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INDICATION
Ulcerative Colitis
« XELJANZ®/XELJANZ® XR (tofacitinib) is indicated for the treatment of adult patients with moderately to severely active ulcerative colitis (UC), who have had an inadequate response or
intolerance to
one or more TNF blockers.

Please see full Prescribing Information, including BOXED WARNING and Medication Guide, accessible from the navigation below or at
XELJANZPI.com.
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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
XEL)JANZ 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

* 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natientcs whn were treated with XFI IAN7 10N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT

& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION
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« Each question is interactive

« Answer each question and enter your response using the touchscreen

* Press "View Answer’ to see the results

* Press ‘Additional Information’ to see more details regarding the question
* Press ‘Next Question’ to move to the next question

* Press the navigation buttons located above the question to see the
correct answer to previous questions

* Press the gray buttons located on the bottom-right of the screen to view
abbreviations and definitions, XELJANZ study designs, Important Safety
Information and Indications, references, and full Prescribing Information
including the BOXED WARNING and Medication Guide
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SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

* 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI [AN7 10 mo
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XELJANZ UC Efficacy Data

TEST YOUR

5 Efficacy Questions Remaining

True or False? For patients with moderate to severe ulcerative colitis who have had an
iInadequate response or intolerance to 1 or more TNF blockers, XELJANZ recommended dosing
includes a once-daily option.’

Select true or false

Help

Go to Safety

TRUE

FALSE
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Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

* 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI [AN7 10 mo
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5 Efficacy Questions Remaining IMPORTANT SAFETY INFORMATION
: : _ o SERIOUS INFECTIONS .
True or False? For patients with moderate to severe ulcerative colitis who have had an Patients treated with XELJANZ* are at

increased risk for developing serious

iInadequate response or intolerance to 1 or more TNF blockers, XELJANZ recommended dosing infections that may lead to hospitalization

or death. Most patients who developed

|nCIUdeS a Once-dally Optl()r]/I these infections were taking concomitant

immunosuppressants, such as methotrexate
or corticosteroids.

If a serious infection develops, interrupt
XELJANZ until the infection is controlled.

Reported infections include:

Select true or false

* Active tuberculosis, which may present
with pulmonary or extrapulmonary disease.
Patients should be tested for latent

tuberculosis before XELJANZ use and during
I R | ' E F A L S E therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

* 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in

RESET VIEW ANSWER > natients whn were treated with XFI IAN7 10 mo
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5 Efficacy Questions Remaining IMPORTANT SAFETY INFORMATION
SERIOUS INFECTIONS

True or False? For patients with moderate to severe ulcerative colitis who have had an Patients treated with XELJANZ* are at

increased risk for developing serious

iInadequate response or intolerance to 1 or more TNF blockers, XELJANZ recommended dosing infections that may lead to hospitalization

or death. Most patients who developed

i N CI U d es a on Ce_d a| Iy Opt| on. 1 these infections were taking concomitant
immunosuppressants, such as methotrexate
or corticosteroids.

If a serious infection develops, interrupt
XELJANZ 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 use and during
I R| ' E Correct answer F A L S E therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- Invasive fungal infections, including
cryptococcosis and pneumocystosis.
Patients with invasive fungal infections

XELJANZ is not an injection or infusion. XELJANZ is available as twice-daily 5-mg and 10-mg may present with disseminated, rather than
tablets and once-daily 11-mg and 22-mg extended-release (XR) tablets. See recommended localized, disease.
. . . - - = L T T - ” - Bacterial, viral, including herpes zoster,
dosing, including dosing adjustments, by clicking “Additional Information. and othey infections due to opportunistic
pathogens.

The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in

ADD |T|ONAL | N FO RMATION > natients whn were treated with XFI IAN7Z 10 mo
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True or False? For patients with moderate to severe ulcerative colitis who have had an Patients treated with XELJANZ* are at

increased risk for developing serious

iInadequate response or intolerance to 1 or more TNF blockers, XELJANZ recommended dosing infections that may lead to hospitalization

. . . or death. Most patients who developed
IN CI U d es a on Ce-d al Iy Optl on. 1 these infections were taking concomitant
immunosuppressants, such as methotrexate

or corticosteroids.

Select true or false If a serious infection develops, interrupt

XELJANZ until the infection is controlled.

Reported infections include:
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tuberculosis before XELJANZ use and during
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- Invasive fungal infections, including
cryptococcosis and pneumocystosis.
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may present with disseminated, rather than
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and other infections due to opportunistic
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The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
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XELJANZ UC Efficacy Data

TEST YOUR

True or False? For patients with moderate to severe ulcerative colitis who have had an
iInadequate response or intolerance to 1 or more TNF blockers, XELJANZ recommended dosing
includes a once-daily option.’

TRUE corsomer «/ FALSE

XELJANZ is not an injection or infusion. XELJANZ is available as twice-daily 5-mg and 10-mg
tablets and once-daily 11-mg and 22-mg extended-release (XR) tablets. See recommended
dosing, including dosing adjustments, by clicking “Additional Information.”

ADDITIONAL INFORMATION )»

Help\

Go to Safety

5 Efficacy Questions Remaining
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SERIOUS INFECTIONS

Patients treated with XELJANZ* are at
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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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.
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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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
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and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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Recommended Dosing, Dosing Adjustments, and Important Administration

Recommended Adult Daily Dosage of XELJANZ/XELJANZ XR for Patients With Moderately to Severely Active
Ulcerative Colitis Who Have Had an Inadequate Response or Are Intolerant to TNF Blockers'

XELJANZ XELJANZ XR

- 5 mg tofacitinib: White, round, immediate-release film-coated % 11 mg tofacitinib: Pink, oval, extended-release film-coated tablets
- 10 mg tofacitinib: Blue, round, immediate-release film-coated w 22 mg tofacitinib: Beige, oval, extended-release film-coated
INDUCTION INDUCTION

10 mg twice daily for 8 weeks; evaluate patients and transition 22 mg once daily for 8 weeks; evaluate patients and transition
to maintenance therapy depending on therapeutic response. to maintenance therapy depending on therapeutic response.
If needed, continue 10 mg twice daily for a maximum of 16 weeks. If needed, continue 22 mg once daily for a maximum of 16 weeks.
Discontinue 10 mg twice daily after 16 weeks if Discontinue 22 mg once daily after 16 weeks if
adequate therapeutic response is not achieved. adequate therapeutic response is not achieved.

MAINTENANCE MAINTENANCE
5 mg twice daily. 11 mg once dalily.
For patients with loss of response during maintenance treatment, a For patients with loss of response during maintenance treatment, a
dosage of dosage of
10 mg twice daily may be considered and limited to the shortest 22 mg once daily may be considered and limited to the shortest duration,
duration, with careful consideration of the benefits and risks for the individual
with careful consideration of the benefits and risks for the individual patient.

T—— i it —
Patients treated with XELJANZ 5 mg twice daily may be switched to XELJANZ XR 11 mg once daily the day following the last dose of XELJANZ 5 mg.

Patients treated with XELJANZ 10 mg twice daily may be switched to XELJANZ XR 22 mg once daily the day following the last dose of XELJANZ 10 mg.

Changes between XELJANZ and XELJANZ XR should be made under the supervision of the healthcare provider.

Pills shown are not actual size.
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ/XELJANZ XR Dosage Adjustments for Patients With Moderately to Severely Active Ulcerative Colitis Who
Have Had an Inadequate Response or Are Intolerant to TNF Blockers'

XELJANZ XELJANZ XR

Patients receiving:

« Strong CYP3A4 inhibitors (e.g., ketoconazole),
. Or

A moderate CYP3A4 inhibitor(s) with a strong

CYP2C19 inhibitor(s) (e.g., fluconazole)

If taking 10 mg twice daily, reduce to 5 mg twice daily.

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

If taking 22 mg once daily, reduce to 11 mg once

daily.
If taking 11 mg once daily?l reduce to XELJANZ 5

mg once daily.

Patients with:
« Moderate or severe renal impairment
« Moderate hepatic impairment

If taking 10 mg twice daily, reduce to 5 mg twice daily.

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

If taking 22 mg once daily, reduce to 11 mg once

daily.
If taking 11 mg once daily}/reduce to XELJANZ 5
mg once daily.

For patients undergoing hemodialysis, dose should be administered 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

Patients with severe hepatic impairment

Use is not recommended.

Patients with lymphocyte count <500 cells/
mm?, confirmed by repeat testing

Discontinue dosing.

Patients with ANC 500 cells/mm?3 to
1000 cells/mm?3

If taking 10 mg twice daily, reduce to 5 mg twice daily.

When ANC is >1000 cells/mm?, increase to 10 mg
twice daily based on clinical response.

If taking 5 mg twice daily, interrupt dosing.
When ANC is >1000 cells/mm?, resume 5 mg twice

If taking 22 mg once daily, reduce to 11 mg once daily.

When ANC is >1000 cells/mm?3, increase to 22 mg
once daily based on clinical response.

