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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

RINVOQ™ (upadacitinib) extended-release tablets, for oral use
Initial U.S. Approval: 2019

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

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

« If a serious infection develops, interrupt RINVOQ until the infection is
controlled. (5.1)

* Prior to starting RINVOQ, perform a test for latent tuberculosis; if it is
positive, start treatment for tuberculosis prior to starting RINVOQ.
(5.1)

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

* Lymphoma and other malignancies have been observed in patients
treated with RINVOQ. (5.2)

* Thrombosis, including deep vein thrombasis, pulmonary embolism,
and arterial thrombosis, have accurred in patients treated with Janus
kinase inhibitors used to treat inflammatory conditions. (5.3)

INDICATIONS AND USAGE ---------------------
RINVOQ is a Janus kinase (JAK) inhibitor indicated for the treatment of
adults with moderately to severely active theumatoid arthritis who have had
an inadequate response or intolerance to methotrexate. (1)

Limitation of Use: Use of RINVOQ in combination with other JAK inhibitors,
biologic DMARD:s, or with potent immunosuppressants such as azathioprine
and cyclosporine is not recommended. (1)

----------------- DOSAGE AND ADMINISTRATION -----------------

¢ The recommended dose of RINVOQ 1s 15 mg once daily. (2.1)

+« RINVOQ may be used as monotherapy or in combination with
methotrexate or other nonbiologic DMARD:s. (2.1)

* Avoid mnitiation or interrupt RINVOQ if absolute lymphocyte count is less
than 500 cells/mm?®, absolute neutrophil count is less than 1000 cells/mm?,
or hemoglobin level is less than 8 g/dL. (2.2, 2.3, 5.4)

————————————————— DOSAGE FORMS AND STRENGTHS ----------------
Extended-release tablets: 15 mg (3)

CONTRAINDICATIONS

* None (4)

------------------ WARNINGS AND PRECAUTIONS ------------------

« Senous Infections: Avoid use of RINVOQ 1in patients with active, serious
infection, including localized infections. (5.1)

* Malignancy: Consider the risks and benefits of RINVOQ treatment prior to
initiating therapy in patients with a known malignancy. (5.2)

+ Thrombosis: Consider the risks and benefits prior to treating patients who
may be at increased risk of thrombosis. Promptly evaluate patients with
symptoms of thrombosis and treat appropmnately. (5.3)

« Gastrointestinal Perforations: Use with caution in patients who may be at
increased nisk. (5.4)

« Laboratory Monitoring: Recommended due to potential changes in
lymphocytes, neutrophils, hemoglobin, liver enzymes and lipids. (5.5)

« Embryo-Fetal Toxicity: RINVOQ may cause fetal harm based on animal
studies. Advise females of reproductive potential of the potential risk to a
fetus and to use effective contraception. (5.6, 8.1, 8.3)

« Vaccinations: Avoid use of RINVOQ with live vaccines. (5.7)

ADVERSE REACTIONS
Adverse reactions (greater than or equal to 1%) are: upper respiratory tract
infections, nausea, cough, and pyrexia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AbbVie Inc.
at 1-800-633-9110 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

« RINVOQ should be used with caution in patients receiving chronic
treatment with strong CYP3A4 inhibitors (e.g.. ketoconazole). (7.1)

* Coadministration of RINVOQ with strong CYP3A4 inducers (e.g.,
rifampin) is not recommended. (7.2)

------------------ USE IN SPECIFIC POPULATIONS -----------------

* Lactation: Advise not to breastfeed. (8.2)

* Hepatic Impairment: RINVOQ 1s not recommended in patients with severe
hepatic impairment. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 8/2019
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS INFECTIONS, MALIGNANCY, AND THROMBOSIS
SERIOUS INFECTIONS

Patients treated with RINVOQ are at increased risk for developing serious infections that
may lead to hospitalization or death [see Warnings and Precautions (5.1), 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 RINVOQ 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 RINVOQ use and during
therapy. Treatment for latent infection should be considered prior to RINVOQ use.

* Invasive fungal infections, including cryptococcosis and pneumocystosis.

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

The risks and benefits of treatment with RINVOQ 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 RINVOQ, 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 RINVOQ
[see Warnings and Precautions (5.2)].

THROMBOSIS

Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial
thrombosis have occurred in patients treated with Janus Kinase inhibitors used to treat
inflammatory conditions. Many of these adverse events were serious and some resulted in
death. Consider the risks and benefits prior to treating patients who may be at increased
risk. Patients with symptoms of thrombosis should be promptly evaluated and treated
appropriately [see Warnings and Precautions (5.3)].




1 INDICATIONS AND USAGE

1.1 Rheumatoid Arthritis

RINVOQ"™ (upadacitinib) is indicated for the treatment of adults with moderately to severely
active rheumatoid arthritis who have had an inadequate response or intolerance to methotrexate.

Limitation of Use: Use of RINVOQ in combination with other JAK inhibitors, biologic
DMARD:s, or with potent immunosuppressants such as azathioprine and cyclosporine, is not
recommended.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage in Rheumatoid Arthritis

The recommended oral dose of RINVOQ is 15 mg once daily with or without food /see Clinical
Pharmacology (12.3)].

RINVOQ may be used as monotherapy or in combination with methotrexate or other
nonbiologic DMARD:s.

2.2 Important Administration Instructions

* RINVOQ initiation is not recommended in patients with an absolute lymphocyte count
(ALC) less than 500 cells/mm?, absolute neutrophil count (ANC) less than 1000 cells/mm?,
or hemoglobin level less than 8 g/dL [see Warnings and Precautions (5.4)].

* RINVOQ is not recommended for use in patients with severe hepatic impairment (Child-
Pugh C) [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

* RINVOQ tablets should be swallowed whole. RINVOQ should not be split, crushed, or

chewed.
2.3 Dose Interruption

RINVOQ treatment should be interrupted if a patient develops a serious infection until the
infection is controlled [see Warnings and Precautions (5.1)].

Interruption of dosing may be needed for management of laboratory abnormalities as described
in Table 1.

Table 1: Recommended Dose Interruptions for Laboratory Abnormalities

Laboratory measure Action

Treatment should be interrupted if ANC is less than 1000
Absolute Neutrophil Count (ANC)  [cells/mm? and may be restarted once ANC return above
this value

Treatment should be interrupted if ALC is less than 500
Absolute Lymphocyte Count (ALC) |cells/mm® and may be restarted once ALC return above
this value

Hemoglobin (Hb) Treatment should be interrupted if Hb is less than 8 g/dL




and may be restarted once Hb return above this value

Treatment should be interrupted if drug-induced liver

Hepatic transaminases .
injury is suspected

3 DOSAGE FORMS AND STRENGTHS

RINVOQ 15 mg extended-release tablets for oral administration are purple, biconvex oblong,
with dimensions of 14 x 8 mm, and debossed with ‘al5’ on one side.

4 CONTRAINDICATIONS

None

S WARNINGS AND PRECAUTIONS

5.1 Serious Infections

Serious and sometimes fatal infections have been reported in patients receiving RINVOQ. The
most frequent serious infections reported with RINVOQ included pneumonia and cellulitis /see
Adverse Reactions (6.1)]. Among opportunistic infections, tuberculosis, multidermatomal herpes
zoster, oral/esophageal candidiasis, and cryptococcosis, were reported with RINVOQ.

Avoid use of RINVOQ in patients with an active, serious infection, including localized
infections. Consider the risks and benefits of treatment prior to initiating RINVOQ in patients:
 with chronic or recurrent infection
» who have been exposed to tuberculosis
» with a history of a serious or an opportunistic infection
* who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or
» with underlying conditions that may predispose them to infection.

Closely monitor patients for the development of signs and symptoms of infection during and
after treatment with RINVOQ. Interrupt RINVOQ if a patient develops a serious or opportunistic
infection. A patient who develops a new infection during treatment with RINVOQ should
undergo prompt and complete diagnostic testing appropriate for an immunocompromised patient;
appropriate antimicrobial therapy should be initiated, the patient should be closely monitored,
and RINVOQ should be interrupted if the patient is not responding to antimicrobial therapy.
RINVOQ may be resumed once the infection is controlled.

Tuberculosis

Patients should be screened for tuberculosis (TB) before starting RINVOQ therapy. RINVOQ
should not be given to patients with active TB. Anti-TB therapy should be considered prior to
initiation of RINVOQ in patients with previously untreated latent TB or active TB in whom an
adequate course of treatment cannot be confirmed, and for patients with a negative test for latent
TB but who have risk factors for TB infection.



Consultation with a physician with expertise in the treatment of TB is recommended to aid in the
decision about whether initiating anti-TB therapy is appropriate for an individual patient.

Monitor patients 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, including cases of herpes virus reactivation (e.g., herpes zoster) and hepatitis
B virus reactivation, were reported in clinical studies with RINVOQ [see Adverse Reactions
(6.1)]. If a patient develops herpes zoster, consider temporarily interrupting RINVOQ until the
episode resolves.

Screening for viral hepatitis and monitoring for reactivation should be performed in accordance
with clinical guidelines before starting and during therapy with RINVOQ. Patients who were
positive for hepatitis C antibody and hepatitis C virus RNA, were excluded from clinical studies.
Patients who were positive for hepatitis B surface antigen or hepatitis B virus DNA were
excluded from clinical studies. However, cases of hepatitis B reactivation were still reported in
patients enrolled in the Phase 3 studies of RINVOQ. If hepatitis B virus DNA is detected while
receiving RINVOQ, a liver specialist should be consulted.

5.2 Malignancy

Malignancies were observed in clinical studies of RINVOQ /[see Adverse Reactions (6.1)].
Consider the risks and benefits of RINVOQ 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 RINVOQ in patients who develop a malignancy.

Non-Melanoma Skin Cancer

NMSCs have been reported in patients treated with RINVOQ. Periodic skin examination is
recommended for patients who are at increased risk for skin cancer.

5.3 Thrombosis

Thrombosis, including deep venous thrombosis, pulmonary embolism, and arterial thrombosis,
have occurred in patients treated for inflammatory conditions with Janus kinase (JAK) inhibitors,
including RINVOQ. Many of these adverse events were serious and some resulted in death.

Consider the risks and benefits of RINVOQ treatment prior to treating patients who may be at
increased risk of thrombosis. If symptoms of thrombosis occur, patients should be evaluated
promptly and treated appropriately.

5.4 Gastrointestinal Perforations

Events of gastrointestinal perforation have been reported in clinical studies with RINVOQ,
although the role of JAK inhibition in these events is not known. In these studies, many patients
with rheumatoid arthritis were receiving background therapy with Nonsteroidal Anti-
Inflammatory Drugs (NSAIDs).

RINVOQ should be used with caution in patients who may be at increased risk for
gastrointestinal perforation (e.g., patients with a history of diverticulitis or taking NSAIDs).



Patients presenting with new onset abdominal symptoms should be evaluated promptly for early
identification of gastrointestinal perforation.

5.5 Laboratory Parameters

Neutropenia

Treatment with RINVOQ was associated with an increased incidence of neutropenia (ANC less
than 1000 cells/mm?).

Evaluate neutrophil counts at baseline and thereafter according to routine patient management.
Avoid initiation of or interrupt RINVOQ treatment in patients with a low neutrophil count (i.e.,
ANC less than 1000 cells/mm?®) [see Dosage and Administration (2.2, 2.3)].

Lymphopenia
ALC less than 500 cells/mm? were reported in RINVOQ clinical studies.

Evaluate lymphocyte counts at baseline and thereafter according to routine patient management.
Avoid initiation of or interrupt RINVOQ treatment in patients with a low lymphocyte count (i.e.,
less than 500 cells/mm?) [see Dosage and Administration (2.2, 2.3)].

Anemia
Decreases in hemoglobin levels to less than 8 g/dL were reported in RINVOQ clinical studies.

Evaluate hemoglobin at baseline and thereafter according to routine patient management. Avoid
initiation of or interrupt RINVOQ treatment in patients with a low hemoglobin level (i.e., less
than 8 g/dL) [see Dosage and Administration (2.2, 2.3)].

Lipids

Treatment with RINVOQ was associated with increases in lipid parameters, including total
cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL)
cholesterol [see Adverse Reactions (6.1)]. Elevations in LDL cholesterol decreased to pre-

treatment levels in response to statin therapy. The effect of these lipid parameter elevations on
cardiovascular morbidity and mortality has not been determined.

Patients should be monitored 12 weeks after initiation of treatment, and thereafter according to
the clinical guidelines for hyperlipidemia. Manage patients according to clinical guidelines for
the management of hyperlipidemia.

Liver Enzyme Elevations

Treatment with RINVOQ was associated with increased incidence of liver enzyme elevation
compared to placebo.

Evaluate at baseline and thereafter according to routine patient management. Prompt
investigation of the cause of liver enzyme elevation is recommended to identify potential cases
of drug-induced liver injury.

If increases in ALT or AST are observed during routine patient management and drug-induced
liver injury is suspected, RINVOQ should be interrupted until this diagnosis is excluded.



5.6 Embryo-Fetal Toxicity

Based on findings in animal studies, RINVOQ may cause fetal harm when administered to a
pregnant woman. Administration of upadacitinib to rats and rabbits during organogenesis caused
increases in fetal malformations. Advise pregnant women of the potential risk to a fetus. Advise
females of reproductive potential to use effective contraception during treatment with RINVOQ
and for 4 weeks following completion of therapy [see Use in Specific Populations (8.1, 8.3)].

5.7 Vaccination

Use of live, attenuated vaccines during, or immediately prior to, RINVOQ therapy is not
recommended. Prior to initiating RINVOQ, it is recommended that patients be brought up to date
with all immunizations, including prophylactic zoster vaccinations, in agreement with current
immunization guidelines.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:
* Serious Infections [see Warnings and Precautions (5.1)]
* Malignancy [see Warnings and Precautions (5.2)]
* Thrombosis [see Warnings and Precautions (5.3)]
» QGastrointestinal Perforations [see Warnings and Precautions (5.4)]
» Laboratory Parameters [see Warnings and Precautions (5.5)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

A total of 3833 patients with rheumatoid arthritis were treated with upadacitinib in the Phase 3
clinical studies of whom 2806 were exposed for at least one year.

Patients could advance or switch to RINVOQ 15 mg from placebo, or be rescued to RINVOQ
from active comparator or placebo from as early as Week 12 depending on the study design.

A total of 2630 patients received at least 1 dose of RINVOQ 15 mg, of whom 1860 were
exposed for at least one year. In studies RA-I, RA-II, RA-III and RA-V, 1213 patients received
at least 1 dose of RINVOQ 15 mg, of which 986 patients were exposed for at least one year, and
1203 patients received at least 1 dose of upadacitinib 30 mg, of which 946 were exposed for at
least one year.

Table 2: Adverse Reactions Reported in greater than or equal to 1% of Rheumatoid
Arthritis Patients Treated with RINVOQ 15 mg in Placebo-controlled Studies

Placebo RINVOQ
. 15 mg
Adverse Reaction n=1042 n=1035
(%) (%)
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Upper respiratory tract infection (URTI)* 9.5 13.5
Nausea 2.2 3.5
Cough 1.0 2.2
Pyrexia 0 1.2

*URTTI includes: acute sinusitis, laryngitis, nasopharyngitis, oropharyngeal pain, pharyngitis,
pharyngotonsillitis, rhinitis, sinusitis, tonsillitis, viral upper respiratory tract infection

Other adverse reactions reported in less than 1% of patients in the RINVOQ 15 mg group and at
a higher rate than in the placebo group through Week 12 included pneumonia, herpes zoster,
herpes simplex (includes oral herpes), and oral candidiasis.

Four integrated datasets are presented in the Specific Adverse Reaction section:

Placebo-controlled Studies: Studies RA-III, RA-IV, and RA-V were integrated to represent
safety through 12/14 weeks for placebo (n=1042) and RINVOQ 15 mg (n=1035). Studies RA-III
and RA-V were integrated to represent safety through 12 weeks for placebo (n=390), RINVOQ
15 mg (n=385), upadacitinib 30 mg (n=384). Study RA-IV did not include the 30 mg dose and,
therefore, safety data for upadacitinib 30 mg can only be compared with placebo and RINVOQ
15 mg rates from pooling studies RA-III and RA-V.

MTX-controlled Studies: Studies RA-I and RA-II were integrated to represent safety through
12/14 weeks for MTX (n=530), RINVOQ 15 mg (n=534), and upadacitinib 30 mg (n=529).

12-Month Exposure Dataset: Studies RA-I, II, III, and V were integrated to represent the long-
term safety of RINVOQ 15 mg (n=1213) and upadacitinib 30 mg (n=1203).

Exposure adjusted incidence rates were adjusted by study for all the adverse events reported in
this section.

Specific Adverse Reactions

Infections

Placebo-controlled Studies: In RA-III, RA-IV, and RA-V, infections were reported in 218
patients (95.7 per 100 patient-years) treated with placebo and 284 patients (127.8 per 100
patient-years) treated with RINVOQ 15 mg. In RA-III and RA-V, infections were reported in 99
patients (136.5 per 100 patient-years) treated with placebo, 118 patients (164.5 per 100 patient-
years) treated with RINVOQ 15 mg, and 126 patients (180.3 per 100 patient-years) treated with
upadacitinib 30 mg.

MTX-controlled Studies: Infections were reported in 127 patients (119.5 per 100 patient-years)
treated with MTX monotherapy, 104 patients (91.8 per 100 patient-years) treated with RINVOQ
15 mg monotherapy, and 128 patients (115.1 per 100 patient-years) treated with upadacitinib 30
mg monotherapy.

12-Month Exposure Dataset: Infections were reported in 615 patients (83.8 per 100 patient-
years) treated with RINVOQ 15 mg and 674 patients (99.7 per 100 patient-years) treated with
upadacitinib 30 mg.

Serious Infections
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Placebo-controlled Studies: In RA-III, RA-IV, and RA-V, serious infections were reported in 6
patients (2.3 per 100 patient-years) treated with placebo, and 12 patients (4.6 per 100 patient-
years) treated with RINVOQ 15 mg. In RA-III and RA-V, serious infections were reported in 1
patient (1.2 per 100 patient-years) treated with placebo, 2 patients (2.3 per 100 patient-years)
treated with RINVOQ 15 mg, and 7 patients (8.2 per 100 patient-years) treated with upadacitinib
30 mg.

MTX-controlled Studies: Serious infections were reported in 2 patients (1.6 per 100 patient-
years) treated with MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with
RINVOQ 15 mg monotherapy, and 8 patients (6.4 per 100 patient-years) treated with
upadacitinib 30 mg monotherapy.

12-Month Exposure Dataset: Serious infections were reported in 38 patients (3.5 per 100 patient-
years) treated with RINVOQ 15 mg and 59 patients (5.6 per 100 patient-years) treated with
upadacitinib 30 mg.

The most frequently reported serious infections were pneumonia and cellulitis.
Tuberculosis

Placebo-controlled Studies and MTX-controlled Studies: In the placebo-controlled period, there
were no active cases of tuberculosis reported in the placebo, RINVOQ 15 mg, and upadacitinib
30 mg groups. In the MTX-controlled period, there were no active cases of tuberculosis reported
in the MTX monotherapy, RINVOQ 15 mg monotherapy, and upadacitinib 30 mg monotherapy
groups.

12-Month Exposure Dataset: Active tuberculosis was reported for 2 patients treated with
RINVOQ 15 mg and 1 patient treated with upadacitinib 30 mg. Cases of extra-pulmonary
tuberculosis were reported.

Opportunistic Infections (excluding tuberculosis)

Placebo-controlled Studies: In RA-III, RA-IV, and RA-V, opportunistic infections were reported
in 3 patients (1.2 per 100 patient-years) treated with placebo, and 5 patients (1.9 per 100 patient-

years) treated with RINVOQ 15 mg. In RA-III and RA-V, opportunistic infections were reported
in 1 patient (1.2 per 100 patient-years) treated with placebo, 2 patients (2.3 per 100 patient-years)
treated with RINVOQ 15 mg, and 6 patients (7.1 per 100 patient-years) treated with upadacitinib
30 mg.

MTX-controlled Studies: Opportunistic infections were reported in 1 patient (0.8 per 100 patient-
years) treated with MTX monotherapy, 0 patients treated with RINVOQ 15 mg monotherapy,
and 4 patients (3.2 per 100 patient-years) treated with upadacitinib 30 mg monotherapy.

12-Month Exposure Dataset: Opportunistic infections were reported in 7 patients (0.6 per 100
patient-years) treated with RINVOQ 15 mg and 15 patients (1.4 per 100 patient-years) treated
with upadacitinib 30 mg.

Malignancy

Placebo-controlled Studies: In RA-III, RA-IV, and RA-V, malignancies excluding NMSC were
reported in 1 patient (0.4 per 100 patient-years) treated with placebo, and 1 patient (0.4 per 100
patient-years) treated with RINVOQ 15 mg. In RA-III and RA-V, malignancies excluding
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NMSC were reported in 0 patients treated with placebo, 1 patient (1.1 per 100 patient-years)
treated with RINVOQ 15 mg, and 3 patients (3.5 per 100 patient-years) treated with upadacitinib
30 mg.

MTX-controlled Studies: Malignancies excluding NMSC were reported in 1 patient (0.8 per 100
patient-years) treated with MTX monotherapy, 3 patients (2.4 per 100 patient-years) treated with
RINVOQ 15 mg monotherapy, and 0 patients treated with upadacitinib 30 mg monotherapy.

12-Month Exposure Dataset: Malignancies excluding NMSC were reported in 13 patients (1.2
per 100 patient-years) treated with RINVOQ 15 mg and 14 patients (1.3 per 100 patient-years)
treated with upadacitinib 30 mg.

Gastrointestinal Perforations

Placebo-controlled Studies: There were no gastrointestinal perforations (based on medical
review) reported in patients treated with placebo, RINVOQ 15 mg, and upadacitinib 30 mg.

MTX-controlled Studies: There were no cases of gastrointestinal perforations reported in the
MTX and RINVOQ 15 mg group through 12/14 weeks. Two cases of gastrointestinal
perforations were observed in the upadacitinib 30 mg group.

12-Month Exposure Dataset: Gastrointestinal perforations were reported in 1 patient treated with
RINVOQ 15 mg and 4 patients treated with upadacitinib 30 mg.

Thrombosis

Placebo-controlled Studies: In RA-IV, venous thrombosis (pulmonary embolism or deep vein
thrombosis) was observed in 1 patient treated with placebo and 1 patient treated with RINVOQ
15 mg. In RA-V, venous thrombosis was observed in 1 patient treated with RINVOQ 15 mg.
There were no observed cases of venous thrombosis reported in RA-III. No cases of arterial
thrombosis were observed through 12/14 weeks.

MTX-controlled Studies: In RA-II, venous thrombosis was observed in 0 patients treated with
MTX monotherapy, 1 patient treated with RINVOQ 15 mg monotherapy and 0 patients treated
with upadacitinib 30 mg monotherapy through Week 14. In RA-II, no cases of arterial
thrombosis were observed through 12/14 weeks. In RA-I, venous thrombosis was observed in 1
patient treated with MTX, 0 patients treated with RINVOQ 15 mg and 1 patient treated with
upadacitinib 30 mg through Week 24. In RA-I, arterial thrombosis was observed in 1 patient
treated with upadacitinib 30 mg through Week 24.

12-Month Exposure Dataset: Venous thrombosis events were reported in 5 patients (0.5 per 100
patient-years) treated with RINVOQ 15 mg and 4 patients (0.4 per 100 patient-years) treated
with upadacitinib 30 mg. Arterial thrombosis events were reported in 0 patients treated with
RINVOQ 15 mg and 2 patients (0.2 per 100 patient-years) treated with upadacitinib 30 mg.

Laboratory Abnormalities

Hepatic Transaminase Elevations

In placebo-controlled studies (RA-III, RA-IV, and RA-V) with background DMARD:s, for up to
12/14 weeks, alanine transaminase (ALT) and aspartate transaminase (AST) elevations > 3 x
upper limit of normal (ULN) in at least one measurement were observed in 2.1% and 1.5% of
patients treated with RINVOQ 15 mg, and in 1.5% and 0.7% of patients treated with placebo,
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respectively. In RA-III and RA-V, ALT and AST elevations > 3 x ULN in at least one
measurement were observed in 0.8% and 1.0% of patients treated with RINVOQ 15 mg, 1.0%
and 0% of patients treated with upadacitinib 30 mg and in 1.3% and 1.0% of patients treated with
placebo, respectively.

In MTX-controlled studies, for up to 12/14 weeks, ALT and AST elevations > 3 x ULN in at
least one measurement were observed in 0.8% and 0.4% of patients treated with RINVOQ
15 mg, 1.7% and 1.3% of patients treated with upadacitinib 30 mg and in 1.9% and 0.9% of
patients treated with MTX, respectively.

Lipid Elevations

Upadacitinib treatment was associated with dose-related increases in total cholesterol,
triglycerides and LDL cholesterol. Upadacitinib was also associated with increases in HDL
cholesterol. Elevations in LDL and HDL cholesterol peaked by Week 8 and remained stable
thereafter. In controlled studies, for up to 12/14 weeks, changes from baseline in lipid parameters
in patients treated with RINVOQ 15 mg and upadacitinib 30 mg, respectively, are summarized
below:

* Mean LDL cholesterol increased by 14.81 mg/dL and 17.17 mg/dL.

* Mean HDL cholesterol increased by 8.16 mg/dL and 9.01 mg/dL.

* The mean LDL/HDL ratio remained stable.

* Mean triglycerides increased by 13.55 mg/dL and 14.44 mg/dL.

Creatine Phosphokinase Elevations

In placebo-controlled studies (RA-III, RA-IV, and RA-V) with background DMARD:s, for up to
12/14 weeks, dose-related increases in creatine phosphokinase (CPK) values were observed.
CPK elevations > 5 x ULN were reported in 1.0%, and 0.3% of patients over 12/14 weeks in the
RINVOQ 15 mg and placebo groups, respectively. Most elevations >5 x ULN were transient and
did not require treatment discontinuation. In RA-III and RA-V, CPK elevations > 5 x ULN were
observed in 0.3% of patients treated with placebo, 1.6% of patients treated with RINVOQ 15 mg,
and none in patients treated with upadacitinib 30 mg.

Neutropenia

In placebo-controlled studies (RA-III, RA-IV, and RA-V) with background DMARD:s, for up to
12/14 weeks, dose-related decreases in neutrophil counts, below 1000 cells/mm? in at least one
measurement occurred in 1.1% and <0.1% of patients in the RINVOQ 15 mg and placebo
groups, respectively. In RA-III and RA-V, decreases in neutrophil counts below 1000 cells/mm?
in at least one measurement occurred in 0.3% of patients treated with placebo, 1.3% of patients
treated with RINVOQ 15 mg, and 2.4% of patients treated with upadacitinib 30 mg. In clinical
studies, treatment was interrupted in response to ANC less than 500 cells/mm?>.

Lymphopenia

In placebo-controlled studies (RA-III, RA-IV, and RA-V) with background DMARD:s, for up to
12/14 weeks, dose-related decreases in lymphocyte counts below 500 cells/mm? in at least one
measurement occurred in 0.9% and 0.7% of patients in the RINVOQ 15 mg and placebo groups,
respectively. In RA-III and RA-V, decreases in lymphocyte counts below 500 cells/mm? in at
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least one measurement occurred in 0.5% of patients treated with placebo, 0.5% of patients
treated with RINVOQ 15 mg, and 2.4% of patients treated with upadacitinib 30 mg.

Anemia

In placebo-controlled studies (RA-III, RA-IV, and RA-V) with background DMARD:s, for up to
12/14 weeks, hemoglobin decreases below 8 g/dL in at least one measurement occurred in <0.1%
of patients in both the RINVOQ 15 mg and placebo groups. In RA-III and RA-V, hemoglobin
decreases below 8 g/dL in at least one measurement were observed in 0.3% of patients treated
with placebo, and none in patients treated with RINVOQ 15 mg and upadacitinib 30 mg.

7 DRUG INTERACTIONS

7.1 Strong CYP3A4 Inhibitors

Upadacitinib exposure is increased when co-administered with strong CYP3 A4 inhibitors (such
as ketoconazole) [see Clinical Pharmacology (12.3)]. RINVOQ should be used with caution in
patients receiving chronic treatment with strong CYP3 A4 inhibitors.

