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Indication

Contraindications

Rheumatoid arthritis

3 mg/kg given as an intravenous
infusion evera-2-hour—period followed
by additional 3 mg/kg infusion doses at
2 and 6 weeks after the first infusion,
then every 8 weeks thereafter.

Rheumatoid arthritis

3 mg/kg given as an intravenous
infusion followed by additional 3 mg/kg
infusion doses at 2 and 6 weeks after
the first infusion, then every 8 weeks
thereafter.

Posology, dosage
& administration

Tuberculosis

There have been reports of active
tuberculosis in patients receiving
Remicade. It should be noted that in
the majority of these reports
tuberculosis was extrapulmonary,
presenting as either local or
disseminated disease.

Before starting treatment with
Remicade, all patients must be
evaluated for both active and inactive
(‘latent’) tuberculosis. This evaluation
should include a detailed medical
history with personal history of
tuberculosis or possible previous
contact with tuberculosis and previous
and/or current immunosuppressive
therapy. Appropriate screening tests,
i.e. tuberculin skin test and chest X-
ray, should be performed in all patients
(local recommendations may apply). It
is recommended that the conduct of
these tests should be recorded in the
patient’s alert card. Prescribers are
reminded of the risk of false negative
tuberculin skin test results, especially
in patients who are severely ill or
immunocompromised.

If active tuberculosis is diagnosed,
Remicade therapy must not be
initiated (see section 4.3).

If latent tuberculosis is suspected, a
physician with expertise in the
treatment of tuberculosis should be
consulted. In all situations described
below, the benefit/risk balance of
Remicade therapy should be very

Tuberculosis

There have been reports of active
tuberculosis in patients receiving
Remicade. It should be noted that in
the majority of these reports
tuberculosis was extrapulmonary,
presenting as either local or
disseminated disease.

Before starting treatment with
Remicade, all patients must be
evaluated for both active and inactive
(‘latent’) tuberculosis. This evaluation
should include a detailed medical
history with personal history of
tuberculosis or possible previous
contact with tuberculosis and previous
and/or current immunosuppressive
therapy. Appropriate screening tests,
i.e. tuberculin skin test and chest X-
ray, should be performed in all patients
(local recommendations may apply). It
is recommended that the conduct of
these tests should be recorded in the
patient’s alert card. Prescribers are
reminded of the risk of false negative
tuberculin skin test results, especially
in patients who are severely ill or
immunocompromised.

If active tuberculosis is diagnosed,
Remicade therapy must not be initiated
(see section 4.3).

If latent tuberculosis is suspected, a
physician with expertise in the
treatment of tuberculosis should be
consulted. In all situations described
below, the benefit/risk balance of
Remicade therapy should be very

Special Warnings
and Special
Precautions for
Use




carefully considered.

If inactive (‘latent’) tuberculosis is
diagnosed, treatment for latent
tuberculosis must be started with anti-
tuberculosis therapy before the
initiation of Remicade, and in
accordance with local
recommendations.

In patients who have several or
significant risk factors for tuberculosis
and have a negative test for latent
tuberculosis, anti-tuberculosis therapy
should be considered before the
initiation of Remicade.

Use of anti-tuberculosis therapy should
also be considered before the initiation
of Remicade in patients with a past
history of latent or active tuberculosis
in whom an adequate course of
treatment cannot be confirmed.

Some cases of active tuberculosis
have been reported in patients treated
with Remicade during and after
treatment for latent tuberculosis.

All patients should be informed to seek
medical advice if signs/symptoms
suggestive of tuberculosis (e.g.
persistent cough, wasting/weight loss,
low-grade fever) appear during or after
Remicade treatment.

Switching between biological
TFherapeutics DMARSDS

Care should be taken and patients
should continue to be monitored when
switching from one biologic to another,
since overlapping biological activity
may further increase the risk for
adverse events, including infection.

Live Vaccines/Therapeutic Infectious

carefully considered.

