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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
XELJANZ/XELJANZ XR safely and effectively. See full prescribing
information for XELJANZ.

XELJANZ® (tofacitinib) tablets, for oral use
XELJANZ® XR (tofacitinib) extended release tablets, for oral use
Initial U.S. Approval: 2012

WARNING: SERIOUS INFECTIONS AND MALIGNANCY
See full prescribing information for complete boxed warning.

o Serious infections leading to hospitalization or death, including
tuberculosis and bacterial, invasive fungal, viral, and other
opportunistic infections, have occurred in patients receiving
XELJANZ. (5.1)

o If a serious infection develops, interrupt XELJANZ/XELJANZ XR
until the infection is controlled. (5.1)

e Prior to starting XELJANZ/XELJANZ XR, perform a test for latent
tuberculosis; if it is positive, start treatment for tuberculosis prior to
starting XELJANZ/XELJANZ XR. (5.1)

e Monitor all patients for active tuberculosis during treatment, even if
the initial latent tuberculosis test is negative. (5.1)

e Lymphoma and other malignancies have been observed in patients
treated with XELJANZ. Epstein Barr Virus-associated post-
transplant lymphoproliferative disorder has been observed at an
increased rate in renal transplant patients treated with XELJANZ
and concomitant immunosuppressive medications. (5.2)

-eeeeeeeeeeeeee-——-RECENT MAJOR CHANGES
Indications and Usage, Psoriatic Arthritis (1.2) 12/2017
Dosage and Administration, Dosage in Psoriatic Arthritis (2.2) 12/2017
Warnings and Precautions, Serious Infections (5.1) 12/2017
Warnings and Precautions, Malignancy and

Lymphoproliferative Disorders (5.2) 12/2017
Warnings and Precautions, Gastrointestinal Perforations (5.3) 12/2017
Warnings and Precautions, Vaccinations (5.5) 8/2017
e INDICATIONS AND USAGE

o XELJANZ/XELJANZ XR is an inhibitor of Janus kinases (JAKSs)
indicated for the treatment of adult patients with moderately to severely
active rheumatoid arthritis who have had an inadequate response or
intolerance to methotrexate. It may be used as monotherapy or in
combination with methotrexate or other nonbiologic disease-modifying
antirheumatic drugs (DMARDs). (1.1)

e XELJANZ/XELJANZ XR is indicated for the treatment of adult patients
with active psoriatic arthritis who have had an inadequate response or
intolerance to methotrexate or other disease-modifying antirheumatic
drugs (DMARD:s). (1.2)

e Limitations of Use: Use of XELJANZ/XELJANZ XR in combination
with biologic DMARDs or potent immunosuppressants such as
azathioprine and cyclosporine is not recommended. (1.1, 1.2)

-=mmmmmmemmemmemm-——-—-DOSAGE AND ADMINISTRATION--------=--mmmmemmee
Rheumatoid Arthritis

e Recommended dose of XELJANZ is 5 mg twice daily. (2.1)

e Recommended dose of XELJANZ XR is 11 mg once daily. (2.1)

e Recommended dose in patients with moderate and severe renal
impairment and moderate hepatic impairment is XELJANZ 5 mg once
daily. (2.5, 8.7, 8.8)

e Use of XELJANZ/XELJANZ XR in patients with severe hepatic
impairment is not recommended. (2.5, 8.7)

Psoriatic Arthritis

e Recommended dose of XELJANZ is 5 mg twice daily, used in
combination with nonbiologic DMARD:s. (2.2)

e Recommended dose of XELJANZ XR is 11 mg once daily, used in
combination with nonbiologic DMARD:s. (2.2)

e Recommended dose in patients with moderate and severe renal
impairment and moderate hepatic impairment is XELJANZ 5 mg once
daily. (2.5, 8.7, 8.8)

e Use of XELJANZ/ XELJANZ XR in patients with severe hepatic
impairment is not recommended. (2.5, 8.7)

-mmemmememmemem—-—--DOSAGE FORMS AND STRENGTHS--------------------
XELJANZ Tablets: 5 mg (3)
XELJANZ XR Tablets: 11 mg (3)

CONTRAINDICATIONS

None (4)

-=mmmmmemmemmemme——---WARNINGS AND PRECAUTIONS---------mnmmmmme -

e Avoid use of XELJANZ/XELJANZ XR during an active serious
infection, including localized infections. (5.1)

o Gastrointestinal Perforations — Use with caution in patients that may be at
increased risk. (5.3)

e Laboratory Monitoring — Recommended due to potential changes in
lymphocytes, neutrophils, hemoglobin, liver enzymes and lipids. (5.4)

e Immunizations — Live vaccines: Avoid use with XELJANZ/XELJANZ
XR. (5.5)

ADVERSE REACTIONS

e The most commonly reported adverse reactions during the first 3 months
in controlled clinical trials (occurring in greater than or equal to 2% of
patients treated with XELJANZ monotherapy or in combination with
DMARDs) were upper respiratory tract infections, headache, diarrhea and
nasopharyngitis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer, Inc at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
e Potent inhibitors of Cytochrome P450 3A4 (CYP3A4)
(e.g., ketoconazole):
e Recommended dose is XELJANZ 5 mg once daily. (2.4, 7.1)
e One or more concomitant medications that result in both moderate
inhibition of CYP3A4 and potent inhibition of CYP2C19
(e.g., fluconazole):
e  Recommended dose is XELJANZ 5 mg once daily. (2.4, 7.2)
e Potent CYP inducers (e.g., rifampin): May result in loss of or reduced
clinical response. (2.4, 7.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 12/2017
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS INFECTIONS AND MALIGNANCY

SERIOUS INFECTIONS

Patients treated with XELJANZ/XELJANZ XR are at increased risk for developing
serious infections that may lead to hospitalization or death [see Warnings and Precautions
(5.1) and Adverse Reactions (6.1)]. Most patients who developed these infections were taking
concomitant immunosuppressants such as methotrexate or corticosteroids.

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

Reported infections include:

® Active tuberculosis, which may present with pulmonary or extrapulmonary disease.
Patients should be tested for latent tuberculosis before XELJANZ/XELJANZ XR use
and during therapy. Treatment for latent infection should be initiated prior to
XELJANZ/XELJANZ XR 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 risks and benefits of treatment with XELJANZ/XELJANZ XR should be carefully
considered prior to initiating therapy in patients with chronic or recurrent infection.

Patients should be closely monitored for the development of signs and symptoms of
infection during and after treatment with XELJANZ/XELJANZ XR, including the possible
development of tuberculosis in patients who tested negative for latent tuberculosis infection
prior to initiating therapy [see Warnings and Precautions (5.1)].

MALIGNANCIES

Lymphoma and other malignancies have been observed in patients treated with
XELJANZ. Epstein Barr Virus-associated post-transplant lymphoproliferative disorder
has been observed at an increased rate in renal transplant patients treated with XELJANZ
and concomitant immunosuppressive medications [see Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

1.1 Rheumatoid Arthritis

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




e Limitations of Use: Use of XELJANZ/XELJANZ XR in combination with biologic
DMARD:s or with potent immunosuppressants such as azathioprine and cyclosporine is not
recommended.

1.2 Psoriatic Arthritis

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

e Limitations of Use: Use of XELJANZ/XELJANZ XR in combination with biologic
DMARD:s or with potent immunosuppressants such as azathioprine and cyclosporine is not
recommended.

2 DOSAGE AND ADMINISTRATION

e The recommended dose of XELJANZ is 5 mg twice daily and the recommended dose of
XELJANZ XR is 11 mg once daily.

e XELJANZ/XELJANZ XR is given orally with or without food.

e Swallow XELJANZ XR tablets whole and intact. Do not crush, split, or chew.

Switching from XELJANZ Tablets to XELJANZ XR Tablets
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.

2.1 Dosage in Rheumatoid Arthritis

o XELJANZ/XELJANZ XR may be used as monotherapy or in combination with methotrexate
or other nonbiologic disease-modifying antirheumatic drugs (DMARDs). The recommended
dose of XELJANZ is 5 mg twice daily and the recommended dose of XELJANZ XR is
11 mg once daily.

2.2 Dosage in Psoriatic Arthritis
The recommended dose of XELJANZ is 5 mg twice daily, used in combination with nonbiologic
DMARD:s.

The recommended dose of XELJANZ XR is 11 mg once daily used in combination with
nonbiologic DMARD:s.

The efficacy of XELJANZ/XELJANZ XR as a monotherapy has not been studied in psoriatic
arthritis.

2.3 Dosage Modifications due to Serious Infections and Cytopenias (see Tables 1, 2, and 3

below)

e Itis recommended that XELJANZ/XELJANZ XR not be initiated in patients with an
absolute lymphocyte count less than 500 cells/mm?, an absolute neutrophil count (ANC) less
than 1000 cells/mm® or who have hemoglobin levels less than 9 g/dL.

e Dose interruption is recommended for management of lymphopenia, neutropenia and anemia
[see Warnings and Precautions (5.4) and Adverse Reactions (6.1)].



e Avoid use of XELJANZ/XELJANZ XR if a patient develops a serious infection until the

infection is controlled.

2.4 Dosage Modifications due to Drug Interactions

e In patients receiving:

e potent inhibitors of Cytochrome P450 3A4 (CYP3A4) (e.g., ketoconazole), or
e one or more concomitant medications that result in both moderate inhibition of CYP3A4
and potent inhibition of CYP2C19 (e.g., fluconazole),
the recommended dose is XELJANZ 5 mg once daily.
e Coadministration of potent inducers of CYP3A4 (e.g., rifampin) with XELJANZ/XELJANZ
XR may result in loss of or reduced clinical response to XELJANZ/XELJANZ XR.
e (Coadministration of potent inducers of CYP3A4 with XELJANZ/XELJANZ XR is not

recommended.

2.5 Dosage Modifications in Patients with Renal or Hepatic Impairment

e In patients with:

e moderate or severe renal insufficiency, or
e moderate hepatic impairment,
the recommended dose is XELJANZ 5 mg once daily.
e Use of XELJANZ/XELJANZ XR in patients with severe hepatic impairment is not

recommended.

Table 1: Dose Adjustments for Lymphopenia

Low Lymphocyte Count [see Warnings and Precautions (5.4)]

Lab Value
(cells/mm”)

Recommendation

Lymphocyte count greater
than or equal to 500

Maintain dose

Lymphocyte count less than
500

(Confirmed by repeat testing)

Discontinue XELJANZ/XELJANZ XR

Table 2: Dose Adjustments for Neutropenia

Low ANC [see Warnings and Precautions (5.4)]

Lab Value
(cells/mm”)

Recommendation

ANC greater than 1000

Maintain dose

ANC 500-1000

For persistent decreases in this range, interrupt dosing until ANC is greater than
1000

e  When ANC is greater than 1000, resume XELJANZ 5 mg twice
daily/XELJANZ XR 11 mg once daily

ANC less than 500

(Confirmed by repeat testing)

Discontinue XELJANZ/XELJANZ XR




Table 3: Dose Adjustments for Anemia

Low Hemoglobin Value [see Warnings and Precautions (5.4)]

Lab Value Recommendation
(g/dL)

Less than or equal to 2 g/dL Maintain dose
decrease and greater than or
equal to 9.0 g/dL

Greater than 2 g/dL decrease | Interrupt the administration of XELJANZ/XELJANZ XR until hemoglobin values
or less than 8.0 g/dL have normalized

(Confirmed by repeat testing)

3 DOSAGE FORMS AND STRENGTHS

XELJANZ is provided as 5 mg tofacitinib (equivalent to 8 mg tofacitinib citrate) tablets: White,
round, immediate-release film-coated tablets, debossed with “Pfizer” on one side, and “JKI 5” on
the other side.

XELJANZ XR is provided as 11 mg tofacitinib (equivalent to 17.77 mg tofacitinib citrate)
tablets: Pink, oval, extended release film-coated tablets with a drilled hole at one end of the tablet
band and “JKI 117 printed on one side of the tablet.

4 CONTRAINDICATIONS
None

S WARNINGS AND PRECAUTIONS

5.1 Serious Infections

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

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

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

e  with chronic or recurrent infection
*  who have been exposed to tuberculosis




* with a history of a serious or an opportunistic infection
* who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or
*  with underlying conditions that may predispose them to infection.

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

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

Risk of infection may be higher with increasing degrees of lymphopenia and consideration
should be given to lymphocyte counts when assessing individual patient risk of infection.
Discontinuation and monitoring criteria for lymphopenia are discussed in Dosage Modifications
due to Serious Infections and Cytopenias [see Dosage and Administration (2.2)].

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

Anti-tuberculosis therapy should also be considered prior to administration of
XELJANZ/XELJANZ XR in patients with a past history of latent or active tuberculosis in whom
an adequate course of treatment cannot be confirmed, and for patients with a negative test for
latent tuberculosis but who have risk factors for tuberculosis infection. Consultation with a
physician with expertise in the treatment of tuberculosis is recommended to aid in the decision
about whether initiating anti-tuberculosis therapy is appropriate for an individual patient.

Patients should be closely monitored for the development of signs and symptoms of tuberculosis,
including patients who tested negative for latent tuberculosis infection prior to initiating therapy.

Patients with latent tuberculosis should be treated with standard antimycobacterial therapy before
administering XELJANZ/XELJANZ XR.

Viral Reactivation

Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster), were
observed in clinical studies with XELJANZ. The impact of XELJANZ/XELJANZ XR on
chronic viral hepatitis reactivation is unknown. Patients who screened positive for hepatitis B or
C were excluded from clinical trials. Screening for viral hepatitis should be performed in
accordance with clinical guidelines before starting therapy with XELJANZ/XELJANZ XR. The
risk of herpes zoster is increased in patients treated with XELJANZ/XELJANZ XR and appears
to be higher in patients treated with XELJANZ in Japan and Korea.



5.2 Malignancy and Lymphoproliferative Disorders

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

In the seven controlled rheumatoid arthritis clinical studies, 11 solid cancers and one lymphoma
were diagnosed in 3328 patients receiving XELJANZ with or without DMARD, compared to

0 solid cancers and 0 lymphomas in 809 patients in the placebo with or without DMARD group
during the first 12 months of exposure. Lymphomas and solid cancers have also been observed in
the long-term extension studies in rheumatoid arthritis patients treated with XELJANZ.

In the 2 controlled Phase 3 clinical trials in patients with active psoriatic arthritis, there were

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

In Phase 2B, controlled dose-ranging trials in de-novo renal transplant patients, all of whom
received induction therapy with basiliximab, high-dose corticosteroids, and mycophenolic acid
products, Epstein Barr Virus-associated post-transplant lymphoproliferative disorder was
observed in 5 out of 218 patients treated with XELJANZ (2.3%) compared to 0 out of 111
patients treated with cyclosporine.

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

Non-Melanoma Skin Cancer
Non-melanoma skin cancers (NMSCs) have been reported in patients treated with XELJANZ.
Periodic skin examination is recommended for patients who are at increased risk for skin cancer.

5.3 Gastrointestinal Perforations
Events of gastrointestinal perforation have been reported in clinical studies with XELJANZ,
although the role of JAK inhibition in these events is not known.

XELJANZ/XELJANZ XR should be used with caution in patients who may be at increased risk
for gastrointestinal perforation (e.g., patients with a history of diverticulitis). Patients presenting
with new onset abdominal symptoms should be evaluated promptly for early identification of
gastrointestinal perforation [see Adverse Reactions (6.1)].



5.4 Laboratory Abnormalities

Lymphocyte Abnormalities

Treatment with XELJANZ was associated with initial lymphocytosis at one month of exposure
followed by a gradual decrease in mean absolute lymphocyte counts below the baseline of
approximately 10% during 12 months of therapy. Lymphocyte counts less than 500 cells/mm?’
were associated with an increased incidence of treated and serious infections.

Avoid initiation of XELJANZ/XELJANZ XR treatment in patients with a low lymphocyte count
(i.e., less than 500 cells/mm”). In patients who develop a confirmed absolute lymphocyte count
less than 500 cells/mm3, treatment with XELJANZ/XELJANZ XR is not recommended.

Monitor lymphocyte counts at baseline and every 3 months thereafter. For recommended
modifications based on lymphocyte counts /see Dosage and Administration (2.3)].

Neutropenia
Treatment with XELJANZ was associated with an increased incidence of neutropenia (less than
2000 cells/mm®) compared to placebo.

Avoid initiation of XELJANZ/XELJANZ XR treatment in patients with a low neutrophil count
(i.e., ANC less than 1000 cells/mm”). For patients who develop a persistent ANC of

500-1000 cells/mm’, interrupt XELJANZ/XELJANZ XR dosing until ANC is greater than or
equal to 1000 cells/mm’. In patients who develop an ANC less than 500 cells/mm”, treatment
with XELJANZ/XELJANZ XR is not recommended.

Monitor neutrophil counts at baseline and after 4-8 weeks of treatment and every 3 months
thereafter. For recommended modifications based on ANC results [see Dosage and
Administration (2.3)].

Anemia

Avoid initiation of XELJANZ/XELJANZ XR treatment in patients with a low hemoglobin level
(i.e. less than 9 g/dL). Treatment with XELJANZ/XELJANZ XR should be interrupted in
patients who develop hemoglobin levels less than 8 g/dL or whose hemoglobin level drops
greater than 2 g/dL on treatment.

Monitor hemoglobin at baseline and after 4-8 weeks of treatment and every 3 months thereafter.
For recommended modifications based on hemoglobin results /see Dosage and Administration

2.3)].

Liver Enzyme Elevations

Treatment with XELJANZ was associated with an increased incidence of liver enzyme elevation
compared to placebo. Most of these abnormalities occurred in studies with background DMARD
(primarily methotrexate) therapy.

Routine monitoring of liver tests and prompt investigation of the causes of liver enzyme
elevations is recommended to identify potential cases of drug-induced liver injury. If



drug-induced liver injury is suspected, the administration of XELJANZ/XELJANZ XR should be
interrupted until this diagnosis has been excluded.

Lipid Elevations

Treatment with XELJANZ was associated with increases in lipid parameters including total
cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL)
cholesterol. Maximum effects were generally observed within 6 weeks. The effect of these lipid
parameter elevations on cardiovascular morbidity and mortality has not been determined.

Assessment of lipid parameters should be performed approximately 4-8 weeks following
initiation of XELJANZ/XELJANZ XR therapy.

Manage patients according to clinical guidelines [e.g., National Cholesterol Educational Program
(NCEP)] for the management of hyperlipidemia.

5.5 Vaccinations

Avoid use of live vaccines concurrently with XELJANZ/XELJANZ XR. The interval between
live vaccinations and initiation of tofacitinib therapy should be in accordance with current
vaccination guidelines regarding immunosuppressive agents.

A patient experienced dissemination of the vaccine strain of varicella zoster virus, 16 days after
vaccination with live attenuated (Zostavax) virus vaccine and 2 days after treatment start with
tofacitinib 5 mg twice daily. The patient was varicella virus naive, as evidenced by no previous
history of varicella infection and no anti-varicella antibodies at baseline. Tofacitinib was
discontinued and the patient recovered after treatment with standard doses of antiviral
medication.

Update immunizations in agreement with current immunization guidelines prior to initiating
XELJANZ/XELJANZ XR therapy.

5.6 General

Specific to XELJANZ XR

As with any other non-deformable material, caution should be used when administering
XELJANZ XR to patients with pre-existing severe gastrointestinal narrowing (pathologic or
iatrogenic). There have been rare reports of obstructive symptoms in patients with known
strictures in association with the ingestion of other drugs utilizing a non-deformable extended
release formulation.

6 ADVERSE REACTIONS

6.1 Clinical Trial Experience
Because clinical studies are conducted under widely varying conditions, adverse reaction rates
observed in the clinical studies of a drug cannot be directly compared to rates in the clinical
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studies of another drug and may not predict the rates observed in a broader patient population in
clinical practice.

Rheumatoid Arthritis

The clinical studies described in the following sections were conducted using XELJANZ.
Although other doses of XELJANZ have been studied, the recommended dose of XELJANZ is
5 mg twice daily.

The recommended dose for XELJANZ XR is 11 mg once daily.

The following data includes two Phase 2 and five Phase 3 double-blind, controlled, multicenter
trials. In these trials, patients were randomized to doses of XELJANZ 5 mg twice daily

(292 patients) and 10 mg twice daily (306 patients) monotherapy, XELJANZ 5 mg twice daily
(1044 patients) and 10 mg twice daily (1043 patients) in combination with DMARDs (including
methotrexate) and placebo (809 patients). All seven protocols included provisions for patients
taking placebo to receive treatment with XELJANZ at Month 3 or Month 6 either by patient
response (based on uncontrolled disease activity) or by design, so that adverse events cannot
always be unambiguously attributed to a given treatment. Therefore some analyses that follow
include patients who changed treatment by design or by patient response from placebo to
XELJANZ in both the placebo and XELJANZ group of a given interval. Comparisons between
placebo and XELJANZ were based on the first 3 months of exposure, and comparisons between
XELJANZ 5 mg twice daily and XELJANZ 10 mg twice daily were based on the first 12 months
of exposure.

The long-term safety population includes all patients who participated in a double-blind,
controlled trial (including earlier development phase studies) and then participated in one of two
long-term safety studies. The design of the long-term safety studies allowed for modification of
XELJANZ doses according to clinical judgment. This limits the interpretation of the long-term
safety data with respect to dose.

The most common serious adverse reactions were serious infections [see Warnings and
Precautions (5.1)].

The proportion of patients who discontinued treatment due to any adverse reaction during the 0
to 3 months exposure in the double-blind, placebo-controlled trials was 4% for patients taking
XELJANZ and 3% for placebo-treated patients.

Overall Infections

In the seven controlled trials, during the 0 to 3 months exposure, the overall frequency of
infections was 20% and 22% in the 5 mg twice daily and 10 mg twice daily groups, respectively,
and 18% in the placebo group.

The most commonly reported infections with XELJANZ were upper respiratory tract infections,
nasopharyngitis, and urinary tract infections (4%, 3%, and 2% of patients, respectively).
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Serious Infections

In the seven controlled trials, during the 0 to 3 months exposure, serious infections were reported
in 1 patient (0.5 events per 100 patient-years) who received placebo and 11 patients (1.7 events
per 100 patient-years) who received XELJANZ 5 mg or 10 mg twice daily. The rate difference
between treatment groups (and the corresponding 95% confidence interval) was 1.1 (-0.4, 2.5)
events per 100 patient-years for the combined 5 mg twice daily and 10 mg twice daily
XELJANZ group minus placebo.

In the seven controlled trials, during the 0 to 12 months exposure, serious infections were
reported in 34 patients (2.7 events per 100 patient-years) who received 5 mg twice daily of
XELJANZ and 33 patients (2.7 events per 100 patient-years) who received 10 mg twice daily of
XELJANZ. The rate difference between XELJANZ doses (and the corresponding 95%
confidence interval) was -0.1 (-1.3, 1.2) events per 100 patient-years for 10 mg twice daily
XELJANZ minus 5 mg twice daily XELJANZ.

The most common serious infections included pneumonia, cellulitis, herpes zoster, and urinary
tract infection [see Warnings and Precautions (5.1)].

Tuberculosis

In the seven controlled trials, during the 0 to 3 months exposure, tuberculosis was not reported in
patients who received placebo, 5 mg twice daily of XELJANZ, or 10 mg twice daily of
XELJANZ.

In the seven controlled trials, during the 0 to 12 months exposure, tuberculosis was reported in
0 patients who received 5 mg twice daily of XELJANZ and 6 patients (0.5 events per

100 patient-years) who received 10 mg twice daily of XELJANZ. The rate difference between
XELJANZ doses (and the corresponding 95% confidence interval) was 0.5 (0.1, 0.9) events per
100 patient-years for 10 mg twice daily XELJANZ minus 5 mg twice daily XELJANZ.

Cases of disseminated tuberculosis were also reported. The median XELJANZ exposure prior to
diagnosis of tuberculosis was 10 months (range from 152 to 960 days) [see Warnings and
Precautions (5.1)].

Opportunistic Infections (excluding tuberculosis)

In the seven controlled trials, during the 0 to 3 months exposure, opportunistic infections were
not reported in patients who received placebo, 5 mg twice daily of XELJANZ, or 10 mg twice
daily of XELJANZ.

In the seven controlled trials, during the 0 to 12 months exposure, opportunistic infections were
reported in 4 patients (0.3 events per 100 patient-years) who received 5 mg twice daily of
XELJANZ and 4 patients (0.3 events per 100 patient-years) who received 10 mg twice daily of
XELJANZ. The rate difference between XELJANZ doses (and the corresponding 95%
confidence interval) was 0 (-0.5, 0.5) events per 100 patient-years for 10 mg twice daily
XELJANZ minus 5 mg twice daily XELJANZ.
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The median XELJANZ exposure prior to diagnosis of an opportunistic infection was 8 months
(range from 41 to 698 days) [see Warnings and Precautions (5.1)].

Malignancy

In the seven controlled trials, during the 0 to 3 months exposure, malignancies excluding NMSC
were reported in 0 patients who received placebo and 2 patients (0.3 events per 100 patient-
years) who received either XELJANZ 5 mg or 10 mg twice daily. The rate difference between
treatment groups (and the corresponding 95% confidence interval) was 0.3 (-0.1, 0.7) events per
100 patient-years for the combined 5 mg and 10 mg twice daily XELJANZ group minus placebo.

In the seven controlled trials, during the 0 to 12 months exposure, malignancies excluding
NMSC were reported in 5 patients (0.4 events per 100 patient-years) who received 5 mg twice
daily of XELJANZ and 7 patients (0.6 events per 100 patient-years) who received 10 mg twice
daily of XELJANZ. The rate difference between XELJANZ doses (and the corresponding 95%
confidence interval) was 0.2 (-0.4, 0.7) events per 100 patient-years for 10 mg twice daily
XELJANZ minus 5 mg twice daily XELJANZ. One of these malignancies was a case of
lymphoma that occurred during the 0 to 12 month period in a patient treated with XELJANZ
10 mg twice daily.

The most common types of malignancy, including malignancies observed during the long-term
extension, were lung and breast cancer, followed by gastric, colorectal, renal cell, prostate
cancer, lymphoma, and malignant melanoma [see Warnings and Precautions (5.2)].

Laboratory Abnormalities

Lymphopenia

In the controlled clinical trials, confirmed decreases in absolute lymphocyte counts below
500 cells/mm” occurred in 0.04% of patients for the 5 mg twice daily and 10 mg twice daily
XELJANZ groups combined during the first 3 months of exposure.

Confirmed lymphocyte counts less than 500 cells/mm® were associated with an increased
incidence of treated and serious infections /see Warnings and Precautions (5.4)].

Neutropenia

In the controlled clinical trials, confirmed decreases in ANC below 1000 cells/mm® occurred in
0.07% of patients for the 5 mg twice daily and 10 mg twice daily XELJANZ groups combined
during the first 3 months of exposure.

There were no confirmed decreases in ANC below 500 cells/mm” observed in any treatment
group.

There was no clear relationship between neutropenia and the occurrence of serious infections.
In the long-term safety population, the pattern and incidence of confirmed decreases in ANC

remained consistent with what was seen in the controlled clinical trials [see Warnings and
Precautions (5.4)].
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Liver Enzyme Elevations

Confirmed increases in liver enzymes greater than 3 times the upper limit of normal (3x ULN)
were observed in patients treated with XELJANZ. In patients experiencing liver enzyme
elevation, modification of treatment regimen, such as reduction in the dose of concomitant
DMARD, interruption of XELJANZ, or reduction in XELJANZ dose, resulted in decrease or
normalization of liver enzymes.

In the controlled monotherapy trials (0-3 months), no differences in the incidence of ALT or
AST elevations were observed between the placebo, and XELJANZ 5 mg, and 10 mg twice daily
groups.

In the controlled background DMARD trials (0-3 months), ALT elevations greater than 3x ULN
were observed in 1.0%, 1.3% and 1.2% of patients receiving placebo, 5 mg, and 10 mg twice
daily, respectively. In these trials, AST elevations greater than 3x ULN were observed in 0.6%,
0.5% and 0.4% of patients receiving placebo, 5 mg, and 10 mg twice daily, respectively.

One case of drug-induced liver injury was reported in a patient treated with XELJANZ 10 mg
twice daily for approximately 2.5 months. The patient developed symptomatic elevations of AST
and ALT greater than 3x ULN and bilirubin elevations greater than 2x ULN, which required
hospitalizations and a liver biopsy.

Lipid Elevations

In the controlled clinical trials, dose-related elevations in lipid parameters (total cholesterol, LDL
cholesterol, HDL cholesterol, triglycerides) were observed at one month of exposure and
remained stable thereafter. Changes in lipid parameters during the first 3 months of exposure in
the controlled clinical trials are summarized below:

¢ Mean LDL cholesterol increased by 15% in the XELJANZ 5 mg twice daily arm and 19% in
the XELJANZ 10 mg twice daily arm.

e Mean HDL cholesterol increased by 10% in the XELJANZ 5 mg twice daily arm and 12% in
the XELJANZ 10 mg twice daily arm.

¢ Mean LDL/HDL ratios were essentially unchanged in XELJANZ-treated patients.

In a controlled clinical trial, elevations in LDL cholesterol and ApoB decreased to pretreatment
levels in response to statin therapy.

In the long-term safety population, elevations in lipid parameters remained consistent with what
was seen in the controlled clinical trials.

Serum Creatinine Elevations

In the controlled clinical trials, dose-related elevations in serum creatinine were observed with
XELJANZ treatment. The mean increase in serum creatinine was <0.1 mg/dL in the 12-month
pooled safety analysis; however with increasing duration of exposure in the long-term
extensions, up to 2% of patients were discontinued from XELJANZ treatment due to the
protocol-specified discontinuation criterion of an increase in creatinine by more than 50% of
baseline. The clinical significance of the observed serum creatinine elevations is unknown.
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Other Adverse Reactions

Adverse reactions occurring in 2% or more of patients on 5 mg twice daily or 10 mg twice daily
XELJANZ and at least 1% greater than that observed in patients on placebo with or without
DMARD are summarized in Table 4.

Table 4: Adverse Reactions Occurring in at Least 2% or More of Patients on 5 or 10 mg
Twice Daily XELJANZ With or Without DMARD (0-3 months) and at Least 1%
Greater Than That Observed in Rheumatoid Arthritis Patients on Placebo

XELJANZ XELJANZ Placebo
5 mg Twice Daily | 10 mg Twice Daily*
N =1336 N=1349 N =809
Preferred Term (%) (%) (%)
Diarrhea 4.0 29 2.3
Nasopharyngitis 3.8 2.8 2.8
Upper respiratory tract infection 4.5 3.8 33
Headache 43 34 2.1
Hypertension 1.6 23 1.1

N reflects randomized and treated patients from the seven clinical trials

*The recommended dose of XELJANZ is 5 mg twice daily.
Other adverse reactions occurring in controlled and open-label extension studies included:

Blood and lymphatic system disorders: Anemia

Infections and infestations: Diverticulitis

Metabolism and nutrition disorders: Dehydration

Psychiatric disorders: Insomnia

Nervous system disorders: Paresthesia

Respiratory, thoracic and mediastinal disorders: Dyspnea, cough, sinus congestion,
interstitial lung disease (some fatal)

Gastrointestinal disorders: Abdominal pain, dyspepsia, vomiting, gastritis, nausea
Hepatobiliary disorders: Hepatic steatosis

Skin and subcutaneous tissue disorders: Rash, erythema, pruritus

Musculoskeletal, connective tissue and bone disorders: Musculoskeletal pain, arthralgia,
tendonitis, joint swelling

Neoplasms benign, malignant and unspecified (including cysts and polyps): Non-melanoma
skin cancers

General disorders and administration site conditions: Pyrexia, fatigue, peripheral edema

Clinical Experience in Methotrexate-Naive Patients

Study VI was an active-controlled clinical trial in methotrexate-naive patients [see Clinical
Studies (14)]. The safety experience in these patients was consistent with Studies I-V.
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Psoriatic Arthritis
XELJANZ 5 mg twice daily and 10 mg twice daily were studied in 2 double-blind
Phase 3 clinical trials in patients with active psoriatic arthritis (PsA).

Study PsA-I (NCT01877668) had a duration of 12 months and enrolled patients who had an
inadequate response to a nonbiologic DMARD and who were naive to treatment with a
TNF-inhibitor (TNF1i). Study PsA-I included a 3-month placebo-controlled period and also
included adalimumab 40 mg subcutaneously once every 2 weeks for 12 months.

Study PsA-IT1 (NCT01882439) had a duration of 6 months and enrolled patients who had an
inadequate response to at least one approved TNFi. This clinical trial included a 3-month placebo
controlled period.

In these combined Phase 3 clinical trials, 238 patients were randomized and treated with
XELJANZ 5 mg twice daily and 236 patients were randomized and treated with XELJANZ
10 mg twice daily. All patients in the clinical trials were required to receive treatment with a
stable dose of a nonbiologic DMARD [the majority (79%) received methotrexate]. The study
population randomized and treated with XELJANZ (474 patients) included 45 (9.5%) patients
aged 65 years or older and 66 (13.9%) patients with diabetes at baseline.

The safety profile observed in patients with active psoriatic arthritis treated with XELJANZ was
consistent with the safety profile observed in rheumatoid arthritis patients.

7 DRUG INTERACTIONS
All information provided in this section is applicable to XELJANZ and XELJANZ XR as they
contain the same active ingredient (tofacitinib).

7.1 Potent CYP3A4 Inhibitors

Tofacitinib exposure is increased when XELJANZ is coadministered with potent inhibitors of
cytochrome P450 (CYP) 3A4 (e.g., ketoconazole) [see Dosage and Administration (2.4) and
Figure 3].

7.2 Moderate CYP3A4 and Potent CYP2C19 Inhibitors

Tofacitinib exposure is increased when XELJANZ is coadministered with medications that result
in both moderate inhibition of CYP3A4 and potent inhibition of CYP2C19 (e.g., fluconazole)
[see Dosage and Administration (2.4) and Figure 3].

7.3 Potent CYP3A4 Inducers
Tofacitinib exposure is decreased when XELJANZ is coadministered with potent CYP3A4
inducers (e.g., rifampin) [see Dosage and Administration (2.4) and Figure 3].

7.4 Immunosuppressive Drugs

There is a risk of added immunosuppression when XELJANZ/XELJANZ XR is coadministered
with potent immunosuppressive drugs (e.g., azathioprine, tacrolimus, cyclosporine). Combined
use of multiple-dose XELJANZ/XELJANZ XR with potent immunosuppressants has not been
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studied in rheumatoid arthritis and psoriatic arthritis. Use of XELJANZ/XELJANZ XR in
combination with biologic DMARDs or potent immunosuppressants such as azathioprine and
cyclosporine is not recommended.

8 USE IN SPECIFIC POPULATIONS
All information provided in this section is applicable to XELJANZ and XELJANZ XR as they
contain the same active ingredient (tofacitinib).

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
XELJANZ/XELJANZ XR during pregnancy. Patients should be encouraged to enroll in the
XELJANZ/XELJANZ XR pregnancy registry if they become pregnant. To enroll or obtain
information from the registry, patients can call the toll free number 1-877-311-8972.

Risk Summary
There are no adequate and well-controlled studies of XELJANZ/XELJANZ XR use in pregnant
women.

The estimated background risks of major birth defects and miscarriage for the indicated
populations are unknown. The background risks in the U.S. general population of major birth
defects and miscarriages are 2-4% and 15-20% of clinically recognized pregnancies,
respectively.

Based on animal studies, XELJANZ/XELJANZ XR has the potential to affect a developing
fetus. Fetocidal and teratogenic effects were noted when pregnant rats and rabbits received
tofacitinib during the period of organogenesis at exposures multiples of 146 times and 13 times
the human dose of 5 mg twice daily, respectively [see Dataj. Further, in a peri and post-natal
study in rats, tofacitinib resulted in reductions in live litter size, postnatal survival, and pup body
weights at exposure multiples of approximately 73 times the human dose of 5 mg twice daily.

Data

Human Data
In the tofacitinib clinical development programs, birth defects and miscarriages were reported.

Animal Data

In a rat embryofetal developmental study, in which pregnant rats received tofacitinib during
organogenesis, tofacitinib was teratogenic at exposure levels approximately 146 times the human
dose of 5 mg twice daily (on an AUC basis at oral doses of 100 mg/kg/day in rats). Teratogenic
effects consisted of external and soft tissue malformations of anasarca and membranous
ventricular septal defects, respectively; and skeletal malformations or variations (absent cervical
arch; bent femur, fibula, humerus, radius, scapula, tibia, and ulna; sternoschisis; absent rib;
misshapen femur; branched rib; fused rib; fused sternebra; and hemicentric thoracic centrum). In
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addition, there was an increase in post-implantation loss, consisting of early and late resorptions,
resulting in a reduced number of viable fetuses. Mean fetal body weight was reduced. No
developmental toxicity was observed in rats at exposure levels approximately 58 times the
human dose of 5 mg twice daily (on an AUC basis at oral doses of 30 mg/kg/day in pregnant
rats).

In a rabbit embryofetal developmental study in which pregnant rabbits received tofacitinib
during the period of organogenesis, tofacitinib was teratogenic at exposure levels approximately
13 times the human dose of 5 mg twice daily (on an AUC basis at oral doses of 30 mg/kg/day in
rabbits) in the absence of signs of maternal toxicity. Teratogenic effects included
thoracogastroschisis, omphalocele, membranous ventricular septal defects, and cranial/skeletal
malformations (microstomia, microphthalmia), mid-line and tail defects. In addition, there was
an increase in post-implantation loss associated with late resorptions. No developmental toxicity
was observed in rabbits at exposure levels approximately 3 times the human dose of 5 mg twice
daily (on an AUC basis at oral doses of 10 mg/kg/day in pregnant rabbits).

In a peri- and postnatal development study in pregnant rats that received tofacitinib from
gestation day 6 through day 20 of lactation, there were reductions in live litter size, postnatal
survival, and pup body weights at exposure levels approximately 73 times the human dose of

5 mg twice daily (on an AUC basis at oral doses of 50 mg/kg/day in rats). There was no effect on
behavioral and learning assessments, sexual maturation or the ability of the F1 generation rats to
mate and produce viable F2 generation fetuses in rats at exposure levels approximately 17 times
the human dose of 5 mg twice daily (on an AUC basis at oral doses of 10 mg/kg/day in rats).

8.2 Lactation

Risk Summary

It is not known whether tofacitinib is excreted in human milk. Additionally, there are no data to
assess the effects of the drug on the breastfed child. However, tofacitinib is excreted in rat milk
at concentrations higher than in maternal serum /[see Data]. Women should not breastfeed while
treated with XELJANZ/XELJANZ XR. A decision should be made whether to discontinue
breastfeeding or to discontinue XELJANZ/XELJANZ XR.

Data

Human Data
There are no adequate and well-controlled studies of XELJANZ/XELJANZ XR use during
breastfeeding.

Animal Data

Following administration of tofacitinib to lactating rats, concentrations of tofacitinib in milk over
time paralleled those in serum, and were approximately 2 times higher in milk relative to
maternal serum at all time points measured.
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8.3 Females and Males of Reproductive Potential
Contraception

Females
Embryofetal toxicity including malformations occurred in embryofetal development studies in
rats and rabbits /see Use in Specific Populations (8.1)].

Females of reproductive potential should be advised to use effective contraception during
treatment with XELJANZ/XELJANZ XR and for at least 4 weeks after the last dose. Advise
females to contact their healthcare provider if they become pregnant, or if pregnancy is
suspected, during treatment with XELJANZ/XELJANZ XR.

Infertility

Females
Based on findings in rats, treatment with XELJANZ/XELJANZ XR may result in reduced
fertility in females of reproductive potential [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use
The safety and effectiveness of XELJANZ/XELJANZ XR in pediatric patients have not been
established.

8.5 Geriatric Use

Of the 3315 patients who enrolled in rheumatoid arthritis Studies I to V, a total of

505 rheumatoid arthritis patients were 65 years of age and older, including 71 patients 75 years
and older. The frequency of serious infection among XELJANZ-treated subjects 65 years of age
and older was higher than among those under the age of 65.

As there is a higher incidence of infections in the elderly population in general, caution should be
used when treating the elderly.

8.6 Use in Diabetics
As there is a higher incidence of infection in diabetic population in general, caution should be
used when treating patients with diabetes.

8.7 Hepatic Impairment

XELJANZ-treated patients with moderate hepatic impairment had greater tofacitinib levels than
XELJANZ-treated patients with normal hepatic function /see Clinical Pharmacology (12.3)].
Higher blood levels may increase the risk of some adverse reactions, therefore, the recommended
dose is XELJANZ 5 mg once daily in patients with moderate hepatic impairment /see Dosage
and Administration (2.5)]. XELJANZ/XELJANZ XR has not been studied in patients with
severe hepatic impairment; therefore, use of XELJANZ/XELJANZ XR in patients with severe
hepatic impairment is not recommended. No dose adjustment is required in patients with mild
hepatic impairment. The safety and efficacy of XELJANZ/XELJANZ XR have not been studied
in patients with positive hepatitis B virus or hepatitis C virus serology.
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8.8 Renal Impairment

XELJANZ-treated patients with moderate and severe renal impairment had greater tofacitinib
blood levels than XELJANZ-treated patients with normal renal function; therefore, the
recommended dose is XELJANZ 5 mg once daily in patients with moderate and severe renal
impairment [see Dosage and Administration (2.5)]. In clinical trials, XELJANZ/XELJANZ XR
was not evaluated in rheumatoid arthritis patients with baseline creatinine clearance values
(estimated by the Cockroft-Gault equation) less than 40 mL/ min (or in patients with active
psoriatic arthritis with creatinine clearance values less than 50 mL/min). No dose adjustment is
required in patients with mild renal impairment.

10 OVERDOSAGE

Signs, Symptoms, and Laboratory Findings of Acute Overdosage in Humans
There is no experience with overdose of XELJANZ/XELJANZ XR.

Treatment or Management of Overdose
Pharmacokinetic data up to and including a single dose of 100 mg in healthy volunteers indicate
that more than 95% of the administered dose is expected to be eliminated within 24 hours.

There is no specific antidote for overdose with XELJANZ/XELJANZ XR. In case of an
overdose, it is recommended that the patient be monitored for signs and symptoms of adverse
reactions. Patients who develop adverse reactions should receive appropriate treatment.

11 DESCRIPTION

XELJANZ/XELJANZ XR are formulated with the citrate salt of tofacitinib, a JAK inhibitor.
Tofacitinib citrate is a white to off-white powder with the following chemical name: (3R,4R)-4-
methyl-3-(methyl-7H-pyrrolo [2,3-d]pyrimidin-4-ylamino)--oxo-1-piperidinepropanenitrile, 2-
hydroxy-1,2,3-propanetricarboxylate (1:1).

The solubility of tofacitinib citrate in water is 2.9 mg/mL.
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Tofacitinib citrate has a molecular weight of 504.5 Daltons (or 312.4 Daltons as the tofacitinib
free base) and a molecular formula of C;sH0NgO*CsHgO7. The chemical structure of tofacitinib
citrate is:

M 9//,,,,_

Me\
I\)jj> . Hozc/j/coz

HO,C

XELJANZ is supplied for oral administration as 5 mg tofacitinib (equivalent to 8 mg tofacitinib
citrate) white round, immediate-release film-coated tablet. Each tablet of XELJANZ contains the
appropriate amount of tofacitinib as a citrate salt and the following inactive ingredients:
microcrystalline cellulose, lactose monohydrate, croscarmellose sodium, magnesium stearate,
HPMC 2910/Hypromellose 6¢P, titanium dioxide, macrogol/PEG3350, and triacetin.

XELJANZ XR is supplied for oral administration as 11 mg tofacitinib (equivalent to 17.77 mg
tofacitinib citrate) pink, oval, extended release film-coated tablet with a drilled hole at one end of
the tablet band. Each tablet of XELJANZ XR contains the appropriate amount of tofacitinib as a
citrate salt and the following inactive ingredients: sorbitol, hydroxyethyl cellulose, copovidone,
magnesium stearate, cellulose acetate, hydroxypropyl cellulose, HPMC 2910/Hypromellose,
titanium dioxide, triacetin, and red iron oxide. Printing ink contains shellac glaze, ammonium
hydroxide, propylene glycol, and ferrosoferric oxide/black iron oxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tofacitinib is a Janus kinase (JAK) inhibitor. JAKSs are intracellular enzymes which transmit
signals arising from cytokine or growth factor-receptor interactions on the cellular membrane to
influence cellular processes of hematopoiesis and immune cell function. Within the signaling
pathway, JAKs phosphorylate and activate Signal Transducers and Activators of Transcription
(STATs) which modulate intracellular activity including gene expression. Tofacitinib modulates
the signaling pathway at the point of JAKSs, preventing the phosphorylation and activation of
STATs. JAK enzymes transmit cytokine signaling through pairing of JAKs (e.g., JAK1/JAK3,
JAK1/JAK2, JAK1/TyK2, JAK2/JAK?2). Tofacitinib inhibited the in vitro activities of
JAK1/JAK2, JAK1/JAK3, and JAK2/JAK?2 combinations with ICsy of 406, 56, and 1377 nM,
respectively. However, the relevance of specific JAK combinations to therapeutic effectiveness
is not known.

12.2 Pharmacodynamics

Treatment with XELJANZ was associated with dose-dependent reductions of circulating
CD16/56+ natural killer cells, with estimated maximum reductions occurring at approximately
8-10 weeks after initiation of therapy. These changes generally resolved within 2-6 weeks after
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discontinuation of treatment. Treatment with XELJANZ was associated with dose-dependent
increases in B cell counts. Changes in circulating T-lymphocyte counts and T-lymphocyte
subsets (CD3+, CD4+ and CD8+) were small and inconsistent. The clinical significance of these
changes is unknown.

Total serum IgG, IgM, and IgA levels after 6-month dosing in patients with rheumatoid arthritis
were lower than placebo; however, changes were small and not dose-dependent.

After treatment with XELJANZ in patients with rheumatoid arthritis, rapid decreases in serum
C-reactive protein (CRP) were observed and maintained throughout dosing. Changes in CRP
observed with XELJANZ treatment do not reverse fully within 2 weeks after discontinuation,
indicating a longer duration of pharmacodynamic activity compared to the pharmacokinetic
half-life.

Similar changes in T cells, B cells, and serum CRP have been observed in patients with active
psoriatic arthritis although reversibility was not assessed. Total serum immunoglobulins were not
assessed in patients with active psoriatic arthritis.

12.3 Pharmacokinetics

XELJANZ

Following oral administration of XELJANZ, peak plasma concentrations are reached within
0.5-1 hour, elimination half-life is ~3 hours and a dose-proportional increase in systemic
exposure was observed in the therapeutic dose range. Steady state concentrations are achieved in
24-48 hours with negligible accumulation after twice daily administration.

XELJANZ XR

Following oral administration of XELJANZ XR, peak plasma concentrations are reached at

4 hours and half-life is ~6 hours. Steady state concentrations are achieved within 48 hours with
negligible accumulation after once daily administration. AUC and C,,,x of tofacitinib for
XELJANZ XR 11 mg administered once daily are equivalent to those of XELJANZ 5 mg
administered twice daily.

Absorption

XELJANZ

The absolute oral bioavailability of XELJANZ is 74%. Coadministration of XELJANZ with a
high-fat meal resulted in no changes in AUC while Cy,.x was reduced by 32%. In clinical trials,
XELJANZ was administered without regard to meals.

XELJANZ XR

Coadministration of XELJANZ XR with a high-fat meal resulted in no changes in AUC while
Chmax Was increased by 27% and Tpax Was extended by approximately 1 hour.
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Distribution

After intravenous administration, the volume of distribution is 87 L. The protein binding of
tofacitinib is ~40%.Tofacitinib binds predominantly to albumin and does not appear to bind to
al-acid glycoprotein. Tofacitinib distributes equally between red blood cells and plasma.

Metabolism and Elimination

Clearance mechanisms for tofacitinib are approximately 70% hepatic metabolism and 30% renal
excretion of the parent drug. The metabolism of tofacitinib is primarily mediated by CYP3A4
with minor contribution from CYP2C19. In a human radiolabeled study, more than 65% of the
total circulating radioactivity was accounted for by unchanged tofacitinib, with the remaining
35% attributed to 8 metabolites, each accounting for less than 8% of total radioactivity. The
pharmacologic activity of tofacitinib is attributed to the parent molecule.

Pharmacokinetics in Rheumatoid Arthritis Patients

Population PK analysis in rheumatoid arthritis patients indicated no clinically relevant change in
tofacitinib exposure, after accounting for differences in renal function (i.e., creatinine clearance)
between patients, based on age, weight, gender and race (Figure 1). An approximately linear
relationship between body weight and volume of distribution was observed, resulting in higher
peak (Cpax) and lower trough (Cpin) concentrations in lighter patients. However, this difference is
not considered to be clinically relevant. The between-subject variability (% coefficient of
variation) in AUC of tofacitinib is estimated to be approximately 27%.

Pharmacokinetics in Patients with Active Psoriatic Arthritis
Results from population PK analysis in patients with active psoriatic arthritis were consistent
with those in patients with rheumatoid arthritis.

Specific Populations

The effect of renal and hepatic impairment and other intrinsic factors on the pharmacokinetics of
tofacitinib is shown in Figure 1.
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Figure 1: Impact of Intrinsic Factors on Tofacitinib Pharmacokinetics

Intrinsic PK Ratio and 90% CI Recommendation
Factor
Weight = 40 kg AUC No Dose Adjustment
Cmax H
Weight = 140 kg AUC No Dose Adjustment
Cmax [ ]
Age = 80 years AUC No Dose Adjustment
Cmax
Female AUC No Dose Adjustment
Cmax
Asian AUC No Dose Adjustment
Cmax
Black AUC No Dose Adjustment
Cmax
Hispanic AUC No Dose Adjustment
Cmax
Renal Impairment AUC —— No Dose Adjustment
(Mild) Cmax —e—
Renal Impairment Auc ' 1 ! Xeljanz 5 mg Once Daily
(Moderate) Cmax ——
Renal Impairment AuC ' *® ! Xeljanz 5 mg Once Daily*
(Severe) Cmax —r—
Hepatic Impairment AUC x' No Dose Adjustment
(Mild) Cmax
Hepatic Impairment Auc ' ® ! Xeljanz 5 mg Once Daily
(Moderate) Cmax ——

[ T U A A N R
0o 05 1 15 2 25 3 35 4

Ratio relative to reference

* Supplemental doses are not necessary in patients after dialysis. Reference values for weight, age, gender, and race
comparisons are 70 kg, 55 years, male, and White, respectively; reference groups for renal and hepatic impairment
data are subjects with normal renal and hepatic function.

