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Active ingridient:
TOFACITINIB 5 mg

Indicated for:

Rheumatoid Arthritis

XELJANZ (tofacitinib) is indicated for the treatment of adult patients with moderately to severely active
rheumatoid arthritis who have had an inadequate response or intolerance to methotrexate. It may be used as
monotherapy or in combination with methotrexate or other nonbiologic disease-modifying antirheumatic
drugs (DMARD:S).

Limitations of Use: XELJANZ in combination with biologic DMARDS or with potent immunosuppressants
such as azathioprine and cyclosporine is not recommended.

Psoriatic Arthritis

XELJANZ (tofacitinib) is indicated for the treatment of adult patients with active psoriatic arthritis who have
had an inadequate response or intolerance to methotrexate or other disease-modifying antirheumatic drugs
(DMARD:S).

Limitations of Use: Use of XELJANZ in combination with biologic DMARDs or with potent
immunosuppressants such as azathioprine and cyclosporine is not recommended.

Ulcerative Colitis

XELJANZ 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.

Limitations of Use: Use of XELJANZ in combination with biological therapies for UC or with potent
immunosuppressants such as azathioprine and cyclosporine is not recommended.
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1 INDICATIONS AND USAGE

Ulcerative colitis

XELJANZ 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.

e Limitations of Use: Use of XELJANZ in combination with biological therapies for UC or with potent
immunosuppressants such as azathioprine and cyclosporine is not recommended.

2 DOSAGE AND ADMINISTRATION

2.3 Recommended Dosage in Ulcerative Colitis

Table 2 displays the recommended adult daily dosage of XELJANZ and dosage adjustments for patients
receiving CYP2C19 and/or CYP3A4 inhibitors, with moderate or severe renal impairment (including but not
limited to those with severe insufficiency who are undergoing hemodialysis) or moderate hepatic
impairment, with lymphopenia, neutropenia or anemia.

Table 2: Recommended Dosage of XELJANZ in Patients with UC

Ulcerative Colitis XELJANZ

Adult patients 10 mg twice daily for at least 8 weeks; followed by 5 or 10 mg
twice daily, depending on therapeutic response [see Clinical Studies
(14.3)].

Use the lowest effective dose to maintain response [see Warnings
and Precautions (5.1, 5.2, 5.5)].

Discontinue XELJANZ after 16 weeks of treatment with 10 mg
twice daily, if adequate therapeutic benefit is not achieved.

Patients receiving:

e Strong CYP3A4 inhibitors
(e.9., ketoconazole), or If taking 10 mg twice daily, reduce to 5 mq twice daily.

e amoderate CYP3A4

inhibitor(s) with a strong ) . ) .
CYP2C19 inhibitor(s) (e.q., If taking 5 mg twice daily, reduce to 5 mg once daily.

fluconazole

[see Drug Interactions (7)]

Patients with: If taking 10 mg twice daily, reduce to 5 mg twice daily.

e moderate or severe renal
impairment [see Use in
Specific Populations (8.7)]

If taking 5 mg twice daily, reduce to 5 mg once daily.

e moderate hepatic impairment
[see Use in Specific For patients undergoing hemodialysis, dose should be administered

Populations (8.8)]* after the dialysis session on dialysis days. If a dose was taken
before the dialysis procedure, supplemental doses are not
recommended in patients after dialysis.




Ulcerative Colitis XELJANZ

Patients with lymphocyte count less

than 500 cells/mm?®, confirmed by Discontinue dosing.
repeat testing
Patients with ANC 500 to If taking 10 mqg twice daily, reduce to 5 mg twice daily.

3
1000 cells/mm™ When ANC is greater than 1000, increase to 10 mg twice daily

based on clinical response.

If taking 5 mg twice daily, interrupt dosing. When ANC is greater
than 1000, resume 5 mg twice daily.

Patients with ANC less than
500 cells/mm?®

Discontinue dosing.

Patients with hemoglobin less than
8 g/dL or a decrease of more than 2 Interrupt dosing until hemoglobin values have normalized.

g/dL

*Use in patients with severe hepatic impairment is not recommended.

5 WARNINGS AND PRECAUTIONS

5.1 Serious Infections

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, or other
opportunistic pathogens have been reported in patients receiving XELJANZ. The most common serious
infections reported with XELJANZ included pneumonia, cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Among opportunistic infections, tuberculosis and other mycobacterial
infections, cryptococcosis, histoplasmosis, esophageal candidiasis, pneumocystosis, multidermatomal herpes
zoster, cytomegalovirus infections, BK virus infection, and listeriosis were reported with XELJANZ. Some
patients have presented with disseminated rather than localized disease, and were often taking concomitant
immunomodulating agents such as methotrexate or corticosteroids.

In the UC population, XELJANZ treatment with 10 mg twice daily was associated with greater risk of
serious infections compared to 5 mg twice daily. Additionally, opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic, and disseminated cutaneous) were seen in patients who
were treated with XELJANZ 10 mg twice daily.

Other serious infections that were not reported in clinical studies may also occur (e.g., coccidioidomycosis).

Avoid use of XELJANZ in patients with an active, serious infection, including localized infections. The risks
and benefits of treatment should be considered prior to initiating XELJANZ in patients:

» with chronic or recurrent infection

«  who have been exposed to tuberculosis

« with a history of a serious or an opportunistic infection

. who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or

»  with 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 XELJANZ. XELJANZ 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 XELJANZ
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.

