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Crohn’s Disease
STELARA is indicated for the treatment of adult patients with moderately to severely active Crohn’s
disease who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a TNFa antagonist or have medical contraindications to such therapies.
Ulcerative colitis
STELARA is indicated for the treatment of adult patients with moderately to severely active ulcerative
colitis who have had an inadequate response with, lost response to, or were intolerant to either
conventional therapy or a biologic or have medical contraindications to such therapies
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4.4 Special warnings and precautions for use

Polysorbate 80
STELARA contains 0.04 mg (90 mg/1.0mL) or 0.02 mg (45 mg/0.5 mL) of polysorbate 80 (E433) in

each dosage unit which is equivalent to 0.04 mg/mL. Polysorbates may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Neo-interaction-studies-have beenperformed-in-humans: In the population pharmacokinetic analyses of

the phase-3 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

The results of an in vitro study and a phase 1 study in subjects with active Crohn’s disease do not
suggest the need for dose adjustments in patients who are receiving concomitant CYP450 substrates (see
section 5.2).

4.8 Undesirable effects

Tabulated list of adverse reactions

The safety data described below reflect exposure in adults to ustekinumab in 14 phase 2 and

phase 3 studies in 6,71009 patients (4,135 with psoriasis and/or psoriatic arthritis, 1,749 with Crohn’s
disease and 8265 patients with ulcerative colitis). This includes exposure to STELARA in the controlled
and non-controlled periods of the clinical studies in patients with psoriasis, psoriatic arthritis, Crohn’s
disease or ulcerative colitis for at least 6 rnonths eH—year 4, 577 patlents)&nd-or at least 1 year
(3,648253 patients).
and-expesure-foratleast4-orS-years (2,194 1944—4—8—2—patlents with psor1as1s Crohn’s disease or ulcerative
colitis for at least 4 years while 1,148482 and-838 patients with psoriasis or Crohn’s disease
respeetively)y-were exposed for at least 5 years.

In the controlled and non-controlled periods of psoriasis, psoriatic arthritis, Crohn’s disease and
ulcerative colitis clinical studies, representing 15,227H-58}patient-years of ustekinumab exposure in
6,71009 patients, the median follow-up was 1.6-2 years; 1.+ 7 years for psoriatic disease studies, 0.6 year
for Crohn’s disease studies, and +-62.3 years for ulcerative colitis studies. The rate of infection was
0.8594+ per patient-year of follow-up in ustekinumab-treated patients, and the rate of serious infections
was 0.02 per patient-year of follow-up in ustekinumab-treated patients (289499-serious infections in
15,227H5584-patient-years of follow-up) and serious infections reported included pneumonia, anal
abscess, cellulitis, diverticulitis, gastroenteritis and viral infections.

Malignancies

In the controlled and non-controlled periods of psoriasis, psoriatic arthritis, Crohn’s disease and
ulcerative colitis clinical studies, representing 15,205H;561}patient-years of ustekinumab exposure in
6,71009-patients, the median follow-up was 1.2 years; 1.7+-years for psoriatic disease studies, 0.6 year
for Crohn’s disease studies and +:02.3 years for ulcerative colitis studies. Malignancies excluding
non-melanoma skin cancers were reported in 7662 patients in 15,205H5564-patient-years of follow-up
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(incidence of 0.504 per 100 patient-years of follow-up for ustekinumab-treated patients). The incidence
of malignancies reported in ustekinumab-treated patients was comparable to the incidence expected in
the general population (standardised incidence ratio = 0.943 [95% confidence interval: 0.734, 1.2618],
adjusted for age, gender and race). The most frequently observed malignancies, other than
non-melanoma skin cancer, were prostate, melanoma, colorectal, melanema-and breast cancers. The
incidence of non-melanoma skin cancer was 0.469-per 100 patient-years of follow-up for
ustekinumab-treated patients (6956 patients in 15,165H5545-patient-years of follow-up). The ratio of
patients with basal versus squamous cell skin cancers (3:1) is comparable with the ratio expected in the
general population (see section 4.4).

5.1 Pharmacodynamic properties

Study Extension

In UNIFI, patients who completed the study through week 44 were eligible to continue treatment in a
study extension. Among the 400 patients who entered on and were treated with ustekinumab every 12 or
8 weeks in the study extension, symptomatic remission was generally maintained through week 200 for
patients who failed conventional therapy (but not a biologic therapy) and those who failed biologic
therapy, including those who failed both anti-TNF and vedolizumab. Among patients who received

4 years of ustekinumab treatment and were assessed using the full Mayo score at maintenance week 200,
74.2% (69/93) and 68.3% (41/60) maintained mucosal healing and clinical remission, respectively.

The safety analysis including 457 patients (1289.9 person-years) followed up to 220 weeks showed a
safety profile between week 44 and 220 that was comparable with that observed up to week 44.

5.2 Pharmacokinetic properties

Regulation of CYP450 enzymes

The effects of IL-12 or IL-23 on the regulation of CYP450 enzymes were evaluated in an in vitro study
using human hepatocytes, which showed that IL-12 and/or IL-23 at levels of 10 ng/mL did not alter
human CYP450 enzyme activities (CYP1A2, 2B6, 2C9, 2C19, 2D6, or 3A4; see section 4.5).

A phase 1, open-label, drug interaction study, Study CNTO1275CRD1003, was conducted to evaluate
the effect of ustekinumab on cytochrome P450 enzyme activities following induction and maintenance
dosing in patients with active Crohn’s disease (n=18). No clinically significant changes in exposure of
caffeine (CYP1A2 substrate), warfarin (CYP2C9 substrate), omeprazole (CYP2C19 substrate),
dextromethorphan (CYP2D6 substrate), or midazolam (CYP3A substrate) were observed when used
concomitantly with ustekinumab at the approved recommended dosing in patients with Crohn’s disease

(see section 4.5).
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