Xeljanz 5 10 XR11 LPD CC 170924

1. NAME OF THE MEDICINAL PRODUCT

XELJANZ 5 mg

XELJANZ 10 mg

XELJANZ XR 11 mg

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

XELJANZ 5 mg tablets

Each tablet contains tofacitinib citrate, equivalent to 5 mg tofacitinib.

Excipient with known effect
Each tablet contains 59.44 mg of lactose.

XELJANZ 10 mg tablets

Each tablet contains tofacitinib citrate, equivalent to 10 mg tofacitinib.

Excipient with known effect
Each tablet contains 118.88 mg of lactose.

Xeljanz XR 11 mg extended-release tablets

Each extended-release tablet contains tofacitinib citrate, equivalent to 11 mg tofacitinib.

Excipient with known effect
Each extended-release tablet contains 152.23 mg of sorbitol.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

XELJANZ 5 mg tablets

White, round film coated tablet with “Pfizer” on one side and “JKI 5” on the other.

XELJANZ 10 mg tablets

Blue, round film coated tablet with “Pfizer” on one side and “JKI 10” on the other.

Xeljanz XR 11 mg extended-release tablets

Pink oval tablet with a drilled hole at one end of the tablet band and "JKI 11" printed on one side of the
tablet.

Patient safety information Card

The marketing of Xeljanz is subject to a risk management plan (RMP) including a 'Patient
safety information card'. The 'Patient safety information card', emphasizes important safety
information that the patient should be aware of before and during treatment. Please explain to
the patient the need to review the card before starting treatment.

Prescriber guide

This Product is marketed with prescriber guide providing important safety information. Please
ensure you are familiar with this material as it contains important safety information.
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WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR
ADVERSE CARDIOVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS

Patients treated with XELJANZ/XELJANZ XR 11 mg are at increased risk for developing
serious infections that may lead to hospitalization or death. Most patients who developed
these infections were taking concomitant immunosuppressants such as methotrexate or
corticosteroids.

If a serious infection develops, interrupt XELJANZ/XELJANZ XR 11 mg until the
infection is controlled.

Reported infections include:

* Active tuberculosis, which may present with pulmonary or extrapulmonary disease.
Patients should be tested for latent tuberculosis before XELJANZ/XELJANZ XR 11
mg use and during therapy. Treatment for latent infection should be initiated prior to
XELJANZ/XELJANZ XR 11mg

* Invasive fungal infections, including cryptococcosis and pneumocystosis. Patients with
invasive fungal infections may present with disseminated, rather than localized,
disease.

* Bacterial, viral, including herpes zoster, and other infections due to opportunistic
pathogens.

The risks and benefits of treatment with XELJANZ/XELJANZ XR 11 mg should be
carefully considered prior to initiating therapy in patients with chronic or recurrent
infection.

Patients should be closely monitored for the development of signs and symptoms of
infection during and after treatment with XELJANZ/XELJANZ XR 11 mg, including the
possible development of tuberculosis in patients who tested negative for latent tuberculosis
infection prior to initiating therapy.

MORTALITY

In a large, randomized, postmarketing safety study in rheumatoid arthritis (RA) patients
50 years of age and older with at least one cardiovascular risk factor comparing
XELJANZ 5 mg twice a day or XELJANZ 10 mg twice a day to tumor necrosis factor
(TNF) blockers, a higher rate of all-cause mortality, including sudden cardiovascular
death, was observed with XELJANZ 5 mg twice a day or XELJANZ 10 mg twice a day. A
XELJANZ 10 mg twice daily dosage is not recommended for the treatment of RA or PsA.

MALIGNANCIES

Malignancies, including lymphomas and solid tumors, have occurred in patients treated
with XELJANZ and other Janus Kkinase inhibitors used to treat inflammatory conditions.
In RA patients, a higher rate of malignancies (excluding NMSC) was observed in patients
treated with XELJANZ 5 mg twice a day or XELJANZ 10 mg twice a day compared with
TNF blockers.

Lymphomas and lung cancers were observed at a higher rate in patients treated with
XELJANZ 5 mg twice a day or XELJANZ 10 mg twice a day in RA patients compared to
those treated with TNF blockers. Patients who are current or past smokers are at
additional increased risk.
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Epstein Barr Virus-associated post-transplant lymphoproliferative disorder has been
observed at an increased rate in renal transplant patients treated with XELJANZ and
concomitant immunosuppressive medications.