Drug Interactions

Potential for XELJANZ/XELJANZ XR to Influence the PK of Other Drugs

In vitro studies indicate that tofacitinib does not significantly inhibit or induce the activity of the
major human drug-metabolizing CYPs (CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19,
CYP2D6, and CYP3A4) at concentrations exceeding 80 times the steady state Cp,x 0of a 5 mg
twice daily dose. These in vitro results were confirmed by a human drug interaction study
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showing no changes in the PK of midazolam, a highly sensitive CYP3A4 substrate, when
coadministered with XELJANZ.

In vitro studies indicate that tofacitinib does not significantly inhibit the activity of the major
human drug-metabolizing uridine 5'-diphospho-glucuronosyltransferases (UGTs) [UGT1Al,
UGT1A4, UGT1A6, UGT1A9, and UGT2B7] at concentrations exceeding 250 times the steady
state Cyax 0f @ 5 mg twice daily dose.

In rheumatoid arthritis patients, the oral clearance of tofacitinib does not vary with time,
indicating that tofacitinib does not normalize CYP enzyme activity in rheumatoid arthritis
patients. Therefore, coadministration with XELJANZ/XELJANZ XR is not expected to result in
clinically relevant increases in the metabolism of CYP substrates in rheumatoid arthritis patients.

In vitro data indicate that the potential for tofacitinib to inhibit transporters such as
P-glycoprotein, organic anionic or cationic transporters at therapeutic concentrations is low.

Dosing recommendations for coadministered drugs following administration with
XELJANZ/XELJANZ XR are shown in Figure 2.

Figure 2. Impact of Tofacitinib on PK of Other Drugs

Coadministered PK Ratio and 90% CI Recommendation
Drug
Methotrexate AuC —— No Dose Adjustment
Cmax —&—
CYP3A Substrate n No dose adjustment
Midazolam AuC H for CYP3A substrates
Cmax H— such as midazolam
Oral Contraceptives AUC - No Dose Adjustment
Levonorgestrel
Cmax -
Ethinyl Estradiol AUC - No Dose Adjustment
Cmax =
OCT & MATE Substrate  pyc o No Dose Adjustment
Metformin
Cmax -

[ I I I I I I I I
0 025 0.5 0.75 1 125 15 1.75 2

Ratio relative to reference

Note: Reference group is administration of concomitant medication alone; OCT = Organic Cationic Transporter;
MATE = Multidrug and Toxic Compound Extrusion
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Potential for Other Drugs to Influence the PK of Tofacitinib

Since tofacitinib is metabolized by CYP3 A4, interaction with drugs that inhibit or induce
CYP3A4 is likely. Inhibitors of CYP2C19 alone or P-glycoprotein are unlikely to substantially
alter the PK of tofacitinib. Dosing recommendations for XELJANZ/XELJANZ XR for
administration with CYP inhibitors or inducers are shown in Figure 3.

Figure 3. Impact of Other Drugs on PK of Tofacitinib

Coadnllainistered PK Ratio and 90% ClI Recommendation
ru
CYP3A Inhibitor @
Ketoconazole AuC Xeljanz 5 mg Once Daily
Cmax o
CYP3A & CYP2C19 Inhibitor o
Fluconazole AUC Xeljanz 5 mg Once Daily
Cmax o
C%ﬁalg%l'iﬁ er AUC [ ] May Decrease Efficacy
Cmax [ ]
Methotrexate AUC L No Dose Adjustment
Cmax
Tacrolimus AUC 3 There is a risk of added immunosuppression
Cmax 1 if Xeljanz or Xeljanz XR is taken
with Tacrolimus
Cyclosporine AUC @A There is a risk of added immunosuppression
Cmax - if Xeljanz or Xeljanz XR is taken
with Cyclosporine

1Tt 11T 1T 17T T T
0 05 1 15 2 25

Ratio relative to reference

Note: Reference group is administration of tofacitinib alone

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

In a 39-week toxicology study in monkeys, tofacitinib at exposure levels approximately 6 times
the human dose (on an AUC basis at oral doses of 5 mg/kg twice daily) produced lymphomas.
No lymphomas were observed in this study at exposure levels 1 times the human dose (on an
AUC basis at oral doses of 1 mg/kg twice daily).

The carcinogenic potential of tofacitinib was assessed in 6-month rasH2 transgenic mouse
carcinogenicity and 2-year rat carcinogenicity studies. Tofacitinib, at exposure levels
approximately 34 times the human dose (on an AUC basis at oral doses of 200 mg/kg/day) was
not carcinogenic in mice.

In the 24-month oral carcinogenicity study in Sprague-Dawley rats, tofacitinib caused benign
Leydig cell tumors, hibernomas (malignancy of brown adipose tissue), and benign thymomas at
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doses greater than or equal to 30 mg/kg/day (approximately 42 times the exposure levels at the
human dose on an AUC basis). The relevance of benign Leydig cell tumors to human risk is not
known.

Tofacitinib was not mutagenic in the bacterial reverse mutation assay. It was positive for
clastogenicity in the in vitro chromosome aberration assay with human lymphocytes in the
presence of metabolic enzymes, but negative in the absence of metabolic enzymes. Tofacitinib
was negative in the in vivo rat micronucleus assay and in the in vitro CHO-HGPRT assay and the
in vivo rat hepatocyte unscheduled DNA synthesis assay.

In rats, tofacitinib at exposure levels approximately 17 times the human dose (on an AUC basis
at oral doses of 10 mg/kg/day) reduced female fertility due to increased post-implantation loss.
There was no impairment of female rat fertility at exposure levels of tofacitinib equal to the
human dose (on an AUC basis at oral doses of 1 mg/kg/day). Tofacitinib exposure levels at
approximately 133 times the human dose (on an AUC basis at oral doses of 100 mg/kg/day) had
no effect on male fertility, sperm motility, or sperm concentration.

14 CLINICAL STUDIES

14.1 Rheumatoid Arthritis

The XELJANZ clinical development program included two dose-ranging trials and five
confirmatory trials. Although other doses have been studied, the recommended dose of
XELJANZ is 5 mg twice daily.

Dose-Ranging Trials
Dose selection for XELJANZ was based on two pivotal dose-ranging trials.

Dose-Ranging Study 1 was a 6-month monotherapy trial in 384 patients with active rheumatoid
arthritis who had an inadequate response to a DMARD. Patients who previously received
adalimumab therapy were excluded. Patients were randomized to 1 of 7 monotherapy treatments:
XELJANZ 1, 3, 5, 10 or 15 mg twice daily, adalimumab 40 mg subcutaneously every other week
for 10 weeks followed by XELJANZ 5 mg twice daily for 3 months, or placebo.

Dose-Ranging Study 2 was a 6-month trial in which 507 patients with active rheumatoid arthritis
who had an inadequate response to MTX alone received one of 6 dose regimens of XELJANZ
(20 mg once daily; 1, 3, 5, 10 or 15 mg twice daily), or placebo added to background MTX.

The results of XELJANZ-treated patients achieving ACR20 responses in Studies 1 and 2 are
shown in Figure 4. Although a dose-response relationship was observed in Study 1, the
proportion of patients with an ACR20 response did not clearly differ between the 10 mg and

15 mg doses. In Study 2, a smaller proportion of patients achieved an ACR20 response in the
placebo and XELJANZ 1 mg groups compared to patients treated with the other XELJANZ
doses. However, there was no difference in the proportion of responders among patients treated
with XELJANZ 3, 5, 10, 15 mg twice daily or 20 mg once daily doses.
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Figure 4: Proportion of Patients with ACR20 Response at Month 3 in Dose-Ranging
Studies 1 and 2
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* XELJANZ twice daily dosing in mg, except for 20 mg which is once daily dosing in mg.
PBOis placebo; ADA is adalimumab 40 mg subcutaneous injection every other week.

Study 1 was a dose-ranging monotherapy trial not designed to provide comparative effectiveness
data and should not be interpreted as evidence of superiority to adalimumab.

Confirmatory Trials

Study I (NCT00814307) was a 6-month monotherapy trial in which 610 patients with moderate
to severe active rheumatoid arthritis who had an inadequate response to a DMARD (nonbiologic
or biologic) received XELJANZ 5 or 10 mg twice daily or placebo. At the Month 3 visit, all
patients randomized to placebo treatment were advanced in a blinded fashion to a second
predetermined treatment of XELJANZ 5 or 10 mg twice daily. The primary endpoints at Month
3 were the proportion of patients who achieved an ACR20 response, changes in Health
Assessment Questionnaire — Disability Index (HAQ-DI), and rates of Disease Activity Score
DAS28-4(ESR) less than 2.6.

Study II (NCT00856544) was a 12-month trial in which 792 patients with moderate to severe
active rtheumatoid arthritis who had an inadequate response to a nonbiologic DMARD received
XELJANZ 5 or 10 mg twice daily or placebo added to background DMARD treatment
(excluding potent immunosuppressive treatments such as azathioprine or cyclosporine). At the
Month 3 visit, nonresponding patients were advanced in a blinded fashion to a second
predetermined treatment of XELJANZ 5 or 10 mg twice daily. At the end of Month 6, all
placebo patients were advanced to their second predetermined treatment in a blinded fashion.
The primary endpoints were the proportion of patients who achieved an ACR20 response at
Month 6, changes in HAQ-DI at Month 3, and rates of DAS28-4(ESR) less than 2.6 at Month 6.
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Study I (NCT00853385) was a 12-month trial in 717 patients with moderate to severe active
rheumatoid arthritis who had an inadequate response to MTX. Patients received XELJANZ 5 or
10 mg twice daily, adalimumab 40 mg subcutaneously every other week, or placebo added to
background MTX. Placebo patients were advanced as in Study II. The primary endpoints were
the proportion of patients who achieved an ACR20 response at Month 6, HAQ-DI at Month 3,
and DAS28-4(ESR) less than 2.6 at Month 6.

Study IV (NCT00847613) was a 2-year trial with a planned analysis at 1 year in which

797 patients with moderate to severe active rheumatoid arthritis who had an inadequate response
to MTX received XELJANZ 5 or 10 mg twice daily or placebo added to background MTX.
Placebo patients were advanced as in Study II. The primary endpoints were the proportion of
patients who achieved an ACR20 response at Month 6, mean change from baseline in van der
Heijde-modified total Sharp Score (mTSS) at Month 6, HAQ-DI at Month 3, and DAS28-
4(ESR) less than 2.6 at Month 6.

Study V (NCT00960440) was a 6-month trial in which 399 patients with moderate to severe
active rheumatoid arthritis who had an inadequate response to at least one approved TNF-
inhibiting biologic agent received XELJANZ 5 or 10 mg twice daily or placebo added to
background MTX. At the Month 3 visit, all patients randomized to placebo treatment were
advanced in a blinded fashion to a second predetermined treatment of XELJANZ 5 or 10 mg
twice daily. The primary endpoints at Month 3 were the proportion of patients who achieved an
ACR20 response, HAQ-DI, and DAS28-4(ESR) less than 2.6.

Study VI (NCT01039688) was a 2-year monotherapy trial with a planned analysis at 1 year in
which 952 MTX-naive patients with moderate to severe active rheumatoid arthritis received
XELJANZ 5 or 10 mg twice daily or MTX dose-titrated over 8 weeks to 20 mg weekly. The
primary endpoints were mean change from baseline in van der Heijde-modified Total Sharp
Score (mTSS) at Month 6 and the proportion of patients who achieved an ACR70 response at
Month 6.

Clinical Response

The percentages of XELJANZ-treated patients achieving ACR20, ACR50, and ACR70
responses in Studies I, IV, and V are shown in Table 5. Similar results were observed with
Studies II and III. In trials I-V, patients treated with either 5 or 10 mg twice daily XELJANZ had
higher ACR20, ACR50, and ACR70 response rates versus placebo, with or without background
DMARD treatment, at Month 3 and Month 6. Higher ACR20 response rates were observed
within 2 weeks compared to placebo. In the 12-month trials, ACR response rates in XELJANZ-
treated patients were consistent at 6 and 12 months.

29



Table S: Proportion of Patients with an ACR Response

Percent of Patients

Monotherapy in Nonbiologic or

MTX Inadequate Responders®

TNF Inhibitor Inadequate

Biologic DMARD Inadequate Responders*
Responders®
Study I Study IV Study V
N* PBO XELJANZ | XELJANZ PBO XELJANZ | XELJANZ | PBO | XELJANZ | XELJANZ
5 mg Twice 10 mg +MTX Smg 10 mg + 5 mg 10 mg
Daily Twice Twice Twice MTX Twice Twice
Dailyf Daily + Daily + Daily + Daily +
MTX MTX" MTX MTX"
122 243 245 160 321 316 132 133 134
ACR20
Month 3 26% 59% 65% 27% 55% 67% 24% 41% 48%
Month 6 NA® 69% 70% 25% 50% 62% NA 51% 54%
ACRS0
Month 3 12% 31% 36% 8% 29% 37% 8% 26% 28%
Month 6 NA 42% 46% 9% 32% 44% NA 37% 30%
ACR70
Month 3 6% 15% 20% 3% 11% 17% 2% 14% 10%
Month 6 NA 22% 29% 1% 14% 23% NA 16% 16%

*N is number of randomized and treated patients.

® NA Not applicable, as data for placebo treatment is not available beyond 3 months in Studies I and V due to

placebo advancement.

¢ Inadequate response to at least one DMARD (biologic or nonbiologic) due to lack of efficacy or toxicity.
Inadequate response to MTX defined as the presence of sufficient residual disease activity to meet the entry

criteria.

¢ Inadequate response to a least one TNF inhibitor due to lack of efficacy and/or intolerance.
" The recommended dose of XELJANZ is 5 mg twice daily.

In Study IV, a greater proportion of patients treated with XELJANZ 5 mg or 10 mg twice daily
plus MTX achieved a low level of disease activity as measured by a DAS28-4(ESR) less than 2.6
at 6 months compared to those treated with MTX alone (Table 6).
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Table 6: Proportion of Patients with DAS28-4(ESR) Less Than 2.6 with Number of
Residual Active Joints

Study IV
DAS28-4(ESR) Less Than 2.6 Placebo + MTX XELJANZ 5 mg XELJANZ 10 mg
Twice Daily + MTX Twice Daily +
MTX*
160 321 316

Proportion of responders at Month 6 (n) 1% (2) 6% (19) 13% (42)

Of responders, proportion with 0 active joints 50% (1) 42% (8) 36% (15)

(n)

Of responders, proportion with 1 active joint (n) 0 5% (1) 17% (7)

Of responders, proportion with 2 active joints 0 32% (6) 7% (3)

(n)

Of responders, proportion with 3 or more active 50% (1) 21% (4) 40% (17)

joints (n)

*The recommended dose of XELJANZ is 5 mg twice daily.

The results of the components of the ACR response criteria for Study IV are shown in Table 7.

Similar results were observed for XELJANZ in Studies I, II, III, V, and VI.

Table 7: Components of ACR Response at Month 3

Study IV
XELJANZ XELJANZ Placebo + MTX
5 mg 10 mg*
Twice Daily + MTX Twice Daily + MTX
N=321 N=316 N=160
Component (mean)* Baseline | Month 3" | Baseline | Month 3" | Baseline | Month 3°
Number of tender
o 24 13 23 10 23 18
jonts (14) (14) (15) (12) (13) (14)
(0-68)
Number of swollen
14 6 14 6 14 10
Jomns ®) ®) ®) ™ ©) ©)
(0-66)
Pain”’ 58 34 58 29 55 47
(23) (23) (24) (22) (24) (24)
Patient global 58 35 57 29 54 47
assessment” (24) (23) (23) (20) (23) (24)
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Disability index
1.41 0.99 1.40 0.84 1.32 1.19
(HAQ-DI)*
(0.68) (0.65) (0.66) (0.64) (0.67) (0.68)
Physician global
. 59 30 58 24 56 43
assessment
(16) (19) a7 a7 (18) (22)
CRP (mg/L) 15.3 7.1 17.1 4.4 13.7 14.6
(19.0) (19.1) (26.9) (8.6) (14.9) (18.7)

"Data shown is mean (Standard Deviation) at Month 3.

"Visual analog scale: 0 = best, 100 = worst.

“Health Assessment Questionnaire Disability Index: 0 = best, 3 = worst; 20 questions; categories: dressing and
grooming, arising, eating, walking, hygiene, reach, grip, and activities.

“The recommended dose of XELJANZ is 5 mg twice daily.

The percent of ACR20 responders by visit for Study IV is shown in Figure 5. Similar responses
were observed for XELJANZ in Studies I, II, III, V, and VI.

Figure 5: Percentage of ACR20 Responders by Visit for Study IV
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Non-responder imputation was used. Patients who withdrew from the study were counted
as failures, as were patients who failed to have at least a 20% improvement in joint
counts at Month 3.

Radiographic Response

Two studies were conducted to evaluate the effect of XELJANZ on structural joint damage. In
Study IV and Study VI, progression of structural joint damage was assessed radiographically and
expressed as change from baseline in mTSS and its components, the erosion score and joint

32



space narrowing score, at Months 6 and 12. The proportion of patients with no radiographic
progression (mTSS change less than or equal to 0) was also assessed.

In Study IV, XELJANZ 10 mg twice daily plus background MTX reduced the progression of
structural damage compared to placebo plus MTX at Month 6. When given at a dose of 5 mg
twice daily, XELJANZ exhibited similar effects on mean progression of structural damage (not
statistically significant). These results are shown in Table 8. Analyses of erosion and joint space
narrowing scores were consistent with the overall results.

In the placebo plus MTX group, 74% of patients experienced no radiographic progression at
Month 6 compared to 84% and 79% of patients treated with XELJANZ plus MTX 5 or 10 mg

twice daily.

In Study VI, XELJANZ monotherapy inhibited the progression of structural damage compared
to MTX at Months 6 and 12 as shown in Table 8. Analyses of erosion and joint space narrowing
scores were consistent with the overall results.

In the MTX group, 55% of patients experienced no radiographic progression at Month 6
compared to 73% and 77% of patients treated with XELJANZ 5 or 10 mg twice daily.

Table 8: Radiographic Changes at Months 6 and 12

Study IV
Placebo XELJANZ 5mg | XELJANZ5mg | XELJANZ 10 mg | XELJANZ 10 mg
Twice Daily Twice Daily Twice Daily* Twice Daily
N=139 N=277 Mean Difference N=290 Mean Difference
Mean (SD)* Mean (SD)* from Placebo” Mean (SD)* from Placebo”
(€N ((81))
mTSS*
Baseline 33 (42) 31 (48) - 37 (54) -
Month 6 0.5 (2.0) 0.1 (1.7) -0.3 (-0.7, 0.0) 0.1 (2.0) -0.4 (-0.8, 0.0)
Study VI
MTX XELJANZ 5mg | XELJANZ 5mg | XELJANZ 10 mg | XELJANZ 10 mg
Twice Daily Twice Daily Twice Daily® Twice Daily
N=166 N=346 Mean Difference N=369 Mean Difference
Mean (SD)* Mean (SD)* from MTX" (CI) Mean (SD)* from MTX"
((81))
mTSS¢
Baseline 17 (29) 20 (40) - 19 (39) -
Month 6 0.8 (2.7) 0.2 (2.3) -0.7 (-1.0, -0.3) 0.0(1.2) -0.8 (-1.2,-0.4)
Month 12 1.3(3.7) 0.4 (3.0) -0.9 (-1.4,-0.4) 0.0 (1.5) -1.3(-1.8,-0.8)

SD = Standard Deviation
"Difference between least squares means XELTANZ minus placebo or MTX (95% CI = 95% confidence interval)
“Month 6 and Month 12 data are mean change from baseline.
4The recommended dose of XELJANZ is 5 mg twice daily.
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Physical Function Response

Improvement in physical functioning was measured by the HAQ-DI. Patients receiving
XELJANZ 5 and 10 mg twice daily demonstrated greater improvement from baseline in physical
functioning compared to placebo at Month 3.

The mean (95% CI) difference from placebo in HAQ-DI improvement from baseline at Month 3
in Study III was -0.22 (-0.35, -0.10) in patients receiving 5 mg XELJANZ twice daily and -0.32
(-0.44, -0.19) in patients receiving 10 mg XELJANZ twice daily. Similar results were obtained in
Studies I, II, IV and V. In the 12-month trials, HAQ-DI results in XELJANZ-treated patients
were consistent at 6 and 12 months.

Other Health-Related Outcomes

General health status was assessed by the Short Form health survey (SF-36). In studies I, IV, and
V, patients receiving XELJANZ 5 mg twice daily or XELJANZ 10 mg twice daily demonstrated
greater improvement from baseline compared to placebo in physical component summary (PCS),
mental component summary (MCS) scores and in all 8 domains of the SF-36 at Month 3.

14.2 Psoriatic Arthritis

The XELJANZ clinical development program to assess efficacy and safety included

2 multicenter, randomized, double-blind, placebo-controlled confirmatory trials in 816 patients
18 years of age and older (PsA-I and PsA-II). Although other doses have been studied, the
recommended dose of XELJANZ is 5 mg twice daily. All patients had active psoriatic arthritis
for at least 6 months based upon the Classification Criteria for Psoriatic Arthritis (CASPAR), at
least 3 tender/painful joints and at least 3 swollen joints, and active plaque psoriasis. Patients
randomized and treated across the 2 clinical trials represented different psoriatic arthritis
subtypes at screening, including <5 joints or asymmetric involvement (21%), >5 joints involved
(90%), distal interphalangeal (DIP) joint involvement (61%), arthritis mutilans (8%), and
spondylitis (19%). Patients in these clinical trials had a diagnosis of psoriatic arthritis for a mean
(SD) of 7.7 (7.2) years. At baseline, 80% and 53% of patients had enthesitis and dactylitis,
respectively. At baseline, all patients were required to receive treatment with a stable dose of a
nonbiologic DMARD (79% received methotrexate, 13% received sulfasalazine, 7% received
leflunomide, 1% received other nonbiologic DMARDES). In both clinical trials, the primary
endpoints were the ACR20 response and the change from baseline in HAQ-DI at Month 3.

Study PsA-I was a 12-month clinical trial in 422 patients who had an inadequate response to a
nonbiologic DMARD (67% and 33% were inadequate responders to 1 nonbiologic DMARD and
>2 nonbiologic DMARD:s, respectively) and who were naive to treatment with a TNF-inhibitor
(TNF1). Patients were randomized in a 2:2:2:1:1 ratio to receive XELJANZ 5 mg twice daily,
XELJANZ 10 mg twice daily, adalimumab 40 mg subcutaneously once every 2 weeks, placebo
to XELJANZ 5 mg twice daily treatment sequence, or placebo to XELJANZ 10 mg twice daily
treatment sequence, respectively; study drug was added to background nonbiologic DMARD
treatment. At the Month 3 visit, all patients randomized to placebo treatment were advanced in a
blinded fashion to a predetermined XELJANZ dose of 5 mg or 10 mg twice daily. Study PsA-I
was not designed to demonstrate noninferiority or superiority to adalimumab.
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Study PsA-II was a 6-month clinical trial in 394 patients who had an inadequate response to at
least 1 approved TNFi (66%, 19%, and 15% were inadequate responders to 1 TNFi, 2 TNFi and
>3 TNFi, respectively). Patients were randomized in a 2:2:1:1 ratio to receive XELJANZ 5 mg
twice daily, XELJANZ 10 mg twice daily, placebo to XELJANZ 5 mg twice daily treatment
sequence, or placebo to XELJANZ 10 mg twice daily treatment sequence, respectively; study
drug was added to background nonbiologic DMARD treatment. At the Month 3 visit, placebo

patients were advanced in a blinded fashion to a predetermined XELJANZ dose of 5 mg or
10 mg twice daily as in Study PsA-I.

Clinical Response
At Month 3, patients treated with either XELJANZ 5 mg or 10 mg twice daily had higher

(p<0.05) response rates versus placebo for ACR20, ACR50, and ACR70 in Study PsA-I and for
ACR20 and ACRS50 in Study PsA-II; ACR70 response rates were also higher for both XELJANZ

5 mg or 10 mg twice daily versus placebo in Study PsA-II, although the differences versus
placebo were not statistically significant (p>0.05) (Tables 9 and 10).

Table 9: Proportion of Patients with an ACR Response in Study PsA-I* [Nonbiologic
DMARD Inadequate Responders (TNFi-Naive)]

XELJANZ XELJANZ
Treatment 5 mg 10 mg®
Group Placebo Twice Daily Twice Daily
N* 105 107 104
- o ; )
Response | Response Dglsfg/eorgr}cg (Erf;) Response D915f1:;:’re(::nlc;:r (Erf;)
Rate Rate Rate
Placebo Placebo
Month 3
ACR20 33% 50% 17.1 (4.1, 30.2) 61% 27.2 (14.2,40.3)
ACRS50 10% 28% 18.5(8.3,28.7) 40% 30.9 (19.9, 41.8)
ACR70 5% 17% 12.1(3.9,20.2) 14% 9.7(1.8,17.6)

Subjects with missing data were treated as non-responders.
" Subjects received one concomitant nonbiologic DMARD.
N is number of randomized and treated patients.

" The recommended dose of XELJANZ is 5 mg twice daily.

Table 10: Proportion of Patients with an ACR Response in Study PsA-IT* (TNFi

Inadequate Responders)

XELJANZ XELJANZ
Treatment 5 mg 10 mg®
Group Placebo Twice Daily Twice Daily
N* 131 131 132
Response | Response Difference (%) Response Difference (%)
Rate Rate 95% CI from Placebo Rate 95% CI from Placebo
Month 3
ACR20 24% 50% 26.0 (14.7,37.2) 47% 23.3(12.1, 34.5)
ACRS50 15% 30% 15.3(5.4,25.2) 28% 13.5(3.8,23.3)
ACR70 10% 17% 6.9 (-1.3,15.1) 14% 4.5(-3.4,12.4)

Subjects with missing data were treated as non-responders.
" Subjects received one concomitant nonbiologic DMARD.
*N is number of randomized and treated patients.

" The recommended dose of XELJANZ is 5 mg twice daily.
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Improvements from baseline in the ACR response criteria components for both studies are
shown in Tablel 1.

Table 11: Components of ACR Response at Baseline and Month 3 in Studies PsA-I and

PsA-I1
Nonbiologic DMARD Inadequate TNFi Inadequate Responders
Responders (TNFi-Naive)
Study PsA-I" Study PsA-IT"
XELJANZ XELJANZ XELJANZ XELJANZ
Treatment 5mg 10 mgd 5mg 10 mgd
Group Placebo Twice Daily Twice Daily Placebo Twice Daily | Twice Daily
N at Baseline 105 107 104 131 131 132
ACR
Component”
Number of
tender/painful
joints (0-68)
Baseline 20.6 20.5 20.3 19.8 20.5 25.5
Month 3 14.6 12.2 9.9 15.1 11.5 14.5
Number of
swollen joints
(0-66)
Baseline 11.5 12.9 11.7 10.5 12.1 12.8
Month 3 7.1 6.3 43 7.7 4.8 6.1
Patient
assessment of
arthritis pain®
Baseline 53.2 55.7 54.4 54.9 56.4 59.5
Month 3 44.7 34.7 28.5 48.0 36.1 38.1
Patient global
assessment of
arthritis”
Baseline 53.9 54.7 53.6 55.8 57.4 58.5
Month 3 44.4 35.5 29.8 49.2 36.9 38.8
HAQ-DI"
Baseline 1.11 1.16 1.08 1.25 1.26 1.37
Month 3 0.95 0.81 0.71 1.09 0.88 1.03
Physician’s
Global
Assessment of
Arthritis®
Baseline 53.8 54.6 55.2 53.7 53.5 55.8
Month 3 354 29.5 23.6 36.4 27.0 25.6
CRP (mg/L)
Baseline 10.4 10.5 8.1 12.1 13.8 15.0
Month 3 8.6 4.0 2.7 11.4 7.7 7.3

" Subjects received one concomitant nonbiologic DMARD.
*Data shown are mean value at baseline and at Month 3.

" Visual analog scale (VAS): 0 = best, 100 = worst.

“HAQ-DI = Health Assessment Questionnaire — Disability Index: 0 = best, 3 = worst; 20 questions; categories:
dressing and grooming, arising, eating, walking, hygiene, reach, grip, and activities.
4The recommended dose of XELJANZ is 5 mg twice daily.
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The percentage of ACR20 responders by visit for Study PsA-I is shown in Figure 6. Similar
responses were observed in Study PsA-II. In both studies, improvement in ACR20 response on
XELJANZ was observed at the first visit after baseline (Week 2).

Figure 6: Percentage of ACR20 Responders by Visit Through Month 3 in Study PsA-I*
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BID=twice daily; SE=standard error.

Subjects with missing data were treated as non-responders.
" Subjects received one concomitant nonbiologic DMARD.
The recommended dose of XELJANZ is 5 mg twice daily.

In patients with active psoriatic arthritis evidence of benefit in enthesitis and dactylitis was
observed with XELJANZ treatment.

Physical Function

Improvement in physical functioning was measured by the HAQ-DI. Patients receiving
XELJANZ 5 mg or 10 mg twice daily demonstrated significantly greater improvement (p<0.05)
from baseline in physical functioning compared to placebo at Month 3 (Table 12).
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Table 12: Change from Baseline in HAQ-DI in Studies PsA-I and PsA-I1

Least Squares Mean Change from Baseline In HAQ-DI at Month 3
Nonbiologic DMARD Inadequate Responders” TNFi Inadequate Responders®
(TNFi-Naive)
Study PsA-I" Study PsA-IT"
XELJANZ
Treatment XELJANZ 5 mg | XELJANZ 10 mgd 5mg XELJANZ 10 mg d
Group Placebo Twice Daily Twice Daily Placebo | Twice Daily Twice Daily
N* 104 107 104 131 129 132
LSM
Change
-0.18 -0.35 -0.40 -0.14 -0.39 -0.35
from
Baseline
Difference
from -0.17 -0.22 -0.25 -0.22
Placebo ) (-0.29, -0.05) (-0.34, -0.10) ) (-0.38,-0.13) (-0.34, -0.09)
(95% CI)

" Subjects received one concomitant nonbiologic DMARD.
"N is the total number of subjects in the statistical analysis.
" Inadequate response to at least one nonbiologic DMARD due to lack of efficacy and/or intolerability.
¢ Inadequate response to at least one TNF inhibitor (TNF1) due to lack of efficacy and/or intolerability.
4The recommended dose of XELJANZ is 5 mg twice daily.

In Study PsA-I, the HAQ-DI responder rate (response defined as having improvement from
baseline of >0.35) at Month 3 was 53% in patients receiving XELJANZ 5 mg twice daily, 55%
in patients receiving XELJANZ 10 mg twice daily, and 31% in patients receiving placebo.
Similar responses were observed in Study PsA-II.

Other Health-Related Outcomes

General health status was assessed by the Short Form health survey (SF-36). In Studies PsA-I
and PsA-II, patients receiving XELJANZ 5 mg twice daily or XELJANZ 10 mg twice daily had
greater improvement from baseline compared to placebo in Physical Component Summary
(PCS) score, but not in Mental Component Summary (MCS) score at Month 3. Patients receiving
XELJANZ 5 mg twice daily reported consistently greater improvement relative to placebo in the
domains of Physical Functioning, Bodily Pain, Vitality, and Social Functioning, but not in Role
Physical, General Health, Role Emotional, or Mental Health.

Radiographic Response

Treatment effect on inhibition of radiographic progression in psoriatic arthritis could not be
established from the results of Study PsA-I.
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16 HOW SUPPLIED/STORAGE AND HANDLING

XELJANZ is provided as 5 mg tofacitinib (equivalent to 8 mg tofacitinib citrate) tablets: White,
round, immediate-release film-coated tablets, debossed with “Pfizer” on one side, and “JKI 5” on
the other side, and available in:

XELJANZ

Bottles of 28: NDC 0069-1001-03
Bottles of 60: NDC 0069-1001-01
Bottles of 180: NDC 0069-1001-02

XELJANZ XR is provided as 11 mg tofacitinib (equivalent to 17.77 mg tofacitinib citrate)
tablets: Pink, oval, extended release tablet with a drilled hole at one end of the tablet band and
“JKI 11” printed on one side of the tablet:

XELJANZ XR

Bottles of 14: NDC 0069-0501-14
Bottles of 30: NDC 0069-0501-30
Storage and Handling

Store XELJANZ/XELJANZ XR at 20°C to 25°C (68°F to 77°F). [See USP Controlled Room
Temperature].

XELJANZ/XELJANZ XR
Do not repackage.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Patient Counseling
Advise patients of the potential benefits and risks of XELJANZ/XELJANZ XR.

Serious Infection

Inform patients that XELJANZ/XELJANZ XR may lower the ability of their immune system to
fight infections. Advise patients not to start taking XELJANZ/XELJANZ XR if they have an
active infection. Instruct patients to contact their healthcare provider immediately during
treatment if symptoms suggesting infection appear in order to ensure rapid evaluation and
appropriate treatment [see Warnings and Precautions (5.1)].

Advise patients that the risk of herpes zoster, some cases of which can be serious, is increased in
patients treated with XELJANZ [see Warnings and Precautions (5.1)].

Malignancies and Lymphoproliferative Disorders

Inform patients that XELJANZ/XELJANZ XR may increase their risk of certain cancers, and
that lymphoma and other cancers have been observed in patients taking XELJANZ. Instruct
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patients to inform their healthcare provider if they have ever had any type of cancer /see
Warnings and Precautions (5.2)].

Important Information on Laboratory Abnormalities

Inform patients that XELJANZ/XELJANZ XR may affect certain lab test results, and that blood
tests are required before and during XELJANZ/XELJANZ XR treatment [see Warnings and
Precautions (5.4)].

Pregnancy

Inform patients that XELJANZ/XELJANZ XR should not be used during pregnancy unless
clearly necessary, and advise patients to inform their doctors right away if they become pregnant
while taking XELJANZ/XELJANZ XR. Inform patients that Pfizer has a registry for pregnant
women who have taken XELJANZ/XELJANZ XR during pregnancy. Advise patients to contact the
registry at 1-877-311-8972 to enroll [see Use in Specific Populations (8.1)]. Women of reproductive
potential should be advised to use effective contraception during treatment with
XELJANZ/XELJANZ XR and for at least 4 weeks after the last dose [see Use in Specific
Populations (8.3)]. Inform patients that they should not breastfeed while taking
XELJANZ/XELJANZ XR [see Use in Specific Populations (8.2)].

Residual Tablet Shell
Patients receiving XELJANZ XR may notice an inert tablet shell passing in the stool or via

colostomy. Patients should be informed that the active medication has already been absorbed by
the time the patient sees the inert tablet shell.

This product’s label may have been updated. For current full prescribing information, please visit
www.pfizer.com.

Distributad hy

@ Pfizer Labs
Division of Pfzar Inc, MY, NY 10017

LAB-0445-12.0
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Medication Guide
XELJANZ (ZEL’ JANS’)
XELJANZ XR (ZEL’ JANS’ EKS-AHR)
(tofacitinib)

What is the most important information | should know about XELJANZ/XELJANZ XR?
XELJANZ/XELJANZ XR may cause serious side effects including:
1. Serious infections.
XELJANZ/XELJANZ XR is a medicine that affects your immune system. XELJANZ/XELJANZ XR can
lower the ability of your immune system to fight infections. Some people can have serious infections while
taking XELJANZ/XELJANZ XR, including tuberculosis (TB), and infections caused by bacteria, fungi, or
viruses that can spread throughout the body. Some people have died from these infections.
e Your healthcare provider should test you for TB before starting XELJANZ/XELJANZ XR and
during treatment.
e Your healthcare provider should monitor you closely for signs and symptoms of TB infection
during treatment with XELJANZ/XELJANZ XR.
You should not start taking XELJANZ/XELJANZ XR if you have any kind of infection unless your

healthcare provider tells you it is okay. You may be at a higher risk of developing shingles (herpes
zoster).

Before starting XELJANZ/XELJANZ XR, tell your healthcare provider if you:
¢ think you have an infection or have symptoms of an infection such as:

o fever, sweating, or chills o muscle aches

o cough o shortness of breath

o blood in phlegm o weight loss

o warm, red, or painful skin or sores o diarrhea or stomach pain

on your body
o burning when you urinate or
urinating more often than normal
are being treated for an infection.
e get a lot of infections or have infections that keep coming back.
e have diabetes, chronic lung disease, HIV, or a weak immune system. People with these
conditions have a higher chance for infections.
have TB, or have been in close contact with someone with TB.

live or have lived, or have traveled to certain parts of the country (such as the Ohio and
Mississippi River valleys and the Southwest) where there is an increased chance for getting
certain kinds of fungal infections (histoplasmosis, coccidioidomycosis, or blastomycosis). These
infections may happen or become more severe if you use XELJANZ/XELJANZ XR. Ask your
healthcare provider if you do not know if you have lived in an area where these infections are
common.
e have or have had hepatitis B or C.
After starting XELJANZ/XELJANZ XR, call your healthcare provider right away if you have any symptoms
of an infection. XELJANZ/XELJANZ XR can make you more likely to get infections or make worse any
infection that you have.
2. Cancer and immune system problems. XELJANZ/XELJANZ XR may increase your risk of certain
cancers by changing the way your immune system works.
e Lymphoma and other cancers including skin cancers can happen in patients taking
XELJANZ/XELJANZ XR. Tell your healthcare provider if you have ever had any type of cancer.
e Some people who have taken XELJANZ with certain other medicines to prevent kidney transplant
rejection have had a problem with certain white blood cells growing out of control (Epstein Barr
Virus-associated post-transplant lymphoproliferative disorder).
3. Tears (perforation) in the stomach or intestines.
e Tell your healthcare provider if you have had diverticulitis (inflammation in parts of the large
intestine) or ulcers in your stomach or intestines. Some people taking XELJANZ/XELJANZ XR
can get tears in their stomach or intestines. This happens most often in people who also take

feeling very tired

o
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nonsteroidal anti-inflammatory drugs (NSAIDs), corticosteroids, or methotrexate.
Tell your healthcare provider right away if you have fever and stomach-area pain that does not go
away, and a change in your bowel habits.

4. Changes in certain laboratory test results. Your healthcare provider should do blood tests before
you start receiving XELJANZ/XELJANZ XR and while you take XELJANZ/XELJANZ XR to check for
the following side effects:

e changes in lymphocyte counts. Lymphocytes are white blood cells that help the body fight off
infections.
low neutrophil counts. Neutrophils are white blood cells that help the body fight off infections.
low red blood cell count. This may mean that you have anemia, which may make you feel weak
and tired.

Your healthcare provider should routinely check certain liver tests.

You should not receive XELJANZ/XELJANZ XR if your lymphocyte count, neutrophil count, or red blood

cell count is too low or your liver tests are too high.

Your healthcare provider may stop your XELJANZ/XELJANZ XR treatment for a period of time if needed

because of changes in these blood test results.

You may also have changes in other laboratory tests, such as your blood cholesterol levels. Your

healthcare provider should do blood tests to check your cholesterol levels 4 to 8 weeks after you start

receiving XELJANZ/XELJANZ XR, and as needed after that. Normal cholesterol levels are important to
good heart health.

See “What are the possible side effects of XELJANZ/XELJANZ XR?” for more information about side
effects.

What is XELJANZ/XELJANZ XR?

XELJANZ/XELJANZ XR is a prescription medicine called a Janus kinase (JAK) inhibitor.
XELJANZ/XELJANZ XR is used to treat adults with moderately to severely active rheumatoid arthritis in
which methotrexate did not work well.

XELJANZ/XELJANZ XR is used to treat adults with active psoriatic arthritis in which methotrexate or other
similar medicines called nonbiologic disease-modifying antirheumatic drugs (DMARDSs) did not work well.
It is not known if XELJANZ/XELJANZ XR is safe and effective in people with Hepatitis B or C.
XELJANZ/XELJANZ XR is not recommended for people with severe liver problems.

It is not known if XELJANZ/XELJANZ XR is safe and effective in children.

What should I tell my healthcare provider before taking XELJANZ/XELJANZ XR?
Before taking XELJANZ/XELJANZ XR, tell your healthcare provider about all of your medical
conditions, including if you:
e have an infection. See “What is the most important information | should know about XELJANZ/XELJANZ
XR?”
have liver problems
have kidney problems
e have any stomach area (abdominal) pain or been diagnosed with diverticulitis or ulcers in your stomach
or intestines
e have had a reaction to tofacitinib or any of the ingredients in XELJANZ/XELJANZ XR

have recently received or are scheduled to receive a vaccine. People who take XELJANZ/XELJANZ XR
should not receive live vaccines. People taking XELJANZ/XELJANZ XR can receive non-live vaccines.
e plan to become pregnant or are pregnant. It is not known if XELJANZ/XELJANZ XR will harm an
unborn baby. You should use effective birth control while you are taking XELJANZ/XELJANZ XR
and for at least 4 weeks after you take your last dose.
o Pregnancy Registry: Pfizer has a registry for pregnant women who take XELJANZ/XELJANZ
XR. The purpose of this registry is to check the health of the pregnant mother and her baby. If
you are pregnant or become pregnant while taking XELJANZ/XELJANZ XR, talk to your
healthcare provider about how you can join this pregnancy registry or you may contact the
registry at 1-877-311-8972 to enroll.
e plan to breastfeed or are breastfeeding. You and your healthcare provider should decide if you will take
XELJANZ/XELJANZ XR or breastfeed. You should not do both.

42




Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. XELJANZ/XELJANZ XR and other medicines may affect each
other causing side effects.

Especially tell your healthcare provider if you take:

e any other medicines to treat your rheumat0|d arthritis or psoriatic arthntls You should not take
t00|l|zumab (Actemra ), etanercept (Enbrel ), adahmumab (Humlra ), |an|X|mab (Remlcade ), ntuxmab
(thuxan ), abatacept (OrenC|a ), anakinra (Kmeret ), certolizumab (C|m2|a ), golimumab (Slmponl ),
ustekinumab (Stelara ),secukinumab (Cosentyx ), azathioprine, cyclosporine, or other
immunosuppressive drugs while you are taking XELJANZ or XELJANZ XR. Taking XELJANZ or
XELJANZ XR with these medicines may increase your risk of infection.

e medicines that affect the way certain liver enzymes work. Ask your healthcare provider if you are not sure
if your medicine is one of these.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you
get a new medicine.

How should | take XELJANZ/XELJANZ XR?
e Take XELJANZ/XELJANZ XR exactly as your healthcare provider tells you to take it.

Take XELJANZ 2 times a day with or without food.

Take XELJANZ XR 1 time a day with or without food.

Swallow XELJANZ XR tablets whole and intact. Do not crush, split, or chew.

When you take XELJANZ XR, you may see something in your stool that looks like a tablet. This is

the empty shell from the tablet after the medicine has been absorbed by your body.

e If you take too much XELJANZ/XELJANZ XR, call your healthcare provider or go to the nearest
hospital emergency room right away.

e For the treatment of psoriatic arthritis, take XELJANZ/XELJANZ XR in combination with
methotrexate, sulfasalazine or leflunomide as instructed by your healthcare provider.

What are possible side effects of XELJANZ/XELJANZ XR?

XELJANZ/XELJANZ XR may cause serious side effects, including:

e See “What is the most important information | should know about XELJANZ/XELJANZ XR?”

o Hepatitis B or C activation infection in people who carry the virus in their blood. If you are a carrier of
the hepatitis B or C virus (viruses that affect the liver), the virus may become active while you use
XELJANZ/XELJANZ XR. Your healthcare provider may do blood tests before you start treatment with
XELJANZ and while you are using XELJANZ/XELJANZ XR. Tell your healthcare provider if you have
any of the following symptoms of a possible hepatitis B or C infection:

o feel very tired o skin or eyes look yellow

o little or no appetite o vomiting

o clay-colored bowel movements o fevers

o chills o stomach discomfort
o muscle aches o dark urine

o skinrash

Common side effects of XELJANZ/XELJANZ XR include:

e upper respiratory tract infections (common cold, sinus infections)

e headache

e diarrhea

e nasal congestion, sore throat, and runny nose (nasopharyngitis)
Tell your healthcare provider if you have any side effect that bothers you or that does not go away.
These are not all the possible side effects of XELJANZ/XELJANZ XR. For more information, ask your
healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at
1-800-FDA-1088.
You may also report side effects to Pfizer at 1-800-438-1985.
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How should | store XELJANZ/XELJANZ XR?
o Store XELJANZ/XELJANZ XR at room temperature between 68°F to 77°F (20°C to 25°C).
o Safely throw away medicine that is out of date or no longer needed.

Keep XELJANZ/XELJANZ XR and all medicines out of the reach of children.

General information about the safe and effective use of XELJANZ/XELJANZ XR.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use
XELJANZ/XELJANZ XR for a condition for which it was not prescribed. Do not give XELJANZ/XELJANZ XR
to other people, even if they have the same symptoms you have. It may harm them.

This Medication Guide summarizes the most important information about XELJANZ/XELJANZ XR. If you
would like more information, talk to your healthcare provider. You can ask your pharmacist or healthcare
provider for information about XELJANZ/XELJANZ XR that is written for health professionals.

What are the ingredients in XELJANZ?
Active ingredient: tofacitinib citrate
Inactive ingredients: microcrystalline cellulose, lactose monohydrate, croscarmellose sodium,
magnesium stearate, HPMC 2910/Hypromellose 6cP, titanium dioxide, macrogol/PEG3350, and triacetin.
What are the ingredients in XELJANZ XR?
Active ingredient: tofacitinib citrate
Inactive ingredients: sorbitol, hydroxyethyl cellulose, copovidone, magnesium stearate, cellulose
acetate, hydroxypropyl cellulose, HPMC 2910/Hypromellose, titanium dioxide, triacetin, and red iron
oxide. Printing ink contains shellac glaze, ammonium hydroxide, propylene glycol, and ferrosoferric
oxide/black iron.