If taking 11 mg once daily, interrupt dosing.
When ANC is >1000 cells/mm?3, resume 11 mg once

Patients with ANC <500 cells/mm?3

Discontinue dosing.

Patients with hemoglobin <8 g/dL,
or a decrease of >2 g/dL

Interrupt dosing until hemoglobin values have normalized.
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SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ/XELJANZ XR Dosage and Administration Considerations’

IMPORTANT SAFETY INFORMATION
SERIOUS INFECTIONS

| M PO RTAN T AD M | N | STRAT I O N Patients treated with XELJANZ* are at

increased risk for developing serious
infections that may lead to hospitalization

- XELJANZ XR is not interchangeable or substitutable with XELJANZ Oral Solution or dea_th- Most patients w.ho developfed
- Changes between XELJANZ and XELJANZ XR should be made by the healthcare provider these infections wera taking concomitant
. L . . : : : , immunosuppressants, such as methotrexate
» Dose interruption is recommended for management of lymphopenia, neutropenia, anemia, and if a patient develops a serious or corticosteroids.
. infection

If a serious infection develops, interrupt
. Take XELJANZ/XELJANZ XR with or without food XEL)JANZ until the infection is controlled.

Reported infections include:

* Active tuberculosis, which may present
with pulmonary or extrapulmonary disease.
AVOID INITIATION IN PATIENTS WITH: Patients should be tested for latent
tuberculosis before XELJANZ use and during
therapy. Treatment for latent infection

« ALC <500 cells/mm? - Hemoglobin levels <9 g/dL should be initiated prior to XELJANZ use.
« ANC <1000 cells/mm?3 - Severe hepatic impairment - Invasive fungal infections, including
 Active, serious infection « Concurrent live vaccine use cryptococcosis and pneumocystosis.

Patients with invasive fungal infections
may present with disseminated, rather than
localized, disease.

* Risk of thrombosis

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

The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 10 mo
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XELJANZ XR .2
UC EFFICACY QUESTION 1 — Correct Answer e s

True or False? For patients with moderate to severe ulcerative colitis who have had an

IMPORTANT SAFETY INFORMATION

inadequate response or intolerance to 1 or more TNF blockers, XELJANZ recommended Patients treuted with XELJANZ* are at
dOSlng InCIUdeS a Once-da”y Opt|0[’]1 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 until the infection is controlled.

Reported infections include:
* Active tuberculosis, which may present

with pulmonary or extrapulmonary disease.
I R | l E Correct answer FA L S E Patients should be tested for latent
tuberculosis before XELJANZ use and during

therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- Invasive fungal infections, including
XELJANZ is not an injection or infusion. XELJANZ is available as twice-daily 5-mg and 10- cryptococcosis and pneumocystosis.

mg tablets and once-daily 11-mg and 22-mg extended-release (XR) tablets. See Patients with Invaslve fungal Infectlons

recommended dosing, including dosing adjustments, by clicking “Additional Information.” I";:a‘l’“':f:"’;z:";::_dissemi“ate""a“‘e'tha“

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

The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in

ADDITIONAL INFORMATION \ natientc whn were treated with XFI IAN7 10 mo
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UC EFFICACY QUESTION 1 — Additional Information

Recommended Adult Daily Dosage of XELJANZ/XELJANZ XR for Patients With Moderately to Severely Active
Ulcerative Colitis Who Have Had an Inadequate Response or Are Intolerant to TNF Blockers'

XELJANZ XELJANZ XR

. 5 mg tofacitinib: White, round, immediate-release film-coated % 11 mg tofacitinib: Pink, oval, extended-release film-coated tablets
- 10 mg tofacitinib: Blue, round, immediate-release film-coated ‘ E ” 22 mg tofacitinib: Beige, oval, extended-release film-coated

INDUCTION INDUCTION
10 mg twice daily for 8 weeks; evaluate patients and transition 22 mg once daily for 8 weeks; evaluate patients and transition
to maintenance therapy depending on therapeutic response. to maintenance therapy depending on therapeutic response.
If needed, continue 10 mg twice daily for a maximum of 16 weeks. If needed, continue 22 mg once daily for a maximum of 16 weeks.
Discontinue 10 mg twice daily after 16 weeks if Discontinue 22 mg once daily after 16 weeks if
adequate therapeutic response is not achieved. adequate therapeutic response is not achieved.

MAINTENANCE MAINTENANCE
5 mg twice daily. 11 mg once daily.
For patients with loss of response during maintenance treatment, a For patients with loss of response during maintenance treatment, a
dosage of dosage of
10 mg twice daily may be considered and limited to the shortest 22 mg once daily may be considered and limited to the shortest duration,
duration, with careful consideration of the benefits and risks for the individual
with careful consideration of the benefits and risks for the individual patient.

T—— i it —
Patients treated with XELJANZ 5 mg twice daily may be switched to XELJANZ XR 11 mg once daily the day following the last dose of XELJANZ 5 mg.

Patients treated with XELJANZ 10 mg twice daily may be switched to XELJANZ XR 22 mg once daily the day following the last dose of XELJANZ 10 mg.

Changes between XELJANZ and XELJANZ XR should be made under the supervision of the healthcare provider.

Pills shown are not actual size.
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT

& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION

REFERENCES & MEDICATION GUIDE



XELJANZ/XELJANZ XR Dosage Adjustments for Patients With Moderately to Severely Active Ulcerative Colitis
Who Have Had an Inadequate Response or Are Intolerant to TNF Blockers'

Patients receiving:
- Strong CYP3A4 inhibitors (e.g., ketoconazole),
. Or

A moderate CYP3A4 inhibitor(s) with a strong
CYP2C19 inhibitor(s) (e.g., fluconazole)

If taking 10 mg twice daily, reduce to 5 mg twice daily.

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

XELJANZ XELJANZ XR

If taking 22 mg once daily, reduce to 11 mg once

daily.
If taking 11 mg once dainB,I reduce to XELJANZ 5

mg once daily.

Patients with:
« Moderate or severe renal impairment
« Moderate hepatic impairment

If taking 10 mg twice daily, reduce to 5 mg twice daily.

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

If taking 22 mg once daily, reduce to 11 mg once

daily.
If taking 11 mg once dailyyreduce to XELJANZ 5

mg once daily.

For patients undergoing hemodialysis, dose should be administered 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

Patients with severe hepatic impairment

Use is not recommended.

Patients with lymphocyte count <500 cells/
mm?3, confirmed by repeat testing

Discontinue dosing.

Patients with ANC 500 cells/mm?3 to
1000 cells/mm?3

If taking 10 mg twice daily, reduce to 5 mg twice daily. |If taking 22 mg once daily, reduce to 11 mg once daily.

When ANC is >1000 cells/mm?, increase to 10 mg
twice daily based on clinical response.

If taking 5 mg twice daily, interrupt dosing.
When ANC is >1000 cells/mm?3, resume 5 mg twice

When ANC is >1000 cells/mm?3, increase to 22 mg
once daily based on clinical response.

If taking 11 mg once daily, interrupt dosing.
When ANC is >1000 cells/mm?3, resume 11 mg once

Patients with ANC <500 cells/mm?3

Discontinue dosing.

Patients with hemoglobin <8 g/dL,
or a decrease of >2 g/dL

Interrupt dosing until hemoglobin values have normalized.
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION

REFERENCES & MEDICATION GUIDE
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XELJANZ/XELJANZ XR Dosage and Administration Considerations’

IMPORTANT SAFETY INFORMATION
SERIOUS INFECTIONS

| M P O RTAN T AD M I N I ST RAT I O N Patients treated with XELJANZ* are at

increased risk for developing serious
infections that may lead to hospitalization

. XELJANZ XR is not interchangeable or substitutable with XELJANZ Oral Solution o "ea,thf- Mt'fst Pa“e"tt-" ‘I"_"° de"e'°PFt°' t
. ese Inrections were taking concomitan
« Changes between XELJANZ and XELJANZ XR should be made by the healthcare provider immunosuppressants, such as methotrexate
» Dose interruption is recommended for management of lymphopenia, neutropenia, anemia, and if a patient develops a serious or corticosteroids.
. infection If a serious infection develops, interrupt
. Take XELJANZ/XELJANZ XR with or without food XELJANZ until the infection is controlled.

Reported infections include:

* Active tuberculosis, which may present
with pulmonary or extrapulmonary disease.
. Patients should be tested for latent
AVO I D I N ITIATI O N I N PATI E N TS VV I TH - tuberculosis before XELJANZ use and during
therapy. Treatment for latent infection

« ALC <500 cells/mm? - Hemoglobin levels <9 g/dL should be initiated prior to XELJANZ use.
« ANC <1000 cells/mm? « Severe hepatic impairment - Invasive fungal infections, including
- Active, serious infection - Concurrent live vaccine use cryptococcosis and pneumocystosis.

Patients with invasive fungal infections
may present with disseminated, rather than
localized, disease.