If inactive (‘latent’) tuberculosis is
diagnosed, treatment for latent
tuberculosis must be started with anti-
tuberculosis therapy before the
initiation of Remicade, and in
accordance with local
recommendations.

In patients who have several or
significant risk factors for tuberculosis
and have a negative test for latent
tuberculosis, anti-tuberculosis therapy
should be considered before the
initiation of Remicade.

Use of anti-tuberculosis therapy should
also be considered before the initiation
of Remicade in patients with a past
history of latent or active tuberculosis
in whom an adequate course of
treatment cannot be confirmed.

All patients should be informed to seek
medical advice if signs/symptoms
suggestive of tuberculosis (e.g.
persistent cough, wasting/weight loss,
low-grade fever) appear during or after
Remicade treatment.

Switching between biological
Therapeutics-

Care should be taken and patients
should continue to be monitored when
switching from one biologic to another,
since overlapping biological activity
may further increase the risk for
adverse events, including infection.

Live Vaccines/Therapeutic Infectious

Agents
In patients receiving anti-TNF therapy,

limited data are available on the
response to vaccination with live
vaccines or on the secondary
transmission of infection by live. Use of
live vaccines could result in clinical
infections, including disseminated
infections. It is recommended that live
vaccines not be given concurrently
with REMICADE.

Other uses of therapeutic infectious
agents such as live attenuated
bacteria (e.g., BCG bladder instillation
for the treatment of cancer) could
result in clinical infections, including
disseminated infections. It is
recommended that therapeutic
infectious agents not be given
concurrently with REMICADE.
Non-live Vaccines

In-a-subsetof patients from-the-

Agents
In patients receiving anti-TNF therapy,

limited data are available on the
response to vaccination with live
vaccines or on the secondary
transmission of infection by live. Use of
live vaccines could result in clinical
infections, including disseminated
infections. It is recommended that live
vaccines not be given concurrently
with REMICADE.

Other uses of therapeutic infectious
agents such as live attenuated bacteria
(e.g., BCG bladder instillation for the
treatment of cancer) could result in
clinical infections, including
disseminated infections. It is
recommended that therapeutic
infectious agents not be given
concurrently with REMICADE.

Non-live Vaccines

In a subset of patients from the




Malignancies and lymphoproliferative

ASPIRE study, a similar proportion of
patients in each treatment group
mounted an effective two-fold increase
in titers to a polyvalent pneumococcal
vaccine, indicating that REMICADE did
not interfere with T-cell independent
humoral immune responses.

It is recommended that pediatric
patients, if possible, be brought up to
date with all vaccinations in agreement
with current vaccination guidelines
prior to initiating REMICADE therapy.

Malignancies and lymphoproliferative

disorders

In the controlled portions of clinical
studies of TNF-blocking agents, more
cases of malignancies including
lymphoma have been observed among
patients receiving a TNF blocker
compared with control patients. During
clinical studies of Remicade across all
approved indications the incidence of
lymphoma in Remicade-treated
patients was higher than expected in
the general population, but the
occurrence of lymphoma was rare. In
the post-marketing setting, cases of
leukaemia have been reported in
patients treated with a TNF-antagonist.
There is an increased background risk
for lymphoma and leukaemia in
rheumatoid arthritis patients with long-
standing, highly active, inflammatory
disease, which complicates risk
estimation.

In an exploratory clinical study
evaluating the use of Remicade in
patients with moderate to severe
chronic obstructive pulmonary disease
(COPD), more malignancies were
reported in Remicade-treated patients
compared with control patients. All
patients had a history of heavy
smoking. Caution should be exercised
in considering treatment of patients
with increased risk for malignancy due
to heavy smoking.