Distribured by

G2 Phizer Labs
Division of Pfizer Inc, MY, MY 10017

LAB-0535-6.0

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: December 2017
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o HEHED LJITHEOEKERLT ZAT HEE, 12X
o PEEONTHERERE 2 AT 5 BH
o  HEDHFHREIEE 269 2 BE ~OAFN DR GITHLRE SR,

Table 1. Y URBRBAEEC & B A ERE

Y U BREBBD Liche [EBLUEHEOER (5.4 H) $&8K]

ERR R fE el
(/mm?®)
U 28BS 500/mm’ PA_E BATOHEZHERFT 5
U L SEREDY 500/mm’ AT AFNDOEE Z ik 5
(A TR L7255

Table2.  HFHERBEEIC L 5 F EFAE

ANC 238D L7 (BB LA LOER (5.47R) #&8K]

ERR R fE el
(/mm?®)
ANC 7% 1000/mm’ # BATOHEZHERFT 5
ANC 7% 500~1000/mm’ Z O#IPH T ANC 23HEABERIICTD L7284, ANC 73 1000/mm’ % #3 2

5HE T, AFIOEE AT 5
ANC 78 1000/mm’ Z#8 2 72854, v VEEsSmgl B 2[E,/¥L
Yo XRIBHEE 11 mg 1 B 1 EOES 2T 2
ANC 7% 500/mm’ A AR OE G ZFHIET 5
(A CHER LS H
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Table3. &z &k 3 HER

~NES R CUEIMET LIcRe [FEBLUEHR LOER (5.47R) 28K

ER R (E HELR
(g/dL)

2g/dL LA FDO~NES 1 B fHD BUTOHEZHERFT2

BTFRBIO~NEZ o e an

9.0 g/dL LA I

2¢/dL AR DNET B EUMED  ~EZ B AEREFICEE TS E T, KHORGEZ T 5
B’TFERIZ~ES 2 B flEn

8.0 g/dL A

(FF A s L7235

3LHBBLUESR

LAYV, b7 7T =T 5mg (77 F =77 U Smg [TARY) &4 HEEkl &
LC#tIN D, AONEORIEME T 4 v ba—T 4 78ETH Y, Emic [TKI5), FiEiZ [Pfizer
DXFTMAF E N TV 5,

BAY Y XRIBRHEEL, M7 7o F=7 1lmg (M7 7 v F =77 = UG 1777 mg IZHY) &5
AT 28R & LTIREESN D, MREDFEMIEORBIET 4 Vv bha—T 4 L 7EETH Y, FERIRIRD
M O—FIEYHE A2 H Y, BEFRIOFEIZIKIL EFFSTno,

4. B2

L

5. 8ERBXOMERALOBEE

5.1. B2 BRYUiE

AR OG- 22 T I-BE THE, ~A a7 7 )7, REEER, 7L 80 T RIERIEICE
N4 HEETHELICED Z &b 5 DBYUENRE SN TV D, AR GRICIE SN2 2 EE K
YuliE 1k, Mg, B, HRRES, REEY:, BERBIOHRERTHoZ, AMABEYYED S5 b,
WD~ A aRy T YTREY, 7)) T ha vy ANE, B A NS T AVIE, BED VA RE, =2 —
F AT AGE, SRS EIERSIRIEE, A R AT e A LA EYE, BK VA LVAREB LN 2T
U TIED, AFFEGFEHCHME SNz, BEO—IT, REMHEEEI Y b LAFBEMEREL S L, K
Fle AR RLFH—hLaLFaxToas R EomEimtso &G %2 mEE %I T,

HRRARBR T SR Do Te OB ZRRYYE (2 7 DA A T AE/R &) bRBT D ARelErn ® %,

PRIGPERGWIE 72 & OB L 2R TR EMMER Y NHL LI BF 1L, AR OG- 28T 5 2 L, LTOBRET
i, ARG OBIMGIZIELD, KARGDO Y A7 BEONRT 4 v bR D Z L,

B VERRYE £ 72 IR TR GE 2 A 5 BH

o TERIREBIEDH D EE

o HEEARYYE F 71T AR RIEGE DBEDN & 5 BH
o HUGRMERERE F I TR IEEEIE D A b L D BT B E D L IIRITIEDO & 2 85, £
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1.6 AMENCIB T DRI B9 % &k

o EUYEITHA LT WEMRE AT L BE

AHN DB I LU E£1T, RYYED MBI X OEROFEH _’Db\“C BETERRBIETLZ
&o BB ICHERREYYE, A REYYE X 721 3BUEN S BL L 72551203, AAlo®RG- 2 kT 5 2
& o AHNDOEEHIRI I, FIRGYENFEH L2 BE T, ﬁfﬂi?%% L O MR A
RN FE N L, WU PE LA RS L, EEIRSBISRT LI L,

MM B DBEIED & 2 B F 7 TV E PN 8 2 JE L7 B & BGYE ISR LW s e, EE
DRLETH D,

BYYED V) 2 710%, U 2 SBRBEDEITICH VG £ D rTREMED H 5 Z Lin b, il % OB ORRGYIE
DY R ZiHlid DB Y B2 BB D 2 &, U U SEREAMEIC B S Pk RS OB
T ONTE, EERRYYER K OB ES X 5 HE - HEOEFE QIR [k (2.3
H) 2]

53

KE G- OBHRIZ AL D, FTBET 20 A BT A N> TEREMR IS, BIEMERG £ 721358
PEREGUZHOWTHRE LML, MAEEZFEmT D L,

(*’%T:T: PEREZ 72 I RTREMPERS A DB DS & 0 IR O & 0 RS T & W B I L ONBENER

(ST D MAEDRBIETH - I RGO ERIA T 2 A4 2 BH T, AFEREGORBIZELD, i
FRZIRE b IRETT 5 2 & 2 DRERFE T 2 HURERIE O BIRNE NS 2 I TE 5 &9, il
BIBROFEM M2 AT D EM & OMRAHER SN D,

TR BHAART O A CIBTEMERR YN BN T h o T2 BEF &2 5 O T, FilZoESs X OYER OIS
WT, BEZEERSBET L L,

MR 2 A 2 BE L, ARG 2 Bn T DANAEEN R i~ A 237 7 U 7 RIETIRRT %
&,

T A VR DEEMEL

AFNOEFRAER TIE, ~NV_RAT A NV ZDOFIEHALDIEF] (FrRIEZ e &) 7o ED v A )V A DFEME
ERBIE I TN D, BT A NV AEFROBIEHEGIZH T AR ORBIIAHTHH, A7V —
= HRAETB ”H?*i 7203 C RFRICEHEMETH - - BEE, BERBR LRI Sz, AANIC

HIEROBIERINIE, BRI A KT A ST, VA NVAEIFRDO AT Y ~*/M‘9&§%‘:9%7}M‘%>
Z &, ZIKﬁUODTQﬁ%x F7-BE T, IR NRET DY AN ER LTS, HAR X UWETA
BB G- %2 F T2 BE B W THIREE N EIAT L) 27 Tmn B2 65,

5.2. BRI KOV v METEMERE R

TRIED RS U= 3 Bl S (NMSC) LIS O MRS DOBE LD b 5 BB Tk L CILIBWERAEIZ %%
SH, FTIIAR O8GRI EMEIES SR U 72 B ISR Ok G- 2 R DB, AR S
DIVATBIORRXT v FaBETDHZ L, AFIOBERRER CHEMESEORINEO LI TND
[FITEH (6.1 ) #2047

RAEN Y v~ FBEE2 x5 & Uiz el GAER 7 38Br ©1x, #EBIMAD 12 » AT, AF|oHm#E
'@i 721X AF| & DMARD OO 525217 7= 3328 (il 11 B8 E e, 1 BN Y v 3@ s 2l & i
WZxtL, I EROEMBEES E7-137 7 AR & DMARD OO 54252177~ 809 5l Tlx, EIEHE
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EFY O NEEBW S NTCBE TN RIS T B Y U~ FREDARN OB G 2 2T TR Wk
HRBRTYH, U B XL UEIEREOEINFBO b TND,

TEENEREERBIE R RS 2t 5 & L7236 3 fHbbisoet IEGRER 2 3BR CI1x, AAI & FEAMFH) DMARD
OO E (BEHM : 6~12 » H) %5772 474 Fl 3 FHCEMEEE (NMSC 2 FR<) DOIRRBENR
DHENTZDITH L, 7T R EFEAEWFEN) DMARD OOFH#ES (&E5HIF 3 » H) 23%1)72 236
i LT Z U A~ 7 L IEAEY TR DMARD OFFRES (BGHIM 12 % ) 251772 106 51T,
PR SR L 72 BRI\ e o 7o, U ORI S o T, RoErE BRI 28 B N
AFNDOB G- %52 ) I- RfkEi e 5388 © b, EMEEEORBENRD LT3,

FHBBHMEE (BFRRV Y Fv~7, GHEOaLVFaAxT o RBIO 27 = ) — /LA
I LD HEMRENIRE A2 TWe) Zxtge b L% 150 2 Fa i A &R @B ClE, AFlo# 5
Z T 7= 218 i 55 (2.3%) IS AL A Lo N—17 A )L ARREBAES V) o SEEREMERE EE D S8R,
DROLNTEDIZK L, 7 a AR O&EGEE2ZT2 111 HITIE, =FRAZA 2 - "—T7 A )L AR
HSAELE U o B MERE E SR L I B LW o 72,

FEPE BRI L OV IR IC BT, s, FLEE, BOME, aiZER L OWEEZ ST (ZNBICRES
7)) EERLIAN O BEMERE I O FE BN FERD ST,

FEERGEIER S

AR G- %5 12 T, NMSC OFENRE SN TWD, REENBETH Y R 7 NEWERE
TIix, TR EEREN RSN D,

5.3. HILEZIL

AFNOEGRRBR TIE, WLEZRILORBENREIN T WD, 277, ARBUIBITHVYXAFF—F
(JAK) PHEOKRKENIRHATH 5,

HALE GBI T DY A7 BNEWAREE DO &H 5 BE (MEROBEENS HHBE 2 L) 12X, A%
BEE|CKREGT 52 &, BEEIERDSH-ICH L2 B T, B ZAL2 BB E T 2 72O
CFHES 5 Z & [EIEH (6.1 1H) Z#Z2HH]

5.4. BRREMERE

VU RBREORY

12 5 A OIRFEHRS, AFNOFKGIZE 0 E5816% 1 » HORERT, &HIO U >/ SEREENE N FR
S, FD%, T SRS EITAN— 2 T A AMEAEK 10% FE - 72, 500/mm’® KD U o2 SEREK
X, BRAE L YYER X OVEE 2R R YWE O BMEE o BF L EEE L Cuz,

U 2 SERHEMEAE (F72d B, 500/mm’ Ai) BEITIE, AFIOBGEBRAEZRT D Z L, U Lo SERiE
SIEAS 500/mm’ Al & 720 72 Z & DSHERR ST BRI, AHI OB IR S0,

R—=Z2AF5 A4 VIFBIORFOHRIZII v AT LT N kEe=F) o 7T 52 8, U Bk ES
SHERINDOIHELEFIZOWTIX, Hik - HE C3H) 220z &,
R ERIDE

K ZBGT 5L, 7T vREER IO b AFHERBAE (ANC 25 2000/mm’® A0#) OIEBUEE R 5-
L7,
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FHEREDMEME (F72 5, ANC 23 1000/mm’ Kii) DBFEITIL, AFOBELGGEEZRTS L,
ANC 73 500~1000/mm’ CEifid 5 BE TlE, ANC 23 1000/mm’ ##8 % 5 £ C, AK|OEE % hr4
% Z L, ANC 78 500/mm’ AJii D BFITIE, AFIOFGITHER S,

R—=R T A VEE, AREOEGEEND A~ Bl L OFED%IT3 » HZ LI, HHEkEEE=4
Vo 745628, ANC OREMBICKESEHRINIHEELEE IO WX, Hik- HE 23H) %
D L,

=gl

NEZ EENMME (7205, 9g/dL Kiiw) OBEFITIE, ABNOEEGRRGERNT D Z L, AFID
BHPIZ, ~EZu e EN 8 g/dL K, FoiE2gdL 2 BZ DTS B B EOIK T 2R T BE
TIE, ARFNOEHZHErT5 2 &,

NR—=R T A FE, KEIOEGEIEND 4A~8 BEZB I PZEDORIZI3I » HI LI, ~E/ e iE
FT=H IV TTHIE, NET B EAMEORERMRICESETHER I NS HEETIZOWTIL, HiL -
i Q3H) 22O &,

FrEeRME L7

AHEERFTIE, 77 R RER LY LIFERE LA ORBBEE NG T2, TNODORFEDIZE A
ElE, HEEEE L LTDMARD (FIZ, A M MUY —1) 2857 20KRBRICBW TR L,

ST O FTREVE 2 B3 2 7201, IFRRERA D EMN T =2 U 7 L itz {E L5 O KA
IZONTOHLRRENHEE SN D, FKMIEITREEDEON LA, ZOBWRRII SN D *
T, AROKGEZTWTLZ &,

PR E L5

AFNOFEL, oL xTo—L, [KEEEVRZ 78 (LDL) 2L AT a—LB L ONEEkEY R
2278 (HDL) L AT a—/L7g EOIFE/NT A —4 O EH LBE LTz, L CRGBAED
56 WHLINIC, RANC L DB/ K ET -T2, ZWHDIRE/NT A —Z O EHNLIERERD
BRI T RICKITTHEIIMEE LT,

AHFNZ X DIEEDOBME B 4~8 WIS, IRENRT A—Z &M+ 52 &,

FARIMAE OB EZ B & § 5729 574 K7 A > [National Cholesterol Educational Program (NCEP) 72
E] It~ T, BEZEHES L L,

55. U7 F R

KFEG R DOED 7 F o BREITRET 5 2 &, AV 7 F R D AR OG- BIG £ TORIRIL,
BT 2 BT O TR A R T A N> TRRET D 2 &,

| BIORBENRGEET 7 F 2 (Zostavax) B 16 HENO N7 7 F =7 5mgl H 2 [FI# 545 2
R, KEFRIEZ VA NVADY 7 F URRICEGR LT, ZORBFIIN—RA T A R CKREOBEE
W72, PUKERIIEZ 7 A WV AFURAR K SN2 o722 LD, KEFIRIEZ 7 A VAT 5
WENI2hoTe, N7 7 v F =T ORGIIHIES I, BEENHEOILY A L AT X DI %ZICHE
FIXEE L,

AFNZ K DIBIRDOBRIGIZISNL S, B O TR A BT A AZhl > TPRHHRICB S 5 16 WA RO
THZ L,
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5.6. — XAV B EIH
fw?vaR%mﬁKEﬁmﬁﬁgﬁ

D& 5 HE LI WHMHE LRIRRIS, BEFOEEOWHLERZE RBERZRE F 723 MR )
AT 5 EHE JZ/I/'\?// XR RHSE = 5T DBRCITERE 2 BE LT 5, PREDBIMOBHEITH L,
L DFEFANZETE LA < WIRBMERGE 2% 0 32 59" 2 BRI, PASEIEIRDSZBD b /- 2 L A E TG &
nTn5

6. BIYEA
6.1. BRER B

BRRRBRII S E S ERFUT CTEMIND 20, & 2 FA 2 Hatd 2 BRRER TRO b= gIEH O
FEHBE T, ﬂﬁ@iﬁ' ’%*ﬁﬁﬁ‘é%ﬁiiﬁ%f@é [EF O BUMAE & B9~ Z & 13 T& ¥, 2
KO BB B 1F, 25 T LV IR BHEEMICEED b D BIWER ORI 2 FHI T & Z20a]
REMERH 5,

Y v~F

LRI R D ERRHBRIL, BV oV EEZHWTEESINTE D TH L, BV Y EEOHEIL, 5 mg
1 A 2EPATHERETSNTWDN, HEHEIZSmgl H2ETH D,

Bb Y XRARBEEDHELIH &L, 11mgl B 1ETH %,

DT 27—, —EEMH, kiR, sk dbrREER S LT, 55 2 fERRER 2 35 &
55 3 FHERIRARER S BT — 2 BEEN D, T b OKRRBR CIX, BFIXEL Y VEESmgl A 2
B (292 61) , BaAv o VEE10mg 1 B 2 [BIEE (306 #1) , B8 Smgl H 2 [\ + DMARD
(A M PUFH—F722L) SRR (1044 %) , BALYv V8 10mg1 H 2 [E + DMARD GFH#E (1043
B) BLOT T vAREE (809 #]) ([CEAEZEIY 1T Sz, Eit 7 RBROERIEEHEE T, 77
TARBFEOBEL, (72 b=V RROEBIEENEICEES ) BEOKISITL Y, 7T BRT 91
WXk 0FE3 5 AFERIT6 » HORET, BAY UV EEDERG 22D ENHEIN TV, 20
728, AEFRRE, LT LLEEORGIFIECHALICERT D LIIRL 2, LT, AFH
GORBL NG ST O—ECTlE, RBRT A L EIBEOKISICLY, 7I7BRANLEL
YUV EEOEGAIZEE LI BED, FFEOR G TIZ T 7B R B L BAY Y EERFOM FIZE £
TW5, BEBBEND 3 5 AMOT =2 IZHKSE, 7I7vREBAY U YEOREEZZITZRE LD
MCHig L, £/, BERMENS 12 5y AlloT —XI2HS%, EAv o VEEsmgl H2BEEE BV
YU EE 10mg 1 H 2 [BI#EE ORI Tl L7,

R e I, “HEMR, HRod SR (RHOBHREMEOMERZR &) ([2ZL, TDRIZ
Rz 2R 2RO 5 b 1EBRICZIM LI N ToOBE 2 EZ O, RPZEWRBROT ¥ 1 1%
BRI LS W T B ALY Y BEO B AR T 2 L O ICRESNTZ, 2D &ITL Y, HEICH
LT, RMZaET —2 OBITHIRIS D,

WG SN EREERRMERNL, EERBYYE Ch o [B&B L O EOMEE (5.1 ) 221,

THER, 77 ARRERER T, %505 3 » AT S ORWERIC LV 5 A IE L BE
DEIEE, EA Yo VEOHREEZZIT-BETIT 4%, 77RO E2Z T -BETIL3% TH -
71;.0
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B2 BIE

Lol set FRERER 7 SRBR TIE, GBS 3 » HRNCE T B IYYE DR BB X, Evv YV EE S mg
1 H2E#E, BAvrYEE10mgl A 2 FBEBI O 7R REETENLTI, 20%, 22%B LN 18%T
HoT,

B Y EERGAHE D WA ST ARBYYIEE,  RASOERYE, IR K OVREEG B
TENEN, 4%, 3%B LV 2%) Thol,

EBRRYE

bt FEERER 7 38R CIE, & GBRG0 3 p AT, 7 BAREED 141 (100 NMEHTZV 0.5 1)
BV VEESmgl H2EHEEZITEALY Y EE 10mg 1 H 2 EFEO 11 #] (100 AMESHTZY 1.7 1)
THEHEREGENHE SN, BAv oV iERGHE Gmgl H2E#EE 10mg 1 A 2 BF#EEEZOFE) &
7T v RRE L OEERRYIEDIFHBE D (B oV SER GRS T A RBEE — 7 T v REEC
BT HRBEHEE) 1%, 100 AMEHT-D 111 (95%FHEXRE - -04,2.5) Th-ol-,

Leiget FREER 7 3Bk C1E, GBS 12 » AT, BAY U8 Smgl H 2 [BIEED 34 4] (100
NESHT=D 2.71F) , BV VEE 10mg1 B 2 [EHED 33 6] (100 NMFEHT-D 2.7 ) THEERKY
JED A Sz, B oy il GREM COEEREYYEORBUHEE O (10mg 1 B 2 BRI
LHRBIBEE —5mg 1 B 2 [BIFEZIS T D RBUEEL) 13, 100 AMFEH7= 0 -0.1 14 (95%(FHEIXR @ -1.3,1.2)
ThHol-,

FRBEBERRIIET, gk, AR, HREE R L OIRBEY CTh - 7o [EEl S O EoEE (5.1
H) 2]

53

b et FEERER 7 38R T, & GBI G 3 p AT, 7 BARE, BAY L VEESmgl B 2 FIHEE
TIX BV EE10mg 1 H 2 BIEEOBH T, MEORBUIHRE IR o7,

b et FEGERER 7 38R T, GBI 5 12 » AT, MEORBUIEL Y Y EESmgl A 2 FIFET
IEHE SN2 o TeDIZH L, BAY Vi 10mg 1 B 2 BIEED 6§ (100 NEHT=D 0.5 1) Tl
HENTZ, B o SR G RER CORER O BMEE O (10 mg 1 B 2 [RIFHCERIT 2 3 HBEE —5 mg
1 B 2 [BIBECRIT 2RBUEE) X, 100 AMEHT-Y 0.5 (95%FHEXM : 0.1,0.9) Th-o7-,

FEREMERE R OIER b MG STz, fiZ L2 EN 5 £ TOE LY VOB GHIM (FyfE) 1% 10 »
AT (#EPH : 152~960 HfE) Thotz [HELLOEH EOFES (5.1 1H) #28] ,

A RBRE (R 2ER<)

bl FEGRER 7 3B CIX, G225 3 » ARIT, T BREE, BAY V8 Smgl H 2 [BIEEE
TIT BN V8 10mg 1 H 2 BIBEOEF T, HRLEYEDORIULHRE SR o7,

Pkt FRERER 7 3R CIE, & GBRGD 12 5 AT, B V8ESmgl B 2 [BIFEEO 4 4] (100 A
oz 034F) , BLPv V8 10mgl B 2 [EHEO 4 6] (100 AMFH720 0.3 ) T HFIREGEN
WE SN, By BER GRER] T O B R RUSRYUE O R BUE O (10mg 1 H 2 [FIREICIT 5%
BB —5mg 1 B 2 BIFECH T D RBHEE) 1%, 100 MEHTZD 0 1F (95%FHEX M :-0.5,0.5) TdH -
776

A RRYLE & 2 SN D £ TOVPALY VRO S (P 1%, 8 » AR GEpH : 41~698
HWE) Thotz [BLpslOMEH EoEE (5.1 H) #21] ,
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B

bk HaER 7 5Bk CIX, &EBALEND 3 oy AT, HEMEMEE (NMSC ZFR<) 28, I ®AREET
TS SN oDt L, BAvY o VEESmgl H 2 BIEEE/ZITE ALY Y8 10mg 1 H 2 [BIEEO
241 (100 NMEHTZ0 03 14F) THE SN, BAv o V58 Gmgl H2EFEE 10mg1 H 2
FIFEAOFG) &7 7 v AREE & OBMEIEGEORBUBHE D2 (B oY 8 GRS T D 3 BUHE — 7
TR RBHCRIT D RBUHEE) 1%, 100 AMESHTZD 03 14 (95%EHFEXM : -0.1,0.7) TH-o7-,

Prigse EAER 7 3R I, BEGGG 12 4 AT, BAY Y EESmg 1 B 2 [E#EED 561 (100 A
T2V 041F), B Ve 10mg 1 B 2 [EFED 761 (100 NMEHT=V 0.6 1F) T, HEMEEE (NMSC
ZER<) OFEBIBWME SN, BY Y SERGEER COBEMENES ORBHE DA (10mg 1 H 2[4
FEZH T 28BUHE —5Smg 1 B 2 [BIFECIIT 2 RBUHEE) X, 100 AMESHTZV 0.2 £ (95%(FHHEIXH -
-0.4,0.7) ThoTe, 2O OEMEEEFH O 5 B 1 FilIE, F58E225 12 5 HETELY Y 8 10 mg
1 H2EHEOBFIZREBLLIZY VN EThoT,

FHifkee i 538 O HAR P IC 24 & V- BB RE S 2 5 o0 7o 7o BRI O R T, R L OHLE Th
v, W, BiE, EIBERE, B, o, Voo, EERAEOIETH - [EEB
JOMEH EoiEE (5.2 H) 22

KR EMERE

U Y ERBADE

Fesgoe AR T, GBS 3 » AT, By ik G Gmgl H2EEEE 10mgl H 2
EIREZOFE) DEEFD 0.04% T, Vo Bk 500/mm’ Kl ~ORD DR N7,

TR 072 500/mm’ RED U o/ SERET, R E T L2 YYE R L OEE R R YWE O BUEE O -
HLBEHE L QW [ZEEB IO Eoxs (5.4H) 220

B ERBAEE

Fesgoe AR T, GBS 3 » AT, By ik G Gmgl H2EEE 10mgl H 2
EIREAOFE) DHEEZED 0.07%T, ANC @ 1000/mm’ A5~ b 3 HesE S hui-,
WTNOEEETE, ANC @ 500/mm’ Al ~DH TR S L2 Do T2,

I TP ERIBVDE & B 70 YLIE DI EL & DRI & 232 BIRITER D o 1=,

B AVEMATER CHERR S 72 ANC B O/ % — o B I OSESEE Y, iR AN
bOL—H LW [EBEB IO Eoxs (5.4 H) #2H]

HEERELR

B oV EEORE 2% 7 BE T, EUEE ERO 3% (3 x ULN) % H % D HFEERE LA 03 el
Nz, HEERME LR ONTZEFICH LT, BE5ELZET (FHETH S DMARD Z#EE, ¥
Y O GERRTETZIX A oV EEEEE) L& 2 A, FEEEIME T3 EFw b LT,

bl BB AR R (B G-B46220 3 » AT T, 7 78R, BAYrViESmgl A 2 [FIEE
BLOEBAY U YEE 10mgl H2EIBOMT, 77=273 7 F 72727 —8 (ALT) #nE-
X7 ARTXUBT I T A7 27 —8 (AST) HEMMORBIBEIE TR S hoiz,

FEWEFRIE & L C DMARD %4 5 U7z leiloef FERER (B G646 3 » AR TiE, £hvEh, 77
YRR, AV VEESmgl B2REIBEBLOEALY L VEE10mg 1 B 2 [EREOHBEED 1.0%, 1.3%F
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FN1.2%IZ, 3 xULN Z#i 2 5 ALT #IIRD bz, b DRKRRTIX, 2hen, 77t
WEE, BAY U VEESmgl H2EEEB LBV UV EE 10mg 1 B 2 BIFEOBED 0.6%, 0.5%3 X
UM 0.4%IZ, 3 xULN Z# 2 % AST AR b/,

BAY UV 10mg 1 B2 EO#RE282.5 » HHSIT 72 11T, EWPEIFES ORBN 1 HFHE S
-, MEEBEITIE, 3 x ULN 2482 AIEMEMED ALT #9038 L OV AST #4h172 5 N2 2 x ULN 2 #8 1
HEVLESEMNRGERD b, ABRBIOFERNLETH- T,

EEE LR

el Rt BRERBR ClE, JEE T A—% (BalL AFu—/L, IDLa2lL A7u—/L, HDL 2L A5 a—
v, RUZUEYR) OHEKGHN EAPEGHGE% 1 » AR TRD b, TDk, IRE/ YT
A =T Lraino 7o, Lol BGRER C O 5B4E0 5 3 » HOIRE /X T A — X DEALIZHOW T,
PUFICERIT 5 -

e LDL 2L AT ua—/LOYHHEN, BAv VEESmgl H 2 BIEETIE 15%EML, ity v
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MBI Y 7 REF - Al
BYER X OFAERAE : =R
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G & RO IIHIZE & OOFHIC OV TIRET S TRV, ARHK & A=) DMARD £7-137
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8.1. E{~DH 5
HIRFOERRGLBRBICETILIRANY

AEHR P ARHNCIGEER U 72 e OGRS T 2 BlE2 3 D ATIR P O BRI MIREE B35 LU A b U M3EE
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T—¥
Wik 7 — %

N7 7 I F =T OKRBRAFEFTEICIBVT, SEREFLIOENRE S TND,
FERIR 7 — 4
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Beh) T, BRARHE Smgl A 2[E) O 135S T 2BER (T v M2 50 mgkg/ B 2#O#%
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

XELJANZ 5 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains tofacitinib citrate, equivalent to 5 mg tofacitinib.

Excipient with known effect
Each tablet contains 59.44 mg lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.
White, round tablet of 7.9 mm diameter, debossed “Pfizer” on one side and “JKI 5” on the reverse.

4. CLINICAL PARTICULARS
4.1 Therapeutic indication

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

4.2 Posology and method of administration

Treatment should be initiated and supervised by specialist physicians experienced in the diagnosis and
treatment of RA.

Posology
The recommended dose is 5 mg administered twice daily.

Dose adjustment
No dose adjustment is required when used in combination with methotrexate.

Dose interruption and discontinuation
XELJANZ treatment should be interrupted if a patient develops a serious infection until the infection
is controlled.

Interruption of dosing may be needed for management of dose-related laboratory abnormalities
including lymphopenia, neutropenia and anaemia. As described in Tables 1, 2 and 3 below,
recommendations for temporary dose interruption or permanent discontinuation of treatment are made
according to the severity of laboratory abnormalities. (see section 4.4)



It is recommended not to initiate dosing in patients with an absolute lymphocyte count less than
750 cells/mm’,

Table 1: Low Absolute Lymphocyte Count

Low Absolute Lymphocyte Count (ALC) (see section 4.4)

Lab Value Recommendation
(cells/mm’)
ALC greater than or equal Dose should be maintained.
to 750
ALC 500-750 For persistent (2 sequential values in this range on routine testing)
decrease in this range, dosing should be interrupted until ALC is
greater than 750.
When ALC is greater than 750, resume 5 mg twice daily.
ALC less than 500 If lab value confirmed by repeat testing within 7 days, dosing should
be discontinued.

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

Table 2: Low Absolute Neutrophil Count

Low Absolute Neutrophil Count (ANC) (see section 4.4)

Lab Value Recommendation
(cells/mm’)
ANC greater than 1,000 Dose should be maintained.
ANC 500-1,000 For persistent (2 sequential values in this range on routine testing)

decreases in this range, dosing should be interrupted until ANC is
greater than 1,000.

When ANC is greater than 1,000, resume 5 mg twice daily.

ANC less than 500 If lab value confirmed by repeat testing within 7 days, dosing should
be discontinued.

It is recommended not to initiate dosing in patients with haemoglobin less than 9 g/dL.

Table 3: Low Haemoglobin Value

Low Haemoglobin Value (Section 4.4)

Lab Value Recommendation
(g/dL)

Less than or equal to 2 g/dL. | Dose should be maintained.
decrease and greater than or
equal to 9.0 g/dL.

Greater than 2 g/dL Dosing should be interrupted until haemoglobin values have
decrease or less than normalised.

8.0 g/dL

(Confirmed by repeat
testing)




Special populations

Renal impairment

No dose adjustment is required in patients with mild (creatinine clearance 50-80 mL/min) or moderate
(creatinine clearance 30-49 mL/min) renal impairment. XELJANZ dose should be reduced to 5 mg
once daily in patients with severe (creatinine clearance <30 mL/min) renal impairment (see sections
4.4 and 5.2). Patients with severe renal impairment should remain on a reduced dose of 5 mg once
daily even after haemodialysis.

Hepatic impairment

No dose adjustment is required in patients with mild hepatic impairment (Child Pugh A). The dose
should be reduced to 5 mg once daily in patients with moderate hepatic impairment (Child Pugh B)
(see sections 4.4 and 5.2). XELJANZ should not be used in patients with severe hepatic impairment
(Child Pugh C) (see section 4.3).

Elderly
No dose adjustment is required in patients aged 65 years and older. There are limited data in patients
aged 75 years and older.

For elderly patients who have difficulties swallowing, XELJANZ 5 mg tablets may be crushed and
taken with water.

Paediatric population

The safety and efficacy of XELJANZ in children aged from 2 years to less than 18 years of age have
not yet been established. No data are available.

There is no relevant use of XELJANZ in patients aged less than 2 years for the indication of juvenile
idiopathic arthritis.

Drug-drug interactions

XELJANZ dose should be reduced to 5 mg once daily in patients receiving potent inhibitors of
cytochrome (CYP) P450 3A4 (e.g., ketoconazole). XELJANZ dosage should be reduced to 5 mg once
daily in patients receiving one or more concomitant medicinal products that result in both moderate
inhibition of CYP3A4 as well as potent inhibition of CYP2C19 (e.g., fluconazole) (see sections 4.4
and 4.5).

Method of administration
Oral use.
XELJANZ is given orally with or without food.

4.3 Contraindications

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

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

Severe hepatic impairment (see section 4.2).

e Pregnancy and lactation (see section 4.6).



4.4 Special warnings and precautions for use

Combination with other RA therapies

XELJANZ has not been studied and its use should be avoided in RA patients in combination with
biological disease-modifying antirheumatic drugs (DMARDs) such as tumour necrosis factor (TNF)
antagonists, interleukin (IL)-1R antagonists, IL-6R antagonists, anti-CD20 monoclonal antibodies,
selective co-stimulation modulators and potent immunosuppressants such as azathioprine, ciclosporine
and tacrolimus because of the possibility of increased immunosuppression and increased risk of
infection.

There is a higher incidence of adverse events for the combination of XELJANZ with MTX versus
XELJANZ as monotherapy.

Serious infections

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, or other
opportunistic pathogens have been reported in RA patients receiving XELJANZ. The risk of
opportunistic infections is higher in Asian geographic regions (see section 4.8).

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

The risks and benefits of treatment should be considered prior to initiating XELJANZ in patients:
e with recurrent infections,
o with a history of a serious or an opportunistic infection,
e who have resided or travelled in areas of endemic mycoses,
e who have underlying conditions that may predispose them to infection.

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

As there is a higher incidence of infections in the elderly and in the diabetic populations in general,
caution should be used when treating the elderly and patients with diabetes (see section 4.8).

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

Tuberculosis

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

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

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

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



an individual patient. Patients should be closely monitored for the development of signs and symptoms
of TB, including patients who tested negative for latent TB infection prior to initiating therapy.

Viral reactivation

Viral reactivation and cases of herpes virus reactivation (e.g., herpes zoster) were observed in clinical
studies with XELJANZ. In patients treated with XELJANZ, the incidence of herpes zoster appears to
be increased in Japanese and Korean patients, as well as in those patients with long standing RA who
have previously received two or more biological DMARD:s. Patients with an absolute lymphocyte
count (ALC) less than 1,000 cells/mm’ may have an increased risk of herpes zoster (see section 4.2).

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

Malignancy and lymphoproliferative disorder

The risks and benefits of XELJANZ treatment should be considered prior to initiating therapy in
patients with current or a history of malignancy other than a successfully treated non-melanoma skin
cancer (NMSC) or when considering continuing XELJANZ in patients who develop a malignancy.
The possibility exists for XELJANZ to affect host defences against malignancies.

Lymphomas have been observed in patients treated with XELJANZ. Patients with RA, particularly
those with highly active disease may be at a higher risk (up to several-fold) than the general
population for the development of lymphoma. The effect of XELJANZ on the development of
lymphoma is uncertain.

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

The effect of XELJANZ on the development and course of malignancies is not known.
Non-melanoma skin cancer

NMSCs have been reported in patients treated with XELJANZ. Periodic skin examination is
recommended for patients who are at increased risk for skin cancer (see Table 4 in section 4.8).

Interstitial lung disease

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

Gastrointestinal perforations

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

Cardiovascular risk
RA patients have an increased risk for cardiovascular disorders and should have risk factors
(e.g., hypertension, hyperlipidaemia) managed as part of usual standard of care.

Liver enzymes
Treatment with XELJANZ was associated with an increased incidence of liver enzyme elevation in

some patients (see section 4.8 liver enzyme tests). Caution should be exercised when considering
initiation of XELJANZ treatment in patients with elevated alanine aminotransferase (ALT) or

6



aspartate aminotransferase (AST), particularly when initiated in combination with potentially
hepatotoxic medicinal products such as methotrexate. Following initiation, routine monitoring of liver
tests and prompt investigation of the causes of any observed liver enzyme elevations are recommended
to identify potential cases of drug-induced liver injury. If drug-induced liver injury is suspected, the
administration of XELJANZ should be interrupted until this diagnosis has been excluded.

Laboratory parameters

Lymphocytes

Treatment with XELJANZ was associated with an increased incidence of lymphopenia compared to
placebo. Lymphocyte counts less than 750 cells/mm’ were associated with an increased incidence of
serious infections. It is not recommended to initiate or continue XELJANZ treatment in patients with a
confirmed lymphocyte count less than 750 cells/mm’. Lymphocytes should be monitored at baseline
and every 3 months thereafter. For recommended modifications based on lymphocyte counts, see
section 4.2.

Neutrophils

Treatment with XELJANZ was associated with an increased incidence of neutropenia (less than
2,000 cells/mm®) compared to placebo. It is not recommended to initiate XELJANZ treatment in
patients with an ANC less than 1,000 cells/mm’. ANC should be monitored at baseline and after 4 to
8 weeks of treatment and every 3 months thereafter. For recommended modifications based on ANC,
see section 4.2.

Haemoglobin

Treatment with XELJANZ has been associated with decreases in haemoglobin levels. It is not
recommended to initiate XELJANZ treatment in patients with a haemoglobin value less than 9 g/dL.
Haemoglobin should be monitored at baseline and after 4 to 8 weeks of treatment and every 3 months
thereafter. For recommended modifications based on haemoglobin level, see section 4.2.

Lipid monitoring

Treatment with XELJANZ was associated with increases in lipid parameters such as total cholesterol,
low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) cholesterol. Maximum
effects were generally observed within 6 weeks. Assessment of lipid parameters should be performed
after 8 weeks following initiation of XELJANZ therapy. Patients should be managed according to
clinical guidelines for the management of hyperlipidaemia. Increases in total and LDL cholesterol
associated with XELJANZ may be decreased to pretreatment levels with statin therapy.

Vaccinations

Prior to initiating XELJANZ, it is recommended that all patients be brought up to date with all
immunisations in agreement with current immunisation guidelines. It is recommended that live
vaccines not be given concurrently with XELJANZ. The decision to use live vaccines prior to
XELJANZ treatment should take into account the degree of immunocompetence of a given patient.

Prophylactic zoster vaccination should be considered in accordance with vaccination guidelines.
Particular consideration should be given to patients with longstanding RA who have previously
received two or more biological DMARD:s. If live zoster vaccine is administered; it should only be
administered to patients with a known history of chickenpox or those that are seropositive for varicella
zoster virus (VZV). If the history of chickenpox is considered doubtful or unreliable it is
recommended to test for antibodies against VZV.

Vaccination with live vaccines should occur at least 2 weeks but preferably 4 weeks prior to initiation
of XELJANZ or in accordance with current vaccination guidelines regarding immunomodulatory
medicinal products. No data are available on the secondary transmission of infection by live vaccines
to patients receiving XELJANZ.



Elderly
The elderly population in general has an increased risk of adverse events, of increased severity;

caution should be used when treating the elderly, see section 4.8.

Lactose
XELJANZ contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to influence the PK of XELJANZ

Since XELJANZ is metabolised by CYP3A4, interaction with medicinal products that inhibit or
induce CYP3A4 is likely. XELJANZ exposure is increased when coadministered with potent
inhibitors of CYP3A4 (e.g., ketoconazole) or when administration of one or more concomitant
medications results in both moderate inhibition of CYP3A4 and potent inhibition of CYP2C19
(e.g., fluconazole) (see section 4.2).

XELJANZ exposure is decreased when coadministered with potent CYP inducers (e.g., rifampicin).
Inhibitors of CYP2C19 alone or P-glycoprotein are unlikely to significantly alter the PK of
XELJANZ.

Coadministration with ketoconazole (strong CYP3A4 inhibitor), fluconazole (moderate CYP3A4 and
potent CYP2C19 inhibitor), tacrolimus (mild CYP3 A4 inhibitor) and ciclosporine (moderate CYP3A4
inhibitor) increased XELJANZ AUC, while rifampicin (potent CYP inducer) decreased XELJANZ
AUC. Coadministration of XELJANZ with potent CYP inducers (e.g., rifampicin) may result in a loss
of or reduced clinical response (see Figure 1). Coadministration of potent inducers of CYP3A4 with
XELJANZ is not recommended. Coadministration with ketoconazole and fluconazole increased
XELJANZ C,,.x, While tacrolimus, ciclosporine and rifampicin decreased XELJANZ C,x .
Concomitant administration with MTX 15-25 mg once weekly had no effect on the PK of XELJANZ
in RA patients (see Figure 1).



Figure 1. Impact of Other Drugs on PK of XELJANZ
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Potential for XELJANZ to influence the PK of other medicinal products

In vitro studies indicate that tofacitinib does not significantly inhibit or induce the activity of the major
human drug metabolizing CYPs (CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, and
CYP3A4) at concentrations exceeding 160 and 268 times the respective steady state total and free
Coax, respectively, of a 5 mg twice daily dose in RA patients. These in vitro results were confirmed by a
human drug interaction study showing no changes in the PK of midazolam, a highly sensitive
CYP3A4 substrate, when coadministered with XELJANZ.

In vitro studies indicate that tofacitinib does not significantly inhibit the activity of the major human
drug metabolizing uridine 5'-diphospho-glucuronosyltransferases (UGTs), [UGT1A1, UGT1A4,
UGT1A6, UGT1A9, and UGT2B7] at concentrations exceeding 535 and 893 times the steady state
total and free C,.x of a 5 mg twice daily dose in RA patients.

In vitro data indicate that the potential for XELJANZ to inhibit transporters such as multidrug
resistance (MDR1), organic anion transporting polypeptide (OATP1B1/1B3), organic anionic
(OAT1/3), organic cationic (OCT2), or multidrug resistance-associated protein (MRP2) transporters at
therapeutic concentrations is also low.

Coadministration of XELJANZ did not have an effect on the PK of oral contraceptives, levonorgestrel
and ethinyl estradiol, in healthy female volunteers.

In RA patients, coadministration of XELJANZ with MTX 15-25 mg once weekly decreased the AUC
and Cy.x of MTX by 10% and 13%, respectively. The extent of decrease in MTX exposure does not
warrant modifications to the individualised dosing of MTX.

Coadministration of XELJANZ did not have an effect on the PK of metformin, indicating that
XELJANZ does not interfere with the organic cationic transporter (OCT2) in healthy volunteers.



4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate and well-controlled studies on the use of tofacitinib in pregnant women.

Tofacitinib has been shown to be teratogenic in rats and rabbits, and to affect parturition and
peri/postnatal development (see section 5.3).

As a precautionary measure, the use of XELJANZ during pregnancy is contraindicated (see section
4.3).

Women of childbearing potential/contraception in females
Women of childbearing potential should be advised to use effective contraception during treatment
with XELJANZ and for at least 4 weeks after the last dose.

Breast-feeding
It is not known whether XELJANZ is secreted in human milk. A risk to the breast-fed child cannot be

excluded. Tofacitinib was secreted in the milk of lactating rats (see section 5.3). As a precautionary
measure, the use of XELJANZ during breast-feeding is contraindicated (see section 4.3).

Fertility
Formal studies of the potential effect on human fertility have not been conducted. Tofacitinib impaired
female fertility but not male fertility in rats (see section 5.3).

4.7 Effects on ability to drive and use machines
XELJANZ has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The safety data includes 6 double-blind, controlled, multicentre studies of varying durations from
6-24 months (Studies I-VI, see section 5.1). A total of 6194 patients (Phases 1, 2, 3 and long-term
extension studies) were treated with any dose of XELJANZ, with a mean duration of 3.13 years, with
19405.8 patient-years of accumulated total drug exposure based on up to 8 years of continous
exposure to XELJANZ.

All patients in these studies had moderate to severe RA. The study XELJANZ population had a mean
age of 52.1 years and 83.2% were female.

The most common serious adverse reactions were serious infections (see section 4.4). The most
common serious infections reported with XELJANZ were pneumonia, cellulitis, herpes zoster, urinary
tract infection, diverticulitis, and appendicitis. Among opportunistic infections, TB and other
mycobacterial infections, cryptococcus, histoplasmosis, oesophageal candidiasis, multidermatomal
herpes zoster, cytomegalovirus, BK virus infections and listeriosis were reported with XELJANZ.
Some patients have presented with disseminated rather than localised disease. Other serious infections
that were not reported in clinical studies may also occur (e.g., coccidioidomycosis).

The most commonly reported adverse reactions during the first 3 months in controlled clinical trials
were headache, upper respiratory tract infections, nasopharyngitis, diarrhoea, nausea and hypertension
(see Table 4, Adverse Drug Reactions (ADRs) based on all study durations).

The proportion of patients who discontinued treatment due to adverse reactions during first 3 months

of the double-blind, placebo or MTX controlled studies was 3.8% for patients taking XELJANZ. The
most common infections resulting in discontinuation of therapy were herpes zoster and pneumonia.
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Tabulated list of adverse reactions

The ADRs listed in the table below are presented by System Organ Class (SOC) and frequency
categories, defined using the following convention: very common (>1/10); common (>1/100 to <1/10),
uncommon (>1/1,000 to <1/100) or rare (=1/10,000 to <1/1,000). Within each frequency grouping,
undesirable effects are presented in order of decreasing seriousness.

Table 4: Adverse Drug Reactions

System Organ Very Common Common Uncommon Rare
Class >1/10 >1/100 to <1/10 >1/1,000 to >1/10,000 to
<1/100 <1/1,000
Infections and Nasopharyngitis | Pneumonia Sepsis TB of central
infestations Influenza Tuberculosis nervous system
Herpes zoster Pneumonia Meningitis
Urinary tract pneumococcal cryptococcal
infection Pneumonia Urosepsis
Sinusitis bacterial Disseminated TB
Bronchitis Diverticulitis Necrotizing
Pharyngitis Pyelonephritis fasciitis
Cellulitis Bacteraemia
Arthritis bacterial | Staphylococcal
Herpes simplex bacteraemia
Gastroenteritis Pneumocystis
viral Jirovecii
Viral infection pneumonia
Encephalitis
Atypical
mycobacterial
infection
Mycobacterium
avium complex
infection
Cytomegalovirus
infection
Neoplasms Non-melanoma
benign, malignant skin cancers
and unspecified
(incl cysts and
polyps)
Blood and Leukopenia Lymphopenia
lymphatic system Anaemia Neutropenia
disorders
Metabolism and Dyslipidaemia Dehydration
nutrition Hyperlipidaemia
disorders
Psychiatric Insomnia
disorders
Nervous system Headache Paraesthesia
disorders
Vascular Hypertension
disorders
Respiratory, Dyspnoea Sinus congestion
thoracic and Cough
mediastinal

disorders
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System Organ Very Common Common Uncommon Rare
Class >1/10 >1/100 to <1/10 >1/1,000 to >1/10,000 to
<1/100 <1/1,000
Gastrointestinal Abdominal pain
disorders Vomiting
Diarrhoea
Nausea
Gastritis
Dyspepsia
Hepatobiliary Hepatic steatosis
disorders
Skin and Rash Erythema
subcutaneous Pruritus
tissue disorders
Musculoskeletal Musculoskeletal Joint swelling
and connective pain Tendonitis
tissue disorders Arthralgia
General disorders Pyrexia
and Oedema peripheral
administration Fatigue
site conditions
Investigations Hepatic enzyme Transaminases
increased increased
Blood cholesterol Liver function
increased test abnormal
Weight increased Gamma glutamyl-
Blood creatine transferase
phosphokinase increased
increased Blood creatinine
increased
Low density
lipoprotein
increased
Injury, poisoning Ligament sprain
and procedural Muscle strain
complications

Description of selected adverse reactions

Overall infections

In controlled Phase 3 clinical studies, the rates of infections over 0-3 months in the 5 mg twice daily
(total 616 patients) and 10 mg twice daily (total 642 patients) XELJANZ monotherapy groups were
16.2% (100 patients) and 17.9% (115 patients), respectively, compared to 18.9% (23 patients) in the
placebo group (total 122 patients). In controlled Phase 3 clinical studies with background DMARDs,
the rates of infections over 0-3 months in the 5 mg twice daily (total 973 patients) and 10 mg twice
daily (total 969 patients) XELJANZ plus DMARD group were 21.3% (207 patients) and 21.8%

(211 patients), respectively, compared to 18.4% (103 patients) in the placebo plus DMARD group
(total 559 patients).

The most commonly reported infections were upper respiratory tract infections and nasopharyngitis
(3.7% and 3.2%, respectively).

The overall incidence rate of infections with XELJANZ in the long-term safety all exposure
population (total 4867 patients) was 46.1 patients with events per 100 patient-years (43.8 and
47.2 patients with events for 5 mg and 10 mg twice daily, respectively). For patients (total 1750) on
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monotherapy, the rates were 48.9 and 41.9 patients with events per 100 patient-years for 5 mg and
10 mg twice daily, respectively. For patients (total 3117) on background DMARDs, the rates were
41.0 and 50.3 patients with events per 100 patient-years for 5 mg and 10 mg twice daily, respectively.

Serious infections

In the 6-month and 24-month, controlled clinical studies, the rate of serious infections in the 5 mg
twice daily XELJANZ monotherapy group was 1.7 patients with events per 100 patient-years. In the
10 mg twice daily XELJANZ monotherapy group the rate was 1.6 patients with events per

100 patient-years, the rate was 0 events per 100 patient-years for the placebo group, and the rate was
1.9 patients with events per 100 patient-years for the MTX group.

In studies of 6-, 12-, or 24-month duration, the rates of serious infections in the 5 mg twice daily and
10 mg twice daily XELJANZ plus DMARD groups were 3.6 and 3.4 patients with events per

100 patient-years, respectively, compared to 1.7 patients with events per 100 patient-years in the
placebo plus DMARD group.

In the long-term safety all exposure population, the overall rates of serious infections were 2.4 and
3.0 patients with events per 100 patient-years for 5 mg and 10 mg twice daily XELJANZ groups,
respectively. The most common serious infections included pneumonia, herpes zoster, urinary tract
infection, cellulitis, gastroenteritis and diverticulitis. Cases of opportunistic infections have been
reported (see section 4.4).

Serious infections in the elderly

Of the 4271 patients who enrolled in Studies I-VI (see section 5.1), a total of 608 RA patients were

65 years of age and older, including 85 patients 75 years and older. The frequency of serious infection
among XELJANZ-treated patients 65 years of age and older was higher than those under the age of

65 (4.8 per 100 patient-years vs. 2.4 per 100 patient-years, respectively). As there is a higher incidence
of infections in the elderly population in general, caution should be used when treating the elderly (see
section 4.4).

Viral reactivation

In XELJANZ clinical trials, Japanese and Korean patients appeared to have a higher rate of herpes
zoster than that observed in other populations, as do patients with long standing RA who have
previously received two or more biological DMARDSs. Patients with an ALC less than 1,000 cells/mm®
may have an increased risk of herpes zoster (see section 4.4).

Laboratory tests

Lymphocytes

In the controlled clinical studies, confirmed decreases in ALC below 500 cells/mm’ occurred in 0.3%
of patients and for ALC between 500 and 750 cells/mm” in 1.9% of patients for the 5 mg twice daily
and 10 mg twice daily doses combined.

In the long-term safety population, confirmed decreases in ALC below 500 cells/mm”® occurred in
1.3% of patients and for ALC between 500 and 750 cells/mm’ in 8.4% of patients for the 5 mg twice
daily and 10 mg twice daily doses combined.

Confirmed ALC less than 750 cells/mm® were associated with an increased incidence of serious
infections (see section 4.4).

Neutrophils

In the controlled clinical studies, confirmed decreases in ANC below 1,000 cells/mm’® occurred in
0.08% of patients for the 5 mg twice daily and 10 mg twice daily doses combined. There were no

confirmed decreases in ANC below 500 cells/mm’ observed in any treatment group. There was no
clear relationship between neutropenia and the occurrence of serious infections.
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In the long-term safety population, the pattern and incidence of confirmed decreases in ANC remained
consistent with what was seen in the controlled clinical studies (see section 4.4).

Liver enzyme tests

Confirmed increases in liver enzymes greater than 3 times the upper limit of normal (3x ULN) were
uncommonly observed. In patients experiencing liver enzyme elevation, modification of treatment
regimen, such as reduction in the dose of concomitant DMARD, interruption of XELJANZ, or
reduction in XELJANZ dose, resulted in decrease or normalisation of liver enzymes.

In the controlled portion of the Phase 3 monotherapy study (0-3 months), (Study I, see section 5.1),
ALT elevations greater than 3x ULN were observed in 1.65%, 0.41%, and 0% of patients receiving
placebo, XELJANZ 5 mg and 10 mg twice daily, respectively. In this study, AST elevations greater
than 3x ULN were observed in 1.65%, 0.41% and 0% of patients receiving placebo, XELJANZ 5 mg
and 10 mg twice daily, respectively.

In the Phase 3 monotherapy study (0-24 months) (Study VI, see section 5.1), ALT elevations greater
than 3x ULN were observed in 7.1%, 3.0%, and 3.0% of patients receiving MTX, XELJANZ 5 mg
and 10 mg twice daily, respectively. In this study, AST elevations greater than 3x ULN were observed
in 3.3%, 1.6% and 1.5% of patients receiving MTX, XELJANZ 5 mg and 10 mg twice daily,
respectively.

In the controlled portion of the Phase 3 studies on background DMARDs (0-3 months), (Study II-V,
see section 5.1), ALT elevations greater than 3x ULN were observed in 0.9%, 1.24% and 1.14% of
patients receiving placebo, XELJANZ 5 mg and 10 mg twice daily, respectively. In these studies, AST
elevations greater than 3x ULN were observed in 0.72%, 0.5% and 0.31% of patients receiving
placebo, XELJANZ 5 mg and 10 mg twice daily, respectively.

In the long-term extension studies, on monotherapy, ALT elevations greater than 3x ULN were
observed in 1.1% and 1.4% of patients receiving XELJANZ 5 mg and 10 mg twice daily, respectively.
AST elevations greater than 3x ULN were observed in <1.0% in both the tofacitinib 5 mg and 10 mg
twice daily groups.

In the long-term extension studies, on background DMARDs, ALT elevations greater than 3x ULN
were observed in 1.8% and 1.6% of patients receiving XELJANZ 5 mg and 10 mg twice daily,
respectively. AST elevations greater than 3x ULN were observed in <1.0% in both the XELJANZ
5 mg and 10 mg twice daily groups.

Lipids

Elevations in lipid parameters (total cholesterol, LDL cholesterol, HDL cholesterol, triglycerides)
were first assessed at one month following initiation of XELJANZ in the controlled double-blind
clinical trials of RA. Increases were observed at this time point and remained stable thereafter.

Changes in lipid parameters from baseline through the end of the study (6-24 months) in the controlled
clinical studies in RA are summarised below:

e Mean LDL cholesterol increased by 15% in the XELJANZ 5 mg twice daily arm and 20% in the
XELJANZ 10 mg twice daily arm at Month 12, and increased by 16% in the XELJANZ 5 mg
twice daily arm and 19% in the XELJANZ 10 mg twice daily arm at Month 24.

e Mean HDL cholesterol increased by 17% in the XELJANZ 5 mg twice daily arm and 18% in the
XELJANZ 10 mg twice daily arm at Month 12, and increased by 19% in the XELJANZ 5 mg
twice daily arm and 20% in the XELJANZ 10 mg twice daily arm at Month 24.

