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Psoriatic arthritis (PsA) Indication
STELARA, alone or in combination with
MTX, is indicated for the treatment of active
psoriatic arthritis in adult patients when the
response to previous non-biological disease-
modifying anti-rtheumatic drug (DMARD)
therapy has been inadequate (see section 5.1).

contraindications

Psoriatic arthritis (PsA) Posology, dosage &
The recommended posology of STELARA is administration

an initial dose of 45 mg administered
subcutaneously, followed by a 45 mg dose 4
weeks later, and then every 12 weeks
thereafter. Alternatively, 90 mg may

be used in patients with a body weight > 100
kg.

Consideration should be given to
discontinuing treatment in patients who have
shown no response up to 28 weeks of
treatment.

Paediatric population

The safety and efficacy of STELARA in
children less than 18 years have not yet been
established. No data are available.

Infections Serious hypersensitivity | Special Warnings and
reactions have been Special Precautions

Serious infections requiring hospitalization reported in the for Use

occurred in the psoriasis and psoriatic postmarketing setting, in

arthritis development programs. In the some cases several days

psoriasis program, serious infections after treatment.

included diverticulitis, cellulitis, pneumonia, | Anaphylaxis and
appendicitis, cholecystitis and sepsis. In the angioedema have
psoriatic arthritis program, serious infections | occurred. If an
included cholecystitis. anaphylactic or other
serious hypersensitivity
reaction occurs
administration of




Malignancies

There have been post marketing reports of
the rapid appearance of multiple cutaneous
squamous cell carcinomas in patients
receiving STELARA® who had pre-existing
risk factors for developing non-melanoma
skin cancer. All patients receiving
STELARA® should be monitored

for the appearance of non-melanoma skin
cancer. Patients greater than 60 years of age,
those with a medical history of prolonged
immunosuppressant therapy and those with a
history of PUVA treatment should be
followed closely (see section 4.8).

Reversible Posterior Leukoencephalopathy
Syndrome

One case of reversible posterior
leukoencephalopathy syndrome (RPLS) was
observed during the psoriasis clinical
development program which included 3758
STELARA®-treated subjects. The

subject, who had received 12 doses of
STELARA® over approximately two years,
presented with headache, seizures and
confusion. No additional STELARA®
injections were administered and

the subject fully recovered with appropriate
treatment. No additional cases of RPLS were
observed in the psoriatic arthritis clinical
development program which included 914
STELARA®-treated subjects.

RPLS is a neurological disorder, which is not
caused by demyelination or a known
infectious agent. RPLS can present with
headache, seizures, confusion and visual
disturbances. Conditions

with which it has been associated include
preeclampsia, eclampsia, acute hypertension,
cytotoxic agents and immunosuppressive
therapy. Fatal outcomes have been reported.

If RPLS is suspected, administer appropriate
treatment and discontinue STELARA®.

Theoretical Risk for Vulnerability to
Particular Infections

Individuals genetically deficient in IL-12/IL-
23 are particularly vulnerable to disseminated
infections from mycobacteria (including
nontuberculous, environmental
mycobacteria), salmonella (including
nontyphi strains), and Bacillus Calmette-
Guerin (BCG) vaccinations. Serious
infections and fatal outcomes have been
reported in such patients.

STELARA should be
discontinued
immediately and
appropriate therapy
instituted (see section
4.8).

Vaccinations

It is recommended that
live viral or live
bacterial vaccines (such
as Bacillus of Calmette
and Guérin (BCQG))
should not be given
concurrently with
STELARA. Specific
studies have not been
conducted in patients
who had recently
received live viral or
live bacterial vaccines.

Concomitant
immunosuppressive
therapy

the safety and efficacy
of STELARA in
combination with other
immunosuppressants,
including biologics, or
phototherapy have not
been evaluated.Caution
should be exercised
when considering
concomitant use of other
immunosuppressants
and STELARA or when
transitioning from other
immunosuppressive
biologics (see section
4.5).