Caution is also recommended in patients with a history of chronic lung disease, or in those who develop
interstitial lung disease, as they may be more prone to infections.




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 recommended [see Dosage and Administration (2.2, 2.3)].

5.2 Malignancy and Lymphoproliferative Disorders

Consider the risks and benefits of XELJANZ treatment prior to initiating therapy in patients with a known
malignancy other than a successfully treated non-melanoma skin cancer (NMSC) or when considering
continuing XELJANZ in patients who develop a malignancy. Malignancies were observed in clinical studies
of XELJANZ [see Adverse Reactions (6.1)].

In the seven controlled rheumatoid arthritis clinical studies, 11 solid cancers and one lymphoma were
diagnosed in 3328 patients receiving XELJANZ with or without DMARD, compared to 0 solid cancers and
0 lymphomas in 809 patients in the placebo with or without DMARD group during the first 12 months of
exposure. Lymphomas and solid cancers have also been observed in the long-term extension studies in
rheumatoid arthritis patients treated with XELJANZ.

During the 2 PsA controlled clinical studies there were 3 malignancies (excluding NMSC) in 474 patients
receiving XELJANZ plus nonbiologic DMARD (6 to 12 months exposure) compared with 0 malignancies in
236 patients in the placebo plus nonbiologic DMARD group (3 months exposure) and 0 malignancies in 106
patients in the adalimumab plus nonbiologic DMARD group (12 months exposure). No lymphomas were
reported. Malignancies have also been observed in the long-term extension study in psoriatic arthritis
patients treated with XELJANZ.

During the UC controlled clinical studies (8-week induction and 52-week maintenance studies), which
included 1220 patients, O cases of solid cancer or lymphoma were observed in XELJANZ-treated patients. In
the long-term extension study, malignancies (including solid cancers and lymphomas) were observed more
often in patients treated with XELJANZ 10 mg twice daily.

In Phase 2B, controlled dose-ranging trials in de-novo renal transplant patients, all of whom received
induction therapy with basiliximab, high-dose corticosteroids, and mycophenolic acid products, Epstein Barr
Virus-associated post-transplant lymphoproliferative disorder was observed in 5 out of 218 patients treated
with XELJANZ (2.3%) compared to O out of 111 patients treated with cyclosporine.

Other malignancies were observed in clinical studies and the postmarketing setting, including, but not
limited to, lung cancer, breast cancer, melanoma, prostate cancer, and pancreatic cancer.

Non-Melanoma Skin Cancer

Non-melanoma skin cancers (NMSCs) have been reported in patients treated with XELJANZ. Periodic skin
examination is recommended for patients who are at increased risk for skin cancer. In the UC population,
treatment with XELJANZ 10 mg twice daily was associated with greater risk of NMSC.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Ulcerative Colitis

XELJANZ has been studied in patients with moderately to severely active UC in 4 randomized, double-
blind, placebo-controlled trials (UC-I, UC-11, UC-I1I, and dose-ranging UC-V) and an open-label long-term
extension study (UC-1V) [see Clinical Studies (14.3)].

Adverse reactions reported in >5% of patients treated with either 5 mg or 10 mg twice daily of XELJANZ
and >1% greater than reported in patients receiving placebo in either the induction or maintenance clinical
trials were: nasopharyngitis, elevated cholesterol levels, headache, upper respiratory tract infection, increased
blood creatine phosphokinase, rash, diarrhea, and herpes zoster.

Induction Trials (Study UC-1, UC-II, and UC-V):

Common adverse reactions reported in >2% of patients treated with XELJANZ 10 mg twice daily and >1%
greater than that reported in patients receiving placebo in the 3 induction trials were: headache,
nasopharyngitis, elevated cholesterol levels, acne, increased blood creatine phosphokinase, and pyrexia.



Maintenance Trial (Study UC-111)

Common adverse reactions reported in >4% of patients treated with either dose of XELJANZ and >1%

greater than reported in patients receiving placebo are shown in Table 4.

Table 4: Common Adverse Reactions* in -UC Patients during the Maintenance Trial (Study UC-
1))
XELJANZ XELJANZ Placebo
5 mg Twice Daily 10 mg Twice Daily
N =198 N =196 N =198
Preferred Term (%) (%) (%)
Nasopharyngitis 10 14 6
Elevated cholesterol levels** 5 9 1
Headache 9 3 6
Upper respiratory tract infection 7 6 4
Increased blood creatine phosphokinase 3 7 2
Rash 3 6 4
Diarrhea 2 5 3
Herpes zoster 1 5 1
Gastroenteritis 3 4 3
Anemia 4 2 2
Nausea 1 4 3

* reported in >4% of patients treated with either dose of XELJANZ and >1% greater than reported for

placebo.

** includes hypercholesterolemia, hyperlipidemia, blood cholesterol increased, dyslipidemia, blood
triglycerides increased, low density lipoprotein increased, low density lipoprotein abnormal, or lipids

increased.

In the long-term extension study, malignancies (including solid cancers, lymphomas and NMSC) were
observed more often in patients treated with XELJANZ 10 mg twice daily [see Warnings and Precautions
(5.2)]. Four cases of pulmonary embolism were reported in patients taking XELJANZ 10 mg twice daily,
including one fatality in a patient with advanced cancer.

Dose-dependent adverse reactions seen in patients treated with XELJANZ 10 mg twice daily, in comparison

to 5 mg twice daily, include the following: herpes zoster infections, serious infections, and NMSC [see

Warnings and Precautions (5.1, 5.2)].
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