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Plaque psoriasis

Tremfya is indicated for the treatment of adults with moderate-to-severe plaque
psoriasis who are candidates for systemic therapy or phototherapy.

Psoriatic arthritis

Tremfya, alone or in combination with methotrexate (MTX), is indicated for the
treatment of active psoriatic arthritis in adult patients who have had an
inadequate response or who have been intolerant to a prior disease-modifying
antirheumatic drug (DMARD) therapy.
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4.4 Special warnings and precautions for use

Excipients with known effect

Polysorbate 80 content
This medicinal product contains 0.5 mg of polysorbate 80 (E433) in each pre-filled syringe/pre-
filled pen which is equivalent to 0.5 mg/ml. Polysorbates may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant immunosuppressive therapy or phototherapy

In psoriasis studies, the safety and efficacy of guselkumab in combination with
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

guselkumab.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are limited are-ne-data from the use of guselkumab in pregnant women. Animal studies
do not indicate direct or indirect harmful effects with respect to pregnancy, embryonic/foetal
development, parturition or postnatal development (see section 5.3). As a precautionary
measure, it is preferable to avoid the use of Tremfya during pregnancy.

4.7 Undesirable effects
The most common adverse reaction was respiratory tract infections in approximately 5
1544% of patients in the psoriasis and psoriatic arthritis clinical studies.

Immune system disorders: Hypersensitivity : Uaeemmeon Rare

Immune system disorders: Anaphylaxis: Uneommen Rare

Skin and subcutaneous tissue disorders: Rash: Bneemmen: Common

General disorders and administration site conditions: Injection site reactions: Cemmeon
Uncommon

4.9 Overdose
Guselkumab intravenous doses up to 1 200 mg as well as subcutaneous doses up to 400
mg at a single dosing visit have been administered in clinical studies without dose-
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for any signs or symptoms of adverse reactions and appropriate symptomatic treatment
must be administered immediately

5.1 Pharmacodynamic properties
Mechanism of action

Myeloid cells expressing Fc-gamma receptor 1 (CD64) have been shown to be a predominant

source of IL-23 in inflamed tissue in psoriasis. Guselkumab has demonstrated in vitro blocking
of IL-23 and binding to CD64. These results indicate that guselkumab is able to neutralise 11.-23
at the cellular source of inflammation.

5.2 Pharmacokinetic properties

Following a single 100 mg subcutaneous injection in healthy subjects, guselkumab reached a
mean (£ SD) maximum serum concentration (Cmax) of 8.09 + 3.68 mcg/mL by approximately
5.5 days post dose. The absolute bioavailability of guselkumab following a single 100 mg
subcutaneous injection was estimated to be approximately 49% in healthy subjects.

In patients with plaque psoriasis, following subcutaneous administrations of guselkumab
100 mg at Weeks 0 and 4, and every 8 weeks thereafter, steady-state serum guselkumab
concentrations were achleved by Week 20 fel-lewmg—subeut&neeus—admms&a&ens—ef—k@@

¥ ¥ at-\A 3 after- The mean (£ SD) steady-
state trough serum guselkumab concentrations in two Phase III studies in patients with
plaque psoriasis were 1.15 = 0.73 mcg/mL and 1.23 £+ 0.84 mcg/mL.

Paediatric patients

The pharmacokinetics of guselkumab in paediatric patients have not been established.

Patients with renal or hepatic impairment

No specific study has been conducted to determine the effect of renal or hepatic impairment on
the pharmacokinetics of guselkumab. Renal elimination of intact guselkumab, an IgG mAb, is
expected to be low and of minor importance; similarly, hepatic impairment is not expected to
influence clearance of guselkumab as IgG mAbs are mainly eliminated via intracellular
catabolism. Based on population pharmacokinetic analyses, creatinine clearance or hepatic
function did not have a meaningful impact on guselkumab clearance.

Body weight

Clearance and volume of distribution of guselkumab increases as body weight increases,
however, observed clinical trial data indicate that dose adjustment for body weight is not
warranted.
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