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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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Paediatric Crohn’s disease

Remsima is indicated for treatment of severe, active Crohn’s disease in children and
adolescents aged 6 to 17 years, who have not responded to conventional therapy including a
corticosteroid, an immunomodulator and primary nutrition therapy; or who are intolerant to or
have contraindications for such therapies. Infliximab has been studied only in combination
with conventional immunosuppressive therapy.
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Paediatric ulcerative colitis

Remsima is indicated for treatment of severely active ulcerative colitis in children and
adolescents aged 6 to 17 years, who have had an inadequate response to conventional
therapy including corticosteroids and 6 MP or AZA, or who are intolerant to or have medical
contraindications for such therapies.
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

[...]

- Paediatric Crohn’s disease:

Remsima 100 mg I.V.is indicated for treatment of severe, active Crohn’s disease in children
and adolescents aged 6 to 17 years, who have not responded to conventional therapy
including a corticosteroid, an immunomodulator and primary nutrition therapy; or who are
intolerant to or have contraindications for such therapies. Infliximab has been studied only in
combination with conventional immunosuppressive therapy.

[...]

- Paediatric ulcerative colitis:

Remsima 100 mg I.V.is indicated for treatment of severely active ulcerative colitis in children
and adolescents aged 6 to 17 years, who have had an inadequate response to conventional
therapy including corticosteroids and 6-MP or AZA, or who are intolerant to or have medical
contraindications for such therapies.

[..]

4.2 Posology and method of administration

[...]

It is important to check the product labels to ensure that the correct formulation (intravenous
or subcutaneous) is being administered to the patient, as prescribed. Remsima
subcutaneous formulation is not intended for intravenous administration and should be
administered via a subcutaneous injection only.

[...]

Posology

[...]

Paediatric population

Crohn’s disease (6 to 17 years)

5 mg/kg given as an intravenous infusion followed by additional 5 mg/kg infusion doses at 2
and 6 weeks after the first infusion, then every 8 weeks thereafter.

Available data do not support further infliximab treatment in children and adolescents not
responding within the first 10 weeks of treatment (see section 5.1).

Some patients may require a shorter dosing interval to maintain clinical benefit, while for
others a longer dosing interval may be sufficient. Patients who have had their dose interval
shortened to less than 8 weeks may be at greater risk for adverse reactions. Continued
therapy with a shortened interval should be carefully considered in those patients who show
no evidence of additional therapeutic benefit after a change in dosing interval.

The safety and efficacy of infliximab have not been studied in children with Crohn’s disease
below the age of 6 years. Currently available pharmacokinetic data are described in section
5.2 but no recommendation on a posology can be made in children younger than 6 years.
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Ulcerative colitis (6 to 17 years)

5 mg/kg given as an intravenous infusion followed by additional 5 mg/kg infusion doses at 2
and 6 weeks after the first infusion, then every 8 weeks thereafter. Available data do not
support further infliximab treatment in paediatric patients not responding within the first 8
weeks of treatment (see section 5.1).

The safety and efficacy of infliximab have not been studied in children with ulcerative colitis
below the age of 6 years. Currently available pharmacokinetic data are described in section
5.2 but no recommendation on a posology can be made in children younger than 6 years.

[.]

4.4 Special warnings and precautions for use

[...]

Infant exposure via breast milk

Administration of a live vaccine to a breastfed infant while the mother is receiving
infliximab is not recommended unless infant infliximab serum levels are
undetectable (see section 4.6).

[..]

Paediatric population

Infections
In clinical studies, infections have been reported in a higher proportion of paediatric patients
compared to adult patients (see section 4.8).

Vaccinations

It is recommended that paediatric patients, if possible, be brought up to date with all
vaccinations in agreement with current vaccination guidelines prior to initiating Remsima
100 mg I.V. therapy. Paediatric patients on infliximab may receive concurrent vaccinations,
except for live vaccines (see sections 4.5 and 4.6).

Malignancies and lymphoproliferative disorders

Malignancies, some fatal, have been reported among children, adolescents and young
adults (up to 22 years of age) treated with TNF-blocking agents (initiation of therapy < 18
years of age), including infliximab in the post-marketing setting. Approximately half the
cases were lymphomas. The other cases represented a variety of different malignancies
and included rare malignancies usually associated with immunosuppression. A risk for the
development of malignancies in children and adolescents treated with TNF-blockers cannot
be excluded.

Post-marketing cases of hepatosplenic T-cell ymphoma have been reported in patients
treated with TNF-blocking agents including infliximab. This rare type of T-cell ymphoma has
a very aggressive disease course and is usually fatal. Aimost all patients had received
treatment with AZA or 6-MP concomitantly with or immediately prior to a TNF-blocker. The
vast majority of infliximab cases have occurred in patients with Crohn’s disease or ulcerative
colitis and most were reported in adolescent or young adult males. The potential risk with
the combination of AZA or 6-MP and Remsima 100 mg I.V. should be carefully considered.
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A risk for the development for hepatosplenic T-cell lymphoma in patients treated with
Remsima 100 mg I.V. cannot be excluded (see section 4.8).

[..]

