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Rheumatoid arthritis

Remsima, in combination with methotrexate, is indicated for the reduction of signs and symptoms as

well as the improvement in physical function in:

* adult patients with active disease when the response to disease-modifying antirheumatic drugs
(DMARDs), including methotrexate, has been inadequate.

* adult patients with severe, active and progressive disease not previously treated with methotrexate
or other DMARDs.

In these patient populations, a reduction in the rate of the progression of joint damage, as measured

by X ray, has been demonstrated.
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Crohn’s disease

Remsima is indicated for:

* Treatment of moderately to severely active Crohn’s disease, in adult patients who have not
responded despite a full and adequate course of therapy with a corticosteroid and/or an
immunosuppressant; or who are intolerant to or have medical contraindications for such therapies.

* Treatment of fistulising, active Crohn’s disease, in adult patients who have not responded despite a
full and adequate course of therapy with conventional treatment (including antibiotics, drainage and
immunosuppressive therapy).

Ulcerative colitis

Remsima 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.

Ankylosing spondylitis
Remsima is indicated for treatment of severe, active ankylosing spondylitis, in adult patients who
have responded inadequately to conventional therapy.

Psoriatic arthritis

Remsima is indicated for treatment of active and progressive psoriatic arthritis in adult patients when

the response to previous DMARD therapy has been inadequate.

Remsima should be administered

* in combination with methotrexate

« or alone in patients who show intolerance to methotrexate or for whom methotrexate is contraindicated.
Infliximab has been shown to improve physical function in patients with psoriatic arthritis, and to

reduce the rate of progression of peripheral joint damage as measured by X-ray in patients with
polyarticular symmetrical subtypes of the disease.
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Psoriasis

Remsima is indicated for treatment of moderate to severe plaque psoriasis in adult patients who
failed to respond to, or who have a contraindication to, or are intolerant to other systemic therapy
including ciclosporin, methotrexate or psoralen ultra-violet A (PUVA).
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

[...]
Crohn’s disease



https://israeldrugs.health.gov.il/#!/byDrug

A\Padagis

=

2 Posology and method of administration

[...]

Posolo

[...]
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Re-administration for _ rheumatoid arthritis

From experience with intravenous infliximab, if the signs and symptoms of disease recur, infliximab
can be re-administered within 16 weeks following the last administration. In clinical studies with
intravenous infliximab, delayed hypersensitivity reactions have been uncommon and have occurred
after infliximab-free intervals of less than 1 year (see sections 4.4 and 4.8). The safety and efficacy of
re-administration after an infliximab-free interval of more than 16 weeks has not been established.
This applies to rheumatoid arthritis patients.
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Re-administration across indications

In case maintenance therapy is interrupted, and there is a need to restart treatment, use of a
re-induction regimen of intravenous infliximab is not recommended (see section 4.8). In this
situation,

infliximab should be re-initiated as a single dose of intravenous infliximab followed by the
maintenance dose recommendations of subcutaneous infliximab described above given 4 weeks after
the last administration of intravenous infliximab.

Switching to and from Remsima subcutaneous formulation across indications

When switching from the maintenance therapy of infliximab intravenous formulation to the
subcutaneous formulation of Remsima, the subcutaneous formulation may be administered 8 weeks
after the last administration of Remsima 100 mg L. V.

There is insufficient information regarding the switching of patients who received Remsima 100 mg
I.V. higher than 3 mg/kg for rheumatoid arthritis or 5 mg/kg for Crohn’s disease every 8 weeks to the
subcutaneous formulation of Remsima.

Information regarding switching patients from the subcutaneous formulation to the intravenous
formulation of Remsima is not available.

4.4 Special warnings and precautions for use

[...]

Fistulising Crohn’s disease
Patients with fistulising Crohn’s disease with acute suppurative fistulas must not initiate infliximab
therapy until a source for possible infection, specifically abscess, has been excluded (see section 4.3).

[...]

Infant exposure in utero

In infants exposed in utero to infliximab, fatal outcome due to disseminated Bacillus Calmette-
Guérin (BCG) infection has been reported following administration of BCG vaccine after birth.

A twelve month waiting period following birth is recommended before the administration of BCG
live vaccine to infants exposed in utero to infliximab.