MAJOR ADVERSE CARDIOVASCULAR EVENTS

RA patients 50 years of age and older with at least one cardiovascular risk factor, treated
with XELJANZ 5 mg twice daily or XELJANZ 10 mg twice daily, had a higher rate of
major adverse cardiovascular events (MACE) (defined as cardiovascular death,
myocardial infarction, and stroke), compared to those treated with TNF blockers. Patients
who are current or past smokers are at additional increased risk. Discontinue
XELJANZ/XELJANZ XR 11 mg in patients that have experienced a myocardial infarction
or stroke.

THROMBOSIS

Thrombosis, including pulmonary embolism, deep venous thrombosis, and arterial
thrombosis have occurred in patients treated with XELJANZ and other Janus kinase
inhibitors used to treat inflammatory conditions. Many of these events were serious and
some resulted in death. RA patients 50 years of age and older with at least one
cardiovascular risk factor treated with XELJANZ 5 mg twice daily or XELJANZ 10 mg
twice daily compared to TNF blockers had an observed increase in incidence of these
events. Avoid XELJANZ/XELJANZ XR 11 mg in patients at risk. Discontinue
XELJANZ/XELJANZ XR 11 mg and promptly evaluate patients with symptoms of
thrombosis.

4. CLINICAL PARTICULARS
4.1 Therapeutic indication

Rheumatoid arthritis

Tofacitinib in combination with methotrexate (MTX) is indicated for the treatment of moderate to
severe active rheumatoid arthritis (RA) in adult patients who have responded inadequately to, or who are
intolerant to one or more disease-modifying antirheumatic drugs (DMARDs) (see section 5.1).
Tofacitinib can be given as monotherapy in case of intolerance to MTX or when treatment with MTX is
inappropriate (see sections 4.4 and 4.5).

Psoriatic arthritis

Tofacitinib in combination with MTX is indicated for the treatment of active psoriatic arthritis (PsA) in
adult patients who have had an inadequate response or who have been intolerant to a prior
disease-modifying antirheumatic drug (DMARD) therapy (see section 5.1).

Ankylosing spondylitis

Tofacitinib is indicated for the treatment of adult patients with active ankylosing spondylitis (AS) who
have responded inadequately to conventional therapy.

Ulcerative colitis

Tofacitinib is indicated for the treatment of adult patients with moderately to severely active ulcerative
colitis (UC) who have had an inadequate response, lost response, or were intolerant to either
conventional therapy or a biologic agent (see section 5.1).
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Juvenile idiopathic arthritis (JIA)

Tofacitinib is indicated for the treatment of active polyarticular juvenile idiopathic arthritis (rheumatoid
factor positive [RF+] or negative [RF-] polyarthritis and extended oligoarthritis), and juvenile psoriatic
arthritis (PsA) in patients 2 years of age and older, who have responded inadequately to previous
therapy with disease modifying antirheumatic drugs DMARD:s.

Tofacitinib can be given in combination with methotrexate (MTX) or as monotherapy in case of
intolerance to MTX or where continued treatment with MTX is inappropriate.
4.2 Posology and method of administration

Treatment should be initiated and supervised by specialist physicians experienced in the diagnosis and
treatment of conditions for which tofacitinib is indicated.

Posology

Rheumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis

The recommended dose is 5 mg tablets administered twice daily, or one 11 mg extended-release tablet
which should not be exceeded.

No dose adjustment is required when used in combination with MTX.

For information on switching between tofacitinib tablets and tofacitinib extended-release tablets see
Table 1.

Table 1: Switching between tofacitinib tablets and tofacitinib extended-release tablets

Switching between tofacitinib Treatment with tofacitinib 5 mg tablets twice daily and tofacitinib
5 mg tablets and tofacitinib 11 mg extended-release tablet once daily may be switched between
11 mg extended-release tablet* each other on the day following the last dose of either tablet.

2 See section 5.2 for comparison of pharmacokinetics of extended-release and tablets formulations.

Ulcerative colitis

Induction treatment
The recommended dose is 10 mg given orally twice daily for induction for 8 weeks.