4.5 Interaction with other medicinal products and other forms of interaction

[...]

Administration of a live vaccine to a breastfed infant while the mother is receiving
infliximab is not recommended unless infant infliximab serum levels are
undetectable (see sections 4.4 and 4.6).

[..]

4.6 Fertility, pregnancy and lactation

[...]

Breast-feeding

Limited data from published literature indicate H-is-unknewn-whether infliximab has
been detected at low levels is-exereted in human milk er-abserbed-systemically-after
ingestion—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 is expected to be low because infliximab is
largely degraded in the gastrointestinal tract, the administration of live vaccines to a
breastfed infant when the mother is receiving infliximab is not recommended unless
infant infliximab serum levels are undetectable. Infliximab could be considered for use
durlng breast-feedlng

4.8 Undesirable effects
[...]

Table 1
Undesirable effects in clinical studies and from post-marketing experience

[..]

Neoplasms benign, malignant

and unspecified (including

cysts and polyps)

Rare: Lymphoma, non-Hodgkin's lymphoma, Hodgkin’s disease,
leukaemia, melanoma, cervical cancer
Not known: Hepatosplenic T-cell lymphoma (primarily in adolescents and

young adult males with Crohn’s disease or ulcerative colitis),
Merkel cell carcinoma, Kaposi’'s sarcoma.

[..]

Metabolism and
nutrition disorders

Uncommon: Dyslipidaemia

[.]
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Table 2: Proportion of patients with increased ALT activity in clinical studies

Indication Number of patients® Median follow-up 23 x ULN 25 x ULN
(wks)4
placebo infliximab placebo infliximab placebo infliximab placebo infliximab
Rheumatoid 375 1,087 58.1 58.3 3.2% 3.9% 0.8% 0.9%
arthritis1
Crohn’s 324 1,034 53.7 54.0 2.2% 4.9% 0.0% 1.5%
disease2
Paediatric N/A 139 N/A 53.0 N/A 4.4% N/A 1.5%
Crohn’s
disease
Ulcerative 242 482 30.1 30.8 1.2% 2.5% 0.4% 0.6%
colitis
Paediatric N/A 60 N/A 494 N/A 6.7% N/A 1.7%
Ulcerative
colitis
Ankylosing 76 275 241 101.9 0.0% 9.5% 0.0% 3.6%
spondylitis
Psoriatic 98 191 18.1 39.1 0.0% 6.8% 0.0% 2.1%
arthritis
Plaque 281 1,175 16.1 50.1 0.4% 7.7% 0.0% 3.4%
psoriasis
Paediatric population

Paediatric Crohn’s disease patients:

The following adverse reactions were reported more commonly in paediatric Crohn’s
disease patients in the REACH study (see section 5.1) than in adult Crohn’s disease
patients: anaemia (10.7%), blood in stool (9.7%), leucopenia (8.7%), flushing (8.7%), viral
infection (7.8%), neutropenia (6.8%), bacterial infection (5.8%), and respiratory tract allergic
reaction (5.8%). In addition, bone fracture (6.8%) was reported, however, a causal
association has not been established. Other special considerations are discussed below.

Infusion-related reactions

In REACH, 17.5% of randomised patients experienced 1 or more infusion reactions. There
were no serious infusion reactions, and 2 subjects in REACH had non-serious anaphylactic
reactions.

Immunogenicity
Antibodies to infliximab were detected in 3 (2.9%) paediatric patients.

Infections

In the REACH study, infections were reported in 56.3% of randomised subjects treated with
infliximab. Infections were reported more frequently for subjects who received g8 week as
opposed to

q12 week infusions (73.6% and 38.0%, respectively), while serious infections were reported
for 3 subjects in the g8 week and 4 subjects in the g12 week maintenance treatment group.
The most commonly reported infections were upper respiratory tract infection and
pharyngitis, and the most commonly reported serious infection was abscess. Three cases of
pneumonia (1 serious) and 2 cases of herpes zoster (both non-serious) were reported.

Paediatric ulcerative colitis patients:
Overall, the adverse reactions reported in the paediatric ulcerative colitis trial (CO168T72)
and adult ulcerative colitis (ACT 1 and ACT 2) studies were generally consistent. In
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C0168T72, the most common adverse reactions were upper respiratory tract infection,
pharyngitis, abdominal pain, fever, and headache. The most common adverse event was
worsening of ulcerative colitis, the incidence of which was higher in patients on the q12
week vs. the g8 week dosing regimen.

Infusion-related reactions

Overall, 8 (13.3%) of 60 treated patients experienced one or more infusion reactions, with 4
of 22 (18.2%) in the g8 week and 3 of 23 (13.0%) in the g12 week treatment maintenance
group. No serious infusion reactions were reported. All infusion reactions were mild or
moderate in intensity.

Immunogenicity
Antibodies to infliximab were detected in 4 (7.7%) patients through week 54.