* Risk of thrombosis

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

The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION
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XELJANZ UC Efficacy Data

TEST YOUR

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in
which

WHIBR BT e TOOWING Were Key higibinty criteriator I TAVE I UEHSRef g 87" ana"dlc-
Hé@éf%ll that apply

Total Mayo score =6 I:I Mayo rectal bleeding subscore
>1

Mayo endoscopic subscore History of failure or intolerance

>2 to TNF blockers, oral or IV

Mayo rectal bleeding subscore of corticosteroids, and/or azathioprine
0 or 6-mercaptopurine
Clinical finding suggestive of |:|

Crohn’s disease Mayo stool frequency subscore of

0
I\ corticosteroids with

concomitant immunosuppressant
use

HpEIEn

Help\

Go to Safety

4 Efficacy Questions Remaining
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION
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XELJANZ UC Efficacy Data

TEST YOUR

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in
which

WHIBR BT e TOOWING Were Key higibinty criteriater I TAVE I UEHSRef g 87 "ana e
Hé@éf%ll that apply

Total Mayo score =6 Mayo rectal bleeding subscore

>1
History of failure or intolerance
to TNF blockers, oral or IV
corticosteroids, and/or azathioprine
or 6-mercaptopurine

>2
Mayo rectal bleeding subscore of

0
Clinical finding suggestive of

Crohn’s disease Mayo stool frequency subscore of

Mayo endoscopic subscore
.

IV corticosteroids with
concomitant immunosuppressant
use

RESET

Help\

Go to Safety

4 Efficacy Questions Remaining
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION
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XELJANZ UC Efficacy Data

TEST YOUR

4 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in which
1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

Which of the following were key eligibility criteria for OCTAVE Induction 1 and 2 (UC-I and UC-II)?7-

Total Mayo score 26 Correct answer Mayo rectal bleeding subscore Correct answer
>1

Mayo endoscopic subscore Correct answer History of failure or intolerance correct answer

>2 to TNF blockers, oral or IV

Mayo rectal bleeding subscore of corticosteroids, and/or azathioprine

0 or 6-mercaptopurine

Clinical finding suggestive of

Crohn’s disease Mayo stool frequency subscore of

0
I\ corticosteroids with

concomitant immunosuppressant
use

ADDITIONAL INFORMATION »
Go to Safety

Help\
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION
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XELJANZ UC Efficacy Data

TEST YOUR

4 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in which
1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

Which of the following were key eligibility criteria for OCTAVE Induction 1 and 2 (UC-I and UC-II)?7-

Select all that apply

Total Mayo score =26

Clinical finding suggestive of
Crohn’s disease

0
I\ corticosteroids with

concomitant immunosuppressant
use

L N L]

RESET

Help\

Go to Safety

Mayo rectal bleeding subscore

>1
Mayo endoscopic subscore History of failure or intolerance
>2 to TNF blockers, oral or IV
Mayo rectal bleeding subscore of corticosteroids, and/or azathioprine
0 or 6-mercaptopurine

Mayo stool frequency subscore of

VIEW ANSWER )
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION
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XELJANZ UC Efficacy Data

TEST YOUR

4 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in which
1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

Which of the following were key eligibility criteria for OCTAVE Induction 1 and 2 (UC-I and UC-II)?7-

AN

Total Mayo score =6 Correct answer
Mayo endoscopic subscore Correct answer
>2

Mayo rectal bleeding subscore of

0
Clinical finding suggestive of

Crohn’s disease

IV corticosteroids with
concomitant immunosuppressant
use

Help\

Go to Safety

Mayo rectal bleeding subscore Correct answer
>1

History of failure or intolerance Correct answer
to TNF blockers, oral or IV

corticosteroids, and/or azathioprine

or 6-mercaptopurine

« Mayo stool frequency subscore of
0

ADDITIONAL INFORMATION )»
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION
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OCTAVE Induction (UC-I and UC-II) Clinical Trial Design'- o

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at
increased risk for developing serious

Key eligibility criteria et ) Primary endpoint fectons ot may et b ot
-1 and UC- :
Adults with moderately to severely active UC for 24 months: Remission at week 8 these infections were taking concomitant

Total Mavo score =6 Definition: Total Mavo score <2 immunosuppressants, such as methotrexate
Y - XELJANZ 10 mg BID ' Y =

or corticosteroids.
Mayo endoscopic subscore >2 No individual Mayo subscore >1 If a serious infection develops, interrupt
Mayo rectal bleeding subscore 21

Mayo rectal bleeding subscore O XELJANZ until the infection is controlled.
Reported infections include:

* Active tuberculosis, which may present
(N =234) with pulmonary or extrapulmonary disease.
Patients should be tested for latent

Azathioprine or 6-mercaptopurine 8 weeks Secondarv endpoints'? tuberculosis before XELJANZ use and during
TNF blocker y P therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.
- Invasive fungal infections, including

(N=905)

Placebo

Assessment
at week 82

History of failure or intolerance to 21 of the following:
Oral or IV corticosteroids

Randomization

Clinical response at week 8

Permitted concomitant medications included stable

doses of: Definition: Total Mayo score decrease cryptococcosis and pneumocystosis.
Oral 5-ASA or sulfasalazine >3 points and >30% from BL Patients witth iflt\'l'a:!ve fu!1gatl i:fec::'ons,th
| i i i - Mayo rectal bleeding subscore decrease may present With disseminated, rather than
Oral corticosteroid (prednisone daily dose <25 mg equivalent) localized, disease.

> ' <
21 point from BL or absolute score <1 - Bacterial, viral, including herpes zoster,

Prohibited concomitant medications: Improvement of endoscopic and other infections due to opportunistic
athogens.
M UNoSUppressants Sppearance of the mucosa at week 8: Thpe mosgt common serious infections
(immunomodulators or biological therapies) Definition: Mayo endoscopic subscore <1 reported with XELJANZ included preurnonia,

cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of

XELJANZ in patients with an active, serious
aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).2 XELJANZ 15 mg twice daily is not an approved dose.’ infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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UC EFFICACY QUESTION 2 — Correct Answer N Lol

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* are at
increased risk for developing serious
infections that may lead to hospitalization

. . T . . . or death. Most patients who developed
Which of the following were key eligibility criteria for OCTAVE Induction 1 and 2 (UC-I and UC-II)?'3 these infections were taking concomitant
immunosuppressants, such as methotrexate
or corticosteroids.

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in which
1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

If a serious infection develops, interrupt
XELJANZ until the infection is controlled.

Total Mayo score 26 Correct answer Mayo rectal bleeding subscore Correct answer Reported infections include:
21 * Active tuberculosis, which may present
. ) . with pulmonary or extrapulmonary disease.
Mayo endoscopic subscore Correct answer History of failure or intolerance correct answer Patients should be tested for latent
tuberculosis before XELJANZ use and during
> to TNF bIOCkerS, oral or |V therapy. Treatment for latent infection
. . . . . should be initiated prior to XELJANZ use.
Mayo reCtaI bleedlng SUbSCOre Of CortICOSterOIdS’ ar_]dlor azath|0pr|ne » Invasive fungal infections, including
0 or 6-mercaptopurine Patients with imvasive fungal mfectins
Clinical finding suggestive of may present ith disseminated, rather than
y . ocalized, disease.
CrOhn S d|Sease Mayo StOOI frequency SUbSCC)re Of - Bacterial, viral, including herpes zoster,

O and other infections due to opportunistic
pathogens.

IV COrtiCOSterOidS Wlth The most common serious infections
ConCOmlta nt immu NOoSuU ppressa nt reported with XELJANZ included pneumonia,

cellulitis, herpes zoster, urinary tract infection,
use diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,

and disseminated cutaneous) were seen in
ADDITIONAL INFORMATION > natients wihn were freater with XFLIANZ T me
STUDY DESIGNS, DEFINITIONS ~ INDICATIONS & IMPORTANT
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OCTAVE Induction (UC-I and UC-II) Clinical Trial Design'

Key eligibility criteria'?

Adults with moderately to severely active UC for 24 months:
Total Mayo score 26
Mayo endoscopic subscore >2
Mayo rectal bleeding subscore >1

History of failure or intolerance to 21 of the following:
Oral or IV corticosteroids
Azathioprine or 6-mercaptopurine
TNF blocker

Permitted concomitant medications included stable

doses of:

Oral 5-ASA or sulfasalazine
Oral corticosteroid (prednisone daily dose <25 mg equivalent)

Prohibited concomitant medications:
Immunosuppressants
(immunomodulators or biological therapies)

OCTAVE Induction1and 2
(UC-1 and UC-II)

Primary endpoint’

Remission at week 8
Definition: Total Mayo score <2

é AELIANZTOimgBID =R No individual Mayo subscore >1
N L2 £ < Mayo rectal bleeding subscore O
S 2 g

= Placebo aQ =

2 (N=234) <

8 weeks — Secondary endpoints'?