For patients who do not achieve adequate therapeutic benefit by week 8, the induction dose of 10 mg
twice daily can be extended for an additional 8 weeks (16 weeks total), followed by 5 mg twice daily for
maintenance. Tofacitinib induction therapy should be discontinued in any patient who shows no
evidence of therapeutic benefit by week 16.

Maintenance treatment
The recommended dose for maintenance treatment is tofacitinib 5 mg given orally twice daily.
Avoid XELJANZ in patients at increased risk for thrombosis, including pulmonary embolism, deep

venous thrombosis, and arterial thrombosis.
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Tofacitinib 10 mg twice daily for maintenance treatment is not recommended in patients with UC who
have known major adverse cardiovascular events (MACE) and malignancy risk factors, unless there is
no suitable alternative treatment available (see section 4.4 and 4.8).

For patients with UC who are not at increased risk for VTE, MACE and malignancy (see section 4.4),
tofacitinib 10 mg orally twice daily may be considered if the patient experiences a decrease in response
on tofacitinib 5 mg twice daily and failed to respond to alternative treatment options for ulcerative
colitis such as tumour necrosis factor inhibitor (TNF inhibitor) treatment. Tofacitinib 10 mg twice daily
for maintenance treatment should be used for the shortest duration possible. The lowest effective dose
needed to maintain response should be used.

In patients who have responded to treatment with tofacitinib, corticosteroids may be reduced and/or
discontinued in accordance with standard of care.

Retreatment in UC

If therapy is interrupted, restarting treatment with tofacitinib can be considered. If there has been a loss
of response, reinduction with tofacitinib 10 mg twice daily may be considered. The treatment
interruption period in clinical studies extended up to 1 year. Efficacy may be regained by 8 weeks of
10 mg twice daily therapy (see section 5.1).

Polyarticular JIA and juvenile PsA (children between 2 and 18 years of age)

Tofacitinib may be used as monotherapy or in combination with MTX.

The recommended dose in patients 2 years of age and older is based upon the following weight
categories:

Table 2: Tofacitinib dose for patients with polyarticular juvenile idiopathic arthritis and juvenile
PsA two years of age and older

Body weight (kg) Dose regimen
10-<20 3.2 mg (3.2 mL of oral solution) twice daily
20 - <40 4 mg (4 mL of oral solution) twice daily
>40 5 mg (5 mL of oral solution or 5 mg film-coated tablet) twice daily

Patients > 40 kg treated with tofacitinib 5 mL oral solution twice daily may be switched to tofacitinib
5 mg film-coated tablets twice daily. Patients < 40 kg cannot be switched from tofacitinib oral solution.

Dose interruption and discontinuation in adults patients and paediatric patients

Tofacitinib treatment should be interrupted if a patient develops a serious infection until the infection is
controlled.

Interruption of dosing may be needed for management of dose-related laboratory abnormalities
including lymphopenia, neutropenia, and anaemia. As described in Tables 3, 4 and 5 below,
recommendations for temporary dose interruption or permanent discontinuation of treatment are made
according to the severity of laboratory abnormalities (see section 4.4).

It is recommended not to initiate dosing in patients with an absolute lymphocyte count (ALC) less than
750 cells/mm?°.
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Table 3: Low absolute lymphocyte count

Low absolute lymphocyte count (ALC) (see section 4.4)

Laboratory value
(cells/mm?)

Recommendation

ALC greater than or equal
to 750

Dose should be maintained.

ALC 500-750

For persistent (2 sequential values in this range on routine testing)
decrease in this range, dosing should be reduced or interrupted.

For patients receiving tofacitinib 10 mg twice daily, dosing should be
reduced to tofacitinib 5 mg twice daily.

For patients receiving tofacitinib 5 mg twice daily or 11 mg extended-
release, dosing should be interrupted.

When ALC is greater than 750, treatment should be resumed as
clinically appropriate.

ALC less than 500

If laboratory value confirmed by repeat testing within 7 days, dosing
should be discontinued.

It is recommended not to initiate dosing in adult patients with an absolute neutrophil count (ANC) less
than 1,000 cells/mm?. It is recommended not to initiate dosing in paediatric patients with an absolute
neutrophil count (ANC) less than 1,200 cells/mm?®.