With the current knowledge, a risk for
the development of lymphomas or
other malignancies in patients treated
with a TNF-blocking agent cannot be
excluded (see section 4.8). Caution
should be exercised when considering
TNF-blocking therapy for patients with
a history of malignancy or when
considering continuing treatment in
patients who develop a malignancy.
Caution should also be exercised in
patients with psoriasis and a medical
history of extensive
immunosuppressant therapy or
prolonged PUVA treatment.
Malignancies, some fatal, have been
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In the controlled portions of clinical
studies of TNF-blocking agents, more
cases of malignancies including
lymphoma have been observed among
patients receiving a TNF blocker
compared with control patients. During
clinical studies of Remicade across all
approved indications the incidence of
lymphoma in Remicade-treated
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the development of lymphomas or
other malignancies in patients treated
with a TNF-blocking agent cannot be
excluded (see section 4.8). Caution
should be exercised when considering
TNF-blocking therapy for patients with
a history of malignancy or when
considering continuing treatment in
patients who develop a malignancy.
Caution should also be exercised in
patients with psoriasis and a medical
history of extensive
immunosuppressant therapy or
prolonged PUVA treatment.
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 Remicade 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
patients treated with TNF-blockers
cannot be excluded.
Rare post-marketing cases of
hepatosplenic T-cell ymphoma
(HSTCL) 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. Almost all patients had
received treatment with AZA or 6-MP
concomitantly with or immediately prior
to a TNF-blocker. The vast majority of
Al Remicade cases have occurred in
patients with Crohn’s disease or
ulcerative colitis and the majerity-most
were reported in adolescent or young
adult males. All-ofthese-patients-had-
oechmdnobonibudin e s B
ot i . ity ori
to-Remieade. The potential risk with
the combination of AZA or 6-MP and
Remicade should be carefully
considered. A risk for the development
for hepatosplenic T-cell ymphoma in
patients treated with Remicade cannot
be excluded (see sections 4.2-and
4.8).
Melanoma and Merkel cell carcinoma
have been reported in patients treated
with TNF blocker therapy, including
Remicade (see section 4.8). Periodic
skin examination is recommended,
particularly for patients with risk factors
for skin cancer.
All patients with ulcerative colitis who
are at increased risk for dysplasia or
colon carcinoma (for example, patients
with long-standing ulcerative colitis or
primary sclerosing cholangitis), or who
had a prior history of dysplasia or
colon carcinoma should be screened
for dysplasia at regular intervals before
therapy and throughout their disease
course. This evaluation should include
colonoscopy and biopsies per local
recommendations. With current data it
is not known if infliximab treatment
influences the risk for developing
dysplasia or colon cancer (see section
4.8).
Since the possibility of increased risk
of cancer development in patients with

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 Remicade 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
patients treated with TNF-blockers
cannot be excluded.

Rare post-marketing cases of
hepatosplenic T-cell ymphoma
(HSTCL) 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. All Remicade cases have
occurred in patients with Crohn’s
disease or ulcerative colitis and the
majority were reported in adolescent or
young adult males. All of these
patients had received treatment with
AZA or 6-MP concomitantly with or
immediately prior to Remicade. The
potential risk with the combination of
AZA or 6-MP and Remicade should be
carefully considered. A risk for the
development for hepatosplenic T-cell
lymphoma in patients treated with
Remicade cannot be excluded (see
sections 4.2 and 4.8).

All patients with ulcerative colitis who
are at increased risk for dysplasia or
colon carcinoma (for example, patients
with long-standing ulcerative colitis or
primary sclerosing cholangitis), or who
had a prior history of dysplasia or
colon carcinoma should be screened
for dysplasia at regular intervals before
therapy and throughout their disease
course. This evaluation should include
colonoscopy and biopsies per local
recommendations. With current data it
is not known if infliximab treatment
influences the risk for developing
dysplasia or colon cancer (see section
4.8).

Since the possibility of increased risk
of cancer development in patients with
newly diagnosed dysplasia treated with
Remicade is not established, the risk
and benefits to the individual patients
must be carefully reviewed and
consideration should be given to
discontinuation of therapy.

Skin cancers

Melanoma and Merkel cell carcinoma
have been reported in patients treated
with TNF blocker therapy, including
Remicade (see section 4.8




newly diagnosed dysplasia treated
with Remicade is not established, the
risk and benefits to the individual
patients must be carefully reviewed
and consideration should be given to
discontinuation of therapy.

