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Baricitinib 2 and 4 mg

'WONY NMYIRND 2NN
Rheumatoid Arthritis

Olumiant is indicated for the treatment of moderate to severe active rheumatoid arthritis in adult
patients who have responded inadequately to, or who are intolerant to one or more
disease-modifying anti-rheumatic drugs. Olumiant may be used as monotherapy or in
combination with methotrexate (see sections 4.4, 4.5 and 5.1 for available data on different
combinations).

Atopic Dermatitis

Olumiant is indicated for the treatment of moderate to severe atopic dermatitis in adult patients
who are candidates for systemic therapy.
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4.2 Posology and method of administration

Treatment should be initiated by physicians experienced in the diagnosis and treatment of
Rheumatoid-Arthritis the conditions for which Olumiant is indicated.

Posology

Rheumatoid Arthritis
The recommended dose of Olumiant is 4 mg once daily. A dose of 2 mg once daily is appropriate
for patients such as those aged = 75 years and may be appropriate for patients with a history of
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chronic or recurrent infections. A dose of 2 mg once daily may also be considered for patients
who have achieved sustained control of disease activity with 4 mg once daily and are eligible for
dose tapering (see section 5.1).

Atopic Dermatitis

The recommended dose of Olumiant is 4 mg once daily. A dose of 2 mg once daily is appropriate
for patients such as those aged = 75 years and may be appropriate for patients with a history of
chronic or recurrent infections. A dose of 2 mg once daily should be considered for patients who
have achieved sustained control of disease activity with 4 mg once daily and are eligible for dose
tapering (see section 5.1).

Olumiant can be used with or without topical corticosteroids. The efficacy of Olumiant can be
enhanced when given with topical corticosteroids (see section 5.1). Topical calcineurin inhibitors
may be used, but should be reserved for sensitive areas only, such as the face, neck,
intertriginous and genital areas.

Consideration should be given to discontinuing treatment in patients who show no evidence of
therapeutic benefit after 8 weeks of treatment.

4.4 Special warnings and precautions for use

Hematological abnormalities

Absolute Neutrophil Count (ANC) < 1 x 10° cells/L and Absolute Lymphocyte Count

(ALC) < 0.5 x 10° cells/L and-hemoglobin<-8-g/dL were reported in less than 1% of patients in
clinical trials. Hemoglobin < 8 g/dL was reported in less than 1% of patients in rheumatoid arthritis
clinical trials.

Immunosuppressive medicinal products

Combination with biologic DMARDSs, biologic immunomodulators or other Janus kinase (JAK)
inhibitors is not recommended, as a risk of additive immunosuppression cannot be excluded.

In rheumatoid arthritis, data concerning use of baricitinib with potent immunosuppressive
medicinal products (e.g., azathioprine, tacrolimus, ciclosporin) are limited and caution should be
exercised when using such combinations (see section 4.5).

In atopic dermatitis, combination with ciclosporin or other potent immunosuppressants has not
been studied and is not recommended (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

Immunosuppressive medicinal products

Combination with biologic DMARDSs, biologic immunomodulators or other JAK inhibitors has not
been studied. In rheumatoid arthritis, use of baricitinib with potent immunosuppressive medicinal
products such as azathioprine, tacrolimus, or ciclosporin was limited in clinical studies of
baricitinib, and a risk of additive immunosuppression cannot be excluded. In atopic dermatitis,
combination with ciclosporin or other potent immunosuppressants has not been studied and is not
recommended (see section 4.4).
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4.8 Undesirable effects

Summary of safety profile

Fhe _In placebo-controlled rheumatoid arthritis clinical trials, for up to 16 weeks, the most
commonly reported adverse drug reactions (ADRs) occurring in = 2% of patients treated with
Olumiant monotherapy or in combination with conventional synthetic DMARDs were increased
LDL cholesterol (33.6%), upper respiratory tract infections (14.7%) and headache (3.8%).
Infections reported with Olumiant treatment included herpes zoster (1.4%).