Upon withdrawal of XELJANZ treatment, lipid levels returned to baseline.

Mean LDL cholesterol/HDL cholesterol ratios and Apolipoprotein B (ApoB)/ApoA1l ratios were
essentially unchanged in XELJANZ-treated patients.
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In a controlled clinical trial, elevations in LDL cholesterol and ApoB decreased to pretreatment levels
in response to statin therapy.

In the long-term safety populations, elevations in the lipid parameters remained consistent with what
was seen in the controlled clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In case of an overdose, it is recommended that the patient be monitored for signs and symptoms of
adverse reactions. There is no specific antidote for overdose with XELJANZ. Treatment should be
symptomatic and supportive.

Pharmacokinetic data up to and including a single dose of 100 mg in healthy volunteers indicate that
more than 95% of the administered dose is expected to be eliminated within 24 hours.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Selective Immunosuppressants; ATC code: LO4AA29

Mechanism of action

Tofacitinib is a potent, selective inhibitor of the JAK family. In enzymatic assays, tofacitinib inhibits
JAK1, JAK2, JAK3, and to a lesser extent TyK?2. In contrast, tofacitinib has a high degree of
selectivity against other kinases in the human genome. In human cells, tofacitinib preferentially
inhibits signalling by heterodimeric cytokine receptors that associate with JAK3 and/or JAK1 with
functional selectivity over cytokine receptors that signal via pairs of JAK2. Inhibition of JAK1 and
JAK3 by tofacitinib attenuates signalling of interleukins (IL-2, -4, -6, -7, -9, -15, -21) and type I and
type 1l interferons, which will result in modulation of the immune and inflammatory response.

Pharmacodynamic effects

In patients with RA, treatment up to 6 months with XELJANZ was associated with dose-dependent
reductions of circulating CD16/56+ natural killer (NK) cells, with estimated maximum reductions
occurring at approximately 8-10 weeks after initiation of therapy. These changes generally resolved
within 2-6 weeks after discontinuation of treatment. Treatment with XELJANZ was associated with
dose-dependent increases in B cell counts. Changes in circulating T-lymphocyte counts and
T-lymphocyte subsets (CD3+, CD4+ and CD8+) were small and inconsistent.

Following long-term treatment (median duration of XELJANZ treatment of approximately 5 years),
CD4+ and CD8+ counts showed median reductions of 28% and 27%, respectively, from baseline. In
contrast to the observed decrease after short-term dosing, CD16/56+ natural killer cell counts showed
a median increase of 73% from baseline. CD19+ B cell counts showed no further increases after
long-term XELJANZ treatment. All these lymphocyte subset changes returned toward baseline after
temporary discontinuation of treatment. There was no evidence of a relationship between serious or
opportunistic infections or herpes zoster and lymphocyte subset counts (see section 4.2 for absolute
lymphocyte count monitoring).

Changes in total serum IgG, IgM, and IgA levels over 6-month XELJANZ dosing in patients with RA
were small, not dose-dependent and similar to those seen on placebo, indicating a lack of systemic
humoral suppression.
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After treatment with XELJANZ in RA patients, rapid decreases in serum C-reactive protein (CRP)
were observed and maintained throughout dosing. Changes in CRP observed with XELJANZ
treatment do not reverse fully within 2 weeks after discontinuation, indicating a longer duration of
pharmacodynamic activity compared to the half-life.

Vaccine studies

In a controlled clinical trial of patients with RA initiating XELJANZ 10 mg twice daily or placebo, the
number of responders to influenza vaccine was similar in both groups: XELJANZ (57%) and placebo
(62%). For pneumococcal polysaccharide vaccine the number of responders was as follows: 32% in
patients receiving both XELJANZ and MTX; 62% for XELJANZ monotherapy; 62% for MTX
monotherapy; and 77% for placebo. The clinical significance of this is unknown, however, similar
results were obtained in a separate vaccine study with influenza and pneumococcal polysaccharide
vaccines in patients receiving long-term XELJANZ 10 mg twice daily.

A controlled study was conducted in patients with RA on background MTX immunised with a live
attenuated virus vaccine (Zostavax”™) 2 to 3 weeks before initiating a 12-week treatment with
XELJANZ 5 mg twice daily or placebo. Evidence of humoral and cell-mediated responses to VZV
was observed in both XELJANZ and placebo-treated patients at 6 weeks. These responses were
similar to those observed in healthy volunteers aged 50 years and older. A patient with no previous
history of varicella infection and no anti-varicella antibodies at baseline experienced dissemination of
the vaccine strain of varicella 16 days after vaccination. XELJANZ was discontinued and the patient
recovered after treatment with standard doses of antiviral medication. This patient subsequently made
a robust, though delayed, humoral and cellular response to the vaccine (see section 4.4).

Clinical efficacy and safety

The efficacy and safety of XELJANZ were assessed in 6 randomised, double-blind, controlled
multicentre studies in patients greater than 18 years of age with active RA diagnosed according to
American College of Rheumatology (ACR) criteria. Table 5 provides information regarding the
pertinent study design and population characteristics.

Table S: Phase 3 Clinical Trials of Tofacitinib S and 10 mg Twice Daily Doses in Patients with

RA
Studies Study I Study I1 Study ITI Study IV Study V Study VI
(ORAL (ORAL (ORAL (ORAL (ORAL (ORAL
Solo) Sync) Standard) Scan) Step) Start)
Population DMARD-IR |DMARD-IR [MTX-IR MTX-IR TNFi-IR MTX-naive"
Control Placebo Placebo Placebo Placebo Placebo MTX
Background |None® csDMARDs |[MTX MTX MTX None®
treatment
Key features |Monotherapy|Various Active control | X-Ray TNFi-IR Monotherapy,
c¢sDMARDs |(adalimumab) Active
comparator
MTX), X-
Ray
Number of 610 792 717 797 399 956
patients
treated
Total study 6 months 1 year 1 year 2 years 6 months |2 years
duration

16




Studies Study I Study II Study I1I Study IV Study V Study VI
(ORAL (ORAL (ORAL (ORAL (ORAL (ORAL
Solo) Sync) Standard) Scan) Step) Start)
Co-primary  |Month 3: Month 6: Month 6: Month 6: Month 3:  |Month 6:
efficacy ACR20 ACR20 ACR20 ACR20 ACR20 mTSS
endpoints® HAQ-DI DAS28- DAS28- mTSS HAQ-DI ACR70
DAS28- 4(ESR)<2.6 |4(ESR)<2.6 |DAS28- DAS28-
4(ESR)<2.6 |Month 3: Month 3: 4(ESR)<2.6 |4(ESR)<2.6
HAQ-DI HAQ-DI Month 3:
HAQ-DI
Time of Month 3 Month 6 (placebo subjects with <20% Month 3 NA
mandatory improvement in swollen and tender joint
placebo rescue counts advanced to tofacitinib at Month 3)
to tofacitinib 5
or 10 mg
twice daily

* <3 weekly doses (MTX-naive).

> Antimalarials were allowed.

“ Co-primary endpoints as follows: mean change from baseline in mTSS; percent of subjects achieving ACR20 or ACR70
responses; mean change from baseline in HAQ-DI; percent of subjects achieving a DAS28-4(ESR) <2.6 (remission).

mTSS=modified Total Sharp Score, ACR20(70)=American College of Rheumatology >20% (>70%) improvement,

DAS28=Disease Activity Score 28 joints, ESR=Erythrocyte Sedimentation Rate, HAQ-DI=Health Assessment Questionnaire

Disability Index, DMARD=disease-modifying antirheumatic drug, IR=inadequate responder, csDMARD=conventional

synthetic DMARD, TNFi=tumour necrosis factor inhibitor, NA=not applicable

Clinical response

ACR response

The percentages of tofacitinib-treated patients achieving ACR20, ACR50 and ACR70 responses in
Studies ORAL Solo, ORAL Sync, ORAL Standard, ORAL Scan, ORAL Step, and ORAL Start are
shown in Table 6. In all studies, patients treated with either 5 or 10 mg twice daily tofacitinib had
statistically significant ACR20, ACR50 and ACR70 response rates at Month 3 and Month 6 vs.
placebo (or vs. MTX in ORAL Start) treated patients.

The treatment effect was similar in patients independent of rheumatoid factor status, age, gender, race,
or disease status. Time to onset was rapid (as early as Week 2 in Studies ORAL Solo, ORAL Sync,
and ORAL Step) and the magnitude of response continued to improve with duration of treatment. As
with the overall ACR response in patients treated with 5 mg or 10 mg twice daily tofacitinib, each of
the components of the ACR response was consistently improved from baseline including: tender and
swollen joint counts; patient and physician global assessment; disability index scores; pain assessment
and CRP compared to patients receiving placebo plus MTX or other DMARD: in all studies.

Table 6: Proportion (%) of Patients with an ACR Response

ORAL Solo: DMARD Inadequate Responders
Tofacitinib 5 mg Tofacitinib 10 mg
. . Placebo Twice Daily Twice Daily
Endpoint Time N=122 Monotherapy Monotherapy
N=241 N=243
Month 3 26 60 ** 65+ **
ACR20 Month 6 NA 69 71
Month 3 12 JHEk Ik
ACRS0 Month 6 NA 42 47
Month 3 6 15* 20 %%
ACR70 Month 6 NA 22 29
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ORAL Sync: DMARD Inadequate Responders

Tofacitinib 5 mg

Tofacitinib 10 mg

Endpoint | Time Placebo + DMARD(s) Twice Daily + Twice Daily +
N=158 DMARD(s) DMARD(s)
N=312 N=315
Month 3 27 S56*** 63 **
ACR20 Month 6 31 S3kHk STHH*
Month 12 NA 51 56
Month 3 9 27HHE 33k
ACRS50 Month 6 13 34 x* 36k**
Month 12 NA 33 42
Month 3 2 gH* [ 4%
ACR70 Month 6 3 13%%* 16***
Month 12 NA 19 25
ORAL Standard: MTX Inadequate Responders
e . Adalimumab 40 mg
Endpoint Time Placebo To];l)‘ac.;tn_l:ll)v[r{rv;(lce QoW
aty + MTX
5 mg 10 mg
N=105 N=198 | N=197 N=199
ACR20 Month 3 26 SQHA* STHE* SeHH*
Month 6 28 S]k* S]ww* 46**
Month 12 NA 48 49 48
Month 3 7 J3Hckk 27H*H 24x%*
ACRS50 Month 6 12 36HH* 34k 27x*
Month 12 NA 36 36 33
Month 3 2 12%%* [ 5*** 9%
ACR70 Month 6 2 19%** 2] H** o*
Month 12 NA 22 23 17
ORAL Scan: MTX Inadequate Responders
Tofacitinib 5 mg Tofacitinib 10 mg
. . Placebo + MTX Twice Dail Twice Dail
Endpoint | Time N=156 LMTX PMTX
N=316 N=309
Month 3 27 S5%xk 66+ **
Month 6 25 SQHH* 62+ **
ACR20 Month 12 NA 47 55
Month 24 NA 40 50
Month 3 8 28k** 36Hx*
Month 6 8 32wk 44x%*
ACRS0 Month 12 NA 32 39
Month 24 NA 28 40
Month 3 3 10** 1 7%%*
Month 6 1 14%%* 2 H*H
ACRT0 Month 12 NA 18 27
Month 24 NA 17 26
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ORAL Step: TNF Inhibitor Inadequate Responders
Tofacitinib 5 mg Tofacitinib 10 mg
. . Placebo + MTX Twice Daily Twice Daily
Endpoint Time N=132 + MTX + MTX
N=133 N=134
Month 3 24 41% 4-%**
ACR20 Month 6 NA 51 54
Month 3 8 20%%* 28wk
ACRSD ™Month 6 NA 37 30
Month 3 2 14%%* 10*
ACR70 Month 6 NA 16 16
ORAL Start: MTX-naive
Tofacitinib 5 mg Tofacitinib 10 mg
. . MTX Twice Daily Twice Daily
Endpoint Time N=184 Monotherapy Monotherapy
N=370 N=394
Month 3 52 69*** TTHEE
Month 6 51 T1HEE TSHE*
ACR20 Month 12 51 67** 71w
Month 24 42 O3 *** 64 **
Month 3 20 40*** 49H**
Month 6 27 46*** SEHE*
ACRS0 Month 12 33 49%* S5k
Month 24 28 48*** 49%**
Month 3 5 20%** 20 %*
Month 6 12 25%%* J7HE*
ACRT0 Month 12 15 28%* 3wk
Month 24 15 34k J7HxE

*p<0.05, **p<0.001, ***p<0.0001 verses placebo (versus MTX for ORAL Start), QOW=every other week, N=number of
subjects analysed, ACR20/50/70=American College of Rheumatology >20, 50, 70% improvement, NA=not applicable.

DAS28-4(ESR) response
Patients in the Phase 3 studies had a mean Disease Activity Score (DAS28-4[ESR]) of 6.1-6.7 at
baseline. Significant reductions in DAS28-4(ESR) from baseline (mean improvement) of 1.8-2.0 and
1.9-2.2 were observed in patients treated with 5 mg and 10 mg twice daily doses, respectively,
compared to placebo-treated patients (0.7-1.1) at Month 3. The proportion of patients achieving a
DAS?2S8 clinical remission (DAS28-4(ESR) <2.6) in ORAL Step, ORAL Sync, and ORAL Standard is
shown in Table 7.
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Table 7: Number (%) of Subjects Achieving DAS28-4(ESR) <2.6 Remission at Months 3 and 6

Time Point | N | %
ORAL Step: TNF Inhibitor Inadequate Responders
Tofacitinib 5 mg twice daily + MTX Month 3 133 6
Tofacitinib 10 mg twice daily + MTX Month 3 134 8*
Placebo + MTX Month 3 132 2
ORAL Sync: DMARD Inadequate Responders
Tofacitinib 5 mg twice daily Month 6 312 8*
Tofacitinib 10 mg twice daily Month 6 315 ] ]*%*
Placebo Month 6 158 3
ORAL Standard: MTX Inadequate Responders
Tofacitinib 5 mg twice daily + MTX Month 6 198 6*
Tofacitinib 10 mg twice daily + MTX Month 6 197 [ ]*H*
Adalimumab 40 mg SC QOW + MTX Month 6 199 6*
Placebo + MTX Month 6 105 1

*p <0.05,***p<0.0001 versus placebo, SC=subcutaneous, QOW=every other week, N=number of subjects analysed,
DAS28=Disease Activity Scale 28 joints, ESR=Erythrocyte Sedimentation Rate.

Radiographic response

In ORAL Scan and ORAL Start, inhibition of progression of structural joint damage was assessed
radiographically and expressed as mean change from baseline in mTSS and its components, the
erosion score and joint space narrowing (JSN) score, at Months 6 and 12.

In ORAL Scan, tofacitinib 10 mg twice daily plus background MTX resulted in significantly greater
inhibition of the progression of structural damage compared to placebo plus MTX at Months 6 and 12.
When given at a dose of 5 mg twice daily, tofacitinib plus MTX exhibited similar effects on mean
progression of structural damage (not statistically significant). Analysis of erosion and JSN scores
were consistent with overall results.

In the placebo plus MTX group, 78% of patients experienced no radiographic progression (mTSS
change less than or equal to 0.5) at Month 6 compared to 89% and 87% of patients treated with
tofacitinib 5 or 10 mg (plus MTX) twice daily respectively, (both significant vs. placebo plus MTX).
In ORAL Start, tofacitinib monotherapy resulted in significantly greater inhibition of the progression
of structural damage compared to MTX at Months 6 and 12 as shown in Table 8, which was also
maintained at Month 24. Analyses of erosion and JSN scores were consistent with overall results.

In the MTX group, 70% of patients experienced no radiographic progression at Month 6 compared to
83% and 90% of patients treated with tofacitinib 5 or 10 mg twice daily respectively, both significant
versus MTX.

Table 8: Radiographic Changes at Months 6 and 12

ORAL Scan: MTX Inadequate Responders
Placebo + Tofacitinib Tofacitinib S mg | Tofacitinib | Tofacitinib 10 mg
MTX 5 mg Twice Twice Daily + 10 mg Twice Twice Daily +
Daily + MTX MTX Daily + MTX MTX
N=139 N=277 Mean Difference N=290 Mean Difference
Mean Mean (SD)* from Placebo” Mean (SD)* from Placebo”
(SD)* (€D (€D
mTSS*
Baseline 33 (42) 31 (48) - 37 (54) -
Month 6 0.5(2.0) 0.1 (1.7) -0.3 (-0.7, 0.0) 0.1 (2.0) -0.4 (-0.8, 0.0)
Month 12 | 1.0 (3.9) 0.3 (3.0) -0.6 (-1.3, 0.0) 0.1(2.9) -0.9 (-1.5,-0.2)
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ORAL Start: MTX-naive
MTX Tofacitinib Tofacitinib 5 mg | Tofacitinib Tofacitinib 10 mg
N=168 5 mg Twice Twice Daily 10 mg Twice | Twice Daily Mean
Mean Daily Mean Difference | Daily N=368 Difference from
(SD)* N=344 from MTX ?(CI) | Mean (SD)* MTX *(CI)
Mean (SD)*
mTSS*
Baseline 16 (29) 20 (41) - 19 (39) -
Month 6 0.9 (2.7 0.2 (2.3) -0.7 (-1.0, -0.3) 0.0 (1.2) -0.8 (-1.2,-0.4)
Month 12 | 1.3 (3.7) 0.4 (3.0) -0.9(-1.4,-0.4) 0.0 (1.5) -1.3 (-1.8,-0.8)

#SD = Standard Deviation

® Difference between least squares means tofacitinib minus placebo (95% CI = 95% confidence interval)
“Month 6 and Month 12 data are mean change from baseline

4 Difference between least squares means tofacitinib minus MTX (95% CI = 95% confidence interval)

Physical function response and health-related outcomes

XELJANZ, alone or in combination with MTX, has shown improvements in physical function, as
measured by the HAQ-DI. Patients receiving tofacitinib 5 or 10 mg twice daily demonstrated
significantly greater improvement from baseline in physical functioning compared to placebo at
Month 3 (Studies ORAL Solo, ORAL Sync, ORAL Standard, and ORAL Step) and Month 6 (Studies
ORAL Sync and ORAL Standard). Tofacitinib 5 or 10 mg twice daily-treated patients demonstrated
significantly greater improvement in physical functioning compared to placebo as early as Week 2 in
ORAL Solo and ORAL Sync. Changes from baseline in HAQ-DI in studies ORAL Standard, ORAL
Step and ORAL Sync are shown in Table 9.

Table 9: LS Mean Change from Baseline in HAQ-DI at Month 3

Placebo + Tofacitinib Tofacitinib Adalimumab
MTX 5 mg Twice Daily 10 mg Twice 40 mg QOW
+ MTX Daily +MTX
+ MTX
ORAL Standard: MTX Inadequate Responders
N=96 N=185 N=183 N=188
-0.24 -0.54%** -0.61*** -0.50%**
ORAL Step: TNF Inhibitor Inadequate Responders
N=118 N=117 N=125 NA
-0.18 -0.43%H* -0.46%** NA
Placebo + DMARD(s) Tofacitinib 5 mg Tofacitinib 10 mg
Twice Daily + Twice Daily
DMARD(s)
+ DMARD(s)
ORAL Sync: DMARD Inadequate Responders
N=147 N=292 N=292 NA
-0.21 -0.46%** -0.56%** NA

FEE

p<0.0001, tofacitinib vs. placebo + MTX, LS = least squares, N = number of patients, QOW = every other week,
NA = not applicable, HAQ-DI = Health Assessment Questionnaire Disability Index

Health-related quality of life was assessed by the Short Form Health Survey (SF-36). Patients
receiving either 5 or 10 mg tofacitinib twice daily experienced significantly greater improvement from
baseline compared to placebo in all 8 domains as well as the Physical Component Summary and
Mental Component Summary scores at Month 3 in ORAL Solo, ORAL Scan and ORAL Step. In
ORAL Scan, mean SF-36 improvements were maintained to 12 months in tofacitinib-treated patients.

Improvement in fatigue was evaluated by the Functional Assessment of Chronic Illness
Therapy-Fatigue (FACIT-F) scale at Month 3 in all studies. Patients receiving tofacitinib 5 or 10 mg
twice daily demonstrated significantly greater improvement from baseline in fatigue compared to
placebo in all 5 studies. In ORAL Standard and ORAL Scan, mean FACIT-F improvements were
maintained to 12 months in tofacitinib-treated patients.
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Improvement in sleep was assessed using the Sleep Problems Index I and II summary scales of the
Medical Outcomes Study Sleep (MOS-Sleep) measure at Month 3 in all studies. Patients receiving
tofacitinib 5 or 10 mg twice daily demonstrated significantly greater improvement from baseline in
both scales compared to placebo in ORAL Sync, ORAL Standard and ORAL Scan. In ORAL Standard
and ORAL Scan, mean improvements in both scales were maintained to 12 months in tofacitinib-
treated patients.

Durability of clinical responses

Durability of effect was assessed by ACR20, ACR50, ACR70 response rates in studies of duration of
up to two years. Changes in mean HAQ-DI and DAS28-4(ESR) were maintained in both tofacitinib
treatment groups through to the end of the studies.

Evidence of persistence of efficacy with tofacitinib treatment for up to 7 years is also provided from
data in the one ongoing and one completed open-label, long-term follow-up studies.

Paediatric population

The European Medicines Agency has deferred the obligation to submit results of studies in XELJANZ
in one or more subsets of the paediatric population in juvenile idiopathic arthritis (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

The pharmacokinetic (PK) profile of tofacitinib is characterised by rapid absorption (peak plasma
concentrations are reached within 0.5-1 hour), rapid elimination (half-life of ~3 hours) and
dose-proportional increases in systemic exposure. Steady state concentrations are achieved in
24-48 hours with negligible accumulation after twice daily administration.

Absorption and distribution

Tofacitinib is well-absorbed, with an oral bioavailability of 74%. Coadministration of tofacitinib with
a high-fat meal resulted in no changes in AUC while C,,,, was reduced by 32%. In clinical trials,
tofacitinib was administered without regard to meal.

After intravenous administration, the volume of distribution is 87 L. Approximately 40% of
circulating tofacitinib is bound to plasma proteins. Tofacitinib binds predominantly to albumin and
does not appear to bind to al-acid glycoprotein. Tofacitinib distributes equally between red blood
cells and plasma.

Metabolism and elimination

Clearance mechanisms for tofacitinib are approximately 70% hepatic metabolism and 30% renal
excretion of the parent drug. The metabolism of tofacitinib is primarily mediated by CYP3A4 with
minor contribution from CYP2C19. In a human radiolabeled study, more than 65% of the total
circulating radioactivity was accounted for by unchanged active substance, with the remaining 35%
attributed to 8 metabolites, each accounting for less than 8% of total radioactivity. All metabolites
have been observed in animal species and are predicted to have less than 10-fold potency than
tofacitinib for JAK1/3 inhibition. No evidence of stereo conversion in human samples was detected.
The pharmacologic activity of tofacitinib is attributed to the parent molecule. /n vitro, tofacitinib is a
substrate for MDR1, but not for breast cancer resistance protein (BCRP), OATP1B1/1B3, or OCT1/2,
and is not an inhibitor of MDR1, OATP1B1/1B3, OCT2, OAT1/3, or MRP at clinically meaningful
concentrations.

Pharmacokinetics in RA patients

The enzymatic activity of CYP enzymes is reduced in RA patients due to chronic inflammation. In RA
patients, the oral clearance of XELJANZ does not vary with time, indicating that treatment with
XELJANZ does not normalise CYP enzyme activity.
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Population PK analysis in RA patients indicated that systemic exposure (AUC) of tofacitinib in the
extremes of body weight (40 kg, 140 kg) were similar (within 5%) to that of a 70 kg patient. Elderly
patients 80 years of age were estimated to have less than 5% higher AUC relative to the mean age of
55 years. Women were estimated to have 7% lower AUC compared to men. The available data have
also shown that there are no major differences in tofacitinib AUC between White, Black and Asian
patients. An approximate linear relationship between body weight and volume of distribution was
observed, resulting in higher peak (Cp..x) and lower trough (Cpin) concentrations in lighter patients.
However, this difference is not considered to be clinically relevant. The between-subject variability
(percentage coefficient of variation) in AUC of tofacitinib is estimated to be approximately 27%.

Renal impairment

Patients with mild (creatinine clearance 50-80 mL/min), moderate (creatinine clearance

30-49 mL/min), and severe (creatinine clearance <30 mL/min) renal impairment had 37%, 43% and
123% higher AUC, respectively, compared with healthy patients (see section 4.2). In patients with
end-stage renal disease (ESRD), contribution of dialysis to the total clearance of tofacitinib was
relatively small. Following a single dose of 10 mg, mean AUC in patients with ESRD based on
concentrations measured on a non-dialysis day was approximately 40% (90% confidence intervals:
1.5-95%) higher compared with patients with normal renal function. In clinical trials, XELJANZ was
not evaluated in patients with baseline creatinine clearance values (estimated by Cockroft-Gault
equation) less than 40 mL/min (see section 4.2).

Hepatic impairment

Patients with mild (Child Pugh A) and moderate (Child Pugh B) hepatic impairment had 3%, and 65%
higher AUC, respectively, compared with healthy subjects. In clinical trials, XELJANZ was not
evaluated in patients with severe (Child Pugh C) hepatic impairment (see sections 4.2 and 4.4), or in
patients screened positive for hepatitis B or C.

5.3 Preclinical safety data

In non-clinical studies, effects were observed on the immune and haematopoietic systems that were
attributed to the pharmacological properties (JAK inhibition) of tofacitinib. Secondary effects from
immunosuppression, such as bacterial and viral infections and lymphoma were observed at clinically
relevant doses. Lymphoma was observed in 3 of 8 adult monkeys at 6 times the clinical tofacitinib
exposure level (unbound AUC in humans at a dose of 5 mg twice daily), and 0 of 14 juvenile monkeys
at 5 times the clinical exposure level. Exposure in monkeys at the no observed adverse effect level
(NOAEL) for the lymphomas was approximately equal to the clinical exposure level. Other findings at
doses exceeding human exposures included effects on the hepatic and gastrointestinal systems.

Tofacitinib is not mutagenic or genotoxic based on the results of a series of in vitro and in vivo tests
for gene mutations and chromosomal aberrations.

The carcinogenic potential of tofacitinib was assessed in 6-month rasH2 transgenic mouse
carcinogenicity and 2-year rat carcinogenicity studies. Tofacitinib was not carcinogenic in mice at
exposures up to 38 times the clinical exposure level. Benign testicular interstitial (Leydig) cell
tumours were observed in rats: benign Leydig cell tumours in rats are not associated with a risk of
Leydig cell tumours in humans. Hibernomas (malignancy of brown adipose tissue) were observed in
female rats at exposures greater than or equal to 83 times the clinical exposure level. Benign
thymomas were observed in female rats at 187 times the clinical exposure level.

Tofacitinib was shown to be teratogenic in rats and rabbits, and have effects in rats on female fertility
(decreased pregnancy rate; decreases in the numbers of corpora lutea, implantation sites, and viable
foetuses; and an increase in early resorptions), parturition, and peri/postnatal development. Tofacitinib
had no effects on male fertility, sperm motility or sperm concentration. Tofacitinib was secreted in
milk of lactating rats at concentrations approximately 2-fold those in serum from 1 to 8 hours
postdose.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core:

microcrystalline cellulose

lactose monohydrate

croscarmellose sodium

magnesium stearate

Film coat:

hypromellose 6¢P (E464)

titanium dioxide (E171)

lactose monohydrate

macrogol 3350

triacetin (E1518)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.
Store in the original, bottle and/or blister, in order to protect from moisture.

6.5 Nature and contents of container

HDPE bottles with silica gel desiccant and child-resistant caps containing 60 or 180 film-coated
tablets.

Aluminium foil/PVC backed aluminium foil blisters containing 14 film-coated tablets. Each pack
contains 56 or 182 film-coated tablets.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Pfizer Limited, Ramsgate Road, Sandwich, Kent CT13 9NJ, United Kingdom
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/17/1178/001

EU/1/17/1178/002

EU/1/17/1178/003

EU/1/17/1178/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 March 2017

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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77U THETIRRT 52 &,
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HHATND,

AVERESE D FEHLIS K ORI 64 2 AAN DO EII A TH %,
B I P S

AHN OG- % Z 1 - B2, NMSC ORIBNME SN TWD, FEROIEIY 27 BNEmWAEIC
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[P P i 5 A

&P B OB EN B 2 BE IR LT WABEER B D720, AFIE &G T HBICERETH 2
ENRHERE I N D, BERRBRE L OHIRE A AR OB G 2 5% 1) 72 BB RV MR B o B
(—H I TIZE S T2) BHRE SN TWDER, ABIUCK T LY XAXT—E (JAK) HEOH
FIIAHATH D, 7VT ANORE Y U~ FEEIMEEMEEORBLY 27 BREWZ LR LN
TS, RFZEGETHEITEETHZ &,

L 22 4L

BRI RER TN ZRIL OB B DG SN TV AN, KFEHITBIT 5 JAK FLEOHEIIRHTH 5,
HILEZEILORIY 27 PNEWARetE D H 2 BF [HEROBERH ZBELa LT axT oS
REBLO (F7218) FEAT oA MERREROFREG 2% CWDBER E] 1Tk, AFIEE
EICHKGT D Z L, EEOMER X OYERDH I3 H L2 BE T HOWTE, MBS 22L& R4
IZRFET B 72 DITHECIZFE T2 2 &)

l[:‘[ﬁl%;é U A 7

B U U~ F D OLMEFRE ORI Y 27 8@z, @i OFERRO B L LTY 27K
¥ (FElECEIEMER E) 2852 &,

S

—HOBETIE, KAOREGIZE D TFHERE LA ORBBHEN G 2oTc (4.8 JHFEEFREMR
BER), 77=20T7 ) 87 A7 27 —8 (ALT) $TETANRTIXURT I ) R T U A T =
F—F (AST) OHIMNZED AL, FHZ A b b LxY— k7 EOBIERNCITEMEEZ G T 5 55 %
PFH L TV D EEITK L TARIOR G 2T 2BRICITERT 5 2 &, &5Mm%IE, EWHENT
FEEE DO RTREM: 2 MR T 5 72012, TFEREMRE O EMM et = &)x&k;@ﬁ%%ﬁiﬁ@ﬁl
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BRI A ST A —
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JEEE=41V2>7

AR OEEIZEY, arxTa—, [KEEYVRZ L N7E (LDL) 2L A7a—LBXU0E
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4.5. L DOFHF & OHEIER B L OE ODOHEEER
10> AN I AFH O HAy B 8| = 5B A K T3 T REME

AFNE CYP3A4 IZ L > TRE SN D728, CYP3A4 Z[HE £ - I13kE T 2 3854 & Of E/ER N
Z D AREMEIL RV, AHFIE, 58U CYP3A4 [ESK (7 haF Y —u7p &) 721X CYP3A4 & HfE
FEIZFHSE LD CYP2C19 Z5f < BAEFET 234 (Zraty —n7e ) 1KLL EEBEHT 5 &,
AFNOREZEEITEMNT 5 42 HBH) |

AFNZ N CYP3AL FFEIE (V770 iy) LT L, AFoOBRBEREIIED TS,
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5 AIREMEIHR VY,

KENZ, 7 haFy—u (58U CYP3A4 [HER) , 7vad Yy —u (WREO CYP3A4 FHESE )
DRV CYP2C19 PHESK) , #7vU AR (950 CYP3A4 fHES) BLOY 7o AR v (FfE
JED CYP3A4 [HEZL) L O 2 LAKIORE - R di#r T Efg (AUC) (I#mL, V77 v
v (B8 CYP3A4 #5383K) L OFHT 2 & ARFID AUC 138 LT, AHKIZ58 O CYP3A4 758 3K

(V77 o) LT 2 & ARBIOEBRDN R ER E 7213555 2 AlRetEn H 5

(Figure 1 Z]) . AANL, 7RV CYP3A4 FHEIE L OOFHIFHELES e, KHF%Z, 7 hat >y —
NBLOTZVaF Yy — VT 5 EARFORERE (Cuny) 1T EAL, #7780 U AR, V7R
2RV BLIRY 77 o EHHT D EAFID Co (KT L7, BT Y v~ F B CAKIZ
AR RUFH— R 15~25mgil 1 [a] & FH L7z & &2, RAIO PKICKT 2 EITFRD S d -
7= (Figure 1 M) ,
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Figure 1.  fLORFDBFHORERMBIRIZRIETHER
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. Z5mg 1 A 1512
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AMRLFHI—1 AUC Ir-l FREZRES L2
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: -
S7mY KA T - AHE 2 7B Y BAOHAE
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o BERIIE LY Y BB T D,
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W CYP3A4 DIEETH D I XY T 2D PRKITEEDI I HIIRWN T & D3 BT @ofwéo
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4.8. BIERA
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NS ORBOWRE ITNTRY, PEENSEEOME Y v~F 2 H L T\, AFOKRE %
T - R SR E M O EERIL 521 Th Y, 83 2% 0L Tho7-,

EREEREWERT, EERBYYETH-7- G4THSM) , AFOFRGIE> THRE SN E
IREBEIEYYEIL, MK, MeRE, FREE, R, BERBIOCHRERTHo, AR
WYSED 5 b, WAL DO~A ANy FYTREY:, 7V F hay B AE, A2 NPT A, &
BH U HIE, SAMREIERRIES, A M AT a v A )V REGE, BK U A NV AEEB L O
2T U TIED, ARAIOEGAI > THRE Sz, —fOBHR, RFEMERALD bie L AREHENE
KRERE L, AR CHE SN O EEREYYE (27 V44T AJERE) bR
BT DR & 5,

Helgeoet FEER TR G-BRAG D 3 » HICHBL L 2 B 2RIERNE, B8R, LKGERY:, S0REI%,

THI, ELBIOEMETH-7- (Table 4 R, 2RBRWIRIZEB T 2FIEH) .

THEMR, 77 BREIIA N b LS — bl BRERER TR GRG0 D 3 A RICEBL L 72 F
BRI X 052 LI-BEOESL, ARORELZZITI-BED 38% Th-oT-, 5P ILIC

Eo T ERBEIYEL, HREZ RS LR TH -7z,

BIEH O —EE

LU ORIZEWEH 2 288 BIR B3 L OSBUEE O BN~ 7, FEBEEIL, very common
(10%LL 1) , common (1%LL E 10%Ai) , uncommon (0.1%LL E 1%Aw) , rare (0.01%L4 E
0.1%Ki) L EFT D, HBIHEEOKLSFENTIE, EEMHOBWIEICEWER 20 # T 2,

Table4.  BIVEM
MedDRA 2B 5 Very Common Common Uncommon Rare
K4vEE 10%24 k 1%L E 10%HK5 0.1%LL E 0.01%2L
1% A 0.1%KiH
JEYER L O LIPS ffige, 4> 7n BUSE, fEZ, B PAXERCRAE R,
FE HUE T, HRIE REREMEMIR, M 2V haod
2, PRIGEEYGY, Bl REVENgE, B APEREIE S, TR
e, KB K, BERER, % MERuE, BEREE
%, WHEHZE B, MIEEPERAET RS, HESEMEALIE
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A, UANVAMER U ERE MR MLE,
5%, TANAE —a—FLAF
Y A o A BT A fifi
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~A AN T
TG, v A an
ITVY L TE
A= AV
7 AREGL, YA B
ATy A
JE G
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1R e 1L
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ey ki e
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1% 18.4% (103 i) THo7=DIZH L, ¥ VEE5mgl H 2[E + DMARD B 58 (Bf
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©4M#Htw?//ﬁﬁmlEZ@&@%E&@%W?VY%HM@IE2@&5ﬁ?%h%
NS FB LV 472 1) Thoto, HAIRG A= 3 7-BF GF 1750 ) (23 2 B IX
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2y s O
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b= 1.6, 7T RFEERTI100 AMFEHTZY 0, A P XY — MEEEET 100 NMEHT-
D19 Tch o7,

6, 12 £721% 24 » A OFRERIC téﬁ%ﬁmmﬁwﬁﬁﬁfi 77+ R +DMARD fH#%
HRET 100 NMEH T2V 1.7 1HETH =02 L, Bv V8 Smg 1 B 2 A + DMARD f fl#&5-
BRI OB V8E 10mg 1 H 2 [8] + DMARD §fH#& GHETIXZLE1 100 NEHT- D 3.6 1
BLO34HTHST,

FEW e 2g@B a5, BERBYYEDRIHMEE X, ¥y ViEsmgl B 2 A&
HBLOEAY Y YEE 10mg 1 B 2[BERGEETENEI 100 NMEDHTZV 24 B L 3.0 TH -
Too ERBEERBYVEIL, MR, #REE, REESE, @HEE, BBRBIOEERTH,
A Fn FLEYRE OSER] s S Tnd (44 HSH) |

Bl A 12 31T 5 B 7R IR

AR I~VI (5.1 HSM) ICBE SR Y Uv~FBEF 271 H0 55, § 608 fi72% 65 bl ET
HY, ZDHH BN T5 L EThoTc, AANORE 25T 72 65 kLA LD (100 NMEHT-
D 48 1) \ZRIT D EEREYYEORBBEE X, 65 MM DEE (100 NMEHTZD 244F) Xb
bR T, RIS EEE EMICI T 2 BYYE ORBHE ITE W, EliE (AR E &5
LHEICITERET D2 L G4 THB) |

7 A L ADFEVE

AR OEFERRBR CTIE, oM & T HANEE B X OREE N BE THRIRIES O3B 1’ &
<, 2HILL EOAYFH DMARD OF 4251772 ¢ ObAME Y v~FOEMRERLE THFE
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BRI HRRAEIS O R BUSERE N i /> 72, ALC 28 1000/mm’ K550 BE 1T, B o U 2 7 3 F&-
THRREMENDH D 44THSZH) |

A R
U 3B

e IRARER T, v Ve GRE Smgl B 2 358 L 10mg 1 H 2 B G208
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R MR TIE, BAv Ve GRE Gmgl A 2EHHREGREE 10mgl A 2 [FR5HE
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EEE émfu.o

FER X 40 7- 750/mm’ i D ALC 13, T 72 R YLE ORBUEE O FH LB L T 44 TESHR)
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bbb E —FH LT\ 44THSR) |

HTHESFNE A2

FEYEME EBRD 3% (3 x ULN) %82 D NTFERME EH- 2R Sz, ERE LR NREO Lz
BT LT, 1B FELAEE (HHIKTH S DMARD s, AFIOEE 2 Fkr £ - 13444 %
E) LizE 2 A, FRERMITET E23EF L,

53 FHEAIR 5Bk O bl Bl (B 5-BRtE S 3 » AR EC, RBR L, 5.1 B TIX, 77
BAREGH, BV VB Smgl H 2 EIERGHBIOELY LV 10mg 1 H 2 BIEGHOBH
DENLI 1.65%, 0.41%F L TN0%IZ, 3 x ULN 2225 ALT B3RO bz, KRBT
TR AREEGEE, BAY oV EESmgl A2 BFRGHEBIOCEALY VR 10mg 1 A 2 [BIFEGHEO
BEDOFNEN 1.65%, 0.41%3F L TN0%I2, 3x ULN 2z 5 AST BEINAEERD Hiviz,

% 3 FHELAIER 53R (R G-B460°0 24 » HLE T, BBR VI, 5.1 HBMH) TiX, A M RLFH—
NG, BAP VB Smgl B 2 RIEGHBIONELY V8 10mg 1 H 2 BIEGEHOBE O
ZNEN 7.1%, 3.0%F L T03.0%I2, 3 xULN ##8 x5 ALT N MR S -, KRR ClE, 2
MR — MEGHE, B VEESmgl B2 EEGHBIOELY Y 10mg 1 H 2 B
HBREOBEDODZNZFI 3.3%, 1.6%B LN 1.5%I2, 3 xULN 22 5 AST HMMAHER S -,
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1.6 AMENZEB T DRI B9 2 &k

FEWERIE L L C DMARD % 4% 592 55 3 MIRRBR O Lhlgoc B (B 5-BRAG 5 3 » AR £ ¢, Bk
I~V, 5.1 HER) T, 778 REER, LAY YEESmgl A2 BEGHBIOELY Y
BE10mg 1 H 2 B GREOBEDZINZEIL0.9%, 1.24%B LN 1.14%2, 3 xULN #i# x5 ALT
BMBSHER SN, ZnOORMBRTIE, 772 RES5REE, BArv o YiEsmgl B 2 BIEGHB X
B VB 10mg 1 A 2 BERGHOBEDOZNZEI 0.72%, 0.5%F LT 0.31%IZ, 3 x ULN
ZHBZ % AST B HER S iz,

A % R 5T 5 B ke 5B T, BAY oV EE Smel B 2 BESREB XLy oY

B2 10mg 1 B 2 B EGREOBREOZNZEI 1.1%EB LT 1.4%I2, 3 x ULN %2825 ALT B0 e

WINTe, B VEESmgl H2 GBI OELY U VEE 10mgl H 2 EEGEHOWTR
IZBWTH, 3xULN B2 5 AST BINTEE D 1.0%ARTH IR bz,

FEWEIRIE & L C DMARD % #5795 RWiflkfeix 5ol CI1%, AV oV EESmgl B 2 BIFE R
BLOEALY YV 10mg 1 H 2 BIEGHEOBEOZINZI1.8% LT 1.6%I2, 3 x ULN ## Z
% ALT MR SN, BAv o VEEsmgl H2 BIFRGHBLIOELY Y EE 10mg1 H 2

B GHEONTIUCIB N TS, 3xULN Zi 2 5 AST HINIEE D 1.0%AHIZFE O H il

AEHE

BRI Y ~TF 235 s L “EHER, EIREERCIE, AFOBRGHGD 1 5 ARITIEE S
FA—H (fal AFua—/), LDLalL A5 u—/L, HDLalL 2T ra—/L, hY 7 Uk R)
FROYNEFHZ1T > 7o, WEBGEND 1 h HRIZIEE AT A—% EAPERO NN, 0%
WIE Lo dz, BEEIY v~F Zxtg & Uiz et aBRIC BT 2B T £ T (6~24 » A
BET) ODIRENRT A= DRX—=RAT A U INEDOEIZONT, LLFICENT D,

e LDL=Z VAT r—/LOYEEIL, 512 5 A% TIEEALY V85 mg 1 B 2 [EH 58T 15%,
BV HE 10mg 1 B 2 [ GEET 20%EM L, #5624 » AR TITELP UV EE Smg 1
H 2 B E5RET 16%, BV V8 10mg 1 H 2 [RIEEEET 19%H00 L 7=,

e HDL =L AT m— ) LOSYEIL, %512 » HE TIETELY YV EESmg 1 A 2 B 5-HET 17%,
BV HE 10mg 1 A 2 [ GEET 18%IEM L, #5624 » AR TITELV LV EE Smg
H 2 [BI#5HET 19%, BV V8 10mg 1 H 2 [RIBEEET 20%H00 L 7=,

AANOFE P LY, FEMEIIN—RT A AaE THEIE LT,

AR OB 2 T -BHETIE, LDLaL27Fu—/L, / HDL = L A7 1 — LELOXESERL L O
RURZ L /N7EB (ApoB) /ApoAl tITAREINZEL Ligh o7z,

Feigect FRERER 1 3B CIE, LDL 2 L A7 m—/LB XN ApoB D EFIE, A X F U REICE LT
BHRMEE TR L7,

B AR EERT CRD DIV EE /T A —Z O LHIE, SR TR bbb D & —
ﬁ(b"(‘b\ﬁ_o
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77 F =T MR
1.6 AMENZEB T DRI B9 2 &k

BUEA 2 BN 2 HR O

RS D AGERRICEAWER N ON D FRERETHZLITEETH D, ULy, EELDONR
274 b URTDOIRT ADKGRIR T =2 ) TR ARE L 72 B EFRIEEE 1A VI ICHE
WTDHDHEEORE AT ALY, BERANSRDON D EREZMETHZ L ROLND,

4.9. BEERE
WERE L2SA12lE, BWER OB L OVERICOWTREZBER T /RS, K
KO B 52k 2 FEE ORI /2, SHEFRERS LSO EREEZ Ei 35 2 &,

BEREHIRE 2 R BT AH & e K 100 mg D& TG (G HET) Lo & & 0EyERET —
2D, 5% 24 BRI G &O 95% @it s D & Fllsh s,
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1.7 [RFEFRIZh S — & F

AHBLOARFNORMERDLE LT, A7 VFo~7 Eafliz) , 74V s~7 (&
THHLZ) BELOIFY A~T (B Tf#z) OF#% Table 1 38 X ONZ Table 2 7”97,
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77 oF =T BEMERIER

1.7 [AFE[E 2D — B SR

Tablel. RERPH—ER (r77vF=F, {7 V%I <T)
— fi% D) Za Bl h77vF=7 A7V Rv~T (B z) BH
i 7t £ | B Y O8E Smg L 2 — R 100
= t K| 7 7 AP —REASHE i = ZE SRR A s 1k
7K 7 ks A H (201343 A 25 H 200241 H 17 H
B % & # A B 2017&12)%215
B MM F A H|-
bio) il X oy |BISE, L5 S e AR T éE%EHEE Ui, BIEE, AL SRS
) R —l:EFﬁ SOMFEICL VAT & (EE—ERISEOWFEI L VT HZ &)
it 2 1t 1k 2V A H: b b IgGl EH MK O TNFofF g7~ 7 2 A]
* 7= X A = NT " H"m HO CO:H EHERAGT5HE ) 7 a—FAHUKT, 1,328
HN f\,/ “v/\“cm - Hoc_¥__coH BT X BRFRIED B 72 D PR AE,
A=/ Gy o Sy 9 149,000
7 i = (1. Ak WS ERL, HEE, BRESAK TR L, BRARR
1 2 - TR CTHWAESAITH 5,
HhEksr N7 7o F =77 = R 078mg W 7e4 LI — N #1100
(& (h77vF=7& 1L C5mg) H
FLpE , RO —R, b An—R, o % e s N
s T e v, ey Laeraos | ey Ry Gt 00mg
A, @BbF& L, w7 ma—4000, NYTEFU A
Ek/\ o FERL B © 500mg
S H R JL_— 0 0.
TE & W A2 — K 0% mo{ v ‘/E&%k% A l\ Y '7A 7J<$u% 6.1mg
Y | oo & L CpHlER % E&H
ﬂm (%@ Ei? K Ehe) ERA)
° \_/ - 5 EERIN N 20mL A 7 /b
EAE : £98.0mm JZ & : £94.2mm =T A TG BLF| OVEIR Qe (G iR s —%)
AAEN, ~ v AEHER MR E o CilESR D, ~
AH = Ry PRI VRRIRINE 2, £72, G
THRIZBWT, By & LTo oo il OV H 2k
oy R AR iEY) KONk kR sy (g 7 v 7
2y, BRI, VARTaesAy, TR VA7 =
V) EEHALTHD
PFIZER CONFIDENTIAL

Page 2
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1.7 [RFEFRIZh S — & F

Tablel. RERHH—EHRE (FT77vF=F, /7 VFI<=F)

— % i) Za Bl h77vF=7 A7V Xv~T GEEHEZ) RFA
%h HE . 20 B\ BEFIRIR CORA 0 7B v~ ETFIR I CRARA 57 TRtk &
HRARE 7 & FE D TEIEME KB 2% 0D B AR\ M ONHE R BV v~F (BEfSoEEEDIE 2 &)
% (AR COHRA TS RBEICIRD) NR—F = v MEIC & 5 HEIRIEREIES & 9 R
SEPERCRE, BAETEMEDRE, NIRRT, RREMERIR
JiE
FREVERHER

HEMAN—F = v ME, NN —F = MR, &
AR —F = v MF
N D 1]
KON NIPORIEZ R 7 1 — i OTRFE L OHEFF
Rk (BEAARIR TR T 05812k D)
A7 b B OIFEIIC H D BE
SEEAT LB
HHARIE 7> B BUE DIRBE RIS R O16E (BEFIRIE TOR
AR BETIRD)

ZhEE « RICEE T 2 H o (B ) v~F <BEfHiY v~F >
TE EB|WBEOEEIIBNT, AFMLFT =2 00O ETE|1) BEOHEFEIZBWT, EAT A FERZIER LU

Dl LB 1AORY v~ FIEEIZ L DY) 20K % oY v~FIF (A b b LFH— MEAIEZET)
ToTH, REIWEKRT DL DRIERDER L HEICE | FICX2ERBREITT->TH, REICERT W

595, SINRBRRIER R D B BTG 21T O T &, F T,
AR b LFdY— MUANCAR Z LRETDHZLDY
TSR G 2% AT N7 4y b Ll BTS2 L, K

WEDIEIRIZEBNT, OEMFRE (AT uA K, 8| FICL 2090803, @EREGHAENS 14 BUNICHED
PIHIAI SO A RA) 1K YRR EZITo T, | NAZEAHRINTNS, 14 BLINICE L SRR
BT T 2 B & 0 R B RIER 3 5% B 5 A 595 BONRWEESe, HESCRGRBOREMEZ1T-> T
Z &, HRNENET SR WEEAITIE, BUED R E Ok
BAEEICHEETHZ L,
2) RFlET ARE2ET N (Biarfiz) OOFHIZITD
A AN
( TEEARLARNEE) OHE 13) )
<AN_—F = v MFEIC K D EHEMERIRS &5 R >

PFIZER CONFIDENTIAL
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1.7 [RFEFRIZh S — & F

Tablel. RERHH—EHRE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

WEDOIERIZIBNT, OFEYFRE (7 a AR 5%)
LOWYIIRREIT- T, RABICERT L1 72E
IRIAER 3% DG A ICARI O G217 5 Z &,

< W fieE >

WEOIBEEICBNT, BFEOSEEE RRELS
Te) HEOWEY I AT T, BEZAMERERED 10%
PECHFET D56, b LFERED L2, BIFER
IR E AT G ACARR O E21TH 2 L,
<BRIEMEFFHESE >
WEOIERIZIBNT, oYL GEAT oA REHL
RAEANTE) FEOMEU)RIRFREZIT-> T, KRIGERT S
B O R ERRFER 3R D B ICARRI O 552175 Z &,
<JFETIR—F = v M, SRS —F = v M, IE
BINR—F = v i >

WBEOIERIZIBNT, MOEYFEEOMY) 5% %
1ToThH, EBIZEKT 260 RERIERD R D HE
WCARKI OB 52175 Z &,

< I3 D A1 >
WBEOIBERIZBNT, & rar ) RS E1T-> T
by, FRABICERNT D005 7R EEHRAER 2 5 5 5 5 S AH
OFHEITHY 2k,

<rm—lPE>
WBEOIERITIBNT, RBFE, oRyFEE (5-7 2
J WU FUREE], 2T aA R, TYEF4TY %) &
OWEE I IEHZ1T > Th, FERITERT 5805 72K
JERDIR DG AICAFI O G279 2 &,

B, BRI GITER T TRIBEBIE LN S
T2 &,

<JEBHE KRG >
WEOIERIZIBNT, thoEYEE 5-7 /73U Fv
FRlAl, AT uA R, 7TYF4T7 Y %) ZSoiEiis

PFIZER CONFIDENTIAL
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1.7 [RFEFRIZh S — & F

Tablel. RERHH—EHRE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

WEITH- T, RABICEIKT 2 50 BERIER 2 7% D
BECAKNORG 21T H 2 &, EEERDRIIHR SN
TWRNTZ 8, BLARE AR T IEARE Ok 5- 0 3
PR L, MOBFRE~OUBEZEEETDH L,

ik

fEin

BEfi Y v~
WE, N7 7 F=7L L TI1ESmg % 1 H 2 [AREO#
5%,

1B K 2%
BAFIETIE, W%, RN 77 F=7L L T1H
10mg # 1 A 2 [\ 8 WMMENELET 25, 2k, HEAT
SIRGAEITE OIS EMESGT A ENTE D,
HERFRIETIL, 8%, A 773 F=7¢ LT 1H
Smg % 1 H2BIROEGT 5, 728, HERFEIEPIZER
2NEE L7 BE T, 118 10mg @ 1 H 2 [A% 512 H &
THIENTED, iz, BEOHEMIBE I\ TER
PED B (TNF FEAIENFI%) TiE, 18 10mg % 1
H2EE542Z M TE5,

<PBHEI Y v ~F>

W, A7 V¥~ T (BEFHRL) & LT, KE
lkg 72V 3mg & 1 BlOKL &L LAHHET 2, #lH
Beh%, 28, 6 ICHEG L, LI S EMOME CT&E
EITH 2 &, ek, 6 MWOBLLE, hRA+5I%
EDEs LA, B mo s E-oB 5RO 5EiE
WAFETH D, T DO G EOHEEC# G- O ik
IZEERERIIZAT 5, 1 BIORE kg 4720 o h5EO LR
1%, 8 BEROREIFE THALE 10mg, 5% i L7
EThiEomg L35, T, HEORGRHEIL 4 HH
L5, AKFNE, AR URY— MUENC X HIERICOE
ALTHWSZ L,

<R—F = v MNEIZ K DHEEHEMEMRES &5 Rk >
WE, A7 VXxv~7 (BEHHEBZ) & LT, K&
lkg 72V Smg Z 1 MO GEE LAGRHET 5, #1E
Pe bk, 28, 6ICHG L, LItk 8 BRI TS
EITH 2 &,

< Wi >

W, A7 V¥~ T (BEFHRL) & LT, KE
lkg 72V Smg & 1 BloE L& L LAHFHET 2, #lH
Beh%, 2, 6 ICHEE L, LIt S EMOME TS
EITH 2 &, ek, 6 MOBLLE, SRR+ I%
RDE LA, G m o &0 5RO 5iE
MA[BETH D, T D DR E EOH &8 5[ bR o Rk
IZABE ORIEIZIE U TEBERIZAT 9, 1 BIORE 1kg
7= ofh5EO ERIE, 8 EMORETHILE 10mg, #
Gk & A LA ChiuE emg LT 5, Fo, R

PFIZER CONFIDENTIAL
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1.7 [RFEFRIZh S — & F

Tablel. RERHH—EHRE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

O 5 FlEIX 4 BE L35,

<BRIEMEFFHESE >

W, A7 V¥~ T (BEFHRZ) & LT, KE
lkg 72V Smg & 1 BloE L& L LAHHET 2, #lH
Feht%, 28, 6 MICHE L, Lt 6~8 B DMk CT#&
HE21TH 2 &,
<PERAN—F = v ME, RS —F > NFE,
BR—F = v MF>

W, A7 V¥~ T (BEFHRL) & LT, KE
lkg 72V Smg & 1 BlOE L& L LAHFHET 2, #lH
bk, 23, 6 BTG L, LI 8 EM MR TG
BITH 2 &, 7ok, 6 MOBHLL, SRR+ UIH
KIS L7 H BT, RE kg 44729 10mg % 1 [A]D
BEEETHILENTE A,

< IRFIp3 D ] >

WE, A7 Vxv~7 (BEHHEBZ) & LT, K&
lkg 4720 Smg % H[a M ERET 5,

<ra—l¥E>

WE, A7 VXxv~7 (BEHHEBZ) & LT, K&
lkg 72V 5Smg & 1 MO GEE LAGREFET 5, #E
BH#%, 28, 6 IC&EE L, LI 8 EM OB &S
BITH 2 &, 7ok, 6 MOBHLI, RN L=
A, REBOMEBE IR EMEOERENATETH
5, EREEZEETHEAIT, (KE kg H72Y 10mg &
1EOEEELETHZENTE S, REMBEEHRET S
BAE, IRE 1kg 4720 Smg & 1 BlOEERELE L, K
4 HFBORRTRET D52 ENTE S,

<JEBHME RG>

W, A7 V¥~ T (BEFHRZ) & LT, KE
lkg 72V Smg & 1 BloEL &L LAHHET 2, #lH
bk, 23, 6 BTG L, LI 8 EM O T&RE

PFIZER CONFIDENTIAL
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1.7 [RFEFRIZh S — & F

Table 1.