Table 4: Low absolute neutrophil count

Low absolute neutrophil count (ANC) (see section 4.4)

Laboratory Value
(cells/mm?)

Recommendation

ANC greater than 1,000

Dose should be maintained.

ANC 500-1,000

For persistent (2 sequential values in this range on routine testing)
decreases in this range, dosing should be reduced or interrupted.

For patients receiving tofacitinib 10 mg twice daily, dosing should be
reduced to tofacitinib 5 mg twice daily.

For patients receiving tofacitinib 5 mg twice daily or 11 mg extended-
release , dosing should be interrupted.

When ANC is greater than 1,000, treatment should be resumed as
clinically appropriate.

ANC less than 500

If laboratory value confirmed by repeat testing within 7 days, dosing
should be discontinued.

It is recommended not to initiate dosing in adult patients with haemoglobin less than 9 g/dL.
It is recommended not to initiate dosing in paediatric patients with haemoglobin less than 10 g/dL.
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Table 5: Low haemoglobin value
Low haemoglobin value (see section 4.4)
Laboratory value Recommendation
(g/dL)

Less than or equal to 2 g/dL. | Dose should be maintained.
decrease and greater than or
equal to 9.0 g/dL
Greater than 2 g/dL. Dosing should be interrupted until haemoglobin values have
decrease or less than normalised.
8.0 g/dL
(confirmed by repeat
testing)

Interactions

Tofacitinib total daily dose should be reduced by half in patients receiving potent inhibitors of
cytochrome P450 (CYP) 3A4 (e.g., ketoconazole) and in patients receiving 1 or more concomitant
medicinal products that result in both moderate inhibition of CYP3A4 as well as potent inhibition of
CYP2C19 (e.g., fluconazole) (see section 4.5) as follows:

. Tofacitinib dose should be reduced to 5 mg once daily in patients receiving 5 mg twice
daily or 11 mg extended release once daily.

o Tofacitinib dose should be reduced to 5 mg twice daily in patients receiving 10 mg twice
daily.

Only in paediatric patients: available data suggest that clinical improvement is observed within 18
weeks of initiation of treatment with tofacitinib. Continued therapy should be carefully reconsidered in a
patient exhibiting no clinical improvement within this timeframe.

Dose discontinuation in AS

Available data suggest that clinical improvement in AS is observed within 16 weeks of initiation of
treatment with tofacitinib. Continued therapy should be carefully reconsidered in a patient exhibiting no
clinical improvement within this timeframe.

Special populations

Elderly

No dose adjustment is required in patients 65 years of age and older. There are limited data in patients
aged 75 years and older. See section 4.4 for Use in patients 65 years of age and older.
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Hepatic impairment

Table 6: Dose adjustment for hepatic impairment

Hepatic Classification Dose adjustment in hepatic impairment for different

impairment strength tablets

category

Mild Child Pugh A No dose adjustment required.

Moderate Child Pugh B Dose should be reduced to 5 mg once daily when the
indicated dose in the presence of normal hepatic function
is 5 mg twice daily or 11 mg extended release once daily.
Dose should be reduced to 5 mg twice daily when the
indicated dose in the presence of normal hepatic function
is 10 mg twice daily (see section 5.2).

Severe Child Pugh C Tofacitinib should not be used in patients with severe
hepatic impairment (see section 4.3).

Renal impairment

Table 7: Dose adjustment for renal impairment

Renal Creatinine Dose adjustment in renal impairment for different
impairment clearance strength tablets
category
Mild 50-80 mL/min No dose adjustment required.
Moderate 30-49 mL/min No dose adjustment required.
Severe (including | < 30 mL/min Dose should be reduced to 5 mg once daily when the
patients indicated dose in the presence of normal renal function is
undergoing 5 mg twice daily or 11 mg extended release once daily.
haemodialysis)
Dose should be reduced to 5 mg twice daily when the
indicated dose in the presence of normal renal function is
10 mg twice daily.
Patients with severe renal impairment should remain on a
reduced dose even after haemodialysis (see section 5.2).
Paediatric population

The safety and efficacy of tofacitinib in children less than 2 years of age with polyarticular JIA and
juvenile PsA has not been established. No data are available.

The safety and efficacy of tofacitinib in children less than 18 years of age with other indications (e.g.,
ulcerative colitis) has not been established. No data are available.