In placebo-controlled atopic dermatitis clinical trials, for up to 16 weeks, the most commonly
reported ADRs occurring in = 2% of patients treated with Olumiant monotherapy or in combination
with topical corticosteroids were similar to those observed in rheumatoid arthritis, except for
increased LDL cholesterol (13.2%) and herpes simplex (6.1%). In patients treated with baricitinib
in the atopic dermatitis clinical trials, the frequency of herpes zoster was very rare.

Tabulated list of adverse reactions

Rheumatoid Arthritis

A total of 3;464-3,770 patients were treated with Olumiant in clinical studies in rheumatoid
arthritis representing 4,244 10,127 patient-years of exposure. Of these, 2,466 2,960 rheumatoid
arthritis patients were exposed to Olumiant for at least one year.

Six_Seven placebo-controlled studies were integrated (9941,142 patients on 4 mg once daily and
4;07061,215 patients on placebo) to evaluate the safety of Olumiant in comparison to placebo for
up to 16 weeks after treatment initiation.

Atopic Dermatitis

A total of 2,531 patients were treated with Olumiant in clinical studies in atopic dermatitis
representing a total of 2,247 patient-years of exposure. Of these, 1,106 atopic dermatitis patients
were exposed to Olumiant for at least one year.

Five placebo-controlled studies were integrated (489 patients on 4 mg once daily and
743 patients on placebo) to evaluate the safety of Olumiant in comparison to placebo for up to
16 weeks after treatment initiation.

Table 2. Adverse Reactions

Frequency estimate: 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). The frequencies in Table 2 are
based on integrated data across both rheumatoid arthritis and atopic dermatitis indications unless
stated otherwise; where notable differences in frequency are observed in one indication alone,
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these are presented in the footnotes below the table.

System Organ | Very common Common Uncommon

Class

Nervous system Headache

disorders

Gastrointestinal Nausead Diverticulitis

disorders Abdominal pain

Hepatobiliary ALT increased AST increased = 3 x ULN?

disorders >3 x ULNad

Skin and Rash Acne

subcutaneous Acne°

tissue disorders

Investigations Creatine phosphokinase Weight increased
increased > 5 x ULN®¢ Creatine-phosphokinase

increased=>5x-ULNa*

2 Includes changes detected during laboratory monitoring (see text below).

b Frequency for herpes zoster is based on rheumatoid arthritis clinical trials.

¢ Frequency for acne and creatine phosphokinase increased > 5 x ULN is based on the pooled
rheumatoid arthritis and atopic dermatitis clinical trials. In patients treated with baricitinib in the
rheumatoid arthritis clinical trials, the frequency of those events was uncommon.

d Frequency for pneumonia, thrombocytosis > 600 x 10° cells/L, nausea, and ALT =3 x ULN is
based on the pooled rheumatoid arthritis and atopic dermatitis clinical trials. In patients treated
with baricitinib in the atopic dermatitis clinical trials, the frequency of those events was
uncommon.

Description of selected adverse reactions

Gastrointestinal disorders

In rheumatoid arthritis clinical studies, in treatment-naive patients, through 52 weeks, the
frequency of nausea was greater for the combination treatment of methotrexate and Olumiant
(9.3%) compared to methotrexate alone (6.2%) or Olumiant alone (4.4%). Nausea was most
frequent during the first 2 weeks of treatment. In atopic dermatitis clinical studies, for up to

16 weeks, the frequency of nausea with Olumiant was 0.8%.

In rheumatoid arthritis controlled studies, for up to 16 weeks, abdominal pain occurred in 2.1% of
patients treated with Olumiant 4 mg and 1.4% of patients treated with placebo. The frequency of
abdominal pain in atopic dermatitis clinical studies was similar. The cases were usually mild,
transient, not associated with infectious or inflammatory gastrointestinal disorders, and did not
lead to treatment interruption.