Others

There is limited safety experience of
Remicade treatment in patients who
have undergone surgical procedures,
including arthroplasty. The long half-
life of infliximab should be taken into
consideration if a surgical procedure is
planned. A patient who requires
surgery while on Remicade should be
closely monitored for infections, and
appropriate actions should be taken.

Failure to respond to treatment for
Crohn’s disease may indicate the
presence of a fixed fibrotic stricture
that may require surgical treatment.
There is no evidence to Available-data
suggest that infliximab dees-net
worsens or causes fibrotic strictures.

Special populations

Elderly patients (= 65 years)

The incidence of serious infections in
Remicade-treated patients 65 years
and older was greater than in those
under 65 years of age. Some of those
had a fatal outcome. Particular
attention regarding the risk for infection
should be paid when treating the
elderly (see section 4.8)

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 Remicade therapy.
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 Remicade 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

Undesirable Effects). Periodic skin
examination is recommended for all
patients, particularly those with risk
factors for skin cance.
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including arthroplasty. The long half-
life of infliximab should be taken into
consideration if a surgical procedure is
planned. A patient who requires
surgery while on Remicade should be
closely monitored for infections, and
appropriate actions should be taken.

Failure to respond to treatment for
Crohn’s disease may indicate the
presence of a fixed fibrotic stricture
that may require surgical treatment.
Available data suggest that infliximab
does not worsen or cause strictures.
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under 65 years of age. Some of those
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attention regarding the risk for infection
should be paid when treating the
elderly (see section 4.8)

Paediatric population
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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 Remicade therapy.
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 Remicade 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




children and adolescents treated with
TNF-blockers cannot be excluded.
Rare 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
lymphoma has a very aggressive
disease course and is usually fatal.
Almost all patients had received
treatment with AZA or 6-MP
concomitantly with or immediately prior
to a TNF-blocker. The vast majority of
Al Remicade cases have occurred in
patients with Crohn’s disease or
ulcerative colitis and the-majerity most
were reported in adolescent or young

adult males. All-ofthese-patients-had-
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to-Remicade. The potential risk with
the combination of AZA or 6-MP and
Remicade should be carefully
considered. A risk for the development
for hepatosplenic T-cell ymphoma in
patients treated with Remicade cannot
be excluded (see sections 4.2-and
4.8).

TNF-blockers cannot be excluded.
Rare 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
lymphoma has a very aggressive
disease course and is usually fatal All
Remicade cases have occurred in
patients with Crohn’s disease or
ulcerative colitis and the majority were
reported in adolescent or young adult
males. All of these patients had
received treatment with AZA or 6-MP
concomitantly with or immediately prior
to Remicade. The potential risk with
the combination of AZA or 6-MP and
Remicade should be carefully
considered. A risk for the development
for hepatosplenic T-cell ymphoma in
patients treated with Remicade cannot
be excluded (see sections 4.2 and
4.8).

Live- Vaccines/Therapeuticlnfectious- Live Vaccines/Therapeutic Infectious
Lecstis Agents

It is recommended that live vaccines
not be given concurrently with
Remicade (see section 4.4).

It is recommended that live vaccines
not be given concurrently with
Remicade (see section 4.4).

Interaction with
Other
Medicaments and
Other Forms of
Interaction

Fertility,
Pregnancy and
Lactation

Summary of the safety profile
Upper respiratory tract infection was
the most common adverse drug
reaction (ADR) reported in clinical
trials, occurring in 25.3% of infliximab-
treated patients compared with 16.5%
of control patients. The most serious
ADRs associated with the use of TNF
blockers that have been reported for
Remicade include HBV reactivation,
CHEF, serious infections (including
sepsis, opportunistic infections and
TB), serum sickness (delayed
hypersensitivity reactions),
haematologic reactions, systemic
lupus erythematosus/lupus-like
syndrome, demyelinating disorders,
hepatobiliary events, lymphoma,
HSTCL, leukaemia, Merkel cell
carcinoma, melanoma, paediatric
malignancy, sarcoidosis/sarcoid-like
reaction, intestinal or perianal abscess
(in Crohn’s disease), and serious
infusion reactions (see section 4.4).