7.2 Strong CYP3A4 Inducers

Upadacitinib exposure is decreased when co-administered with strong CYP3A4 inducers (such
as rifampin), which may lead to reduced therapeutic effect of RINVOQ [see Clinical
Pharmacology (12.3)]. Coadministration of RINVOQ with strong CYP3A4 inducers is not
recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

The limited human data on use of RINVOQ in pregnant women are not sufficient to evaluate a
drug-associated risk for major birth defects or miscarriage. Based on animal studies, upadacitinib
has the potential to adversely affect a developing fetus.

In animal embryo-fetal development studies, oral upadacitinib administration to pregnant rats
and rabbits at exposures equal to or greater than approximately 1.6 and 15 times the maximum
recommended human dose (MRHD), respectively, resulted in dose-related increases in skeletal
malformations (rats only), an increased incidence of cardiovascular malformations (rabbits only),
increased post-implantation loss (rabbits only), and decreased fetal body weights in both rats and
rabbits. No developmental toxicity was observed in pregnant rats and rabbits treated with oral
upadacitinib during organogenesis at approximately 0.3 and 2 times the exposure at the MRHD.
In a pre- and post-natal development study in pregnant female rats, oral upadacitinib
administration at exposures approximately 3 times the MRHD resulted in no maternal or
developmental toxicity /see Animal Data].

The estimated background risks of major birth defects and miscarriage for the indicated
population(s) are unknown. All pregnancies have a background risk of birth defect, loss, or other

15



adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriages are 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Published data suggest that increased disease activity is associated with the risk of developing
adverse pregnancy outcomes in women with rheumatoid arthritis. Adverse pregnancy outcomes
include preterm delivery (before 37 weeks of gestation), low birth weight (less than 2500 g)
infants, and small for gestational age at birth.

Data
Animal Data

In an oral embryo-fetal development study, pregnant rats received upadacitinib at doses of 5, 25,
and 75 mg/kg/day during the period of organogenesis from gestation day 6 to 17. Upadacitinib
was teratogenic (skeletal malformations that consisted of misshapen humerus and bent scapula)
at exposures equal to or greater than approximately 1.7 times the MRHD (on an AUC basis at
maternal oral doses of 5 mg/kg/day and higher). Additional skeletal malformations (bent
forelimbs/hindlimbs and rib/vertebral defects) and decreased fetal body weights were observed
in the absence of maternal toxicity at an exposure approximately 84 times the MRHD (on an
AUC basis at a maternal oral dose of 75 mg/kg/day).

In a second oral embryo-fetal development study, pregnant rats received upadacitinib at doses of
1.5 and 4 mg/kg/day during the period of organogenesis from gestation day 6 to 17. Upadacitinib
was teratogenic (skeletal malformations that included bent humerus and scapula) at exposures
approximately 1.6 times the MRHD (on an AUC basis at maternal oral doses of 4 mg/kg/day).
No developmental toxicity was observed in rats at an exposure approximately 0.3 times the
MRHD (on an AUC basis at a maternal oral dose of 1.5 mg/kg/day).

In an oral embryo-fetal developmental study, pregnant rabbits received upadacitinib at doses of
2.5, 10, and 25 mg/kg/day during the period of organogenesis from gestation day 7 to 19.
Embryolethality, decreased fetal body weights, and cardiovascular malformations were observed
in the presence of maternal toxicity at an exposure approximately 15 times the MRHD (on an
AUC basis at a maternal oral dose of 25 mg/kg/day). Embryolethality consisted of increased
post-implantation loss that was due to elevated incidences of both total and early resorptions. No
developmental toxicity was observed in rabbits at an exposure approximately 2 times the MRHD
(on an AUC basis at a maternal oral dose of 10 mg/kg/day).

In an oral pre- and post-natal development study, pregnant female rats received upadacitinib at
doses of 2.5, 5, and 10 mg/kg/day from gestation day 6 through lactation day 20. No maternal or
developmental toxicity was observed in either mothers or offspring, respectively, at an exposure
approximately 3 times the MRHD (on an AUC basis at a maternal oral dose of 10 mg/kg/day).

8.2 Lactation
Risk Summary

There are no data on the presence of upadacitinib in human milk, the effects on the breastfed
infant, or the effects on milk production. Available pharmacodynamic/toxicological data in
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animals have shown excretion of upadacitinib in milk. When a drug is present in animal milk, it
is likely that the drug will be present in human milk. Because of the potential for serious adverse
reactions in the breastfed infant, advise patients that breastfeeding is not recommended during
treatment with upadacitinib, and for 6 days (approximately 10 half-lives) after the last dose.

Data
Animal Data

A single oral dose of 10 mg/kg radiolabeled upadacitinib was administered to lactating female
Sprague-Dawley rats on post-partum days 7-8. Drug exposure was approximately 30-fold greater
in milk than in maternal plasma based on AUCo. values. Approximately 97% of drug-related
material in milk was parent drug.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to starting treatment with
RINVOQ [see Use in Specific Populations (8.1)].

Contraception

Females

Based on animal studies, upadacitinib may cause embryo-fetal harm when administered to
pregnant women [see Use in Specific Populations (8.1)]. Advise female patients of reproductive
potential to use effective contraception during treatment with RINVOQ and for 4 weeks after the
final dose.

8.4 Pediatric Use

The safety and efficacy of RINVOQ in children and adolescents aged 0 to 18 years have not yet
been established. No data are available.

8.5 Geriatric Use

Of the 4381 patients treated in the five Phase 3 clinical studies, a total of 906 rheumatoid arthritis
patients were 65 years of age or older, including 146 patients 75 years and older. No differences
in effectiveness were observed between these patients and younger patients; however, there was
a higher rate of overall adverse events in the elderly.

8.6 Renal Impairment

No dose adjustment is required in patients with mild, moderate or severe renal impairment. The
use of RINVOQ has not been studied in subjects with end stage renal disease /see Clinical
Pharmacology (12.3)].

8.7 Hepatic Impairment

No dose adjustment is required in patients with mild (Child Pugh A) or moderate (Child Pugh B)
hepatic impairment. RINVOQ is not recommended for use in patients with severe hepatic
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impairment (Child Pugh C) [see Dosage and Administration (2.2) and Clinical Pharmacology
(12.3)].

10 OVERDOSAGE

Upadacitinib was administered in clinical trials up to doses equivalent in daily AUC to 60 mg
extended-release once daily. Adverse events were comparable to those seen at lower doses and
no specific toxicities were identified. Approximately 90% of upadacitinib in the systemic
circulation is eliminated within 24 hours of dosing (within the range of doses evaluated in
clinical studies). 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
RINVOQ is formulated with upadacitinib, a JAK inhibitor.

Upadacitinib has the following chemical name: (35,4R)-3-Ethyl-4-(3H-imidazo[ 1,2-
alpyrrolo[2,3-e]pyrazin-8-yl)-N-(2,2,2-trifluoroethyl)pyrrolidine-1-carboxamide hydrate (2:1).

The strength of upadacitinib is based on anhydrous upadacitinib. The solubility of upadacitinib in
water is 38 to less than 0.2 mg/mL across a pH range of 2 to 9 at 37 °C.

Upadacitinib has a molecular weight of 389.38 g/mol and a molecular formula of C17H19F3NgO
%2 H20. The chemical structure of upadacitinib is:

o
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RINVOQ 15 mg extended-release tablets for oral administration are purple, biconvex oblong,
with dimensions of 14 x 8 mm, and debossed with ‘al5’ on one side.

Each tablet contains the following inactive ingredients: microcrystalline cellulose, hypromellose,
mannitol, tartaric acid, colloidal silicon dioxide, magnesium stearate, polyvinyl alcohol,
polyethylene glycol, talc, titanium dioxide, ferrosoferric oxide, and iron oxide red.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Upadacitinib 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
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influence cellular processes of hematopoiesis and immune cell function. Within the signaling
pathway, JAKSs phosphorylate and activate Signal Transducers and Activators of Transcription
(STATSs) which modulate intracellular activity including gene expression. Upadacitinib
modulates the signaling pathway at the point of JAKs, preventing the phosphorylation and
activation of STATs.

JAK enzymes transmit cytokine signaling through their pairing (e.g., JAK1/JAK2, JAK1/JAK3,
JAK1/TYK2, JAK2/JAK2, JAK2/TYK2). In a cell-free isolated enzyme assay, upadacitinib had
greater inhibitory potency at JAK1 and JAK2 relative to JAK3 and TYK2. In human leukocyte
cellular assays, upadacitinib inhibited cytokine-induced STAT phosphorylation mediated by
JAK1 and JAK1/JAK3 more potently than JAK2/JAK?2 mediated STAT phosphorylation.
However, the relevance of inhibition of specific JAK enzymes to therapeutic effectiveness is not
currently known.

12.2 Pharmacodynamics

Inhibition of IL-6 induced STAT3 and IL-7 induced STATS5 phosphorylation

In healthy volunteers, the administration of upadacitinib (immediate release formulation)
resulted in a dose- and concentration-dependent inhibition of IL-6 (JAK1/JAK2)-induced STAT3
and IL-7 (JAK1/JAK3)-induced STATS phosphorylation in whole blood. The maximal
inhibition was observed 1 hour after dosing which returned to near baseline by the end of dosing
interval.

Lymphocytes

Treatment with upadacitinib was associated with a small, transient increase in mean ALC from
baseline up to Week 36 which gradually returned to, at or near baseline levels with continued
treatment.

Immunoglobulins

In the controlled period, small decreases from baseline in mean IgG and IgM levels were
observed with upadacitinib treatment; however, the mean values at baseline and at all visits were
within the normal reference range.

Cardiac Electrophysiology

At 6 times the mean maximum exposure of the 15 mg once daily dose, there was no clinically
relevant effect on the QTc interval.
12.3 Pharmacokinetics

Upadacitinib plasma exposures are proportional to dose over the therapeutic dose range. Steady-
state plasma concentrations are achieved within 4 days with minimal accumulation after multiple
once-daily administrations.

Absorption

Following oral administration of upadacitinib extended-release formulation, upadacitinib is
absorbed with a median Tmax of 2 to 4 hours.
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Coadministration of upadacitinib with a high-fat/ high-calorie meal had no clinically relevant
effect on upadacitinib exposures (increased AUCins by 29% and Ciax by 39%). In clinical trials,
upadacitinib was administered without regard to meals [see Dosage and Administration (2.1)].

Distribution

Upadacitinib is 52% bound to plasma proteins. Upadacitinib partitions similarly between plasma
and blood cellular components with a blood to plasma ratio of 1.0.

Metabolism

Upadacitinib metabolism is mediated by mainly CYP3A4 with a potential minor contribution
from CYP2D6. The pharmacologic activity of upadacitinib is attributed to the parent molecule.
In a human radiolabeled study, unchanged upadacitinib accounted for 79% of the total
radioactivity in plasma while the main metabolite detected (product of monooxidation followed
by glucuronidation) accounted for 13% of the total plasma radioactivity. No active metabolites
have been identified for upadacitinib.

Elimination

Following single dose administration of ['*CJ-upadacitinib immediate-release solution,
upadacitinib was eliminated predominantly as the unchanged parent substance in urine (24%)
and feces (38%). Approximately 34% of upadacitinib dose was excreted as metabolites.
Upadacitinib mean terminal elimination half-life ranged from 8 to 14 hours.

Specific Populations

Body Weight, Gender, Race, and Age

Body weight, gender, race, ethnicity, and age did not have a clinically meaningful effect on
upadacitinib exposure [see Use in Specific Populations (8.5)].

Renal Impairment

Renal impairment has no clinically relevant effect on upadacitinib exposure. Upadacitinib
AUCinr was 18%, 33%, and 44% higher in subjects with mild, moderate, and severe renal
impairment, respectively, compared to subjects with normal renal function. Upadacitinib Crmax
was similar in subjects with normal and impaired renal function.

Hepatic Impairment

Mild (Child-Pugh A) and moderate (Child-Pugh B) hepatic impairment has no clinically relevant
effect on upadacitinib exposure. Upadacitinib AUCinr was 28% and 24% higher in subjects with
mild and moderate hepatic impairment, respectively, compared to subjects with normal liver
function. Upadacitinib Cmax was unchanged in subjects with mild hepatic impairment and 43%
higher in subjects with moderate hepatic impairment compared to subjects with normal liver
function. Upadacitinib was not studied in patients with severe hepatic impairment (Child-Pugh
O).

Drug Interaction Studies

Potential for Other Drugs to Influence the Pharmacokinetics of Upadacitinib
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Upadacitinib is metabolized in vitro by CYP3A4 with a minor contribution from CYP2D6. The
effect of co-administered drugs on upadacitinib plasma exposures is provided in Table 3 [see

Drug Interactions (7)].

Table 3: Change in Pharmacokinetics of Upadacitinib in the Presence of Co-administered

Drugs

Co- Regimen Ratio

.. of Co- 90% CI)*

administered administered

Drug Drug Cmax AUC
Methotrexate 10 to 25 mg/week (0.8%-917. 09) (©. 9(;‘_919. 06)
Strong CYP3 A4 inhibitor: 400 mg once 1.70 1.75
Ketoconazole daily x 6 days (1.55-1.89) (1.62-1.88)
Strong CYP3A4 inducer: 600 mg once 0.49 0.39
Rifampin daily x 9 days (0.44-0.55) (0.37-0.42)
OATPIB inhibitor: 600 mg single dose 1.14 1.07
Rifampin (1.02-1.28) (1.01-1.14)

CI: Confidence interval

* Ratios for Cmax and AUC compare co-administration of the medication with upadacitinib vs.
administration of upadacitinib alone.

pH modifying medications (e.g., antacids or proton pump inhibitors) are not expected to affect
upadacitinib plasma exposures based on in vitro assessments and population pharmacokinetic

analyses. CYP2D6 metabolic phenotype had no effect on upadacitinib pharmacokinetics (based

on population pharmacokinetic analyses), indicating that inhibitors of CYP2D6 have no
clinically relevant effect on upadacitinib exposures.

Potential for Upadacitinib to Influence the Pharmacokinetics of Other Drugs

In vitro studies indicate that upadacitinib does not inhibit or induce the activity of cytochrome
P450 (CYP) enzymes (CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6, and

CYP3A4) at clinically relevant concentrations. /n vitro studies indicate that upadacitinib does not

inhibit the transporters P-gp, BCRP, OATP1B1, OATP1B3, OCT1, OCT2, OATI1, OAT3,
MATEI, and MATE2K at clinically relevant concentrations.

Clinical studies indicate that upadacitinib has no clinically relevant effects on the

pharmacokinetics of co-administered drugs. Summary of results from clinical studies which
evaluated the effect of upadacitinib on other drugs is provided in Table 4.

Table 4: Change in Pharmacokinetics of Co-administered Drugs or In Vivo Markers of
CYP Activity in the Presence of Upadacitinib

Co-administered

Multiple-Dose

Ratio

Drug or CYP Regimen of 90% CI)?
Activity Marker Upadacitinib Cmax AUC
Methotrexate 6 mg to 24 mg BID® 1.03 1.14
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(0.86-1.23) | (0.91-1.43)
Sensitive CYP1A2 Substrate: 30 mg QD* 1.13 1.22
Caffeine g (1.05-1.22) | (1.15-1.29)
Sensitive CYP3A Substrate: 30 mg QD* 0.74 0.74
Midazolam & (0.68-0.80) | (0.68-0.80)
Sensitive CYP2D6 Substrate: 30 mg QD* 1.09 1.07
Dextromethorphan & (0.98-1.21) | (0.95-1.22)
Sensitive CYP2C9 Substrate: 30 mg QD* 1.07 1.11
S-Warfarin g (1.02-1.11) | (1.07-1.15)
Sensitive CYP2C19 Marker: 1.09
5-OH Omeprazole to 30 mg QD¢ -- a 00’_1 19)
Omeprazole metabolic ratio ’ ’
CYP2B6 Substrate: 30 mg QD* 0.87 0.92
Bupropion g (0.79-0.96) | (0.87-0.98)
. . 0.77 0.67
Rosuvastatin 30 mg QD (0.63-0.94) | (0.56-0.82)
. c 0.88 0.77
Atorvastatin 30 mg QD (0.79-0.97) | (0.70-0.85)
Ethinylestradiol 30 mg QD° © 809_916 02) | (1 014'_111 19)
c 0.96 0.96
Levonorgestrel 30 mg QD (0.87-1.06) | (0.85-1.07)
CYP: cytochrome P450; CI: Confidence interval; BID: twice daily; QD: once daily
* Ratios for Cmax and AUC compare co-administration of the medication with upadacitinib vs.
administration of medication alone.
> Immediate-release formulation
© Extended-release formulation

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

The carcinogenic potential of upadacitinib was evaluated in Sprague-Dawley rats and Tg.rasH2
mice. No evidence of tumorigenicity was observed in male or female rats that received
upadacitinib for up to 101 weeks at oral doses up to 15 or 20 mg/kg/day, respectively
(approximately 4 and 10 times the MRHD on an AUC basis, respectively). No evidence of
tumorigenicity was observed in male or female Tg.rasH2 mice that received upadacitinib for 26
weeks at oral doses up to 20 mg/kg/day.

Mutagenesis

Upadacitinib tested negatively in the following genotoxicity assays: the in vitro bacterial
mutagenicity assay (Ames assay), in vitro chromosome aberration assay in human peripheral
blood lymphocytes, and in vivo rat bone marrow micronucleus assay.
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Impairment of Fertility

Upadacitinib had no effect on fertility in male or female rats at oral doses up to 50 mg/kg/day in
males and 75 mg/kg/day in females (approximately 42 and 84 times the MRHD in males and
females, respectively, on an AUC basis). However, maintenance of pregnancy was adversely
affected at oral doses of 25 mg/kg/day and 75 mg/kg/day based upon dose-related findings of
increased post-implantation losses (increased resorptions) and decreased numbers of mean viable
embryos per litter (approximately 22 and 84 times the MRHD on an AUC basis, respectively).
The number of viable embryos was unaffected in female rats that received upadacitinib at an oral
dose of 5 mg/kg/day and were mated to males that received the same dose (approximately 2
times the MRHD on an AUC basis).

14 CLINICAL STUDIES

The efficacy and safety of RINVOQ 15 mg once daily were assessed in five Phase 3 randomized,
double-blind, multicenter studies in patients with moderately to severely active rheumatoid
arthritis and fulfilling the ACR/EULAR 2010 classification criteria. Patients over 18 years of age
were eligible to participate. The presence of at least 6 tender and 6 swollen joints and evidence of
systemic inflammation based on elevation of hsCRP was required at baseline. Although other
doses have been studied, the recommended dose of RINVOQ is 15 mg once daily.

Study RA-I (NCT02706873) was a 24-week monotherapy trial in 947 patients with moderately
to severely active rheumatoid arthritis who were naive to methotrexate (MTX). Patients received
RINVOQ 15 mg or upadacitinib 30 mg once daily or MTX as monotherapy. At Week 26, non-
responding patients on upadacitinib could be rescued with the addition of MTX, while patients
on MTX could be rescued with the addition of blinded RINVOQ 15 mg or upadacitinib 30 mg
once daily. The primary endpoint was the proportion of patients who achieved an ACRS50
response at Week 12. Key secondary endpoints included disease activity score (DAS28-CRP)
<3.2 at Week 12, DAS28-CRP <2.6 at Week 24, change from baseline in HAQ-DI at Week 12,
and change from baseline in van der Heijde-modified total Sharp Score (mTSS) at Week 24.

Study RA-II (NCT02706951) was a 14-week monotherapy trial in 648 patients with moderately
to severely active rheumatoid arthritis who had an inadequate response to MTX. Patients
received RINVOQ 15 mg or upadacitinib 30 mg once daily monotherapy or continued their
stable dose of MTX monotherapy. At Week 14, patients who were randomized to MTX were
advanced to RINVOQ 15 mg or upadacitinib 30 mg once daily monotherapy in a blinded manner
based on pre-determined assignment at baseline. The primary endpoint was the proportion of
patients who achieved an ACR20 response at Week 14. Key secondary endpoints included
DAS28-CRP <3.2, DAS28-CRP <2.6, and change from baseline in HAQ-DI at Week 14.

Study RA-III (NCT02675426) was a 12-week trial in 661 patients with moderately to severely
active rheumatoid arthritis who had an inadequate response to conventional disease modifying
anti-theumatic drugs (¢(DMARD:s). Patients received RINVOQ 15 mg or upadacitinib 30 mg
once daily or placebo added to background cDMARD therapy. At Week 12, patients who were
randomized to placebo were advanced to RINVOQ 15 mg or upadacitinib 30 mg once daily in a
blinded manner based on pre-determined assignment at baseline. The primary endpoint was the
proportion of patients who achieved an ACR20 response at Week 12. Key secondary endpoints
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included DAS28-CRP <3.2, DAS28-CRP<2.6, and change from baseline in HAQ-DI at Week
12.

Study RA-IV (NCT02629159) was a 48-week trial in 1629 patients with moderately to severely
active rheumatoid arthritis who had an inadequate response to MTX. Patients received RINVOQ
15 mg once daily, active comparator, or placebo added to background MTX. From Week 14,
non-responding patients on RINVOQ 15 mg could be rescued to active comparator in a blinded
manner, and non-responding patients on active comparator or placebo could be rescued to
RINVOQ 15 mg in a blinded manner. At Week 26, all patients randomized to placebo were
switched to RINVOQ 15 mg once daily in a blinded manner. The primary endpoint was the
proportion of patients who achieved an ACR20 response at Week 12 versus placebo. Key
secondary endpoints versus placebo included DAS28-CRP <3.2, DAS28-CRP <2.6, change from
baseline in HAQ-DI at Week 12, and change from baseline in mTSS at Week 26.

Study RA-V (NCT02706847) was a 12-week trial in 499 patients with moderately to severely
active rheumatoid arthritis who had an inadequate response or intolerance to biologic DMARD:s.
Patients received RINVOQ 15 mg or upadacitinib 30 mg once daily or placebo added to
background cDMARD therapy. At Week 12, patients who were randomized to placebo were
advanced to RINVOQ 15 mg or upadacitinib 30 mg once daily in a blinded manner based on
pre-determined assignment at baseline. The primary endpoint was the proportion of patients who
achieved an ACR20 response at Week 12. Key secondary endpoints included DAS28-CRP <3.2
and change from baseline in HAQ-DI at Week 12.

Clinical Response

The percentages of RINVOQ-treated patients achieving ACR20, ACR50, and ACR70 responses,
and DAS28(CRP) < 2.6 in all studies are shown in Table 5.

Patients treated with RINVOQ 15 mg, alone or in combination with cDMARDs, achieved higher
ACR response rates compared to MTX monotherapy or placebo, respectively, at the primary
efficacy timepoint (Table 5).

In Study IV, the percent of patients achieving ACR20 response by visit is shown in Figure 1.

In Studies RA-III and RA-V, higher ACR20 response rates were observed at 1 week with
RINVOQ 15 mg versus placebo.

Treatment with RINVOQ 15 mg, alone or in combination with cDMARDs, resulted in greater
improvements in the ACR components compared to MTX or placebo at the primary efficacy
timepoint (Table 6).

Table 5: Clinical Response

Study RA-I Study RA-IT | Study RA-III | Study RA-IV | Study RA-V
MTX-Naive MTX-IR cDMARD-IR MTX-IR bDMARD-IR
Monotherapy Monotherapy Background Background Background
cDMARDs MTX cDMARDs
MTX| RINVOQ [MTX| RINVOQ |PBO| RINVOQ |[PBO| RINVOQ |PBO| RINVOQ
15 mg 15 mg 15 mg 15 mg 15 mg
% % % % %
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A A A A A
(95% CI) (95% CI) (95% CI) (95% CI) (95% C)
N 314 | 317 | 216 | 217 [221| 221 |651| 651 |169]| 164
[ Week
ACR20
76 68 64 71 .
a b
2147154 15y (14, 20) #! |6 (17, 36)] 36 |28 (19, 37)| 3© |34 (29, 39)| 28 |36 (26, 46)
79 -
c d
2426 | 59 |1 13 27, 36 (35 27.37)
ACRS50
a b 52 42 38 45 34
27471 28 1oy 16,31 10 78,35 12 3 as,3n| P [0@e, 35| 12 204,31
50 54
c d
2426 | 33 |, g 3 21 133 (23, 38)
ACR70
32 23 21 25 N
a b
P 1 g 12,.05)) 3 oqa2e)| ¢ [150.21] ° poas2n| 7 [5c11
44 35
c d
24726 | 18 | 1o 33, 19 bs 1.29)
DAS28-CRP <2.6
36 28 31 29 29
a b
121471 1415y (15, 08) 8 oaz.27)| 10 1 aa, 28] © 239,27 2 |91, 27)
— 23 41
2426° | 18 |3 53 39 ? 13227, 36)

Abbreviations: ACR20 (or 50 or 70) = American College of Rheumatology >20% (or >50% or
>70%) improvement; bDMARD = biologic disease-modifying anti-rtheumatic drug; CRP = c-
reactive protein; DAS28 = Disease Activity Score 28 joints; cDMARDs = conventional disease-
modifying anti-rheumatic drugs; MTX = methotrexate; PBO = placebo; IR = inadequate
responder

Patients who discontinued randomized treatment, or had cross-over between randomized
treatments, or were missing data at week of evaluation were imputed as non-responders in the
analyses.

[ Study RA-I, Study RA-III, Study RA-IV, Study RA-V
P Study RA-II
© Study RA-I

¢ Study RA-IV

Table 6: Components of ACR Response at Primary Efficacy Timepoint?

Study RA-I | Study RA-II* | Study RA-III | Study RA-IV | Study RA-V
MTX-Naive MTX-IR cDMARD-IR MTX-IR bDMARD-IR
Monotherapy | Monotherapy Background Background Background
cDMARDs MTX cDMARDs
MTX|RINVOQ|MTX|RINVOQ| PBO |[RINVOQ| PBO |[RINVOQ| PBO [RINVOQ
15 mg 15 mg 15 mg 15 mg 15 mg
N 314 317 216 217 221 221 651 651 169 164
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Number of tender joints (0-68)

26 25 25 24 25 25 26 26 28 28
(16) (14) (16) (15) (15) (14) (14) (15) (15) (16)

Baseline

Week 13 9 15 10 16 12 16 10 18 11
214 |asy| a2 |ae| a3 |an| a4 |[as| a3 |an| a9

Number of swollen joints (0-66)

17 17 17 16 15 16 16 17 16 17
apj] aon jd2| dyp O | do |6 | d0) a0 | dab

Baseline

Week 6 5 9 6 9 7 9 5 9 6
12/14 | (8) D _1db] & (4| d09 | O D 1A ] ©®

Pain®

66 68 63 62 62 64 65 66 69 68
(21) (21) (21) (23) (21) (19) (21) (21) (21) (20)

Baseline

Week | 41 31 49 36 51 33 49 33 55 41
1214 |25 ] 25 @5 e |ee| @4 [@5] @4 |e8)| @8

Patient global assessment®

66 67 60 62 60 63 64 64 66 67

Baseline @1) 22) (22) 22) (20) (22) (21) (22) (23) (20)

Week | 42 31 48 37 50 32 48 33 54 40
1214 |25 ] @4 |ee)| e |ee| @4 o] @4 |e8)| @6

Disability Index (HAQ-DI)¢

1.60 1.60 1.47 1.47 1.42 1.48 1.61 1.63 1.56 1.67

Baseline | 67) (0.67) |(0.66)] (0.66) |(0.63)] (0.61) |(0.61)] (0.64) |(0.60) (0.64)

Week | 1.08] 076 |1.19| 086 |1.13] 085 |128| 098 [133] 1.4
12/14  [(0.72)] (0.69) [(0.69)| (0.67) [(0.70)| (0.66) [(0.67)| (0.68) [(0.66)| (0.77)

Physician global assessment*

69 67 62 66 64 64 66 66 67 69
ae| dn |dn| a8 [dAg| de A8 | d7) [d7D | (A7)

Baseline

Week | 32 22 37 26 41 26 41 27 39 29
214 || a9 |eoH] en [eyH] en [es| ey |es| @2

CRP (mg/L)

21.2 23.0 14.5 14.0 12.6 16.6 18.0 17.9 16.3 16.3

Baseline | ) 1\ 274y |173)] (165) |14.0) (192) 219 @25 |ein] 1s6)

Week | 109 | 42 |128| 3.7 |13.1]| 46 |162| 55 |139] 50
1214|149 8.8) |21 @7.8) (155 9.6) [(19.8) (10.9) |(17.3)| (14.0)

Abbreviations: ACR = American College of Rheumatology; bDMARD = biologic disease-
modifying anti-rheumatic drug; CRP = c-reactive protein; cDMARDs = conventional disease-
modifying anti-theumatic drugs; HAQ-DI = Health Assessment Questionnaire Disability Index;
IR = inadequate responder; MTX = methotrexate; PBO = placebo

* Data shown are mean (standard deviation).

