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Juvenile idiopathic arthritis

Polyarticular juvenile idiopathic arthritis

Hyrimoz in combination with methotrexate is indicated for the treatment of active polyarticular juvenile idiopathic
arthritis, in patients from the age of 2 years who have had an inadequate response to one or more disease-
modifying anti-rheumatic drugs (DMARDs). Hyrimoz can be given as monotherapy in case of intolerance to
methotrexate or when continued treatment with methotrexate is inappropriate (for the efficacy in monotherapy see
section 5.1). Adalimumab has not been studied in patients aged less than 2 years.

Enthesitis-related arthritis

Hyrimoz is indicated for the treatment of active enthesitis-related arthritis in patients, 6 years of age and older, who
have had an inadequate response to, or who are intolerant of, conventional therapy (see section 5.1).

Paediatric plaque psoriasis

Hyrimoz is indicated for the treatment of severe chronic plaque psoriasis in children and adolescents from 4 years of
age who have had an inadequate response to or are inappropriate candidates for topical therapy and
phototherapies.

Hidradenitis suppurativa (HS)

Hyrimoz is indicated for the treatment of active moderate to severe hidradenitis suppurativa (acne inversa) in adults
patients and adolescents from 12 years of age with an inadequate response to conventional systemic HS therapy
(see sections 5.1 and 5.2).

Paediatric Crohn's disease

Hyrimoz is indicated for the treatment of moderately to severely active Crohn's disease in paediatric patients (from 6-
years of age) who have had an inadequate response to conventional therapy including primary nutrition therapy and
corticosteroid, and/or an immunomodulator, or who are intolerant to or have contraindications for such therapies

Paediatric Uveitis

Hyrimoz is indicated for the treatment of chronic non-infectious uveitis in paediatric patients from 2 years of age who
have had an inadequate response to or are intolerant to conventional therapy, or in whom conventional therapy is
inappropriate.
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Rheumatoid arthritis

Hyrimoz in combination with methotrexate is indicated for:

& The treatment of moderate to severe, active rheumatoid arthritis in adult patients when the response to
disease-modifying anti-rheumatic drugs including methotrexate has been inadequate.

« The treatment of severe, active and progressive rheumatoid arthritis in adults not previously treated
with methotrexate.

Hyrimoz can be given as monotherapy in case of intolerance to methotrexate or when continued
treatment with methotrexate is inappropriate.

Adalimumab has been shown to reduce the rate of progression of joint damage as measured by X-ray
and to improve physical function, when given in combination with methotrexate.

Axial spondyloarthritis

Ankylosing spondylitis (AS):

Hyrimoz is indicated for the treatment of adults with severe active ankylosing spondylitis who have had
an inadequate response to conventional therapy.

Axial spondyloarthritis without radiographic evidence of AS:

Hyrimoz is indicated for the treatment of adults with severe axial spondyloarthritis without radiographic
evidence of AS, but with objective signs of inflammation by radiological and/or laboratory tests including
MRI and serum CRP levels , who have had an inadequate response to, or are intolerant to, non -
steroidal anti-inflammatory drugs.

Psoriatic arthritis

Hyrimoz is indicated for the treatment of active and progressive psoriatic arthritis in adults when the
response to previous disease-modifying anti-rheumatic drug therapy has been inadequate.

Adalimumab has been shown to reduce the rate of progression of peripheral joint damage as measured
by X-ray in patients with polyarticular symmetrical subtypes of the disease and to improve physical
function.

Psoriasis

Hyrimoz is indicated for the treatment of moderate to severe chronic plaque psoriasis in adult patients
who are candidates for systemic therapy.

Hidradenitis suppurativa (HS)

Hyrimoz is indicated for the treatment of active moderate to severe hidradenitis suppurativa (acne
inversa) in adult patients with an inadequate response to conventional systemic HS therapy.

Crohn’s disease

Hyrimoz is indicated for reducing signs and symptoms and inducing and maintaining clinical remission in
adult patients with moderately to severely active Crohn’s disease who have had an inadequate response
to conventional therapy. Hyrimoz is indicated for reducing signs and symptoms and inducing clinical
remission in these patients if they have also lost response to or are intolerant to infliximab.



Ulcerative colitis

Hyrimoz is indicated for treatment of moderately to severely active ulcerative colitis in adult patients who
have had an inadequate response to conventional therapy including corticosteroids and 6-
mercaptopurine (6-MP) or azathioprine (AZA), or who are intolerant to or have medical contraindications
for such therapies.