Infections

Atopic Dermatitis

In controlled studies, for up to 16 weeks, the incidence rate of all infections (rate of patients with
= 1 event per 100 patient-years of exposure) was 155 with Olumiant 4 mg compared to 118 in the
placebo group. Most infections were mild to moderate in severity. Infections were reported in
31.5%, 29.8% and 24.2% of patients up to 16 weeks in the 4 mg, 2 mg and placebo groups,
respectively. The percentage of patients reporting infection-related ADRs for Olumiant 4 mg
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compared to placebo were: Upper respiratory tract infections (17.5% vs. 14.1%), urinary tract
infections (2.0% vs. 0.8%), gastroenteritis (1.2% vs. 0.5%), herpes simplex (6.1% vs. 2.7%),
herpes zoster (0% vs. 0.3%) and pneumonia (0% vs 0.1%). In atopic dermatitis clinical studies,
the frequency of infections was generally similar to those observed in rheumatoid arthritis patients
except for pneumonia which was uncommon and herpes zoster which was very rare. There were
less skin infections requiring antibiotic treatment with Olumiant 4 mg (3.4%) than with placebo
(4.4%). The same percentage of patients with serious infections was observed with Olumiant

4 mqg and placebo (0.6%). The overall incidence rate of serious infections with baricitinib in the
atopic dermatitis clinical trial programme was 2.1 per 100 patient-years.

Hepatic transaminase elevations

In atopic dermatitis controlled studies, for up to 16 weeks, ALT and AST elevations = 3 x ULN
were uncommonly observed in 0.2% and 0.5% of patients treated with Olumiant 4 mg, compared
to 0.8% and 0.8% respectively of patients treated with placebo.

Across indications, dose dependent increases in blood ALT and AST activity were also reported
in studies extended over week 16. Most cases of hepatic transaminase elevations were
asymptomatic and transient. The pattern and incidence of elevation in ALT/AST remained stable
over time including in the long-term extension study.

Lipid elevations

In atopic dermatitis clinical studies, baricitinib treatment was associated with increases in lipid
parameters including total cholesterol, LDL cholesterol, and HDL cholesterol. Elevations were
observed at 12 weeks and mean total and LDL cholesterol increased through week 52. There was
no increase in the LDL/HDL ratio. No dose-relationships were observed in controlled studies, for
up to 16 weeks for total cholesterol, LDL cholesterol, or HDL cholesterol. There was no increase
in triglycerides levels.

In controlled studies, for up to 16 weeks, the following frequencies were observed for Olumiant 4
mgq vs. placebo:
e Increased total cholesterol = 5.17 mmol/L.:
o Rheumatoid Arthritis: 49.1% vs.15.8%, respectively
o Atopic Dermatitis: 20.7% vs. 10.0%, respectively
e Increased LDL cholesterol = 3.36 mmol/L:
o Rheumatoid Arthritis: 33.6% vs. 10.3%, respectively
o Atopic Dermatitis: 13.2% vs. 6.3%, respectively
e Increased HDL cholesterol = 1.55 mmol/L:
o Rheumatoid Arthritis: 42.7% vs. 13.8%, respectively
o Atopic Dermatitis: 25.3% vs. 14.7%, respectively
e Increased triglycerides = 5.65 mmol/L:
o Rheumatoid Arthritis: 0.4% vs. 0.5%, respectively
o Atopic Dermatitis: 0.7% vs. 0.8%, respectively

Creatine phosphokinase (CPK)

In rheumatoid arthritis controlled studies, for up to 16 weeks, increases in CPK values were
common-uncommon... In atopic dermatitis controlled studies, for up to 16 weeks, increases in
CPK values were common and occurred in 3.3%, 2.5%, and 1.9% of patients treated with
Olumiant 4 mg, 2 mg, and placebo, respectively. Across indications, most cases were transient
and did not require treatment discontinuation.
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In rheumatoid arthritis and atopic dermatitis clinical trials, there were no confirmed cases of
rhabdomyolysis. Elevations of CPK were observed at 4 weeks and remained stable at a higher
value than baseline thereafter including in the long-term extension study.

Thrombocytosis

In rheumatoid arthritis controlled studies, for up to 16 weeks, increases in platelet counts above
600 x 10° cells/L occurred in 2.0% of patients treated with Olumiant 4 mg and 1.1% of patients
treated with placebo. In atopic dermatitis controlled studies, for up to 16 weeks, increases in
platelet counts above 600 x 109 cells/L occurred in 0.6% of patients treated with Olumiant 4 mg
and 0% of patients treated with placebo. The frequency of thrombocytosis in atopic dermatitis
studies was uncommon and lower than that observed in the rheumatoid arthritis patients.
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