P Primary efficacy timepoint is at Week 14.

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

d Health Assessment Questionnaire-Disability Index: 0=best, 3=worst; 20 questions; 8
categories: dressing and grooming, arising, eating, walking, hygiene, reach, grip, and activities.




Figure 1. Percent of Patients Achieving ACR20 in Study RA-IV

Abbreviations: ACR20 = American College of Rheumatology >20% improvement; MTX =
methotrexate

Patients who discontinued randomized treatment, or were missing ACR20 results, or were lost-
to-follow-up or withdrawn from the study were imputed as non-responders.

In RA-I and RA-IV, a higher proportion of patients treated with RINVOQ 15 mg alone or in
combination with cDMARDs, achieved DAS28-CRP < 2.6 compared to MTX or placebo at the
primary efficacy timepoint (Table 7).

Table 7: Proportion of Patients with DAS28-CRP Less Than 2.6 with Number of Residual
Active Joints at Primary Efficacy Timepoint

Study RA-I
MTX-Naive
Monotherapy
DAS28-CRP Less Than 2.6 Nl\g)f A RINI‘\;E% 1175 me
Proportion of responders at Week 12 (n) 14% (43) 36% (113)
Of responders, proportion with 0 active joints (n) 51% (22) 45% (51)
Of responders, proportion with 1 active joint (n) 35% (15) 23% (26)
Of responders, proportion with 2 active joints (n) 9% (4) 17% (19)
Of responders, proportion with 3 or more active joints (n) 5% (2) 15% (17)
Study RA-IV
MTX-IR
Background MTX
DAS28-CRP Less Than 2.6 PBO | RINVOQ 15 mg
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N =651 N =651
Proportion of responders at Week 12 (n) 6% (40) 29% (187)
Of responders, proportion with 0 active joints (n) 60% (24) 48% (89)
Of responders, proportion with 1 active joint (n) 20% (8) 23% (43)
Of responders, proportion with 2 active joints (n) 15% (6) 13% (25)
Of responders, proportion with 3 or more active joints (n) 5% (2) 16% (30)

Abbreviations: CRP = c-reactive protein; DAS28 = Disease Activity Score 28 joints; MTX =
methotrexate; PBO = placebo; IR = inadequate responder

Radiographic response

Inhibition of progression of structural joint damage was assessed using the modified Total Sharp
Score (mTSS) and its components, the erosion score and joint space narrowing score, at Week 26
in Study RA-IV and Week 24 in Study RA-I. The proportion of patients with no radiographic
progression (mTSS change from baseline < 0) was also assessed.

In Study RA-IV, treatment with RINVOQ 15 mg inhibited the progression of structural joint
damage compared to placebo in combination with cDMARDs at Week 26 (Table 8). Analyses of
erosion and joint space narrowing scores were consistent with overall results.

In the placebo plus MTX group, 76% of the patients experienced no radiographic progression at
Week 26 compared to 83% of the patients treated with RINVOQ 15 mg.

In Study RA-I, treatment with RINVOQ 15 mg monotherapy inhibited the progression of
structural joint damage compared to MTX monotherapy at Week 24 (Table 8). Analyses of
erosion and joint space narrowing scores were consistent with overall results.

In the MTX monotherapy group, 78% of the patients experienced no radiographic progression at
Week 24 compared to 87% of the patients treated with RINVOQ 15 mg monotherapy.

Table 8: Radiographic Changes

Study RA-IV
MTX-IR
Background MTX
PBO RINVOQ 15 mg Estimated Difference vs PBO
mTSS (N=651) (N=651) at Week 26
Mean (SD) Mean (SD) (95% CI)!
Baseline 35.9(52) 34.0 (50)
Week 26° 0.78 (0.1) 0.15(0.1) -0.63 (-0.92, -0.34)
Study RA-I
MTX-naive
Monotherapy
MTX RINVOQ 15 mg Estimated Difference vs MTX
(N=309) (N=309) at Week 24
Mean (SD) Mean (SD) (95% CI)*
Baseline 13.3 (31) 18.1 (38)
Week 244 0.67 (2.8) 0.14 (1.4) -0.53 (-0.85, -0.20)
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Abbreviations: mTSS = modified Total Sharp Score, MTX = methotrexate; PBO = placebo; SD

rheumatic drugs; LS = least squares; CI = confidence intervals

' LS means and 95% CI based on a random coefficient model fit to the mTSS value adjusting for
time, treatment group, prior bDMARDs use, treatment group-by-time interaction, with random
slopes and random intercept.

? Estimated linear rate of structural progression by Week 26 and standard errors are presented.

° LS means and 95% CI based on a linear regression model fit to change from baseline in mTSS
adjusting for treatment group, baseline mTSS, and geographic region.

* Mean change from baseline and standard deviation are presented.

= standard deviation; IR = inadequate responders; bDMARDs = biologic disease modifying anti-

Physical Function Response

Treatment with RINVOQ 15 mg, alone or in combination with cDMARDs, resulted in a greater
improvement in physical function at Week 12/14 compared to all comparators as measured by
HAQ-DIL

Other Health-Related Outcomes

In all studies except for Study RA-V, patients receiving RINVOQ 15 mg had greater
improvement from baseline in physical component summary (PCS) score, mental component
summary (MCS) scores, and in all 8 domains of the Short Form Health Survey (SF-36)
compared to placebo in combination with cDMARDs or MTX monotherapy at Week 12/14.

Fatigue was assessed by the Functional Assessment of Chronic Illness Therapy-Fatigue score
(FACIT-F) in Studies RA-I, RA-III, and RA-IV. Improvement in fatigue at Week 12 was
observed in patients treated with RINVOQ 15 mg compared to patients on placebo in
combination with cDMARDs or MTX monotherapy.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

RINVOQ 15 mg extended-release tablets for oral administration are purple, biconvex oblong,
with dimensions of 14 x 8 mm, and debossed with ‘al5’ on one side.

30 tablets in a bottle; NDC: 0074-2306-30

16.2 Storage and Handling
Store at 2°C to 25°C (36°F to 77°F).

Store in the original bottle in order to protect from moisture.

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

Serious Infections
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Inform patients that they may be more likely to develop infections when taking RINVOQ.
Instruct patients to contact their healthcare provider immediately during treatment if they
develop any signs or symptoms of an infection /see Warnings and Precautions (5.1)].

Advise patients that the risk of herpes zoster is increased in patients taking RINVOQ and in
some cases can be serious [see Warnings and Precautions (5.1)].

Malignancies

Inform patients that RINVOQ may increase their risk of certain cancers. Instruct patients to
inform their healthcare provider if they have ever had any type of cancer [see Warnings and
Precautions (5.2)].

Thrombosis

Advise patients that events of DVT and PE have been reported in clinical studies with RINVOQ.
Instruct patients to tell their healthcare provider if they develop any signs or symptoms of a DVT
or PE [see Warnings and Precautions (5.3)].

Laboratory Abnormalities

Inform patients that RINVOQ may affect certain lab tests, and that blood tests are required
before and during RINVOQ treatment [see Warnings and Precautions (5.5)].

Pregnancy

Advise pregnant women and females of reproductive potential that exposure to RINVOQ during
pregnancy may result in fetal harm. Advise females to inform their healthcare provider of a
known or suspected pregnancy [see Warnings and Precautions (5.6) and Use in Specific
Populations (8.1)]. Advise females of reproductive potential that effective contraception should
be used during treatment and for 4 weeks following the final dose of upadacitinib /[see Use in
Specific Populations (8.3)].

Lactation

Advise women not to breastfeed during treatment with RINVOQ [see Use in Specific
Populations (8.2)].

Administration

Advise patients not to chew, crush, or split RINVOQ tablets /see Dosage and Administration
(2.2)].

Manufactured by: AbbVie Ireland NL B.V., Sligo, Ireland

Packed and Distributed by: AbbVie Inc., North Chicago, IL 60064
RINVOQ is a trademark of AbbVie Biotechnology Ltd.

©2019 AbbVie Inc.

03-B725 August 2019

Medication Guide
RINVOQ"™ (rin-'vok)
(upadacitinib)
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extended-release tablets, for oral use

'What is the most important information I should know about RINVOQ?

RINVOQ may cause serious side effects, including:

1. Serious Infections.

RINVOQ is a medicine that affects your immune system. RINVOQ can lower the ability of your
immune system to fight infections. Some people have had serious infections while taking
RINVOQ, including tuberculosis (TB), and infections caused by bacteria, fungi, or viruses that
can spread throughout the body. Some people have died from these infections.

* Your healthcare provider should test you for TB before starting treatment with RINVOQ.

* Your healthcare provider should watch you closely for signs and symptoms of TB during
treatment with RINVOQ.

* You should not start taking RINVOQ 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 RINVOQ, tell your healthcare provider if you:

o are being treated for an infection.

° have had an infection that does not go away or that keeps coming back.

° have diabetes, chronic lung disease, HIV, or a weak immune system.

> have TB or have been in close contact with someone with TB.

° have had shingles (herpes zoster).

° have had hepatitis B or C.

o 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. These infections may happen or become more
severe if you use RINVOQ. Ask your healthcare provider if you do not know if you have
lived in an area where these infections are common.

o think you have an infection or have symptoms of an infection such as:

 fever, sweating, or chills  * muscle aches * cough
* shortness of breath + feeling tired » weight loss
» warm, red, or painful skin ¢ blood in your phlegm * burning when you
or sores on your body * diarrhea or stomach pain urinate or urinating more

often than usual

After starting RINVOQ, call your healthcare provider right away if you have any symptoms of
an infection. RINVOQ can make you more likely to get infections or make worse any infections
that you have.

2. Cancer.

RINVOQ may increase your risk of certain cancers by changing the way your immune system
works.

Lymphoma and other cancers, including skin cancers can happen in people taking RINVOQ.
Tell your healthcare provider if you have ever had any type of cancer.

3. Blood Clots (thrombosis).

Blood clots in the veins of your legs (deep vein thrombosis, DVT) or lungs (pulmonary
embolism, PE) and arteries (arterial thrombosis) can happen in some people taking RINVOQ.
This may be life-threatening and cause death.

» Tell your healthcare provider if you have had blood clots in the veins of your legs or lungs in
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the past.
* Tell your healthcare provider right away if you have any signs and symptoms of blood clots
during treatment with RINVOQ), including:

o swelling o sudden unexplained chest
° pain or tenderness in the pain
leg ° shortness of breath

4. Tears (perforation) in the stomach or intestines.

o 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 RINVOQ can get tears
in their stomach or intestines. This happens most often in people who take nonsteroidal anti-
inflammatory drugs (NSAIDs), corticosteroids, or methotrexate.

o 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.

5. Changes in certain laboratory test results.

Your healthcare provider should do blood tests before you start taking RINVOQ and while
you take RINVOQ to check for the following:

> low neutrophil and lymphocyte counts. Neutrophils and lymphocytes are types of
white blood cells that help the body fight off infections.

> low red blood cell counts. Red blood cells carry oxygen. Low red blood cells means
you may have anemia, which may make you feel weak and tired.

° increased cholesterol levels. Your healthcare provider should do blood tests to check
your cholesterol levels approximately 12 weeks after you start taking RINVOQ, and as
needed.

o elevated liver enzymes. Liver enzymes help to tell if your liver is functioning
normally. Elevated liver enzymes may indicate that your healthcare provider needs to
do additional tests on your liver.

Y ou should not take RINVOQ if your neutrophil count, lymphocyte count, or red blood cell
count is too low or your liver tests are too high. Your healthcare provider may stop your
RINVOQ treatment for a period of time if needed because of changes in these blood test results.
See “What are the possible side effects of RINVOQ?” for more information about side effects.

What is RINVOQ?

* RINVOQ is a prescription medicine that is a Janus kinase (JAK) inhibitor. RINVOQ is used
to treat adults with moderate to severe rheumatoid arthritis in whom methotrexate did not
work well or could not be tolerated.

It is not known if RINVOQ) is safe and effective in children under 18 years of age.

Before taking RINVOQ, tell your healthcare provider about all of your medical conditions,
including if you:

* See “What is the most important information I should know about RINVOQ?”

* have an infection.

* have liver problems.

* have low red or white blood cell counts.

* have recently received or are scheduled to receive an immunization (vaccine). People who

take RINVOQ should not receive live vaccines.
* are pregnant or plan to become pregnant. Based on animal studies, RINVOQ may harm your

unborn baby. Your healthcare provider will check whether or not you are pregnant before
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you start RINVOQ. You should use effective birth control (contraception) to avoid becoming
pregnant while taking RINVOQ), and for at least 4 weeks after your last dose of RINVOQ.

* are breastfeeding or plan to breastfeed. RINVOQ may pass into your breast milk. You and
your healthcare provider should decide if you will take RINVOQ or breastfeed. You should
not do both. You should not breastfeed until 6 days after your last dose of RINVOQ.

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

Especially tell your healthcare provider if you take:

» medicines for fungal infections (such as ketoconazole, itraconazole, posaconazole or
voriconazole) or clarithromycin (for bacterial infections) as these medicines may increase the
amount of RINVOQ in your blood.

* rifampicin (for bacterial infections) or phenytoin (for neurological disorders) as these
medicines may decrease the effect of RINVOQ.

» medicines that affect your immune system (such as azathioprine and cyclosporine) as these
medicines may increase your risk of infection.

Ask your healthcare provider or pharmacist, if you are not sure if you are taking any of these

medicines.

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

How should I take RINVOQ?
» Take RINVOQ exactly as your healthcare provider tells you to use it.
» Take RINVOQ 1 time a day with or without food.
* Swallow RINVOQ whole with water at about the same time each day. Do not split or break,
crush, or chew the tablets.

'What are the possible side effects of RINVOQ?

RINVOQ can cause serious side effects including:

See “What is the most important information I should know about RINVOQ?”

Common side effects of RINVOQ include: upper respiratory tract infections (common cold,
sinus infections), nausea, cough, and fever.

These are not all the possible side effects of RINVOQ. Call your doctor for medical advice about
side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should I store RINVOQ?

» Store RINVOQ in original container at 36°F to 77°F (2°C to 25°C) to protect it from
moisture.
* Keep RINVOQ and all medicines out of the reach of children.

General information about the safe and effective use of RINVOQ.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide.
Do not use RINVOQ for a condition for which it was not prescribed.

Do not give RINVOQ to other people, even if they have the same symptoms that you have. It
may harm them.

You can ask your healthcare provider or pharmacist for information about RINVOQ that is
written for health professionals.

'What are the ingredients in RINVOQ?
Active ingredient: upadacitinib
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Inactive ingredients: microcrystalline cellulose, hypromellose, mannitol, tartaric acid, colloidal
silicon dioxide, magnesium stearate, polyvinyl alcohol, polyethylene glycol, talc, titanium
dioxide, ferrosoferric oxide, and iron oxide red.

Manufactured by: AbbVie Ireland NL B.V., Sligo, Ireland
Marketed by: AbbVie Inc., North Chicago, IL 60064
RINVOQ is a trademark of AbbVie Biotechnology Ltd.

©2019 AbbVie Inc.

For more information, call 1-800-2-RINVOQ (1-800-274-6867) or go to www.RINVOQ.com.
This Medication Guide has been approved by the U.S. Food and Issued: 08/2019
Drug Administration

03-B725
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. BRJ17e CYP3A4 BHEAI (K haFy—nie ) OoRM
BREEZT TS BEIE, AREZEE L CERATS 2
LAY

o RHIELFETIZ: CYP3A4 #HEH| (V7o ipl) &
OPEABE G TR SRy, (7.2)

---------------------- TN L= 1o N ¥ -3 S —
o EILEILLAVES ICRETAZ L, (82)
o REMEREREE | T ORTMRERIE 2 A 5 B I I AN

Rz, (8.7)

BEHIIUE) VI BRBRVEZERITEER A FIZD0L
TIE17TIEZSRBT S L,
KET - 201948 A
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WA EHL
B ERGBE BEESRULEE
ERGBS

AENCLKBDBRZEZZITTVWESIEERIX ARXERTCICELCLELVHIEELGREEZRETHAIRAIN
=FEd [(FERVUEALDIE B.1E), FIfEF 61F) H, ] ChoDBREERELE-EED
FEAED, ARRLFY—FPIULFIRTAAS FGEQREMFIFIZGHAL TULV =,

EEGRENERLIGEE, BENFHSINLIETEROREZHHT S L,

RESNEBEIUTOLEEYTHS -
i BRI RE & L T OEEEREZ . BEEERF ORI & ARPISBERERDOR
BERITH L, ARDERATICBREROEBRERFTT S &,
VT FAVHREGREDREMERRERU - 1 —E VR F R,
MERE HTREBLGEDOVAMIILARERVBMERFRARIZK S EDMmOREE,

MR EREMBLEEET HBE(AREMAT BRI, ARICEBABDURIERRT 1y
M DWTHEBICRHT 5 &,

BEREAICBRERBREOBRE TR TH - EBICE T AEREBHDAREILEEZEH, KAl
S HARBEPRWABRRICIBREOHERWERIREBRE LG VLW BEEZIZR(BEITSHL [F
ERVEFLDIE (5.1 £H] .

BEES

DUNEBREDEEBBENIRFNERE LE-EHIZROOATVS [EERVERLOIEE (5.2
H) B8],

M2 4E

RERERARIMASAE, FHEEIRAE R UBIARMASIE Z EC MBED, REZHFIT H-OITVIRAFF—
THEEZRSLEBZICEELTWS, ChoDAEERODECFIEETHY, RTHLH-
fzo MARED ') RV DMERL TWDEREMEAH D BEHITERERMIRT DHTIC, KHIZK DBHED
DR ERRZT 4y FMIDOWTHRET S L, MBREDEREZRT 2EEZEOMNICFHMEL, &
DREREITS> 2L [EERUVERLDIE (5.318) BE] .
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1. Shee - SR
1.1 AT DY F

KA (DA F=T) 0%, A B MrFdP—h MTX) (SRR UIARIME Th - 7 h 5
FEZ D EAEDOIHEIVERIET U 7~ F ORRNEE ST DGRz lIS & T 2,

A B D R EEIH - fthod JAK BHERE, Wi BT ) 7~ F 3 (DMARDs) &
THFATY R0y u AR Y 73 E ORI IR HHIF & AR OO ITHELE S fuien,

2. R - B=
2.1 eI O FICEITARZE

AANORE ARG OHERH BT A FEROFEZ)» DB 1 H 18] 15mg THD [MHFEH

(12.3 ) =M

AFNE, BHAFEEH D WIEA N FLFg— 1 (MTX) Mo IEAEY 71 DMARDs & Off Ik
EELTHEHATE S,

2.2 EELEREETR

o UL NERHERTEL (ALC) 23 500 cells/mm? A, #FHERHEHE (ANC) 23 1000 cells/mm?
HKeliti XII~NE T v B AEN 8 g/dL Al O FEF I, A OFGBARIIHELE <7
[ZEE R OEH - oorEE (5.4 1H) /8T
o HEOIKERE (Fy A/ K- Ya—n8 C) 28T 5 HEEITIIARA| O T HESE
SNIRN [HERR B LA~ DRLE (8.7 H) K OEFFERE (12.3 H) 204
o ARHFIOFEANIAZ EMAIATe Z &, ARNTE 720, 720 ATZD Lignz &y

2.3 =5 B

BRGNS A T, BENHIE SN D £ TARNC L AIBEAZ T« 5 2 & [ZEK
Uﬁﬁf@&ﬁ(ﬂ@@éﬁ@o
F LIRS TWD LI, BRBREERE OFRICEGHWRNLBEII 25560830 5,
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= 1. RRREMBEEEICHESN DR SR

BRI A DO FRAR %t

ANC 28 1000 cells/mm? 3 DI ILIEE & Wi L, ANC 232 % k[0l 25 55l

S RHERH (ANC) i bR et E

ALC 73 500 cells/mm® Kjii OG5 13IREZ FWr L, ALC 28 Zh % EF 25l

) /R (ALO) R HE LTS KU

Hb 7% 8 g/dL R DFAITIEFZ H T L, Hb Az ERISZEMEICE 75

~FZ vy (Hb) AR L E

HrZ7ovAT7I0—% HKYVERTREDNEEDN DSB8 TR E T 5 Z &,

3. Rk UEE

AFA 15 mg B OREEEY, RAOHMNEOREMNTHY, A XL 14 x8mm, FmEiZ lal5] @
GIEN &S 5,

4 2=

L
5. ZERVEREDIE
5.1 BEX

KFN G LIz B, R U CESEN R EE RN S SN Tnb, AEREICL VRS
IV CHUE SN EERERRIIIMR R OSRR N b o7 [FITEA (6.1 HH) /], BN
B OTIX, i, fEMEIREE, DRRED O HRER DY VT 3y T ARERAEF D
1%)%’6‘3?&%:%7}%710

PRIBYER G2 e, REWEOHEEREEZ AT 2BFIIAFEZERA L 2nE ST 52 &,
LT ORBFICAKOEHZBRLGET DR, BROY R 7 EXRXT 4w MIOWTHRETHZ &

o BMEIIREMEG A H T DR

o FEEEEICHMLTI-Z 0B HEHE

o EEFECEY T BN UYL OB B 5 A

o AERZDRAT LB ST R MR L E A T HE T 0 R SR TERTRR R A B B TR
o JEYLEFHRT HAREMED S DI E AT 5 HBE

AFNC £ BIRDL OTIRIC 1L, RO CFER AT L 70\ o & VERETE < T
HZ L, BEAVNEEREE T ARG 2 RIE LGS IIAR OG22 T 5 2 &, KA
K DIRHE RN I EG 2 30 LT B, R AaBE I L, Wl CRERZWRE L%
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TOVEND L, WEIRMEEREEZG L, BEZEERBIET L 2L, BEDPHIEERE
(ZPUEZ R L TW WG IIAR OG- 2 hilrd 5 2 &, BRI S e D AR D85 % 5
L/T%)ctl/\o

FEEZ

BENL, AR OBEFGRNS, 5% (TB) ORA7 V—=V T REE% 52 L, I§8%ETB %
BT 5BEIIIARZHE LN L, RIBEOER TB 2HT 5 B I 45 RIBEMTbR
TWD Z &R T & 2R ENME TB B OMR TB B O S 2 Th o 7223 TB YD U A
7 e D BENCARKNOR G %2BRIET 5561, £ ORNICHRSERIEERFT 52 &,
PUEZIREOBRIEDME 2 DEBF I ZH Y Th 2 02 HWrT 5 ETofMiBh e LT, TB /BHRO MM
PR D ERINCHHR T D Z EDBEE L,

TREBAAERTICIMR TB B O TRt Th - 7B 25D, TB OE & OVER 235 BL L 72
NEEEZBET DL,

v A L A DFHEEAL

ANIVRAT ANV ADOFEAL BREZ R E) 25Ty, vA LV ADOFEMELR OB BIFR T A
IV ADFIEHAL N EERRBRIC B CTHE Sz [FIER (6.1 B) 2H] , BEDNTIRES %%
SE L2 BA0E, FOEIRBTEAT D £ TRAIO 2P 2 e+ 5 2 L,

AFNC L DI ORI L ORI, BIRTA R4 2> T, VA NAFRO AT ) —
=V TRREROHEHE I EOE=42 ) 7 2% i 5 Z L, C BFRIUAEKLD C BFRT A LA
RNA NGPETH - 7= BEF TR DAt Sz, B BUFREmERIUR T B AR Y A LA
DNA D5PETdH - 7= BE LR BR D DR S iz, Lo L, B BUHFR 7 A L A DO FHEMEALFIDS,
AR OF 3 FHRBIHAAN DN EBF ThBHME Sz, AFlOELHIC B BIFRD A LA
DNA 2 SN 5580%, TFIREFEICHR T 5 2 &,

52 EiES

AN O EG AR CEMEIEE NGB Dz [FIEH (6.1 ) 2], IRFRICRS L= IR A
B REEE (NMSC) LIS DBEEN o EVEEE 2 A4 5 BB IR A BIGT 5/, & 2 WITEMEE 4
FIE LT BE AR O A2 BT 255121, AFNCEDIEEDO Y R L_XRT ¢ v MIHOW
T2 &,

FE L
AFNC L BIREZZ T TWDHEEIZNMSC NG SN TWD, RIEEOY 27 3K LTV D
BEIL, EHMRRERELYZITDZENEE LU,
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5.3 M+eHE

TR IRMARSE, MiZErRSE & OBhARIARIE 2 & T lARAE DS, RAEZ B3 2 72 DICAH &2 5t
YXAF¥F—¥ (JAK) [EEKZELELZBFICRAL NS, INLOFEFROLILEE
Thh, CHHLH -7,

MARFED U A 7 3K LT 5 ATREMEN & 2 BE IR Z BltA T 5812, RANC X D1RED Y
AY ERFT 4y MZOWTHRTT 5 Z &, MEOTEIRSEER LHA1E, BEZ2HC0IEE
fliL, WEZRiEHREITY 2 &,

5.4 HIEEZEA

AN OERRBR CIHLEFILORBEANRE SN TS, 2720, ZL0MLEZRILIZBIT S
JAK FREFEOBIEMIIAATH D, T b DOEERREBRCIE, B U~ T BEH DL D IEMERE
& LTIERT mA REFIRIESRE (NSAIDs) Z kM L Tuh/e,

HILEZRLOY AT PR L TCWDREENS D BRE (MEROBEAEELZAT 5 BHE UL
NSAIDs Z R L TWHEBERE) 1213, AAIZEREICENTLZ &,

B AR 2 FE L 7= B 1Y, MBS L2 BHICRE T 2 72 DIl 2 2 &,

55 R EIEH
i P ERIS D S
ARFNS X B IR ERIBAME (ANC 25 1000 cells/mm? A3i) DOIEEFR D _E5H & BEMER B - 72,
WHOBEEHRDOLBY, N—2T A UL ZOBRITHPERKOFMEIT O = &, P EREIR
i (ANC 1000 cells/mm?® Kiiii) DEFITIE, AFNC K DVERE LB LRV, IR Z T2
Z& [k AR Q2mHE, 231 K],

U 2 SERDE

AFN DA RER T ALC 500 cells/mm? R 235 S iz,

HEDOBREEHO LB, X—XT A VL ZORITY VRERBOFMZEITY Z &, U /REk
FAKAE (ANC 500 cells/mm? A&3ii) OFEF I, AANC K BIEEZBLE LRV, UXIRELE k3
2L [HE-HE Q23 231 2],

2 ifn

AFN DGR R T~E 7 v B UAED 8 g/dL Kl ~DIA mN s S vz,
WHOBEEHOLEBY, N—=RAT7 4 VL ZDORIINEZ 0 EMEOFMEEZITH 2 &, ~F
7a b AME (8 g/dL Kiif) DOBEITIL, AFNC L HIREERME LRV, XIXIREE T ErT 5 2
& HE Q2mH, 231 ],

S ID : 4478363

41



obbvie virvF=J
16 SAEICH 1T HEARRE BT 574

HEE

AFNC L DIRFEIE, ol AT —), KEEEVAREH (LDL) 2 VAT a— LK OVEEY
AEHA (HDL) 2L AT um—AZ2ateREEO LR EEEWEN b -7 [FITER (6.1 H) 24 .
LDL = L A7 a—/UED EFIE, AZF ARG E R L, {BRAITOEMIZIK T L, 20k
9 IR N D b F- 00 ifn 2 R R R ER K OB 1 SR~ D BB TR S LT R,

TRIEBARATL 12 I L O ORI, MIBIIE DR AT A RT7 A N> TREZBISRTHZ &,
EIEMIEDRE T A KT A4 N> THREREHTLZ &,

JH S S0
AFNZ X DIRERIE, 772 RBEL R U C, HEEREMORH RO L5 L BEERH - 72,
WHOBEEHO LB, N—R T UHEZORIGHEZIT ) 2 &, RYMEITEE OELER
IRIEB Z R ET A 7200, RO FIN 2 Rl 122832 Z EREFE LUy,
HEOEEEEOF T ALT X1k AST OIS b, EMEIFEEN RO HEIE, 2
DLW S D F TARAOE G 2T 52 &,