Uveitis

Hyrimoz is indicated for the treatment of non-infectious intermediate, posterior and panuveitis in adult
patients who have had an inadequate response to corticosteroids, in patients in need of
corticosteroidsparing, or in whom corticosteroid treatment is inappropriate.

Intestinal Behcet’s disease

Hyrimoz is indicated for the treatment of intestinal Behcet's disease in patients who have had an
inadequate response to conventional therapy.
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1. NAME OF THE MEDICINAL PRODUCT

Hyrimoz 20 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Hyrimoz 20 mg solution for injection in pre-filled syringe:

Each 0.4 ml single-dose pre-filled syringe contains 20 mg of adalimumab.

3. PHARMACEUTICAL FORM

Hyrimoz® is a biosimilar medicinal product that has been demonstrated to be similar in quality, safety and efficacy
to the reference medicinal product Humira. Please be aware of any differences in the indications between the
biosimilar medicinal product and the reference medicinal product. The biosimilar is not to be switched with the
reference medicinal product unless specifically stated otherwise. More detailed information regarding biosimilar
medicinal products is available on the website of the Ministry of Health:
https://www.health.gov.il/UnitsOffice/HD/MTI/Drugs/Registration/Pages/Biosimilars.aspx

4.1  Therapeutic indications

Rheumatoid arthritis
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Hyrimoz in combination with methotrexate, is indicated for:

. the treatment of moderate to severe, active rheumatoid arthritis in adult patients when the response to
disease-modifying anti-rheumatic drugs including methotrexate has been inadequate.
. the treatment of severe, active and progressive rheumatoid arthritis in adults not previously treated

with methotrexate.

Hyrimoz can be given as monotherapy in case of intolerance to methotrexate or when continued treatment
with methotrexate is inappropriate.

Adalimumab has been shown to reduce the rate of progression of joint damage as measured by X-ray and to
improve physical function, when given in combination with methotrexate.

Juvenile idiopathic arthritis

Polyarticular juvenile idiopathic arthritis

Hyrimoz in combination with methotrexate is indicated for the treatment of active polyarticular juvenile
idiopathic arthritis, in patients from the age of 2 years who have had an inadequate response to one or more
disease-modifying anti-rheumatic drugs (DMARDs). Hyrimoz can be given as monotherapy in case of
intolerance to methotrexate or when continued treatment with methotrexate is inappropriate (for the efficacy
in monotherapy see section 5.1). Adalimumab Hyrimez has not been studied in patients aged less than 2

years.

Enthesitis-related arthritis
Hyrimoz is indicated for the treatment of active enthesitis-related arthritis in patients, 6 years of age and
older, who have had an inadequate response to, or who are intolerant of, conventional therapy (see section

5.1).

Axial spondyloarthritis

Ankylosing spondylitis (AS)

Hyrimoz is indicated for the treatment of adults with severe active ankylosing spondylitis who have had an
inadequate response to conventional therapy.

Axial spondyloarthritis without radiographic evidence of AS

Hyrimoz is indicated for the treatment of adults with severe axial spondyloarthritis without radiographic evidence
of AS, but with objective signs of inflammation by radiological and/or laboratory tests including MRI and serum
CRP levels , who have had an inadequate response to, or are intolerant to, non - steroidal anti-inflammatory drugs.

Psoriatic arthritis

Hyrimoz is indicated for the treatment of active and progressive psoriatic arthritis in adults when the response to
previous disease-modifying anti-rheumatic drug therapy has been inadequate.

Adalimumab has been shown to reduce the rate of progression of peripheral joint damage as measured by X-ray in
patients with polyarticular symmetrical subtypes of the disease (see section 5.1) and to improve physical function.

Psoriasis

Hyrimoz is indicated for the treatment of moderate to severe chronic plaque psoriasis in adult patients who are
candidates for systemic therapy.

Paediatric plague psoriasis

Hyrimoz is indicated for the treatment of severe chronic plague psoriasis in children and adolescents from 4
years of age who have had an inadequate response to or are inappropriate candidates for topical therapy and

phototherapies.

Hidradenitis suppurativa (HS)




Hyrimoz is indicated for the treatment of active moderate to severe hidradenitis suppurativa (acne inversa)
in adults and adolescents from 12 years of age with an inadequate response to conventional systemic HS
therapy (see sections 5.1 and 5.2).