RS —ER ( 27y F=F, 41v70F1 =)

— fisz i} % L

7o F=T

A7V xv~7 (BarHHz) fH

275 2 &,

ok, AFERGEHIE, 12370 U FOAST T
TANE—F WA TA T 4 VE—%il LT
G345z L,

ML - MECEES M Lo
bas p=3

B v~

1. R SO T B OB RERE 20 2 BT, Smg
Z1H1ERO&ST 5, [ EEYEE] omESH]

2. WEEONEREREZE T 2BFITIE, Smga 1 H 1
MOG34 2%, [ [3EyERE)] OESM]

3. GEINEIER A BEIR S D EIGMED U A 7 3N
THZENTREND DT, AAKIL TNF BLEA, IL-6
PEEEAN, T Al R I aR B4 25 o A= i LA <0,
Zral) KA, THYFETY o, v I7aARY v,
IV B EOR ) IR A (R A LAA)
EOPFHII LW &, 2B, KAlEZNHDAEY
BUHI R O 4l & O OF R BRIZ 220,

TS KRG 2%

1. ARFN OB AFEOBIAE 16 R CREARIEIRCHNR
BT R K B IRELOLCDE BN WAL, ftho
RIEE~OY VB2 2 BETH L,

2. RENOMEFFFRIEFICAA] 1 [B] 10mg 2 1 H 2 [AIFE O
H L THBEEROUGENRD SN WgEAE, A
H DOt 5O B A E ICRRET L, floiRiRE
~OY YR Z #EETDHZ L,

3. WPEERE XX EIE OBREREREE 2 T HIRIBMERIG R
B, P OS2 T HIBBEMERIG R R
Fl, EEL (G EE R, 1[G EE
BT DHZENTERVWGEAIEEREREZRGT, ),
AflwEEICEG T2, [ [SYERE oES
]

1) VafR K O IR 715

AHN 134 T V4720 10mL O B RS K Ciasfig-4
%, BEOKREN DA U2 BRI & % iR E
#J250mL, {REEDS 25kg At O /NRITAI 50mL, 25kg
PLEO/NRIEK 100mL o B RAEFRSERICAR L,
DO EHA, WSS IRE LW D &, REN
100kg 2 5 BH BT 2561203, HREO
A7) X< TREN dmg/mL EBZ RN K D,
HRAHASERORSRETL L, (HEAED
g OHEBR)

B 51k

RANIINL U= S8 T A4 ik v, KA, 2 Bl B
BT TCRRICERETE T2, [ H#EA EoE
B DEBR)

AN MrXY— NEIOGH B8V v~F)

EN K O OEFRRBRIC LY, A R FLERH—]
FHIOFH CORDER L 2ERHER STV D,
ENEERABRICIIT D A b b L — MFIO G
®iY, emgMALLETHY, A N MLFY— AR
DABNKET DHUROFEAERIL, A M FLFH—1
FEOFREEL D Bk o 72, 22k, BAETY v~ T
WZBIFA A N MLt — MUFHIDAA O Y ¥~ F 3K
PEHOF RIS LTV,

BV v~FIickne, g, 238, 6 5 £ Tl
10mg/kg F~OEER G TDORWZ &, £/, HE
WX BYYEDRBBEENE L LBNNH D=0,

2)

3)

PFIZER CONFIDENTIAL
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1.7 [RFEFRIZh S — & F

Tablel. RERHH—EHRE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

4. SPEIMHEHERSHEBR SN D LREGYED Y 2 7 30 JRIYEDRBUIT o EET 2 2 L, (10mg/kg D

THZENTHEENDDT, AH|L TNF BHEHZE D
ARIFIL, Xoru ) LA, THFAT I LD
17 sl Al (RTAILISY) L OPFRIE L 720
&, B, AAlE 2B OAYRA K O
Al & OPF BRI,

EHBEEZYERGHITO 2 &Ik Y, HEERRY
JEDORBURE N B E -T2 OWMERH D [0
Rl OH4) ]

HEfEIZ W T, MR, 208, 6 i F Tl 10mg/kg
FE~OHERG I fTORWT E, F2, HEITLD

JEYSE DR BUBEE N £ 28NN D D720, BYYE
ORBUIIHER T2 L (&Y v~FEBEIC
BT, 10mgkg EOFmMAEEZ PRGN BITH Z &
WZE Y, BEERBRYYEDRBBEEN S E o7 & O
ERH 5, [ZoMoEE) OE4) S8, AFN
LN ELFED DN NEER, HEOHK 5/
BRDEHE AT > T HIERDOBGENFRO bR WIGE
WZiE, BUEDOIRESTE O 2 HEICHS T 5 2 &,

6) BHEMAN—F = v M, MRES—F =y MEED)
MAERAS—F = v MFIZBWT, #E, 28, 6 &
5% TIX 10mg/kg ~O¥ERHI1IThRnWZ &, #
BEIT-TH, ERCRAEIN R OYGERZED b
WIEEITIE, BUEDOIREETE QMG 2 HEICHS T
5HZ &,

7) 7= IRIZBWT, AFlE YRR %, 208, 618
EHE LT, BRARERSSHREERT %I L 0 IpiE
IR AT 5 2 &0 R BFERD b WIEEITIT
X DITHERER 5 21T > THRIREBSE DRV ATRENE
NV, MOERKELERETHZ &, £72, 10mgkg

OHEESCP: H-REIME O 4EEIE, Sme/kg 8 il k@ 5-
IR DIERICEVBRITRBO DN b DD, HEFPER
EHICER NG L, EROFRNRD b B
WXt LTIT o 2 &, HETE G MR OER 21T -
THRRDBRD DN WIGAITIE, hoTEREES
I HZ L,

PFIZER CONFIDENTIAL
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1.7 R [R5 hn—Fa 3k

Tablel. RERHH—EHRE (FT77vF=F, /7 VFI<=F)
— % i) Za Wl r7r7oF=7 A7V Xv~T GEEHEZ) RFA
8) {EBMRIGRICEBNT, AFlZ2PEFS%, 2, 6
WL h L=k, 8 K S Tl AR N R EEAT 7.4
WX VIRER AT T2 2 &, ZIRPBO LN
WEAICIE, OISR G 21T CTHORIERMNED
NRWAREEN B Y, OB FEEZZETHZ &,
= H. ARG LD, #EkE, Mgk, BUE, AR 1) RARGICX Y, #E, BILE 2 & e B 7o YUE
Y\ X D 7R YYIE ORI e Bl L < 1AL FOBBIRBROENEN D LbNDZ ENndY, K
ENRWEINTEY, KHEOFEM I LTI F & OBEME I BT ARV, IR O R
RS, BEMEIERE ORI L MG I TWD, AREIN B SN TS, AEIDEIF & 58 S § 2 34T
IR SEIR ST LIAI TR W EHED, b0 W2 ELED, ZNODEREEEICFoEA L,
A2 BREICTOUA L, BENEM L L A2 BENHEMR L2 L 2R L BT, IBELEOALR
Bl T, IBEEOFRMENGHRMEE B2 & MR faltts EEb 2 LB SN D GEICOHREE
Wr SN BEEICORBELGTH &, T5H5ZL, T2, REOEGIZBWNT, HEZREIE
T, AFFEGICL D EELRBERSRELL, M AIZXY, SRkl z-s283H50T
MR ET-EDZENHDHDT, BEAFORLN BARHCHDICHE CEX A EFEEE L NEMO L &
+r Al RE 7R R M ONERRAME A L, ARHFIE 5% TG L, RABGZICEWERD B LI-5E1201X
WCEWERSREL L5612, FIREICERT S & ERECHEKETL2LHIEFICHEREE G 2D &,
IBFICEEE 2D L, [THEEARLAKWEE], |2) RYYE
[ERRITER ] OHESH] OEE IR RYE
2. JRYLE PRIE, B RYYIE 2 & e BN RLURYWIESE O st

(1) EEREYIE
BUMSE, W%, R EYE 2 & T B 1 RUEKYYIE
HOBIEHIREGSEN RS SN TWD 7, +
DIBEELT O I EREGMEDORIEICEETH 2
Lo [ TEHEZREAMEER) , TEKRZEIEM)
DIAZ ]

(2) fE5tz
RS CERRGEZ) R OWSMEERE (FHE,
IABERE, Faofs, U oRESE) S TefEE s mis
INTWD, FEZOBEEYE CIER O BRTE(L
FEOENOBZENDRD D728, AREER G

IZRBYIEN S LN D Z ENH D0, +5o7
BIEREAT O 72 ERYMEDORIEICIEETH 2 L,
OfEk%
BAEMERSEZ CERLREEZE) K OhsMEsEZE (BERE, g
BE, U U RESE) AETREEARIE L, LUK
O HAILTWN D, FE OB CIRAEk O BE
(LR OB DBZENRH D12, KFIE 515k
SEo THERZICEE T 5+ el R OV L > b
FUREBICNZ, A v F —7 = oyl X
VoYL 7 U ROSREE ATV, 8 B CT R
BITH Z 2K, MG REZ MBS D 2
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1.7 [RFEFRIZh S — & F

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— ik 5] 4 NN R=4

A7V xv~7 (BarHHz) fH

NEo THEBZICEAT 5+ Ze 2 R O L > b
TFURBEBIINAZ, A X —7 v -yl
XY X7 ) U ROSRAE ATV, 8 B CT
MEBEZITH) 2 LIk, R OH 52T
BTHZ L, MEBEOMEREEET 2 EBE RO
BEDORREN G 5 BT, F5EES ORYYE
IZOWTRIFRRBR A H T 5 EAM &EEEDO T, J)
HI & UCARBI OB G- B B 7 kb2 3K %
BETHZ L,

VAL T ) RO EDRRE DN EMEDBEIZ B
T, BERBRIEBMERERERRD S F b Ris &
ncTwnwa, [ ME#EAKANEE , [EKRAZ
EIVER ) OEZBM]

. BEEN Y U~ FRE T, AFOWREEZIT O NS, D
7 EL 1AIOHRY v~FREDOHEN 2+ RS
HZ b, Fiz, KRN WOk ) v~
FIRIFEORERZ L OEMNEHA T2 &,

BB RGR T, ABIOEEEIT O RIS, D7l
ED 1 FIOBEFIRFEIE (AT a4 R, SGEmfH
ITAEMRA) OERE+ET L Z L, 2, K
FNZ DN T D53 7 Jniik & IE B KIS 1B DR R
ERIOERNSERT 2 &,

Lo MNERBEIZIBNT, RAIOEGICREEE
THEEITIE, e Eb e, ML
MNFUREEZITH Z LI LY, MR AE
oGRS 5 2 L, £, MEOBEYE T
X, iR o®RGEE L LT, AflzRET5
L, VT U U RORE DA D MO BE I
BT, BGRIFEERREZARO S 6] b @
S TW5,

3) AFFE BT 5 KRG

(DInfusion reaction
ARG & DTG T4 2 R LANIZ 5L
4% infusion reaction ® 9 5, HERT 7 4 T F
TR (PR R, SRUE SRR, it B
MmER T, mEZE, F7 7 —8, KBREE, 3
B, ZFZE) , BERLLDONDIERH D,
ARENTBE BRI ext s D TE L2 L7 b
TEEEZHGL, 5 THDL 9Bl %21T
Z &, F£7=, EE7 infusion reaction X L7-%5
BE, ARG %Ik L, @EURLEEZITD
Z&, [ TEHERIAWMEE] OHES) &)

QPEFMEIWPOE (FFR 5 O%HE)
ARFIG% 3 B ERBRICEER L OEE 0l
FYERBEOE (A%, 8928, %E\, L&, *
IFE, T oo BURTHIE, WETFERE, FRZ, WHIATR,
SHRZE) b bbb endH b, HRGITITE
FEMARBUE ORELE 2, +o7eBlgx21To 2 &,
( THEZRERNER] OH8) &)

4) WiBEE B ORI R K OV T EE 72 M = DB b,
AHZ G TNF iHEH 263 2 A ThH LoD
ZERDHD, BBEREE (ZREEVES) KOZED
BEEED & 5 BENIIHE G L2 & & L, B

PFIZER CONFIDENTIAL
Page 10
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1.7 [RFEFRIZh S — & F

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

AR BECEIGREZ AT 5 BF IR G T 056
Wi, EEEGZEEOMRELEMT S0 E, +a
B EITO Z &,

5) B Y v~ FEETIE, AFIOEREEZIT ORI, FE
AT v A REEHIRIER R OO v~ FHE DM
HaE+oBEds2 L, £z, KAV TO+4y
RHEE Y U~ TR ORERZ b OEMMEH T 5
o,

6) N—F = v MNEIZE DHEEMEMEES & B T,
KFNDOIERZAT O AN, BEAREE (7 mARY &~
%) OFEHE+SBRET L, £, X—F =z v
MFIZ & 2 EEA MRS & 5 R O IRIERER 2 FF
IRBLE & RANZ O\ T e mika A9 5 NEHED
EERRASF2 W & 1Bk L C 4y 7nidids 2 L v 9
AL,

7) RLETCIEL, AFIOIREFEZT AN, BEFO2EEE
EERAMBRIEZGTe) OHZ+SBIET 52 &,
F 72, WREOIRERBR A FFOERT & AFIZ OV TH
IR A AT AEMSEEE L VTS 2 L&,

8) FREMEFHER CTIX, AAIOIRFEZIT I AN, PR
I (FEAT v A MEFIRIEAIZ) OEH %2+
RIHZ L, £, KENZOWNTO+57 705k &
BT HESE D2 M ONRIE OFEER % & SRR H
THI L,

9) BEAAN—F = v ME, MRS —F =y MEED
MERSR—F = v MFE T, AFOEEELT ORI,
BEfFIRIRIEDOEN 2+ ET 52 &0 £72, KAl
WZOWT O+ 7kl & E R A_—F = v MF, #
BN —F = v MEXIZME RS —F = » NFIEHE
DO+53 7255 - BB A2 b OEMNER T2 2 &,

10) JIIEE S T, ARFIOIREZIT H AN, @&/ v
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N7y F=T
1.7 FfERZ L —ER

TEIGIE R 2%

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)
— % D) Za Bl h77vF=7 A7V Xv~T GEEHEZ) RFA
TV UREEOFERE HOBET AL, £, K
FNZ DN T D+53 7o itk & ) NIRRTR IR DR A2 H o
ERIAEHT S Z &,
11) 7 v—HREETIE, RFIOERZIT O A, BEF
BEEOHEN 2+ ET 528, 72, AFIZHS
WTCDOF37mmik s 7 o — U IRIERORER % b OE
FAMEH T2 2 &,
12) EEMERIGRBE T, AFOMWEREIT OIS, B
FRREOEHZ+MET 52 L, £, KA
DUWT D53 70 ik & B RIG RGO % b
DEMBPEHNTLZ L,
e =1 ARBIOERS K UBEUE OB ERE O & 5 B 1) EEZREYYE (BuES) oS UERkzE(bsw
2. HEZREYYE (MuiEs%) o DERkzE b HRENRD D, ]
HBENND B, ] 2) IHREMMEREE O BRE UEREZ B2 B8E00RH D, )
3IEEMERE OB DER 2B S 2 BZNRH 5, ] (3) AFNOKS I~ 0 AHKOEHE (v A8, X
4. EEOMKEREEZAETLEE [BHERANES H D A F b MEBURS) 123 2 @E0E O BEERE O &
bhasBENLH 5, ] 5 EE
5. BFHPEREEAS 500/mm’ ARG o [ TEERIARNE |4) BilikE (ZRMEE(WES) ROTOBEREREOH S
B, TEXREWER) oEzE] BE UEROFRENEAOBEFRR D S, )
6. U L /SERES 500/mm’ R0 BE [ TEEAREAN |5) 9 >mtbLARE0fE UERZELLSEIBEAN
R, TERZEWEH) omzR] b, [ZooEE] OmE2) 5HR)
7. ~NEZ BB UEN 8g/dL Ko BE [ THEERIA
MR, TERREWER) OEZBMH]
8. IS IR L TV D A[REM D & D im N [EhiikEx
WCBOWTRATEEN R SN TWD, T, FER,
BIRE~OFE] OESMR]
& M ko & EBE|EELS ROBEFICIEEICERGTLZL) HERE ROBEIIERICEREGETDLZ L)
(1) BYIED B UTRIEN DN D B [AHNT | 1) BYYEDBE UTRIEN b D BE (KANIL6%
IEMGE I T D1EH 28 L, 1B 72 fEins PSS W HDERZ2A L, B R EIaE I
(RSB A G2 DAREMEN B D DT, WYIZRALE & B B2 HAREMEDN D D DT, WHIRALE &4y T
R BENNETCH D, [EERERNEE) BENVETHD, )
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Page 12




77 F =T MR
1.7 [RFEFRIZh S — & F

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH
DIAZ ] 2) FERE OB (BHSREE OB ERE D & 5 B KO

(2) WitZOBEGE (FRICRIEZOBEERE O 5 25 BH &
Ot v b7 BRSEIR AT RO & 5 BF#E) Ui
BEiEbs ok nd o0 T, Ly b

Mg v b7y ERIGRPT RO & 5 BE) (Rl
EELSELIBENRHLOT, Ly Ty
A 2 EHIRNCAT 5 72 &, REER OFEHIC 147

TR 2 EHIRNCAT O 7 L, RER O FEH EETDHZ L, )
CHREET D2 &, [HEEREANEER] O |3) REKESEONDBIEE AT D BE R OFIRIED

Z M b2 EE NMRERERBOBEARH D120, #EH
(3) GREGMEDRIBIZ D 5 BE RIYEZRILT LY BgEZWEOMEEZFEML, TOEETLI L, )

A7 DBHEINT %, ] 4) FEMMR OB D & 2 38 [N 234
4) milimE [ T&limE~ofh ) OHESH] XIFHET D Enb D, [ERZEWEMN OEZ
(5) BEREOLLEE HELEZRILP DS DONDE )

TnNndn, [ERREWEM] OHESH] 5) EELmERE LBk, AR REE )

(6) HFHERD, VU 2 RERED, ~FZ BB AR DERE NI OO H 5 B (R BN E( L
Db L ERE e, U oRERED, ~' s ToHrRENNDD, [ERKZEWEH] OESMH)
0 e AED N EICEL T A BENR D D, [HE|6) AFIERGRBROH HEHE [ 5 DIE3) 5]
REARNEE), [ZOMOEE)] OEBH] 7) ElE [ TEmE~O®RE ] OHESHR)

(7) BEXIHPEEOEREREL AT 588 [FIE |8) /Ni%E [ VNESE~0EE ] OHEBMH)
A< bobbndBFEnNnd s, THiE HEIZ
B2 H EoEE) , [EYERE DES ]

(8) BtifEREA AT 288 [BIEH # b b bh
LBRENDRD D, THE-HEICEETAHEHEO
EE), [EYERE OES ]

(9) FVEMEMGJ DBEERED & 5 B[RV i% /38
B IIHERTDHZEND D, TERRBIER] ©
TH 2 ]

I %N O P =N I %N O P2 =N

(1) AFNL, SNBSS 32X A% —8 (JAK) | 1) RANLMARED RO Fifi T 572 (Smg/kg
77 IV —%ETLOT, ERYGUEITH T HEER | BERIA R E S 8~ 128[) , 2 ORITIZENE
FERBIC R B % KT T R 8 2, AAI DR EGITEE | MORBUIEET 22 &, £z, oAEMmEK Lo
LTI+ Bl 2170, BIMEORBIOHEICE| DV EZOBELIEET LI L,
BT 52 & BAIFGPICEEREYYE AR LT |2) RAIR G > THEZICET 2+ 22 KO
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1.7 [RFEFRIZh S — & F

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

LA, O AL E ATV, ERYYEN 3
fa—LTxdLocrETiIIRGEPIETS
ok, Fe, BEICRL, BB, BREERNH LD
NTHAIIE, O EIREICHRT 5 X o il
T35 &, BV v~ FREIZBWT, RAIBG R
(3BT 2 BB 7o JRYIE 13, ASAI B % 515 & b
LY u~FFE (ALY — 250
DMARD) ff#5-HE TR B RN EMEM A58 60
HNTWADT, FFCERETLHIZ L, [ [Zofio
EE] OIEZBH]
BEPEY OoRE, BT S O B O R B e
INTND, KA E OFREBRIZIA S TIEARWN
2, BEPEEEORIUIIEET L2 L, [ TR
gl DES ]
AR GAZ N> TREZICBET 5+ e 2 KO
sy > N UREICNZ, A ¥ —Txr iy
TR XY N7 U VRSB ZITV, EEH
MaEs CT M 21T 9 2 LI L0, fi &k o 4 45
MR T 52 L, MEOMAREAT 256 K]
FISARSAGIN T OV WAL Sl tel s G o SADE 3<3 N
HLHECHRT D L, LFOWT o BE
Wi, JATE UTARIOBIMERTIC @ Y] 22 Bkt 3R
ERET5H L,
1) MaEsmEig A CRIEMERE R I B BT 2 T &
NoEEEHTLHEE
2) FEEOIRFERE (MNsEZE &) 283 58%
3) AU ¥ —7 xn ylEERERCY L Y UK
ISR DORAEIC LV, B8 b d
B
4) FERESE & OIRIEEEAIE A A 5 B
Fo, REEGFRHME L NS OREY)

Ly NFUREICNZ, A4 X2 —7 = nm oyl
BT~V 7 U RS ZAT O, BN CT M
TEALITHO ZLICXRY, EBERROFRLMRT 5
&, MNEREBEIZBWT, AAlOFGICBRa2E2HE
THEEIE, D Eb MR, WEL > b
FUBMBSEERITOZEICLY, MERREOFEL
RS D2 &, WBOBMEREHTEAKD
FERERE N DN D AT, WO BRI H
HEMIZHEKRT S Z L, L FOWTo0BEI2IE,
FRIE L CHifE RO 5% Lz LT, RAlZ#&E
THI L,
(1) FERE R CHUIRMES R I A BT 2 0 HEE S
Y =3 A= R BN e
(2) MEEOWRERE (WS EET) #A T 58%
(3) A & —7 xnr Lyl L7 ) VK
R EORAEIC I Y, BRI 8R< Bebi b iE
#
(4) MR & ORBEHEMEL G 585
Fz, KFEGH G, WLy N URESEOEE R
FR A 2 EHIRINCAT © 72 EREE O R BUZ 1T+ 12
B L, BFICR L, AR O JEIRD B L2 5E (FF
BeT D%, FEVEE) (ZITECOIC EIRIEICHEE T 5 X
IT D Z b, ek, FEEZEOIEEINEDHERE S e
BIEARBN L Lz &,

3) ARAl% G et TNF WA 2 85 iz BRIFFR 7 A v
A%y U T ORE OIS (HBs fUEEME, 2
-2 HBc LA E 7213 HBs FURRGME) 1288\ T, B AT
RTA NV ADFIEEALDERE S TWD, RFIFE G
YN o T, BRINF 7 A W ARG DO F A R T 5 =
Lo BEFFR T AN AX ¥ U T OBE IR
\CARFN & B 53 D 500%, S REREMECHA 7 A v
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1.7 [RFEFRIZh S — & F

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— ik 5] 4 NN R=4

A7V xv~7 (BarHHz) fH

IRRRAE & EHIMICAT 5 72 EREZ O R BT+
HEEL, BEICKL, L2 ERNSREEL L
Bt (Bt 9 2%, FEEEE) IO EIRE
WCEAET DX OBAT D 2L, B, MEOIES
MENTHER SN BAITAF 2R E L2 b,

[ MEEREE ] OEBH]
AHEZREINTBREFRVA VAT ) T OR
FIBEAE Y E (HBs HURFEM, 72 HBe HiiR
X HBs PUiREEPE) (B W T, BRIFR T A LA
DOFFEMAEARME SN TS, AEE G -
T, BERIFFR A N A KGO L TERT 5 2 L,
BRIFR T ANAX Y U T OBE IR
AR 254 H8580%, HEEREMCFA Y
ANA—N—DF=F ) TE{TH7 L, BA
JF28 7 A v A D FFEMEAL O 850 fE R DI FITE

BEIbz L,
AILRA T A )V A OETEMAL (FRREE %) 2N

FEINTWD, £72, HRABETROD LN
EHER B RBYED 5 b < NWEEZRTIRIES
TholeZ &, FREEHFREEZELROLNTND
T EME, AR ZA T A L RO FRIE AL O s
SOMEARDRBUCIEE T D Z &, om0 5
NRD LNTHAITIE, BEICZZ T X H93M
L, HONICHEIRMEEZITHY Z &, Fiz, ~b
NRRATAJVALID T AV ADFIEHLIC HIEE
T52E, [ TEXZEWEH] , TZofoEE)
DIAZ ]

ARG LV FFERD R H b D 2 End
LDT, AFIEEBIRE T E WA I TP ER S % e
BRI BH Z &, HFPEREMEO B (1000/mm’ i)
WZOWTE, AFIBGEZBRB LN EREE L

AR —=N—DF=HF V) T EITHIRE, BERFRY A
JL A DFIEMHAL OBECIER OFBBUCEETH 2 &,
ek, T n% L, thoeEmsER%Z b
SOHFN 2 PR G LI-HBE ISR E TV 5,
4) BVEMERPRH SbNDZ ENHDHDT, KHlE
- UTct%, J8E, WK, PERIREE OFERD & 6 b
NTIGAITITELCC EREISEK T D L 0 BEIC
MAT AL LB, ZOXIRIERND L b
BlIEE L2 b7 A R O CT M 21T
VY, B RE R VE RO RGO Y) e L& 1T
52 &, ELLTA ML — FUKIGHHERCK
WG, MIEMERIR 238 LBz 7= & o7z
EFRHRE I N TV D,
AN MU XY— NUAIEGHT 256, A M RLF
H— MBI ORI SCEICONWTHEGEEL, U A7 -
N7 4w FERHM L AR ZHRET L2 L,
AFNEEAIL, AV FroEMEIThRVW &, F
7=, REIOFE L AD 7 F 8 L ORFRIZT45C
BHIFHZENREE LY, ROEHBTAEY 7 F o
MOARFNOE G FCTHoefRedb T 5 LN TE
WAL, VAT - X7 4w hEEEICHIE
L7 bETHERTSZE (BT 7 F T L DRYES
BLOFREMEN B ETE 20
AF 2 G dedl TNF FHEICB VT, iR (%5
PEREAVIE, AR se, RERrMETRERSE) K OUKEY#
R (72« NU—ERERSE) OBEIE R ORI
DB ERHE SN TWVWD, LD OMEEEE KR N
OB & 5 BE~NTIARF A G L2 &, i
BEE BN EE DI D BEICHOWTIE, MRFHIEER S
WS ORE ATV, HEICfERME S At E
R U 72 B AR O M A e L, $eHRIT

5)

6)

7)
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1.7 [RFEFRIZh S — & F

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

W, F T, ARG, HPEREHkRE L C 500~
1000/mm® T&H 5 A%, P EREDS 1000/mm® %
Mz 5 ECARAOE G2l 5 2 & fFPEREL
2% 500/mm’ R DBEIL, KA G LN &,
[ TEKRZEWEM] OEEMK]

(7) ARFFEIZL 0 Y L SEREDRBD HSND 2 &
5, U SERE 500/mm’ A O BE I IAH
HEBMR LN &, REIF GBI %IXERIC
U U NERE MR L, U 2 SEREGS 500/mm’ Kl
DA, %5211+, [ TEKRE
ER , [Z0MoiEE] OESHE]

(8) AHI GBI 1T EHBIIC~T 7 0 & Ml % TR
THIE, ~NET B E AN 9g/dL K D B2
DONWTIE, AFFGZBB LN ENREE LU,
£7, ~EZ 0B UAEN 8g/dL Kl TH B HE X
VAR G-BRIA#% I 2g/dL B Z DI T 2R LT
BEICOWTIE, EF{T2FCAFZRE LA
W2k, [ [EXR2RWEH , TZothodE)
DIAS ]

9) #ea L A7 a—/)L, LDL 22 L 27 a—/)L k(N HDL
O L 2T u— L OISO EEREMET N H O
a2 e b, REBGBRE%ILENIIE
EREMAHRTAZ L, BWRELELREDON
AL, EIRMAE IR DO 55 DY) 7 AL
EEBETDH L,

(10) JRILERBLO Y A7 #B{ETX VDT, KA
SHoAY 7 FUoBERII TN &

(11) FFRERERH S DLNDZ ENRHDHDT, TV
AT IS —BEERICEET IR EBEE 7
1TV, BENRD SN BHEITIE, EYR0E A
1722 &, 728, BV v~FHEEIZBWNT, £

T BIEETO 2 L,

8) AFNFE 512 XV infusion reaction 2SFEHL 5 AT HEME DS
BB, WEIRIEANEFE (7 FLvr Uy, BIERE
BHARNEVA, Ple AX I VAIIIT R RN T R/
7)) RBRMELELICEMTEHLOICL
Tk 2 &, &£, BREREIE 3 AL ERiE%)
NEBT LA L H D Z L0 s, BEIC TSN
L, 2, RBE\, =58, T - HmEE K23,
SHIRENREBL LT25E, BEREISEKET D Lo HER
THREEE RN E EDT L,

9) ERARBERICER T D G1% 3 FFRIOIEHHA T, B

U 2 BB ORBLNAHRE SN TN D, 12
PERAEMEIR B D & D BE KW o 5 il Al & #% 5
L7256, RYMECEM Y ]\ EOFRH O fERR M)
BEDLIENREINTWS, Fi2, AAZETeHT
TNF A2 H L 72 /BEREF R AN TS, &
MY O NESEOEMEE SRS S TWD, ARAIC
BEERT D0 50TV, EMEESEORIIIT
HETLHZ L, [ TERRAGE] O 9 S

10) AANI~ 7 AEEBRKEDDH 5790, b MIITR
FEATHY, EHH, AFNCKT 2PN EES
Nz enbs [ TEYEiRe] OE 1 &) , K
BRI B W TARANZ KT D UKD PEAE DR S vz
BEHERL, PURDELE SN do T B REIC Y,
infusion reaction DML VMEAIZH VY, F£/=, K
Ao 1. A E DR N < 72 DHEA DA B AL, A
PREMNMET Lz B TIIRh R OWEE D Al REM DS &
Do TedB, RAIOHEAKRRIZHBNT, A M MLrFH—
MNEDOGEIHIF O 525 1T TV EBE TIE, K
FNZxHF 2RO EASRITIK - 72,

11) RFBGRZRIV— T ARIEGEREPEIBLL, I 6Icht
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

£i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

— fisz

k kL — k& ETe DMARD %8 0f ] BRI A B
M G-I & bl U C RS RERR S O R B | H- 2358
HDOHNTWAH®, FHRERE S % Z 3 REfED
HLIANE AT DEEIITFCEET D2 &,
[ TEKRZEIVER] OEEMK]

(12) 1R 5 alGetED & Dlm Nic 53 D 85A0%, #
R OEGETHDRES 1T AREINL, 4
IRERTD L OEBREHEZ2D . [ TEEm)

Mtha, PERS, RILIGFE~ORG ] OHEZM]

dsDNA HUiRBEIE & 7 o 725610, &5 2H1E45 2
& (ORAI 502 X v H1 dsDNA Uik DBt 0L —
T ARRIEERE B SO DIER N RBLTS 2 03 h
%) .

12) AF &G L BEICRBWT, RN E L TEHE
FBE LI OREND D, TIERGEITIIAAE S
DOHILEZBETH &,

13) ARFIET 227~ (BiEHRZ) OFHIXITD
RNZ b, MEHNNTERLTZT TR B E L
IRRBRIZIBWN T, AFIE & TPl TNF ffl L 732 &
7' GEBaHf ) OOFHRIEEZZ T T-RBETIX
FFRICE 2B R ENTE 5T, BRYYEK
OVER 8 72 R YYIE DO BLR AR % & Te bt TNF 84|
PN K DIEE A Z T T HBE CTORBLE L LR TH
MNoTm,

FT, ARHEAMMOEMBEF OGFHIC DN TER MR
OEZMEIIHESL L TR WO THHAZRT 5 2 &,
14) ARFNE, 5538 TRICEBWT Y S HKRS 4 R
WML TW5, v A2AZ—tE A7 OFENTITKE
I HFFEEET T VIRIRIME 2, SETROR
TR BT DRI 1%, KEEBE OREIC X
D EHTAEE & SN EREACKEFEE STy VB
BRanzbozHnTci#lEsnzZb0THY, M
DLW TH MR/ HFZE 2 (EDQM) DFE
HC#EET 5 ENFEHEIN TS, bz, ik
TRTOLZENFEE LT, TSERFORERNTHL T
VAVEAZRELED TEE LT, ML OUMmE
HiskRk sy (R BRI EY) 12kt L CTIRAN Al aLEt
EEHTRNENICEME LT\ 5, F77, ERTEEZED
BT LT 74=FT 44—~ 777 0 —4L
B, UANVARIE/IGA A ST T DALERE, T A
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1.7 [RIFE[EZh s — S

Table 1.

FERDS—ER (F77riF=F, 417 0% =)

P2

7o F=T

A7V xv~7 (BarHHz) fH

JVASBMBE Ei L TW5, B, ZHbDOKM
HCEBICT VA EAEZRE LSS Z & il 3
B2z, BRI ) AU EHE KRERML, AL
BT VA VEARBRES N TS Z &%, M
LHARIZBWTELOLZEMEEZHWT 572012 Hn
bR TWA Uz AKX 7 ay METHIEL, BT
HHZLEHEHR LTS, RKFIOFEEIZE Y TSE 23
MIEFE LI E OB TR, ZoZ s, K
FNZ XD TSE D U 2 7 13 TIERWH D & & 2
HIVAN, HEEH Y AV I3RS E LSRR W=,
ZTOEx ERROLZEMICET IR E & HIchRE~
AT L EBETDH L,
W) iRy (g7 V7 2, RS,
)T7DT4/,7TB7/X7:)/)
JIELf K ORI iR R el sy (R BNk 43 %%
FB 1,000 L FDOT I BRI TF N
NGy i3 U 7= B 5y)

AR

AHNETFEE LT CYP3AL K O—E CYP2C19

S5,

(= & ft

OFHEE UFHICERT 2 &) [ TEYpERe] oES
Ha]
A ERAEAR - P T BT - fERRIA T
CYP3A4[HZEH N7 F=TD T D OFRAIEX
~r7u74 KA BREENSEINT S CYP3A4IT & % AFH|
PUEWE BTN ®H D, OB EILET D
(770 2n AHKlE CYP3A4THSE | 728, h77vF=
~fTy, T ﬂf%é#%ﬂ% T O RN b
U= V= (@BOA H9 5 aRerEN &
D% ) W%ﬂm)ﬁﬁf® 5,
VA A=E = HEIRE GRS, B
A T T=TD

T =)V RPIE

AUC 78 103%, Cuax

AR
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Table 1.

FERDS—ER (F77riF=F, 417 0% =)

P2

7o F=T

[Epalll
A ~T=F
V=, R
=
%)
VAV NN
#il
(LFT¥
L, RT3
JL)
TIAFar
VAFUY
TIVRFY I v
HIHIVEA]
(U M FENL,
EN o=
v, THYF
v, R
74T EN,
HXF )
oA LA
(77 7ve
v CHIFZR)
TL—T T )=

23 16%HMm L7 &

DWENRD D, HEH
R AR 2 el i

(1 [E1 8 5 2 96k

&, 1 mE5EEE
BIOHILNTE

A e e EER T

Ba@osd, ) $2
R EMBEITERET

5 &, ([Hym)
) DEEM)

Tnafy—n

N7y F=TD

Tnat =k

BREE RSN S CYP3A4 ) X
BEIARH D, CYP2C19D R #HE
AFI L 7 N=a) PHERET D720,
V= TOE rN7 7o F=TD
[EIEAIA el N2 I H R S B
TF =T DAUCH HAlREMEN S B,
79%, Conax2327%3EMN
L7z,
O F B 1T ATH ) 2
W (1 EESEE
W, 1S5RS
BWETHZENT
TRV A TS
m RS, )
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Tablel. FRRERPDG—ERE (F773F=F, A7V FP=7)
— e 5] pa RN =V

A7V xv~7 (BarHHz) fH

P2

Lip EHBICER
THZ L, ([
] OEBHR)
CYP3A4H5 A N7 F=TD T OEEAIE X
PLCANAH] IREENET D CYP3A4%FHET 5
Sy — BENARZH 5, 728, KAENIOHEM
IVERRER, | AFIEY 770w P9 ATREMEDS
IR PRI B b5,
vy, 7=/ | 77 F=T0
SR — AUCH84%, Coa)
b, =k | 4% LT,
A ) N7 7o F=TD
V7o ry | MIERRE M T
Vo7 TF L, AFIDNE DI
EHLT =)L 5595 AREMEDS &
HDT, CYP3A4#H
vA UL XY WEH O RN T
v IO ERBN~ DR
(St. John's Wort, EEETHZ L,
R N Bad ( T3EpyEhae] oHE
X-T—N) GERE | BHR)
i
RIE RIFE
BEETY v ~F <TKFRIF £ TORBR >

AR E CIZE WA CSEHE S L7z 58 T AHRRER O BR
BRI D 3 H F TITARKINE G S V- BIER] 2430
Bl (HARN 94 Bl %G Te) 7656 (31.5%) (28T
BIER SR bz, EREIERIL, 8% 61

(2.5%) , EXGERG 5161 (2.1%) , T 44 61 (1.8%) ,
L3610 (1.5%) S ThoT-, HARAEE TIL 944
H 511 (54.3%) (ICRITER A8 B, F2RIWER I,
SIHEEZE 10 B (10.6%) , FE4 6] (4.3%) , #0E
EThoT,
F 7, ARRHCENACHEE T o B G RBRIZ B W
T, RN E ST HERF] 3227 F17 1365 41 (42.3%)

2 4 4 (4.3%)

ENCEINEH) v~F, Z7u—r9H, X—

F = v MEIC K D EHEMERIES ) IR, RO, SREME
FHER, TEBERIGR, BERAS—F v M, s
R—F v ME, MEHSX—F v MNEE G TR RR
T, AR EE SN 1,115 plF, BIERNHRE S
D% 959 il (86.0%) TH YV, FDE/RE OIINAMEEESR
(222%) , FEL (9.9%) , #EZ (8.3%) , UA VAR
Y (51%) HThotz, £72, TR LHE)
1L ALT (GPT) #8/1 (8.8%) , AST (GOT) ¥4/l (6.6%) ,
LDH #/n (6.0%) , Ik (REIMm) (5.1%) FThHo
Too Fl, WS CEMSNZBEEY v~TF, 7 u— 195,
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

£i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

— fisz

WZBWTEWERDRD biviz, ERBEMIL, SIEH
K250 (6.7%) , FROERYE 129 6] (4.0%) , #HAIk
5 112 ] (3.5%) , KB 841 (2.6%) % T
7= EPRCEMTORBEGHRBR T, ARNEL S
FUTZRRAER] 427 Bileh 375 61 (87.8%) (2R W TEIMEH]
WO DAV, ERREIEE, SIAHZK 182 fi

(42.6%) , wRAEIZ 5161 (11.9%) , EIEMLE 35
il (8.2%) , mMJE 3061 (7.0%) %ETholz, (K
FRIRE)

it LR N S

KGRI E CIZEWNAN CHEM S AL 725 1T AE, 55 11 AR
B K OVE B 5B IC BT, RIS S - RE
B 1156 Bl (HARN 65 il 5ETe) 603 61 (52.2%)
ICBWTEWERNRD vz, EREWERIL, SiEEE
K71 (6.7%) , LH 7 LT F ok ARFF—PH
77 6511 (6.7%) , 5898 71 B (6.1%) , Fi=2 VAT 17—
JVIILIE 54 1] (4.7%) & Th o7z, HARNEE TIL65
Bl 37 B (57.0%) ICRITERZNRBD i, E72EHEH
&, ML b T m— LN 11 6 (16.9%) , ShNEEE
K9 (13.9%) , FHKIEZ 6 Bl (9.2%) & ThH -7z,
(GRIEE)

(1) EKRZ2EIER

1) RYYE : #9092 3.6%) , Mgk (ma—F
AF ARG ETe) (1.0%) , BUMSE (0.1%) ,
FERE (0.1%) O EEREYYE (B LRGE
EETe) Nh bbb, BMaeRiRE D2
END D, AR GHIL, BEDIREEE 512
BEL, BEXRO NG EIEIREE P IR
L, #@URMEZITY &,

2) WHILEZI (0.1%)  HEEZELR D bbb

HLIRE, TRIELMEFFHMESS K ONEBSME KGR & 5 To B R BR
T, REDEE T 5979 B, BIERANRE I
DI 3,226 il (54.0%) THY, ZOERHLOX,

(9.1%) , KUEEY: (9.1%) , FZ (5.6%) , L (5.5%)
LThotz, (Zo— Mk - HEBNE)

728, EWTIEE S N7EFIC T 5 KRR T, &
KI5 <tz 16 B, BIERAHE S izoid 11 4

(68.8%) TH YV, Mtk (6.3%) , ¥E (6.3%) FT
boiz,  ORHEORMERIZEE - 2B

<IKRE O >

BEEN Y ¥~ T FH AR a2 K OVRR B A AR A 1 2 B8
WC, 8,341 Bl 1,933 £ (23.2%) (ZREIEH 23 R4E S
Too 72 DIFFEN (3.3%) , F2Z (2.3%) , 8 (2.2%) ,
FTH (1.5%) , Mk (1.5%) Thotm, (FEHHEREKT
iF)

BOE - Bl R I BT, 764 il 172 15
(22.5%) (CEMWERN S SNZ, T2 OITEANICEE
I G (3.9%) , FEV (2.5%) , RO (1.7%) , AFi%
RERE (1.4%) , #HIREE (12%) Tho7To, (FFAE
T )

7 v — 05 Al AR A M OVRR i AR AR 12 B
T, 3,762 71 901 #1 (24.0%) \CRWER NS Shiz,
F72 b OIFFEE (2.8%) , B (2.2%) , HMmEREGD
(1.7%) , ¥ (1.5%) , MREE (1.3%) Tholo,
(FRA A& T HE)

TEEME R AR 2% ¢ R e BRI AS 12 38 ¢, 557 il 103
Bl (18.5%) ICEIEHDME Sz, R OIXEAIL
PEOBUS (63%) , ¥Z (1.1%) Thotl-, GHEKRT
i)

(1) BEKRZ2EIEH

1) BYYE (3.5%) : BUE, Mk (m2—FT X
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

P2

ZERHDHDOT, BENRD LENTEEICITEK
&2kt bz, BELL RSy, CT
LM EERT D0 EHCEE L, MY
MEZEITH Z &,

3) FEkED (04%) , U oNEkE (0.5%)
~NEZ U (03%) : fFhERED, Vv
NERA, ~NEZrE LR LIS T &
NHDHOT, BENBD NEHEITIE, #@Y)
TRALEELTO Z &,

4) AFHgBERSE, $IE - ALT (GPT) (1.2%) , AST
(GOT) (0.9%) D L5F%5% ¢ 5 FFHERERE
HIE (0.1%K5) 3D HbID 2 ENHHDT,
BZEE2 2TV, BENRD SN HEI12X
PGk d 5y, WYRMEEITH 2L,

5) MVEMERIZR (0.1%) : MEMEMEN S bbb
ZERBDHDT, FEN, KK, FE R EESE O
W SIEIRIC I IEE L, BRENRO N5
AL, eI L > b RS, ER
CT WA M QMR A 2 i L, ARAFlD
BE5ERIETHEE B2 —F L AF A
K& DOERIZW (B-D ZNH L DRIESE) 2%
BIC AN B 21T 5 2 &, 7, VENME
fitig DBEEED & 5 B 2L, EMIMICZ %
1ToE, BETDHZ L,

(2) ZofhoREIER
WD XD REIWERNED b= BE12iE, HEIZ

U, BE, BEPIESEOmEYARAE ST Z L
5% jﬁé 0.1%24 I g
sk s 1 %A

0.1%AM |

\

N
o

JRYy B | KEX | B~z | Mk (BKY | FEE

AEM | B | & IR | 8RS DAL | VRS | Bl

T4 AR EET) , BEREEYE, BN, B
K (VAT Y THEMBERR 25 T) , BHERSE
OEEREIE (HFRBYEEZ ETe) Kb b
bbb ZEnH DO THREDIRIEE /5128
2L, BENSRDLNZHEIE, K5k
DOHEERIEZITH Z &, Ik, ETICEST
JEBI DL I, BYMEICL DD TH -T2,
itz (0.3%) @ ARAE G L DR OFRIENT,
BEIENEHEDbND RN H D7D, Hib
BEOBEREGE TIX, AFIBG%, B K O
Lo N UMmEEEEMN (REBB% 2 4 A
MUEATREZRIR Y 1 % AT 1 [\, LRI BB
WIGELTC) IZATH Z&Iic kv, WERDIRE
WCHCERT A&, £, s (BN,
Mafgs, U oRfi%E) bHObNDHT ENRHDH T
LD, TOWRMES BB LB EITO
ZE BHEARO NGRS EFIEL,
7R LE AT H 2 L,