5.6 it - MRS

B & O TR AE RIS < &, RN IR G535 L IRIRICEZ RIZT /RN H 5,
ERHRIICT v PRI FICoRE L F =T %545, BMRGEOREARNZS &2
L7z, HIRIZITIR IR ~DEAEN 2 U A7 IZHOWCHAT 5 Z &, IR e &Ml i, AFNC X
DIEHEHR B OARAK| O ks e 5% 4 WRITA D ebiE 2 Wb X 218835 2 & [Fele B4
M~of&h (8.1, 831H) ]

5.7 widViki:2:

AFNDOF G P ST GERNAED 7 F oRommbE U 7 F o ey 2 2 L3RSy, &
FIIAF OB EBMGRENS, IO THERET A N T A N0E-> T, HRIEE O TR 2 34
T E 2T 2 Z MRS TVD,

6. gI1EH

LUF OERZ2EWERIZEA SCE OO/ ISR SN TV D,
o HERY: [BHEROMN LoE 5.18) M),
o EWEERDS [BAEROMEN LOVEE (.2 H) M
o MMIE [EERNEN LOIEE (5.3 BZHM) T,
o HILWEZIL [BEROMEN LOE 5.4 8) ZH)
o MREME [EBEHAOMEN LoEE (5.5 H) 2]
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6.1 BR RS ER RS

BRI ISR R R CEIE SN D T2, & 2 AN OEAKRR CRO b IEH ORBLFE %
BIJOD%%I DEFARBR CORBR L BERELET 2 2 LIXTE T, R CORERNBREA

BrCORBRIZ T D LITR L0,

55 3 MHERAREER TIE, AdF 3833 BB v~ T REIC UKV TF =T 5 REL, £DHH
D 2806 FlIIMEEE M S 1 UL ETH o7,

R T YA N> T, BEIIARANB G 2T 5 2 &, Week 12 £ BEING 7T ERND
AFN15mg (U0 EEZ D2 L, EMBEIT T 2T NOABIDO L A% 2 —RIEIIBITTHZ L
MNAEETH Tz,

AEE 2630 BIOBFITAFI 15mg % 1 BILLEEE L, 205 60 1860 FliXigEE#HM A 1 L0 E
Th o7z, RA-I, RA-II, RA-II KT RA-V ikBRTiE, 1213 FlOBEHIZAA] 15mg & 1 [BILLE#
HL, 209550 986 FlIIMEEMIM A 1 FFLLETH o7z, 1203 FllZ Y RF T F =7 30mg % 1 [A]
PLEHS L, 20955 046 BlIZBREEIM A 1 FELL ETH -7,

%= 2. TSR BHAERRICH T EHAF] 15 mg ABEEOREE Y VI FEED 1%ULICHRES
T-BlI{ER
) S — xm‘
RIVEH 15 mg #F
n=1042 (%) n=1035 (%)
FRGEREY: (URTD * 9.5 13.5
B 22 3.5
Ik 1.0 2.2
FEEL 0 1.2

*  URTLIZIXEA F 2 & T : 2VERISPES, WrEEsS, EBUREAZS, DRCnREssE, WREAZe, WHEARAkS, =4, FlspE
x®, Rk, A AV ERIE R

Week 12 % 3# L CTAA 15 mg BED 1%KL N7 7 B REEL U m0OEIE THE SN -2 OOl
TEFNCIX, ids, B2, B~ LR (OB~ R 2 ETe) M OANED P A IENR D - 1=,

4 OOFMET —F Yy FRRFEORIERMICEEIER S LTS

77 B AR ER | RA-I, RA-IV X TNRA-V aih.%ﬁ%n'r}t/n\b, 77 B AREE (n=1042) K OAA
15mg B (n=1035) @ 12/14 WIZ 7 D22 Z23em Lo, RA-ITRER & O RA-IV 3 BR & #E &
L, 778X (0=390) , AAI15mght (n=385) LU NRX T F=730mght (n=384) O
12 A OLEMEZ IR Lz, RA-IV RBRIZIL 30 mg BEE /W20, URF T F =7 30 mg BEDLE
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AT —H 1%, RA-IITRBR N OV RA-IV iRBR D 7 — V7 — & & Jh2, 7T B RBER OAHA] 15 mg #F
DFRBLZRE OHLHEES 5 Z LS ARETH D,

MTX sf R - RA-T 3R M OF RA-ILRBR 2 & L, MTX Bf (n=530) , A% 15 mg # (n=534)
O REF =7 30mg #E (n=529) D 12/14 B D&M E2 R Lz,

12 # HREIORET — %% v b+ : RA-I, RA-Il, RA-III X RA-V iRBRAZHA L, AHA 15 mg #

(n=1213) KOO NREF=730mg#t (=1203) ORWZEMEEZTRR LT,

MR TR L R BLRIIARH Tl E L2 EFELRIZHOWT, BRI L,

R € OFEIER

77 & ARk BRERER | RA-TIT, RA-IV & OYRA-V BRBRICIW T, EYEN 77 B AR EET 218 1 (95.7
/100 N5E) , AK) 15 mg BET 284 1] (127.8 4:/100 N4E) (T X7z, RA-I iR M OF RA-IV
AR T, BYYEIX T 7 B AREET 99 f (136.5 £4/100 A4) , A 15mg BET 118 il (164.5 14+
/100 NE) BN RZ v F =7 30 mg BET 126 6 (180.3 £/100 A4E) IZHE Sz,

MTX % FEEABR © JRYYEIT MTX BEARERET 127 61 (119.5 £/100 A4E) , AHAl 15 mg HAIE
ERET 104 1 (91.8 14100 AN5E) KONDRZ v F =7 30 mg HAFIERET 128 1 (115.1 ££/100
NEE) o ST,

12 7 AMOBTET — 2 & v b EYYEIIAA] 15 mg BET 615 B (83.8 {4/100 A4E) K ONw 3
X F =7 30mg BET 674 B (99.7 /100 NFF) 12 STz,

R
77 A% HRER - RAIL, RA-IV X TN RA-V RERICHWT, EEREGN T 7 EAREET 6 4
(2.3 /100 AN4E) , &K 15 mg BET 12 1] (4.6 /100 A5) (2 S 3072, RA-II 3Bk % O RA-TV
AR CIE, EEREI T 7 EAREET 16 (1.2 /100 N4F) , AHl15mg BET 2 41 (2.3 14/100
NE) , oRZF=730mBETTH (82 ££/100 A5 (Z#iE S iz,

MTX %f BEEAER « B 72 eI E MTX BLAIRERET 2 1 (1.6 /100 A4F) , AHAl 15 mg HLHAIHE
ERET 3B (2.4 1£/100 NFE) KON /8K 2 F =7 30 mg HAIFRIERET 8 6] (6.4 14:/100 N4E) IZ
W sz,

12 # AOEEZET — 22 v~ EEREGIAA] 15 mg BET 38 il (3.5 /100 N4F) KOYY
NREF =7 30mg HET 59 1] (5.6 14/100 N5 (2 S 47z,

b WRE DL Do T HE G IR L R R Th o7,

77 & A BRI B O MTX O BGRIER - 77 & A IERBRIIR i, 777 B ANHE, A 15 mg ¥
KOy sZvF =7 30 mg BETIHBIVERSEZ OFBBNTERD L e o 7e, MTX % GBI
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(2, MTX HARERE, AH 15 mg BAWGERE N D S Z 2 F =7 30 mg HARIERE CIHEIMER
EORBRFNIFED b olz,

12 % AOBREET — 2% v o IEEWEREZIARH] 15mg BT 2 fIR D Z v F =7 30 mg
HETT 1 BNCHRE S e, iSRRI S S 7,

H 2R (igtzahr<)
77 A% HERER - RAIL, RA-IV XN RA-V REBRICKWT, HRIREGRIE T 7 AREET 3 4
(1.2 /100 N4F) B OVAHA 15 mg BET 5 1] (1.9 £4:/100 NF) 128 S 4u7-, RA-TI 3R ) O RA-V
RERCIE, ARG 72 ARET LA (1.2 /100 A4F) , AHI 15 mg BT 2 41 (2.3 £4/100
NE) KOO ANZ T =7 30mg BT 6 (7.1 /100 AF) 1THE Sz,
MTX &} HEEER B R ARG MTX HAIRIERE T 1 6] (0.8 /100 A4F) , AH 15 mg HAIH
ERECITHSE A2 <, T U F =7 30 mg HANERIERET 4 61 (3.2 £4/100 N4F) ([ZHE Sz,
12 5 ARIOgEET — 22 v b @ HREGHIARK 15 mg B 7 61 (0.6 ££/100 ANF) KOVT /34
TF =7 30mg BET 1561 (1.4 14/100 N4E) ICHiE & iz,

EENEE

7T B ARKHEER : RA-IL, RA-IV KT RA-V RBRICBWT, EMEEE (NMSC 2F<) 137
Z B REET 141 (0.4 /100 N5) e OAHA 15 mg #C 1 61 (0.4 14/100 N4 (24 X7z, RA-IIT
B L OV RA-V 3BR I, BEMEER NMSC 2 BR<) 137 7 B REE T E N 72 <, AAI 15 mg B
T1EI (1.1 /100 AME) RO RF T F =7 30mg BET 361 (3.5 /100 A5FE) 1T Sz,

MTX *FFRERER « EMEIEE (NMSC ZFR<) 1, MTX HAPRERET 1 (0.8 /100 A45)
AHN 15 mg BHAPRIERET 3 61 (2.4 /100 ANF) ITHE SN, UK T =7 30 mg HARER
TITHEN o T2,

12 5 HEORZET — % v b PSR (NMSC 2 FR<) 1 3A#] 15 mg BET 1361 (1.2 ££/100
NE) RO ARE L F =7 30mg BET 1441 (1.3 44/100 N5 (2GS -,

THIEE A

77 BRI - T AR, AA15mg HEOUARE T F =T 30mg T (AT 1 v
B o —IZHES5< ) HIBERILBNIRD biieroTz,

MTX %GR : MTX BEM OVARA 15 mg BEIZ BT 12/14 BN HALE EALENIEHE S m
STz, UK UF =7 30 mg BECTHLE LD 2 IR LTz,

12 5 ARIOgEZET — 22 > b ELERLDAA] 15 mg BET 1 FIR Y "F 2 F =7 30 mg #
T4 pllcHs sz,

L FRE
77 2R % REER : RA-IV 3R BRCE, #lRiARE (iZeieie X ERIRIARIE) N7 77
BEC 1 BILOAHK 15 mg BET 1 HISRD DALz, RA-V RERTIE, #ARMARIE2SAH 15 mg #ET
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1 FHZRE® BTz, RA-I R CIEEAIRERIEIL 1 Bl LR b o7z, 12/14 HHIZH7= 0 &)
IRIMAZIE L 1 B 6RO HivZemnoTz,

MTX *FFRFER : RA-IL #BR CIE, $RMASIEIX MTX %ﬁlféifzﬁi‘f TRD LT, KA 15 mg
HETIHICRD LN, X T =7 30mg BETIE 14 BRIIZHTZVERD Hedr -7z, RA-LR
BRCiE, BUIRMARIEIL 12/14 8RICH720 1 B HFEO LR -T2, RATRBRTIE, FFIRIMARIE
I MTX BET 1 FNZRE O B, AF 1S mg BETITRO LT, U/3F T F =7 30 mg #ETlE 24
FC 1 BIZEE® Hitlz, RA-IREBRTIE, BIRIMARIED 7/ XF T F =7 30 mg #£TlE 24 HET 1
BNZFED BTz,

12 5 HHEORET —# &> b FEIRIRAE A 15 mg BT 561 (0.5 £4/100 AF) KO3
Ky F =7 30mg BET 4 % (0.4 ££/100 NFE) (G S 7z, BIfRIMASIEIZAR] 15 mg BECIE 1
Bl HE ST, VARX T =7 30mg FET 26 (0.2 /100 AF) ITHE ST,

B A o A i B
HFhZ 2 XT3 F—1F fFF

FEEEE L L C DMARDs % #5957 7 2 AR5 EEER (RA-IIL, RA-IV X TNRA-V R ER) 128
WC, R 1214 8 h72 0, A7e< b 1 EIORIE CTHEMERE LR (ULN) @ 3 58 LT Z
= AT IS —E (ALT) KOT ANRTIFXF U@ N T A7 I —8 (AST) OB, 7
TERRBEOEZNEI 1.5%E 0.7% &l LT, AH 15 mg HETIEENEI 2.1%E 1.5%TRH 5
U7z, RA-IT &R ) O RA-V A BT, 272 < &b 1 IOHIE T ULN @ 3 520 D ALT KTV AST
DD, I ERHEOETNEN 1.3%E 1.0%& ik LT, ﬁﬁl 15mg FETIXZENZ 0.8%L
1.0% M NI NE T F =7 30 mg BETIEZEINLZEI 1.0% & 0%IZ58D BTz,

MTX *FHEERER CTlE, &R 12/14 @IcH72 0, D7 < & 1 EIORIE T ULN O 3 524 Eod ALT
S N AST OHEINAY, MTX BEDZLZEH 1.9% & 0.9% & i LT, 7';%! 15 mg BETIXZENEN 0.8%
E04% N DT NFF =7 30mg BFETIETENZI 1.7% & 1.3%IZ58 O BT,

HEE |- A7

UNRELF AN L HERIT, a2 Ta—, N Z Y FEOLDL 2L A5 12 —/LD
FERGED B LB RH -7z, 7/ F=71F HDL 2 L AT r—/1L0 EF & 4N
o7z, LDL X OVHDL = L A7 1 —/LOHNNIE Week 8 £ TICRKEEZRL, EDOH%R—EL R
ST, GBI T 2 KA 15 mg FHEL DU F T F =7 30 mg BEOF R 12/14 @FIZ D25 %
NENOREBDONR—ATA b OEE L TFICERNT S

< SE¥JLDL 2 L A7 1 —/bid 14.81 mg/dL } O8N 17.17 mg/dL #Eh0 L 7=,

« SE¥JHDL 2 L A7 v —/ L3 8.16 mg/dL X U8 9.01 mg/dL H#4/N L 7=,

- V¥ LDL/HDL HTZE TR i o Tz,

SEH R U 7 U E Y RiE 13.55 mg/dL KO8 14.44 mg/dL BE0 L 7=,

S ID : 4478363
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2 LT F R R A — )

JEfE#E L L C DMARDs #5925 77 2Rt kbR (RA-IIL, RA-IV }2 (N RA-V ikBR) |
WT, ®&E 1214 8Eich=v, 7L T F R ARFEF—F (CPK) D&KL ﬁz@tﬁébum
D BT, 12/14 BEIZH72 0, ULN O 5 %% ER2S CKEMR, AH 15 mg # T 1.0% &N 7 Z
TAREET 0.3%ICHE Sz, ULN O 5 5% ERIZEINIIEE A ER—#ETH Y, {HFEEZHIL
T MBI > 72, RA-ILRER &Y RA-V RBRIZHBW T, ULN O 5 5% kRl 5D CPK #0123,
772 AREET 0.3%, AAF15mg BETIE 1.6% TRD HIL, XX TF=7 30mg FETIT 1 FlHFE
OB T,

ZF BRI IE

JEfE#E L L C DMARDs % #5925 7 7 2R % BEGRBR (RA-IIL RA-IV X ONRA-V R&BR) 128
W, &E 1214 BRICH=0, D &b 1 EOHEIE T 1000 cells/mm?® Z a5 &K 7 D i
FRERER D3, AR 15 mgBET 1L1% &L OV 7 B ARRET0.1%A0 1258 L 7=, RA-IITERER & Y RA-V
ARERICBNT, D<K e b 1 EOHEIET 1000 cells/mm?® %z a2 4 HERE A 23, 7T B REET
0.3%, A# 15 mg BET 1.3% KON /34 L F =7 30 mg BET 2.4%|ZFHL L 7=, BEIRERER Cl%, ANC
23 500 cells/mm’ K1) LI25A 1, 1RENFW ST,

U BRI

FEWERYE L L C DMARDs 2 #5932 77 B R ERBR (RA-III, RA-IV X (N RA-V #Bk) (23
WT, &R 1214 8EICh72 0, 27p< e 1 REIOHRIE T 500 cells/mm? % FlEl 5 U o EREE D>
2%, AHK 15 mg BET 0.9%M O 7 B AREET 0.7%I125 8 L7-, RA-II iR K& O RA-V #BRIZEB W
T, Dl b 1 FORPET 500 cellsmm?® % FEID U L EREGAD Y, 77 BHRBET 0.5%, &K
F 15 mg BET 0.5% KON T RF v F =7 30 mg BET 2.4%I25H LT,

=1

FEWERIE L L C DMARDs 2 #5932 77 B R ERBR (RA-III, RA-IV X ONRA-V #Bk) (23
WT, &E 1214 B iz, e b 1 BIORET 8 gL % FElD~EZ o BN,
AH 15 mg FELOT 7 B ARBEOMAET 0.1%ATMIZFHEL L7z, RA-IL &R &K Y RA-V & ERIZEB U
T, D L 1 HIOUETS gL % FlalD~EZ a B b n, 77 2REETIE 0.3%IC580 5
, AFN 15 mg FER RN XX F =7 30 mg FEOMEETIT 1 I HFRD BN o T,

7. EYHE R
7.1 A7 CYP3A4 [REH
TN F=TNE, W7 CYP3A4 FER] (F bty —n/p ) LOEHBES L2%E, BiR

BN L0 D [BKFEPE (12.3 H) /4] . 587172 CYP3A4 [LERIOEIER #5217 T\ D HEE
21X, AFIZEEL AT L,

S ID : 4478363
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7.2 75 CYP3A4 FFEH

TREF =T E, A7 CYP3AAFHER| (V77 B0 E) LOFARE LGS, BEE
DR, RAIOIEENROIK T 2L /RN S 5 [HKERE (12.3 78) 2] . KAl &
J0 7175 CYP3A4 #HEAI & OO S ITHERE S 7,

8. HAGEEEA~NDERE

8.1 RN DTS

Uxﬁ@%%

IHRIMEIC BT 2 AK IO b7 — 2 IXRENTH O, KRR RKIERE K OVERE O 3154 B

Uxﬁmow BRI TE 21T oIy, BazAWERHRICED &, vRF v F=7
IR E TR ORIUNCHE R EE RITT RN S 5,

B D IR -H WRAERBR T, ERT v AU L, SREFEEBICENLZENE hTD
RHELEER R & (MRHD) OF) 1.6 {5 & 15 5L LORBER T Y NRE U F =T 2Ok Lo s
A, HEERGMEOFEFHOEM (7 hodk) |, LIEFREELROEM (VHX0h) |
HERBIECOEMN (THXDH) KT v N RN X0 5 THRIFREDORD DD b,
FRERHIZ MRHD O 03 5L 25 CUNRE U F =T 2R OEG LIZIER T v N RO X2
X, BAEFHEITRD N0 7o 4R T v b & W7 HEERT/HPER DR BRI 23\ ¢, MRHD
DRI ZEORBE T NRNT T F =T R O#E LI L 25, BMAREER OBARETRED bR
Mol (BT —2 28]

U R F =TSRRI T D ERAR SRR K OVEEN B ET 2 HEY &Y X713
LTIV, ETOMREFNC, eRMERE, RIEHAXITZEOMOR FFOE Y A7 M
o TWD, KEO—REMIZ ?5Ek@%%r B R ORENRAET D HEEE Y A 71X
ZTNEN 2~4%L 15~20%Th 5,

FRRH) &5
TESB BT D EHE R OV X IR - JG 12D VX 2

AREINTT =21, FRRIGEMEOWRIZEE Y U~ F OLMICH EERERA4AE T2 U 27
ERRENEN B D T & BRI LTV D A FARIRER)R IR R EE (W% 37 3T , AR AR (2500 g
Hlifi) RO AR ARIRIIFNICH L TS WIRRH D,

TFT=4
BT — %
OGS X DI - fr A B CIL, 414 (GD) 6 H H~GDI17 H H OB AN TR Z
WCHES, 25 KON 75 mghkg/ H OO RE L F =T DGR T, v F=71F (BT

S ID : 4478363
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v O OG- 5 mg/kg/H UL EIZE1F 5 AUC % 2512) MRHD D9 1.7 {5 LA L DRz & Clear e
HRRD LT (EBEEOEE KOV E OB LR SN EKAGE) o LSO EKA
B (R MR OB E i OB MR K8) KORIHREORAD 2, (B vy hoRA&kb5 5
75 mg/kg/ HIZF1F 5 AUC % 2(2) MRHD DX 84 i DIRER &2 35\ CTRMATEIED 72V IR EE THRYD
Y (W

BO®EICL D 2 BBORE - IR AERBRTIX, GD6 HH~GDI17 H H DB AR T
v MIHE 1.5 KO 4mgkg/ H DU RE o F =T OG0 Thivz, DX F=71F (BT v
kO OB E-# 4 mg/kg/ HIZH1F D AUC % 5&12) MRHD O 1.6 {5 OIRFE & CHEAEIENTRD &
e (EpigkOWEREOBHAEZREKAE) . (7 vy hoRAo#Esb5E 1.5mgke/ HLL EIC
FBiF5H AUC % %EI1Z) MRHD OF) 0.3 (5 DIREZE & T, 7 v MIBABHIIRD b hoTo,

FEO#EIC X DR - JRIERARBR TIX, GD7 HH~GDI19 H B OB AR 7 3 X1 H
725, 10 K25 mghkg/ H DU AT F =T OGP TN, REBSEIEN, BIHEREOHRD
KOV IAEAFED,  (BRUH X o0& 58 25 mgkg/ HIZBIT %5 AUC % £(2) MRHD O#) 15
1% DOUgEFE BB W CTRMAREMEOFIE T TR b/, TRIREEEIERIZ I TR ST K OV LI
RELDIEINC X D B RBA T OEMAEENnTz, (FUHXoRkn&kb s 10 mgke/ BIZBITD
AUC % F£12) MRHD DOF) 2 5 DIRFEEICB W T, U FICRAEFREEIRD LN o T,

#E O 5C X D HPERT/HPER O AR CTIE, GD6 H H~#23%. (LD) 20 H BIZHEIET » b~
DOFE 25, 5 KO 10mgkg/H DU RE L F =TGN Tbhl-, (B7v hoROKREE
10 mg/kg/ H 23517 5 AUC % #512) MRHD OF) 3 {5 DOMgEER &I\ T, RN & B AT
ETNENRT v FEHAT v MO NS T,

8.2 RIBA~DRE

U A7 DS

URE T =T R ML AGWMEN D0 E D oy, P OB ER/FLIRICH T 2 HEH D0
XA PEE~ORBIZET 27 — X 13720, 80 15 5 N3 FHNEEFNT — 2 Tk oS
X F =T DR ~DZWHFRD HILTN D, & DIEFIBENY) O A I S D 5E1E,
FOEANTE NI S D AR E W, LR oA R /ELIBIC kT A EEAFIER O
AIREMEDN D D T2, UANF U F =718 K DRI R O d 5% 6 B (F) 10 051 1%
BRI N W L EBREFEICRE TS L,

=z
Byt T — %

T RN CREERR S V7= BLEIRE O & 10 mg/kg D U /RE v F =7 % HER 7~8 H H O#FHL
Sprague-Dawley 7 v MIF G- Uiz, FLIFH ORI 72 07 N2 2 F = 7 YR FEITRHR AR B & b
THKIB0ETdH o7, FitHEAIBEDE DK 97% IV I Th -7z,

S ID : 4478363
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8.3 HTERIRE R DB X

SRR A
AFNC L DB A BRI DRI, KVEOHEIRATREIEIC O W THERR T 2 Z & (Rl BAE M~
DL (8.1 7)) W],

BELE
ZE

e MONTCRBRIC K D &, U TF =T Eitim 592 L - IR E G S 3]
REMEDRS D% [Frnl R BEEMA~OKE (8.1 1) ZM]  EIRWREZRLMEIZIE, AAHN & DR
T e OAFN O etk e 5-1% 4 WENTA R LREEILEZ WD KO R 5 Z &,

8.4 INREADEZRE

0~18 HD/NE R OFEIZRBIT D AFN O MK OE T L TRy, T—2 135860
HQAYAIAN

8.5 =SEENDRS

5 OO 3 FEEKRERICEBIT D RREHE 4381 Bl 5 6, EFF 906 FIOREET Y 7~ F BE D 65
WML ETHY, 2055 146 BlIE 75 A ETH o7, 2 b DOBRE & EEBEORICH LMD
ZITRD LTV, 2R EERFGORBLRIIEIRE DTN E-> T,

8.6 BHEEREERE

WRPE, FRAERE UIEE OBMSRERE RS T, AEFHEIAETHDL, KB AREOWHRE &
kPG & L= AFIEH ORBRIZITHOI TR, BT U T T o AREFI ORI 2Rz kX <
WHELTWDTD, MIRENT S ARF O SRS SRR AICEE R R L KT L IEZE 26T
RN [EEARFERE (12.3 1H) M

8.7 FFikrefEEEE

BE (FxA/NVE - Ea—0HE A) IPFEE (Fr AV Ba—08 B) OFEERE R
FHTIE, HERGIIAETHD, BE (FyA/L R Ea—508 C) OIFHREREEBE AR %
R+ 2 2 I3RS e Dk - A (2.2 1E) K ONEEACERE (12.3 1H) 2T

S ID : 4478363
16

50



obbvie yigsF=J
1.6 SAEIZHS T B ERKRZICET 288

10. BEXRS

FERRBRICIBWT, U2 F v F =711 H AUC T 60 mg fRiEsE 1 B 1 &5 MM+ 25 HE
FTRE SN, AEFRIBEHETHALNL LD LRIZETH Y, FEOHEIIMB I N ho
Too PEBRD 7L F =7 DK 90%03 4% 5 LT 24 BeRILIICHEE SN D (HEERBR CTREAh &
N ERPEN) , BERENEZ > 7=580E, BIEHOBER OYERIZOWTEREEZBIERT S
ZENEFE LW, BWEHERE L BEICITEY R IEEEITO) 2 L,

11. HEEE - AR

AFNTJAK LEHK TH 2 v F =7 TRALS LTV 5,

UNZ T F =T FROACFEL BT D AA~ERAORRTH S ¢
(3S,4R)-3- Ethyl-4-(3H-imidazo [1,2-a] pyrrolo [2,3-e] pyrazin-8-yl)-N-(2,2,2-trifluoroethyl)pyrrolidine-1-
carboxamide hydrate (2:1)

ORI F =T OERITEKT AL F =TT D, UART T TF =T DR~OURE
1% 38 T, 37°C {ZH\W\ T pH FEI 2~9 T 0.2 mg/mL Kiiik TTH- 7,

TNE T =T D4y ElE 389.38 g/mol, 471 RUE CisHioFsNeO* % H.O Th D, U/ v F =
7 DAL

e f8
A

/= - 112 Ha0

Mo N
T
M

AF 15 mg BAREEES, HAOMMEOFHEMNTHY, A XL 14x8mm, HmEIC lal5) D
SR H %,
BEERNIR O 2 E5HT5 ik re—2, e Fuio—2, v = =), EABE,
WEEKT AR, ATT VUi~ 32T h R E= LT va—), R)=F L7 a—),
ZNg, kT a2y, RS OV = R bk,

0
wlﬁﬁta

M

12. PRERERIE
12.1 ERERE

IR F =TI Y X AR —E (JAK) [HEHKTH D, JAK [T&E M OMIE 7 v & A0 54
N DRSREIC BB 2 AT TR oY A S A o UIRERFZERE OMBEERNSET S
T FNEARET HMRANEE Th 5, 7T IRERKICBWT, JAK I8 -34S e il