Infections

Infections were reported in 31 (51.7%) of 60 treated patients in C0168T72 and 22 (36.7%)
required oral or parenteral antimicrobial treatment. The proportion of patients with infections
in C0168T72 was similar to that in the paediatric Crohn’s disease study (REACH) but higher
than the proportion in the adults ulcerative colitis studies (ACT 1 and ACT 2). The overall
incidence of infections in C0168T72 was 13/22 (59%) in the every 8 week maintenance
treatment group and 14/23 (60.9%) in the every 12 week maintenance treatment group.
Upper respiratory tract infection (7/60 [12%]) and pharyngitis (5/60 [8%]) were the most
frequently reported respiratory system infections. Serious infections were reported in 12%
(7/60) of all treated patients.

In this study, there were more patients in the 12 to 17 year age group than in the 6 to 11

year age group (45/60 [75.0%]) vs.15/60 [25.0%]). While the numbers of patients in each
subgroup are too small to make any definitive conclusions about the effect of age on safety
events, there were higher proportions of patients with serious adverse events and
discontinuation due to adverse events in the younger age group than in the older age group.
While the proportion of patients with infections was also higher in the younger age group, for
serious infections, the proportions were similar in the two age groups.

Overall proportions of adverse events and infusion reactions were similar between the 6 to 11
and 12 to 17 year age groups.

[..]

5.1 Pharmacodynamic properties

]

Paediatric Crohn’s disease (6 to17 years)

In the REACH study, 112 patients (6 to 17 years, median age 13.0 years) with moderate to
severe, active Crohn’s disease (median paediatric CDAI of 40) and an inadequate response
to conventional therapies were to receive 5 mg/kg infliximab at weeks 0, 2, and 6. All
patients were required to be on a stable dose of 6-MP, AZA or MTX (35% were also
receiving corticosteroids at baseline). Patients assessed by the investigator to be in clinical
response at week 10 were randomised and received 5 mg/kg infliximab at either g8 weeks
or g12 weeks as a maintenance treatment regimen. If response was lost during
maintenance treatment, crossing over to a higher dose (10 mg/kg) and/or shorter dosing
interval (q8 weeks) was allowed. Thirty two (32) evaluable paediatric patients crossed over
(9 subjects in the q8 weeks and 23 subjects in the q12 weeks maintenance groups). Twenty
four of these patients (75.0%) regained clinical response after crossing over.

The proportion of subjects in clinical response at week 10 was 88.4% (99/112). The
proportion of subjects achieving clinical remission at week 10 was 58.9% (66/112).

At week 30, the proportion of subjects in clinical remission was higher in the q8 week
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(59.6%, 31/52) than the q12 week maintenance treatment group (35.3%, 18/51; p=0.013).
At week 54, the figures were 55.8% (29/52) and 23.5% (12/51) in the q8 weeks and q12
weeks maintenance groups, respectively (p < 0.001).

Data about fistulas were derived from PCDAI scores. Of the 22 subjects that had fistulas at
baseline, 63.6% (14/22), 59.1% (13/22) and 68.2% (15/22) were in complete fistula
response at week 10, 30 and 54, respectively, in the combined q8 weeks and q12 weeks
maintenance groups.

In addition, statistically and clinically significant improvements in quality of life and height,
as well as a significant reduction in corticosteroid use, were observed versus baseline.

Paediatric ulcerative colitis (6 to 17 years)

The safety and efficacy of infliximab were assessed in a multicenter, randomised, open-
label, parallel- group clinical study (C0168T72) in 60 paediatric patients aged 6 through 17
years (median age 14.5 years) with moderately to severely active ulcerative colitis (Mayo
score of 6 to 12; endoscopic subscore = 2) with an inadequate response to conventional
therapies. At baseline 53% of patients were receiving immunomodulator therapy (6-MP,
AZA and/or MTX) and 62% of patients were receiving corticosteroids. Discontinuation of
immunomodulators and corticosteroid taper were permitted after week 0.

All patients received an induction regimen of 5 mg/kg infliximab at weeks 0, 2, and 6.
Patients who did not respond to infliximab at week 8 (n=15) received no further medicinal
product and returned for safety follow-up. At week 8, 45 patients were randomised and
received 5 mg/kg infliximab at either g8 weeks or q12 weeks as a maintenance treatment
regimen. The proportion of patients in clinical response at week 8 was 73.3% (44/60).
Clinical response at week 8 was similar between those with or without concomitant
immunomodulator use at baseline. Clinical remission at week 8 was 33.3% (17/51) as
measured by the Paediatric Ulcerative Colitis Activity Index (PUCAI) score.

At week 54, the proportion of patients in clinical remission as measured by the PUCAI score
was 38% (8/21) in the g8 week maintenance group and 18% (4/22) in the q12 week
maintenance treatment group. For patients receiving corticosteroids at baseline, the
proportion of patients in remission and not receiving corticosteroids at week 54 was 38.5%
(5/13) for the 98 week and 0% (0/13) for the q12 week maintenance treatment group.

In this study, there were more patients in the 12 to 17 year age group than in the 6 to 11
year age group (45/60 vs.15/60). While the numbers of patients in each subgroup are too
small to draw definitive conclusions about the effect of age, there was a higher number of
patients in the younger age group who stepped up in dose or discontinued treatment due to
inadequate efficacy.

Other paediatric indications

[..]
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