Summary of the safety profile
Upper respiratory tract infection was
the most common adverse drug
reaction (ADR) reported in clinical
trials, occurring in 25.3% of infliximab-
treated patients compared with 16.5%
of control patients. The most serious
ADRs associated with the use of TNF
blockers that have been reported for
Remicade include HBV reactivation,
CHEF, serious infections (including
sepsis, opportunistic infections and
TB), serum sickness (delayed
hypersensitivity reactions),
haematologic reactions, systemic
lupus erythematosus/lupus-like
syndrome, demyelinating disorders,
hepatobiliary events, lymphoma,
HSTCL, intestinal or perianal abscess
(in Crohn’s disease), and serious
infusion reactions (see section 4.4).

Adverse events




Malignancies and lymphoproliferative

Malignancies and lymphoproliferative

disorders:

In clinical studies with infliximab in
which 5,780 patients were treated,
representing 5,494 patient years, 5
cases of lymphomas and 26 non-
lymphoma malignancies were detected
as compared with no lymphomas and

1 non-lymphoma malignancy in 1,600
placebo-treated patients representing
941 patient years.

In long-term safety follow-up of clinical
studies with infliximab of up to 5 years,
representing 6,234 patients-years
(3,210 patients), 5 cases of lymphoma
and 38 cases of non-lymphoma
malignancies were reported.

Cases of malignancies, including
lymphoma, have also been reported in
the post-marketing setting (see section
4.4).

In an exploratory clinical study
involving patients with moderate to
severe COPD who were either current
smokers or ex-smokers, 157 adult
patients were treated with Remicade at
doses similar to those used in
rheumatoid arthritis and Crohn’s
disease. Nine of these patients
developed malignancies, including 1
lymphoma. The median duration of
follow-up was 0.8 years (incidence
5.7% [95% CI 2.65%-10.6%]. There
was one reported malignancy amongst
77 control patients (median duration of
follow-up 0.8 years; incidence 1.3%
[95% CI1 0.03%-7.0%]). The majority of
the malignancies developed in the lung
or head and neck.

In addition, rare post-marketing cases
of hepatosplenic T-cell ymphoma

have been reported in patients treated
with Remicade with the vast majority of
cases occurring in with Crohn’s
disease and ulcerative colitis, and
most of treated with-Remicade, the-
majority-of whom were adolescent or
young adult males (see section 4.4).

disorders:

In clinical studies with infliximab in
which 5,780 patients were treated,
representing 5,494 patient years, 5
cases of lymphomas and 26 non-
lymphoma malignancies were detected
as compared with no lymphomas and

1 non-lymphoma malignancy in 1,600
placebo-treated patients representing
941 patient years.

In long-term safety follow-up of clinical
studies with infliximab of up to 5 years,
representing 6,234 patients-years
(3,210 patients), 5 cases of lymphoma
and 38 cases of non-lymphoma
malignancies were reported.

Cases of malignancies, including
lymphoma, have also been reported in
the post-marketing setting (see section
4.4).

In an exploratory clinical study
involving patients with moderate to
severe COPD who were either current
smokers or ex-smokers, 157 adult
patients were treated with Remicade at
doses similar to those used in
rheumatoid arthritis and Crohn’s
disease. Nine of these patients
developed malignancies, including 1
lymphoma. The median duration of
follow-up was 0.8 years (incidence
5.7% [95% CI 2.65%-10.6%]. There
was one reported malignancy amongst
77 control patients (median duration of
follow-up 0.8 years; incidence 1.3%
[95% CI1 0.03%-7.0%]). The majority of
the malignancies developed in the lung
or head and neck.

In addition, rare post-marketing cases
of hepatosplenic T-cell ymphoma have
been reported in patients with Crohn’s
disease and ulcerative colitis, treated
with Remicade, the majority of whom
were adolescent or young adult males
(see section 4.4).
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