Immunotherapy
STELARA has not been

evaluated in patients
who have undergone
allergy immunotherapy.
STELARA may affect
allergy immunotherapy.
Caution should be
exercised in patients
receiving or who have
received allergy
immunotherapy
particularly for
anaphylaxis.




It is not known whether patients with
pharmacologic blockade of IL-12/IL-23 from
treatment with STELARA® will be
susceptible to these types of infections.
Appropriate diagnostic testing should be
considered, e.g., tissue culture, stool culture,
as dictated by clinical circumstances.

Hypersensitivity reactions

Serious hypersensitivity reactions have been
reported in the postmarketing setting, in
some cases several days after treatment.
Anaphylaxis and angioedema have occurred.
If an anaphylactic or other serious
hypersensitivity reaction occurs, appropriate
therapy should be instituted and
administration of STELARA should be

discontinued #nmediately-and-appropriate
therapy-institated (see section 4.8).

Vaccinations

It is recommended that live viral or live
bacterial vaccines (such as Bacillus of
Calmette and Guérin (BCG)) should not be
given concurrently with STELARA. BCG
vaccines should not be given during
treatment with STELARA® or for one year
prior to initiating treatment or one year
following discontinuation of treatment.
Specific studies have not been conducted in
patients who had recently received live viral
or live bacterial vaccines.

Long term treatment with STELARA does
not suppress the humoral immune response to
pneumococcal polysaccharide or tetanus
vaccines.(see section 5.1).

Concomitant immunosuppressive therapy
In psoriasis studies, the safety and efficacy of

STELARA in combination with other
immunosuppressants, including biologics, or
phototherapy have not been evaluated. In
psoriatic arthritis studies, concomitant MTX
use did not appear to influence the safety or
efficacy of STELARA. Caution should be
exercised when considering concomitant use
of other immunosuppressants and STELARA
or when transitioning from other
immunosuppressive biologics (see section
4.5).

Immunotherapy
STELARA has not been evaluated in patients

who have undergone allergy immunotherapy.

Children and
adolescents (< 18 years)
STELARA is not
recommended for use in
children and adolescents
below age 18 due to a
lack of data
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wmmanetherapy- It is not known whether
STELARA may affect allergy

immunotherapy. Caution should be exercised
in patients receiving or who have received
allergy immunotherapy particularly for
anaphylaxis.

Special populations

Elderly patients (= 65 years)

No overall differences in efficacy or safety in
patients age 65 and older who received
STELARA were observed compared to
younger patients, however the number of
patients aged 65 and older is not sufficient to
determine whether they respond differently
from younger patients. Because there is a
higher incidence of infections in the elderly
population in general, caution should be used
in treating the elderly.
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No interaction studies have been performed
in humans. In the population
pharmacokinetic analysis of the phase III
studies, the effect of the most frequently used
concomitant medicinal products in patients
with psoriasis (including paracetamol,
ibuprofen, acetylsalicylic acid, metformin,
atorvastatin, levothyroxine) on
pharmacokinetics of ustekinumab was
explored. There were no indications of an
interaction with these concomitantly
administered medicinal products. The basis
for this analysis was that at least 100 patients
(> 5% of the studied population) were treated
concomitantly with these medicinal products
for at least 90% of the study period. The
pharmacokinetics of ustekinumab was not
impacted by concomitant use of MTX,
NSAIDs and oral corticosteroids, or prior
exposure to

anti-TNFa agents, in patients with psoriatic
arthritis.

Live vaccines should notbe given
+B-

The results of an in vitro study do not suggest
the need for dose adjustments in patients who
are receiving concomitant CYP450 substrates
(see section 5.2).

No interaction studies
have been performed in
humans. In the
population
pharmacokinetic
analysis of the phase 111
studies, the effect of the
most frequently used
concomitant medicinal
products in patients with
psoriasis (including
paracetamol, ibuprofen,
acetylsalicylic acid,
metformin, atorvastatin,
levothyroxine) on
pharmacokinetics of
ustekinumab was
explored. There were no
indications of an
interaction with these
concomitantly
administered medicinal
products. The basis for
this analysis was that at
least 100 patients (> 5%
of the studied
population) were treated
concomitantly with
these medicinal products
for at least 90% of the
study period.