S ID : 4478363
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fapkhe 2 S 5 > 7 F VR ERIE IR (LR (STATs) % U b L CTiEME (b3 2, U3x
F =TI T IVAREREE O JAK BB A FHHE L, STATs O U b L IEMEL A HE T 5,
fEECH D JAK 1I#HT72 > TEH L (JAKI/JAK2, JAKI/JAK3, JAKI/TYK2, JAK2/JAK2 X
W JAK2/TYK2 72 8) , A b IA v DY T TN EAGET D, B TITO cell-free f4ET v &
AT, UFUF =TT IJAK3 & TYK2 ([ZH# L, JAK] 38 X OVJAK2 T &0 mW LSRG 2 R
L7-. B FAMEROMIIRT v A TIL, 7 XZ T F =713 JAK2/JAK2 %4> L7= STAT V » &b &
D1, JAKI X OVJAKIJAKS 20 L= A b b A ikl iéSMT)/MM%;@%ﬁ ZREE
L7z, LU, BRM7R JAK ZET 25 2 & OREDR~OREMEL, HERHTH D,

12.2 EHE

IL-6 3538 STAT3 M OV IL-7 #538 STATS VU U ER{bDfRE

e NZBWT, URE U F =7 GREEMERE]) O 50X, 2if T IL-6 JAK1/JAK2) & STAT3
K OVIL-7 (JAKI/JAK3) #53 STATS V Vb &K ONEERFEMREZ 726 Lz, e RPHE
ITEEG% 1 TA LN, BEREOKDY £ TIIRN—2 T4 TEVEICRE > T-,

U L REK

UNRNELF =N L AIREICED, Wwd6if’ﬁﬁAHHU%—X§4Vﬂ5®bfﬂﬁ*
WEPEDOHEIMMNI: B a1, Wi S5 95 2 & TIRA IR —A T A MEXIIR—RA T A NZITVEE T
)j:'to 711—0

tE a7 v
SHRHEA IS, UK T =TI L BIREICED, W IgG KD IgM EORX—A T A4 b0
DT DIRIRTRERD BT, N—RA T A RN OVEREER O AT IR R ERFEN TH - 72,

N s e
A KRB R 15mg D 1 B 1 B 5D 6 5T, QTc [EIME~DERKAIIZ HEE /2 5223380 &
nighnoi-,

12.3 RYEE

VNG T =7 OMBERER IR B D HEICHAIT 5, EHRRE TOMBERE X
DOFERT 1A 1 BIORIEEREG% 4 BHLUWIZER S U,

LTS
UG TF =T OIRBEEE R DR GRS, VAL F =T 13V Tiax 2 2~4 B TRIL S 1L
60
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16 SAEICH 1T HEARRE BT 574

EERE A 0 U —BEEREEO T RZ o F =T 1L, [FA ORI R R/ 8T
KIEE 723572 (AUCint 2 29%, Cumax 23 39%HE01) o FREEFRER CIE, BFEEEE TR 7o
HoF =T oRGNMTb [HIE - AR Q11 2R]

gawiil
URE L F =T DMSEE R T FEERIL 2% Th D, UK F =TI & RS A
M/ M FE 1.0 CRIBEICOERT 5,

K

T NE T =T IEEIZ CYP3AL Z40 LTREF &I D A F CYP2D6 (2 L DT A 5 1) 5 ARk
HY) . UNRE T =T OREEHITE Y FICRIRT 5, BEHERNAR CER S 7 T
=7z et FRBRICEWT, FFIORZERITMEEF ORBHEED 79%% S 723, it E
Nz Ty (—mERTINR)G [monooxidatio] (Z#HEVT 27V b UK & 5 A RM)
DIEF ORELFHED 13%% STz, 737 v F =7 OIEHERBIILFE TR0,

Pt

[14C] T /3 v T = 7l BHERIR O LR 51412, U2 T =TI REB ek ba & L TE
WCRT (24%) KOFEMFET (38%) ICHE- SNz, URF U F =T DK 34%ITHM & L CHEM
ST, U T =T OWEE X 8~ 14 BEfi CTH o 7=,

FFERAE ]
HE, 15, AFER OVFhR

R, PERI, AR, EBRROMERNE, 73K VT =7 DR RIC R B R F S
ootz [ EHELEN~DORY (8.5 H) ZH]

B aENE 2

BSRERR 1L 7 X E VT = T OMREE EICHRICEE 2B L2 RIE SR, UL T =T D
AUCin 1%, EHEREDSIEH ZepiBag & bl UC, R, P& KO EEOBMERE 2 A7 25
FT, ZNEI 18%, 3BUK 4% FEETHoTe, U NXTTF =T D Cuax 1, BHEEENEF 72
PR & BRI A A T AR TR CTh o7z,

Vilk: L=

BREE (F¥ANVER - Ea—08 A) KOPEE (Fr AL K- Ea—538 B) OFREREIX
URE T =T OIEEREICERIRINCEE B RIS, UK F =T D AUCinlE,
BEMSIEH 2R & bl U C, MRS R OV AR O TS REFE E 2 A4 2R E T, ThEh 28%K%
D 24%EMETH o7z, VT VT =T O Coax 13, BEOIFHEEERE 2 H T 29505 CIIB iz
<, PEEOFHEREREE 2 28 ClX, TFRERED IEF 72 & ik L T 43%mfi Cdh -
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7o, HEOIHERERES (FYA VK Ea—08 C) 28T 5HRELZMRE LIy F U F=
T ORBRIIAITON D07,

SEMAE AAE R
HDFER 93 07 5703 2 T = T DI B FEI 722 5 e 1F T AT RETE:

TR F =7 in vitro T CYP3A4 |2 K- TRETS 4L, DT 2T CYP2D6 b 5-7 5, HFH
N R TF =T OISR KT TSN L 3RS CEMHEEN (7 H) 2H6] .,

% 3. HHRAEDHFEETICE T 520N T O FIOEYEBEDOES
It FF 3B FeE#E (90% CT) @
DEFISE i
YA Conax AUC
AR RLFEH—1F 10-25 mg/i#A 097 099
(0.86-1.09) (0.93-1.06)
. R 1.70 1.75
87172 CYP3AAFAEH : 7 b=F Y — 400mg, 1 H 18] x 6 H[H
(1.55-1.89) (1.62-1.88)
72 CYP3A4 s - 0.49 0.39
B ] i 600 mg, 1 F 18] x9 H
y7y s (0.44-0.55) (0.37-0.42)
OATPIB FHLEH 1.14 1.07
600 mg,
R % me, HHEELS (1.02-1.28) (1.01-1.14)

CI : {ZHEX M
¢ Coax KOVAUC DRI O RE U F =7 LEA L OO EE & ERHARLE L 2B LZL0TH D,

In vitro AP M OVRHEE M S ENREMAT I IS < &, pH FEAl RIS~ n bR v 7plE
W L) BFouRFF =T OMBGERITEE KFE e, (REEMIEYEEMT IS &)
CYP2D6 R BT 7 R F o F =7 OIWEHREIZ B % T S 720, 2 CYP2D6 D EHA
XN TF =T OIEEEICEHARNICERE B L KT I 2R LTV,

DNS T = TG DR DFEY B HE I 5 5 R IE T AT ETE

In vitro ARERIZIBWNT, U X F =7, BRRMICEZEZLHETIEY 7 2. P450 (CYP) B%
# (CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K Tf CYP3A4) DiEME%[HE b
FHEL LBRWIZ ERRBEINTWD, Invitro ERTIE, UAX U F =71, BRMICEZEHE
TlL b7 v AR—Z—Th 5 P-gp, BCRP, OATPIBI, OATPIB3, OCT1, OCT2, OATI, OATS3,
MATE] }x X MATE2K Z[HE L2V EQRIEI TN D,

BRIRAFZEIZINT, UAF T F =70, DFHZEOIEMENREIZERIRAICEE R L KT I v
ZEDBRBINTWD, UAREUF =T RMOIRFN L IE T B2 T L - BRI O FH &
#4177,
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x 4. DINFLF_TDHRAETICHITH0AEXILCYPEHED invivo R—H—DEMBEDOE
g
. , M E L TF =T D =R (90% CI) @
FFEX CYP {EME D~ — 1 — .
DR ot KRSV A Crnax AUC
1.03 1.14
ANBMLFH—| 6-24 mg BID®
(0.86-1.23) (0.91-1.43)
CYP1A2 DILEEE (sensitive substrate) 30 mg QD L3 122
'3 (sensitive substrate mg QD°
(57 =12 (1.05-1.22) (1.15-1.29)
CYP3A OFLEIE (sensitive substrate) 0.74 0.74
N 30 mg QD¢
(Y1) (0.68-0.80) (0.68-0.80)
CYP2D6 D I/EH (sensitive substrate) 30 mg QD* 1.09 1.07
(FXAIRAMT 7 V) g (0.98-1.21) (0.95-1.22)
CYP2C9 DFE#E (sensitive substrate) 1.07 1.11
N 30 mg QD¢
(S-vn77YV) (1.02-1.11) (1.07-1.15)
CYP2C19 (sensitive marker)5-OH 4 A 75 >/ — 1.09
N - 30 mg QD¢ -
WA AT T — ARG (1.00-1.19)
P e 0.87 0.92
CYP2B6 /& . 7 m vt 30 mg QD¢
(0.79-0.96) (0.87-0.98)
0.77 0.67
0 ANAKTF 30 mg QD¢
(0.63-0.94) (0.56-0.82)
0.88 0.77
T RV AZF 30 mg QD°
(0.79-0.97) (0.70-0.85)
= s 0.96 1.11
TF =)V AT OF—)V 30 mg QD¢
(0.89-1.02) (1.04-1.19)
. N 0.96 0.96
LRIV ALV 30 mg QD¢
(0.87-1.06) (0.85-1.07)

CYP: ¥ 27 w5 P450, CI: {E#XMH, BID: 1 H2[E, QD: 1 H 1[H

3 Cmax XOVAUC ORI E O F =7 L 3-H & OPFFRE & ERIHEFRE L 2 IR LT b D TH 5,
b E A

© ERJMERA
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13. JEERPR = 1%
13.1 AARN, EERMYE ShEREES
25 A

Sprague-Dawley (SD) 7 v b} Of TgrasH2 ~ 7 AZANT, U AF T F =T DONAFRED B
PEDOFHI M TNz, UK TF =T ENENERK 15 XiE 20 mg/kg/ H % &z 101 HHIZH7Z D
FEOBEE U2 HESUTMET ~ MZBWT, ERAMEOBIEIIRD bivZehho7z (AUC HE T, &
OMEZ 24 MRHD OF) 4 5 V10 £5) o UNF T F =7 K 20 mg/kg/ H % 26 ERICH72 Y
TgrasH2 ¥ 7 ADOMEXIIHEIZRE N G- LTz & 2 A, TgrasH2 < 7 AZHRB AMEOERITERS B
ot

78 B
T NE T =TI LT OBAEE BRI B W TR 2 R S 2o 72, #llE 2 H V72 in vitro
ZEREMHRER (m— 2o X3ER) , v MR Y Bk A V= in vitro YR B ERBR LT v b

Bt 2 VN in vivo /MERRBR,

A BH RE R

K 50 mg/kg/ H & A5 L2 lETZ » b & 75 mg/kg/ B 2/ 05 L7t~ » Tk (AUC I
S EHET » FTIL MRHD OF) 42 £, M7~ R TIEK 84 1) , 73 U F =7 13ATHREIC
WEERIEI20oTc, L, BEREBWEIROEIM (BIEM) K O LA DR 5 &
IRAEMEICRD BN FERICHES < &, 25 RO 75 mg/kg/ B OFE O 513 E0R Ok | O F E 7y B2
ERIFE LT, vRZUF=7 Smgkg/HERO#EEG L, FHAE (AUC 122-3< & MRHD Of) 2
%) OUNRELF =T E2EE LT v N ERESETMET v b T, AFMEITEL ST
Mol

14, &R R AR

AF 1B 1A 15 mg OFMER LM, TEEN S BEOIREMEE Y v~F 2/ L,
ACR/EULAR BAfiV 7~ F 3 5aHUE (2010 4F) Z /-3 BE EZ X5 L 55 5 DD F 3 HEES1L,
THEHEMR, ZhsxtERERICB W TRET SN, SNERIH LD 18 mr iz HBHETHo
7o BEFITIIR—RAT A4 VIFIZ, 6 EITLL LR B & O 6 fEfTLL EOEREISI 2 A L, hsCRP
FRICESS BHMERIEOBIENH L Z EBARO BN, MOAEZBREF L7, AR OHESEH
X1 H1[E 15mg THD,

RA-T 3B (NCT02706873) 1%, A b hLFH— kK (MTX) RIGHEDHEIEN O BIEOIGELM:
BAER Y o~ FBE 947 Bl x5 & LT- 24 W O BAIEERBR TH 5, AH 15mg KT/ %
F=730mg & 1 A 1 [BIEET DHEAFEE, HDHVMEIMTX 2 1 B 1[853 25 HARREMTD
7z, Week 26 IZ U\ F =TI RA 470 BEITIE, MTX OEMGFAIC L D5 LA ¥ o2 —fF

S ID : 4478363
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HEEATH Z LN TE, MTX BHAPBREMTONL CWZBEIZIZIER FCAA] 15mg T ¥
F=730mg ® 1 H 1 EHEGEEZEMLTLAX 2 —FEEZITH 2 ENTE e, EEFH0EH X
Week 12 |2 ACRS0 %k L 7= BHEOE G Th > 7T-, ERERIKAHEE HIX, Week 12 O BIGEINE
Z 217 (DAS28-CRP) < 3.2, Week 24 ? DAS28-CRP < 2.6, Week 12 D~— 2 F A > /5 D HAQ-DI
28 M O Week 24 I sl DX — R 7 A 7> 5 @ van der Heijde-modified total Sharp A =7 (mTSS)
DELETH T,

RA-IL 5Bk (NCT02706951) 1%, MTX IZZhRA537a hEGE N & EIEOTEEMERI U v~ F /4
648 il kg & LTz 14 W OHAIELERBR TH D, AK| 15mg LU /F > F =7 30mg % 1
A 1 EGT 5 BARE, 20T MTX OEEHNREZ T 5 BARIEZ kG LT, ~—X 7
A VIFICHEANCHE STV EEBIHC S &, MTX BEICE/ES BN Shi-BE %, Week 14 (2
BT CAAI 15mg T "\F v F=730mg % 1 B 1 A5 2 HAFRERICBIT L, £
FFAGTE H 1 Week 14 |2 ACR20 # ik L2 BHFOEE Th o7z, E2BEIWRFEMIEE L,
DAS28-CRP < 3.2, DAS28-CRP < 2.6 &z (XN Week 14 DX— R T A /15D HAQ-DIZ{LETH 7,

RA-II 7Bk (NCT02675426) 1%, TERBIG R EMEAMEITY v~ T3 (cDMARDs) (ZE1RA
43 72 REESE ) b HAE OIFBIERIHT Y 7~ F RS 661 Flaxtg s Lic 12 HEORBRTH L, K
Fl15mg XU AR TF=730mg Z 1 A 1[EEE, TEMRIEE LT cDMARDs IZ7' 7 &
ROBIBEEMTbTe, X—A T A VRHCHRNCHAE SN TWEEIRHC RS E, 77 BRERIC
HEAELEBIT S -BE %2, Week 12 IZEMR FTAA 15mg XXV AT F=730mgD 1 H 1
B G RECBAT LT, TFEEHME H 1T Week 12 (2 ACR20 Z ik L7I-BEDEIE TH 7=, 72
BV EEATE B 1%, DAS28-CRP < 3.2, DAS28-CRP < 2.6 }2 X Week 12 D_— 2 F A 75 D HAQ-DI
FlbETH-Tz,

RA-IV 3R (NCT02629159) 1%, MTX ZZhRARA53 722 FEE D & BAE OTRENERIET U v~ T
BF 1629 il xtGe b Lz 48 M OB TH D, AH 15mg @ 1 B 1 [ElFeL, S SR 5 X
L L LCO MTX I 7 BAROIEMNE G Tz, Week 14 225, KK 15 mg [IZhFEAR
+3 7 BEICIE, BT CERMBEICLD VA o —FIEEITH) N TE, EEME I T T
TRICHREA D72 BE L, ERTCAA 15mg ICLD VAT 2 —FEEITH) LN TE T,
7T REHCIEEA B T S 26 %2, Week 26 ICEMR FTAH 15mg 1 H 1 [BEF528)0
Bz -, TEIFEE B IL 77 B AREEIC HEE L Week 12 12 ACR20 % &k L2 BEDEIE TH -T2,
T 72 B REHIE B 1%, DAS28-CRP < 3.2, DAS28-CRP < 2.6, Week 12 DX—Z 7 A > 75 D HAQ-DI
EALE KLY Week 26 DX—RZ 7 A B D mTSS DELETH > T,

RA-V 3B (NCT02706847) 1%, E¥5-H) DMARDs (2 8) A4 SUIARIME Td - 72 PEESE D
O EAEDTEENERIET Y v~ T BFH 499 Flaxtg & Lz 12 HEORBRTH D, AK 15mg Xixw
INEF =7 30mg & 1 H 1 [EIEE, ZEMERE S LT cDMARDs (277 £ AR OB G2
Tz, X—A 7 A4 VRHZFEANCHE SN TCWEERHC RS X, 77 BRI EELBIF T S
NIz %, Week 12 [IZER T CAAI 15mg XX X F=730mg ® 1 B 1 [BIFGEIIBIT
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L7z, FEFHEE X Week 12 |2 ACR20 #FER L7 BEOEIGThH o7, ERBEIRFHEEE I3,
DAS28-CRP <3.2 BTt Week 12 D_X—RF A )b D HAQ-DI Bk ETH - 7=,

ERARZ R

2 TORBRIZIBVT ACR20, ACR50, ACR70 XX DAS28 (CRP) <2.6 ZiERK Lo AHKIHE 5 A
HEOEIEEE SITRT,

AH| 15 mg O BAIFRE 1L cDMARDs & OFAFRENTONZBE X, ETEAMEFMER O
A RUIZ BV T MTX BAIFRERE X7 7 B RBEICH S, ACR RIGERE -T2 (£S) .

RA-IV RBRTiX, KBz B BID ACR20 Z3ER L7-BEOEIAEZK 1 1R,

RA-TIT 3B K O RA-V #RBRTiE, KA 15 mg #1377 BRI, ACR20 GFEH Week 1
TEhoT=,

AH| 15 mg O HAIFEE XX cDMARDs & OFRFREIX, MTX BEXUI7 78 REEL B L T,
FEARMEFEME B O RICEB VT ACR OBRERENSKE L (F6) .

% 5. BRERZH R
RA-I B RA-TI A% RA-III 3% RA-IV A8 RA-V B
MTX KIEHF MTX-IR ¢DMARD-IR MTX-IR bDMARD-IR
B AIFE R BRI FE R EREL LT | EMREL LT | EBRELLT
¢DMARD MTX bDMARD
MTX AF| MTX AAl PBO AFAl PBO AFA PBO AHAl
B 15 mg ¥ B 15 mg B ic3 15mg #f Fic3 15 mg ¥ B 15 mg B
% % % % %
A A A A A
(95% CI) (95% CI) (95% CI) (95% CI) (95% CI)
N 314 317 216 217 221 221 651 651 169 164
Week
ACR20
. 76 68 64 71 65
a/14b
12914 1 2 (14, 29) Al B (17, 36) 36 | 23 (19, 37) 361 34 (29. 39) B | 36 (26, 46)
79 67
c/Hhgd
24726 ¥ | 20 (13,27) 361 5 (27.37)
ACRS50
_ 52 42 38 45 34
a b
12914 8oy (16, 31) 5y (18, 35) 151 93 (15, 31) 151 30 (26, 35) 215 (14, 31)
. 60 54
c/Hgd
24726 31 2710, 39) 211 3328, 39)

S8 ID : 4478363
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¥* 5. BRERHIR ()
RA-I & RA-II 35 RA-III 35k RA-IV A% RA-V X%
MTX FKiGHFE MTX-IR ¢DMARD-IR MTX-IR bDMARD-IR
BRI BAAIFE HEugris L LT HEugpik e LT ErEREL LT
¢DMARD MTX bDMARD
MTX AHl MTX AA PBO AA PBO AF PBO AA
pic3 15 mg Bf pic3 15 mg Bf pic3 15mg B i 15 mg Bf pic3 15 mg B
% % % % %
A A A A A
(95% CI) (95% CI) (95% CI) (95% CI) (95% CI)
N 314 317 216 217 221 221 651 651 169 164
Week
ACR70
32 23 21 25 12
a/14b
12414 14 18 (12, 25) 3 20 (14, 26) 6 15 (9.21) 3 20 (16, 24) 7 5(-1,11)
crad 44 35
24026 18 26 (19, 33) 10 25 (21, 29)
DAS28-CRP <2.6
36 28 31 29 29
a/q4b
12414 141 (15, 28) § 20 (13,27) 01 5 (14, 28) L P (19,27) ? 19 (11, 27)
48 41
c/Hgd
24726 18135 (23,37) O Y (27. 36)

BERE © ACR20 (X 50 X% 70) =kEHY U ~FE2EED>20% (XiF>50%1%>70%) thE, bDMARD =44
FRIRBEMMER Y U< F 3, CRP=C-RIGHER, DAS28 =28 HEIRBIEmEA =7, <DMARDs = ftkAI4&
BREBEMERTY v~FFE, MIX=A b L FH—1k, PBO=7FER, RR=FEFR+5F
EEABIF SNEREPILE LEBE, UIBEABIM INBRE I 0 A —"—SN=BHE, b5WVILFHE
BOTF—ZRREPILTHWHEBEIL, BITTIX Y LVARV =L LTHiEINE,
2 RA-I, RA-I, RA-IV, RA-V Bk
b RA-II RKE
©  RAIHRER

4 RA-IV B

S8 ID : 4478363
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% 6. FTEEHEIMMIER QA RICH TS ACRDIERER
RA-I 75# RA-IIP iR RA-IIT 35k RA-IV 7&l& RA-V 7l
MTX RIRE MTX-IR ¢cDMARD-IR MTX-IR bDMARD-IR
AR AR L FEfgE L LT R E LT AR L LT
bDMARD MTX bDMARD
MTX B | A& | MTIXBE | AH PBORE | AKl | PBORE | &Kl | PBORE | AHl
15 mg #% 15 mg ## 15 mg ## 15 mg ## 15 mg #F
N 314 317 216 217 221 221 651 651 169 164
YR A% (0-68)
R 26 25 25 24 25 25 26 26 28 28
A (16) (14) (16) (15) (15) (14) (14) (15) (15) (16)
13 9 15 10 16 12 16 10 18 11
Weekl2/14 (15) (12) (16) (13) (17) (14) (15) (13) (17 (14)
JENRESEI % (0-66)
S 17 17 17 16 15 16 16 17 16 17
A (11) (10 (12) (11) ) (10) 9) (10) (10 (11
6 5 9 6 9 7 9 5 9 6
Week12/14
° ®) ) (11) ©) (10 | (0 ©) % (10) ®)
I ¢
R 66 68 63 62 62 64 65 66 69 68
A (21) (1) (21) (23) (21) (19) (1) (21) (1) (20)
41 31 49 36 51 33 49 33 55 41
Weekl2/14 (25) (25) (25) (27) (26) (24) (25) (24) (28) (28)
B L B EREEE ©
R 66 67 60 62 60 63 64 64 66 67
A (21) (22) (22) (22) (20) (22) (1) (22) (23) (20)
42 31 48 37 50 32 48 33 54 40
Weekl12/14 (25) (24) (26) (27) (26) (24) (24) (24) (28) (26)
BEEEER% (HAQ-DI) ¢
S 1.60 1.60 1.47 1.47 1.42 1.48 1.61 1.63 1.56 1.67
A (0.67) (0.67) (0.66) (0.66) (0.63) (0.61) (0.61) (0.64) (0.60) (0.64)
1.08 0.76 1.19 0.86 1.13 0.85 1.28 0.98 1.33 1.24
Week12/14 0.72) (0.69) (0.69) (0.67) (0.70) (0.66) 0.67) (0.68) (0.66) 0.77)
S8 ID : 4478363
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% 6. TEEMMHTMER O MIERICHITSH ACRDERER ()
RA-I iR BR RA-IIP 35 RA-III 35 RA-IV iBr RA-V B
MTX RIAE MTX-IR ¢cDMARD-IR MTX-IR bDMARD-IR
AR AR L HpREE LT HEEFRIEE LT FHAERE L LT
bDMARD MTX bDMARD
MTX B | A& | MIXHBE | AHK | PBORE | AKXl | PBORE | Al | PBORE | AHAl
15 mg #f 15 mg #f 15 mg #f 15 mg #f 15 mg #f
N 314 317 216 217 221 221 651 651 169 164
EHRRC X 5 2%EEmh
A 37 69 67 62 66 64 64 66 66 67 69
F (16) (17) (17) (18) (18) (16) (18) (17) (17) (17)
32 22 37 26 41 26 41 27 39 29
Weekl2/14 (22) (19) 24) 1) (24) 1) (25) 1) (25) (22)
CRP (mg/L)
A 7 21.2 23.0 14.5 14.0 12.6 16.6 18.0 17.9 16.3 16.3
F (22.1) (27.4) (17.3) (16.5) (14.0) (19.2) (21.5) (22.5) (21.1) (18.6)
10.9 42 12.8 3.7 13.1 4.6 16.2 5.5 13.9 5.0
Week12/14 (14.9) (8.8) (21.4) (7.8) (15.5) 9.6) (19.8) (10.9) (17.3) (14.0)

B53E . ACR = K[EH U 7~ F %4,

bDMARD = =¥ 25 BE BT U 7~ F 3K, CRP = C-IUGMEH,
cDMARDs = it 35kRBE R BIEMIPTERT U 7~ F 3K, HAQ-DI = (MR R 2 2 FV - REE B4 4, IR =203
RE4361, MIX=AF L Fx¥9—Fk, PBO=7F &R
i RENTWATF —Z X TEHE (ERER) |
b REHMFAGE B OFIREA L Week 14 TH 5,
o MRMTFo ZRE 0=HKbEV, 100=fKHEN,
G BERETARTII S A O P AR A 0= b R, 3= BB, 20 HADMM, 800h 7 T Y —: K
HoOEME HE, L, &F, ST, A B, BAOKUFERHA.

S ID : 4478363
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1. RA-IV 8 T ACR20 #:ER L -8 EFNDIHS
100
” .
&0 :
m 60
S ]
0 a
] 40 itl.lo-l.'.'...'
LY
20 -
10
0 - .
12 14
a
sl K% 15 mg B + MTX ++0ss TS5EARE + MTX

BERE : ACR20 =X[H Y v~ FELEED>20%HE, MTX=A b hLFH—F
EMEBBIMG SN E P IE L7 BE T ACR20 DFEENRKEI L TWBEBHE, HHWITEBIRED L < X3 B,
OIS LI-BEIE, S LARSA—L L THEEN:,

RA-I B L ) RA-TIV RRBRTiX, AHA| 15 mg ®BAFRE XX cDMARDs & OOFH#REIX, MTX
XX 7R i LT, FEEEFHEE B OFFMFREAIZI5 T DAS28-CRP < 2.6 % ERK
L7-BEOEENEMN-oT (£T) .

