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Plaque psoriasis Plaque psoriasis Indication

STELARA is indicated for the treatment of
moderate to severe plaque psoriasis in adult
patients (18 years or older) who have failed to
have a contraindication to, or who are intolerant to
other systemic therapies including ciclosporin,
methotrexate and or Psoralen plus U.V (PUVA)
(see section 5.1).

STELARA is indicated
for the treatment of
moderate to severe
plaque psoriasis in adult
patients (18 years or
older) who have failed
to have a
contraindication to, or
who are intolerant to
other systemic therapies
including ciclosporin,
methotrexate and
Psoralen plus U.V
(PUVA) (see section
5.1).

Hypersensitivity to the active substance or to any
of the excipients listed in section 6.1.

Clinically important, active infection (e.g. active
tuberculosis, see section 4.4).

Hypersensitivity to the
active substance or to
any of the excipients
listed in section 6.1.
Clinically active
infection (e.g. active
tuberculosis, see section
4.4).

Contraindications

Posology, dosage &
administration

Malignancies

Immunosuppressants like ustekinumab have the
potential to increase the risk of malignancy. Some
patients who received STELARA in clinical
studies developed cutaneous and non-cutaneous
malignancies (see section 4.8).

No studies have been conducted that include
patients with a history of malignancy or that
continue treatment in patients who develop

Malignancies

Immunosuppressants
like ustekinumab have
the potential to increase
the risk of malignancy.
Some patients who
received STELARA in
clinical studies
developed cutaneous
and non-cutaneous

Special Warnings and
Special Precautions
for Use




malignancy while receiving STELARA. Thus,
caution should be exercised when considering the
use of STELARA in these patients.

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 or those with a history of PUVA treatment
should be monitored for the appearance of non-

melanoma skin cancer foHewed-elosely (see

section 4.8).

malignancies (see
section 4.8).

No studies have been
conducted that include
patients with a history of
malignancy or that
continue treatment in
patients who develop
malignancy while
receiving STELARA.
Thus, caution should be
exercised when
considering the use of
STELARA in these
patients.

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
followed closely (see
section 4.8).

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).

Interaction with
Other Medicaments
and Other Forms of
Interaction

Women of childbearing potential

Women of childbearing potential should use
effective methods of contraception during
treatment and for at least #p-te 15 weeks after
treatment.

Women of childbearing
potential

Women of childbearing
potential should use
effective methods of
contraception during
treatment and up to 15
weeks after treatment.

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).

Tabulated list of adverse reactions

The safety data described below reflect exposure to ustekinumab in 7
controlled phase 2 and phase 3 studies in 4,63+135 patients with psoriasis
and/or psoriatic arthritis, including 3,406256 exposed forcat least 6 months,
1,482 exposed for at least 4 years, and 838 exposed for at least 5 years.

Table 1 provides a 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

System Organ Class

Frequency: Adverse reaction

Infections and infestations

common: Dental infections ,Upper
respiratory tract infection, nasopharyngitis
UnCommon: Cellulitis, viral upper
respiratory tract infection

Herpes zoster

Immune system disorders

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

Psychiatric disorders

UnCommon: Depression

Nervous system disorders

Common: Dizziness, headache
UnCommon: Facial palsy

Respiratory, thoracic and
mediastinal disorders

Common: Oropharyngeal pain,
Pharyngolaryngeal pain
UnCommon: nasal congestion

Gastrointestinal disorders

Common: Diarrhoea, nausea, diverticulitis

Skin and subcutaneous tissue
disorders

Common: Pruritus
Uncommon: Pustular psoriasis

Musculoskeletal and
connective tissue disorders

Common: Back pain, myalgia, arthralgia

General disorders and
administration site conditions

Common: Fatigue, injection site erythema,
injection site pain

Uncommon: Injection site reactions
(including pain, swelling , pruritus,
induration, haemorrhage, haematoma,
bruising and irritation)

Adverse events




Description of selected adverse reactions

Infections

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 9,548848 patient-years of exposure in 4,03+135
patients, the median follow up was 1.01 year; 3.2 years for psoriasis studies
and 6-5-1.0 year for psoriatic arthritis studies. The rate of infection was 0.876
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 (1047 serious infections in 9,548848 patient-years of follow-
up) and serious infections reported included diverticulitis, cellulitis,
pneumonia, sepsis , appendicitis; and 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 0.16 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 9,548848 patient-years of exposure in 4,63+135
patients, the median follow-up was 1.81 year; 3.2 years for psoriasis studies
and 8-5-1.0 year for psoriatic arthritis studies. Malignancies excluding non-
melanoma skin cancers were reported in 545-patients in 9,536830 patient-
years of follow-up (incidence of 0.576 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 = 0.932 [95% confidence
interval: 0.7069, 1.2220], 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 0.5+0 per 100 patient-years of follow-up for
ustekinumab-treated patients (49 patients in 9,515815 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).




Psoriatic Arthritis Clinical Studies

The safety of STELARA was assessed in 927 patients in two randomized,
double-blind, placebo-controlled studies in adult patients with active psoriatic
arthritis (PsA). The overall safety profile of STELARA in patients with PsA
was consistent with the safety profile seen in psoriasis clinical studies. A
higher incidence of arthralgia, nausea, and dental infections was observed in
STELARA-treated patients when compared with placebo-treated patients (3%
vs. 1% for arthralgia and 3% vs. 1% for nausea; 1% vs. 0.6% for dental
infections) in the placebocontrolled portions of the PsA clinical trials.

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).

Immunogenicity

In clinical studies less than 8% Appreximately6% of ustekinumab-treated
patients in-pseriasis-and-pseriatic-arthritis-elinieal 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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