Interaction with
Other Medicaments
and Other Forms of
Interaction




In psoriasis studies, the safety and efficacy of
STELARA in combination with other
immunosuppressants, including biologics, or
phototherapy have not been evaluated. In
psoriatic arthritis studies, concomitant MTX
use did not appear to influence the safety or
efficacy of STELARA (see section 4.4).

Allergen Immunotherapy

STELARA® has not been evaluated in
patients who have undergone allergy
immunotherapy.

STELARA® may decrease the protective
effect of allergen immunotherapy (decrease
tolerance) which may increase the risk of an
allergic reaction to a dose of allergen
immunotherapy. Therefore, caution should be
exercised in patients receiving or who have
received allergen immunotherapy,
particularly for anaphylaxis.

Live vaccines should not
be given concurrently
with STELARA (see
section 4.4).

The results of an in vitro
study do not suggest the
need for dose
adjustments in patients
who are receiving
concomitant CYP450
substrates (see section
5.2).

The safety and efficacy
of STELARA in
combination with other
immunosuppressants,
including biologics, or
phototherapy have not
been evaluated. (see
section 4.4).

Fertility
The effect of ustekinumab on human fertility
has not been evaluated (see section 5.3)

Fertility, Pregnancy
and Lactation

Summary of the safety profile

The most common adverse reactions (> 5%) in controlled periods of the

psoriasis and psoriatic

arthritis clinical studies with ustekinumab were nasopharyngitis,
headache and upper respiratory tract infection. Most were considered to
be mild and did not necessitate discontinuation of study treatment. The
most serious adverse reaction that has been reported for STELARA is
serious hypersensitivity reactions including anaphylaxis (see section

4.4).

Adverse events




Tabulated list of adverse reactions

The safety data described below reflect exposure to ustekinumab in 7
controlled phase 2 and phase 3 studies in 4,031 patients with psoriasis
and/or psoriatic arthritis, including 3,106 exposed for at least 6 months,
1,482 exposed for at least 4 years, and 838 exposed for at least 5 years.

Table 1 provides a summary-list-of adverse reactions from psoriasis and
psoriatic arthritis clinical studies as well as adverse reactions reported
from post-marketing experience. The adverse reactions are classified by
System Organ Class and frequency, using the following convention:
Very common (> 1/10), Common (> 1/100 to < 1/10), Uncommon (>
1/1,000 to < 1/100), Rare (= 1/10,000 to < 1/1,000), Very rare (<
1/10,000), not known (cannot be estimated from the available data).
Within each frequency grouping, adverse reactions are presented in
order of decreasing seriousness.

Table 1 Summary of adverse reactions in psoriasis clinical studies and
from post-marketing experience

Frequency: Adverse reaction

Infections and Very common: Dental infections ,Upper
infestations respiratory tract infection, nasopharyngitis
UnCommon: Cellulitis, viral upper respiratory
tract infection
Uncommon: Herpes zoster

Immune system UnCommon: Hypersensitivity reactions (including
disorders rash, urticaria) Rare: Serious hypersensitivity
reactions (including anaphylaxis, angioedema)

Psychiatric UnCommon: Depression
disorders

Nervous system Common: Dizziness, headache

disorders UnCommon: Facial palsy

Respiratory, Common: Pharyngelaryngeal Oropharyngeal pain,
thoracic and mrembeonosition

mediastinal UnCommon: nasal congestion

disorders

Gastrointestinal Common: Diarrhoea, nausea

disorders

Skin and Common: Pruritus

subcutaneous Uncommon: Pustular psoriasis

tissue disorders

Musculoskeletal Common: Back pain, myalgia, arthralgia
and connective
tissue disorders

General disorders Common: Fatigue, injection site erythema,

and injection site pain
administration Uncommon: Injection site reactions (including
site conditions pain , swelling , pruritus, induration, haemorrhage,

haematoma, bruising and irritation)