HE 72 infusion reaction (0.6%) : 3> 77, 7
T 7 4 T F KRR (PR IR, AU SR,
MBS, mERT, LETE F7/—7F,
REESRIE, BN, ZFHRZEOEEREIER) |,
BN H b kb, EE: infusion
reaction 2N FEEL L 7= 55 121%, AAFOFH %4
1L, @WEIREEITH) 2L, £, AKFI#RE
DERITIX, infusion reaction DIEELIZH 2 T
REEFNERE (7T KLUy, BIBEERERLVE S
A, e AFXILHXIETENTI ) 72
) RCBBMENTEX DL toikHlob b
S, B EBRMAL, B THRL OB Y
DR

A
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— & B A | h77vF=7 A7 )X v =7 (BIsFHIRZ) R4
0% B | AMEEBLE | A0, [ (= 4) WBEAAE (0.1%) : BLBEZRE (ZRMERELIE,
o e 2 e | RS, BETPERRRAZE, ¥ TN —iEfE
" woo | wma o v | gk, = | o B B DbIDZ LR BD, BESEDD
W, B | AAETAL | 43T | Y NG EIIE, G521 57 Cil e i
Bede, | ARRY MM | Va7 | R, BITH 2L,
T Bl Il I 5) MIECRERIZE (05%) : WELRERZE 76 b DL
s | i, gE | itk SEMBDHOT, R, LW, RIS O
%, M PEfEZE, | Wi WEIEIRICHITERE L, BENRO LY
% —a—Ey | BITHE, HeMITHE L > N R, M
. 25 A% CT M e MR A RS & FEIE L, AAK
e s A Bk VA R R LFg— MR G2 LT &
v EBIZ=a—FE TV RT 1 Ak & OERIZE
/SR (B-D 7/ v DRES) ZBREI AN
L5 _ — : WMEEATH 2L, ks, BEMET% OBEERED
I R | IR B bBBHFIE, EMOICHBET S 72 L, LE
gk T52 L, [ THEHEREANER] OH4) &
[ Y
ki B 6) FFE%REREE (0.1%) : AST (GOT) , ALT (GPT) ,
e V-GTP, LDH % 0% Lu> E52 £ 5 Tl 2Pk
s | REREE S I DG = L BB HOT, WL+
i SITATV, BERRD bR H AT RS 2T
e L FE IEL, BEORMEETS 2L,
LS __ 7) ERMEBHEUE (0.6%) - EREMEBEUE G AL
e | T AR ERIBE) PSRBT TR LH5 2 L b,
R BHECHHMBL, 95, BA, 250, T
Ui HEENE, A0S, TRSSRI LSS, *
Falt TREICHET 2 &5 R 5 72 L0725t
i EL, | HE zLoZ L, N
i sy 8) i dsDNA HUIRDEIEAL & fF 5 1 — 7 ARRIERE
M3, #E (0.4%)
ke 5L dsDNA HUk2 BhtEqb L, BIERE, 5P,
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % i) 4 Wl r7r7oF=7 A7V Xv~T GEEHEZ) RFA
s FBEDIERPL b AZ ERHDH, DX
FFIE L] 5IRBAITIE, AR PIET S L,
e e § o
o 9) FARMIEREE (0.1%) : PLiEKID, /g
i i o g 1 g ‘
R %5 7 5 RS, KLEE {)ﬂi’) Elm?Jg()az/), %E*uﬂ?ﬁz/}, ma@tﬁz&t%
3o B, M/ MESRBERA S bbb 2 LD
B DT, BEE ST, BERRD SN
e SO G A P L, AR ST
LS
il BREHG | 511 e, B Co : B ]
R TN, Mtz 10) HESUHREEIE  (0.01%%2)  : BEE Bl fEIE A3 &
36) SbhdZ EnHDHDT, MK, A, CK
i (CPK) 5, M ROSRE I 47 B e kR
o L, 20X 5 BRERE S B bR EAIC
— W, | ARSI T EZHIE L, @ORALEEZITO 2 &,
i - 4 FE A (2) TOMDOEITEH
o RIER 2R BRI B AT, 5% Tkt 5%
5y LR IE AT L,
58 BEHEE | 5% 1%LA E~ - ﬁgT
%) *Eiﬁ _ ‘L ‘ms%ikﬁﬁ — i
BN KA - fh 9AJH 1;&@3‘%{5@?@ ?ﬁfiﬁ;?@i {ZIS ifﬁl&
WGk | MR | fP o | IR D AR iEd W, BEHBL | (P G | e
W | ov | vaF | pmen, pkEm TR S| SRR KA, |
7 v—)L | N, FFEEE L T Lﬁiﬁaa,b\i %E
F | Hahm, S, k7 v Eﬁ,ﬁffﬂﬂi}jﬁ
ARA | y-GTP | F=880, & j;%,ﬁfi\abu{
m% | wm | RmyAES i, JTO, iR
J— #m, b7 A %xf?ég
Y 7I,—F% k- 3 R,
il ! o, TSR R AT RRtEZE, R iE
et B, IR
B, BB %ﬁfﬁ’fjﬁﬁ
b B RRE, %
fﬁ% ER, L,
2 fEIR (IRE) ,
{[I:: —a— /N
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH
:‘/.__d—_ 2)’ TA
M AFEAEED
i i BRK | U o sEiZs, M| ke

ZHER I, filE, EERD | K
eI 5=y GE, UL NERE |
m) , AV | DIE, U roRER | SREER
LA, | BIONGE, BEERHY
o EREREE | IE, [ ke
m g, A HpEkey
g, AFiaEkiy
DNGE, 7% i Bk 5
WLOAKH ) T A
e, 4FEeskEk
WA, B BEEkE
whn, 77—
BN, REA
Wb, E A
m,TATI
Wb, 7 a—u
W, U
2§D, MmikTe
W, U NI
efiH (B

VU RER)

U U oSHiE, 7
B REEREIEM,
JREEHEIN, 1V
7 LHEIN, CRP
B, ~~< ~7
Vv MMEd
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH
TR EC0, W | mhE AA, K

AL, mf e, | RMERE L, R
ifE, B | Ik, AR, S
P, MR | IR, s
T, MmE B | HE, BOLVE,
5 DA, D
s, g
(I~ k-
v—r7
;ryife'fﬁfﬁ) &

I SUBRE | P R FEpE R, WA | R
Y, WO REIK, REPORE, S| idRAE
MEEEZS | Nk, gk, | i, MalRgs, | E
[N S K, WE, JE
SRS, MO X
#wo(CcT) B,
Paozi&?,
KL-6 #400, &
S
JH g ALPHEN REWINF, JHFZ%,
fE3E%, JFHE
X, mevn
E U ME
WAPR 2 i fR PR K YL, BB, HER
R | RP7 R | W, R+ A
i) BERGE, JR | BRBEE, BEIR,
HE A VT F=
P, BUN S | #80, JRpP o =
m, RikHE | vV —4
B, Epgs
ER (S GV Wi, T, | RS, W
I, AL, | BESE, iR
EL DS Bk, WBEAZE,
ME BeA2, WAk
AR, mE, 5

BRI, B,
FERZ, L P A
Ji, fHEE, 18
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

P2

B, HOR
U—7, Hig
5, MRS, 18
EEARTRER, 5
%, BRI,

WA, R
A%, ]| ABERNEBTE
JEl97 B, e, FE

%, OPERNTR,
ik, MEIRAR
&, 0¥, &K

R g 35 R, BOE | ZORIE, Ho,
(s | & (RREE | RS E R,
PER FefEde, K| RREZE, KOs
%, B | Mg HNE, S, K
W I, WOARERE | FENLIR, REA
iz, B | BRER, X | B, RAERIN,
WEIZ | B WEZBAE, HLHE,
N3 &), B | BEREM, AR
¥, /N | R, O | M, REE
AIENE | E, FRE, | 5, IBR, B
295, REBE (38 1k, SRR
ZOE | R, BT | WS, KEE
fhi b e — MR

L x

e
&

OO W O Y RS
LG YR

P 5L e SR
(FESHHRALE
i, LRSS 2%
i, VSR ALIE
NR, VESHERALH
i, AL Z
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH
5 FERR)

i IRNZe, ek

I, R

Mge, HTLRE
&, IR, HRER
Vol 7, 98
fge,  HkPIE,
IRELES, IR
Jlg, AhlEEZE, Wb
HFE ., FLEF K
H, B IRE
%

¥ EF, [mistE e
T, Hug, H
TR (F R
), B (b

H, PHXE,
P R)
RN RO, 7 | BIMIENR, & | RIBH
H I8 i, EARSEE | %
1B, R, B
i, B, M
%K, KT,
THIRE%%, CPK
I, fhE s
S, ZANERZ
#2)
RS Hoft | R s a7 —a—
KRB U s, A | e A
(#t BHYS, BRIGMEES | 71 A
DNA Ye, A N AS | JE, v
EaRiN oA NLAH | ERT
T, Pr FE, il | E, v
Iy BV NE, | aA
)l R, FEREREE | F—
[ <A ANy F A
RIS U 7Y (GERE
P, PP EE)
IEZARLS E )7
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % i3} 4 W vy F=T A7V Fv~T (BlEHEHZ) RA|

P2

) =y I AFEED
7 A
ARG
(IR
HE
JL
A,
A7
L
&,
A7
L

)

3 Ea L AT | BERIE, i
o —/VIgE | B, PrRIR AL
AR A5
W, a L AT
v —/ L, b
V7Y R
Hm

Z A FEFA JBUR, | RS, BN
tk | & HEIER,
Mo, | RERERR, R
fff“ TR | RLEIH R, B
CRAGPETR: | i, YEER W
i, #m | (AWT) , &
M, 2=EPE | JUE, P,
TRHE, REE | MfsA Pk, 42
JEPHTERE, | M, BACRIR,
MmETEIE, | BRAOTHE, B
WHEEVRIE, | GE, AEHN,
VEEHVENE) | REED, E
FrEE, U e
R =BGk, KA
N

5% 5 o
EUM#}

RIEJH OB 1 3KRI £ CORRRBRICE SR L
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

R TF =T

A7V xv~7 (BarHHz) fH

7=,

D EHA, Ao mIR%RICET 5 AR EEOHEED
BHTEXRWEERIC W T, SERIFLE L,

1 2) KGRI E TIZERD b vz > RWEAHIZ W T
BB OHERRICESEHELZE R LT,

BEE ~OF G-

EEE 2B\ CHEBE 2R RYYIE O R B O _EH 35880
LTS, RIZEKE CIXAEBEMEENMIF LTS
DTHEBETLHIREEETH &, TR OB HEED
KT X 0 ARE| O f i E OHEINNEED 5L TN 5D,

[ERPyEhRe | DOIES W]

iR A ~DOBG

—RICmiinE TR (RpetkRES) MET LT
50T, BAIEFORIEMORBICHEL, HoBls
275 2 &,

iha, PER, RILWE~OEL

(1) b TR LT 5 ATREME O & 2 i NI 1385
LWz &, (B ER CIidEa R wE S n
TEY, HRANEE Y U~ FBEIZAHK 5mg1 H 2
Bl Lz EOmERIRE i Lz & X, f#
FIMICET 52 ZRIIET v PR X TENR
Zh 78 1% (EFHME  30mg/kg/H) KON 2.8 fiF (4%
MR - 1omgkg/H) , HARANZETIEGEKRE
REBFITAH 1omg 1 H 2B Lz & &omiEd
LB LT & &, [EFHBMEICBET 22
Fv MRS RFTENEIN ST ELT1L8{ET
Hote, i, T v NTRIREE, HE, RIEDFR
EANOEENRESNTEBY, M7 v Ok
K ORI AT B3 22 aiid A AR ANBET Y ©
~ FRBEICAHK 5mg 1 H 2 B G Lz & X ol iE
REE &l L7 & & 5.7 1% (EHMEE : Img/kg/
H) , BARNZGTEEERE % BEIZARA] 10mg
1 B2 L& & oimiEfps L g L7 &
X405 THoT2 Y, ]

(2) AAIEGPIIRAEL IS 2L, [Ty T

Wb, pEhm, RILWESO®RS

1) R TR L W B ATREME O & B AL, TR

FoFEENGEERES b5 LRSS 5AIC

DRFEHTHZ L, REIBRGZ X DA AEREME

BRI E STV Ry (RAIZ2SE B TNFoke )T

T EBRNERTE W) , £7-, ¥ 7 A TNFa

T AHAERGICLY, ~ 7 AZAWTHRHS

NSRRI, AR, RHREME, BRI

HHITHDZRY, )

AAHNTIR B RBER H D & OWENDH D, (- T,

AHNOPEH- %% F T2 BE NS OHAERIZEB W T,

YD Y 27 @ LD AN D72, £V

F U AR T ARICIITEENLETH 5,

3) BRI, BILEFIESEDL L,
O GIZET D 22X LT ey, )

2)

(=5
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— i il % Bl b7y F=7 A7 )% v~7 GRIBTHERZ) B
T ~BT 5 LARE S5, ]
R~ R~
AN R B AR LT (ORI 1) 2 m— i B ORIk 4
W EIPIB R RIRIT 500 C, 6 BRI O 9 RS kT 5

FIRBRE S TR, Zh b 0BEITITE
W EOFRMENERYEE LA D &l S b 540
HEE L, BWERHORBUZHDEET D &,
2) JIIFE99 D 2
[EI N BRI FRBR I\ T, 1 A O FLIE IS %9 2
BERNE SN TR, 2D OBREITITIEE
FOFIWEENEHRMEE ERD LB SN D HA DI
BH L, BWEHORBUZHmEETDHZ &,
3) Eid D, 2) DSOWEE
AN B RN LT Ry (B R BR
A7)
it P - it P -
WER G OEA, ABNEERARERIIR VO T, B
FHOREE BTS2 L, BWERERS I LT
LA XY e xpE ik & KRR EITO 2 b,
WH EorE WH EoRE
HRENZZATH  PTP @B DO ANL PTP > — b BED H L [1) BEZRE  AFNFEE - A a2 7 ) —DAf VT
THRAT 2 X2 ET L&, [PTP > — FO#EMIZ L AT anNE— (KT A X120 LF) #H
0, OGN EEREA~RIA L, BT WTEETHZ L,
L CHERIAR DO EERAIHEZ DT 5 2 L 03ME  |2) HGRELEOEGHE  AFNITAMHFEHR & LTo
ST, ] AV, FF AN Lenz b ARENTM
SELTETANCTHESGTH LD L L, hoiEFAl,
WRELIRA LW & (7 R UBERSRESE O S
HEFETHEAZBIENHERINTWD D), £z,
JEAI, 2 BEREILA L2 20 TREIR IS TR ET 5 2 &
BB, 6 O 5%, FILE TORE S T infusion
reaction 23R8 BV IVE, AREE 2 BT
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

— % £i5) 4 Wl r7r7oF=7 A7V xv~7 (BarHHz) fH

BE 2 AT D 2 LN TE D, 12720, YA E
1 FEIY 720 Smg/kg 28 HT O EE A B eV
& (FERRBRICE DTRG0
F 7, SRR & 5EHE L 72 B2 12 infusion reaction 23R &
OITSAITIE, WREICAEEORE-TIE, SRR % 5
fedFicbEs 2L, ( TEERERNEE) OHE
8) , [HEKAREWEM) DIE3) &)

3) WERITE  RRNIHRREIRE T 52 &, (IR 3
RERIANIC T GBth 2T D2 &, )

AL ETY ) —URETHERLEE, 2165 D
WS BITHIWEREFZ VT, 131 T Y7z
Y 10mL @ B RS K (B B4R S 6 H
") EEDICEATDH L,

(Z DB REEARBE TR A T VI L
ZEL)

« NS TV H AR SR BEECNICIRME L, TR
BIZS oREETDZ L, BUREANEET D
BEOARHDH=0, IFLTHLLIES T, EREFH
RVIRE 2N &, )

- EAWAIZROT, WREOMERE LT, BEAND
AN ONHLAGEZ LTEBY, E17R0 5 %R
DOWRIAZ2 G ENH DN, IS8T
W, (B, B, TOMOREEZRDZLOX
EHLARWZ &, )

VIR OFRIR O FHE FCIRTFI AT DR 2 &y

4) RS BEOKEN - CTRE L LEE AR

AIEHI 250mL, AREEAS 25kg Al O /NEIEK 50mL,

25kg UL Eoo/NRIEK 100mL o B R A BRI A

W22 L, (7 RUBESRS &9 A RAERR

RS OEFHRITH Wz &, ) BRARAE

WRCHRT DERIE, WRRRABRRITIEAL, RO
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(1) BV v~
BT Y v~ T BEEZ xR E LIAR O BRI GT
D6 » AMO _EHEMILKRBRIZIBVWT, 100 A-
EHT- 0 OEBEREIIEDORBIRIL T 7 B REET
L0 ThoTodlzxt L, AAlSmg1 B 2 [F# 58
KOV 10mg 1 A 2 B GEPYTENEH 0.85 LY
3.5 Tho7-,
AFID> DMARD fEH#ETD 6 » A XX 12 »
A H# 5 O —HERERRICB VT, 100 A4
BT OEERBIMEDRIRILT 7 B REETIE
1.7 CTholedlzxt L, A4 Smg 1 H 2 B H# &
O 10mg 1 A 2 A GREPTENR I 3.6 LT 2.9
ThHo7T,
F72, AFOEMREE 2% 00785 v~F &
FIZBT D 100 A-4F 720 0O EE 72 RYYE O %
BLEIE, AH Smgl H 2 BIEREGFEL D 10mg 1 H 2
[ G TZERTN 23 K149 THhoT-,

TSR NG2%

H AR N K O E BB KGR B 238, R
Fl4& MM (kE 9lM) &5 L-EESLRE 11
FHE s AGRBRIC BT, AKI 10mg 1 H 2 RIFEKL
W77 v RBRCRBIT 5 EHE R RYYEDORILE S
%, ENEI0.4% (476 B 2 f51]) KTY0.0% (122
BiFofBl) THoT,

A AN K OSME BB K IGR B x5, R
Az 52 AR (B 53 M) #h5 Lz ERR LR
I A E fRHERF R IC BT, 100 A - FEHTZ D D

Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)
— % i) 4 Wl r7r7oF=7 A7V Xv~T GEEHEZ) RFA
BELERMNTITY 2 &, ARBROA 7 ) F U~ TR
FEIE, 04~4mg/mL L9452 L,
ZOMDEE ZDOMDEE

1) ARIOEERRBRIEL, ENTIEe2 Bl (14) £T,
WA CiX 102 M 2 45) £ TOHIM CIE T
%o Fiz, AFIOEHERIZEET 2 REME R
L2 FHETOHBCEES N TS, ZNHD
M 2 8 2 7o ARF OB W 5RO 22 M 13N LT
b\foeb\o

2) 150 Bl D PSRN S EED H - L AEDBE (F
KB ER 35%LL B¢, NYHA DEERESE VIV )
2, 77 BREOARA S5, 10mgkeg ZAE, 2%, 6
FIZ 3 BB H L7z HEs T ORGRRER & 5206 L 7=,
ZORER, ARFNEGEE, FFIC 10mgkg BEIZRB W T0
RAEJER DAL ] OB N ERICFR O H iz & DR
HENH D, WA 28 BBV T, 10mg/kg
BT 36, Smgkg#ET 1 HIORETENRBO HIL, 7T
T ARBECTIIH TR0z, Tz, ERE(LIZ X
HABEIX, 10mg/kg BE 51 B4 11 41, Smg/kg #f 50 15
B3, SRR FFSHIThHoTE, SBIT,
1 Ft& OFHmIC I 1T AL THIE, 10mg/kg FET 8 5l T
BHoT=DITxt L, Smgkg HEAX T 7B RETITZEN
Zh 4Bl chotz,

3) AFNLE R ROF 32— TNFaD R FEARES
HL, 7v bW =7 A FNFEO— I B LR
W SN 28 FED TNFa b A Ly, 207
W, MAFEMERBRITER ST,

4) WAV CTITOIIZEE Y v~ FERE E xS & L2k
BERRRERIZ BN T, RIS 10mgkg iG-S
THRE T, 3mgkg ARG SN BELY bEER
JRYYIE DR B N BB N -T2 & DFENRH D
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bl

ARONI DS

Table 1.

FERDS—ER (F77riF=F, 417 0% =)

fisz

i}

%

A

7o F=T

A7V xv~7 (BarHHz) fH

HERBYYEDORIRIL, 7T RBETIL1.94 T
HoTeDITxt L, AH 5Smg1 B 2 [AI#E LT 10mg 1
H2EBETIE, TEN 135 L100.64 THHT=,
A AN K O E BB K2R B~ DO ARF O £
HRERIRTOD 100 N -4EH 72 0 OEE 72 YYE D
FHERIL, 2.05 ThoT,
AKX IAK BREMER 26T 5 2 &b R LY
WA ~EE RIZTRREMENRH Y, JEER AR
TIL Y o7 SERE OSRIMER IR DD 72 iz,
Sy M (IFN-o/B, IFN-y, TNF-025 D% A hh A >
OHIE) TR T D ke ER E LR O Y
A NWVAEG 72 BN Y U NE) AT, T2
Z DU I E ~DEE (P T VAT R
F—BOERASLEBOILER L) bA LN,
7 v hOBAFEERER (24 » HEE) 128\,
BMZ A7 4 v e MlaiE (75Smg/kg/ B O1E) , 8
EAENGE (30mg/kg/ H UL L) |, EEHM AR
(75mg/kg/ B DME) , EVEMEIE (10mg/kg/ H D)
DFRBBE D ERARBD T Y,
(4) Hv 39 FEFE 558 Tl 10mg/kg/ H T 8 B 3 4
2, VLBREFBERRCIEI a7 = ) — Lk
7 2 FNEPHEG L8 8 it 1 BT
PRIERFRD BT+,
B Y o~ FBEERR L LI-EANERRABRIC R
WTC, ARFNE AN ML — MNEHEETE, 77
B AR UK HA B G & el UC, ik ERE
T F AR T HRIEISE WIS DH T LR
BENTNDS O,
T ARIOBER Y v~ FIcisT 2 ARMIE ARE, T vF=T
L TSlmgl H2EEAOKEETH D,

1)

5) RLREERE IZRNT, A& SRAMRIRE T D 4
BRI & ORIk DB & ZeMEIIMEN. LT
Wy (ERRRBRDZ20) ,

1B

ik

(g

A A

2018 @A 1ERL (5 @)

2018 4= 2 A ET (5F 34 i)
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Tablel. RERDHH—ERE (FT77vF=F, /7 VFI<=F)

A7V xv~7 (BarHHz) fH

— ik 5] 4 NN R=4

] # |-
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TEIGIE R 2%

Table 2.

ARG —ER (T#Y b=, Y b<T)

fisz

4

1

P2

TH) L~T (Bis AR R)

Y AT GBI HHZ)

i

i)

Je

%

b= 27O R 20mg &Y > 0.4mL
ZOR T 20mg >V > 0.2mL
Z R i 40mg >V > 0.8mL
Z R T 40mg >V > 0.4mL
Z R T 80mg >V > 0.8mL
b = 3 78 FIE 40mg 2> 0.4mL

t = 3 78 FIE 80mg ~2 0.8mL

Bz
E =
E =
E=

/41

10141 741

VU AR == R T S0mg 2 Y

s

T — A RSt

HA = 2 RSRBR At

gl

B

punfl o\

t =T/ F7E20mg Y > Y 0.4mL
AFREAR 20117 H 1A

t =T/ FiE20mg Y > Y 0.2mL
AGREAH 2018452 H 5 H

t =T/ FiE40mg Y > 0.8mL
AREHH 200844 H 16 H

t =T/ FiE40mg Y > Y 0.4mL
AGREAH 2016446 H 17 H

t =T/ FiE80mg Y > Y 0.8mL
AFREAH 201646 H 17 H

t = X 7R 40mg 22 0.4mL
AGREAH 201747 H 28 H

b= X 7 R 80mg X 0.8mL
AFRAEH B 2017412 H 19 B

2011 7H1H

BSR4

O|m m

GV P

P S

VUVIE JLsE S

) EE-EMEOWLTZEICEIVENTLHI L

GV P

P S

VAYTE ACSE S

* EE-EREOLGZEIC I VNS &

iz gy

A E: kb MMt FTNFoE /7 0 —F UK THD
IgG, DESH (y1 ) K OMREH (k8H) #=—FK
35 cDNA DFRFUCL D F ¥ A =— A AR

A H TV AT, b MEBBER ol HiE
G2 e R 1gGl &/ 7 u—F AHETH
60
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Table 2. RERZR—ER (FFY s, Y he)

— X 1 % W 7T H) A~T GEaHfZ) 2Y LvT (GBI Z)
X2 —PNEAICEA SN D ASUEOT X/ Bk TY AT, vUAITa—~ (Sp2/0)
H5 (Ca197H3306N5840678S15 5 7711 : 49,318.95, C LV EASIND,
KDV P UFRENKFELTHNDH D TV LT, 456 HOT X JEBRIREND R D
C2191H3384N5g20677S]5 5 67\%% . 49,19078 %/é\if) H ﬁé ('Yl ﬁé) 2 67\%&@ 215 'ﬂﬁ]@? i / Eé%y%%
WHRDEH2 DT L2140 T 2 B MHRH LB (82 0 F CTHEKSILORES »
(C1027H1606N282033:S¢ ; 77 T & : 23,407.82) 025 NUE (ST 149,802~151,064) Th A,
RO 2 DR O AAE 73 FE  HEH CanaHs427N5050680S17
S8 0 £ 148,000 L8 CioasHie0sN2go0333Ss
4318 1 149,802~151,064
Zall 2 =1 = b2 THFE
i onEd VU R=— R FIESOmg Y Y
40mg
80mg
) v sy - oy i
20mg>Y ¥ . Vv (1> Yy | TY LT GREFHBRZ) Somgaf
40mg> v
74 i 0.8mL i)
Uy | 04mL W . .
(1) o D-Y /)L h—/120.5mg, L-&t AF0.44mg, RV
0.8mL | 40mg 80mg Y JL~— 180 0.075mg
0.4mL 0.2mL ~N ~N
0.4mL | 0.8mL PR | B~ AOBH] ST DT HANIRE L2k
R THEY hvT (EEHEELZ)
/¥ 20mg 40mg 80mg pH 52~58
D-~ Vv | 48mg 8.4mg 9.6mg 16.8mg | 33.6mg
S BB | 09~1.1 (EHAHEKICKT )
f " FRIE~ T AI=a—~ (Sp2/0) Mfabkz AV CRIES N2,
i
W 7 = ¥ | 0522mg | - 1.044mg | - -
. i 7K Fn
L7
7 = v | 0.122mg | - 0.244mg | - -
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Table 2.

ARG —ER (T#Y b=, Y b<T)

TH) L~T (Bis AR R)

[
Uy v L
IKFIH
U v fg | 0.612mg | - 1.224mg | - -
K FE
>~V
72N N
KF
U v | 0.344mg | - 0.688mg | - -
/S
7 K~
N
%1k ) | 2.466mg | - 4.932mg | - -
MU D
IN
AU Y | 04mg 02mg | 0.8mg 0.4mg | 0.8mg
JbN—
80
KR AL | - i -
>~
A
il EHF (FL7 4V R Y U EAY)
_ OBV T DT ABEREOIL A R
T 5k
pH 49~55
RIBIE 1 (EFLRIRIC ) 5 )

DAL IS ]
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1.7 R [R5 hn—Fa 3k

Table 2.

ARG —ER (T#Y b=, Y b<T)

i)

TH) L~T (Bis AR R)

Y AT GBI HHZ)

AFNITF ¥ A == AN L2 Z =PRI EZ W TiiEEh D, <A
o=V N ORFFERIETPIS, 7 O MR Ok i sk pk sy &
BHL TS ((TEERLARNER] OHZHR)

t =T/ FiE20mg Y > Y 0.4mL
t =T/ FiE20mg Y > Y 0.2mL
t =T/ FiE40mg Y > 0.8mL
b= I 7 FE40mg &Y Y 0.4mL
t = I 7 R 40mg X2 0.4mL
BEAFIER TR0 7 TR A
% BIERI IR BN & 3 2 AR R M B Ff 2%
b= I 7 FE40mg &Y Y 0.8mL
b= I 7 FE40mg &Y Y 0.4mL
=T F7E8mg Y > 0.8mL
t = I 7% R 40mg 22 0.4mL
t = X 7R 80mg 2 0.8mL
BEI Y v~ (BfioMErHEE O L2 5 T)
BEAFIER TR+ 207 TR A
S VERCRE, BAEEMERCRE, NRYEMERER
TR [EL M HE AR
FETI AR —F = v MG
HEGANED PRI, % UTILES E D R
HSEE XX EIE OTEBENNC & 5 7 v — LR O FE s
AR OHMERHRE (BEFIR R CORA 0B8R
%)

/J

J

J

J

J

J

J

J

J

BTG EITIRD)

oS S AR ORI R OIS (AR CA)

BETFIRIE CROVRAR T3 72 B8 Y v~ (BIEi O ERHE
Bohi 2 &Te)

HEESE 7> & B OVE I ME K2 O ok & ORI L (BE
FFIRE CRHHRAT D 7RG AICIRD)

(%)
b T KT

20mg> 40mg >~ 80mg
Vv 40mg Vv Vv

0.4mL oy 0.4mL 0.8mL

20mg>/ 0.8mL 40mg 80mg

VoY ~ N
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N7 7 TF =T BB RE%
1.7 [RIFE[RI & — SR

Table 2. RERZR—ER (FFY s, Y he)

— i 1 4 W 7T H) A~T GEaHfZ) 2V A~ (GBI Z)
0.2mL 0.4mL 0.8mL
BEf Y v~ O O @)
R RE, B
ERAEVERCRE, MR O O O
LIaRM LT
R B R AE S O O O
Z BN IR B
HT DA O O O
BRI 2%
MBS —
F v ME © © O
VA=SaZ2T O O O
TR R AR O O O
FEREYE D ]
B, RE AT O @) @)
AL g
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Table 2. RERZR—ER (FFY s, Y he)

fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

s DRACBEE S S i Lo

BEIEY v~
(1) AFowEME, FHHlE U CEEAREBE TR 4
R U~ FREICRETDH L, 2EL, B
O EMBREOEREN BN E PRI BEIC
LTI, PV v~FHIC L DIRFEREN WA
THHEHTE DD, HOTA RTA4 %55
L7 BT, BEOREEZFHNOL, AFOMFEHO ML
TR A EEIHET S 2 L,
KENE T 227 N GBEEHEBZ) OOFHIEAT
bianz & ( THEEREARWEER] OEBH) |
S VERCRE, BOETEVERORE, R R
(1) D7 &b 1 FEOBFORTFE (SRIMRIE
EETe) THRRENE LT, RBENEAKE
i (BSA) ®D 10%LL Bk SEEICHEREGTHZ &,
(2) RO RE, BEEHER UIEEZ /T 585512
wHETBHZ L,
SRIE M HES
WEDOIERIZIBNT, BEFRREE GEXAT r A FHEFIK
JEFRE) ([Z L DWYIRIEEEIT-> Th, KAEICEKT S
B O R ERARIER VR D GBI 5 15 2 L,
ZBAEN IR EME 2 3 2 B R R B E
WEOEFIZBNT, D7 Eb1Alomi Y v~F3K(E
BRI AR ) FIC K HMERIEEEIT-> T, BRI
BRI 20 5 R BERIER DR DGR IR GT 52 L,
A B RS PR R S B A 1T DN TS, R ERIT T
DA R O EMEDHEST L TR W28, SEERD
ZEL, ZEBANTIEROGAICHRGTHZ L,
BERSN—F = v ME
WEDIBFIZEBNT, BEFREIE (X7 e A4 FXInE
TREAE) X DEURIRFEEITo T, HEAICERT
BB BERIEIR R D G ARG T 52 L,

(2)

B v~

1. \BEORBEICBNT, bl tb1HlomnY v~
W (MR EZRLS) FIZXDEURIEEEIT-> T
by, EAICERT DO NRIERNE DL GE IR S
THI L,

2. Kl T A "2E2T N (B z) OFHII TD
ez &, ( THEERLAWEE] OESMK)

TR K2

WEOIERIZIBNT, thoEYEE 5-7 7%V Fv

A, AT uA R, 7TYF4T7 Y %) SomEi)iis

WEIT-TH, FERISERT 28 50 R EERIER D D

LB ICARR OB 552175 Z &,

PFIZER CONFIDENTIAL
Page 41




77 F =T MR
1.7 [RFEFRIZh S — & F

Table 2.

ARG —ER (T#Y b=, Y b<T)

fisz o 4

1

TH) L~T (Bis AR R)

Y AT GBI HHZ)

7a— 9

WEDIRIZIBN T, KEIRE, oyt (5-7 3

J WU FOEBEE,, ATueA R, THYFLFTY L) &

W KDY 2B AT T, FERIZERT 85007

ERARIER DR DG AR G35 2 &, ks, EfiMER

HIXEREITOTRBEZBE LN BT 2 L,

it LR N S

(1) BEOIRFIZEBNT, oYL (AT7aA R,
TYWFAT Y ) FIIL DU RIEEE{T o T
b, RAICERT 2 60 REERIER N E D 56
WCET DL, 2EL, ARFILY AT hobt
TNF ®FNZ L2 FEEEBET 5 2 & [EANEKR
BRICBWCEEFMEIER O 1 > Th LK 5 8 HAF
DEMFETIIT TR LEOETRD LN TV
W (TERIRAKAE ) oHZSE) 1,

(2) BEMMEFFDRIIMER I TV W=, B8R &
LWz &,

FERRGLME DO H SR, BB XUTPLES & 9 Bk

WEDOIERIZEBNT, BEFERE (N—F = v MEIZ X

HREGFERTIIT 7 0 AR 5 F OO IERRYLE

SEIERTIIRAO AT v A REIS) 12X 5 ikik

1To T, WAICERT 2 6 N2 BRIER 23 5% 5 5

BlcEG5THZ L,

ik . !

fEin

J

b= I J 8 FE20mg &Y Y 0.4mL

b= 7R FTE20mg vV > 0.2mL

b= I 7 FE40mg &Y Y 0.8mL

b= I 7 FE40mg &Y Y 0.4mL

t = X 7 R 40mg X2 0.4mL
% BAEC TR EI IR 2 3 D AR S PR B B 2%
WE, 7H Y A~ T (BEFHBZ) & LT, RE 15kg
LIk 30kg R DA 1 20mg &, ARE 30kg UL E O

J

J

J

J

BEf Y v~

AN bMU¥H— R 20HT 55

W, AZIETY A= 7 GBIEFHHEZ) & LT 50mg
4B 1R, RTERT S, ok, BEOREILC
T 1[E100mg ZEHT 52 &N TE D,

AR bPLFEY— 2O LRWGS

W, RNCIE T Y A~ 7 GBI F##LZ) & LT 100mg
Z4IC 1R, ETIEST 5,
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Table 2. RERZR—ER (FFY s, Y he)

— % i) %2 |7 HY L~7 (GBIaT##z) 2Y LvT (GBI Z)
AT 40mg Z 2312 1 [\], F2FiEST 5, it 2N TS
bt =27 FiE40mg >V > 0.8mL HWE, RACIEIY A7 GEEHfiz) & LTHE
bt =7 FiE40mg >V Y 0.4mL P 5-HEIZ 200mg, FIEIFE S 2 ##41Z 100mg % K NS
bt =27 FiE8omg >V > 0.8mL %, #EIFEE S 6 3 H LIFEIX 100mg % 4 812 1 [8], B FE
b = 2 7 FiE 40mg ~22 0.4mL 5,
t = X7 & FE 80mg X 0.8mL
BEfi Y v~

WE, RAZIETZ Y A~T GEia#fiz) LT
40mg & 2 BIZ 18], R FEHRT D, 2k, 2hRA+
e, 118 80mg £ CHIE TE 5,

S VEVRE, BIEVEMERCRE, BREME TR

WE, RAIETZ Y A~7 (Eaffaz) & LT
WIENZ 80mg % K FiEgt L, DA% 212 1 [F], 40mg
R TERNT D, ok, SRR RGEIIE 1 E
80mg F TH{ETX 5,

SRE MR HER

WE, RANIETZ Y A~7 (Eaffiz) & LT
40mg & 2 WIZ 1 [E], R FERT D, 2k, iR+
Sy7REEA, 1 1A 80mg £ THETE 5,
IHERIR—F = v A

WE, RAIETZ Y A~7 (Eafiz) & LT
HIENZ 160mg %, #IlEIFE S 2 %1 80mg % f2 ik
3%, PlEES 4 HE#HDFEL, 40mg 2 2 I 1
B, B TNESHT 5,

Ja— 9

WE, AT Z Y A~T GEiHfiz) LT
MIENZ 160mg %, FEHe G- 2 W F%IZ 80mg & B2 iE
95, WEEE 4 EM%LEEE, 40mg & 2 HIZ 1
[\, BFERT D, 7ok, FENWEY LIcGAITiT ]
[A] 80mg [ E T X 5,

BB K 2%
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Table 2. RERZR—ER (FFY s, Y he)

— fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

WE, RAIETZ Y A~T GEiHfiz) LT
WIENZ 160mg %, #llElH# 5 2 %2 80mg % K Nk
95, WEEE 4 EM%LAEEIE, 40mg & 2 I 1
[\, B FEST 5,

FERIME D S, R SUTILES & D Rk

WE, RAZIETZ Y A~T GEiHfiz) LT
#ENZ 80mg %, MIEIEES 1 HEE%IC 40mg % 2 FiE
95, wEEE 3 EM% LKL, 40mg & 2 HIZ 1
b, FFEHT S,

Mk - MEICEEST 28M Lo | (1) AFOREGFIRICH o> TiL, EEERICENT, B v~F

=3 VPERNZ L 22y, EMOEHZOEEDS & TKR |1

H2175 Z &, AANC L I5EBIAT, EMICX
VBTN LTS BEICHOVWTE, B
BELARETH D ( THERILANEE] OIES
)

GG S AE 2D 2 &, ET, RSN
IR, ISR E 0L DAL (5, 35, %
o, WEREEOMAL) , FLREOTALICITIES L2y
& (T EOEE] OESM) |

B U U~ F R OBREEFHERICBWT, RAIC

K DRSS, BE GG D 12 HUNICE

B D, 12 EELNITTER S E B IV WA,
BUEOIRHEHE OMFE A B EICH ST H 2 &, &
7o, WHEEIT> THRRRIEGELNRVGS, BIE
DOIRIFGFHEI OB 2 HEICHES T 52 &,

100mg $¢5- %17 9 B&i%, 100mg ¢ 513 S0mg % 5-1Z kb

e LT, —HOEBERRIEHORBMEE N & E DAl

BRUERSHLZLE2EETLZ L, ([ZOMmOEE]

DIEZH)

2. K| 3~4 [FIE R ITTEREOC G BV WIGEIE,
IRk O IS L &8, 1BEAEEZHS 52 &,

3. A M RLFEH— T TO 100mg % 5-1%, 50mg
BeHAZ e~ CREET O E RO RS O MR 1R h e H
HZENRBENTNSZ LD, BEDIER, M
i O EGAR AT L, BRI A )42 L RO
REERREOERN RN E EZ 2 b A SAICEEIC
BETHZ L, (TERRGE OHES)

4, ARFEMBEHIZ X280 A b S Y— NOEAH

FRRIZHE RN EDR SN TN D28, ARFIO IR

BHIZA M P LY — FMEATERVWIEA%ICE

S HIERCNE,  BIEEME RO R ORI PERCRE I U BdoZ e, (TERKE OHEZMR)
T, AAHNC L DWIRBOSE, @GR 16 |TEEMERIER

WURNIZEDN D, 16 BLIWITIRREIS S b
IRONERIE, BUEOTRRRETE Ok 2 HEIZ 5
THI L, F, HEZTo THLHRNELAR
Wi e, BUEOIBEEIE O 2 B EICHEE TS

KA O EBAAGTR, 1418 H OG5 £ TITHREE1 G5
NRWEE, KAIOMBEO G bE D, BREZRET
5T L,
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— fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

z&,

(5) ZPBHENCIREME A A 3 2 B FE R R R I2E
W, ARBNC X DIRIFERIGIE, W@E RSB D
12 FUNICE SN D, 12 BLRNIIBRE D35 5
2 WIGAX, BUEOTEF G Ok 2 1E 1
ETHT L,

(6) HERNR—F = v MRIZBWT, 12 BLANICEE
JEIRSCNREEAT A2 X D IB S DE H N an
BAE, KRB O 5D VBN 2 E R IS
HZ L,

(7) Z7ua—2RicBWT, KFNC XL AIEEKIE, &
WRGBREN D 4 BLUNIZHE B 5, 4 IS CH
PRAEARC NARSE AT R 22 X D IRIR SIS H 7
WIGETE, ARBIOMkEER G- OB RET L, fill
DIRFIE~OYIBR 2 BB T D52 L, Fiz, 80mg
~OEEEIL, 40mg (12 LAEETHRITR D LN
HOD, HEFFFIEFICDEN PGS Lo B ITx L
TITH Z &, 80mg IZHIE L CHENE LR
BE, REIOMkG R 5 OB EEICHET S
NP

(8) TBEBMERIBRIZIE T, AANC X DIBER G,
WEBGBEND §ELNICE LN D, 8 #HI T
BRI N B AT L2512 & BB & s pc Eish B
DL WEEX, KEIORGZHIET5Z L,

9) AFENX1ENCEEAEHTHZ &,

7S He 1
=

ARG LY, KR, MR, BIEZETEER |1 ARIREICIY, /i, ik, BEE2 ST EELR

JRGE K O BEAR B DR 7 7258 42 L < ITEALENR
WESNTERY, AAIL OBJEMEILH L2 TiEARn
S, EMERESEORIL G WA SN TN D, REIDRIE
ZERSELEA TRV L HED, b DIEH
EREIC UL, BEPHEMFLIZZ L 2R L

JRGUIE K O BEZ B D HT 72 72 38 BUE L < ITBALSE A
WESINTEY, KAE OBEMEILH LTI
D, EMERESEORIL G WA SN TN D, AN
ZERSELEA TRV L HED, b DIEH
RIS L, BEPHEMFLIZZ L 2R L
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Table 2. RERZR—ER (FFY s, Y he)

— fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

72 BT, 6R EoREENERYEE LR S &HE S
NOGRIZORRETH L, £, KAIOEREIZ
BWT, EEREEICEY, Bammatimer s
LTENDHDT, BEEFORISH A5y rIRE7R R
MiEg X ONEMOERFEO S & CHEH L, KRAIRS
RICEWEM 2B LILGE1C1E, EIREICHEE TS
LOBBICEEEZEALZ L,

72 BT, 1B EOFRMENGERRIEZ EE D &k &
NOGEIZORBETH T L,

£72, AFOTE BT, EELRBIERICLY,
B E -85 2 0B LD T, BARKOX
IS4y BT RE 7R R % L2 5\ CIERT 0 & B FRE
HETHEHL, AFEGZICRIERNREL L 5E
Wi, EREGEKET IO BRBICEEEX 5252

2. JEYE L,
(1) FEE Y 2. JRYYE
BMAE, fitige, B RYYE % & Te H Fn K YYE 1) EEE Y
HDOBMMIRERIHEN RS I TNWD T2, 5 PMAE, filige, B ERYE % 5 Te B fn RS YLE S5
IR AT O 7 EIRRYMEDORIEICIER T 52 &, DBSCIIREGUE N E I N TWH 720, 07
(2) #Ekz BEEAT ) R ERYMEDORIEICIERTH 2 &,
FRARVEREEZ CRRLRGRZ) KOs (s, U > | 2) #bi
REE) BETRENIEL, EEF LR L PR CERLfEEE) KR OMisMERE (Mo, U >
TV D, FilikE D BERY 3 C IR O BALEAL K OV NEE) BETREENBIEL, Smiepbss
IEDBZENND D 128, KA 5SSt - TiEEE ENTWD, AFEGIZHE > TREZICET 51
WCBET 2 0y 7e e B ORER X SRS 120 %, IR R OWIE L b RSN, A v
AU F =Tz gy v s ) v H—7 xa -yl XY L )ROSR
FOGHA 21TV, MEME CT RES21/TH 2 & HEATV, BEEMH CTRESELAITO ZLICLD,
W2k, RO REZER TS L, T, FERRR O AR T 5 2 b, EEOERRE A
FERZ OPRR T 11X, Pk oR 5% L- |k B D EE L OFEZEOBYN b5 BEICIT,
T, AFlHEGTHZ L, YT U URIGED FERSE DIEYHEIC SO W TR R 2 B+ D EHR &
BRAENREMEDBEITBNT, BEBIFEMEEEN HEEO T, JFAIE UCARA OG- FAGRTI# ) 7
RO LT HE STV D, PR 2R ETHZ L, YT U URUGED
3. BB (ZRMEE(LESE) ORRIER - mig2H AN EMEOBEICBNT, RGBIREMEREE N
FoF T/ A D U IXE(LR, AAlEETeHl TNF B LT RE STV D,

RAICHONT L OWMEDRDH D, BigERE (ZHME
LIESE) MO OBERED & % B 1135 L
WZ ke L, BlREEZEEY BESHIREEZET D
BEIIKREGT 25612, WEEGZHEOREL

o BiBEZR R (ZFEMEREALAESE) DRRARIEIR - B2

LT3 U < B, KA & ETeHl TNF
A TH LN E DRERD D, BEEFEA (LR
M LIESE) ROZFOBRFEROH 2 BEF TR E L
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Table 2. RERZR—ER (FFY s, Y he)

— i D) 4 |72V h~7 GBIGT-HHZ) 2V h~7 (GBIEHAHZ)
T 570, +aoleBlEasito 2L, WwZ kL, %%T$%&5$% 5T AGEI
4. BEENY v~ TFHEBE TIX, RAIOIEEELT HRIZ, D %, EEBEGZEEORELERT DL, +o7k
e b 1 AloOHY U~ FIEOMHEHE 15 @ #Blg2 %ﬁo_&
HZ L, Tz, BANZOWTOFHRmEREY '77 4. BV v~ FEBETIE, KAOWEEEIT RN, D
FIRFEORERZ L OEMNHEHAT 52 &, 2 EL TAIOH Y v~FHEDMHHZ+4 @%?