Crohn’s disease

Hyrimoz is indicated for reducing signs and symptoms and inducing and maintaining clinical remission in adult
patients with moderately to severely active Crohn’s disease who have had an inadequate response to conventional
therapy. Hyrimoz is indicated for reducing signs and symptoms and inducing clinical remission in these patients if
they have also lost response to or are intolerant to infliximab.

Paediatric Crohn's disease

Hyrimoz is indicated for the treatment of moderately to severely active Crohn's disease in paediatric patients (from
6- years of age) who have had an inadequate response to conventional therapy including primary nutrition therapy
and corticosteroid, and/or an immunomodulator, or who are intolerant to or have contraindications for such

therapies.

Ulcerative colitis

Hyrimoz is indicated for treatment of moderately to severely active ulcerative colitis in adult patients who have
had an inadequate response to conventional therapy including corticosteroids and 6-mercaptopurine (6-MP) or
azathioprine (AZA), or who are intolerant to or have medical contraindications for such therapies.

Uveitis

Hyrimoz is indicated for the treatment of non-infectious intermediate, posterior and panuveitis in adult patients who
have had an inadequate response to corticosteroids, in patients in need of corticosteroid-sparing, or in whom
corticosteroid treatment is inappropriate.

Intestinal Behcet’s disease

Hyrimoz is indicated for the treatment of intestinal Behcet’s disease in patients who have had an inadequate response
to conventional therapy.

Paediatric Uveitis
Hyrimoz is indicated for the treatment of chronic non-infectious uveitis in paediatric patients from 2 years of age who
have had an inadequate response to or are intolerant to conventional therapy, or in whom conventional therapy is

inappropriate.

4.2  Posology and method of administration

Paediatric population

Juvenile ldiopathic Arthritis

Polyarticular juvenile idiopathic arthritis from 2 years of age

The recommended dose of Hyrimoz for patients with polyarticular juvenile idiopathic arthritis from 2 years of age
is based on body weight (Table 1). Hyrimoz is administered every other week via subcutaneous injection.

Table 1. Hyrimoz Dose for Patients with Polyarticular Juvenile Idiopathic Arthritis

Patient Weight Dosing Regimen
10 kg to < 30 kg 20 mq every other week
>30kg 40 mq every other week

Available data suggest that clinical response is usually achieved within 12 weeks of treatment. Continued therapy
should be carefully reconsidered in a patient not responding within this time period.




There is no relevant use of Hyrimoz in patients aged less than 2 years for this indication.

Enthesitis-related arthritis

The recommended dose of Hyrimoz for patients with enthesitis-related arthritis from 6 years of age is based on
body weight (Table 2). Hyrimoz is administered every other week via subcutaneous injection.

Table 2. Hyrimoz Dose for Patients with Enthesitis-Related Arthritis

Patient Weight Dosing Regimen
15 kg to < 30 kg 20 mq every other week
>30kg 40 mq every other week

Hyrimoz has not been studied in patients with enthesitis-related arthritis aged less than 6 years.

Psoriatic arthritis and axial spondyloarthritis including ankylosing spondylitis

There is no relevant use of Hyrimoz in the paediatric population for the indications of ankylosing spondylitis and
psoriatic arthritis.

Paediatric plaque psoriasis

The recommended Hyrimoz dose for patients with plague psoriasis from 4 to 17 years of age is based on body
weight (Table 3). Hyrimoz is administered via subcutaneous injection.

Table 3. Hyrimoz Dose for Paediatric Patients with Plague Psoriasis

Patient Weight Dosing Regimen
15 kg to < 30 kg Initial dose of 20 mg, followed by20

mg given every other week starting
one week after the initial dose

>30kg Initial dose of 40 mg, followed by40
mg given every other week starting
one week after the initial dose

Continued therapy beyond 16 weeks should be carefully considered in a patient not responding within this time
period.

If retreatment with Hyrimoz is indicated, the above guidance on dose and treatment duration should be followed.

The safety of Hyrimoz in paediatric patients with plaque psoriasis has been assessed for a mean of 13 months.

There is no relevant use of Hyrimoz in children aged less than 4 years for this indication.

Adolescent hidradenitis suppurativa (from 12 years of age, weighing at least 30 kq)

There are no clinical trials with adalimumab in adolescent patients with HS. The posology of Hyrimoz in these
patients has been determined from pharmacokinetic modelling and simulation (see section 5.2).