Description of selected adverse reactions

Infections
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In the placebo-controlled studies of patients with psoriasis and/or
psoriatic arthritis, the rates of infection or serious infection were similar
between ustekinumab-treated patients and those treated with placebo. In
the placebo-controlled period of clinical studies of patients with psoriasis
and patients with psoriatic arthritis, the rate of infection was 1.27 per
patient-year of follow-up in ustekinumab-treated patients, and 1.17 in
placebo-treated patients. Serious infections occurred in 0.01 per patient-
year of follow-up in ustekinumab-treated patients (5 serious infections in
616 patient-years of follow-up) and 0.01 in placebo-treated patients (4
serious infections in 287 patient-years of follow-up) (see section 4.4).

In the controlled and non-controlled periods of psoriasis and psoriatic
arthritis clinical studies, representing 9,548 patient-years of exposure in
4,031 patients, the median follow up was 1.0 year; 3.2 years for psoriasis
studies and 0.5 year for psoriatic arthritis studies. The rate of infection
was 0.87 per patient-year of follow-up in ustekinumab-treated patients,
and the rate of serious infections was 0.01 per patient-year of follow-up
in ustekinumab-treated patients (104 serious infections in 9,548 patient-
years of follow-up) and serious infections reported included
diverticulitis, cellulitis, pneumonia, appendicitis, cholecystitis and
sepsis.

In clinical studies, patients with latent tuberculosis who were
concurrently treated with isoniazid did not develop tuberculosis.

Malignancies




In the placebo-controlled period of the psoriasis and psoriatic arthritis
clinical studies, the incidence of malignancies excluding non-melanoma
skin cancer was (.16 per 100 patient-years of follow-up for
ustekinumab-treated patients (1 patient in 615 patient-years of follow-
up) compared with 0.35 for placebo-treated patients (1 patient in 287
patient-years of follow-up). The incidence of non-melanoma

skin cancer was 0.65 per 100 patient-years of follow-up for
ustekinumab-treated patients (4 patients in 615 patient-years of follow-
up) compared to 0.70 for placebo-treated patients (2 patients in

287 patient-years of follow-up).

In the controlled and non-controlled periods of psoriasis and psoriatic
arthritis clinical studies, representing 9,548 patient-years of exposure in
4,031 patients, the median follow-up was 1.0 year;

3.2 years for psoriasis studies and 0.5 year for psoriatic arthritis studies.
Malignancies excluding non-melanoma skin cancers were reported in 54
patients in 9,530 patient-years of follow-up (incidence

of 0.57 per 100 patient-years of follow-up for ustekinumab-treated
patients). This incidence of malignancies reported in ustekinumab-
treated patients was comparable to the incidence expected in

the general population (standardized incidence ratio = 0.93 [95%
confidence interval: 0.70, 1.22], adjusted for age, gender and race). The
most frequently observed malignancies, other than non-melanoma skin
cancer, were prostate, melanoma, colorectal and breast cancers. The
incidence of non-melanoma skin cancer was 0.51 per 100 patient-years
of follow-up for ustekinumab-treated patients (49 patients in 9,515
patient-years of follow-up). The ratio of patients with basal versus
squamous cell skin cancers (4:1) is comparable with the ratio expected in
the general population (see section 4.4).

Hypersensitivity reactions

During the controlled periods of the psoriasis and psoriatic arthritis
clinical studies of ustekinumab, rash and urticaria have each been
observed in < 1% of patients (see section 4.4).




Approximately 6% of ustekinumab-treated patients in psoriasis and
psoriatic arthritis clinical studies developed antibodies to ustekinumab,
which were generally low-titer. No apparent association between the
development of antibodies to ustekinumab and the development of
injection site reactions was observed. The majority of patients who were
positive for antibodies to ustekinumab had neutralizing antibodies.
Efficacy tended to be lower in patients positive for antibodies to
ustekinumab; however, antibody positivity did not preclude a clinical
response.
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