1"y DRI PO0ARNRTD 1D

12133 .7.n,9 9p1w 'mn

46725 HRW M R0
972-9-9700501 :op> 972-9-9700500 :Hv

@ Pﬁzer

2022

,7/7221 D/mpY /RO

TWONT DWW 197X RDIND 2AHYA 10TV DY ¥ Doy IR nwpan ,»"Ya PRIWS 0K AR D 1 N1an
Xeljanz 5mg

DDV PR WY KD YTNY 7292 SNI0AT YTONA 5NN 20070 DOV DR NYI9n T AvTa
DWW HYAY 019 07 HY 2°09TIN 0227 1001 ,MIRIAT TIWNAW MDINT NARNA D°A0MDN DAV
A6725 ,mned 7°5%077,12133 .7.0,9 paw " YA DR 7p°0a%»00 100 NNan

Xeljanz 5mg Pwond aw
Each tablet contains tofacitinib citrate, equivalent to 5 mg tofacitinib Hranishl-ahj
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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 (DMARDS).

e Limitations of Use: Use of XELJANZ in combination with biologic DMARDSs 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 (DMARDS).

e Limitations of Use: Use of XELJANZ in combination with biologic DMARDSs 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.

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.
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WARNING: SERIOUS INFECTIONS, MORTALITY, MALIGNANCY, MAJOR ADVERSE
CARDIOVASCULAR EVENTS, AND THROMBOSIS

MALIGNANCIES

Malignancies, including lymphomas and solid tumors, have occurred in patients treated with
XELJANZ and other Janus kinase 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 [see Warnings and Precautions (5.3)].

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.

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 [see Warnings and Precautions (5.3)].

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 in patients
that have experienced a myocardial infarction or stroke [see Warnings and Precautions (5.4)].

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
toTNF blockers i had an observed increase in incidence of these events. Avoid XELJANZ in
patients at risk. Discontinue XELJANZ and promptly evaluate patients with symptoms of
thrombosis [see Warnings and Precautions (5.5)].

5.2 Mortality

Rheumatoid arthritis patients 50 years of age and older with at least one cardiovascular risk factor
treated with XELJANZ 5 mg twice a day or XELJANZ 10 mg twice a day had a higher observed
rate of all-cause mortality, including sudden cardiovascular death, compared to those treated with
TNF blockers in a a large, randomized, postmarketing safety study (RA Safety Study 1).

The incidence rate of all-cause mortality per 100 patient-years was 0.88 for XELJANZ 5 mg twice a
day, 1.23 for XELJANZ 10 mg twice a day, and 0.69 for TNF blockers [see Clinical Studies
(14.5)]. Consider the benefits and risks for the individual patient prior to initiating or continuing
therapy with XELJANZ.




5.3 Malignancy and Lymphoproliferative Disorders
Malignancies, including lymphomas and solid cancers, were observed in clinical studies of
XELJANZ [see Adverse Reactions (6.1)].

In RA Safety Study 1, a higher rate of malignancies (excluding non-melanoma skin cancer
(NMSC)) was observed in patients treated with XELJANZ 5 mg twice a day or XELJANZ 10 mg
twice a day as compared with TNF blockers. The incidence rate of malignancies (excluding NMSC)
per 100 patient-years was 1.13 for XELJANZ 5 mg twice a day, 1.13 for XELJANZ 10 mg twice a
day, and 0.77 for TNF blockers. Patients who are current or past smokers are at additional increased
risk [see Clinical Studies (14.5)].

Lymphomas and lung cancers, which are a subset of all malignancies in RA Safety Study 1, were
observed at a higher rate in patients treated with XELJANZ 5 mg twice a day and XELJANZ 10 mg
twice a day compared to those treated with TNF blockers. The incidence rate of lymphomas per 100
patient-years was 0.07 for XELJANZ 5 mg twice a day, 0.11 for XELJANZ 10 mg twice a day, and
0.02 for TNF blockers. The incidence rate of lung cancers per 100 patient-years among current and
past smokers was 0.48 for XELJANZ 5 mg twice a day, 0.59 for XELJANZ 10 mg twice a day, and
0.27 for TNF blockers [see Clinical Studies (14.5)].

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with XELJANZ, particularly in patients with a known malignancy (other than a successfully treated
NMSC), patients who develop a malignancy while on treatment, and patients who are current or
past smokers. A XELJANZ 10 mg twice daily dosage is not recommended for the treatment of RA
or PsA [see Dosage and Administration (2.2)].

5.4 Major Adverse Cardiovascular Events

In RA Safety Study 1, RA patients who were 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,
non-fatal myocardial infarction (Ml), and non-fatal stroke, compared to those treated with TNF
blockers. The incidence rate of MACE per 100 patient-years was 0.91 for XELJANZ 5 mg twice a
day, 1.11 for XELJANZ 10 mg twice a day, and 0.79 for TNF blockers. The incidence rate of fatal
or non-fatal myocardial infarction per 100 patient-years was 0.36 for XELJANZ 5 mg twice a day,
0.39 for XELJANZ 10 mg twice a day, and 0.20 for TNF blockers [see Clinical Studies (14.5)].
Patients who are current or past smokers are at additional increased risk.

Consider the benefits and risks for the individual patient prior to initiating or continuing therapy
with XELJANZ, particularly in patients who are current or past smokers and patients with other
cardiovascular risk factors. Patients should be informed about the symptoms of serious
cardiovascular events and the steps to take if they occur. Discontinue XELJANZ in patients that
have experienced a myocardial infarction or stroke. A XELJANZ 10 mg twice daily dosage is not
recommended for the treatment of RA or PsA [see Dosage and Administration (2.2)].

5.5 Thrombosis

Thrombosis, including pulmonary embolism (PE), deep venous thrombosis (DVT), and arterial
thrombosis, have occurred in patients treated with XELJANZ and other Janus kinase (JAK)
inhibitors used to treat inflammatory conditions. Many of these events were serious and some
resulted in death [see Warnings and Precautions (5.2)].

Patients with rheumatoid arthritis 50 years of age and older with at least one cardiovascular risk
factor treated with XELJANZ at both 5 mg or 10 mg twice daily compared to TNF blockers RA
Safety Study 1 had an observed increase in incidence of these events.



6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Psoriatic Arthritis

During the 2 PsA controlled clinical trials, there were 3 malignancies (excluding NMSC) in

474 patients receiving XELJANZ plus non-biologic DMARD (6 to 12 months exposure) compared
with 0 malignancies in 236 patients in the placebo plus non-biologic DMARD group (3 months
exposure) and 0 malignancies in 106 patients in the adalimumab plus non-biologic 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

Ulcerative Colitis

Maintenance Trial (Study UC-I11)

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, 5.3)].

During the UC controlled clinical studies (8-week induction and 52-week maintenance studies),
which included 1220 patients, 0 cases of solid cancer or lymphoma were observed in
XELJANZ-treated patients
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	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, 5.3)].
	3. סרטן ובעיות במערכת החיסון:
	 התרופה עלולה להעלות את הסיכון לחלות בסרטן מאחר שהיא משפיעה על המערכת החיסונית. לימפומה וסוגי סרטן אחרים כולל סרטן העור יכולים להתפתח בעקבות נטילת התרופה. מטופלים הנוטלים קסלג'אנז 5 מ"ג פעמיים ביום או 10 מ"ג פעמיים ביום הם בסיכון גבוה יותר לחלות בסוג...