The recommended Hyrimoz dose is 80 mg at Week 0 followed by 40 mg every other week starting at Week 1 via
subcutaneous injection.




In adolescent patients with inadequate response to Hyrimoz 40 mq every other week, an increase in dosage to 40
mg every week or 80 mg every other week may be considered.

Antibiotics may be continued during treatment with Hyrimoz if necessary. It is recommended that the patient
should use a topical antiseptic wash on their HS lesions on a daily basis during treatment with Hyrimoz.

Continued therapy beyond 12 weeks should be carefully reconsidered in a patient with no improvement within this
time period.

Should treatment be interrupted, Hyrimoz may be re-introduced as appropriate.

The benefit and risk of continued long-term treatment should be periodically evaluated (see adult data in section

5.1)

There is no relevant use of Hyrimoz in children aged less than 12 years in this indication.

Paediatric Crohn's disease

The recommended dose of Hyrimoz for patients with Crohn’s disease from 6 to 17 years of age is based on body
weight (Table 4). Hyrimoz is administered via subcutaneous injection.

Table 4. Hyrimoz Dose for Paediatric Patients with Crohn’s

disease
Patient Induction Dose Maintenance
Weight Dose Starting
at
Week 4
<40Kkg | e 40 mg at week 0 and 20 mg at week 2 20 mg every
other week
In case there is a need for a more rapid response to therapy with the awareness
that the risk for adverse events may be higher with use of thehigher induction
dose, the following dose may be used:
e 80 mg at week 0 and 40 mg at week 2
>40kg | e 80 mg at week 0 and 40 mg at week 2 40 mg every
other week
In case there is a need for a more rapid response to therapy with the awareness
that the risk for adverse events may be higher with use of thehigher induction
dose, the following dose may be used:
e 160 mqg at week 0 and 80 mq at week 2

Patients who experience insufficient response may benefit from an increase in dosage:
° <40 kg: 20 mg every week
[ > 40 kg: 40 mg every week or 80 mg every other week

Continued therapy should be carefully considered in a subject not responding by week 12.

There is no relevant use of Hyrimoz in children aged less than 6 years for this indication.

Paediatric ulcerative colitis

The safety and efficacy of Hyrimoz in children aged 4-17 years have not yet been established. No data
are available. There is no relevant use of in children aged less than 4 years for this indication.

Paediatric uveitis

The recommended dose of Hyrimoz for paediatric patients with uveitis from 2 years of age is based on
body weight (Table 5). Hyrimoz is administered via subcutaneous injection.

In paediatric uveitis, there is no experience in the treatment with Hyrimoz without concomitant




treatment with methotrexate.

Table 5. Hyrimoz Dose for Paediatric Patients with

Uveitis
Patient Weight Dosing Regimen

<30kg 20 mq every other week in
combination with methotrexate

>30kg 40 mg every other week in
combination with methotrexate

When Hyrimoz therapy is initiated, a loading dose of 40 mg for patients < 30 kg or 80 mq for

patients > 30 kg may be administered one week prior to the start of maintenance therapy. No
clinical data are available on the use of Hyrimoz loading dose in children < 6 years of age (see

section 5.2).

There is no relevant use of Hyrimoz in children aged less than 2 years in this indication.

It is recommended that the benefit and risk of continued long-term treatment should be
evaluated on a yearly basis (see section 5.1).

4.4 Special warnings and precautions for use
It is recommended that paediatric patients, if possible, be brought up to date with all immunisations in agreement
with current immunisation guidelines prior to initiating Hyrimoz therapy.

4.8 Undesirable effects
Paediatric population

In general, the ad

verse events in paediatric patients were similar in frequency and type to those seen in adult

patients.
System Organ Class Frequency Adverse Reaction
Investigations* Not known Weight increased

The mean weight change from baseline for adalimumab ranged from 0.3 kg to 1.0 kg across adult indications compared
to (minus) -0.4 kg to 0.4 kg for placebo over a treatment period of 4-6 months. Weight increase of 5-6 kg has also been
observed in long-term extension studies with mean exposures of approximately 1-2 years without control group,
particularly in patients with Crohn’s disease and Ulcerative colitis. The mechanism behind this effect is unclear but
could be associated with the anti-inflammatory effect of adalimumab

6.4 Special precautions for storage

Store in a refrigerator (2°C—8°C). Do not freeze. Keep the pre-filled syringe / pre-filled pen in the outer
carton in order to protect from light—Bo-netshake-
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