S8 ID : 4478363
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=7 FEFDMHEEE OFFHERRIZE VT, FEMHIAEREL TV SEEHE
DAS28-CRP <26 #Efk L-EBEDEIE

RA-I 35k

MTX Rif

BRI
Week12 DL 2R Z—DEE (n) 14% (43) 36% (113)
VAR Z =0T, IHEEREHEIED 0 DFIE (n) 51% (22) 45% (51)
VAR Z—OHRT, BRI 1 0FE (n) 35% (15) 23% (26)
VAR E—OHT, IHEEREHEIE 2 OFIE (n) 9% (4) 17% (19)
VAR HE—OHC, BRI 3 DL EOFEIE (n) 5% (2) 15% (17)
Week12 DL AR Z—DEIE (n) 6% (40) 29% (187)
VAR Z—OHRT, IHEEREEIE 0 OEIE (n) 60% (24) 48% (89)
VAR Z—OHRT, BRI 1 0FE (n) 20% (8) 23% (43)
VAR Z =0T, IHEEREHEIED 2 OFIE (n) 15% (6) 13% (25)
VAR HE—OHC, BRI 3 DL EOFEIE (n) 5% (2) 16% (30)

m%: CRP CRP = C-IUtWEE H, DAS28 =28 FAfiREIEEINMEA =27, MTX=A F L ¥¥— |, PBO=77F
A, IR =FEA+55

X AR O S

RAET ORISR S OHE RS 1L 1, RA-IV iRBR Tld Week 26, RA-I 7B TlIE Week 24 (231>
T, modified Total Sharp A =7 (mTSS) M OINZDERELTHHERDLA AT 725N B
AP IMEA 27 2 DTG S 7o X B EOER (N—2 7 4 U760 mTSS £ k& <0)
ZRBOIRWEE OFIE bl S 7,

AHKN 15 mg 12 L DIEHEIE, RA-IV ‘ﬁ%ﬁf % Week 26 (Z cDMARDs & fif I L7277 £ AREE & thik
LC, BIfoMENBEOHEREZAEICHIE L (£8) . BODH AR 27T K OBE RN/ IME
A a7 DIRFTRER b BIRDFER & —F Lto

77 B RAMTX BETIL, Week 26 (2B D 76%5 X FRHiE EOMERE 280 72> =Dk L,
AN 15 mg BETIE 83%I X #rEE EOER AR 7=,

AFN 15 mg HAIREEIT RA-TRBR TlX, Week 24 (2 MTX HAIRE & il U<, BfioREHE
BOMREEZFZICHIE L (E8) . BODL AR 2T KOBESREEIME A 2 7 O ks &b 4
RORERE—FK LT,

MTX HAIFIERE T, Week 24 [ZHE D 78%7% X MR O 258D 72> 7= DIl L,
ARF 15 mg BAIBEIERE TIE 87%I2 X SR _E ok 27807,

S ID : 4478363
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% 8. X FE®RLDOEL
RA-IV R
MTX-IR
FAEEE L LT MTX
LTSS émgi Kiﬁ;ﬁﬁ Wwdmomiigi?}t%@%i%
EHfE (SD) EHfE (SD) °
N—2FA 35.9(52) 34.0 (50)
Week 26> 0.78 (0.1) 0.15 (0.1) —0.63 (<092, -0.34)
RA-T 35k
MTX HKiG¥
LRI
MTX R A7l 15 me B Week 24 0 MTX BEC Fils L7 35O HEE &
(N =309) (N =309)
A0 (SD) A0 (SD) ©s%Cl)
N—2F A 13.3 (31) 18.1 (38)
Week 244 0.67 (2.8) 0.14 (1.4) ~0.53 (0.85, -0.20)

W&5E : mTSS = modified Total Sharp 2 27, MTX =2 k F L& % — |, PBO=77 &R, SD =FH#F2E, IR =2)

AR+, bDMARD = AW F 0  BUERRPERL Y v~ F 3K, LS =K/N 3%, Cl=13EKXM

L T MMREE T TS K LS TR N 95%CT IXREE, TAFERE, AIVAEFEIZIIT A bDMARDs O & ONE
ERE L RO EERZFIE L% T mTSS I L, TV A MAX LT VX AU 2o,

2 Week 26 ¥ COEMBRE DR OHEEFI LR EHERF 2R~

3 BEREIFET UCHEDS K LS EEI KON 95%CLIFTEHEE, ~X— R T A FO mTSS S OHIER A HUs & % U7
BTR=AF 4 ) bO mTSS BALEICHEAT 5,

ORI L OB bR L IEEREE R T,

B IREERE O KOG
AFHN 15 mg HAPEE L csDMARDs & OfFIEIEIEL, Week 12/14 12072 % HAQ-DI IZ & %5
i, &TOXMEIEE s L CHRIEEZ KE<WFE LT,

Z DAt o> e FE B R A I H
RA-V B % RN 2 2 CORBRIZIBN T, AHAI 15 mg #E1Z cDMARD & 77 & R OF R IERE U
MTX HLAIFRIERE & el LT, Week 12/14 [IZH RAREREL T~ U — (PCS) A =7, FEHHHIRERL
FHEI~ U — (MCS) Aa7 KOy a— 74— LEFERAE (SF-36) D4 8 AR T—RA T A
VInHbRERUEE TR LI,

S ID : 4478363
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RA-I, RA-IIT K OF RA-IV GRBRIZ IS C, 3 55 1 XM FRIRWE-IE 57 A 22 7 OR%REREAM (FACIT-F)
I X > THET S iz, AF 15 mg IBIEEEIT cDMARD & 7 7 & R OF REERE UL MTX HARIERE
E LR LT, Week 12 1295 DUENGRD BT,

16. HREE/MRERUVEIY KULAE
16.1 S =i

A 15 mg £ VREEEY, AL EL L REAOMMEOEM TH Y, 1 XL 14 x 8 mm,
Rz Tals) OZIEINS 5,
£ 30 B8& 4 ; NDC: 0074-2306-30

16.2 PR R UEY kLN

2°C~25°C (36°F~77°F) TIRfFETHZ &,
BRI OIRET AT, TORMNMOEFHRGFETHZ &,

17. BEHAYUE T ER
FDA 7KGRFE A D BE BT EREZ BT 5 L0 BFIHEET 52 L (BEMTERLTA )

Vi ARSI

AHN o595 LY RIE LST K RDATREME S 5 2 L 2 BAICHAT 5 2 &, RETIC
Y DBGIEIRS R I L3581, BB I O EFREEE G 2 D L 9 BEICHRET 5
& [EEROEH FoME (5.1 E) ],

AHN OG- BE THRIEZ DOV A7 PR L, —EHOMEFICITEEICR A RENHHZ %
BEIRET D 2L [BEROMEH FoRE 5.1 H) 2H]

AV R

AKANTFFEDINAD Y A7 ZHERSEL RN H D Z L 2 BHITHIT L2 &, AT
DRIV THRIE LT ERHDHEIE, HADOERELEFICMOEL X5 BEITHRETL 2L
[BEZR N LD EE (5.2 7)) ZH]

M A

AFNOEFERABRIZIB N T, DVT KU PE DE SN TNWDH Z L2 BHICHITHZ L, DVT R
PE OERIEIRDIFEL L 725613, HY OBEFERIEE IEE AL L5 BEITEET 52 L [
HEEOMER EodE (5.3m) 2]

S ID : 4478363
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Bl A I A B S
AFNTHRFE DORIR RN % KT T W REMED B 5728, AFNT & 2 16HR A& O S i
WAz T oMEN DL I L 2 BEHAT D2 & [BHER N LOEE 5.5 R) ZH] .

AR/

RIS AR FTRE 72 PRSI, AR AAEREIM hIC iR G972 L IR RICE 2 K WREMEN 5
EEBIIT D Z L, BEDARANOFEGETIIIR LIz Z Ldbh o Te6, £idbh 254613,
AU OEFEMHE ICEE 2D L5 BFEIIRE T2 [BEELOHEA LOER (5.6 H) KU
Rl 2 BE M ~OEKE (8.1 HH) ZM] , IR TR MEICIE, AANS L D1HFE P L OAAF O
k5% 4 WRIZAR2EEEEEZ VD K OEET 5 2 L, BEPARORGTIIEIR LS
B, BEASOBENY A7 IZOWTERECHNT D 2 & [ RAFEL~DORS 8.3 H)
ZHET o

MR, AFNC DB PIIRA LWL 5835 2 & [ R BFE T ~DRG (8.2
H) 2]

Mk
AKENOFERN Z W ATZ0 B LY, Blo7eh LAWK ) BEITHEET 52 & [HELOHE 2.2
H) 2]

Hl3&E5E © AbbVie Ireland NL B.V., Sligo, Ireland

Hife7 o, HRZEJC © AbbVie Inc. North Chicago, IL 60064
RINVOQ & AbbVie Biotechnology Ltd. 7 &k pieE T,
©2019 AbbVie Inc.

03-B725 2019 4 8 H
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BEMITEERAAF
RINVOQ™ (VY% 7)
(ONRELF=T)

& 0 g

AFNZODWTH > THELRERLEELFERIM I ?ARFIUTOEELEERZS ISR
BEEMAHY FT
1 FELGRE
ARFNISE R B E KT T HAITT, ARNIRG LB 5 E N EHR T IS5 /RS 7, K
FORAFIZ, #E% (TB) LOWME, BEE XIXEFIZIAND UA VAL DY EOEE R %
%%J”Lt{ﬂ%éb@iﬂ”o ZOXIMBEGRTHLE LML H Y 9,
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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

RINVOQ 15 mg prolonged-release tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg of upadacitinib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Prolonged-release tablet.

Purple 14 x 8 mm, oblong biconvex prolonged-release tablets imprinted on one side with ‘al5’.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Rheumatoid arthritis

RINVOQ is indicated for the treatment of moderate to severe active rtheumatoid arthritis in adult
patients who have responded inadequately to, or who are intolerant to one or more disease-modifying
anti-rheumatic drugs (DMARDs). RINVOQ may be used as monotherapy or in combination with

methotrexate.

Psoriatic arthritis

RINVOQ is indicated for the treatment of active psoriatic arthritis in adult patients who have
responded inadequately to, or who are intolerant to one or more DMARDs. RINVOQ may be used as
monotherapy or in combination with methotrexate.

Ankylosing spondylitis

RINVOQ is indicated for the treatment of active ankylosing spondylitis in adult patients who have
responded inadequately to conventional therapy.
4.2 Posology and method of administration

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

Posology

The recommended dose of upadacitinib is 15 mg once daily.
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Consideration should be given to discontinuing treatment in patients with ankylosing spondylitis who
have shown no clinical response after 16 weeks of treatment. Some patients with initial partial
response may subsequently improve with continued treatment beyond 16 weeks.

Treatment should not be initiated in patients with an absolute lymphocyte count (ALC) that is
< 500 cells/mm?, an absolute neutrophil count (ANC) that is < 1,000 cells/mm? or who have
haemoglobin (Hb) levels that are < 8 g/dL (see sections 4.4 and 4.8).

Dose interruption

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 laboratory abnormalities as described in
Table 1.

Table 1. Laboratory measures and monitoring guidance

Laboratory measure Action Monitoring guidance

Treatment should be interrupted Evaluate at basclinc and

if ANC is < 1,000 cells/mm’ and thelfafter :l_ccct)rdmg to
may be restarted once ANC routine pa letll
returns above this value managemen

Absolute Neutrophil Count (ANC)

Treatment should be interrupted
Absolute Lymphocyte Count if ALC is < 500 cells/mm?® and
(ALO) may be restarted once ALC
returns above this value

Treatment should be interrupted
if Hb is < 8 g/dL and may be
restarted once Hb returns above
this value

Haemoglobin (Hb)

Treatment should be temporarily
Hepatic transaminases mterrupted if drug-induced liver
mjury is suspected

12 weeks after initiation
of treatment and
thereafter according to
international clinical
guidelines for
hyperlipidaemia

Patients should be managed
Lipids according to international clinical
guidelines for hyperlipidaemia

Special populations

Elderly

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

No dose adjustment is required in patients with mild or moderate renal impairment. There are limited
data on the use of upadacitinib in subjects with severe renal impairment (see section 5.2). Upadacitinib
should be used with caution in patients with severe renal impairment. The use of upadacitinib has not
been studied in subjects with end stage renal disease.

Hepatic impairment

No dose adjustment is required in patients with mild (Child-Pugh A) or moderate (Child-Pugh B)
hepatic impairment (see section 5.2). Upadacitinib should not be used in patients with severe (Child-
Pugh C) hepatic impairment (see section 4.3).

Paediatric population

The safety and efficacy of RINVOQ in children and adolescents aged 0 to less than 18 years have not
yet been established. No data are available.

Method of administration

RINVOQ is to be taken orally once daily with or without food and may be taken at any time of the
day. Tablets should be swallowed whole and should not be split, crushed, or chewed.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Active tuberculosis (TB) or active serious infections (see section 4.4).

Severe hepatic impairment (see section 4.2).

Pregnancy (see section 4.6).

4.4 Special warnings and precautions for use

Immunosuppressive medicinal products

Combination with other potent immunosuppressants such as azathioprine, ciclosporin, tacrolimus, and
biologic DMARD:s or other Janus kinase (JAK) inhibitors has not been evaluated in clinical studies
and is not recommended as a risk of additive immunosuppression cannot be excluded.

Serious infections

Serious and sometimes fatal infections have been reported in patients receiving upadacitinib. The most
frequent serious infections reported with upadacitinib included pneumonia and cellulitis (see

section 4.8). Cases of bacterial meningitis have been reported in patients receiving upadacitinib.
Among opportunistic infections, tuberculosis, multidermatomal herpes zoster, oral/oesophageal
candidiasis, and cryptococcosis were reported with upadacitinib.

Upadacitinib should not be initiated in patients with an active, serious infection, including localised
infections.

Consider the risks and benefits of treatment prior to initiating upadacitinib in patients:

with chronic or recurrent infection

who have been exposed to tuberculosis

with a history of a serious or an opportunistic infection

who have resided or travelled in areas of endemic tuberculosis or endemic mycoses; or
with underlying conditions that may predispose them to infection.
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Patients should be closely monitored for the development of signs and symptoms of infection during
and after treatment with upadacitinib. Upadacitinib therapy should be interrupted if a patient develops
a serious or opportunistic infection. A patient who develops a new infection during treatment with
upadacitinib should undergo prompt and complete diagnostic testing appropriate for an
immunocompromised patient; appropriate antimicrobial therapy should be initiated, the patient should
be closely monitored, and upadacitinib therapy should be interrupted if the patient is not responding to
antimicrobial therapy. Upadacitinib therapy may be resumed once the infection is controlled.

As there is a higher incidence of infections in the elderly = 65 years of age, caution should be used
when treating this population.

Tuberculosis

Patients should be screened for tuberculosis (TB) before starting upadacitinib therapy. Upadacitinib
should not be given to patients with active TB (see section 4.3). Anti-TB therapy should be considered
prior to initiation of upadacitinib in patients with previously untreated latent TB or in patients with risk
factors for TB infection.

Consultation with a physician with expertise in the treatment of TB is recommended to aid in the
decision about whether initiating anti-TB therapy is appropriate for an individual patient.

Patients should be 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, including cases of herpes virus reactivation (e.g., herpes zoster), was reported in
clinical studies (see section 4.8). If a patient develops herpes zoster, interruption of upadacitinib
therapy should be considered until the episode resolves.

Screening for viral hepatitis and monitoring for reactivation should be performed before starting and
during therapy with upadacitinib. Patients who were positive for hepatitis C antibody and hepatitis C
virus RNA were excluded from clinical studies. Patients who were positive for hepatitis B surface
antigen or hepatitis B virus DNA were excluded from clinical studies. If hepatitis B virus DNA is
detected while receiving upadacitinib, a liver specialist should be consulted.

Vaccination

No data are available on the response to vaccination with live or inactivated vaccines in patients
receiving upadacitinib. Use of live, attenuated vaccines during or immediately prior to upadacitinib
therapy is not recommended. Prior to initiating upadacitinib, it is recommended that patients be
brought up to date with all immunisations, including prophylactic zoster vaccinations, in agreement
with current immunisation guidelines.

Malignancy

The risk of malignancies, including lymphoma is increased in patients with rtheumatoid arthritis.
Immunomodulatory medicinal products may increase the risk of malignancies, including lymphoma.
The clinical data are currently limited and long-term studies are ongoing.

Malignancies were observed in clinical studies of upadacitinib. The risks and benefits of upadacitinib
treatment should be considered prior to initiating therapy in patients with a known malignancy other
than a successfully treated non-melanoma skin cancer (NMSC) or when considering continuing
upadacitinib therapy in patients who develop a malignancy.
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Non-melanoma skin cancer

NMSCs have been reported in patients treated with upadacitinib. Periodic skin examination is
recommended for patients who are at increased risk for skin cancer.

Haematological abnormalities

Absolute Neutrophil Count (ANC) < 1 x 10° cells/L. Absolute Lymphocyte Count (ALC) < 0.5 x 10°
cells/L and haemoglobin < 8 g/dL were reported in <1 % of patients in clinical trials (see section 4.8).
Treatment should not be initiated, or should be temporarily interrupted. in patients with an ANC < 1
x 10° cells/L, ALC < 0.5 x 10 cells/L or haemoglobin < 8 g/dL observed during routine patient
management (see section 4.2).

Cardiovascular risk

Rheumatoid arthritis patients have an increased risk for cardiovascular disorders. Patients treated with
upadacitinib should have risk factors (e.g., hypertension, hyperlipidaemia) managed as part of usual
standard of care.

Lipids

Treatment with upadacitinib was associated with increases in lipid parameters, including total
cholesterol. low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) cholesterol
(see section 4.8). Elevations in LDL cholesterol decreased to pre-treatment levels in response to statin
therapy, although evidence is limited. The effect of these lipid parameter elevations on cardiovascular
morbidity and mortality has not been determined (see section 4.2 for monitoring guidance).

Hepatic transaminase elevations

Treatment with upadacitinib was associated with an increased incidence of liver enzyme elevation
compared to placebo.

Evaluate at baseline and thereafter according to routine patient management. Prompt investigation of
the cause of liver enzyme elevation is recommended to identify potential cases of drug-induced liver
mjury.

If increases in ALT or AST are observed during routine patient management and drug-induced liver
injury is suspected, upadacitinib therapy should be interrupted until this diagnosis is excluded.

Venous thromboembolism

Events of deep venous thrombosis (DVT) and pulmonary embolism (PE) have been reported in
patients receiving JAK inhibitors including upadacitinib. Upadacitinib should be used with caution in
patients at high risk for DVT/PE. Risk factors that should be considered in determining the patient’s
risk for DVT/PE include older age, obesity. a medical history of DVT/PE, patients undergoing major
surgery, and prolonged immobilisation. If clinical features of DVT/PE occur, upadacitinib treatment
should be discontinued and patients should be evaluated promptly, followed by appropriate treatment.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect the pharmacokinetics of upadacitinib

Upadacitinib is metabolised mainly by CYP3A4. Therefore, upadacitinib plasma exposures can be
affected by medicinal products that strongly inhibit or induce CYP3A4.
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Coadministration with CYP3A4 inhibitors

Upadacitinib exposure is increased when co-administered with strong CYP3A4 inhibitors (such as
ketoconazole, itraconazole, posaconazole, voriconazole, and clarithromycin). In a clinical study.
coadministration of upadacitinib with ketoconazole resulted in 70% and 75% increases in upadacitinib
Cmax and AUC, respectively. Upadacitinib should be used with caution in patients receiving chronic
treatment with strong CYP3A4 inhibitors. Consider alternatives to strong CYP3A4 inhibitor
medications when used in the long-term.

Coadministration with CYP3A44 inducers

Upadacitinib exposure is decreased when co-administered with strong CYP3A4 inducers (such as
rifampin and phenytoin), which may lead to reduced therapeutic effect of upadacitinib. In a clinical
study, coadministration of upadacitinib after multiple doses of rifampicin (strong CYP3A inducer)
resulted in approximately 50% and 60% decreases in upadacitinib Cmax and AUC, respectively.
Patients should be monitored for changes in disease activity if upadacitinib is co-administered with
strong CYP3A4 inducers.

Methotrexate and pH modifying medicinal products (e.g., antacids or proton pump inhibitors) have no
effect on upadacitinib plasma exposures.

Potential for upadacitinib to affect the pharmacokinetics of other medicinal products

Administration of multiple 30 mg once daily doses of upadacitinib (a dose that is twice the
recommended upadacitinib dose) to healthy subjects had a limited effect on midazolam (sensitive drug
substrate for CYP3A) plasma exposures (26% decrease in midazolam AUC and Cuay), indicating that
upadacitinib 30 mg once daily may have a weak induction effect on CYP3A. In a clinical study,
rosuvastatin and atorvastatin AUC were decreased by 33% and 23%, respectively, and rosuvastatin
Cumax Was decreased by 23% following the administration of multiple 30 mg once daily doses of
upadacitinib to healthy subjects. Upadacitinib had no relevant effect on atorvastatin Cmax or on plasma
exposures of ortho-hydroxyatorvastatin (major active metabolite for atorvastatin). No dose adjustment
is recommended for CYP3A substrates or for rosuvastatin or atorvastatin when coadministered with
upadacitinib.

Upadacitinib has no relevant effects on plasma exposures of ethinylestradiol, levonorgestrel,
methotrexate, or medicinal products that are substrates for metabolism by CYP1A2, CYP2B6,
CYP2C9. CYP2C19, or CYP2D6.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential should be advised to use effective contraception during treatment
and for 4 weeks following the final dose of upadacitinib.

Pregnancy

There are no or limited data on the use of upadacitinib in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). Upadacitinib was teratogenic in rats and rabbits with
effects in bones in rat foetuses and in the heart in rabbit foetuses when exposed in utero.

Upadacitinib is contraindicated during pregnancy (see section 4.3).

If a patient becomes pregnant while taking upadacitinib the parents should be informed of the potential
risk to the foetus.
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Breast-feeding

It is unknown whether upadacitinib/metabolites are excreted in human milk. Available
pharmacodynamic/toxicological data in animals have shown excretion of upadacitinib in milk (see
section 5.3).

A risk to newborns/infants cannot be excluded.
Upadacitinib should not be used during breast-feeding. A decision must be made whether to

discontinue breast-feeding or to discontinue upadacitinib therapy taking into account the benefit of
breast-feeding for the child and the benefit of therapy for the woman.

Fertility

The effect of upadacitinib on human fertility has not been evaluated. Animal studies do not indicate
effects with respect to fertility (see section 5.3).

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

Summary of the safety profile

The most commonly reported adverse drug reactions (ADRs) were upper respiratory tract infections,
bronchitis, nausea, blood creatine phosphokinase (CPK) increased and cough. The most common
serious adverse reactions were serious infections (see section 4.4).

Tabulated list of adverse reactions

The following list of adverse reactions is based on experience from clinical studies.

The frequency of adverse reactions listed below is defined using the following convention: very
common (= 1/10); common (= 1/100 to < 1/10); uncommon (= 1/1,000 to < 1/100). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.
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Table 2. Adverse reactions

System Organ Class Very common Common Uncommon
Infections and Upper respiratory Bronchitis® Pneumonia
infestations tract infections Herpes zoster Oral candidiasis

(URTI)? Herpes simplex®

Blood and lymphatic Neutropaenia
system disorders
Metabolism and Hypercholesterolaemia | Hypertriglyceridaemia
nutrition disorders
Respiratory, thoracic Cough
and mediastinal
disorders
Gastrointestinal Nausea
disorders
Skin and subcutaneous Acne
tissue disorders
General disorders and Pyrexia
administration site
conditions
Investigations Blood CPK increased

ALT increased

AST increased

Weight increased
2 Includes upper respiratory tract infection, acute sinusitis, laryngitis, nasopharyngitis,
oropharyngeal pain, pharyngitis, pharyngotonsillitis, rhinitis, sinusitis, tonsillitis, viral upper
respiratory tract infection
® Includes bronchitis, bronchitis viral, bronchitis bacterial, and tracheobronchitis
¢ Includes herpes simplex and oral herpes

Rheumatoid arthritis

Description of selected adverse reactions

Infections

In placebo-controlled clinical studies with background DMARD:s, the frequency of infection over
12/14 weeks in the upadacitinib 15 mg group was 27.4% compared to 20.9% in the placebo group. In
methotrexate (MTX)-controlled studies, the frequency of infection over 12/14 weeks in the
upadacitinib 15 mg monotherapy group was 19.5% compared to 24.0% in the MTX group. The overall
long-term rate of infections for the upadacitinib 15 mg group across all five Phase 3 clinical studies
(2,630 patients) was 93.7 events per 100 patient-years.

In placebo-controlled clinical studies with background DMARD:s, the frequency of serious infection
over 12/14 weeks in the upadacitinib 15 mg group was 1.2% compared to 0.6% in the placebo group.
In MTX-controlled studies, the frequency of serious infection over 12/14 weeks in the upadacitinib

15 mg monotherapy group was 0.6% compared to 0.4% in the MTX group. The overall long-term rate
of serious infections for the upadacitinib 15 mg group across all five Phase 3 clinical studies was 3.8
events per 100 patient-years. The most common serious infection was pneumonia. The rate of serious
infections remained stable with long-term exposure.

There was a higher rate of serious infections in patients > 75 years of age, although data are limited.

The frequencies of infection ADRs for upadacitinib compared to placebo were: URTI (13.5% vs
9.5%), pneumonia (0.5% vs 0.3%). herpes zoster (0.7% vs 0.2%), herpes simplex (0.8% v 0.5%), and
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oral candidiasis (0.4% vs. <0.1%). Most of the herpes zoster events involved a single dermatome and
Were Non-serious.

Opportunistic infections (excluding tuberculosis)

In placebo-controlled clinical studies with background DMARDs, the frequency of opportunistic
infections over 12/14 weeks in the upadacitinib 15 mg group was 0.5% compared to 0.3% in the
placebo group. In MTX-controlled studies, there were no cases of opportunistic infection over 12/14
weeks in the upadacitinib 15 mg monotherapy group and 0.2% in the MTX group. The overall long-
term rate of opportunistic infections for the upadacitinib 15 mg group across all five Phase 3 clinical
studies was 0.6 events per 100 patient-years.

Hepatic transaminase elevations

In placebo-controlled studies with background DMARD:s, for up to 12/14 weeks, alanine transaminase
(ALT) and aspartate transaminase (AST) elevations > 3 x upper limit of normal (ULN) in at least one
measurement were observed in 2.1% and 1.5% of patients treated with upadacitinib 15 mg, compared
to 1.5% and 0.7%, respectively, of patients treated with placebo. Most cases of hepatic transaminase
elevations were asymptomatic and transient.

In MTX-controlled studies, for up to 12/14 weeks, ALT and AST elevations > 3 x ULN in at least one
measurement were observed in 0.8% and 0.4% of patients treated with upadacitinib 15 mg, compared
to 1.9% and 0.9%, respectively, of patients treated with MTX.

The pattern and incidence of elevation in ALT/AST remained stable over time including in long-term
extension studies.

Lipid elevations

Upadacitinib 15 mg treatment was associated with dose-dependent increases in lipid parameters
including total cholesterol, triglycerides, LDL cholesterol and HDL cholesterol. There was no change
in the LDL/HDL ratio. Elevations were observed at 2 to 4 weeks of treatment and remained stable
with longer-term treatment. Among patients in the controlled studies with baseline values below the
specified limits, the following frequencies of patients were observed to shift to above the specified
limits on at least one occasion during 12/14 weeks (including patients who had an isolated elevated
value):

. Total cholesterol > 5.17 mmol/L (200 mg/dL): 62% vs. 31%, in the upadacitinib 15 mg and
placebo groups, respectively

o LDL cholesterol = 3.36 mmol/L (130 mg/dL): 42% vs. 19%, in the upadacitinib 15 mg and
placebo groups, respectively

. HDL cholesterol = 1.03 mmol/L (40 mg/dL): 89% vs. 61%, in the upadacitinib 15 mg and
placebo groups, respectively

. Triglycerides = 2.26 mmol/L (200 mg/dL): 25% vs. 15%, in the upadacitinib 15 mg and placebo
groups, respectively

Creatine phosphokinase

In placebo-controlled studies with background DMARDs, for up to 12/14 weeks, increases in CPK
values were observed. CPK elevations > 5 x upper limit of normal (ULN) were reported in 1.0% and
0.3% of patients over 12/14 weeks in the upadacitinib 15 mg and placebo groups, respectively. Most
elevations > 5 x ULN were transient and did not require treatment discontinuation. Mean CPK values
increased by 4 weeks with a mean increase of 60 U/L at 12 weeks and then remained stable at an
increased value thereafter including with extended therapy.
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Neutropaenia

In placebo-controlled studies with background DMARD:s, for up to 12/14 weeks, decreases in
neutrophil counts below 1,000 cells/mm? in at least one measurement occurred in 1.1% and <0.1% of
patients in the upadacitinib 15 mg and placebo groups, respectively. In clinical studies, treatment was
interrupted in response to ANC < 1,000 cells/mm? (see section 4.2). Mean neutrophil counts decreased
over 4 to 8 weeks. The decreases in neutrophil counts remained stable at a lower value than baseline
over time including with extended therapy.

Psoriatic arthritis

Overall, the safety profile observed in patients with active psoriatic arthritis treated with upadacitinib
15 mg was consistent with the safety profile observed in patients with theumatoid arthritis. A higher
incidence of acne and bronchitis was observed in patients treated with upadacitinib 15 mg (1.3% and
3.9%, respectively) compared to placebo (0.3% and 2.7%, respectively). A higher rate of serious
infections (2.6 events per 100 patient-years and 1.3 events per 100 patient-years, respectively) and
hepatic transaminase elevations (ALT elevations Grade 3 and higher rates 1.4% and 0.4%,
respectively) was observed in patients treated with upadacitinib in combination with MTX therapy
compared to patients treated with monotherapy. There was a higher rate of serious infections in
patients > 65 years of age, although data are limited.