Clinical response at week 8
Definition: Total Mayo score decrease
>3 points and >30% from BL
Mayo rectal bleeding subscore decrease
>1 point from BL or absolute score <1

Improvement of endoscopic
appearance of the mucosa at week 8:
Definition: Mayo endoscopic subscore <1

@The total number of patients does not include those who received XELJANZ 15 mg BID (n=22).> XELJANZ 15 mg twice daily is not an approved dose.’

CLOSE )

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ UC Efficacy Data
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3 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in

which 1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo
(4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-Il) clinical trials, what percentage of the total patient populations® and
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in

which 1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo
(4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-Il) clinical trials, what percentage of the total patient populations® and
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XI':bL.FRWE IS approved for use in patients with inadequate response or intolerance to TNF
aTotal population includes patients without prior TNF blocker failure.! PLimitations: While these subgroup analyses were predefined, the

b5l g are post hoc analyses.? °Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to TNF
blocker therapy.'
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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3 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in

which
(4:1 ratio).

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo

In the OCTAVE Induction 1 and 2 (UC-l and UC-Il) clinical trials, what percentage of the total patient populations® and
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in

which 1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo
(4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-Il) clinical trials, what percentage of the total patient populations® and
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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3 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in
which 1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo
(4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-Il) clinical trials, what percentage of the total patient populations® and
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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OCTAVE Induction (UC-I and UC-II) Clinical Trial Design'

: OCTAVE Induction1and 2
(UC-1 and UC-II)

Primary endpoint’

Remission at week 8
Definition: Total Mayo score <2

Key eligibility criteria™?

Adults with moderately to severely active UC for 24 months:
Total Mayo score 26

Mayo endoscopic subscore >2 § AR U G L =R No individual Mayo subscore >1
Mayo rectal bleeding subscore 21 N (N=505) £ = Mavyo rectal bleeding subscore O
g 5 <
History of failure or intolerance to >1 of the following: E Placebo ﬁ o
Oral or IV corticosteroids o (N=234)
Azathioprine or 6-mercaptopurine
TNF blocker 8 weeks

Clinical response at week 8
Definition: Total Mayo score decrease
>3 points and >30% from BL
Mayo rectal bleeding subscore decrease
>1 point from BL or absolute score <1

Permitted concomitant medications included stable
doses of:
Oral 5-ASA or sulfasalazine
Oral corticosteroid (prednisone daily dose <25 mg equivalent)

Prohibited concomitant medications:
Immunosuppressants
(immunomodulators or biological therapies)

Improvement of endoscopic
appearance of the mucosa at week 8:
Definition: Mayo endoscopic subscore <1

NEXT QUESTION )

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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UC EFFICACY QUESTION 3 — Correct Answer

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at
increased risk for developing serious

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in

which 1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo infections that may lead to hospitalization
(4: 1 ratio)_ or death. Most patients who developed

. o . . . these infections were taking concomitant
In the OCTAVE Induction 1 and 2 (UC-l and UC-Ill) clinical trials, what percentage of the total patient populations® and immunosuppressants, such as methotrexate

or corticosteroids.

If a serious infection develops, interrupt

: : . : : XELJANZ until the infection is controlled.
Total Patient Population® (Primary Endpoint) Percentage of Patients in Remission at Week 8 With Prior

TNF Blocker Failure (Pooled Data of Subgroup Population)zb< Reported infections include:
_ _ ) * Active tuberculosis, which may present
OCTAVE Induction 1 OCTAVE Induction 2 OCTAVE Induction 1 and 2 with pulmonary or extrapulmonary disease.
Patients should be tested for latent
100 ~ 100 - 100 - tuberculosis before XELJANZ use and during
- - - therapy. Treatment for latent infection
80 - 80 - 80 4 should be initiated prior to XELJANZ use.
<°\ 3 \’3 - Invasive fungal infections, including
e ] < ] < i cryptococcosis and pneumocystosis.
» 60 - ® 60 - » 60 - Patients with invasive fungal infections
GCJ i GCJ _ Correct GCJ i Correct may present with disseminated, rather than
< 40 A = 40 - answer = 40 - answer localized, disease.
o Correct o 1 70/ W\ ol 1 1 (')/ - Bacterial, viral, including herpes zoster,
] answer ] 0 ] 0 and other infections due to opportunistic
20 - 0 1 8% 20 - N 20 A pathogens.
- 8 A) - 40/0 4 1 o/ The most common serious infections
04 ] * 0 | — 04 0 reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
PLACEBOXELJANZ PLACEBOXELJANZ PLACEBOXELJANZ diverticulitis, and appendicitis. Avoid use of
(n/N=10/122)0 mg BID (n/N=4/112)10 mg BID (n/N=1/124)10 mg BID XELJANZ in patients with an active, serious
(n/N=88/476) (n/N=71/429) (n/N=53/465) infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

AD D I T I O NAL I N FO RMAT I O N > STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT

& ABBREVIATIONS SAFETY INFORMATION

* Remission (primary endpoint at week 8 [UC-I and UC-II], and primary endpoint at week 52 [UC-III]) was defined as Mayo score <2 with no individual subscore >1 and
rectal bleeding subscore = 0’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF
*P<0.01, **P<0.001 vs placebo.

jgﬁﬁ#mgahion includes patients without prior TNF blocker failure.’
[ -"While these subgroup analyses were predefined, the pooled data are post hoc analyses.?

°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to TNF blocker therapy.’
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UC EFFICACY QUESTION 3 — Additional Information

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at
increased risk for developing serious

s g ape i1 OCTAVE Induction 1and 2 infections that may lead to hospitalization
Key eligibility criteria (UC-1 and UC-I) Primary endpoint or death. Most patients who developed

these infections were taking concomitant
immunosuppressants, such as methotrexate

OCTAVE Induction (UC-l and UC-II) Clinical Trial Design'-

Adults with moderately to severely active UC for 24 months: Remission at week 8

Total Mayo score 26 Definition: Total Mayo score <2 ; :
. XELIANZ 10 me BID SO or corticosteroids.
Mayo endoscopic subscore >2 J (N=905) S No individual Mayo subscore >1 If a serious infection develops, interrupt
Mayo rectal bleeding subscore 21 Mayo rectal bleeding subscore O XELJANZ until the infection is controlled.

Reported infections include:

* Active tuberculosis, which may present
(N =234) with pulmonary or extrapulmonary disease.
Patients should be tested for latent

Azathioprine or 6-mercaptopurine : :
. 1,2 tuberculosis before XELJANZ use and during
TNF blocker 8 weeks Secondary endpoints therapy. Treatment for latent infection
o should be initiated prior to XELJANZ use.
. Fllm'cal response at week 8 - Invasive fungal infections, including
Definition: Total Mayo score decrease cryptococcosis and pneumocystosis.
>3 points and >30% from BL Patients with invasive fungal infections

Mayo rectal bleeding subscore decrease may present with disseminated, rather than

, localized, disease.
21 point from BL or absolute score <1 e :
- Bacterial, viral, including herpes zoster,

Placebo

History of failure or intolerance to 21 of the following:
Oral or IV corticosteroids

Randomization
Assessment
at week 82

Permitted concomitant medications included stable
doses of:
Oral 5-ASA or sulfasalazine
Oral corticosteroid (prednisone daily dose <25 mg equivalent)

Prohibited concomitant medications: Improvement of endoscopic and other infections due to opportunistic
athogens.
ImmUNosUppressants appearance of the mucosa at weelc : Thpe moi common serious infections
(immunomodulators or biological therapies) Definition: Mayo endoscopic subscore <1 reported with XELJANZ included pneurmonia,

cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).2 XELJANZ 15 mg twice daily is not an approved dose.’
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2 Efficacy Questions Remaining
The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in
which

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-ll) clinical trials, what percentage of the total patient populations?® and the
Drag the slider to select your answer
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* Clinical response was defined as a decrease from baseline in the total Mayo score of 23 points and =230%, with an accompanying decrease in the subscore for rectal bleeding of =1
point or an absolute subscore for rectal bleeding of 0 or 1’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF
aTotal population includes patients without prior TNF blocker failure.’

BiegReeas! While these subgroup analyses were predefined, the pooled data are post hoc analyses.?
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to TNF blocker A
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or corticosteroids.

If a serious infection develops, interrupt
XELJANZ 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ UC Efficacy Data
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The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in
which

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-ll) clinical trials, what percentage of the total patient populations?® and the
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* Clinical response was defined as a decrease from baseline in the total Mayo score of 23 points and =230%, with an accompanying decrease in the subscore for rectal bleeding of =1
point or an absolute subscore for rectal bleeding of 0 or 1’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF
aTotal population includes patients without prior TNF blocker failure.’

BiegReeas! While these subgroup analyses were predefined, the pooled data are post hoc analyses.?
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to TNF blocker
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localized, disease.
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reported with XELJANZ included pneumonia,
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XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ UC Efficacy Data
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2 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in
which

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).
In the OCTAVE Induction 1 and 2 (UC-l and UC-ll) clinical trials, what percentage of the total patient populations?® and the
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* Clinical response was defined as a decrease from baseline in the total Mayo score of 23 points and =230%, with an accompanying decrease in the subscore for rectal bleeding of 21
point or an absolute subscore for rectal bleeding of 0 or 1’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF

aTotal population includes patients without prior TNF blocker failure.’