5. = VERLEE, BEETIE MR & ORI M i o FB g C HZ b, T2, KRN WTOFmike ) v~
%, ARFIOIEEEAT 2 Al ,%T®£E$&(+% FIRFEORERZ L OEMNEHT 52 &,
WL ET) OWEMMAE IR T 52 &, W |5 1B RBREE T, AFIOWEBREZIT ORI, A
DIRFRIRER & FF O R & ARAOBIWE-H~DXIGIZ > TuA NI RERSEOE N %2 +5 @%ﬁé_
WCHa ke a 9 5 ERE OO L FEHT L. T, BENZOWTO+5 724 & ISt K
LTk, RIGWORRE L OEMMER T2 2 &,

6. SREMEFHER TIX, ARAOBEZIT O RS, BEFR
I (FEAT v A RUEFIRIERRSE) OfEHZ 0
RIHZ L, £, KENZOWNTO+57 705k & i

BT HES D2 M ONRIE OFEER %2 & SRR H
TAHZE,

7. ZEAENIRENME 2 A9 2 EAEVERF R MR R E 2t 0 B
TiE, AFNOEFEEITOENS, Dl b 1AObH
VU~ TFEEDHEHEZ MR THZ L, £, K
FNZ DN T D+ \iiiuﬁk&:zfﬁiﬂt$%%§ﬂtﬁﬁﬁﬁ 1RIE
OB E L OEMMBMER T2 2 & (/NRZE~D R
HIOHESM)

8. IFEMAN—F = v MFTIE, AFIOEEEZIT RIS,

AT aA RXIIREREHEOER e+ 5
L, F 1, KANTOWNT D4y e ik & MRS~ —
F v MEREORBRZ b OEMAEHN T2 &,

9. 77— TCIE, RFNIOIRIFEEZAT O RIS, B,
ATFuA R, SEREGAEOFENZ o T 52
Lo T, BENCOWTO+F ek s 7 a— 295
TR ORRER %2 b OEMNMEH T2 2 &,

10. B RIGR TIE, AFIOWRFEEZITHIANS, AT 8
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Table 2. RERDRE—ER (TFY v, TY b))
— i £5] 4 BR| 7 &) L~7 (BGFHEEZ) 2 h~7 (GBI THIRZ)
A RIS F s oE 2 +9EET 5 2 &,
F 72, KANCOWT O+ 7255k & & EEKIBRIA
WO Z b OEMMNER 5 Z &,
11. FEREMES L 9 A TIX, AR OEHEAIT 9 B,
BEETRIRHE (R—=F = v MHRICE D5 E I LTI
T aARY L ZOMOIEFEYMESE S KT
RO AT a A FAIS) off%E2+HoEd 52
Lo Fm, BANZHOWTO+4 72 ik & FERGu S
E 9 ERIRE O Z & SIRBHE & AFIZ>n T
+ 03 7k B O NEE O ERT 23 2 W & TR I kT
LCHadgs Lt 0+ sz &,
% =1 EEEYYE (WES) ofE DERZEASE (1) \BEARYYE AiES) oBF DEkiEfrsw
HRFNLND D, ] HBENNRD B, ]
2 IEEMERS R O BE DERZB(L S BZNAND 5, ] |2) iEEMEREE O BE DERZ B S8R H 5, ]
3. AAIDORA 5w UIBHUE OB D & 5 B 3) AAIDRA R UIBHUE O BEERE D & 5 B
4. MBERAE (ZRMEESE) ROZOBETEROH 5 |4) BHEER (ERME(WESE) KOFOBEROH 5
HBE UEROFREOENNOBENALR D 5, ] HBE UEROFREOENNOBEFALRD S, ]
5. D oMmME L AREDORE UEREZENIEILIBZNN |5) ) oML AE0ERE UEREZEBLLIEDIBENN
b5, ] b5, ]
i H ko @# OE|EERS ROBFICTHEBEICESTL L) EEKRE ROBHICITEEICHEGETLL)

(1) BRYYE D B SUIBIIE R gt o 8E [AANT
IR SOE 2 E T DIEM 2 A L, BRI EIs %
(A G ZDRENH 2O T, WY ALE L
TRBRBENLETH D ( THEERIEARER)

DEEZM]) , ]
(2) fEEOBEYE (RO OBEREIEDO H 5 B K&
U &R X #r LA IR AT RO & 5 BE) itz

FIMLSELRBZNNH 0T, ME X #mas
ZEHIAT O 72 &, FIER ORI ERE
52 & ( THELEAWER] OEEM) , |
(3) WiBbREMN BN D Bk A3 2 BE R OFIERE

1) FRYWIE D BE ITEGEN B 5 BE [AFIT R
RS89 T DM 2 A L, IEW R REINEICE
Brb 2 DAREMERH 50T, BWURAE L+
BEEPBETH D (THERIEANTE OHZM) , |
MEORER A4 2 8E (MkemEibsEds
TR HLHOT, MEL > bR 2 E R
To70L, MBIEORBIZTHHEETHZ L ([HE
BRERNER ] OHEZH) ]

iBE PR BN B DL D I & A3 % I R OFIEE D
bHBE (MBERERBEOBZENRH D20, HE
HgEZEEOMEEZFEML, +9EETLHZ L ([H

2)

3)
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Table 2. RERZR—ER (FFY s, Y he)

i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

— fisz

DL EE [BREEIOBTNRH D10,
HEHEGZWEOMEZERL, +9EETLHZ
& ( TEELREARNER] 0HEZHR) , |
(4) EERMEAEE (RLILERED, AR BV M)
DERE T OO & 5 B [k B
fedokthirdsd (TRWEM) OEZM) , |
VB M2 DREFEIE D & % 38 (VB MR 234
BIHRET L2 0D 5 (TRWER OEER)
(6) milin# ( [&ln&~DOfh | OHESH)
(1) A% (NREA~ORE ] OEZHR)

(5)

LREARNER ] OHEZH) ]

4) HEERMERE (LUMEKBAME, AR, i
B, MR SE) ORBE T OB EZ AT
L BE DERPELT2B8ThBH 5, ]

5) [VEMENTR OREERED & 2 3 [ MEN 2 A3 H
XIFHESTDHZENnD D, 1 ( TERREIEMN ©
HZ M)

6) ming ( [mliE ~0&kb ) OHSM)

BB EANEE

(1) AFNL, MR S % i35 TNFo (JEEEEE
IR Fo) DAEPREM:Z M9 5 0T, FEYLRE Ik}
T HIE LR REIC AL RIS TAREMER H D, &
DI=OARFN DGR LTI, +ORBIE%21T0),
JEYEDORBLOCHEICEE T 2 L, £, &5
W B 7o JRYE & 8B L7235 A, oz
Bl g 21T, BYMENR L hr— /L TX 5 X
IR B ETIEHREGEFIET S Z &, oLyl
H DR ZOBLERETHZ L, £z, BFIC
KL TH, B, BEEENDLDLNLTGAITIE,
L EIREICHET A2 L o8I HZ L,
AH| & & Teft TNF BH| O R AR C, LY 2o
HER A5 D MRS O FE BB EE S e B IC L L, &
Mol L OHRENRDH D, £, BEFHIY v~FD X
D IR BPESIENER R D & 2 B I A & =
R G LI, YYESCEMNEY VR EED Y
AT NE@ED T EPREINTND, £, HL TNF
BFN 2 U7/ NEOEFRAICB W T S,
U U NEEOEMEEG SRS STV D, KElE
O R EBILRITIAME Tl 7oy, EVEEE S OB

HEERIAWEER

1) ARFNL, HMIErESE KOG % FHET % TNFa (JEEEEE
KFo) OEFIEMZIEIT 20T, BIYEICKT 2
5 EERRIC AL RIETHRERD D, TDD
AFNOBHIZE LT, +o7eBlsz21Tv, BYE
DFELRWEIR BT D L

F iz, MMOAEWRE L DU R 2 OB EE &k
THI L,

BEITIE, BEYED Y 27 ICHoWTTEFRA#REE L,
JRYEA~DOEEf W T D X DT L, 72, A
FIZx L, RE, BEREND L DbNT-HEAITIX
BN EREICHR T L H5mETr2 L, &5
(2, BEREIENTRIT LT D MU B UL IERT L 7=
BEN, BELEFMRBEZREILEEAITE,
1T, (REEME BRI 2 it 5 2 &y

AF %G TeHl TNF ®AIC, B o8, AImE o
FBIPRHE I TWD, A% G TeHl TNF A O
BRIV T, HUTNF RER G REO BN U oS
DOFRBEFEIT, 2> be— A BCHE L TEo T,
F72, BEHEV v~TFO LX) REEREREBROS D
BB REIRA 2 BRI G L 5E, RYESR

2)
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Table 2. RERZR—ER (FFY s, Y he)

— fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

WITERT 52 & ( THRRGE ) oHEZH) . K B Y VNSO ) R NEE DL ENRESNT
BB Gt » TETORE (FRC, SEamHAl W5, X5HIZ, PUTNF 8AIZEH U2/ NEE R
O EHIMBEGRER D & 5 HBE XX PUVA L% ANZBWTY, EBHEY o ESOEMEESSHE S
TR & HRHERE) 1T\ T, FERANE nTns,
FGmoaELz R L, H5hLEREKET D AFNE ORERIRIZIARE TIXanay, BRSO
Z &, FHBUITERT D2 & ( THREE) oEBH) |
(3) FEREDOBREYE CIUER OB R E(L DB Z |3) AABEH TGS » THERICE T 5+ 72 2 & O
NRH BT, RENIOBG ST > TREZIZBE T WLy N URBREICINZ, A X —T =yl
514y R R M O EB X S iz, A v % — BT v 7 U U ROSRAE ATV, B CT R
7 = a -yl XY v ) RS R T & THEEITHOZLICLD, MBEEREORELHRT 5
TV, B EME CTRESEZITH) 2 LI2X Y, #ik Z &, REBEOBERE AR T 55 LK ORI D3 5
YD E AR5 2 &, OB A AT PIHLEITIE, MEEOBHERERN B 5 EATIFHR
LA R OREIBE N b N D B AL, Mo THIE, FrROWTNhoBEIZE, KAl LT
PIRRBN S D EMICHKT S22, LFOWT AHN OB G- BAAaRT Y 2 Pk 2 & 5345 =
O BE L, JRANE L CARIOBAERTIZ @ Y) &

PR 2 G952 &, (1) Mofpmifg s CBRIFMER I A BT 20 e S
1) MofB AR CHRIBMER L IS B BT 2 e & Y3 o SR Y )

NoBREeaT58E (2) MO (WS ate) 204284
2) FEEOIRRE (s eal) 28308 | Q) A F—7 = n rylflilBRo>y ~ v 7 U v RIS
3) A F—7xn rylEfERRY v U U HEOMRAEICLY, BURR @ EEOND BH

JIORAFEORAIZ LY, BRSNS | (4) WiEHE & OREZMIEL 4 585

BE £, AFGTY, BEL s b UREF O
4) TR L ORIFEAE L AT 5 8H Gl 7a e 2 B HRITAT O 78 ERERE DR BT+

Friz, BEEZRRED LIS RIREDOEHIC TR L, BEICKL, WilEa5E D EIRDHEH

BOTIE, Y7 YRR TRk L 72 %] Lcht (Rt 2%, FEE) ITI3ESH,ICH

MR H LD TEET S Z &, £, AFOIHE HEICHE T L 0BT L, B, KO

M BTz > TRAAME DY A7 X7 1 v EEENHERS SN G BRI AA 2 5 E L2

b EREEICHRRT 5 Z L, AFFREGRTICY ~L & (MEEmy , THEEREL] OEZMR)

7V CBOSFHEDORENBBEDOBE BN TS, |4) AflzEEehl TNF fF 285 Sl BRJFR Y A v
B GBRIEHHERER DO DD Z LD DT A%y U7 OBE IR SE (HBs HUR R,
D, AANFE T X SRS OBY e MA | 5D HBe HUA X3 HBs HURM ) (28T, B AT
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Table 2. RERZR—ER (FFY s, Y he)

— fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)

Z EHRINAT 9 72 ERIE O RBUC 0 EE T RUANVADFEHERRBD 5N TN D, HESH
5T L, BECHL, MBEOIERPEDNDY | TIEFIOZ X, SEmSIEN 2 6 o3 208 L
A (B o0%, RERED, BEE) 1TEHP) | TWERITH D, KA > T, BRTR

CEREICERT S EOBIT L, B, | UANAREOREETRT 5 L, BRIFEY A
EIMESERE L DI S N ARARZ S L | ARk ) T ORE SRR A%
RNT L, HHEIE, IFIERERCRTR 7 A VA~ =D —0

(4) A& % & Tebt TNF A2 fe - S hviz B BT R v A T=H YT EITH Y, BRIIFR 7 A VA DHEE
JVAF v U T OBREOIBEFEYLE (HBs bz MALDOBAECIER DB EE TS 2 L, /2, B
M, 73> HBc HUA 1T HBs HUikB ) 12BN, TIRFR 7 A NV Ax ¥ U T OBRE IR B
B BIFR D A NV AOBHIEMHAL TR b, Hamy WL, BAUAFRICREY L CEM SR A& B ERTICAR
BB HE STV D, KEIBG N> T, B RTDZENEELY,

BRFR AN AEGOFG WA TR T D &, BR |5) ARAIBG L, BYYERILO U A7 ZHE TR0
HRTANVAX Y U T OERE ITBE RGeS OR DT, KU I F BRI ITDRN &,

KB E5T5550%, ERERAEM-CHFR 7 A /L |6) HUTNF FEICBWT, FRRR (ZRMEmIE,
A —H—DE=Z Y TH{TH7E, BAERFL TR gt , BEMTMERBERE) R ORISR (X7 -
7 A VA D FHEHAL O EIE R O R BUCEE T N —IEEREE) O PREE B ORBLCE LS
HZ L, kB, IhboHEDLLIE, momE NTW5, ZO7DifiERBELENZEOREREDOH 5
PHIER 2 & 23AN 2 G LB i & C BENIAK B LW L, HBEEEN DN
W5 (TRIEH] oES®) | HRBRFIZONVTIE, FEE THRZIFHICHE S22

(5) AEFEHIZBWT, £V 7 F o OHERICERT S Wrss DA 21TV, B EICERYE & A WM 3 L
JRYYIE 2 B LTz & OB LR, TRYHER T 7= ECARKEA O YA RE L, &E5%ITHIC
DY AT ZHETERNDT, £ F BT BBEEITOZ L,

TN &y NREEITIIARFE GRNC M E R |7) AFIOEGIZBWT, Hi-2A il (BiEats,
UIF U EEBLTEBLIERLEE LY, PL ds-DNA FLR) OFBLHE SN TN D, KA

(6) AFK|ZEGTeHl TNF BIEIZB VT, HieRR (£ BT PR PR DV — 7 ARSI EMERE 2 JE 7 L 723

FEMEREALAE, BIRRse, REAWTMERBERSE) KOUE Alx, BEEPIETSLZ L,
FAPRRR (57 o N —IEERESE) OBBEERABO |8) FIEE LR ER OWEFEHH Iy D 3 —1%, Wl RIR
FHRCHEALNHE SN TWD, F D= S TN (TT v AERWE) a0, TT7 v
KO OBEERED 3 5 BE ~TARAN 25 Lisn ZIRUE DB 5 D VT FTREME O B 2 A 1T T L
Z b, HEEREENEDN D BEIZOWTE, MR NX—RGZER T ENHIOTERETDHZ &,
RO EE 2 E ORAE ATV, EEICAEKR |9) A b h U — MUK XA LTS
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Table 2. RERZR—ER (FFY s, Y he)

— fisz i) % PR\ 740 L= 7 (GBIsF##Z) Y L~7 (BaF#lHEZ)
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Table 2. RERZR—ER (FFY s, Y he)
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Table 2. RERZR—ER (FFY s, Y he)
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Table 2. RERZR—ER (FFY s, Y he)
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Table 2. RERZR—ER (FFY s, Y he)
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Table 2. RERZR—ER (FFY s, Y he)
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Table 2. RERZR—ER (FFY s, Y he)
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E7 10 EUENRI o/ dLA D BFITONVTIL, ARG & LA
LRNWZ ERLEE LW, £, ~EZ B fENS g/dLAR T
B B BE UTARFIB G BIA%IC2 o/ LB AR T 2R L&
FIZOWTIE, EWALT D ETARAZRS Lan &, [TEHX
ZREWERL. TZ0thoREE] OHESR]

Oz ATFa—/L LDLa L AT a— LK OHDLa L AT 1 —/Ld
BEIMSEOIREREMREND LoD Z ENb D, AHFIHEGH
WRITEMNREREE A MRS 22 &, MR EXLE LR
BATEHEITIE, BIRILEISERIE DR G5 E O Y e ILE 4 & fE
THZ L,

10) EYHERBLO Y 27 2 HETE RO T, KEIELGHhOED -
F BRI TRV &,

A IHEEERENR H L PND Z ENBHDHDOT, T AT IF—F
i ERICERET 572 B E T5ITATO BENRO b
AlTiE, HEZREEITS Z &, 2k, MY v~ T BREICE
WTL A b b U Y— b &5 TeDMARDEE G F B ASKI B ph 4% 5 s
Ll U CHSRERE O RBLR LAARO b T D720, fF
BERBRE A L 2 3 RTBEMED B 2 FKAI & DFH - 25 A IR
BToz b, [TEKZEIER] OESH]

(12){HRT 2 AR O & B I NI 53 2881, 5P RO S
MTHDAR EHIAREMIIHREZ BT L) EEE 525
ol [Ty, ThR, e, BHmE~OEKE] OHSH]

3. #E#%A

AFNEE L L TCYP3AL K —EBCYP2CI9IZ L v (G s 5,

BHREE BHRISEET S L) [[EpEik) omsHi]

Tafy—

L7 7 F =T ORERNEY
mysBZE0nH 5,

AF L T aFy —APEHT
DWER G F 7 7 v F =
Z DAUCHSTIN, C,,, AS2THRELIN L
=

PF AR I3 AH & (L4
G AR, 1R 55 A R

FTHIENTERVEAIFE

Gl EREY, ) THRE
ARICERT 2L, (5
WBhiE] DEBR)

7 v aF =L ECYP3AL K Y
CYP2C19DFHNE M A PLE T 2
720, FZ 7y F=T oMb
HEM ERT D ATREMED B D,

CYP3A4#5E A
PLTADAAI
(L ey — LR

N7 7 ¥ F =T OMEFE R
LI LHBENRD D,
AHNE Y 77 ey R

2B DFRAIEIICYPIALE T
A5 728 | AKI DR F DN
T HAHREMER B D,

RR2%E

BREREEK - HE A&

W - RREF

CYP3A4PHEF
~vrmT7 A RRHE
e

(75 xu~AY
PR e
)

JIvTa kL ms

T = VRBUEL A
(A FT7aFy—
S R at =
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J1 v DAL
(PNFTEL, X
FXIL)

TS

VAFT

TNRFH I

HUHIVHAI
(VU rFEL, A
CFEeN, T EYF
B, RIVT 4
b, BRI ENL)

LA L AH
(F97vENL;C
HIRF2%)

T—=TT)N—=

b7 7 v F =T O Y
mysBZ0RH 5,

AHI & CYPIAPHLERITH 5 &
h=Fy— (®OAl; BN
HRAER) DFHCO A GRE
12, F 7 7 > F =T DACH

103%, Cop A3 16BN L 72 & D
ENd D, PR IEAH &
P (LA 5B A e, 1]
BehmApERS 52 LN T

TR G 3B G R 2 PR

T ) THREME i
b &, _(EyEhE o
ZH)

T D DA EILCYPIAT &
DAFONHEBLFES D720,
b7 7 v F =T O
AT D ARER D D,

R W AN PE|IC R 7 7 v F =7 DACH
LT )NV E R (84%, L ASTA% LTz,
—, T xz= A V| T 7 F =T OmsERRE
%) DMET L AF O FA 5T
V7yrEvy TH AR HHDT,

V7T F CYP3MBHEANE D 72\ L5
EHXT 4= WIRAI~ONREEE BT D =

Lo (MBI OEEH)

tAIUA K VY
(St. John’s Wort, &
VheYa—yX.ev
—b) R
4. Bl A
BAET Y 2% F
TR & CIZEWNA CHERE S 7= 55 AR FER O BRBA 1A > 53 7
H & TICARFIDN B 5 S - I243061 (A A A4 % Ete)
76561 (31.5%) IZBWCHIERD RO bz, FEREWEMAIX, 88
J6LB (2.5%) . FRGERRYSIH (2. 1%) . FHi446) (1.8%) . Hls
36%1 (1.5%) HETholo, HARNBE TIFIMI 5141 (54.3%) (T
BITER RO b, ERRIEAIL. SIREEZR 1061 (10.6%) . FEF4
Bl (4.3%) . HRIEBAB] (4.3%) HFThol,

72, KREHCENA TEE T ORMHRGRBRICB DT, AHIRN
B 5 ST B13227 51 H 136541 (42. 3%) (23 TEIEM 2GR
DTz, EAREIERIL, SUHGEZ2156] (6.7%) . HAGERYL129
B (4.0%) . HRAIZ 11261 (3.5%) . KUE 8441 (2.6%) %Th
o1z, ENTEEDOEHHEGRBRTIE, RFNHEG SR
Bil427H51 37561 (87. 8%) IZBWCEIEHSHRD bivie, F2REIE
FE. AIEERZL 18261 (42.6%) , #HIRAEIZ5161] (11.9%) . miflELsE
354 (8.2%) . mILE30ME (7.0%) ZThdh o7, (KR
VAN

AGRIRE E CICEWNA CE S -8 TR, 55 TUHERER ) VR 8
SEBICION T, AN G S RIERILIB6( (HAN65H1%
ie) 4160361 (52.2%) IZISWVCRIEMATRY bivle, EemlfE
L. BIREERTTH (6. 7%) . 7 LT F 2 R A - —E N
1751 (6.7%) . BEFRTIBI(6.1%) . @& = L AT 1 — L IfifiE 54451
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o7, KRR
(N EX7BEIER

1) RBRESE : HRIEZ 3.6%) . ik (=2 —FEvAFAMKEL
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JE (ARSLBYYEZ &Te) Ad bbb, Bz &
LT ENDDH, ARIREGZIL, BEOREEZ HSICEZEL,
HEDRRO ONIHGEITITHE G2 P L, @O E LT
z &,

2) HIEBEZEFL0.1%) LB AR S 5N EBHDHDT,
BERRD ONIHEAE TR G2 PIET D L L bic, L
VT, CTHEOMEEZFERT 57 EHaIcBlE L, e
WEAEITSH 2 &,
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3) WFRERIE A (0.4%) . ) 2REREAD (0.5%) . AESYREVE
4> (0.3%) : AFHEREA . U L oRERBA ~NE S e B U
HobDZERHDHOT, BENRD LNIEAITIE,
YIRAEZTT D 2 &,
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RS TR RERE R, PR (0. 1%RTH) A bbhb Z
EWRHDHOT, BEEATHIITV, BEFIRD LNHEIC
AR IET 572, WEURAEEZITY Z &,

5) B MR (0. 1%) [BEMHMR RS LoD T ERHDHDT,
FEEN, WK, DR R O VR SRR IS IR L, B
RRRD LNTH AL, eI L > b7 Uk, I
CTHRAE R OMILHE T A A S % Fhils L. Ao S %2 ik 5%
L Ebli=a—F AT RIMigk & OERIBNT (B-DFH
OPEE) ZEBICANEYLLEEZITY 2L, B, BE
PRI ZE DEEERED 8 5 BFE IR, EHIMICRIZZITH 2 L.
HEETHZ L,
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BLE Sk 194k 7 0.1k | BETFH
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fifige, MigeERE | EIEPEARRLIE
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JIZAF A
EE
REEU A IS g [t B
REBE
RHEE RHRAE
HERE | B SR
=
mEREE i T
B2 E =N e I BRI,
MR e 5 - if
HthRlEE
BiAEE EL, T | A%
RN RN
RN
FFREE R AR AT
EE
RERV R %9 FENE, KLBE
BT
EE
BEER B3 Rk, B
RUKE JERE, MHEZE
fRRIEE
—fg -2 BT, R R
BEER
V55
RLIREE

BERRRE (s Ly M oL 27 (KB KE
F U AR | m— LI,y | GBI, KERY
X — B | —GTPEIN o, AFEEE b
m S, s vy
F= . &
EY REA
BN, hT A
FIF—F¥E

BE. & P PR
SRUL

B A BHE

5. amE~DRS

B IC B W CEEARRYYEORBME O LA BHED S Tn
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HEET D2 &, UFHERE L OVBRERE DIR T IS X 0 AFI o 1 R E
HIRFES b TnW5, T3EpEhke] omEZBR]
6. 3E0%. ERR. RIABE~OERS
(DA SUTATR L CW D RTREME O & D s NZiFR G- Lanw 2 &,
(B EBR CIIET ARSI TR, BAABEESY v~
T RHFICAFKIE mg 1 B2[E e LTz & & O e & iz Lz
L& EHFBEICETALERITT v NEOT X TEREN
T8f% (#EFMEE 30 mg/ke/ H) KO, 8% (FEFHVER 1 10 mg/ke/
A). BARANZETEEMERIGREFICAAII0 mg 1H2[E S L
e EOMmAETIRE LI L & & BHMEICEET 228
127 v PRI X TENENSER VL 8ETH -7z, Fiz,
7 v NCRARRE, HE, IR OREA~OEBERRE SN TED
W7 > N O O R A B9 2 2o 4tk i B A A B &R
Y U~ FBFICAKS mg 1H2[EE G- L7z & X o & b
WL L &5 7% (EFMER 1 mg/ke/H) . AAANZELIEE
PERIBRBEITAHIL ng 1H2EHES LT & & o &
Lz & X405 TH -2, ]
Q) AFIB G-I e ISR Z L, [T vy P THHF~BATT
L ERHEENTNDY,]
1. INEREADEE
INVRER S 2 RIS LT Ry (fFE RBRIZ ),
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FRIE & SRR EAT ) 2 L,
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FEEIZAHEE - PTPRLEOHEFNIPTPL — F S H0 H L TIRAT %
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HEEA~FIA L, FICIERALE B 2 L THERIRR S0 EE 2 A BHE
O3S D Z ERMEIR TS, ]
10. ZDHMDEE
(HEEsiY o< F
BV v~FBEEZ AR E LEARAOEFB S To6n ARO
T EERBESBRICIB T, 100 < EH T2 ) OB R RYE D
FHRIIT T ERBETIZOTH 72D L, AKI5 mg 1H2[H]
B 5HER OO0 mg 12 E 58T T2 Eh0.85K V3.5 TH
277,
AFIODMARDGF A 5T D6 » ARMIXIL125 A ML O ZEEHK
HREEBRIZ I T, 100N+ 4R 8> 72 ) D S 72 RRYLAE D FE BRI
T RETIIL TTH DR L, AHI5 mg 1H 20 54
J 0 mg 1 A2EEEEEY TEREN3. 6L V2. 9TH T,
Fio AFI ORI G &% -8 ) v~ FREICEIT 5100
N FHTo ) OEEILFRYIEDOFBLIFIT, AAI5 mg 1 A 2[E# 5
BEM OO0 mg 1H2EHESHEY CEREN2. 3TV 9TH -7z,
EBEXRER
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oMM #5 U 7= [FEER AL R 5 TUAH BLARE A GBRIZ 8\ T ASHI
10 mg 1H2[EHER O T T 2 REIZ I T 5 L Ao YYE O S H1E
B, FRENO0.4% (476f1H241) K 0. 0% (1226]Fh0%]) T
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H AN e OB NI KG9 B3 % b 51T | AR 4 523 [ (5
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ThHhol=DiTx L, AHI5 mg 1H 200 BEK N0 mg 1 H 2E#E T,
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(2) ABNIJAKBREER 2 AT 2 Z & 0 bl R K O IR~ PR %@”;*@@ - 1»1 (1)5
& RIFT TS DY | HBIRBURTIEY o/ ERE O R S By G A RS, 298 B AN, SR A
oW L 72 LTz, i (IRN-«/ B, IFN-vy | TNF- o % a5 SH B XEIEO A 5)
DYA S I A L OMHIE) (TERT 2D ZkEIZREH IEE W) 2 BTN (o) - 12000
TANAREYRR BN Y L oNE) A BN, £, TOMIC 73 SRAOALC, / 1R AOAC,
oA ~DHE (b T AT I F—F D EFLFHGOHL Q) B YT FREICHSTIRERS”
wRE) bAbNT, EPARCEM L7 % TR RRIC OV TR E = L— 3 PRI %
()7 v NOBAFERR 40 AHE) TBVT, BIET A5+ Fhg L, AANBEGY 7~ T84 (G, 70 ke, 550, “—AT LD
v b HINIE (75 mg/ke/ A OHE) . WBENENIE (30 mg/ke/ H AL JVTF=r s YT G2 AZ80 ml/min) OFE 2 L— 5 WPKST A—
o) . BIEIIEE (75 mg/ke/ B OME) . BAEIEIE (10 mg/ke/ BEMELZEZA, RNTD 7 VT Z A (CL/F) 1318.4 L/h, B
HOME) ORBUEE O LR35, DA FE (Y/F) 1396.0 LTH o7z, FH#EEME L VA5 mg 1A2
(4) Y1 39 IR 5 BB CLL10 mg/ke/ B COBIRRGIIC, ¥ L B IFL PIEIEESS LI E & OIERRE D1 2 6L ORIDIE T #
FRRERER CIE S 27 = ) — U7 = F A GRS L7 B —% [é&%{ﬂvﬁi’?ﬁi (ZEEREN) 1 1%, ﬁ@;fﬁléﬁlﬂ%fﬁ (C ) 60.4 (17)
i e emEavs 4 5) ng/mL, kT ZHE (C,,. .) 4.39 (51) ng/mLEOEG-RIFRICET % M
W8I 1T Y L RENFRD BTt O . o . .
(5) BT U 7~ F HUH 2t & LT MM 51 T L A (PIRFEIRIGR UL (1. 262 (200 neh/nl EHEES A
N TR PRI - @) ABHABABEICH T LRERS
A B P LEe MORECH, 7 AR O 5 A FAA T O ELATEHSIHE S ML A0 10 mg % 1R 2 99 SR
R A R s Ui GO UL E OB 2 8 E RO S B E O R 57 (B
SEMRESTOSS \ —
W ARANOREE ) v~ FIZ T GEME - A&, b7y F=TL
L5 mg 1H2AMR NG Th B, SRELA A
pih LT 7R LT 7R
Bi% Bi%
[ﬁ%@j% (ng/mL) (ng/mL)
1. B 52 E 391 5.07 [0.00, 199] 46 4.78 [0.447, 21.9]
() EEHEEY #E58¥HA 388 4.78 [0.00, 133] 16 4.46 [0.00, 112]
AR NEFERIRE 6B, AR KOS ngk ZE R R O #575 Liz & [l [IME, ki)
X, N7y vFoToeHRERET, IZIFHELRAIKICEML 7, FEAL IR (0.100 ng/mL) Al A1F0.00& L7,
RN S BN 0 70 & B2 F T gefl (MM fLgEPH) 12 1305H (12~ 150[H) Th o7z,
L me 5 mg FI A A S O LA BRSSP B 2 FEL 2 % Sob B0 S L 7 (1 3 () 405 IR %
T S oo oo B2 147 VS TIGHE A 6 86 41512 5 L7 4015 11 B
(ng-h/mL) %CV 28 22 LaRBR M OV AR AABR LB IZ DWW TR B e L— 3 3 VPKAT 2 FEhi L. B
Cons Al PR fiE 7.32 41.3 ANEETRBERIEREE (BUE LA L e 2 HBF T, T VT AL
(ng/nl) eV 14 35 BPE, KFT2 kg, FEM40EE, N—ATA L DI VT F= I VT TR
tans P 0.75 0.50 23109 mL/min) DK E 2 L— 3 VPKST A—F EHEELIE 5, CL/F
® I 0.502. 00 0.50°1. 00 1226.3 L/h, V/FIZL16 LChoio, E7- AR5 ngl 010 me 1 H 2%
ty ST i 1.96 2. 49
® . L6940 2,063, 60 BB 5 LT & % DIERARIBIC I 5 & B OIIBIIE ST A — 2 [45f0]
T EBEEN ] iEZ2n i, G, 46.9 (19) }T90.8 (20) ng/nl,
- oo AUC. 211 (23) B U404 (25) ngXh/mL&HEE ST,
E —®— 1mg (A& A 64l) 2. U
§ o —a—5mg (BA 64) S E N BERER S | 2001 AT e QBRI S5 10 mg %2 BRI 1 M O
& H(IV) 5 LR 7 7 v F =T DML T XA T Y T 4 El
g L7z, AAI0 mghl O£ HREOMGIH NS A T XA T Y T 1 1274, 14%
ﬁ ] (90%CT : 70. 32%~78. 16%) T o7,
’TI\I S RENEE UEAT—%) 2
H{ S E N BEHERBR S 166112, AAI10 mgZ HLEIRE 1 £ 5 LPKIZKHS 5 B8O
[N MR Uiz, AUC, JAHRIY L7 k77 o F =7 EHRE R, HET
E TIEA6% (QOBEHEIXR : 3~10%) HEK L7=dIZHkt L, C, 134932% (90%(F
# HEHXR 0 20~42%) WD LTz,
& 0.01 + T r . . 4. 43 FFLD- 119
0 6 12 18 24 RN G%. b7 7 v F =T OEEREBICBGT D2 AT oamaEs (V)
&5t (h) 87 LEHEES N, b7y v F=TOb MR EREAEIT0.39TH o
Q) R#EHEY oo N7 7 F =T MUK MFEREIZT oM (312 ng/mLl) 1ZFWVTL.2
B A N e R 605 I ASHI %6 H [l 15mg 1 A2RIRER OZESS Lize Tholz,
x| MBS BIAA R 24RER DANIC E KRB IC B U, SRR e (HiEE 5. XS
HHEDAUC, X3 5 K E#E5H H OAUC, ,dLk) X1 15 TH - 7=, N7 7 F=T DI YT T ADIFICHT AR O T 5%, KAk
HEIE - S IRORFARHAIFITO%, B PEH2330% T 5, TIZIHMREER T ~ 7 7 AP450
— o 1HE ‘:;7(N:6) 8HH *:;B(N:@ (CYP) 3MAES LTHRBF S, CYPCIIC L » Th b iciitsns &%
(ngv/a) Taer 2 v ABND, ¥ANT U ARBRTIE, FBR PRI IEO65% EE F 7 7 v F
o pryms—— "™ a0 ST ORELEN Foiz, MBI 5% Y ORREESTERO R
(ng/mL) %V 34 32 L2bDTHY, TNEIUTRIEHED 8% TH o 72,
o LEX 0.75 0.75 in vitrolRBRIZE Y . h 77 v F =T IEAARABEHY v~ FBHIZ10 mg 1
® Ll 0.50°1.00 0.50°1.00 H2REE S L7z b X o atIEIC ST B IEATIC, (0.24 M) 12505
1 A E 3.14 3.28 . s -
() il 2.36-4. 06 2.58-3.97 DEE (10,230 pM) T b D LA RAIEFECYPAG0 (CYPIAZ, CYPZBG,
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K4

CYP2C8, CYP2C9, CYP2C19, CYP2D6&% UNCYP3A4) ODif4:% A B BLE M i%
LAV ERENRTVS,

in vitroslkBIlZ kD, b7 7 F =T IFAARABEY v~ T BEITI0 mg 1
H2RE LY Ui & & ORISR T 5 IEFEARIC,, (0.24 pM) D417f%
DPE (1C;,2100 pM) T, b b O EF 7RI HIREFRUGT (UGTIAL, UGT1A4,
UGT1A6, UGT1A9 K% TNUGT2B7) DIEMEZ A EIZAE L2V Z EAVRS T
Bo

Bt

b RO~ ANT U ARERN D | EHREDORI29% I RE R E LT, #951%43
R L LT, ZNZHRPICHEI SIS 2 LR STz, AP,
TETRE DRI R L LT, KI3w @ & LT, 2nehnitsh
Too FABIEITAI94% T > 72,

(1) PHEEREY

invitrodRIZE D . b7 7 U F =T IIPHEEAEOEE TH D Z L AUR
SNz, Eo, PHEAEICL D VIF L OMBEICHT S T v TF=
TOREER RO b (16, : 311 uM; AKABME Y v~ FHBEIC
AHN0 mg 1A2[ERELY Uiz & & 0IEFESHIC, D13001F) .,
ErE#AFA Y FS U RR—4— (h0CTIXIEh0CT2) 22
invitrokBRIZL D, N7 7 F=TIFhOCT2IC L 57 LT F = DEY
AR FHRHRIFIICIHE L, ZOREERITF =V v ERI%S T, v AF
PR bEWI ENRB SR (IC, 1 150 uM; AARABEY v~F
BEICAAIL ng 1H2EEES Uiz b & oIEREARIC,, 06257%), £z,
in vitrogtBRIZ X V. 300 uM (AARABIEY v~F BEITAKI mg 1
B2 L LTz & & OIEFEARIC, D12506%) FTORET, b7 7 v F
=71 Fh0CT LR hOCT2 D IE L 1372 B e 2 L AR Sz,

E NE#T =4 VEiERY RFF K (hOATP 1B1X[X1B3) 2%

in vitroitBRIZ L Y . hOATPIBIZ At LIZmiklckt+ 2% h 77 v F =7 D
FLEEA 2B Sz (10, : 55.3 uM; BARABE U v~ F BEICAAl
10 mg 1H2MEHEEY Uiz & & oC, 12810 2 MigEhIEkEaH N7 7 v F =
T IEE DL O 23065 K O OHEE b 7 7 > F =7 I mil D83
f#), hOATPIB3Z At L7-fibiE, 7 7 v F =7 E100 uMTHESH
Ieot-, Fio. dn vitrogBRIZE D 900 uM (HARABE Y v~F &
FITAFHI0 mg 1H2EHEED L & X OIEFERTC, D3T50(F) FTOH
BT, b7 7 F=71Fh0ATPIBI X ChOATPIB3 DL L id A b2 &
PR Sz,

@) o R4y FHEEE FTHE~DRYAHY

@

=

w
=

Yo FA v TR e PATHIOZ AV 72 in vitroatt (1 pMET20 uM:
AANBIRE Y 7~ F BFICAH0 mgl A 204550 L7 & & OJE AR
ConP4 1THTUS.345) ICL D, b7 7 ¥ F =T ORFRY IABIZINT,
WY AT b T o AR = =P EE R 1 5 wTREMEIE & & AVRIR
shiz,

7. MEMER GHEAT—2)

(1) Ak bLFH—Y
AFE AN MLFY— b (16~25 mg WIEHEL) OPFHEGICLD b7
7 ¥ F =T OAUCOHENMIL3% (YOMFHEIXH] - —1~T%) | C,, OHIINIL3% (90%
fRHEXE - -6~12%) TH V. h7 7 v F =7 OFEYTTEITSTT 58IT
RO LNRPoT,
Fio, BHEA N PLFF—FOHHKSICEYD, AR FLXF—FD
AUCHI10% (90%ZHARKIH] : —4~23%) A L. C,, A313% (90%(FHEX [ : -0. 1
~24%) WA L=,
2) Fhkary—L®
CYPBMOEETH L7 baty = EOfFAEGICLY, b7 7o F=
7 DOAUCKOC,, 1 F. AH IS 15 & bt LT, Zh24103% (90%5 31X
[ 0 91~116%) K UM6% (90%fFHEIKH : 5~29%) HhnL 7=,
DHESH)
@) Zrary—iL®
CYP3A4 R UXCYP2CI9DLEHEH TH 5 7L a )Y —L L OS2 LY,
b7 7 v F =T DAICKUVC,, T, AR HEME G L g LT, £nZth
79% (Q0%ISHEAX ] : 64~96%) S O2T% (I0%EHEKIH = 12~44%) #EMML
7eo _(MHEAEH) DEZH)
@ 298) ARRUYYBRKRY 2

CYPSMODPAEHRCTH L L 71U AA (Tac) EOPFAEKGIZE D AFIH

P GRE & Ll LT, AR BLRIEG L7z & & OAUCIE21% (90%(E X

_(HRAAEA |

i6i

1 13~30%) #M L. C,t139% (Q0%FHEIXM : 1~17%) (K F L 7=, CYP3A4
DOIEETHH 7 r AR v (Csh) L OPHAEGIC L0 | AFI M
Gy s LT, ARA A HEIEE G LTz & & OAUCIET3% (90%(EHE XM : 62
~85%) HIM L. C,t¥17% (90%{SHXH : 3~29%) (KT L7z
JyIr7oEY LY
CYPSMOFEERTHH ) 77 B LR GIZLY, b7 7o F
=T OACKTC,, 1F, AFIEME G & s LT, 2R 2h84% (90%15
HEKIH - 82~86%) K UT4% (90%(EHEXH] : 69~77%) KT L7z, (HHA
EH) DHEBR)

SHEYS LY

Al (30 mg 1H2MAHREED) LIV TLOHAKEICLEIFY T A
DAUCOHEHNFA% (0%(EEXE : —4~13%), C,, DHEANL2% (90%(E4H X
fl:-4~9%) THYH., IXY T LDC, XIFAUCIZHEILRD e s o
7

RO g

B LAERRE IRV T AAL (30 mg 1A2EIEEY) OO G2 X
D, ROBETIE (LR VA RUVALRORZF =)V A R T VA —)L)
DOIEMBNREIC BTG b o Tz, RAIE OPFHEEDO LR V7 A
LV DAUCIE L% (Q0%(EHEXR : -5~T7%) AL, C, (1X12% (90%FHEX
i 0 5~20%) M L7z, AH & OPFHEOZF =LA NT F—/1LD
AUCKET% (90%IZHEIXH] : —1~15%) MM L. C,J310% (90%FHAXH : 2~
18%) Wb L7z,

A RaRJLE VP

AF (30mg LH2[EHEET) LoCTOMANNEE CTdHH A haL I v (500
mgHi[EIE ) OPFHEGIZ LD A hARL IV DAUCOAE2% (90%(54H
XA - =3~3%) . C,, DB IETh (QOEHHIXH : ~13~-1%), B2 VT F

 ADEENNIF0. 2% (JOMEMIXH : -3~4%) TH Y, A baA/L I L DAUC,
C X FB 7 V7 5 AZBIBY b RN o7,

8. BHMEBEERE UlEAT—x) ©

WRPE . PR HE OB E B A6, A I E R 6 S AF]
10 mgZ HLEIFR A5 Uiz & & | 25RE CC,, O FHMITHEEL L Tz,
TREREIE R HRBRE & LeN, WREE, PR N OVELFE O R B RERE T R E (T
1 B AUC,_, DEHMED LI, ZHEH137% (90%(Z X[ : 97~195%) . 143%

(Q0%EHEIX R = 101~202%) o T223% (I0%EHEXH : 1567~316%) T -
72o t,DOFAMEIL, BHREIE R BIRE (T80T B 2. AR D> & T E O B RERT
EYERE I 5 3. 8k TIER L 7=,

EH [:3:4 AR EE
(N=6) (N=6) (N=6) (N=6)
AUC, -, 260 357 370 579
(ng h/mL) (71.5) (109) (154) (214)
Cou 91.2 84.9 95.0 107
(ng/mL) (25.3) (23.2) (47.5) (28.6)
[, 0.8 1.0 0.8 0.8
(h) (0.5-1.5) (0.5-1.5) (0.5-2.0) (0.5-1.5)
1y 2.37 2.83 2.88 3.77
(h) (0. 36) (0. 86) (0. 65) (0. 48)

AUCo o JZ UC,, ATV (BEYEGRE) |t : TPRAE BRI .t @ BOOIF

TEAIE (R E)
M HT % 521 T B R 126 ARAN10 mg % HEEFR O £ 5
L B2 VT J 0 A/ g TR SN 5 B O FEE (5
#eEfF7E) 130.73 (0.15) Thotz, L LAanb, b7 7 v F=T7 138
IIVTTUABKENT 0D, MKENTIZ & D BREORYEI 642 &
[ENEYINAAN

(A - A B#Ed 260 Eorg), MEEES ), EnE -~ s )
DS R)

9. FFEEEEEE WEAT—42) ¥

AR FEE R OV P 5 BE D TP RE Bt o FE A 45 6451 TP B A LE 8 SR 6151 | 2 A5010 mg
EHEROREY Uik & BEFREREOC,, O 8T HHIL R E
WREL Y H0.6BE< | AUC,  DEATEIIEIL3. 20 x> Tz, BT E
FEDC,, DT ITATHERE L H RE LV H49%E < | AUC, D S 1%
65%E 222 72, DB OV TIL, HFHEREIE R RED 4. 1R[] & P
JFREEREDS. AR E TR LTz,

EH R AR
(N=6) (N=6) (N=6)
AUC, ., 355 366 584
(ng' h/mL) (82.6) (55.9) (280)
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(o 60. 5 60. 1 89.9

(ng/mL) (14. 2) (17.0) (30. 6)
o 3.0 2.5 0.8
(h) (1.0-6.0) (0.5-4.0) (0.5-2.0)
tys 4.09 4.37 5.41
(h) (0.94) (0.41) (1.08)

AUC, KU, BTN (BEGRE) | t,,, : TR (RGIED .

o ¢ SEAPEAOME (BTG

(HiE - HECBET DM o), MEdEkb ), EEnE~0&kS |
DEBM)

H: AFIOREY U~ T DARAE - FHRlt, F 77> F=7 L L5 ng 1H2MERE
A5 TH 5,

[ERRRE]

BAET Y IR F

1. BN ERRER

ENSCENE S a7z 5 TARRBR L O MR OB EZ R L, b o
BRIZ 1T HACR20%U #3 (ACR20) . ACR50%I%# =2 (ACR50) K ONACR70%EL
#FR (ACRT0) ZRIRT, ENATERINTZDTHORBRIZENTDH
AF5 mg 1AM GHIET 7 BARE & i LT, iR - BiEOYEDR
DIERETd HACR20IZ DWW THEHFII R G B RBD b iz (p<0.05)
ERE IH-EEREREBR (A~ FL3Y— MERA. A39210395E) ©
A N b LY — b THRA+ 7 AARNEEMERIET Y ¥~ T BE 136061 %
KRIZ, 3 AMIOT 7 & At HREE(EZ (L — H S M TREM Lol (R
A1, 3. 5. 10 mg 1A2EEL™ L7 IR A~ hrdh— L f
FAT) Z3Eh Ls, EEFHIR IG5 %3y AR Th o7,

ERNE IH_ETRIEFAR (BHHF. A392104058) ©

LAILL EODMARD TN R AR A543 72 B AR NIG BB U w7 ~ F E 317451 % %t
G2, 3% AMO T T &R R AL SR TRER HfatBh (AHI1,
3, 5, 10, 15 mg 1A2EHE Y & LIX7FT®AR) 2FEM L, LG
FERUIEE#%3 0 ARFCH -T2,

NEE IH_EEREERER (BH. A39210355KE) 2

1AILL_E ODMARD THEY A A-43 22 A E IS BRI S U 7 ~ 5 (8.8 38451 % %f
GUZ, 61 ABOT 7 & AR FRIEVE 2 b — H B HOIATHER] el (4411,
3, 5, 10, 15mg 1A2MEIEEY 74U LA~ 740 ngl@ll# 56 L3735
®AR) ZFEM LT, RIS %3y AR TH o7,
NEFENHA-EETHRLEERR (A~ FLEFS— FGEE. A392103258) ©
TNFRRLE A CRVRA 53 22 A E IR B BEEN U 7~ T 839961 & kf 1
64 HM D7 7 & R xt BB E AL ZE S R THER SLiash (AR415, 10 mg
TH2EEES L7 TR 1 A b MLxH— AT 2% LE,
TR AT 5 %30 HRFCd o7z,
NEFEMBA_EEMRLERR (BH, A39210455E) ¥

1AILA_E ODMARD THEY A A-43 22 A E IS EHPERIE U 7~ F (8861041 % %f
GUZ, 61 ABO T 7 & A FRIEVE 2 b — B0 THER] el (4415,
10 mg 1H2EHEEE™ & LIZF T8AR) 2FEM L, EEFER SIS
#%3n HRCh o7z,

NEEMA-ESHREEER (OMARDSHA. A392104655) ©

LAILL E ODMARD CHY R AR A-43 72 SME NG BB U w7 ~ T 5 792451 % Xt
BIT, 120 HWO T 7 Rt BIEE 2L — BRI TRER He s (A4
5. 10 mg 1H2[EHFHE® & L< 127 F &R : DMARDHFH F) %M L=, =
FERAGRE AT 5 %60 HRFCd o7z,
NEFETHA-ESHREERBR (4 b bLXY— MR, A39210645KE88) ©
A bR ¥t — M ORI E ATEBIERE ) O~ TR T A
KU, 125 AR O T 7 2 A3t IRIEEA L HE R TR GER (R
A5, 10 mg 1 A2EFEE™ | 74 U A~ 740 mgfiili b L3774
AR BUX—MEHT) %05 L7, EEEMRE I 546 5 AT

Z

S
)

w
=

=
&

3
=

>
&

a

=

Hote,
B 5B ACR20 ACR50 ACR70
A3921039388k (A b b L34 — RO, 30 KR
TR 14.3 (4/28) 14.3 (4/28) 3.6 (1/28)
1 mg BID 64.3 (18/28) 32.1 (9/28) 7.1 (2/28)
3 mg BID 77.8 (21/27) 44.4 (12/27) 14.8 (4/27)
5 mg BID 96.3 (26/27) 81.5 (22/27) 33.3 (9/27)
10 mg BID 80.8 (21/26) 57.7 (15/26) 34.6 (9/26)
A3921040588k (HAI, 35 A k)
7 TR 15.4 (8/52) 7.7 (4/52) 1.9 (1/52)

B HRE ACR20 ACR50 ACR70
1 mg BID 37.7 (20/53) 13.2 (7/53) 7.5 (4/53)
3 mg BID 67.9 (36/53) 26.4 (14/53) 13.2 (7/53)
5 mg BID 73.1 (38/52) 46.2 (24/52) 26.9 (14/52)
10 mg BID 84.9 (45/53) 69.8 (37/53) 49.1 (26/53)
15 mg BID 90.7 (49/54) 72.2 (39/54) 51.9 (28/54)
A3921035508k (HAl, 35 A k)
PAAT 23.7 (14/59) 10.2 (6/59) 3.4 (2/59)
1 mg BID 31.5 (17/54) 11.1 (6/54) 5.6 (3/54)
3 mg BID 45.1 (23/51) 25.5 (13/51) 11.8 (6/51)
5 mg BID 61.2 (30/49) 38.8 (19/49) 14.3 (7/49)
10 mg BID 72.1 (44/61) 45.9 (28/61) 24.6 (15/61)
15 mg BID 71.9 (41/57) 50.9 (29/57) 26.3 (15/57)
THY KT 39.6 (21/53) 20.8 (11/53) 3.8 (2/53)
A392103238k (A b b L34 — RO, 3 KR
TR 24.4 (32/131) 8.4 (11/131) 1.5 (2/131)
5 mg BID 41.7 (55/132) 26.5 (35/132) 13.6 (18/132)
10 mg BID 48.1 (64/133) 27.8 (37/133) 10.5 (14/133)
A3921045:88k (HAl, 3 H i)
TR 26.7 (32/120) 12.5 (15/120) 5.8 (7/120)
5 mg BID 59.8 (144/241)  31.1 (75/241) 15.4 (37/241)
10 mg BID 65.7 (159/242)  36.8 (89/242) 20.2 (49/242)
A39210465805% (DMARDOFH. 6 FIE)
7R 31.2 (49/157) 12.7 (20/157) 3.2 (5/157)
5 mg BID 52.7 (164/311)  33.8 (105/311)  13.2 (41/311)
10 mg BID 58.3 (180/309)  36.6 (113/309)  16.2 (50/309)
A3921064388 (A b b ¥4 — MFH, 64 AR
7R 28.3 (30/106) 12.3 (13/106) 1.9 (2/106)
5 mg BID 51.5 (101/196)  36.7 (72/196) 19.9 (39/196)
10 mg BID 52.6 (103/196)  34.7 (68/196) 21.9 (43/196)
THY KT 47.2 (94/199) 27.6 (55/199) 9.0 (18/199)

% (fF%/APAT 545050 . BID @ 1 A 2[5, ¥ : 40 melE# S
ERLREHERD

AN b LFY— N TR RIEEMEREE ) U~ FRE (RERTITHI
O HRAARNISHIZEL) &R, 2REMOT T L ARRERES(L_EE
MRAATRER ek BR (AFI5, 10 mg 1A2EHERGY & LIZF TR £
b U= FET) 2% L7z, REKOAARAEROAEHAS mg 1H
2 HRER T T RBC T B4 516 1 F FEDACR20, ACR50, ACR70
K OFREDOXHEA 27 (van der Hei jde Modified Total Sharp Score ; mTSS)
DR—=AF A NGO ELRE RITRT, RBREENOAAS ng 1
A2[E# GHE T T B ARREE R LT SR - BlE0SLENROBETH
BHACR20IZDWTHEGH PR A B DR HAL (p<0.0001) . BIHifkEE =
B 12N DIEHE T do HmTSSDR— R T A s b OSELZ VRISV TIE
A FRAEETRD bk s ol (p=0.0792),

5 mg BID 7T R 5 mg BID VAN
(&1K) (1) (BAN) (BAN)
ACR20™" 51.5 (159/309)"™  25.3 (39/154) 59.6 (28/47) 20.8 (5/24)
ACR50™" 32.4 (100/309) 8.4 (13/154)  46.8 (22/47) 8.3 (2/24)
ACR70™" 14.6 (45/309) 1.3 (2/154)  23.4 (11/47) 0 (0/24)
nTSS?D 2774 13943 44451 22451
AR 0.12 0.47 -0. 05 1.45

BID : 1 H 2[5 FHARE AL H 56 1 A iF

TEL < % (B 3l S 150

12 1 p<0. 0001, IEHEEUCIES < Fik

3 il N—R T A AEEBIIES L LT T v
4 : p=0. 0792

3. BRRSERICE T HBMEGREREAE

[E AT 3R S 7z e R VAR o0 Pl e BRE 3R IZ J U VT, ARl 4 303041

(2098 A\ + 4E) | 7T BARE681H] (203N « 4) ITHEEH LR, 79
REECILENMIES GEREERREAIR) ORBULLD o T72h, AFIRE
TIRIBBNC B LT, BB R S - 0 OEMEEE GERONERREHEZER<)
DFEBRIL, AHAl5mg 1A 2[EH 5% 5% F 7-RABF T0. 55/100 A + £ (95%
{EHEX M ¢ 0.23~1.33, FEHR 1 0.4%<5/1216%1>) . A#Kl10mg 1 H2[E
Be5 %5213 7-RAHE T0. 88/100 A+ 4E (95%(EHEIX R : 0. 44~1. 76, %
HIFE 0. 7%<8/121441>) TH Y, 10mg 1 A2EIFEGHETEI o7,

E WA CEME SN - BB OBERRBRIC I T, 656 DFEMEE GERElE
R ZBR<) DARAEGEECRE L, FBIORBRILIRD LBV T
otz

Flo, AFNOEEE2Z T -RABEIZHBW T, U U SEORBARE ShT
W5, SMETCHEM SN BBEBE 2 xR L LzBERHRBIC BT, 5
DOHRFEMHFFOH T T, 7 a2RY v &L LR Y V@0 REE
130% (0/11161) T 2D DITK LT, ARAlE#EE LIHETEBY A /L A B



k7 7 o F = TR RIS
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DY UNEOFBLEIT2. 3% (5/2181, FEHRTF U LojEAG, FTF
U LR CTh oo,

#£3 62RO TEAER (INFPHEA M O A MR, P RFEVHEBIC X DHi

G G5 6140 % (B%0) FHFE (/100N - 4) TIeRLEDE
[95% 5 HH X ] (95% {SHEX )

Ak (479141) 1.4% (65) 0.94 [0.74, 1.20] 75%A | 5 mg BID | 10 mg BID | 5 mg BID | 10 mg BID

Bsi~64 A (47914) 0.4% (17) 0.79 [0.49, 1.26] N=198 N=198 N=197

61 H~12% H (4012f) 0.3% (13) 0.72 [0.42, 1.24] (TNF SFL 55 79 48 50 5] 10/89 20/83 34/93 12.9% 25. 3%

12 A~18% A (31264) 0.4% (13) 1.06 [0.61, 1.82] (11.2%) (24. 1%) (36.6% |(1.6, 24.2)|(13.5, 37.1)

TN ST Lo oo s A | 20 | s | s | sen | s

305 365 1 (672) 0.7% ) 160 [0.67. 3.54] _ 4L o (41. 7%) (44.2%) |(20.0, 41.5)[(22.0, 44.4)

- - - —— N AR B, % (BIEC/EHEREIE) . BID - LA 2MES
361 A~ (567%1) 0.4% (2) 0.67 [0.17, 2.67]

E AKIOBE Y v~ FICBT 2&KBMAE- AT, F 77 F=7L L 5mg
LR2ERE ARG TH D,

e A PN P

1. EELERRE (BREEAGER - A39210945885°)

A (AT uA B, THFATY v (AZA) XiF6- AN AT LT Y v (6-MP) |
BB VIFINFILEAD) D722 < & H1oDIEERITH L THER 4 UTIEMER
B P EED b BIEOIEEHNCH 5 B A AR OSEAEBIERIGREEY (&
598651, 5 b AA NGB ZETe) ZxtGd U CHEM Sz thgkizic s
TEIMETE H Tdh 28O M AiRR 1T, RERASIE TAAFILEI10 mg, 1205
HR T ARG L CHFREICEN o, F2, BANMIBWTHAK
LABROMEA A A DT (1) o

£l SHIFOTEMER (PRIEPHEEIC L DK

10 mg BID 7R TIRREDE
N n () N n 7 (95% {5 HEIXH]) pfi*
AR
_ Ak 476 88 (18.5) 122 10 (8.2) 10.3 (4.3, 16.3) 0.0070
HAA 49 11 (22.49 13 1 (1.7 14.8 (-3.9, 33.4) NA

N BPAliR GBI, n : B, % (BIMC/EHREIED | BID : LA2MIEG, NA : @47 L
a. INFBLER ORHERREDO M, ~—R T A VIO AT oA FEAOAME, Hkic LS & F
Mk S #fzCochran-Mantel-Haenszel (CMH) y*fi
HifiE : Mayo A 2 7 A28 L FC, A OY 7 23T 3T, ERB I 7 A 2 7 53080
B LERT D,
AHILELE mg, 1 H 2B G HEO 1661 (HEAN3BIZETe) (FHNEORYT B ERS L7,

2. ERAERE (EMRHIERE - A3921096588)

B ASKER (A392109430Bk XITA39210953ER) OV 1 B A 5E T L,
BRIR SR (=2 F A U HIC e~ Mayo 2 1 7 D 3L B30, EDIK T3 b
D, MayoR 27 OEMHIY 7 X 27 O1H0 EOK T XidMayo 2 = 7 O E
HILY 7 2 2 7 OEHEA 0T LR & EFE L) AR bz BARAK UYL
ENEEMERB R EE (SAE, AFLES mg, 1H2EIHEFE19841, 1[E]10 mg,
1A2[E#FGR976], 7T AE G188 TH Y . 5 H AARAIL AAIES mg,
1 H 2[5 RE1645], 1E110 mg, 1H2EHEG-EE12(], 77 A GRELE 2 5 Tr)
Zxtg l UCEM S hiz biakBIc W) < EEEHIE H T d 5520 I o B fig
EiE, BEOFHRICEBWT, AHES mg, 1H2[EFEHE, 15110 mg, 1H2[H]

BifiE : MayoR 27 32N FC, fBA DY T A3 T 3 LELAT,
B LERT 5.

