochin; glucocorticoids; biological disease-modifying
anti-rheumatic drugs (bDMARDs) - TNF-a inhibitors (adalimumab, certolizumab pegol,
etanercept, golimumab, infliximab), abatacept, rituximab, tocilizumab, clazakizumab, sarilumab,
sirukumab, and biosimilars; target-specific disease-modifying anti-rheumatic drugs (tsDMARDs)
that inhibit JAK (tofacitinib, baricitinib, upadacitinib).

Jyseleca (filgotinib) is a JAK1 inhibitor that has demonstrated high efficacy in various clinical
parameters and a favorable risk-benefit profile in patients with moderate to severe rheumatoid

arthritis.

Epidemiological data
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The prevalence of RA in the adult population varies widely (0.3% - 1.4%) across different regions
of the world, with women being 2 to 4 times more likely to develop the disease than men. The life
expectancy of men with RA is shortened by an average of about 4 years, while in women, it is
reduced by 10 years. The disease primarily affects people between the ages of 40 and 70, with its
frequency increasing with age.

Efficacy data

The efficacy and safety of filgotinib in the treatment of rheumatoid arthritis have been evaluated
in three Phase III, trials FINCH 1, 2, and 3, conducted in different patient populations and with
various comparator products:

1. The FINCH 1 trial is a multicenter, double-blind, Phase III trial comparing placebo +
MTX and adalimumab (anti-TNF) + MTX to evaluate the efficacy and safety of filgotinib + MTX
administered for 52 weeks in patients who had an inadequate response to MTX (MTX-IR). The
FINCH 1 trial demonstrated statistically significant superiority of filgotinib + MTX over placebo
+ MTX in terms of clinical response, as measured by ACR20 at week 12 (the primary endpoint).
The percentage of patients achieving ACR20 response was higher in the filgotinib 200 mg + MTX
arm compared to the adalimumab + MTX arm. Data at week 52 showed consistent maintenance of
the ACR20 response in the filgotinib 200 mg, 100 mg, and adalimumab arms. The response is
numerically higher in the filgotinib 200 mg arm compared to the filgotinib 100 mg and adalimumab
arms through week 52.

The same analyses for ACR20 were conducted for ACR50 and ACR70 response criteria. At week
12, filgotinib 200 mg + MTX demonstrated superiority over placebo + MTX. Filgotinib 200 mg +
MTX also showed superiority over adalimumab + MTX at week 12. The percentage of patients
achieving ACR50 and ACR70 responses increased by week 52.

Low disease activity—DAS28-CRP < 3.2—at week 12 showed statistically significant superiority
for both filgotinib arms (200 mg + MTX and 100 mg + MTX) over placebo + MTX. At week 12,
filgotinib 200 mg + MTX demonstrated statistically significant non-inferiority to adalimumab +
MTX for this endpoint.

Remission—DAS28-CRP < 2.6—at week 12 showed statistically significant superiority (nominal
p-value) for both filgotinib arms (200 mg + MTX and 100 mg + MTX) over placebo + MTX.
However, at week 12, both filgotinib arms (200 mg + MTX and 100 mg + MTX) showed an
unfavorable outcome in terms of the percentage of patients achieving clinical remission (DAS28-
CRP <2.6) compared to adalimumab + MTX.

Other remission outcomes - percentages of patients with low disease activity or remission
according to CDAI, SDAI, and Boolean remission criteria - at week 12, numerically higher rates
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of low disease activity were observed in both filgotinib arms (200 mg + MTX and 100 mg + MTX)
compared to the placebo + MTX arm and the adalimumab + MTX arm.

2. The FINCH 2 trial is a multicenter, randomized, double-blind, placebo-controlled Phase
IIT trial evaluating the efficacy and safety of filgotinib + csDMARD(s) in patients with moderate
to severe active RA who had an inadequate response or showed intolerance to at least one
bDMARD (bDMARD-IR), including at least one TNF inhibitor. At week 12, filgotinib 200 mg +
csDMARD(s) demonstrated superiority over placebo + csDMARD(s) in terms of ACR20 response
(the primary endpoint). Results at week 4 showed a rapid onset of action for filgotinib, with an
increase in the percentage of patients achieving ACR20 response for both filgotinib doses
compared to placebo from week 2, and this response was maintained through week 24. ACR50
and ACR70 responses were statistically higher at weeks 12 and 24 in both filgotinib +
csDMARD(s) arms compared to the placebo + csDMARD(s) arm, starting from week 4. At week
12, the percentage of patients achieving low disease activity (DAS28-CRP < 3.2) was significantly
higher in the filgotinib 200 mg + csDMARD arm (40.8%) and the filgotinib 100 mg + csDMARD
arm (37.3%) compared to the placebo + csDMARD(s) arm (15.5%), demonstrating the superiority
of filgotinib over placebo for this criterion. At week 12, the percentage of patients achieving
remission (DAS28-CRP < 2.6) was significantly higher in the filgotinib 200 mg + csDMARD arm
(22.4%) and the filgotinib 100 mg + csDMARD arm (25.5%) compared to the placebo +
csDMARD(s) arm (8.1%). At each follow-up visit from week 2 to week 24, there was a
significantly greater reduction in CDAI and SDAI scores from baseline in both filgotinib arms
compared to the placebo arm.

