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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
(DMARDSs),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.

* 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.

* 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
cyclosporine, methotrexate or psoralen ultra-violet A (PUVA)

* Adult 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.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Women of childbearing potential must should consider the use of adequate contraception to prevent
pregnancy and continue its use for at least 6 months after the last Remsima treatment.

Pregnancy
The moderate number {appreximatel4503 of prospectively collected pregnancies exposed to

infliximab with resulting in live birth with known outcomes, including a-Hmited-ntmber (approximately
23061100 exposed during the first trimester, does not indicate an increase in the rate of malformation in

the newborn. uhexpected-effects-onpregnancy-outeome:

Based on an observational study from Northern Europe, an increased risk (OR, 95% CI; p-value) for C-
section (1.50, 1.14-1.96; p=0.0032), preterm birth (1.48, 1.05-2.09; p=0.024), small for gestational age
(2.79, 1.54-5.04; p=0.0007), and low birth weight (2.03, 1.41-2.94; p=0.0002) was observed in women
exposed during pregnancy to infliximab (with or without immunomodulators/corticosteroids,

270 pregnancies) as compared to women exposed to immunomodulators and/or corticosteroids only
(6,460 pregnancies). The potential contribution of exposure to inflixumab and/or the severity of the
underlying disease in these outcomes remains unclear.

Due to its inhibition of TNF,, infliximab administered during pregnancy could affect normal immune
responses in the newborn. In a developmental toxicity study conducted in mice using an analogous
antibody that selectively inhibits the functional activity of mouse TNF,, there was no indication of
maternal toxicity, embryotoxicity or teratogenicity (see section 5.3).

The available clinical experience is teo limited to-exelude-arisk—and-administration-of-infliximab-is
therefore-notrecommended-duringpreghaney. Infliximab should only be used during pregnancy if

clearly needed.