The safety and efficacy of tofacitinib extended-release formulation in children aged O to less than
18 years have not been established. No data are available.

Method of administration

Oral use.

Tofacitinib is given orally with or without food.

For patients who have difficulties swallowing, tofacitinib 5 mg and 10 mg tablets may be crushed and

taken with water.
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Tofacitinib 11 mg extended-release tablets must be taken whole in order to ensure the entire dose is
delivered correctly. They must not be crushed, split, or chewed.

4.3 Contraindications

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

e  Active tuberculosis (TB), serious infections such as sepsis, or opportunistic infections (see
section 4.4).

e Severe hepatic impairment (see section 4.2).

e  Pregnancy and lactation (see section 4.6).

4.4 Special warnings and precautions for use

Tofacitinib should only be used if no suitable treatment alternatives are available in patients:

-65 years of age and older;

-patients with history of atherosclerotic cardiovascular disease or other cardiovascular risk factors
(such as current or past long-time smokers);

-patients with malignancy risk factors (e.g. current malignancy or history of malignancy)

Use in patients 65 vears of age and older

Considering the increased risk of serious infections, myocardial infarction, malignancies and all cause
mortality with tofacitinib in patients 65 years of age and older, tofacitinib should only be used in these
patients if no suitable treatment alternatives are available (see further details below in section 4.4 and
section 5.1).

Combination with other therapies

Tofacitinib has not been studied and its use should be avoided in combination with biologics such as
TNF antagonists, interleukin (IL)-1R antagonists, IL-6R antagonists, anti-CD20 monoclonal antibodies,
IL-17 antagonists, IL-12/IL-23 antagonists, anti-integrins, selective co-stimulation modulators and
potent immunosuppressants such as azathioprine, 6-mercaptopurine, ciclosporin and tacrolimus because
of the possibility of increased immunosuppression and increased risk of infection.

There was a higher incidence of adverse events for the combination of tofacitinib with MTX versus
tofacitinib as monotherapy in RA clinical studies.

The use of tofacitinib in combination with phosphodiesterase 4 inhibitors has not been studied in
tofacitinib clinical studies.

Venous thromboembolism (VTE)

Serious VTE events including pulmonary embolism (PE), some of which were fatal, and deep vein
thrombosis (DVT), have been observed in patients taking tofacitinib. In a randomised post-authorisation
safety study in patients with rheumatoid arthritis who were 50 years of age or older with at least one
additional cardiovascular risk factor, a dose dependent increased risk for VTE was observed with
tofacitinib compared to TNF inhibitors (see sections 4.8 and 5.1).

In a post hoc exploratory analysis within this study, in patients with known VTE risk factors,
occurrences of subsequent VTEs were observed more frequently in tofacitinib-treated patients that, at 12
months treatment, had D-dimer level >2x ULN versus those with D-dimer level <2x ULN; this was not
evident in TNF inhibitor-treated patients. Interpretation is limited by the low number of VTE events and
restricted D-dimer test availability (only assessed at Baseline, Month 12, and at the end of the study). In
patients who did not have a VTE during the study, mean D-dimer levels were significantly reduced at
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Month 12 relative to Baseline across all treatment arms. However, D-dimer levels >2x ULN at Month
12 were observed in approximately 30% of patients without subsequent VTE events, indicating limited
specificity of D-Dimer testing in this study.

For patients with UC: Avoid XELJANZ in patients at increased risk for thrombosis, including
pulmonary embolism, deep venous thrombosis, and arterial thrombosis.

In patients with cardiovascular or malignancy risk factors (see also section 4.4 “Major adverse
cardiovascular events including myocardial infarction)” and “Malignancies and lymphoproliferative
disorders”) tofacitinib should only be used if no suitable treatment alternatives are available.

In patients with VTE risk factors other than MACE or malignancy risk factors, tofacitinib should be
used with caution.VTE risk factors other than MACE or malignancy risk factors include previous VTE,
patients undergoing major surgery, immobilisation, use of combined hormonal contraceptives or
hormone replacement therapy, inherited coagulation disorder. Patients should be re-evaluated
periodically during tofacitinib treatment to assess for changes in VTE risk.