BiegReeas! While these subgroup analyses were predefined, the pooled data are post hoc analyses.?
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to TNF blocker
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- Bacterial, viral, including herpes zoster,
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daily was associated with greater risk of
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and disseminated cutaneous) were seen in
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XELJANZ UC Efficacy Data

TEST YOUR

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in
which

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-ll) clinical trials, what percentage of the total patient populations?® and the
Drag the slider to select your answer

Percentage of Patients With Clinical Response at Week 8 With Prior
TNF Blocker Failure (Pooled Data of Subgroup Population)?®<

OCTAVE Induction 1 and 2

Total Patient Population? (Key Secondary Endpoint)

OCTAVE Induction 1 OCTAVE Induction 2

100 - 100 - 100 -
80 80 80
S X - X -
@ 60 - 0 © 60 - 0] £ 60 - 0)
I 50% 5 - 45% 5 - o 43%
§ 407 337 § 401 29% & %97 23%
20 — - .
O_
PLACEBOXELJANZ PLACEBO XELJANZ PLACEBO XELJANZ
(n/N=40/122)10 mg BID (n/N=32/112)10 mg BID (n/N=29/124)10 mg BID
(N=476) (N=429) (N=465)

* Clinical response was defined as a decrease from baseline in the total Mayo score of 23 points and =230%, with an accompanying decrease in the subscore for rectal bleeding of 21
point or an absolute subscore for rectal bleeding of 0 or 1’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF
aTotal population includes patients without prior TNF blocker failure.’

BiegReeas! While these subgroup analyses were predefined, the pooled data are post hoc analyses.?
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to TNF blocker
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may present with disseminated, rather than
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- Bacterial, viral, including herpes zoster,
and other infections due to opportunistic
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reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
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2 Efficacy Questions Remaining

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-l and UC-II), in

which

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).
In the OCTAVE Induction 1 and 2 (UC-l and UC-ll) clinical trials, what percentage of the total patient populations?® and the
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* Clinical response was defined as a decrease from baseline in the total Mayo score of 23 points and =230%, with an accompanying decrease in the subscore for rectal bleeding of 21

point or an absolute subscore for rectal bleeding of 0 or 1’
XELJANZ is approved for use in patients with inadequate response or intolerance to TNF

aTotal population includes patients without prior TNF blocker failure.’

BiegReeas! While these subgroup analyses were predefined, the pooled data are post hoc analyses.?
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therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.
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reported with XELJANZ included pneumonia,
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XELJANZ in patients with an active, serious
infection, including localized infections.
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daily was associated with greater risk of
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and disseminated cutaneous) were seen in
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aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).2 XELJANZ 15 mg twice daily is not an approved dose.’
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OCTAVE Induction (UC-I and UC-II) Clinical Trial Design'

: OCTAVE Induction1and 2
(UC-1 and UC-II)

Primary endpoint’

Remission at week 8
Definition: Total Mayo score <2

Key eligibility criteria™?

Adults with moderately to severely active UC for 24 months:
Total Mayo score 26

Mayo endoscopic subscore >2 § AR U G L =R No individual Mayo subscore >1
Mayo rectal bleeding subscore 21 N (N=505) £ = Mavyo rectal bleeding subscore O
g 5 <
History of failure or intolerance to >1 of the following: E Placebo ﬁ o
Oral or IV corticosteroids o (N=234)
Azathioprine or 6-mercaptopurine
TNF blocker 8 weeks

Clinical response at week 8
Definition: Total Mayo score decrease
>3 points and >30% from BL
Mayo rectal bleeding subscore decrease
>1 point from BL or absolute score <1

Permitted concomitant medications included stable
doses of:
Oral 5-ASA or sulfasalazine
Oral corticosteroid (prednisone daily dose <25 mg equivalent)

Prohibited concomitant medications:
Immunosuppressants
(immunomodulators or biological therapies)

Improvement of endoscopic
appearance of the mucosa at week 8:
Definition: Mayo endoscopic subscore <1
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Patients should be tested for latent
tuberculosis before XELJANZ use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.
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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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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Patients treated with XELJANZ* are at
increased risk for developing serious
infections that may lead to hospitalization

The OCTAVE clinical program included 2 identical 8-week induction studies, OCTAVE Induction 1 and 2 (UC-I and UC-II), in
which

1139 patients with moderately to severely active UC were randomized to XELJANZ 10 mg twice daily or placebo (4:1 ratio).

In the OCTAVE Induction 1 and 2 (UC-l and UC-ll) clinical trials, what percentage of the total patient populations?® and the or death. Most patients who developed
_ these infections were taking concomitant
Drag the slider to select your answer immunosuppressants, such as methotrexate
or corticosteroids.
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(N=476) (N=429) (N=465) XELJANZ in patients with an active, serious

infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
* Clinical response was defined as a decrease from baseline in the total Mayo score of 23 points and =230%, with an accompanying decrease in the subscore for rectal bleeding of = daily was associated with greater risk of

point or an absolute subscore for rectal bleeding of 0 or 1’ serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ is approved for use in patients with inadequate response or intolerance to TNF
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BiegReeas! While these subgroup analyses were predefined, the pooled data are post hoc analyses.?
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aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).2 XELJANZ 15 mg twice daily is not an approved dose.’

UC EFFICACY QUESTION 4 — Additional Information
OCTAVE Induction (UC-I and UC-II) Clinical Trial Design'-

: OCTAVE Induction1and 2
(UC-1 and UC-II)

Primary endpoint’

Remission at week 8
Definition: Total Mayo score <2

Key eligibility criteria™?

Adults with moderately to severely active UC for 24 months:
Total Mayo score 26

Mayo endoscopic subscore >2 § AR U G L =R No individual Mayo subscore >1
Mayo rectal bleeding subscore 21 N (N=505) £ = Mavyo rectal bleeding subscore O
g 5 <
History of failure or intolerance to >1 of the following: E Placebo ﬁ o
Oral or IV corticosteroids o (N=234)
Azathioprine or 6-mercaptopurine
TNF blocker 8 weeks

Clinical response at week 8
Definition: Total Mayo score decrease
>3 points and >30% from BL
Mayo rectal bleeding subscore decrease
>1 point from BL or absolute score <1

Permitted concomitant medications included stable
doses of:
Oral 5-ASA or sulfasalazine
Oral corticosteroid (prednisone daily dose <25 mg equivalent)

Prohibited concomitant medications:
Immunosuppressants
(immunomodulators or biological therapies)

Improvement of endoscopic
appearance of the mucosa at week 8:
Definition: Mayo endoscopic subscore <1
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should be initiated prior to XELJANZ use.
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may present with disseminated, rather than
localized, disease.

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

The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
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and disseminated cutaneous) were seen in
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XELJANZ UC Efficacy Data
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1 Efficacy Question Remaining

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-Ill), of 593 patients who
completed the induction trials (UC-I or UC-II) and achieved clinical response. These patients were re-randomized to XELJANZ
5 mg twice dally,

XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio).
In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior TNF
Drag the slider to select your answer

Percentage of Patients in Remission at Week 52 With Prior

: o TP
Total Patient Population? (Primary Endpoint) TNF Blocker Failure (Subgroup Population)!2

OCTAVE Sustain (UC-llI) OCTAVE Sustain (UC-lII)
100 - 100 -
80 A 80 -
g 60 — 0O 0 g 60: 0 (0
2 1% M% 2 ™ 1% 1%
) ()
= 40 - = 40 -
al - 2l i
204 11% O O 204 1% O O
I 4 N o] I w4 N
PLACEBO XELJANZ XELJANZ PLACEBO XELJANZ XELJANZ
(n/IN=22/198) 5 mg BID 10 mg BID (n/N=10/89) 5 mg BID 10 mg BID
(N=198) (N=197) (N=83) (N=93)

* Remission (primary endpoint at week 8 [UC-I and UC-II], and primary endpoint at week 52 [UC-Ill]) was defined as Mayo score <2 with no individual subscore >1 and rectal
bleeding subscore = Q'

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.'

aTotal population includes patients without prior TNF blocker failure.’