Ankylosing spondvlitis

Overall, the safety profile observed in patients with active ankylosing spondylitis treated with
upadacitinib 15 mg was consistent with the safety profile observed in patients with rheumatoid
arthritis. No new safety findings were identified.

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

Upadacitinib was administered in clinical studies up to doses equivalent in daily AUC to 60 mg
prolonged-release once daily. Adverse reactions were comparable to those seen at lower doses and no
specific toxicities were identified. Approximately 90% of upadacitinib in the systemic circulation is
eliminated within 24 hours of dosing (within the range of doses evaluated in clinical studies). 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.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, selective immunosuppressants ATC code:
L04AA44

Mechanism of action

Janus Kinases (JAKs) are intracellular enzymes that transmit cytokine or growth factor signals
involved in a broad range of cellular processes including inflammatory responses, hematopoiesis and
immune surveillance. The JAK family of enzymes contains four members, JAK1, JAK2, JAK3 and
TYK?2 which work in pairs to phosphorylate and activate signal transducers and activators of
transcription (STATSs). This phosphorylation, in turn. modulates gene expression and cellular function.

1
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JAK1 is important in inflammatory cytokine signals while JAK?2 is important for red blood cell
maturation and JAK3 signals play a role in immune surveillance and lymphocyte function.

Upadacitinib is a selective and reversible JAK inhibitor. In human cellular assays, upadacitinib
preferentially inhibits signalling by JAK1 or JAK1/3 with functional selectivity over cytokine
receptors that signal via pairs of JAK2.

Pharmacodynamic effects
Inhibition of IL-6 induced STAT3 and IL-7 induced STATS phosphorylation

In healthy volunteers, the administration of upadacitinib (immediate-release formulation) resulted in a
dose- and concentration-dependent inhibition of IL-6 (JAK1/JAK?2) - induced STAT3 and IL-7
(JAK1/JAK3)-induced STATS phosphorylation in whole blood. The maximal inhibition was observed
1 hour after dosing which returned to near baseline by the end of dosing interval.

Lymphocytes

In patients with rheumatoid arthritis, treatment with upadacitinib was associated with a small, transient
increase in mean ALC from baseline up to week 36 which gradually returned to at or near baseline
levels with continued treatment.

hsCRP

In patients with rheumatoid arthritis, treatment with upadacitinib was associated with decreases from
baseline in mean hsCRP levels as early as week 1 which were maintained with continued treatment.

Clinical efficacy and safety

Rheumatoid arthritis

The efficacy and safety of upadacitinib 15 mg once daily was assessed in five Phase 3 randomised,
double-blind, multicentre studies in patients with moderately to severely active rheumatoid arthritis
and fulfilling the ACR/EULAR 2010 classification criteria (see Table 3). Patients 18 years of age and
older were eligible to participate. The presence of at least 6 tender and 6 swollen joints and evidence
of systemic inflammation based on elevation of hsCRP was required at baseline. All studies included
long-term extensions for up to 5 years.

The primary analysis for each of these studies included all randomised subjects who received at least 1
dose of study drug, and non-responder imputation was used for categorical endpoints.

Across the Phase 3 studies, the efficacy seen with upadacitinib 15 mg QD was generally similar to that
observed with upadacitinib 30 mg QD.

Table 3: Clinical trials summary

Study name Population (n) Treatment arms Key outcome measures
SELECT-EARLY | MTX-naive? e Upadacitinib 15 mg | e Primary endpoint: clinical remission
(947) e Upadacitinib 30 mg (DAS28-CRP) at week 24

e MTX e Low disease activity (DAS28-CRP)
e ACR50

Monotherapy ¢ Radiographic progression (mTSS)
¢ Physical function (HAQ-DI)
e SF-36 PCS
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SELECT- MTX-IR® e Upadacitinib 15 mg | e Primary endpoint: low disease activity
MONOTHERAPY | (648) o Upadacitinib 30 mg (DAS28-CRP) at week 14
e MTX e Clinical remission (DAS28-CRP)
e ACR20
Monotherapy ¢ Physical function (HAQ-DI)
e SF-36 PCS
o Morning stiffness
SELECT-NEXT c¢sDMARD-IR® | e Upadacitinib 15 mg | e Primary endpoint: low disease activity
(661) e Upadacitinib 30 mg (DAS28-CRP) at week 12
e Placebo e Clinical remission (DAS28-CRP)
¢ ACR20
On background e Physical function (HAQ-DI)
csDMARDs e SF-36 PCS
¢ Low disease activity (CDAI)
e Morning stiffness
e FACIT-F
SELECT- MTX-IR? e Upadacitinib 15 mg | e Primary endpoint: clinical remission
COMPARE (1.629) e Placebo (DAS28-CRP) at week 12
e Adalimumab 40 mg | ® Low disease activity (DAS28-CRP)
¢ ACR20
On background MTX | e Low disease activity (DAS28-CRP) vs
adalimumab
¢ Radiographic progression (mTSS)
e Physical function (HAQ-DI)
¢ SF-36 PCS
o Low disease activity (CDAI)
e Morning stiffness
e FACIT-F
SELECT- bDMARD-IR® | e Upadacitinib 15 mg | e Primary endpoint: low disease activity
BEYOND (499) e Upadacitinib 30 mg (DAS28-CRP) at week 12
e Placebo e ACR20
¢ Physical function (HAQ-DI)
On background e SF-36 PCS
csDMARDs
Abbreviations: ACR20 (or 50) = American College of Rheumatology >20% (or =50%) improvement;
bDMARD = biologic disease-modifying anti-theumatic drug, CRP = C-Reactive Protein, DAS28 = Disease
Activity Score 28 joints, mTSS = modified Total Sharp Score, csDMARD = conventional synthetic disease-
modifying anti-theumatic drug, HAQ-DI = Health Assessment Questionnaire-Disability Index, SF-36 PCS =
Short Form (36) Health Survey (SF-36) Physical Component Summary, CDAI = Clinical Disease Activity
Index, FACIT-F = Functional Assessment of Chronic Illness Therapy-Fatigue score, IR = inadequate
responder, MTX = methotrexate, n = number randomised
2 Patients were naive to MTX or received no more than 3 weekly MTX doses
® Patients had inadequate response to MTX
¢ Patients who had an inadequate response to csDMARDSs: patients with prior exposure to at most one
bDMARD were eligible (up to 20% of total number of patients) if they had either limited exposure (<3
months) or had to discontinue the b(DMARD due to intolerability
4 Patients who had an inadequate response to MTX: patients with prior exposure to at most one bDMARD
(except adalimumab) were eligible (up to 20% of total study number of patients) if they had either limited
exposure (<3 months) or had to discontinue the b(DMARD due to intolerability
¢ Patients who had an inadequate response or intolerance to at least one bDMARD
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In the studies, a significantly higher proportion of patients treated with upadacitinib 15 mg achieved
low disease activity (DAS28-CRP <3.2) and clinical remission (DAS28-CRP <2.6) compared to
placebo, MTX or adalimumab (Table 4). Compared to adalimumab, significantly higher rates of low
disease activity were achieved at week 12 in SELECT-COMPARE. Overall, both low disease activity
and clinical remission rates were consistent across patient populations, with or without MTX.

ACR response

In all studies, more patients treated with upadacitinib 15 mg achieved ACR20, ACR50, and ACR70
responses at 12 weeks compared to placebo, MTX, or adalimumab (Table 4). Time to onset of efficacy
was rapid across measures with greater responses seen as early as week 1 for ACR20. Durable
response rates were observed (with or without MTX), with ACR20/50/70 responses maintained for at

least 1 year.

Treatment with upadacitinib 15 mg, alone or in combination with csDMARDs, resulted in
improvements in individual ACR components, including tender and swollen joint counts, patient and
physician global assessments, HAQ-DI, pain assessment and hsCRP.

Table 4: Response and remission

This Information is Confidential

SELECT SELECT SELECT SELECT SELECT
EARLY MONO NEXT COMPARE BEYOND
Study MTX-Naive MTX-IR c¢sDMARD-IR MTX-IR bDMARD-IR
UPA UPA UPA UPA | ADA UPA
MTX | 15mg | MTX | 15mg | PBO | 15mg | PBO | 15mg [ 40mg | PBO [ 15mg
N 314 317 216 217 221 221 651 651 327 169 164
Week
LDA DAS28-CRP <3.2 (% of patients)
12%/14° 28 538 45¢h 29 14 43¢
24°26¢ 32 60f 55eh 39
48 39 598 508 35
CR DAS28-CRP <2.6 (% of patients)
12%/14° 14 368 8 28¢ 10 31¢ 6 29¢h 18 9 298
24°26¢ 18 48¢ 9 418t 27
48 29 49¢ 38t 28
ACR20 (% of patients)
12%/14° 54 768 71¢4 63 28 65¢
24¢/26¢ 59 798 678 57
48 57 748 65 54
ACRS0 (% of patients)
12%/14° 28 528 15 458 29 12 348
24/26¢ 33 60°¢ 548h 42
48 43 638 49! 40
ACR70 (% of patients)
12%/14° 14 328 3 238 6 218 5 25eh 13 7 12
24%26¢ 18 44¢ 10 358h 23
48 29 518 36" 23
CDAI <10 (% of patients)
12v14° | 30 | 462 | 25 [ 350 | 19 | 40 | 16 | 40t | 30 | 14 | 328
14
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24</26¢ 38 568 22 538h 38

48 43 608 47" 34

Abbreviations: ACR20 (or 50 or 70) = American College of Rheumatology >20% (or >50% or >70%)
improvement; ADA = adalimumab; CDAI = Clinical Disease Activity Index; CR = Clinical Remission;
CRP = C-Reactive Protein, DAS28 = Disease Activity Score 28 joints; IR = inadequate responder; LDA =
Low Disease Activity; MTX = methotrexate; PBO = placebo; UPA= upadacitinib

* SELECT-NEXT, SELECT-EARLY. SELECT-COMPARE. SELECT-BEYOND

® SELECT-MONOTHERAPY

¢ SELECT-EARLY

4 SELECT-COMPARE

¢ multiplicity-controlled p<0.001upadacitinib vs placebo or MTX comparison

f multiplicity-controlled p<0.01 upadacitinib vs placebo or MTX comparison

£ nominal p<0.001 upadacitinib vs placebo or MTX comparison

B nominal p<0.001upadacitinib vs adalimumab comparison

‘nominal p<0.01 upadacitinib vs adalimumab comparison

J nominal p<0.05 upadacitinib vs adalimumab comparison

¥ nominal p<0.01 upadacitinib vs placebo or MTX comparison

! nominal p<0.05 upadacitinib vs MTX comparison

Note: Week 48-data derived from analysis on Full Analysis set (FAS) by randomised group using Non-
Responder Imputation

Radiographic response

Inhibition of progression of structural joint damage was assessed using the modified Total Sharp Score
(mTSS) and its components, the erosion score and joint space narrowing score, at weeks 24/26 and
week 48 in SELECT-EARLY and SELECT-COMPARE.

Treatment with upadacitinib 15 mg resulted in significantly greater inhibition of the progression of
structural joint damage compared to placebo in combination with MTX in SELECT-COMPARE and
as monotherapy compared to MTX in SELECT-EARLY (Table 5). Analyses of erosion and joint
space narrowing scores were consistent with the overall scores. The proportion of patients with no
radiographic progression (mTSS change < 0) was significantly higher with upadacitinib 15 mg in both
studies.
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Table 5: Radiographic changes

SELECT SELECT
EARLY COMPARE
Study MTX-Naive MTX-IR
UPA UPA ADA
Treatment Group MTX 15 mg PBO? 15 mg 40 mg
Modified Total Sharp Score, mean change from baseline
Week 24%/26¢ 0.7 0.1f 0.9 0.28 0.1
Week 48 1.0 0.03¢ 1.7 0.3¢ 0.4
Proportion of patients with no radiographic progressiond
Week 24°%/26° 77.7 87.5¢ 76.0 83.5¢ 86.8
Week 48 74.3 89.9¢ 74.1 86.4° 87.9

Abbreviations: ADA = adalimumab; IR = inadequate responder; MTX = methotrexate; PBO = placebo:
UPA= upadacitinib

2 All placebo data at week 48 derived using linear extrapolation

® SELECT-EARLY

¢ SELECT-COMPARE

4No progression defined as mTSS change < 0

¢ nominal p<0.001 upadacitinib vs placebo or MTX comparison

f multiplicity-controlled p<0.01 upadacitinib vs placebo or MTX comparison

& multiplicity-controlled p<0.001 upadacitinib vs placebo or MTX comparison

Physical function response and health-related outcomes

Treatment with upadacitinib 15 mg, alone or in combination with csDMARD:s, resulted in a
significantly greater improvement in physical function compared to all comparators as measured by
HAQ-DI (see Table 6).

Table 6: Mean change from baseline in HAQ-DI*®

SELECT SELECT SELECT SELECT SELECT
EARLY MONO NEXT COMPARE BEYOND
Study MTX-Naive MTX-IR c¢sDMARD-IR MTX-IR BIO-IR
Treatment UPA UPA UPA UPA | ADA UPA
group MTX | I5mg | MTX | 15mg | PBO | 15mg | PBO | 15mg | 40mg | PBO | 15mg
N 313 317 | 216 216 220 216 648 644 324 165 163
Baseline
score, 1.6 1.6 1.5 1.5 1.4 1.5 1.6 1.6 1.6 1.6 1.7
mean
Week h g ¢ gi g
12¢/14¢ -0.5 | -0.8 -0.3 | -0.7 -0.3 -0.6 -0.3 | 0.6 -0.5 -0.2 | -04
Week _
- - g _ hi _

Abbreviations: ADA = adalimumab; HAQ-DI = Health Assessment Questionnaire-Disability Index: IR =
inadequate responder; MTX = methotrexate; PBO = placebo; UPA = upadacitinib

?Data shown are mean

®Health Assessment Questionnaire-Disability Index: 0=best, 3=worst; 20 questions: 8 categories:
dressing and grooming, arising, eating, walking, hygiene, reach, grip. and activities.

¢ SELECT-EARLY. SELECT-NEXT, SELECT-COMPARE. SELECT-BEYOND

4 SELECT-MONOTHERAPY

¢SELECT-EARLY

fSELECT-COMPARE

£ multiplicity-controlled p<0.001 upadacitinib vs placebo or MTX comparison

2 nominal p<0.001 upadacitinib vs placebo or MTX comparison
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| ‘nominal p<0.01 upadacitinib vs adalimumab comparison |

In the studies SELECT-MONOTHERAPY, SELECT-NEXT, and SELECT-COMPARE, treatment
with upadacitinib 15 mg resulted in a significantly greater improvement in the mean duration of
morning joint stiffness compared to placebo or MTX.

In the clinical studies, upadacitinib treated patients reported significant improvements in patient-
reported quality of life, as measured by the Short Form (36) Health Survey (SF-36) Physical
Component Summary compared to placebo and MTX. Moreover, upadacitinib treated patients
reported significant improvements in fatigue, as measured by the Functional Assessment of Chronic
Illness Therapy-Fatigue score (FACIT-F) compared to placebo.

Psoriatic arthritis

The efficacy and safety of upadacitinib 15 mg once daily were assessed in two Phase 3 randomised,
double-blind, multicenter, placebo-controlled studies in patients 18 years of age or older with
moderately to severely active psoriatic arthritis. All patients had active psoriatic arthritis for at least 6
months based upon the Classification Criteria for Psoriatic Arthritis (CASPAR), at least 3 tender joints
and at least 3 swollen joints, and active plaque psoriasis or history of plaque psoriasis. For both
studies, the primary endpoint was the proportion of patients who achieved an ACR20 response at week
12.

SELECT-PsA 1 was a 24-week trial in 1705 patients who had an inadequate response or intolerance to
at least one non-biologic DMARD. At baseline, 1393 (82%) of patients were on at least one
concomitant non-biologic DMARD:; 1084 (64%) of patients received concomitant MTX only; and 311
(18%) of patients were on monotherapy. Patients received upadacitinib 15 mg or 30 mg once daily,
adalimumab, or placebo. At week 24, all patients randomised to placebo were switched to upadacitinib
15 mg or 30 mg once daily in a blinded manner. SELECT-PsA 1 included a long-term extension for
up to 5 years.

SELECT-PsA 2 was a 24-week trial in 642 patients who had an inadequate response or intolerance to
at least one biologic DMARD. At baseline, 296 (46%) of patients were on at least one concomitant
non-biologic DMARD: 222 (35%) of patients received concomitant MTX only; and 345 (54%) of
patients were on monotherapy. Patients received upadacitinib 15 mg or 30 mg once daily or placebo.
At week 24, all patients randomised to placebo were switched to upadacitinib 15 mg or 30 mg once
daily in a blinded manner. SELECT-PsA 2 included a long-term extension for up to 3 years.

Clinical response

In both studies, a statistically significant greater proportion of patients treated with upadacitinib 15 mg
achieved ACR20 response compared to placebo at week 12 (Table 7). Time to onset of efficacy was
rapid across measures with greater responses seen as early as week 2 for ACR20.

Treatment with upadacitinib 15 mg resulted in improvements in individual ACR components,
including tender/painful and swollen joint counts, patient and physician global assessments, HAQ-DL
pain assessment, and hsCRP compared to placebo.

In SELECT-PsA 1, upadacitinib 15 mg achieved non-inferiority compared to adalimumab in the
proportion of patients achieving ACR20 response at week 12; however, superiority to adalimumab
could not be demonstrated.

In both studies, consistent responses were observed alone or in combination with methotrexate for
primary and key secondary endpoints.

The efficacy of upadacitinib 15 mg was demonstrated regardless of subgroups evaluated including
baseline BMI, baseline hsCRP, and number of prior non-biologic DMARDs (< 1 or >1).
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Table 7: Clinical response in SELECT-PsA 1 and SELECT-PsA 2

Study SELECT-PsA 1 SELECT-PsA 2
non-biologic DMARD-IR bDMARD-IR

Treatment Group PBO UPA ADA PBO UPA

15 mg 40 mg 15 mg

N 423 429 429 212 211
ACR20, % of patients (95% CI)

Week 12 36 (32, 41) 71 (66, 75) 65 (61,70) | 24 (18,30) | 57(50, 64)

Difference from R - R

placebo (95% CI) 35 (28, 41)* 33 (24. 42)%

Week 24 45 (40, 50) 73 (69, 78) 67 (63,72) | 20(15,26) | 59(53.66)
Week 56 d 74 (70.79) | 69 (64.73) 60 (53. 66)
ACRS50, % of patients (95% CI)

Week 12 13 (10, 17) 38 (33, 42) 38 (33, 42) 5(2.8) 32 (26, 38)
Week 24 19 (15, 23) 52 (48, 57) 44 (40, 49) 9(6,13) 38(32. 45)
Week 56 60 (55, 64) 51 (47, 56) _ 41 (34, 47)
ACR70, % of patients (95% CI)

Week 12 2(1.4) 16(12, 19) 14 (11, 17) 1(0,1) 9(5,12)

Week 24 5@3.7) 29 (24, 33) 23 (19,27) 1(0,2) 19 (14, 25)
Week 56 41 (36, 45) 31 (27, 36) 24 (18, 30)

MDA, % of patients (95% CI)
Week 12 6(4.9) 25(21,29) 25(21,29) 42,7 17(12, 22)
Week 24 12 (9, 15) 37(32,41)¢ 33 (29, 38) 3(1,5) 25(19, 31)¢
Week 56 45 (40, 50) 40 (35, 44) _ 29 (23.36)
Resolution of enthesitis (LEI=0), % of patients (95% CI)*
Week 12 33 (27, 39) 47 (42, 53) 47 (41,53) | 20(14,27) | 39(31,47)
Week 24 32 (27, 39) 54 (48, 60)° 47 (42, 53) 15(9,21) | 43(34.51)
Week 56 59 (53, 65) 54 (48, 60) _ 43 (34, 51)
Resolution of dactylitis (LDI=0), % of patients (95% CI)®
Week 12 42 (33,51) 74 (66, 81) 72 (64,80) | 36(24,48) | 64(51.76)
Week 24 40 (31, 48) 77 (69, 84) 74 (66.82) | 28 (17.39) [ 58 (45.71)
Week 56 P 7568.82) | 74(66.82) [ 51(38.64)
PASI75, % of patients (95% CI)*
Week 16 21 (16, 27) 63 (56, 69)° 53 (46,60) | 16(10,22) | 52(44,61)°
Week 24 27 (21, 33) 64 (58, 70) 59 (52,65) | 19(12,26) | 54(45,62)
Week 56 65 (59, 72) 61 (55, 68) _ 52 (44, 61)
PASI90, % of patients (95% CI)¢

Week 16 12 (8,17) 38(32, 45) 39 (32, 45) 8(4.13) 35(26,43)
Week 24 17 (12, 22) 42(35,48) 45 (38, 52) 7(3.11) 36(28, 44)
Week 56 49 (42, 56) 47 (40, 54) 41 (32, 49)

Abbreviations: ACR20 (or 50 or 70) = American College of Rheumatology >20% (or =50% or
>70%) improvement, ADA = adalimumab; bDMARD = biologic disease-modifying anti-
rheumatic drug: IR = inadequate responder; MDA = minimal disease activity: PASI75 (or 90) =
=75% (or 290%) improvement in Psoriasis Area and Severity Index; PBO = placebo: UPA=

upadacitinib

Patients who discontinued randomised treatment or were missing data at week of evaluation were
imputed as non-responders in the analyses. For MDA, resolution of enthesitis, and resolution of
dactylitis at week 24/56, the subjects rescued at week 16 were imputed as non-responders in the

analyses.

3In patients with enthesitis at baseline (n=241, 270. and 265, respectively, for SELECT-PsA 1 and

n=144 and 133, respectively, for SELECT-PsA 2)
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®In patients with dactylitis at baseline (n=126, 136, and 127, respectively, for SELECT-PsA 1 and
n=64 and 55, respectively, for SELECT-PsA 2)

¢In patients with > 3% BSA psoriasis at baseline (n=211, 214, and 211, respectively, for
SELECT-PsA 1 and n=131 and 130, respectively, for SELECT-PsA 2)

4 primary endpoint

¢ multiplicity-controlled p<0.001 upadacitinib vs placebo comparison

f multiplicity-controlled p<0.001 upadacitinib vs adalimumab comparison (non-inferiority test)

Radiographic response

In SELECT-PsA 1, inhibition of progression of structural damage was assessed radiographically and
expressed as the change from baseline in modified Total Sharp Score (mTSS) and its components, the
erosion score and the joint space narrowing score, at week 24.

Treatment with upadacitinib 15 mg resulted in statistically significant greater inhibition of the
progression of structural joint damage compared to placebo at week 24 (Table 8). Erosion and joint
space narrowing scores were consistent with the overall scores. The proportion of patients with no
radiographic progression (mTSS change < 0.5) was higher with upadacitinib 15 mg compared to
placebo at week 24.

Table 8: Radiographic changes in SELECT-PsA 1

Treatment Group PBO UPA ADA

15 mg 40 mg
[Modified Total Sharp Score, mean change from baseline (95% CI)
(Week 24 0.25 (0.13, 0.36) -0.04 (-0.16, 0.07)¢ 0.01 (-0.11,0.13)
[Week 56 0.44 (0.29, 0.59) -0.05 (-0.20, 0.09) -0.06 (-0.20, 0.09)
Proportion of patients with no radiographic progression®, % (95% CI)
(Week 24 92 (89, 95) 96 (94, 98) 95 (93.97)
[Week 56 89 (86.92) 97 (96, 99) 94 (92.97)
[Abbreviations: ADA = adalimumab; PBO = placebo; UPA= upadacitinib
[* All placebo data at week 56 derived using linear extrapolation
> No progression defined as mTSS change <0.5
© multiplicity-controlled p<0.001 upadacitinib vs placebo comparison

Physical function response and health-related outcomes

In SELECT-PsA 1, patients treated with upadacitinib 15 mg showed statistically significant
improvement from baseline in physical function as assessed by HAQ-DI at week 12 (-0.42 [95% CI: -
0.47, -0.37]) compared to placebo (-0.14 [95% CI: -0.18, -0.09]): improvement in patients treated with
adalimumab was -0.34 (95% CI: -0.38. -0.29). In SELECT-PsA 2, patients treated with upadacitinib
15 mg showed statistically significant improvement from baseline in HAQ-DI at week 12 (-0.30 [95%
CI: -0.37, -0.24]) compared to placebo (-0.10 [95% CI: -0.16, -0.03]). Improvement in physical
function was maintained through week 56 in both studies.

Health-related quality of life was assessed by SF-36v2. In both studies, patients receiving upadacitinib
15 mg experienced statistically significant greater improvement from baseline in the Physical
Component Summary score compared to placebo at week 12. Improvements from baseline were
maintained through week 56 in both studies.

Patients receiving upadacitinib 15 mg experienced statistically significant improvement from baseline

in fatigue, as measured by FACIT-F score, at week 12 compared to placebo in both studies.
Improvements from baseline were maintained through week 56 in both studies.
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At baseline, psoriatic spondylitis was reported in 31% and 34% of patients in SELECT-PsA 1 and
SELECT-PsA 2. respectively. Patients with psoriatic spondylitis treated with upadacitinib 15 mg
showed improvements from baseline in Bath Ankylosing Spondylitis Disease Activity Index
(BASDALI) scores compared to placebo at week 24. Improvements from baseline were maintained
through week 56 in both studies.

Ankylosing spondylitis

The efficacy and safety of upadacitinib 15 mg once daily were assessed in a randomised, double-blind,
multicenter, placebo-controlled study in patients 18 years of age or older with active ankylosing
spondylitis based upon the Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) >4 and
Patient’s Assessment of Total Back Pain score >4. The study included a long-term extension for up to
2 years.

SELECT-AXIS 1 was a 14-week trial in 187 ankylosing spondylitis patients with an inadequate
response to at least two Nonsteroidal Anti-inflammatory Drugs (NSAIDs) or intolerance to or
contraindication for NSAIDs and had no previous exposure to biologic DMARD:s. At baseline,
patients had symptoms of ankylosing spondylitis for an average of 14.4 years and approximately 16%
of the patients were on a concomitant csDMARD. Patients received upadacitinib 15 mg once daily or
placebo. At week 14, all patients randomised to placebo were switched to upadacitinib 15 mg once
daily. The primary endpoint was the proportion of patients achieving an Assessment of
SpondyloArthritis international Society 40 (ASAS40) response at week 14.

Clinical response

In SELECT-AXIS 1, a significantly greater proportion of patients treated with upadacitinib 15 mg
achieved an ASAS40 response compared to placebo at week 14 (Table 9). A numerical difference
between treatment groups was observed at week 2 and response was maintained through week 64.

Treatment with upadacitinib 15 mg resulted in improvements in individual ASAS components (patient

global assessment of disease activity, total back pain assessment, inflammation, and function) and
other measures of disease activity, including hsCRP, at week 14 compared to placebo.

The efficacy of upadacitinib 15 mg was demonstrated regardless of subgroups evaluated including
gender, baseline BMI, symptom duration of AS, and baseline hsCRP.