For patients with RA with known risk factors for VTE, consider testing D-dimer levels
after approximately 12 months of treatment. If D-dimer test result is > 2x ULN, confirm that clinical

benefits outweigh risks prior to a decision on treatment continuation with tofacitinib.

Promptly evaluate patients with signs and symptoms of VTE and discontinue tofacitinib in patients with
suspected VTE, regardless of dose or indication.

Retinal venous thrombosis

Retinal venous thrombosis (RVT) has been reported in patients treated with tofacitinib (see section 4.8).
The patients should be advised to promptly seek medical care in case they experience symptoms
suggestive of RVT.

Serious infections

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, or other
opportunistic pathogens have been reported in patients receiving tofacitinib (see section 4.8). The risk of
opportunistic infections is higher in Asian geographic regions (see section 4.8). Rheumatoid arthritis
patients taking corticosteroids may be predisposed to infection.

Tofacitinib should not be initiated in patients with active infections, including localised infections.

The risks and benefits of treatment should be considered prior to initiating tofacitinib in patients:

. with recurrent infections,

. with a history of a serious or an opportunistic infection,

o who have resided or travelled in areas of endemic mycoses,

. who have underlying conditions that may predispose them to infection.

Patients should be closely monitored for the development of signs and symptoms of infection during and
after treatment with tofacitinib. Treatment should be interrupted if a patient develops a serious infection,
an opportunistic infection, or sepsis. A patient who develops a new infection during treatment with
tofacitinib should undergo prompt and complete diagnostic testing appropriate for an
immunocompromised patient, appropriate antimicrobial therapy should be initiated, and the patient
should be closely monitored.

As there is a higher incidence of infections in the elderly and in the diabetic populations in general,
caution should be used when treating the elderly and patients with diabetes (see section 4.8). In patients
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65 years of age and older, tofacitinib should only be used if no suitable treatment alternatives are
available (see section 5.1).

Risk of infection may be higher with increasing degrees of lymphopenia and consideration should be
given to lymphocyte counts when assessing individual patient risk of infection. Discontinuation and
monitoring criteria for lymphopenia are discussed in section 4.2.

Tuberculosis

The risks and benefits of treatment should be considered prior to initiating tofacitinib in patients:
e who have been exposed to TB,
e who have resided or travelled in areas of endemic TB.

Patients should be evaluated and tested for latent or active infection prior to and per applicable
guidelines during administration of tofacitinib.

Patients with latent TB, who test positive, should be treated with standard antimycobacterial therapy
before administering tofacitinib.

Antituberculosis therapy should also be considered prior to administration of tofacitinib in patients who
test negative for TB but who have a past history of latent or active TB and where an adequate course of
treatment cannot be confirmed; or those who test negative but who have risk factors for TB infection.
Consultation with a healthcare professional with expertise in the treatment of TB is recommended to aid
in the decision about whether initiating antituberculosis therapy is appropriate for an individual patient.
Patients should be closely monitored for the development of signs and symptoms of TB, including
patients who tested negative for latent TB infection prior to initiating therapy.

Viral reactivation

Viral reactivation and cases of herpes virus reactivation (e.g., herpes zoster) have been observed in
patients receiving tofacitinib (see section 4.8)..

In patients treated with tofacitinib, the incidence of herpes zoster appears to be increased in:
e Japanese or Korean patients.
e  Patients with an ALC less than 1,000 cells/mm? (see section 4.2).
e  Patients with long standing RA who have previously received two or more biological disease
modifying antirheumatic drugs (DMARDs).
e  Patients treated with 10 mg twice daily.

The impact of tofacitinib on chronic viral hepatitis reactivation is unknown. Patients screened positive
for hepatitis B or C were excluded from clinical studies. Screening for viral hepatitis should be
performed in accordance with clinical guidelines before starting therapy with tofacitinib.

At least one confirmed case of progressive multifocal leukoencephalopathy (PML) has been reported in
RA patients receiving tofacitinib in the post marketing setting. PML can be fatal and should be
considered in the differential diagnosis in immunosuppressed patients with new onset or worsening
neurological symptoms.

Major adverse cardiovascular events (including myocardial infarction)

Major adverse cardiovascular events (MACE) have been observed in patients taking tofacitinib.