Atleasta A six month waiting period following birth is recommended before the administration of all
other live vaccines to infants exposed in utero to infliximab (see-section4-6).
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Interaction with other medicinal products and other forms of interaction

[...]

In rheumatoid arthritis patients, psoriatic arthritis and Crohn's disease there are indications
that concomitant use of methotrexate and other immunomodulators reduces the formation of
antibodies against infliximab and increases the plasma concentrations of infliximab.

[...]

It is recommended that live vaccines not be given concurrently with infliximabRemsima. It is also
recommended that BCG live vaccines not be given to infants after in utero exposure to infliximab for
atleast-612 months following birth {seeseetion4-4).

A six month waiting period following birth is recommended before the administration of all other live
vaccines to infants exposed in utero to infliximab.

4.6 Fertility, pregnancy and lactation
[...]
Pregnancy

[...]

Infliximab crosses the placenta and has been detected in the serum of infants up to 612 months
following birth. After in utero exposure to infliximab, infants may be at increased risk of infection,
including serious disseminated infection that can become fatal. Administration of BCG live vaccines
e-eBCG—vaeeine) to infants exposed to infliximab in utero is not recommended for atleast-612
months after birth (see sections 4.4 and 4.5). Administration of all other live vaccines to infants
exposed to infliximab in utero is not recommended for 6 months after birth.

Cases of agranulocytosis have also been reported (see section 4.8).

Breast-feeding

Limited data from published literature indicate infliximab has been detected at low levels in human
milk at concentrations up to 5% of the maternal serum level. Infliximab has also been detected in
infant serum after exposure to infliximab via breast milk. While systemic exposure in a breastfed
infant i is expected to be low because 1nﬂ1x1mab is largely degraded in the gastromtestmal tract,

for use during breast- feedmg

[...]

4.8 Undesirable effects

[...]

The safety profile of Remsima subcutaneous formulation from active rheumatoid arthritis (evaluated

in 168 and 175 patients for the subcutaneous infliximab group and the intravenous infliximab group,
respectively), active Crohn’s disease (evaluated in 59 and 38 patients for the subcutaneous infliximab
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was overall similar to the safety profile
of the intravenous formulation.

[...]

Description of selected adverse drug reactions

Systemic injection reaction and localised injection site reaction in adult patients administered with
Remsima subcutaneous formulation

[...]

[...]

Delayed hypersensitivity

In clinical studies delayed hypersensitivity reactions have been uncommon and have occurred after
infliximab-free intervals of less than 1 year.

Signs and symptoms
included myalgia and/or arthralgia with fever and/or rash, with some patients experiencing pruritus,
facial, hand or lip oedema, dysphagia, urticaria, sore throat and headache.
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Subcutaneous formulation

[...]
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Table 2
Proportion of patients with increased ALT activity in clinical studies using intravenous
infliximab

Number of patients? Median follow-up >3 x ULN >5x ULN
Indication (wks)* - -

placebo | infliximab | placebo | infliximab | placebo | infliximab | placebo | infliximab
ﬁﬁ?ﬁtmd 375 1,087 58.1 58.3 32% | 39% | 08% | 0.9%
Sty 324 1,034 53.7 54.0 2.2% 4.9% 0.0% 1.5%
disease
Uleerative | gz5 482 30.1 30.8 12% | 25% | 04% | 0.6%
colitis
Ankylosing | ;0 275 24.1 101.9 | 0.0% 95% | 0.0% | 3.6%
spondylitis
pooratic 98 191 18.1 39.1 00% | 68% | 00% | 21%
arthritis
Iljl":‘)‘rli‘;‘;s 281 1,175 16.1 50.1 04% | 77% | 0.0% | 3.4%

1 Placebo patients received methotrexate while infliximab patients received both infliximab and

methotrexate.

2 Placebo patients in the 2 Phase III studies in Crohn’s disease, ACCENT I and ACCENT II, received an
initial dose of 5 mg/kg infliximab at study start and were on placebo in the maintenance phase. Patients
who were randomised to the placebo maintenance group and then later crossed over to infliximab are
included in the infliximab group in the ALT analysis. In the Phase IIIb trial in Crohn’s disease, SONIC,
placebo patients received AZA 2.5 mg/kg/day as active control in addition to placebo infliximab

infusions.

3 Number of patients evaluated for ALT.
4 Median follow-up is based on patients treated.
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