3. The FINCH 3 trial is a multicenter, double-blind, Phase III trial evaluating the efficacy
and safety of filgotinib + MTX in patients who are MTX-naive. The trial included four arms:
filgotinib 200 mg once daily + MTX, filgotinib 100 mg once daily + MTX, filgotinib 200 mg
monotherapy once daily, and MTX monotherapy. The FINCH 3 trial demonstrated statistically
significant superiority of filgotinib 200 mg + MTX compared to MTX monotherapy in terms of
ACR20 clinical response at week 24 (the primary endpoint). The superiority of filgotinib 200 mg
monotherapy over MTX monotherapy in terms of ACR20 clinical response at week 24 was not
achieved. The percentage of patients achieving ACR20 clinical response increased from week 2
and was maintained through week 52 in both filgotinib + MTX arms compared to the MTX
monotherapy arm. ACR50 and ACR70 responses were significantly higher at weeks 12, 24, and
52 in the three filgotinib arms compared to the MTX monotherapy arm. At week 24, the percentage
of patients with low disease activity (DAS28-CRP < 3.2) was significantly higher in the filgotinib
200 mg + MTX monotherapy arm (68.8%), the filgotinib 100 mg + MTX arm (62.8%), and the
filgotinib 200 mg monotherapy arm (60.0%) compared to the MTX monotherapy arm (46.2%). At
week 24, the percentage of patients achieving disease remission (DAS28-CRP < 2.6) was
statistically higher in the filgotinib 200 mg + MTX arm (54.1%), the filgotinib 100 mg + MTX
arm, and the filgotinib 200 mg monotherapy arm (42.4%) compared to the MTX monotherapy arm
(29.1%). At week 24, there was less radiographic progression in the filgotinib 200 mg + MTX
monotherapy arm, the filgotinib 100 mg + MTX arm, and the filgotinib 200 mg monotherapy arm
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compared to the MTX monotherapy arm, with a significant difference observed for filgotinib 200
mg monotherapy compared to MTX monotherapy.

Safety data

The main adverse events (AE) reported with filgotinib are grade 1 or 2, with few adverse reactions
of grade >3. These are predominantly mild infections, mainly consisting of nasopharyngitis, upper
respiratory tract infections, nausea, bronchitis, and headache. Serious adverse events (SAE) have
been rare (<10%) and are usually of mild to moderate intensity. These are predominantly infections,
such as pneumonia. Cases of herpes zoster are rare, with a slightly higher frequency in the filgotinib
arms.

Data on comparators

According to the Pharmacotherapeutic guidance and the consensus of the Bulgarian Society of
Rheumatology, as well as the the medicinal products listed by the National Council on Prices and
Reimbursement of Medicinal Products (NCPR), as of February 2020, the following alternatives
are indicated for the treatment of rheumatoid arthritis in adults with an inadequate response or
intolerance to one or more disease-modifying anti-rheumatic drugs:

* ¢sDMARDs: methotrexate, sulfasalazine

*  bDMARDs: adalimumab, certolizumab pegol, etanercept, golimumab, infliximab,

rituximab, tocilizumab
+ tsDMARDs (JAK inhibitors): baricitinib, tofacitinib, upadacinib

Pharmacoeconomic indicators

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

A positive recommendation, but with restrictions, has been given by NICE, HAS TLV, and SMC.
G-BA (Germany) did not prove additional benefit.

Applied analysis

A cost-effectiveness analysis (CEA) has been conducted. Several indicators were used to measure
the outcomes — percentage of patients with improvement according to ACR50, ACR70, and low
disease activity measured by DAS28. The perspective is that of the paying institution —NHIF. The
time horizon is 1 year. Modeling and discounting are not applicable. Adalimumab + MTX was
selected as the comparator. The results of the analysis are based on the FINCH 1 clinical trial.

The assessed health technology filgotinib is only compared to adalimumab due to the lack of direct
comparisons with other alternatives (biologic DMARDs, JAK inhibitors). For the indicators
ACRS50 at week 12, ACR70 at week 12, and DAS28CRP < 3.2 at week 4, the ICER falls below the
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recommended cost-effectiveness threshold, making filgotinib a cost-effective medicinal product
compared to adalimumab. For the only long-term indicator included in the analysis, DAS28-CRP
< 3.2 at week 52, the ICER is above the cost-effectiveness threshold, making filgotinib cost-
ineffective for this indicator compared to adalimumab.

Subgroup analysis
No subgroup analysis was conducted.

Costs for the assessed health technology
The costs included in the model are the direct medical costs for treatment with Jyseleca and the
comparator alternatives.

Budget impact analysis

The budget impact analysis was conducted from the perspective of the paying institution—NHIF.
The time horizon is 5 years. The expected number of treated patients in the first year is 100, and
in the fifth year - 300. Reimbursement of the health technology will result in savings for the paying
institution's budget in the first year, which will increase with each subsequent year, as risk-sharing
agreements and patient access schemes have not been taken into account. This result is logical,
given that the monthly and annual cost of treatment with filgotinib is the lowest compared to other
comparator alternatives in the JAK inhibitor group.

Conclusion

Including Jyseleca, INN filgotinib, in the Positive Drug List will provide an additional treatment
option for patients with moderate to severe rheumatoid arthritis who have had an inadequate
response or intolerance to one or more disease-modifying anti-rheumatic drugs (DMARDs). Due
to the lack of long-term efficacy data and direct comparisons between the assessed technology and
the comparators available in the PDL, the results of the cost-effectiveness analysis conducted are
uncertain and unreliable.

The assessed health technology filgotinib is compared only to adalimumab due to the lack of direct
comparisons with other comparators (biological drugs, JAK inhibitors). The reimbursement of the
health technology will result in savings for the budget of the paying institution in the first year,
which will increase with each subsequent year.