EEH LY 7 2 = 7 23050

3. BRRRRBRICE T2 EHESHIRERE

[EI NS T F it S a7z bl akER 4R OVR B 5B d5 1 5 2 i Tl

Y Lo 2 S e B GERAIEA SR AR HARESh, WTth
HPD (Predominant Dose : FE M) 1[E10 mg, 1 H2EHRGHY 12O LN
7o (GR4)  FERANEREHE L1061 Shv, 9BIIEPD 1[FI10 mg, 1 H2[EEES
BECdH o7z, PD 116110 mg, 1A 2GR I 5 I BN A O 5 B s 1
PD 1[015 mg, 1 H2[EHEEGEE L0 &@ho 7, [FEEIC, PInd™  (Post-Induction
dose : BffE A ) 105110 mg, 1H 20BN 5-FEIC 35 1F D IEHL (IR IE D 3%
BIFEIIPInd 1[F15 mg, 1A2MEEGREL D E ol (R4 ., FEBAONEREL T O
FEBLR I E G OE SITHB] LTINS 2B b e o2,

£4 EHEGOFEHE

BGOSR | B N OA) | MR | n (0 |FEBE (J100A - 4F)
(A - ) (951 HE X i)
TEPEI ESE i 1123 |1410.5 7 (0.6) {0.50 (0.20, 1.02)
GEREAMEEE |PD |5 mg BID |[172 289.9 0 0.00 (0.00, 1.27)
HEABRL) 10 mg BID [951 1120. 6 7 (0.7) 0.62 (0.25, 1.29)
PInd |5 mg BID |216 258.8 0 0.00 (0.00, 1.43)
10 mg BID [768 966. 5 5 (0.7) |0.52 (0.17, 1.21)
i N L ESLE g 1123 1412. 2 1 (0.1) [0.07 (0.00, 0.39)
PD 5 mg BID |172 289.9 0 0.00 (0.00, 1.27)
10 mg BID [951 1122.4 1 (0.1) [0.09 (0.00, 0.50)
PInd |5 mg BID |216 258.8 0 0.00 (0.00, 1.43)
10 mg BID [768 968. 1 0 0.00 (0.00, 0.38)
VY Lo | S R 1123 |1412.2 1 (0.1) |0.07 (0.00, 0.39)
QY > HiTE |PD 5 mg BID |[172 289.9 0 0.00 (0.00, 1.27)
B 10 mg BID [951 1122. 4 1 (0.1 [0.09 (0.00, 0.50)
PInd |5 mg BID |216 258.8 0 0.00 (0.00, 1.43)
10 mg BID [768 968. 1 1 (0.1 [0.10 (0.00, 0.58)
RGN | S R 1123 1402. 8 10 (0.9) 0. 71 (0.34, 1.31)
PD 5 mg BID |172 289.8 1 (0.6) |0.35 (0.01, 1.92)
10 mg BID [951 1113.0 9 (0.9) |0.81 (0.37, 1.54)
PInd |5 mg BID |216 258. 7 1 (0.5) [0.39 (0.01, 2. 15)
10 mg BID |768 958.9 8 (1.0) |0.83 (0.36, 1.64)

=

 FPARe B 0 FEBUBIHL, Yo GEBLGIEL/ Rl G2 04%) (BID: L H 2l 5-, PD: Predominat
Dose (FZEMHL) . PInd:Post-Induction dose (ELf#E A% i)

BGREL BICT T B ARBGREL B L T, BETRICHEICE o7, Ei2, H
AT H 2R L FEROEM A DTz (K2)

#2 Sl MR (PRFZHEEIC L L)
NLD

Beh Rt /N (%) /’7t 7 (95% {EMIXE)  pfiE®
XN Z7AR  22/198 (11.1) NA NA

5mg BID  68/198 (34.3) 23.2 (15.3, 31.2) <0.0001

10 mg BID  80/197 (40.6) 29.5 (21.4, 37.6) <0.0001
HAAN 77K /11 9.1 NA NA

5mg BID  5/16 (31.3) 22.2 (-6.2, 50.5) NA

10 mg BID  8/12 (66.7) 57.6 (26.0, 89.2) NA

Y% (3 REESB14) . BID - 1H2MEHS NA : 3% 728 L, FAS : S KORAT xR
a. FRHE NRBR CORGREKR O — R T A RO REfRERRIUC HES & RN S h iz
CMHy 2 &
Bif# . MayoA 2 7 2L FC Al A DY T AT P T,
BELEERT S,

EEH LY 7 2 = 7 23050

EARHERFBR (A3921096388R) 00523 IE 0D B AR 212 >\ T TNFRASE #1850 5]
DS OPEERE T I T AHIE]S5 mg, 1 H2[E#5-5E% ONE110 mg, 1 H2[E#%
HHECHEEChHole, —F5, TNFRLEAIESFIC BT, AHFIEIT0mg, 1H2
B RO IEHN RIF1ES mg, 1 H2[E#E GREIC N mh o7z (363)

L1 H G 8315 mglh b

2 1A PG 815 mg Al

13« 83 [ o0 B I AH S5 fif 38 N GRER CAKI O 5% 52 T L, SafifiERiai T E
W358 TAAIS mg, 1 H2MXIX10 mg, 1H2[ME DG kit L TZ )
s, b L UIEMEARR T 7 RO G2 Z % B
Frakli U B 558k CAA| O£ 5 28 [F LA B2 T - 4aE, b
DR % T fif 385 NFES DI O ARFI O EIZHE-S | Plnd 15110 mg,
120 58 X13PInd 1[H15 mg, 1 B2 GRECHMEL 7=,

€3/ E-$3)|
TER#E
77 F=TUE, JAKZ 7 IV — O RHEETHY, B hOF S —
EHOF THWVEBBIMEZ R, Ty F=TE, XS —ET vEAT
JAKL, JAK2, JAK3ZPHFE L, TyK2H\EIZIHEHE T 5, Ml Tldes o
JAKBIE LTV 7 T IURENTHOI S 25, 1\77 TF =T IFJAKI T
JAKNZE AT 2 ~T v @K HERIC L DV 7T s fa}%ﬁﬁ IRHE L.
T OMREREHRIEIZJARICE G T AT BERZAERICL DV 7P vis
FEICRTT ZBE LY HEW, JAKLEOJAKSOFLFIZ X 0 | 1L-2, 1L-4, IL-7,
IL-9, IL-15 X OIL-21 % E AR OLED y HERTHY A M A %
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L. %8 - R (R) RTGEORERL
L1. 288 - R (R)

HAENE D> b BE OTEGIE R 2 O TAREA K OHERHRTE BEFRIR COIRAN 2705512
R%)

1.2. 3088 - R () ORERAL
HHEE 72 X EE OTR BN & DI RIS (UC) ISk 5B oV §E 5 mg DOZHE -
PHEBIOME - HE (B) 13, BEO UCIERICH LIERRTY, I BFENR
DAL WHEERE Xt S & U COEhE L7255 3 FHBLARE AGER (A3921094 35 T A3921095)
B L OE 3 MEMAERTRER (A3921096) OFERZ FONIFRE LT, 723, FARE AR
(A3921094) I X OVEfEMERRBER (A3921096) (2B C, AARNEMN & RBRERDOEM
DEIEDOFERIC BN DY, BT e 7 7 A VITHER CRETH Y, »OHARAN
HEHCTHEREZEN EDO L T F AR LN -T2 Ens, BBREEROMREZ B ANE
MICHERT 2 Z SIZARETH D EE X272 (CTD2.7.6245 HB L1V 2.7.6445H) , HEfiE
HOAGER (A3921094 35 X TN A3921095) 3 K OVEARAERFABR (A3921096) DfEFR LV, b
77 v F =TT T BRI L CREICE B AR A H R X OV AR MR R A R
L7 (Table1, Table2) Z &5, RIROBHHE - 2R () ZHE LT,

Table 1.  EMRMARER (A3921094 3B LT A3921095) ITBIT 2 EMEFEAMEE OB
% (Week 8, FAS,NRI, HRFBEEEEIC L DHR)

rZrvF=T 7R 7R EDE
10 mg BID n/N n/N (%) #Z (95%CD * pfE®
(%)

R
A3921094 88/476 (18.5) 10/122 (8.2) 103 (4.3,16.3)  0.0070
A3921095 71/429 (16.6) 4/112 (3.6) 13.0(8.1,17.9)  0.0005
FEA R
A3921094 149/476 (31.3) 19/122(15.6)  15.7(8.1,23.4)  0.0005
A3921095 122/429 (28.4) 13/112(11.6)  16.8(9.5,24.1)  0.0002
PR B s
A3921094 285/476 (59.9) 40/122 (32.8)  27.1(17.7,36.5)  <0.0001
A3921095 236/429 (55.0) 32/112(28.6)  26.4(16.8,36.0) <0.0001

CTD 5.3.5.1 T8 A3921094-report-body Table 14.2.2.1, Table 14.2.3.1, Table 14.2.4.1, CTD 5.3.5.1 I8
A3921095-report-body Table 14.2.2.1, Table 14.2.3.1, Table 14.2.4.1

BID: 1 H 2 [E# 5, CI: 12X, CMH : Cochran-Mantel Haenszel, FAS : fx K DfEMNT I %4EM, N :
FEAT R REER OFIEL, n: FHEIZEE L7613, NRI : non-responder imputation, TNF : JEZFHEFER T
a. 95% CLIT IR DI 5 IEFLELEITE S <,

b. pfElE, PUTINF HIZ L AANEEBEOFE, N—2X 74 VRFOAT oA NMEAOH R L OHIERIC
HESxE Bl CMHY BEICESL,
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Table2.  BEfRMEFERBR (A3921096) (T A ASMETEEE OEXR (Week 52, FAS,
NRI, HRFEHMEIC L 5H8)

75 FZ7 7Y F =7 5mgBID FZ773F=7 10 mg BID
iy
n/N N Z5ERE pEY wN(%) F5ERE  piE’
(%) (%) nNE nE
(95% CI) * (95% CI) *
g%, 4
22/198 68/198 23.2 <0.0001  80/197 29.5 <0.0001
(11.1) (343)  (15.3,31.2) (40.6) (21.4,37.6)
I
26/198 74/198 24.2 <0.0001  90/197 32.6 <0.0001
(13.1) (37.4)  (16.0,32.5) (45.7) (24.2, 41.0)

R—R5 [, VBB TH - ERETCORBREAT o, F7 ) —EME (Week 24 35 X 'Week 520D

Re) ¢

3/59 23/65 303 <0.0001  26/55 422 <0.0001
(5.1 (354) (174,432) (47.3) (27.9, 56.5)

CTD 5.3.5.1 ¥ A3921096-report-body Table 14.2.2.1, Table 14.2.3.1, Table 14.2.4.1

BID : 1 H 2[5, CI:{E#XM, CMH : Cochran-Mantel Haenszel, FAS : fx KON S4EM], N : fighr

SIREF OFEL, n: FEHEIZEE L 7B2L, NRI : non-responder imputation

a. 95% CLIF IR D AT 2 EHIT I ES <,

b. p %, HAAEARBR TORLGRB LU= T A VRO REZRIRIUC IS E EHI L7z CMHy* #
ENTFES <,

c. pfEIE, EMEARBR CORERICIESEEY Lz CMH? BEICIES<,

2. e - HE (R) RUGEORERIL
2.1. g - AR (R)

EAFRECH, W#, A F7 7 v F =7 & LCIURI0 mgk | H 2RISR 0 595,
2B, PRERFHREEILS DICSHERET 52 LA TE 5,

HERRPRIE T, 8%, A7 7o F=7 L LTS mgZx 1 A2 0BG35, 728,
HEFRRIE TR AT L7 BB TlE, 1m0 mgD 1 2R G ET 5 Z LN TE 5,
F7o, WEOEYIERIZB W THENAMO RS (TNFREFAIESF5) TIE, 110 mgx1
H2[EHR G452 LM TED,

22. i - AR (R) ORERL
2.2.1. EARE AR L

53 FH B AR R (A3921094 5 LY A3921095) TS B =BT — % (CTD 2.7.3.3.2.2
) 1, HEIED B EED UC BFIZHB T 2 WAREARILE L LT M7 7 F =7 10 mg BID
OFEMAEXFF LTz, WTRORBRIZBWTY, 77 F =7 10mgBID 1%, FEFHIE
HToH% Week 8 DREMRI L NNI L A LEDRITGHMEHEBIZIBWT, MEHUICHEEZR, 7
DEERINZERD B DB M%7~ L1z, 10 mg BID DAL, HT TNF I X 2 iE# <
hRAATr OHERE (LI, HT TNF EEH] & God) & T TNF BB LIS OB E &
FEIRECTH-o7= (CTD2.7.3.3.3.241H) ,
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FRBEAFIECRBIT D N7 7 v F =7 10mg BID O Z 2T a7 s A Ve 7T /R E
T 272D OUFEMTOT — 2> b [adh— b 1 52 HE L OCE 3 HEMRE AR
(A3921063, A3921094 33K TF A3921095) 1 (ZBWT 10mgBID DHEHEL 17 7 A1 )b
[CEERREEOBEITRO o7z (CTD2.742H) .

72, ERNTOFER MO H N7 7 v F =7 10 mg BID 28 FEJED D BAED UC BH (2%t
THRMEANFIEORE - HEE L THEUTHAL EELXT, ST, A=2Lb—Tva v
PK 72 & NZH NI KOO E-R AT ORER G, PK 72 b NI A #MER K OV 4k
CIREEDOBIRICH LR NFAEITFEO b (CTD2.7.23.52 ) , BARANEHNEANT
FIfECH o722 &b, BARANZBWTY 10 mg BID 2VEfEE ABEOHE - HEE LT
WO ThHDHEB XTI, F72, Week 8 KR TIREZIR DU EEITV, BRARIER OBENR
D HARWEEIE, S HIZSHEMDOIEHZMGET 22 LaBETHIENHEITHL LHE
2T

2.2.2. HARMERPRE

% 3 MR ARMERFBR (A3921096) (281725 h 7 7 ¥ F =7 5mgBID £ LT 10 mg BID @
BIMET — 205, 8 EMOEMEANFESL O UC BEIZBIT 2 HhMEMERCEL, W
O M ETHERKES 72X B R CHREICE B DERRICEROH D17 1 v b
WRENTZ (CTD2.733231H) , ZHRHOT—XiX, FEENSEIED UC BFIZHIT
D R & LT Smg BID OfEHZ 3R L C\W5b, £72, 10 mgBID Ti% 5 mg BID
EHEARTERIRAIN R 7 ¢ RSEEAIIL, —8D UC B, R EOIEMIRIZ BV CEE
IAYED B (BT TNF 3 H1%) CHRAIC L 2 AMNKZWEFITIE 10 mg BID #5223
WETHHEZE T (CTD2.7.3.4121H) ,

2.2.2.1. HARE A% OMERFRIEP ICHIEP BT L BE

EAREAGRBRICIBNT N7 7 & F =7 10 mg BID THRFIGHN A B, Z D%, SR
R TIRBEARRI L 20, REIEEHRABR TR 7 7 o F =7 10 mg BID 25 S 7=
Bt (FEMRAERAEIR ARV (12381 D A2 BEt Lo /E R, MRS 64
7= (CTD2.7.6.52.2 1) ,

k77> F =7 5mgBID CHEMMEFRARIER OB F7ITEMIC L0 AKFI OB G 2 i L
T2 B IER OB D UC DAL 2RO T80T, TDV R « X327 4 v haEEL
72 BT, AR 10 mg BID |2 K D EABE AWRIEABE T HZ LT EE T, £z,
ARHN ORI 5- D MEMENZ DN TS, B AFEICHE L CIEEICHRFT L, BREEEG L
RN L EREEME T AMNENRSH D EE T,

Ha)Mayo A7 OEFHNBN—RAT A VNG 3 AL BB L, 22 2EGH Y7 2 2723 1 8L B8N
L, SIS 7 A7 1AL ERML, WHEEY 7 2 a7 OfftHEs 2 S0 E
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ETHD,

BV Y BE S mg 1325 4 3 A 25 BIC TEEFERIR CRURA+ B8 ) v ~TF ) Z%h6e -
PR L LTERENTWD, KETIE, BATOY LY LV 8E 5 mg DR SCE ER 2741 A (G5
3R) ChET] ISR LT, MREMEEEIICHE B - BEE{To-EANC & TREM L, RED
AL 2 Fod L7z,

i EOER () A EARAL
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F L OBIEMEILE 5 TR, VRS O REL L HE X

TWD, AEIDERZ TR SELFATRWZ L ED, 2
SOfE Mz BB TRl BEPEHME LI EEMR L
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fEH EOEE (%)

BEARBL

3. BEI Y U~ FRETIE, AFOIBRERZITORNC, 2l Eb 1
HoOFL) U~ FEEDHH A +IIRT D2 &, £z, AAFNZD
WCOF7edak e ) v~ FIREORBREZ b OEMAEM T 5
&,

4. JEBPERIBR TiE. ARAIOIGHREZAT 5 Filll, 2 7e < & H1AIDORE
BRI (AT aA N, A ST AEYRHF) O 245
WETHZ L, Flo. KANOWTO+45 7 ik & &5 RIG2%R
BEORERZ R OEMAHEHT 5 Z &,

22 (ROBFIZFEBEELLELIE) )

AHN DRIk CIBBE OBEFERE D & 5 BE

2. HERBYYE (MUES) OBRFE UERZELSEIB8ZNNH
%, ]

3. IREMMEREE O BE EREZBLIEI2B8ENND D, ]

4. HEOHH#ERELF T 2BEFBEA B b EBEN
NHD, ]

[ﬁE‘.

5. B EREAY 500/mm’ Ao s [ TEEAREANTESE) . (&
K72EIWER ] OESM]
6. U L REREEHS 500/mm’ ARG OB [ TEEARJAMEE) . [H

REZEIER ] oS ]

7. ~NEZ B EUEN 8 g/dL ARim D EE [ THEERIEAREER] |
M R7REIWEH ) OS]

8. R SUTIEIRE L T\ 5 A REME O & 2 ia A (B BR 12 B\ CHEAT
B ERE SN TWD, Tikm, pefm, RAWMEF~OHRE] OH
Z ]

BITOE LYV BES mg DR
HXENPOEEZRL,

[%hEE - IRICEAET HERLDEE]

BEET) O F

BEOIRFIBNT, AMPLHRH—1E2T LD ETHD72< L H 1A
O U~ FIFEIZ L DMWY RIEE AT Th, EAICERT 2850
TRRER IR DG ARG T 5,

BB KR %

W EDIGFRIZEB VT, MOEWIRIE (AT v A B, Rl ST ey
B 12 X2 RIGR AT o T . REICERS 2 b 2 BRRSER
PG ENHEET L2 L,

B&E U U~ FICBT HEiH
BATOE LY Y EES mg DI
MCENGEER L,

AAGRHFED DI E i S
TR ERIGR BE KT 5
BAFREICERT 2 ERARERIC
BWT, A7uA K, &R
AU TEmRF D 5 b, D
<l &y —D2lTxt LR A T
57, b L IZEEMEDRRD S
AU WRER T 2 R A AT
L7enl->7T, ZhvnBREEH
Wk L CARKIZHZ G & L
EZ, YPEBRFHEEHREL
776

(Bi% - BECEAET HFERALDFE]
BEEi ) U< TF

B U v~ FICBET 5 i
1,2 HBATOE LY Y BE 5 mg
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A2 R TENREN36KU29TH -7,
T, AAOEWRKR S 2% 0 2BV v~FBEICBIT 5100 -
70 OEBEIEYUE DORBLEIT, AAIS mg 1 200 5RO
10mg 1 B2 GRS TEREN23K V49 TH 72,

EEMRER

H AR N K& OFhE A TEBE RKIB R B 2 x5 . AKIZ# 8 (9
) 5 U7 [FEBEIE R 5 A B AR S A GRBR 235\ T AAI10 mg 1
2B R O 7 ARBEIC B T D B A YYE OB BB &1L, 2T
N0.4% (47661H261) K 10.0% (12261 0f]) TH-7-,

H AN K& O E BB RGBS 2B, AKIZ 520 (R
53D $ G- U 7= BRI [R 8 AR B AR AERF BRI 3\ T 100 A - 4F
HiZ Y OEERBPJEORIRIT, 7T R TIHLIMATHZD
WZxt L, AAIS mg 1 H2[EFE X TUN0 meg 1 H2[BIFETIE, ZhFh1.35
(0.6 THo T,

H AR N K& O EATE B KGR BT ~DAFN OB H-RERIRTD100
A b OFEEREPIEORERIT, 2.05TH-o 7,

QAANIIAKILEEA 2425 2 L BARE R L OGN R~ 8% &
ETAREMEDN S 0 . FERFIRERBR TIT Y o SEREO ORI ER L D i 72
Tz, sy (IFN-a/f. IFN-y, TNF-02DH1 I A D)
Hil4E) (TR 2 272 ER (IE RN D A L ARG b TNT Y &
ANIE) BB, Flo, T OMITHECTEILE ~DRE (FT7 R
7 I =8O EHALEHBGOIERE) AL,

3)7 v bOBAJEMERER 245 AEE) IZBWT, BYETZ AT 1 v EH
FuliE (75 mg/kg/ B ORE) | BEREIE (30 mg/kg/ H LA L) | B
FRRIE (75 mg/kg/ B OMfE) . BIEMAEE (10 mgke/ H D) ORI
FEDEANED LN,

(4) VL 393 B 53R CIE10 mg/kg/ B C8BIH3BIIZ, /LB [FIfR A oA
HKBTIIIa Tz ) — VBT T = FIL S L =88 14

(1) BB 72 JRYE X, AFI# G-
B L CHRICIEE 22T 5
BWEHD—oLEZ LN
ZLinn, BBEMERIBRE
HTxF LEINA T3 L 7=
i R 5RO R 1T D & 5B
N L7,
ek, BV v~TFHEEN
KR THDZ L &R
L, Th7zyzvF=7] »n
5 UARA) \CFedE A L
77

2)~(5) BAFOEL Y
BE S mg OB LENOER
7L,
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r7 7 F =7 BIEMKRIEA
1.8 Iwf>rE (£
183 M EoEE () BIOFORTERNL

fEH EoEE () BEARBL

TY U AERRD BT,

GBI v~ F B XL L LIZAMRRRERIC VT AFIE A b b
L& — MEFHBETIR, 777 B ARREL OARAIBAIR GRE & ik LT
HRERE Y 7 F AR RSB 2 ST Z RS T
[AY-R
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r7 7 F =7 BIEMKRIEA
1.8 WwfrE (%)
183 M EoEE () BIOFORTERNL

2. BWEA

TBBVER ISR B 25 LEINANCHE U755 TARER 1 5Bk (7558 No. A3921063) , #IIAHFER 3 7
B (JR%R No. A3921094, A3921095, A3921096) , REHI#G3UR 1 35 (JA%R No. A3921139) DfiEHT
fE % Table 1 [Zx L, ZDOH O HARNIZIT 2 TR % Table 2 127~ L7z, BIVEH FEIE MedDRA/J
V19.0 & v iz,

Table 1. BIfER4ERHR

#RE A BIVER H 5 il %k %"
LR MR S 1156 —
AEFZIBUIE 603 52.16
MER LY R EE A 9 0.78
U 2 RERIBUME 6 0.52
M i ERJE D E 5 0.43
HFFRER S INE 2 0.17
A BRI 2 0.17
SN IREELN 1 0.09
PR 13 A oD B8 e ) 1 0.09
R Z PR 1 0.09
U R HiiE 1 0.09
BRI ME 1 0.09
LI BRI E 1 0.09
I RS INRE 1 0.09
Lol PR ElES 5 0.43
TRMHEAENR 3 0.26
9 oA L 1 0.09
LA E) 1 0.09
TN /S 1 0.09
EMEHISME 1 0.09
R 1 0.09
LEEVE ISR 1 0.09
FeRME, FEMER X O R DN — U B 1 0.09
RERSPEES7 i s [El#RME D F U 3 0.26
B 2 0.17
B i 1 0.09
i 1 0.09
WEJIIRT 1 0.09
MR 1 0.09
AR A 7w TRERER 1 0.09
RO e 1 0.09
FOIR BRAEREAR T 1 0.09
AR P Rk 4 0.35
AR B 2% 3 0.26
A 3 0.26
LARTZ/S 2 0.17
R 1 0.09
—iErE RN 1 0.09
HLAA. 1 0.09
IS B e At 1 0.09
H N 1 0.09
18 25 1 0.09
AR fEE 1 0.09
AR 1 0.09
PFIZER CONFIDENTIAL
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77 F =T MR

1.8 WwfrE (%)
183 M EoEE () BIOFORTERNL

Table 1. IR e d
#RE A BIVERH H 5 5k %"
AR 1 0.09
IS B v 1 0.09
P 56 £ I 1 0.09
TR 1 0.09
TR £ B 1 0.09
BT 1 0.09
H S BRI 39 3.37
GV 28 242
P 17 1.47
T 13 1.13
MEL Iy = 12 1.04
Mg - 12 1.04
REE R 11 0.95
537 11 0.95
R AT 9 0.78
{5 8 0.69
B AW i R 6 0.52
77 BV 5 0.43
H B PNTE I Ak 5 0.43
(= Asstiin 5 0.43
THEE R 3 0.26
PSR 3 0.26
M PN RIS 3 0.26
(REAE/S 3 0.26
iz 2 0.17
B 2 0.17
L 2 0.17
AN A& 1 0.09
2T 1 0.09
ZT 1 0.09
NTF9 % 5 FEE 1 0.09
g K 1 0.09
L= B/ 1 0.09
(EF=R=Ib] 1 0.09
+ ZFEM 1 0.09
e TR 1 0.09
HE(E [ EHE 0 1 0.09
EES 1 0.09
i AR 1 0.09
IR CEEZ i1 1 0.09
JigE 22 AL 1 0.09
B A AE R 1 0.09
KGR —7 1 0.09
=3 7 1 0.09
AEUCL A 1 0.09
FEREYL Mt P 2% 1 0.09
e TR 1 0.09
22 P A R J 1 0.09
M et 2 1 0.09
kb AT B 1 0.09
PFIZER CONFIDENTIAL
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77 F =T MR
1.8 IR CE ()

183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 5k %"
R G 25k 1 0.09
JIZ PR PR AL B 1 0.09
L P & BR 1 0.09
BTG A 1 0.09
HIHFLSY 1 0.09
AR 1 0.09
=B 1 0.09
TEE 1 0.09

—f% - BREFEER L OB SENLORRE T 27 2.34
FEEN 24 2.08
FRAY e R 10 0.87
J¥a e 7 0.61
) 5E 6 0.52
A VTN PR 5 0.43
5 2k 5 0.43
J R AN Rk 2 0.17
KRAE AR 2 0.17
M8 2 0.17
£ 3| 1 0.09
BRIV 1 0.09
IR B 1 0.09
b el e 1 0.09
INF £ 1 0.09
3] 1 0.09

JHFREE R B 5 e LE YV E 3 0.26
RERSIF 2 0.17
JF M RE LR 1 0.09
REEN 1 0.09

I R EEPET L L F— 2 0.17
W EOE 1 0.09

JRYLIERS & OV 4R UE XD 77 6.66
HRIE S 42 3.63
R R 33 2.86
Py = 25 2.16
BAR 22 1.90
0 e~ /L~ R 22 1.90
PR & Y 21 1.82
KBk 18 1.56
D 14 1.21
Bl S ¢ 10 0.87
TRtk 10 0.87
JBE bk % 9 0.78
HiFK 7 0.61
FERINE 7 0.61
a5 7 0.61
TR R 6 0.52
fE NS 5 0.43
o 5 0.43
Hifdi~ /L2 2 5 0.43
fiti & 5 0.43
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N7 7 TF =T BB RE%

1.8 WwfrE (%)
183 M EoEE () BIOFORTERNL

Table 1. IR e d
#RE A BIVERH H 5 5k %"
R Bz 95 5 0.43
SRR 5 0.43
AR 5 0.43
LRSS 4 0.35
A4 0ER 3 0.26
B & B e 3 0.26
A 3 0.26
1 e B JR 3 0.26
SRl Y AE 3 0.26
M S0 2 0.17
12 HhUE 2 0.17
KB IR BRI 2 0.17
MEBRAE 2 0.17
JNEL iE 2 0.17
AfgEs Y A IE 2 0.17
R JE 2 0.17
&l K 2 0.17
A L ARG 2 0.17
B 55 1 0.09
X =R 1 0.09
MR SRS 1 0.09
T A —NE 1 0.09
) =31 1 0.09
B RE 2% 1 0.09
FA i 9 1 0.09
HEE M T 1 0.09
H VB Y 1 0.09
JaANITTL T 4T 4 VKGR 1 0.09
SR A M A 1 0.09
PA AT T A VA NG 1 0.09
YA R AT ALAFR 1 0.09
YA M AT a7 A ARG 1 0.09
F 1 0.09
TR R 2 1 0.09
i[RYR8 1 0.09
BN R Y E 1 0.09
B ke 1 0.09
AV AMEE G 1 0.09
7 A I AT R 1 0.09
LA~ LR 1 0.09
H MRS 1 0.09
A RIS 1 0.09
AILAZMERE SR 1 0.09
Al SN TR 1 0.09
TR RS 1 0.09
b2 N STAVIE 1 0.09
Rt B AE 1 0.09
7 A )b APEMETA S 1 0.09
FLARS 1 0.09
{RYL R 1 0.09
PFIZER CONFIDENTIAL
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N7 7 TF =T BB RE%

1.8 IRFICE (%)

183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 ks %"
F LA 1 0.09
AR R 1 0.09
NGRS 1 0.09
Bk PR AR 1 0.09
ALLTE A% BUE 1 0.09
LTSS 1 0.09
B RE R YG 1 0.09
7 R0 EREE B2 R Rk 1 0.09
BT AR 1 0.09
iR G 1 0.09
i) 1 0.09
KB REIR 1 0.09
R 1 0.09
AR KB 1 0.09
JRIE 1 0.09
F e 1 0.09
YA L APEIHGE 2 1 0.09
7 A L A b RGE R 1 0.09
A1 e L R JRk 1 0.09

B, PR L OWE A OHE 15 2 0.17
BT 2 0.17
Hi 5] 1 0.09
eEsint e 1 0.09
BB YT 1 0.09

ERIR R A M2 L7 F ok 2RI —BHn 77 6.66
M= 27— 24 2.08
TI=UT ) N T UART 2T 13 1.13
Y= NE IV T AT =T — BN 13 1.13
U > ERER D 11 0.95
IR Y RE A S 10 0.87
IR BN 10 0.87
TARGX VBT I /) NT VAT 2T — 8 0.69
B
M i ERE ak 5 0.43
e e v ve B 4 0.35
1 H LB K SREE SR N 3 0.26
L ) R E AN 3 0.26
MHET AV RRT 7 Z—FHN 2 0.17
MAFERAE U L H#8 2 0.17
7 v =8 2 0.17
M kU Z Y &Y R0 2 0.17
C — St EZE s 2 0.17
I EREREHE N 2 0.17
Tl B A 2 0.17
[Pt rE R Al B 5 2 0.17
BAERE ek 2 0.17
RRANY 8l % 2 0.17
M B v o AHEN 1 0.09
A5 U o LB 1 0.09
1 H R SEHE N 1 0.09
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r7 7 F =7 BIEMKRIEA
1.8 WwfrE (%)
183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 ks %"
By LT F=r e 7T TR 1 0.09
NG EE ey 1 0.09
KIGEE A 1 0.09
Z ) a~E s o e 1 0.09
S/ = RS % 1 0.09
BAIAT4e D N A Il E B 1 0.09
E ) R A 1 0.09
iRyl 1 0.09
i RE R A S 1 0.09
IKHE Y RE A RE 1 0.09
I EREEE N 1 0.09
AR I ER A 0 1 0.09
rF AT IF—F LE 1 0.09
SREHEN 1 0.09
v 4 2 DD 1 0.09
R 1 0.09
H i EREE 1 0.09
Rtk L Ok S T L AT B VI 54 4.67
153 I ILE 10 0.87
e B E 8 0.69
BAER 4 0.35
Rz 4 0.35
PEIR P 2 0.17
mRY 7YY FifE 2 0.17
T 1 0.09
EH L A LE 1 0.09
Ykt 1 0.09
EZIUCB12RZ 1 0.09
AR X OV ARk = RE iR 42 3.63
7 P 10 0.87
AT 6 0.52
VU g 5 0.43
B 4 0.35
k=R 3 0.26
B IE 2 0.17
et 2% 2 0.17
B 1 0.09
R e 1 0.09
Jeet= T 1 0.09
TRIRE 5B 1 0.09
R B R 1 0.09
AR 1 0.09
i R 1 0.09
B ¥ R e 1 0.09
7 A 1 0.09
R 1 0.09
BR 1 0.09
BHLERIE 1 0.09
i 2 A J P 4 A 1 0.09
FAH BAFIZ% 1 0.09
PFIZER CONFIDENTIAL
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77 F =T MR

1.8 IRFICE (%)

183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 5k %"
VR ZENE 1 0.09
Jke e 1 0.09
Jhk 2% 1 0.09

B, EMR OGO EY S LEE 9 0.78
(FERBLORY —F2ET) e B0 I S 5 0.43
| R 4 0.35
T P S 2 1 0.09
R—x YR 1 0.09
PN AR 1 0.09
TS AL A e N— A )V ABHHE Y N 1 0.09
ASHEME I/ N I E 1 0.09
H R E MRIE 1 0.09
JF 1. 5 1A 1 0.09
YR P 1 0.09
AT ) A MEREBE 1 0.09
LR 2 1 0.09
RS e e 1 0.09
RO i i ik 1 0.09
PSR IR E BIEPR 71 6.14
FREhE D F 11 0.95
BRI 11 0.95
it 3 0.26
VS 2 0.17
JE R SRR 2 0.17
SAp=TRT O AE 2 0.17
AL BRI 2 0.17
SRR 2 0.17
= 1 0.09
LSRR 1 0.09
BB ks 1 0.09
R ER AP AR IR 1 0.09
2B MR EPE R RAE 1 0.09
HH it A 1 0.09
i R R TUAE 1 0.09
KitE==2 —wRF— 1 0.09
AR = 1 0.09
AL 2GR 1 0.09
FE S EE) L 1 0.09
KA 1 0.09
PRk 1 0.09
il AHRSE 8 0.69
NS 3 0.26
MR 5 3 0.26
Mo o255y 2 0.17
PRSY 2 0.17
Zy 2 0.17
B I 1 0.09
T 1 0.09
FEEUK a2 Btk s 1 0.09
R LR 1 0.09
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77 F =T MR

1.8 IRFICE (%)

183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 5k %"
U v F—E0R 1 0.09
FUTESIHT 1 0.09
EIlEE 1 0.09
BB L OYRKEEE IR 3 0.26
HEIR R 2 0.17
B bRt 2 0.17
HH P B Ik 2% 1 0.09
BE 1 0.09
IR 1 0.09
HHAER 1 0.09
B nekE 1 0.09
JRE PHIE 1 0.09
JRE s AE 1 0.09
ARRE X O EREE I A % 3 0.26
L7 R 2 0.17
A 1R IR e 2 0.17
G2 S N 2 0.17
HIEFEN 1 0.09
T BT R B 1 0.09
L PLBRIE 1 0.09
A RRRIE 1 0.09
ASHLAINA % 1 0.09
ARIET= Hiafn. 1 0.09
BT S RRAE 1 0.09
=P ENR 1 0.09
B HE 1 0.09
Eaglus Y] 1 0.09
SR D FEIE 1 0.09
MR, Mg K OEhR R WK 22 1.90
1 PZEnR R R 11 0.95
% ] 3 0.26
I i 3 0.26
R 3 0.26
A 2 0.17
WHEHIE 5 2 0.17
LRIEDRAE 2 0.17
W P 2 0.17
=) 1 0.09
kI Ei7 1 0.09
£ 1. 1 0.09
LoD 1 0.09
Mz BRI 1 0.09
N SEATBE 1 0.09
[ e 1 0.09
fiti gy 1 0.09
78 1 0.09
B[ B8 5 - IfiL 1 0.09
I ARG IRy 0 PRI S i e 1 0.09
< Lok 1 0.09
FRMEAER 1 0.09
PFIZER CONFIDENTIAL
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77 F =T MR

1.8 IRFICE (%)

183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 5k %"
R G $ J OV TRk b RIB 36 3.11
Y5 32 2.77
i B AE 19 1.64
s 10 0.87
Z D FEE 9 0.78
T2 7 0.61
FERg %% 6 0.52
SIERRFL RS 2% 6 0.52
A 6 0.52
LB 6 0.52
liRZ A 5 0.43
B 4 0.35
T LAE— M E SR 3 0.26
ST E 3 0.26
RN 3 0.26
FERE IR 2 3 0.26
BEHK HA i 2 0.17
TR 2 0.17
LB f2 98 2 0.17
RN N2 2 0.17
AR ITES 2 0.17
FEfurE <9E 1 0.09
WY e % 1 0.09
BRI R 2% 1 0.09
EERERT 1 0.09
TR 1 0.09
JNOREE 1 0.09
SeAE B SO 1 0.09
7 i 1 0.09
EALIER B 1 0.09
D FENE RS 1 0.09
JE Rt 72 1 0.09
W& 1 0.09
HE IR R J % 1 0.09
FE g ta Fm gl 1 0.09
FE gtz 1 0.09
LSS 1 0.09
S e BE 1 0.09
A5 B L 11 0.95
1fn f 2 0.17
1FTY 2 0.17
i INEEL 1 0.09
i £ 1 0.09
JEE N EAR = 1 0.09
< HARERAR 1 0.09
GUEEED)S 1 0.09
A MR RIS 1 0.09
FRIIR AR E 1 0.09
JEYSIE B & OV A BUE JEEM~ A 2T ) 7Y — A AR
P IE — el N
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77 F =T MR
1.8 IR CE ()

183 M EoEE () BIOFORTERNL

Table 1. BIfER&LRE

#RE A BIVERH H 5 5k %"

e B — 15 AN
PR - 15 AN
FHEEJ — A AR
iEES - 15 AN
7 U7 b3y I AR — A AR
A ARNT TV T L TET LI T Ly — el N
7 ARG
BESEAE AT RS — A AR
Za—FEVAF A« A B_F A Nlid - 15 AN
SR P A % - 15 AN
Jili 9% BR T P T ¢ — A AR
BRI - 15 AN
7R EREE M L E - 15 AN
HRE AR R A R — A AR
DR WA BB g — 1 A

G, hER L OWEA IHE AEE — 1 A

Rtk L OREESE JiiK — A AR

N7 7o F =T EEE LTI, BEOMREENDH D EE X DT ), CCDS IZF# STV 3 EITER

DH L, EEHEREGREBEE IR LENA T U725 TFIEER 153888 (JR5k No. A3921063) , HIFHERER 3
R (JR%R No. A3921094, A3921095, A3921096) , EHiR 535k 1 3B (JA%% No. A3921139) TIIFHILL
IO T FRIZONTIE, ks T—) , BEBEL HEERY] &Lk,
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77 F =T MR
1.8 IR CE ()

183 M EoEE () BIOFORTERNL

Table2.  BIERZE#HER (BEAN)
SEVH BIVER IR e e
T2 A VERRAT St B 51 B 65
A EFELIBL 37 56.92
MR LY v R fEE E=giin 1 1.54
U 2 RERBME 1 1.54
Lol PR TN 1 1.54
S SAE 1 1.54
=0 i Py NIE i 1 1.54
HB L O E A PERE KT 1 1.54
H R E R AT 1 1.54
& 1 1.54
REER 1 1.54
s AN 2/ 1 1.54
[ERESTEBLT M /Y 1 1.54
iz 1 1.54
KR —7 1 1.54
L 2 3.08
—f% - BREFEER L OB SENLOWRRE v 1 1.54
I 57 1 1.54
FEEL 1 1.54
JHREE R NEMIIF 1 1.54
TP R EEPET L L F— 1 1.54
JEYSIE B & OV A BUE L9 Rt 1 1.54
RE S 3 4.62
SR A s A 1 1.54
JBE bk % 2 3.08
P A N AT oA A NESR 1 1.54
HiFK 1 1.54
B~ L~ 2 3 4.62
HRIE S 6 9.23
RS 1 1.54
NS 9 13.85
A e~ L~ 2 3 4.62
NiH 5 2% 2 3.08
Rtk 1 1.54
- AGE 1 1.54
R IR R A ML= L 257 o — L HE0 11 16.92
M7 V7 F ohR AR —EHN 2 3.08
R T A A o 1 1.54
Y= NWNE IV T AT =T — BN 1 1.54
BAAFZ: D N A JRIE B 1 1.54
EHE Y REARN 2 3.08
IR Y RE A S 1 1.54
U > ERER D 2 3.08
R BN 1 1.54
H i R e 1 1.54
Rt L OREREE BAER 1 1.54
e B 2 3.08
PFIZER CONFIDENTIAL
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77 F =T MR

1.8 IRFICE (%)

183 M EoEE () BIOFORTERNL

Table2.  BI{ER&E#HE (BFRAN)

w5 B EIEHHGE 51155 %"

oL AT o —)VInE 2 3.08

e I IE 1 1.54

B R B L O ARk E RA i 1 1.54
77 AR 1 1.54

TR R GIEpEA 3 4.62
SRR 1 1.54

FERRE R T 1 1.54
MR 1 1.54

BRI 2. MIERES X ONERR R LISN 1 1.54
LoD 1 1.54

LRIEDRAE 1 1.54

FZ &R KOV TRk b E R 1 1.54
SYERRRL B O 1 1.54

T LILX — PR g A% 1 1.54

FI 1 1.54

HEURAE R J % 1 1.54

BV 1 1.54

A5 e L 4 6.15

STERRER - TREE RIS B O LIEINA C326E L 7= %5 TAHERER 1 8Bk (JABR No. A3921063) , %5 II4H
3 RBR (JBBR No. A3921094, A3921095, A3921096) , EHAFKEER 1 AR (7B No. A3921139) .

a: IASCETICRT DB, DERE AR AL TORLT,
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r7 7 F =7 BIEMKRIEA
1.9 — AL FRICHR D 3CE

1 — A PRITAR 5 30EF
L1 JAN

N7 7o F =T IR 23 455 H 23 AATITERAEAE I 0523 5 B LV UL T Xk D
RGN gl

—HRIIZ TR
(AAR4) "I 7oF=77x fBiE

(¥ 4) Tofacitinib Citrate

1.2. INN

N7 7 F=71Xr-INN & LT WHO Drug Information, Vol. 26, No.1, 2012 (List 67), P.90 {Z Y&
TV 5D,

—RIIZ FR  tofacitinib

& % 4 : 3-{(3R,4R)-4-methyl-3-[methyl(7H-pyrrolo[2,3-d]pyrimidin-4-yl)amino|piperidin-1-yl} -
3-oxopropanenitrile

PFIZER CONFIDENTIAL
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N7 7 F =7 IEEMER
1.10 ¥ -BIFEFEOfRERE %ﬂ@i ad)
1. BE - BREOREEERHOEL D
B17)
3-{(3R.,4R)-4-Methyl-3-[methyl(7 H-pyrrolo[2,3-d]pyrimidin-4-yl)amino]piperidin-1-yl}-3-
b4 - 4 oxopropanenitrile
G4 "7 7vF=7), ZOHEBE/ROZORHA
HsC,
N |
T o HO CO,H
= HNé)\ \H/\CN + Hoe X _coH
— CH3
ZhEE « ZhiR BEAFIRIR COORA+ e B Y v~
Wik - & B, N77vF=7L L TIRESmgkl A2EEO#EGT 5,
BIBEEDRE | B
. N — 72
T 20, JRUA 1177/7\”%47 7 x PR \ v \ v
HIRSY - S A P Lv o ViEsmg LEF N7 7 F =77 2 0B 8078 mg (R 7 F=7L L
TS5mg) &H)
HiEl# 58k
s OB R (mg/kg) | #&0D AR
vy b % 500 mg/kg >3 mg/kg
P N >1000 mg/kg
SRR G HE
. g e T o o
TR 7.
Sl | 5 | SRR (mg/kg/ ) (me/kg/ 1) B
7 vk 1 mg/kg/ B LA L A ERSER, U >
i INERER, GFmEERER, IrsRARERER,
aElE KRR YA, Rk <
A=, D SRR
61 & lo,1,10,100 100 |10 mg/kg/ H L b« SRR i Bk b
e, M, RaliR, RERNE Y
SXH, HBEY o ERAETE
100 mg/kg/ F : AST 5., Bl
HEEA, M A
PFIZER CONFIDENTIAL
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N7 F=T &

B ER
fa

1.10 738 BIEE O ERA é‘ﬂ@i}:&b
. B b & & Y
EhigFE | B 5 W | 5 (mglkg/F) (mgkg/F) sty
A 1 mg/kg/ B UL b A ek, U o
RERER, GFERERER, AFHEIREREL,
KRB Y ta %, N EE Sk
7
10 mg/kg/ A VL L ¢ FRIMLER X
A=K, AR ER R,
. PINDAVIE e =i
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