°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF

blocker therapy.’
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SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-Ill), of 593 patients who

1 Efficacy Question Remaining

completed the induction trials (UC-I or UC-II) and achieved clinical response. These patients were re-randomized to XELJANZ

5 mg twice dally,
XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior TNF

Drag the slider to select your answer
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PLACEBO XELJANZ XELJANZ
(n/N=10/89) 5 mg BID 10 mg BID
(N=83) (N=93)
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* Remission (primary endpoint at week 8 [UC-I and UC-II], and primary endpoint at week 52 [UC-Ill]) was defined as Mayo score <2 with no individual subscore >1 and rectal

bleeding subscore = Q'

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.'

aTotal population includes patients without prior TNF blocker failure.’
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF
blocker therapy.’
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Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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1 Efficacy Question Remaining

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-IlI), of 593 patients who completed the induction
trials (UC-1 or UC-Il) and achieved clinical response. These patients were re-randomized to XELJANZ 5 mg twice daily, XELJANZ 10 mg twice
daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-lll), what percentage of the total patient population® and the subgroup of patients with prior TNF blocker
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aTotal population includes patients without prior TNF blocker failure.’
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Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ UC Efficacy Data
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1 Efficacy Question Remaining

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-Ill), of 593 patients who
completed the induction trials (UC-I or UC-II) and achieved clinical response. These patients were re-randomized to XELJANZ
S5 mg twice dally,

XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior TNF
Drag the slider to select your answer
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: o TP
Total Patient Population? (Primary Endpoint) TNF Blocker Failure (Subgroup Population)!2

OCTAVE Sustain (UC-III) OCTAVE Sustain (UC-III)

100 - 100 -

80 - __80-
g 60— 0 . 60— 30%
: 30% 35% g o 17%
2 40- P S 40-
B 204 11% ® 204 11% O ®

. e N RSV Dt

PLACEBO XELJANZ XELJANZ PLACEBO XELJANZ XELJANZ
(n/IN=22/198) 5 mg BID 10 mg BID (n/N=10/89) 5 mg BID 10 mg BID
(N=198) (N=197) (N=83) (N=93)

* Remission (primary endpoint at week 8 [UC-I and UC-II], and primary endpoint at week 52 [UC-Ill]) was defined as Mayo score <2 with no individual subscore >1 and rectal

bleeding subscore = 0’ _ _ o _
XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.'

aTotal population includes patients without prior TNF blocker failure.’
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Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION

REFERENCES & MEDICATION GUIDE



XELJANZ UC Efficacy Data
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1 Efficacy Question Remaining

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-IlI), of 593 patients who completed the induction
trials (UC-1 or UC-Il) and achieved clinical response. These patients were re-randomized to XELJANZ 5 mg twice daily, XELJANZ 10 mg twice

daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-lll), what percentage of the total patient population® and the subgroup of patients with prior TNF blocker
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* Remission (primary endpoint at week 8 [UC-I and UC-II], and primary endpoint at week 52 [UC-Ill]) was defined as Mayo score <2 with no individual subscore >1 and rectal

bleeding subscore = Q'

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.'

***P<0.0001
aTotal population includes patients without prior TNF blocker failure.’

PPrior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF
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SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at

] increased risk for developing serious
OCTAVE Sustain infections that may lead to hospitalization

OCTAVE Induction 1and 2 (UC-1l) or death. Most patients who developed
these infections were taking concomitant

(UC-1and UC-1I) XELJANZ 5 mg BID Primary endpoint’ immunosuppressants, such as methotrexate
or corticosteroids.

OCTAVE Sustain (UC-III) Clinical Trial Design'-

= o WEEE),

e ek
E = [l Responders: QS J (N—197Tg = E Definition: Total Mayo score <2 ) “ ! .e' .ec ion is controlled.

= Placebo § E S ~ § = No individual Mayo subscore >1 Reported infections include:

= (N=234) g™ s Placebo a2 Mayo rectal bleeding subscore of 0 - Active tuberculosis, which may present

o o (N=198) with pulmonary or extrapulmonary disease.

&9 weeks Key secondary endpoints tuberculosis before XELJANZ use and during
i therapy. Treatment for latent infection
Improvement of endoscopic appearance

should be initiated prior to XELJANZ use.
Key eligibility criteria® of the mucosa at week 52 - Invasive fungal infections, including

. . Definition: Mayo endoscopic subscore <1 . :
Response at week 8 of OCTAVE Induction trials y P cryptococcosis and pneumocystosis.
Patients with invasive fungal infections

Sustained corticosteroid-free remission may present with disseminated, rather than
Tapering of corticosteroids was required at baseline of OCTAVE Sustain Definition: Remission at BL and weeks 24 and 52, and localized, disease.
Stable-dose corticosteroid use was allowed during induction no corticosteroids for 24 weeks prior to weeks 24 and 52 - Bacterial, viral, including herpes zoster,
and other infections due to opportunistic
pathogens.

The most common serious infections
reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).3 XELJANZ 15 mg twice daily is not an approved dose.’ infection, including localized infections.
bKey eligibility criteria regarding use of concomitant medications from OCTAVE Induction studies were retained in OCTAVE Sustain except for corticosteroid use. In the UC population, XELJANZ 10 mg twice

°Total Mayo score decrease 23 points and 230% from baseline, plus Mayo rectal bleeding subscore decrease 21 point from baseline or absolute score <1. daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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UC EFFICACY QUESTION 5 — Correct Answer N CoioclEll

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-IIl), of 593 patients who completed the induction
trials (UC-I or UC-II) and achieved clinical response. These patients were re-randomized to XELJANZ 5 mg twice daily, XELJANZ 10 mg twice
daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-Ill), what percentage of the total patient population® and the subgroup of patients with prior TNF blocker

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* are at
increased risk for developing serious
infections that may lead to hospitalization
or death. Most patients who developed

Total Patient Population® (Primary Endpoint)'2 Percentage of Patient§ in Remission at Week 52 With Prior .these infections were taking concomitant
TNF Blocker Failure (Subgroup Population)'-2® immunosuppressants, such as methotrexate
. . or corticosteroids.
OCTAVE Sustain (UC-lIl) OCTAVE Sustain (UC-lIl) o :
If a serious infection develops, interrupt
100 - 100 - XELJANZ until the infection is controlled.

Reported infections include:

80 - 80 - * Active tuberculosis, which may present
with pulmonary or extrapulmonary disease.

Invasive fungal infections, including
7 cryptococcosis and pneumocystosis.

20 - 1 1 0/0 20 - 1 1 CVO Patients with invasive fungal infections
may present with disseminated, rather than

- - - - localized, disease.
0 - 0-

- Bacterial, viral, including herpes zoster,
and other infections due to opportunistic

Q) il Q) . Patients should be tested for latent

o o . .
— 060 - — 60 - tuberculosis before XELJANZ use and during
12 | £ | therapy. Treatment for latent infection

S S should be initiated prior to XELJANZ use.
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PLACEBO XELJANZ XELJANZ PLACEBO XELJANZ XELJANZ pathogens.
(n/N=22/198) 5 mg BID 10 mg BID (n/N=10/89) 5 mg BID 10 mg BID The most common serious infections
(n/N=68/198) (n/N=80/197) (n/N=20/83) (n/N=34/93) reported with XELJANZ included pneumonia,

cellulitis, herpes zoster, urinary tract infection,
Correct answer Correct answer Correct answer Correct answer diverticulitis, and appendicitis. Avoid use of

O fe+» O /**+ §) 9) XELJANZ in patients with an active, serious
34 0 4 1 0 24 /0 37 /0 infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,

and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7Z7 1N mo
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* Remission (primary endpoint at week 8 [UC-I and UC-II], and primary endpoint at week 52 [UC-Ill]) was defined as Mayo score <2 with no individual subscore >1 and rectal

bleeding subscore = 0’ _ _ o _
XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.'

***P<0.0001

aTotal population includes patients without prior TNF blocker failure.’

bPrior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF
blocker therapy.'
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at

] increased risk for developing serious
OCTAVE Sustain infections that may lead to hospitalization

OCTAVE Induction 1and 2 (UC-1l) or death. Most patients who developed
these infections were taking concomitant

(UC-1and UC-1I) XELJANZ 5 mg BID Primary endpoint’ immunosuppressants, such as methotrexate
or corticosteroids.

OCTAVE Sustain (UC-III) Clinical Trial Design'-

= S (N=198)

E = il Responders: M= J (N_197r)ng = w Definition: Total Mayo score <2 ) l.-ll‘l i .EII‘I. ection is controlled.

= Placebo § = S ~ § = No individual Mayo subscore >1 Reported infections include:

= (N=234) < © s Placebo a2 Mayo rectal bleeding subscore of 0 - Active tuberculosis, which may present

o o (N=198) with pulmonary or extrapulmonary disease.

&9 weeks Key secondary endpoints tuberculosis before XELJANZ use and during
i therapy. Treatment for latent infection
Improvement of endoscopic appearance

should be initiated prior to XELJANZ use.
Key eligibility criteria® of the mucosa at week 52 - Invasive fungal infections, including

. . Definition: Mayo endoscopic subscore <1 . :
Response at week 8 of OCTAVE Induction trials y P cryptococcosis and pneumocystosis.
Patients with invasive fungal infections

Sustained corticosteroid-free remission may present with disseminated, rather than
Tapering of corticosteroids was required at baseline of OCTAVE Sustain Definition: Remission at BL and weeks 24 and 52, and localized, disease.
Stable-dose corticosteroid use was allowed during induction no corticosteroids for 24 weeks prior to weeks 24 and 52 - Bacterial, viral, including herpes zoster,
and other infections due to opportunistic
pathogens.