In a randomised post authorisation safety study in patients with RA who were 50 years of age or older
with at least one additional cardiovascular risk factor, an increased incidence of myocardial infarctions
was observed with tofacitinib compared to TNF inhibitors (see sections 4.8 and 5.1). In patients 65 years

of age and older, patients who are current or past long-time smokers, and patients with history of
11
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atherosclerotic cardiovascular disease or other cardiovascular risk factors, tofacitinib should only be
used if no suitable treatment alternatives are available (see section 5.1).

Malignancies and lymphoproliferative disorder

Tofacitinib may affect host defences against malignancies.

In a randomised post authorisation safety study in patients with RA who were 50 years of age or older
with at least one additional cardiovascular risk factor, an increased incidence of malignancies,
particularly NMSC, lung cancer and lymphoma, was observed with tofacitinib compared to TNF
inhibitors (see sections 4.8 and 5.1).

NMSC, lung cancers and lymphoma in patients treated with tofacitinib have also been observed in other
clinical studies and in the post-marketing setting.

Other malignancies in patients treated with tofacitinib were observed in clinical studies and the
post-marketing setting, including, but not limited to, breast cancer, melanoma, prostate cancer, and
pancreatic cancer.

In patients 65 years of age and older, patients who are current or past long-time smokers, and patients
with other malignancy risk factors (e.g. current malignancy or history of malignancy other than a
successfully treated non-melanoma skin cancer) tofacitinib should only be used if no suitable treatment
alternatives are available (see section 5.1).

Periodic skin examination is recommended for all patients, particularly those who are at increased risk
for skin cancer (see Table 8 in section 4.8).

Interstitial lung disease

Caution is also recommended in patients with a history of chronic lung disease as they may be more
prone to infections. Events of interstitial lung disease (some of which had a fatal outcome) have been
reported in patients treated with tofacitinib in RA clinical studies and in the post-marketing setting
although the role of Janus kinase (JAK) inhibition in these events is not known. Asian RA patients are
known to be at higher risk of interstitial lung disease, thus caution should be exercised in treating these
patients.

Gastrointestinal perforations

Events of gastrointestinal perforation have been reported in clinical studies although the role of JAK
inhibition in these events is not known. Tofacitinib should be used with caution in patients who may be
at increased risk for gastrointestinal perforation (e.g., patients with a history of diverticulitis, patients
with concomitant use of corticosteroids and/or nonsteroidal anti-inflammatory drugs). Patients
presenting with new onset abdominal signs and symptoms should be evaluated promptly for early
identification of gastrointestinal perforation.

Fractures
Fractures have been observed in patients treated with tofacitinib.

Tofacitinib should be used with caution in patients with known risk factors for fractures such as elderly
patients, female patients and patients with corticosteroid use, regardless of indication and dosage.

Liver enzymes

Treatment with tofacitinib was associated with an increased incidence of liver enzyme elevation in some
patients (see section 4.8 liver enzyme tests). Caution should be exercised when considering initiation of
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tofacitinib treatment in patients with elevated alanine aminotransferase (ALT) or aspartate
aminotransferase (AST), particularly when initiated in combination with potentially hepatotoxic
medicinal products such as MTX. Following initiation, routine monitoring of liver tests and prompt
investigation of the causes of any observed liver enzyme elevations are recommended to identify
potential cases of drug-induced liver injury. If drug-induced liver injury is suspected, the administration
of tofacitinib should be interrupted until this diagnosis has been excluded.

Hypersensitivity

In post-marketing experience, cases of hypersensitivity associated with tofacitinib administration have
been reported. Allergic reactions included angioedema and urticaria; serious reactions have occurred. If
any serious allergic or anaphylactic reaction occurs, tofacitinib should be discontinued immediately.

Laboratory parameters

Lymphocytes
Treatment with tofacitinib was associated with an increased incidence of lymphopenia compared to

placebo. Lymphocyte counts less than 750 cells/mm?® were associated with an increased incidence of
serious infections. It is not recommended to initiate or continue tofacitinib treatment in patients with a
confirmed lymphocyte count less than 750 cells/mm?. Lymphocytes should be monitored at baseline and
every 3 months thereafter. For recommended modifications based on lymphocyte counts, see

section 4.2.

Neutrophils
Treatment with tofacitinib was associated with an increased incidence of neutropenia (less than

2,000 cells/mm?) compared to placebo. It is not recommen