The most common serious infections
reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).3 XELJANZ 15 mg twice daily is not an approved dose.’ infection, including localized infections.
bKey eligibility criteria regarding use of concomitant medications from OCTAVE Induction studies were retained in OCTAVE Sustain except for corticosteroid use. In the UC population, XELJANZ 10 mg twice

°Total Mayo score decrease 23 points and 230% from baseline, plus Mayo rectal bleeding subscore decrease 21 point from baseline or absolute score <1. daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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XELJANZ UC Efficacy Data

TEST YOUR

0 Efficacy Questions Remaining

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-lIl), of 593 patients who
completed the induction trials (UC-I or UC-II) and achieved clinical response. These patients were re-randomized to
XELJANZ 5 mg twice daily, XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior
TNF blocker inadequate response or intolerance had sustained corticosteroid-free remission through week 5271

Drag the slider to select your answer
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(N=65) (N=55) (N=18) (N=18)
* Sustained corticosteroid-free remission was defined as remission (a total Mayo score <2, with no individual subscore >1 and a rectal bleeding subscore of 0) and not taking
corticosteroids for at least 4 weeks prior to the visit at both week 24 and week 52 among patients in remission at baseline’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.’
aTotal population includes patients without prior TNF blocker failure.’
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF <
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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0 Efficacy Questions Remaining IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-lIl), of 593 patients who Patients treated with XELJANZ* are at
completed the induction trials (UC-I or UC-II) and achieved clinical response. These patients were re-randomized to :::::f::s’t';ttf::;;f;:‘:L"ﬁ::;:‘t’;fzatmn
XELJANZ 5 mg twice daily, XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio). or death. Most patients who developed

In OCTAVE Sustain (UC-lIl), what percentage of the total patient population® and the subgroup of patients with prior f;ﬁz:;f::;:’r:ssg‘;’t‘;t::j'c;ga;°:;°t:‘:t‘;‘:;ate
TNF blocker inadequate response or intolerance had sustained corticosteroid-free remission through week 52?1 or corticosteroids.

Drag the slider to select your answer XELIANZ antil the nfection & controlled.

Percentage of Patients in Remission at Week 52 With Prior Reported infections include:

Total Patient Population? (Key S dary Endpoint)’-2
otal Patient Population® (Key Secondary Endpoint) TNF Blocker Failure (Subgroup Population)'2®

* Active tuberculosis, which may present
with pulmonary or extrapulmonary disease.

100 - 100 - tuberculosis before XELJANZ use and during
i i therapy. Treatment for latent infection
30 30 should be initiated prior to XELJANZ use.
- Invasive fungal infections, including
\’3 ] @ ] cryptococcosis and pneumocystosis.
< 00 - 0 o) < 60 - 0) o) Patients with invasive fungal infections
i) §2) may present with disseminated, rather than
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_ 5(%) _ 50/0 The most common serious infections
] ] u reported with XELJANZ included pneumonia,
0 - 0 - cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
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B B B B daily was associated with greater risk of
* Sustained corticosteroid-free remission was defined as remission (a total Mayo score <2, with no individual subscore >1 and a rectal bleeding subscore of 0) and not taking serious infections compared to 5 mg twice
corticosteroids for at least 4 weeks prior to the visit at both week 24 and week 52 among patients in remission at baseline’ daily. Opportunistic herpes zoster infections
XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.! (including meningoencephalitis, ophthalmologic,

aTotal population includes patients without prior TNF blocker failure.’ and disseminated cutaneous) were seen in
°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF RES ET VI EW AN SWE R > natientc whn were treated with XFI IAN7 10 mo
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0 Efficacy Questions Remaining ~ IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-Ill), of 593 patients who completed the Patients treated with XELJANZ* are at
induction trials (UC-I or UC-Il) and achieved clinical response. These patients were re-randomized to XELJANZ 5 mg twice daily, increased risk for developing serious
XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio). infections that may lead to hospitalization
. . . or death. Most patients who developed
In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior TNF blocker these infections were taking concomitant
inadequate response or intolerance had sustained corticosteroid-free remission through week 52?3 immunosuppressants, such as methotrexate
Drag the slider to select your answer or corticosteroids.
If a serious infection develops, interrupt
Total Patient Population® (Key Secondary Endpoint)!? Percentage of Patients in Remission at Week 52 With Prior XELJANZ until the infection is controlled.

g I 1,2,b
TNF Blocker Failure (Subgroup Population) Reported infections include:

OCTAVE Sustain (UC-'") OCTAVE Sustain (UC-'") « Active tuberculosis, which may present
100 - 100 - with pulmonary or extrapulmonary disease.
i i Patients should be tested for latent
tuberculosis before XELJANZ use and during
80 - 80 - therapy. Treatment for latent infection
/\‘? . ’\; . should be initiated prior to XELJANZ use.
< 60 - < 60 - - Invasive fungal infections, including
(& | &y | cryptococcosis and pneumocystosis.
GCJ ‘ qc) Patients with invasive fungal infections
-"c__U' 40 - . '("% 40 - ‘ may present with disseminated, rather than
al - al s localized, disease.
20 - 20 - ‘ - Bacterial, viral, including herpes zoster,
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O O 0 0 In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of
* Sustained corticosteroid-free remission was defined as remission (a total Mayo score <2, with no individual subscore >1 a1n_d a rectal bleeding subscore of 0) and not taking serious infections compared to 5 mg twice
corticosteroids for at least 4 weeks prior to the visit at both week 24 and week 52 among patients in remission at baseline daily. Opportunistic herpes zoster infections
XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.! (including meningoencephalitis, ophthalmologic,
*fl_*lf[’<|0.000|1 ion includ ients without orior TNE blockerfaluralicr RS dofined and disseminated cutaneous) were seen in
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0 Efficacy Questions Remaining IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-Ill), of 593 patients who Patients treated with XELJANZ* are at
completed the induction trials (UC-I or UC-I1) and achieved clinical response. These patients were re-randomized to ::::’t“f::s’t';ttf‘r:a";;f;:‘;L“ﬁ::;:‘t’;fzatmn
XELJANZ 5 mg twice daily, XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio). or death. Most patients who developed
In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior T;ﬁz:::fse:;rr:s;sv:zﬁt:::lc:gacso;ceot:t;tt::)t(ate
TNF blocker inadequate response or intolerance had sustained corticosteroid-free remission through week 52?3 or corticosteroids.
: If a serious infection develops, interrupt
Drag the slider to select O cllauiEls XELJANZ until the infection is controlled.
: _ s Percentage of Patients in Remission at Week 52 With Prior Reported infections include:
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. . Patients should be tested for latent
OCTAVE Sustain (UC'III) OCTAVE Sustain (UC'III) tuberculosis before XELJANZ use and during
100 - 100 - therapy. Treatment for latent infection
i i should be initiated prior to XELJANZ use.
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cryptococcosis and pneumocystosis.
Patients with invasive fungal infections
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(N=65) (N=55) (N=18) (N=18) '

: : . . _ A _ L . _ daily was associated with greater risk of
* Sustained corticosteroid-free remission was defined as remission (a total Mayo score <2, with no individual subscore >1 and a rectal bleeding subscore of 0) and not taking

serious infections compared to 5 mg twice
corticosteroids for at least 4 weeks prior to the visit at both week 24 and week 52 among patients in remission at baseline’ daily. Opportunistic hefpes zoster ingfections

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.! (including meningoencephalitis, ophthalmologic,
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XELJANZ UC Efficacy Data

TEST YOUR

0 Efficacy Questions Remaining

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-Ill), of 593 patients who completed the
induction trials (UC-I or UC-Il) and achieved clinical response. These patients were re-randomized to XELJANZ 5 mg twice daily,
XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio).

In OCTAVE Sustain (UC-Ill), what percentage of the total patient population® and the subgroup of patients with prior TNF blocker
inadequate response or intolerance had sustained corticosteroid-free remission through week 52?13

Drag the slider to select your answer

Percentage of Patients in Remission at Week 52 With Prior
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* Sustained 0%9' steroid-free remission was defined emission (a total Mayo score <2, with no individual su re >1 and a rectal bleeding subsco@ ¢f 0) and not taking
corticosteroids gat least 4 weeks prior to the visit a @1 week 24 and week 52 among patients in remission a eline’ 0]

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.’

***P<0.0001
aTotal population includes patients without prior TNF blocker failure.’

°Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF blocker therapy.' AD D ITIO NAL I N FO RMATIO N >
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* 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 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 use and during
therapy. Treatment for latent infection
should be initiated prior to XELJANZ use.

- 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 most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at

] increased risk for developing serious
OCTAVE Sustain infections that may lead to hospitalization

OCTAVE Induction 1and 2 (UC-1l) or death. Most patients who developed
these infections were taking concomitant

(UC-1and UC-1I) XELJANZ 5 mg BID Primary endpoint’ immunosuppressants, such as methotrexate
or corticosteroids.

OCTAVE Sustain (UC-III) Clinical Trial Design'-

= S (N=198)

E = il Responders: M= J (N_197r)ng = w Definition: Total Mayo score <2 ) l.-ll‘l i .EII‘I. ection is controlled.

= Placebo § = S ~ § = No individual Mayo subscore >1 Reported infections include:

= (N=234) < © s Placebo a2 Mayo rectal bleeding subscore of 0 - Active tuberculosis, which may present

o o (N=198) with pulmonary or extrapulmonary disease.

&9 weeks Key secondary endpoints tuberculosis before XELJANZ use and during
i therapy. Treatment for latent infection
Improvement of endoscopic appearance

should be initiated prior to XELJANZ use.
Key eligibility criteria® of the mucosa at week 52 - Invasive fungal infections, including

. . Definition: Mayo endoscopic subscore <1 . :
Response at week 8 of OCTAVE Induction trials y P cryptococcosis and pneumocystosis.
Patients with invasive fungal infections

Sustained corticosteroid-free remission may present with disseminated, rather than
Tapering of corticosteroids was required at baseline of OCTAVE Sustain Definition: Remission at BL and weeks 24 and 52, and localized, disease.
Stable-dose corticosteroid use was allowed during induction no corticosteroids for 24 weeks prior to weeks 24 and 52 - Bacterial, viral, including herpes zoster,
and other infections due to opportunistic
pathogens.

The most common serious infections
reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).3 XELJANZ 15 mg twice daily is not an approved dose.’ infection, including localized infections.
bKey eligibility criteria regarding use of concomitant medications from OCTAVE Induction studies were retained in OCTAVE Sustain except for corticosteroid use. In the UC population, XELJANZ 10 mg twice

°Total Mayo score decrease 23 points and 230% from baseline, plus Mayo rectal bleeding subscore decrease 21 point from baseline or absolute score <1. daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in

CO M P L ETE natients whn were treated with XFI IAN7Z7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION

REFERENCES & MEDICATION GUIDE



ONCE-DAILY
/,
4

2
XELJANZ XR /.2
UC EFFICACY QUESTION 6 — Correct Answer it i)

The OCTAVE clinical program included a 52-week maintenance study, OCTAVE Sustain (UC-IlI), of 593 patients who completed the
induction trials (UC-I or UC-Il) and achieved clinical response. These patients were re-randomized to XELJANZ 5 mg twice daily,

XELJANZ 10 mg twice daily, or placebo (1:1:1 ratio).
infections that may lead to hospitalization

In OCTAVE Sustain (UC-lll), what percentage of the total patient population? and the subgroup of patients with prior TNF or death. Most patients who developed

blocker inadequate response or intolerance had sustained corticosteroid-free remission through week 52?7 these infections were taking concomitant
immunosuppressants, such as methotrexate
or corticosteroids.

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at
increased risk for developing serious

Percentage of Patients in Remission at Week 52 With Prior
TNF Blocker Failure (Subgroup Population)-2° If a serious infection develops, interrupt

OCTAVE Sustain (UC-Ill) OCTAVE Sustain (UC-Ill) "I Ne untt fhe Imection B contraled

Reported infections include:

100 - 100 - * Active tuberculosis, which may present
with pulmonary or extrapulmonary disease.
Patients should be tested for latent

80 - 80 - tuberculosis before XELJANZ use and during
i therapy. Treatment for latent infection

60 should be initiated prior to XELJANZ use.

- Invasive fungal infections, including
cryptococcosis and pneumocystosis.

40 - Patients with invasive fungal infections

may present with disseminated, rather than

localized, disease.

Total Patient Population? (Key Secondary Endpoint)?

60 -

40 -

Patients (%)
Patients (%)

20 - 20 - 5cy - Bacterial, viral, including herpes zoster,
o

0]
5 / 0 and other infections due to opportunistic
o 1 o 1 pathogens.

PLACEBO XELJANZ XELJANZ PLACEBO XELJANZ XELJANZ The most common serlous mrections
(n/N=3/59) 5 mg BID 10 mg BID (n/N=1/21) 5 mg BID 10 mg BID reported wi JANZ included pneumonia,

cellulitis, herpes zoster, urinary tract infection,
(n/N=23/65) (n/N=26/55) (n/N=4/18) (n/N=7/18) diverticulitis, and appendicitis. Avoid use of

Correct answer Correct answer Correct answer Correct answer XELJANZ in patients with an active, serious
O /*** 4 7 O/ 2 2 O/ 3 9 (y infection, including localized infections.
3 5 O 0 O 0 In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of
serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,

* Sustained corticosteroid-free remission was defined as remission (a total Mayo score <2, with no individual subscore >1 and a rectal bleeding subscore of 0) and not
taking corticosteroids for at least 4 weeks prior to the visit at both week 24 and week 52 among patients in remission at baseline’

XELJANZ is approved for use in patients with inadequate response or intolerance to TNF blockers.' . ) )
***P<0 0001 and disseminated cutaneous) were seen in

. . . . . . natients whn were treated with XFI IAN7 1N mo
aTotal population includes patients without prior TNF blocker failure.’

*Prior TNF blocker failure was defined as inadequate response, loss of response, or intolerance to a TNF AD D |T|O NAL I N FO RMATIO N > STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
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IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS
Patients treated with XELJANZ* are at

] increased risk for developing serious
OCTAVE Sustain infections that may lead to hospitalization

OCTAVE Induction 1and 2 (UC-1l) or death. Most patients who developed
these infections were taking concomitant

(UC-1and UC-1I) XELJANZ 5 mg BID Primary endpoint’ immunosuppressants, such as methotrexate
or corticosteroids.

OCTAVE Sustain (UC-III) Clinical Trial Design'-

= S (N=198)

E = il Responders: M= J (N_197r)ng = w Definition: Total Mayo score <2 ) l.-ll‘l i .EII‘I. ection is controlled.

= Placebo § = S ~ § = No individual Mayo subscore >1 Reported infections include:

= (N=234) < © s Placebo a2 Mayo rectal bleeding subscore of 0 - Active tuberculosis, which may present

o o (N=198) with pulmonary or extrapulmonary disease.

&9 weeks Key secondary endpoints tuberculosis before XELJANZ use and during
i therapy. Treatment for latent infection
Improvement of endoscopic appearance

should be initiated prior to XELJANZ use.
Key eligibility criteria® of the mucosa at week 52 - Invasive fungal infections, including

. . Definition: Mayo endoscopic subscore <1 . :
Response at week 8 of OCTAVE Induction trials y P cryptococcosis and pneumocystosis.
Patients with invasive fungal infections

Sustained corticosteroid-free remission may present with disseminated, rather than
Tapering of corticosteroids was required at baseline of OCTAVE Sustain Definition: Remission at BL and weeks 24 and 52, and localized, disease.
Stable-dose corticosteroid use was allowed during induction no corticosteroids for 24 weeks prior to weeks 24 and 52 - Bacterial, viral, including herpes zoster,
and other infections due to opportunistic
pathogens.

The most common serious infections
reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
aThe total number of patients does not include those who received XELJANZ 15 mg BID (n=22).3 XELJANZ 15 mg twice daily is not an approved dose.’ infection, including localized infections.
bKey eligibility criteria regarding use of concomitant medications from OCTAVE Induction studies were retained in OCTAVE Sustain except for corticosteroid use. In the UC population, XELJANZ 10 mg twice

°Total Mayo score decrease 23 points and 230% from baseline, plus Mayo rectal bleeding subscore decrease 21 point from baseline or absolute score <1. daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo

STUDY DESIGNS, DEFINITIONS  INDICATIONS & IMPORTANT
& ABBREVIATIONS SAFETY INFORMATION

PRESCRIBING INFORMATION

REFERENCES & MEDICATION GUIDE



ONCE-DAILY
J///,
»

« | XELJANZ XR".Z

[tofacitinib]

extended release - 11mgtablets

IMPORTANT SAFETY INFORMATION

SERIOUS INFECTIONS

Patients treated with XELJANZ* are at
increased risk for developing serious
infections that may lead to hospitalization
or death. Most patients who developed
these infections were taking concomitant

You have successfully tested your knowledge of immunosuppressants, such as methotrexate

or corticosteroids.
select XELJANZ UC Efficacy Data! XELIANZ antlthe nfection e ontrolle.
Reported infections include:

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

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

Now, let’s test your knowledge of
select XELJANZ Safety Data.

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

The most common serious infections

reported with XELJANZ included pneumonia,
cellulitis, herpes zoster, urinary tract infection,
diverticulitis, and appendicitis. Avoid use of
XELJANZ in patients with an active, serious
infection, including localized infections.

In the UC population, XELJANZ 10 mg twice
daily was associated with greater risk of

serious infections compared to 5 mg twice

daily. Opportunistic herpes zoster infections
(including meningoencephalitis, ophthalmologic,
and disseminated cutaneous) were seen in
natients whn were treated with XFI IAN7 1N mo
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