Table 9: Clinical response in SELECT-AXIS 1

Treatment Group PBO UPA 15 mg
N 94 93
ASAS40, % of patients (95% CI)*
Week 14 25.5(16.7. 34.3) | 51.6 (41.5, 61.8)
Difference from placebo (95% CI) 26.1 (12.6, 39.5)°¢
ASAS20, % of patients (95% CI)?
Week 14 | 40.4 (30.5, 50.3) | 64.5 (54.8. 74.2)¢
ASAS Partial Remission, % of patients (95% CI)
Week 14 | 1.1(0.0,3.1) | 19.4 (11.3,27.4)°
BASDALI 50, % of patients (95% CI)
Week 14 | 23.4 (14.8. 32.0) | 452 (35.0, 55.3)¢
Change from baseline in ASDAS-CRP (95% CI)
Week 14 [ -0.54 (-0.71, -0.37) | -1.45 (-1.62, -1.28)°
ASDAS Inactive Disease, % of patients (95% CI)
Week 14 | 0 | 16.1 (8.7, 23.6)°
ASDAS Low Disease Activity, % of patients (95% CI)f
Week 14 | 10.6 (4.4, 16.9) | 49.5 (39.3. 59.6)°
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ASDAS Major Improvement, % of patients (95% CI)
Week 14 | 5.3(0.8.9.9) | 32.3(22.8.41.8)°
Abbreviations: ASAS20 (or ASAS40) = Assessment of SpondyloArthritis international Society
>20% (or >40%) improvement; ASDAS-CRP = Ankylosing Spondylitis Disease Activity Score
C-Reactive Protein: BASDAI = Bath Ankylosing Spondylitis Disease Activity Index; PBO =
placebo; UPA= upadacitinib
2 An ASAS20 (ASAS40) response is defined as a >20% (>40%) improvement and an absolute
improvement from baseline of >1 (>2) unit(s) (range 0 to 10) in >3 of 4 domains (Patient Global,
Total Back Pain, Function, and Inflammation), and no worsening in the potential remaining
domain (defined as worsening >20% and =1 unit for ASAS20 or defined as worsening of > 0
units for ASAS40).
® primary endpoint
¢ multiplicity-controlled p<0.001 upadacitinib vs placebo comparison
4 multiplicity-controlled p<0.01 upadacitinib vs placebo comparison
¢ comparison not multiplicity-controlled
f post-hoc analysis, not multiplicity-controlled
For binary endpoints, week 14 results are based on non-responder imputation analysis. For
continuous endpoints, week 14 results are based on the least squares mean change from baseline
using mixed models for repeated measures analysis.

Physical function response

Patients treated with upadacitinib 15 mg showed significant improvement in physical function from
baseline compared to placebo as assessed by the BASFI at week 14.

Objective measure of inflammation
Signs of inflammation were assessed by MRI and expressed as change from baseline in the SPARCC
score for spine. At week 14, significant improvement of inflammatory signs in the spine was observed

in patients treated with upadacitinib 15 mg compared to placebo.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
RINVOQ in one or more subsets of the paediatric population in chronic idiopathic arthritis (including
rheumatoid arthritis, psoriatic arthritis, spondyloarthritis and juvenile idiopathic arthritis) (see section
4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Upadacitinib plasma exposures are proportional to dose over the therapeutic dose range. Steady-state
plasma concentrations are achieved within 4 days with minimal accumulation after multiple once daily
administrations.

Absorption

Following oral administration of upadacitinib prolonged-release formulation, upadacitinib is absorbed
with a median T, of 2 to 4 hours. Coadministration of upadacitinib with a high-fat meal had no

clinically relevant effect on upadacitinib exposures (increased AUC by 29% and Cuax by 39%). In
clinical trials, upadacitinib was administered without regard to meals (see section 4.2). In vitro,
upadacitinib is a substrate for the efflux transporters P-gp and BCRP.

Distribution

Upadacitinib is 52% bound to plasma proteins. Upadacitinib partitions similarly between plasma and
blood cellular components, as indicated by the blood to plasma ratio of 1.0.
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Metabolism

Upadacitinib metabolism is mediated by CYP3A4 with a potential minor contribution from CYP2D6.
The pharmacologic activity of upadacitinib is attributed to the parent molecule. In a human
radiolabeled study. unchanged upadacitinib accounted for 79% of the total radioactivity in plasma
while the main metabolite (product of monooxidation followed by glucuronidation) accounted for 13%
of the total plasma radioactivity. No active metabolites have been identified for upadacitinib.

Elimination

Following single dose administration of [**C]-upadacitinib immediate-release solution, upadacitinib
was eliminated predominantly as the unchanged parent substance in urine (24%) and faeces (38%).
Approximately 34% of upadacitinib dose was excreted as metabolites. Upadacitinib mean terminal
elimination half-life ranged from 9 to 14 hours.

Renal impairment

Renal impairment has no clinically relevant effect on upadacitinib exposure. Upadacitinib AUC was
18%, 33%, and 44% higher in subjects with mild (estimated glomerular filtration rate 60 to

89 mL/min/1.73 m?), moderate (estimated glomerular filtration rate 30 to 59 mL/min/1.73 m?), and
severe (estimated glomerular filtration rate 15 to 29 mL/min/1.73 m?) renal impairment, respectively,
compared to subjects with normal renal function. Upadacitinib Cpax Was similar in subjects with
normal and impaired renal function.

Hepatic impairment

Mild (Child-Pugh A) and moderate (Child-Pugh B) hepatic impairment has no clinically relevant
effect on upadacitinib exposure. Upadacitinib AUC was 28% and 24% higher in subjects with mild
and moderate hepatic impairment, respectively, compared to subjects with normal liver function.
Upadacitinib Cmax was unchanged in subjects with mild hepatic impairment and 43% higher in
subjects with moderate hepatic impairment compared to subjects with normal liver function.
Upadacitinib was not studied in patients with severe (Child-Pugh C) hepatic impairment.

Paediatric population

The pharmacokinetics of upadacitinib have not yet been evaluated in a paediatric population (see
section 4.2).

Intrinsic factors

Age. sex, body weight, race, and ethnicity did not have a clinically meaningful effect on upadacitinib
exposure. Upadacitinib pharmacokinetics are consistent between rheumatoid arthritis, psoriatic
arthritis, and ankylosing spondylitis patients.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology.

Upadacitinib, at exposures (based on AUC) approximately 4 and 10 times the clinical dose of 15 mg in
male and female Sprague-Dawley rats, respectively, was not carcinogenic in a 2-year carcinogenicity
study in Sprague-Dawley rats. Upadacitinib was not carcinogenic in a 26-week carcinogenicity study
in CByB6F1-Tg(HRAS)2Jic transgenic mice.

Upadacitinib was not mutagenic or genotoxic based on the results of in vitro and in vivo tests for gene
mutations and chromosomal aberrations.
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Upadacitinib had no effect on fertility in male or female rats at doses up to 50 mg/kg/day in males and
75 mg/kg/day in females in a fertility and early embryonic development study. Dose related increases
in foetal resorptions associated with post-implantation losses at 25 and 75 mg/kg/day in this study in
rats were attributed to the developmental/teratogenic effects of upadacitinib. Upadacitinib was
teratogenic in both rats and rabbits. In a pre-/postnatal development study in rats, there were no
maternal effects, no effects on parturition, lactation or maternal behaviour and no effects on their
offspring.

Following administration of upadacitinib to lactating rats, the concentrations of upadacitinib in milk
over time generally paralleled those in plasma, with approximately 30-fold higher exposure in milk
relative to maternal plasma. Approximately 97% of drug-related material in milk was parent drug.
6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet contents:

Microcrystalline cellulose

Hypromellose

Mannitol

Tartaric acid

Silica, colloidal anhydrous
Magnesium stearate

Film coating:

Poly(vinyl alcohol)
Macrogol

Talc

Titanium dioxide (E171)
Iron oxide black (E172)
Iron oxide red (E172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

Prolonged-release tablets in blisters: 2 years
Prolonged-release tablets in bottles: 3 years

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.

Store in the original blister or bottle in order to protect from moisture. Keep the bottle tightly closed.
6.5 Nature and contents of container
Polyvinylchloride/polyethylene/polychlorotrifluoroethylene - aluminium calendar blisters in packs

containing 28 or 98 prolonged-release tablets, or multipacks containing 84 (3 packs of 28) prolonged-
release tablets.
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HDPE bottles with desiccant and polypropylene cap in carton containing 30 prolonged-release tablets.
Pack size: 1 bottle (30 prolonged-release tablets) or 3 bottles (90 prolonged-release tablets).

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG

Knollstrasse

67061 Ludwigshafen

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/001

EU/1/19/1404/002

EU/1/19/1404/003

EU/1/19/1404/004

EU/1/19/1404/005

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 16 December 2019

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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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release

AbbVie S.r.l.

148, Pontina Km 52 snc
04011

Campoverde di Aprilia (LT)
ITALY

And

AbbVie Logistics B.V
Zuiderzeelaan 53
8017 IV Zwolle
NETHERLANDS

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURS)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in
the agreed RMP presented in Module 1.8.2 of the marketing authorisation and any agreed
subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency:

e  Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk
profile or as the result of an important (pharmacovigilance or risk minimisation)
milestone being reached.

. Additional risk minimisation measures

Prior to launch of RINVOQ in each Member State the Marketing Authorisation Holder (MAH)
must agree about the content and format of the educational programme, including
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communication media, distribution modalities, and any other aspects of the programme, with
the National Competent Authority.

The objective of the programme is to increase awareness of HCPs and patients on the risks of
serious and opportunistic infections including TB. herpes zoster, foetal malformation
(pregnancy risk), MACE, and VTEs and how to manage these risks.

The MAH shall ensure that in each Member State where RINVOQ is marketed, all healthcare
professionals and patients/carers who are expected to prescribe, dispense or use RINVOQ have
access to/are provided with the following educational package:

The physician educational material should contain:
e The Summary of Product Characteristics
¢ Guide for healthcare professionals
¢ Patient Alert Card (PAC)

The Guide for healthcare professionals shall contain the following key elements:
¢ General introductory language that the HCP measure contains important information to
assist the discussion with patients when prescribing upadacitinib. The brochure also
informs on steps which can be taken to reduce a patient's risk for key safety aspects of
upadacitinib.
¢ Language for HCPs to inform patients of the importance of the PAC
e Risk of serious and opportunistic infections including TB
o Language on the risk of infections during treatment with upadacitinib
o Details on how to reduce the risk of infection with specific clinical measures
(what laboratory parameters should be used to initiate upadacitinib, screening
for TB, and getting patients immunised as per local guidelines, and interruption
of upadacitinib if an infection develops)
o Language on avoidance of live vaccines (i.e., Zostavax) prior to and during
upadacitinib treatment
o Details to advise patients on signs/symptoms of infection to be aware of, so that
patients can seek medical attention quickly.
e Risk of herpes zoster
o Language on the risk of herpes zoster during treatment with upadacitinib
o Details to advise patients on signs/symptoms of infection to be aware of, so that
patients can seek medical attention quickly.
e Risk of foetal malformation
o Language on teratogenicity of upadacitinib in animals
o Details on how to reduce the risk of exposure during pregnancy for women of
childbearing potential based on the following: upadacitinib is contraindicated
during pregnancy. women of childbearing potential should be advised to use
effective contraception both during treatment and for 4 weeks after the final
dose of upadacitinib treatment, and to advise patients to inform their HCP
immediately if they think they could be pregnant or if pregnancy is confirmed.
e Risk of MACE
o Language on the increased risk of MACE in patients with immune-mediated
inflammatory diseases and the need to consider typical CV risk factors (e.g.,
hypertension, hyperlipidaemia) when treating patients
o Language on the risk of MACE during treatment with upadacitinib
o Language on the risk of hyperlipidaemia during upadacitinib therapy
o Details on monitoring of lipid levels and management of elevated lipid levels
per clinical guidelines
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e Risk of VTE

o Examples of the risk factors which may put a patient at higher risk for VTE and
in whom caution is needed when using upadacitinib.

o Language on the risk of VTE during treatment with upadacitinib

o Language on need for discontinuation of upadacitinib, evaluation, and
appropriate treatment for VTE if clinical features of deep venous thrombosis or
pulmonary embolism develop

¢ Instructions for how to access digital HCP information
e Instructions on where to report AEs

The patient information pack should contain:
o Patient information leaflet
e A patient alert card

o The patient alert card shall contain the following key messages:

O
O

Contact details of the upadacitinib prescriber

Language that the PAC should be carried by the patient at any time and to share it

with HCPs involved in their care (i.e., non-upadacitinib prescribers, emergency

room HCPs, etc.)

Description of signs/symptoms of infections the patient needs to be aware of, so

that they can seek attention from their HCP:

e Language to advise patients and their HCPs about the risk of live vaccinations
when given during upadacitinib therapy

Description of targeted risks for awareness by the patient and for HCPs involved in

their care including:

e Elevations in plasma lipids and the need for monitoring and lipid lowering
treatment

¢ A reminder to use contraception, that upadacitinib is contraindicated during
pregnancy, and to notify their HCPs if they become pregnant while taking
upadacitinib

Description of signs/symptoms of deep venous thrombosis or pulmonary embolism

which the patient needs to be aware of, so that they can seek attention from an HCP.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A.LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Blister Carton (Individual carton)

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib.

| 3.  LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

28 prolonged-release tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Do not chew, crush or break the tablet. Swallow whole.

QR code to be included
For more information and support on taking RINVOQ go to www.rinvoq.eu

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

[7. OTHER SPECIAL WARNING(S), IF NECESSARY |

8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original blister in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/001

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

rinvoq

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Outer carton for 84 tablet multipack (with Blue Box)

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib.

| 3.  LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

Multipack: 84 (3 packs of 28) prolonged-release tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Do not chew, crush or break the tablet. Swallow whole.

QR code to be included
For more information and support on taking RINVOQ go to www.rinvoq.eu

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECITAL WARNING(S), IF NECESSARY |

[ 8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original blister in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/003

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

rinvoq

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Intermediate carton of 84 tablet multipack (without Blue Box)

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib.

| 3.  LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

28 prolonged-release tablets.
Component of a multipack, can’t be sold separately.

| S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Do not chew, crush or break the tablet. Swallow whole.

QR code to be included
For more information and support on taking RINVOQ go to www.rinvoq.eu

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECITAL WARNING(S), IF NECESSARY I

| 8. EXPIRY DATE |

EXP
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|9. SPECIAL STORAGE CONDITIONS |

Store in the original blister in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/003

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY |

| 15. INSTRUCTIONS ON USE |

| 16. INFORMATION IN BRAILLE |

rinvoq

[17. UNIQUE IDENTIFIER — 2D BARCODE I

[18. UNIQUE IDENTIFIER - HUMAN READABLE DATA |
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Outer carton of 98 tablets

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib.

| 3.  LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

98 prolonged-release tablets.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Do not chew, crush or break the tablet. Swallow whole.

QR code to be included
For more information and support on taking RINVOQ go to www.rinvoq.eu

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY |

[ 8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original blister in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/005

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

rinvoq

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Inner carton of 49 tablets (for the 98 pack)

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib.

| 3.  LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

49 prolonged-release tablets.

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Do not chew, crush or break the tablet. Swallow whole.

QR code to be included
For more information and support on taking RINVOQ go to www.rinvoq.eu

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECITAL WARNING(S), IF NECESSARY |

[ 8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original blister in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/005

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

rinvoq

| 17. UNIQUE IDENTIFIER - 2D BARCODE

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

Blister

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

AbbVie (as logo)

|3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5.  OTHER

Mon. Tue. Wed. Thu. Fri. Sat. Sun.

PC
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Bottle Carton (30 and 90 pack)

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) I

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib.

| 3.  LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

30 prolonged-release tablets
90 prolonged-release tablets

| S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use
Do not chew, crush or break the tablet. Swallow whole. Do not swallow the desiccant.

QR code to be included
For more information and support on taking RINVOQ go to www.rinvoq.eu

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECITAL WARNING(S), IF NECESSARY |

[ 8. EXPIRY DATE |

EXP
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|9. SPECIAL STORAGE CONDITIONS |

Store in the original bottle and keep the bottle tightly closed in order to protect from moisture.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1404/002
EU/1/19/1404/004

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY |

| 15. INSTRUCTIONS ON USE |

| 16. INFORMATION IN BRAILLE |

rinvoq

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE INTERMEDIATE PACKAGING

Bottle Label

| 1. NAME OF THE MEDICINAL PRODUCT

RINVOQ 15 mg prolonged-release tablets
upadacitinib

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) |

Each prolonged-release tablet contains upadacitinib hemihydrate, equivalent to 15 mg upadacitinib

| 3. LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS I

30 prolonged-release tablets

| S. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Do not chew, crush or break the tablet. Swallow whole. Do not swallow the desiccant.

Important to open

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

[7. OTHER SPECIAL WARNING(S), IF NECESSARY |

| 8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle and keep the bottle tightly closed in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie (as logo)

| 12. MARKETING AUTHORISATION NUMBER(S) |

| 13. BATCH NUMBER |

| 14. GENERAL CLASSIFICATION FOR SUPPLY |

| 15. INSTRUCTIONS ON USE |

[ 16. INFORMATION IN BRAILLE |

| 17. UNIQUE IDENTIFIER - 2D BARCODE |

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA |
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

RINVOQ 15 mg prolonged-release tablets
upadacitinib

vThjs medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you.
- Keep this leaflet. You may need to read it again.
- If you have any further questions, ask your doctor, pharmacist, or nurse.
- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.
- Ifyou get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1.  What RINVOQ is and what it is used for

2. What you need to know before you take RINVOQ
3. How to take RINVOQ

4. Possible side effects

5. How to store RINVOQ

6. Contents of the pack and other information

1. What RINVOQ is and what it is used for

RINVOQ contains the active substance upadacitinib. It belongs to a group of medicines called Janus
kinase inhibitors. RINVOQ works by reducing the activity of an enzyme called ‘Janus kinase’ in the
body, which helps to reduce inflammation.

RINVOQ is used for the treatment of the following inflammatory diseases:

e Rheumatoid Arthritis
e Psoriatic Arthritis
e Ankylosing Spondylitis

Rheumatoid Arthritis

RINVOQ is used to treat adults with theumatoid arthritis. Rheumatoid arthritis is a disease that causes
inflamed joints. If you have moderate to severe active rheumatoid arthritis, you may first be given
other medicines, one of which will usually be methotrexate. If these medicines do not work well
enough. you will be given RINVOQ either alone or in combination with methotrexate to treat your
rheumatoid arthritis.

RINVOQ can help to reduce pain, stiffness and swelling in your joints, reduce tiredness and it can
slow down damage to the bone and cartilage in your joints. These effects can ease your normal daily
activities and so improve your quality of life.

Psoriatic Arthritis

RINVOQ is used to treat adults with psoriatic arthritis. Psoriatic arthritis is a disease that causes
inflamed joints and psoriasis. If you have active psoriatic arthritis, you may first be given other
medicines. If these medicines do not work well enough, you will be given RINVOQ either alone or in
combination with methotrexate to treat your psoriatic arthritis.
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RINVOQ can help to reduce pain, stiffness, and swelling in and around your joints, pain and stiffness
in your spine, psoriatic skin rash, and tiredness, and it can slow down damage to the bone and cartilage
in your joints. These effects can ease your normal daily activities and so improve your quality of life.

Ankylosing Spondylitis
RINVOQ is used to treat adults with ankylosing spondylitis. Ankylosing spondylitis is a disease that

primarily causes inflammation in the spine. If you have active ankylosing spondylitis, you may first be
given other medicines. If these medicines do not work well enough, you will be given RINVOQ to
treat your ankylosing spondylitis.

RINVOQ can help to reduce back pain, stiffness, and inflammation in your spine. These effects can
ease your normal daily activities and so improve your quality of life.

2. What you need to know before you take RINVOQ

Do not take RINVOQ

. if you are allergic to upadacitinib or any of the other ingredients of this medicine (listed in
section 6)

if you have a severe infection (such as pneumonia or bacterial skin infection)

if you have active tuberculosis (TB)

if you have severe liver problems

if you are pregnant (see section Pregnancy, breast-feeding and contraception)

Warnings and precautions

Talk to your doctor or pharmacist before and during treatment with RINVOQ if:

. you have an infection (fever, sweating, or chills, shortness of breath, warm, red. or painful skin
or sores on your body, feeling tired, cough, burning sensation when you pass urine or passing
urine more often than normal, severe headache with stiff neck), or if you have ever had an
infection that keeps coming back — RINVOQ can reduce your body’s ability to fight infections
and so may worsen an infection that you already have, or make it more likely for you to get a
new infection

. you have had tuberculosis or have been in close contact with someone with tuberculosis. Your
doctor will test you for tuberculosis before starting RINVOQ and may retest during treatment

. you have had a herpes zoster infection (shingles), because RINVOQ may allow it to come back.
Tell your doctor if you get a painful skin rash with blisters as these can be signs of shingles
you have ever had hepatitis B or C

. you have recently had or plan to have a vaccination (immunisation) - this is because live
vaccines are not recommended while using RINVOQ

. you have cancer - because your doctor will have to decide if you can still be given RINVOQ

. you are at high risk of developing skin cancer, your doctor may recommend preventive
measures such as regular skin examinations while taking RINVOQ. Talk to your doctor if you
develop a new lesion or any change in the appearance of an area on the skin. Some patients
receiving RINVOQ have developed skin cancers

. you have heart problems, high blood pressure, or high cholesterol

. your liver does not work as well as it should

. you have had blood clots in the veins of your legs (deep vein thrombosis) or lungs (pulmonary
embolism). Tell your doctor if you get a painful swollen leg, chest pain, or shortness of breath
as these can be signs of blood clots in the veins.

Blood tests

You will need blood tests before you start taking RINVOQ, or while you are taking it. This is to check
for a low red blood cell count (anaemia), low white blood cell count (neutropaenia or lymphopaenia),
high blood fat (cholesterol) or high levels of liver enzymes. The tests are to check that treatment with
RINVOQ is not causing problems.
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Children and adolescents
RINVOQ is not recommended for use in children and adolescents under 18 years of age. This is
because it has not been studied in this age group.

Other medicines and RINVOQ

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines. This is because some medicines may reduce how well RINVOQ works or may increase the
risk of getting side effects. It is very important to talk to your doctor or pharmacist if you are taking
any of the following:

medicines to treat fungal infections (such as itraconazole, posaconazole or voriconazole)
medicines to treat bacterial infections (such as clarithromycin)

medicines to treat Cushing’s syndrome (such as ketoconazole)

medicines to treat tuberculosis (such as rifampicin)

medicines to treat seizures or fits (such as phenytoin)

medicines that affect your immune system (such as azathioprine, ciclosporin and tacrolimus)

If any of the above apply to you or you are not sure, talk to your doctor or pharmacist before taking
RINVOQ.

Pregnancy, breast-feeding and contraception

Pregnancy
RINVOQ must not be used during pregnancy.

Breast-feeding
If you are breast-feeding or are planning to breast-feed, talk to your doctor before taking this medicine.

You should not use RINVOQ while breast-feeding as it is not known if this medicine passes into
breast milk. You and your doctor should decide if you will breast-feed or use RINVOQ. You should
not do both.

Contraception
If you are a woman of child-bearing potential, you must use effective contraception to avoid becoming

pregnant while taking RINVOQ and for at least 4 weeks after your last dose of RINVOQ. If you
become pregnant during this time, you must talk to your doctor straight away.

Driving and using machines
RINVOQ has no effect on the ability to drive and use machines.

3. How to take RINVOQ

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your
doctor or pharmacist if you are not sure.

The recommended dose is one 15 mg tablet once a day.

. Swallow the tablet whole with water. Do not split, crush, chew or break the tablet before
swallowing as it may change how much medicine gets into your body.
To help you remember to take RINVOQ, take it at the same time every day.
The tablets can be taken with or without food.

. Do not swallow the desiccant.

If you take more RINVOQ than you should

If you take more RINVOQ than you should, contact your doctor. You may get some of the side effects
listed in section 4.
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If you forget to take RINVOQ
¢ If you miss a dose, take it as soon as you remember.

o If you forget your dose for an entire day. just skip the missed dose and take only a single dose as
usual the following day.

¢ Do not take a double dose to make up for a forgotten tablet.

If you stop taking RINVOQ
Do not stop taking RINVOQ unless your doctor tells you to stop taking it.

How to open the bottle

Foil Cutting Tool - on the cap of the bottle

1. How to puncture the foil

1a. Remove the cap from the bottle by
@ pushing down and while still pushing, turn

the cap anti-clockwise.
1b. Turn the cap over and place the cutting
tool near the edge of the foil seal.

2. Push down to make a hole in the foil and
© move the cutting tool round the edge of the
foil to continue cutting the foil.
@ 8

> 3. When you have taken your tablet, put the

ﬂ’ cap back on and close the bottle.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects
Like all medicines, RINVOQ can cause side effects, although not everybody gets them.

Serious side effects
Talk to your doctor or get medical help straight away if you get any signs of infection such as:

. shingles or painful skin rash with blisters (herpes zoster) — common (may affect up to 1 in 10
people)
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. infection of the lung (pneumonia), which may cause shortness of breath, fever, and a cough with
mucus — uncommon (may affect up to 1 in 100 people)

Other side effects
Talk to your doctor if you notice any of the following side effects:

Very common (may affect more than 1 in 10 people)
. throat and nose infections

Common (may affect up to 1 in 10 people)

cough

fever

cold sores (herpes simplex)

feeling sick in the stomach (nausea)

increase in an enzyme called creatine kinase, shown by blood tests

low white blood cell counts shown in blood tests

increased levels of cholesterol (a type of fat in the blood) as shown in tests
increased levels of liver enzymes, shown by blood tests (sign of liver problems)
weight gain

acne

Uncommon (may affect up to 1 in 100 people)
. thrush in the mouth (white patches in the mouth)
. increased levels of triglycerides (a type of fat) in the blood, as shown in tests

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store RINVOQ

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the blister label and carton after
‘EXP".

This medicine does not require any special temperature storage conditions.
Store in original blister or bottle with the lid tightly closed to protect from moisture.
Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to

throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What RINVOQ contains

. The active substance is upadacitinib. Each prolonged-release tablet contains 15 mg of
upadacitinib (as upadacitinib hemihydrate).

. The other ingredients are:

e Core tablet: microcrystalline cellulose, mannitol, tartaric acid, hypromellose, silica
colloidal anhydrous, magnesium stearate.
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e Film coating: poly(vinyl alcohol), macrogol, talc, titanium dioxide, iron oxide red (E172),

iron oxide black (E172).

What RINVOQ looks like and contents of the pack
RINVOQ 15 mg prolonged-release tablets are purple, oblong, biconvex tablets imprinted on one side

with ‘al5’.

The tablets are provided in blisters or bottles.

RINVOQ is available in packs containing 28 or 98 prolonged-release tablets and in multipacks of 84
comprising 3 cartons, each containing 28 prolonged-release tablets.

Each calendar blister contains 7 tablets.

RINVOQ is available in bottles with desiccant containing 30 prolonged-release tablets, each pack
contains 1 bottle (30 tablet pack) or 3 bottles (90 tablet pack).

Not all pack sizes may be marketed.

Marketing Authorisation Holder
AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

Manufacturer

AbbVie Sr.L

S.R. 148 Pontina, km 52 SNC

04011 Campoverde di Aprilia (Latina)
Italy

AbbVie Logistics B.V.
Zuiderzeelaan 53
Zwolle, 8017 JV,
Netherlands

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgi¢/Belgique/Belgien
AbbVie SA
TélVTel: +32 10 477811

Bruarapuas
Ao6Bu EOOJT
Ten.:+359 2 90 30 430

Ceska republika
AbbVie s.r.0.
Tel: +420 233 098 111

Danmark
AbbVie A/S
TIf: +45 72 30-20-28

Deutschland
AbbVie Deutschland GmbH & Co. KG

This Information is Confidential
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Lietuva
AbbVie UAB
Tel: +370 5205 3023

Luxembourg/Luxemburg
AbbVie SA
Belgique/Belgien

Tél/Tel: +32 10 477811

Magyarorszag
AbbVie Kft.
Tel.:+36 1 455 8600

Malta
V.J.Salomone Pharma Limited
Tel: +356 22983201

Nederland
AbbVie B.V.
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Tel: 00800 222843 33 (gebiihrenfrei)
Tel: +49 (0) 611 / 1720-0

Eesti
AbbVie Biopharmaceuticals GmbH Eesti filiaal
Tel: +372 623 1011

E)\rada
AbbVie DPAPMAKEYTIKH A E.
TnA: +30 214 4165 555

Espana
AbbVie Spain, S.L.U.
Tel: +3491 38409 10

France
AbbVie
Tél: +33 (0) 1 45 60 13 00

Hrvatska
AbbVie d.o.o.
Tel + 385 (0)1 5625 501

Ireland
AbbVie Limited
Tel: +353 (0)1 4287900

Island
Vistor hf.
Tel: +354 535 7000

Italia
AbbVie Sr.l.
Tel: +39 06 928921

Kvnpog

Lifepharma (Z.A.M.) Ltd
TnA.: +357 223474 40
Latvija

AbbVie SIA

Tel: +371 67605000

This leaflet was last revised in

Other sources of information

Tel: +31 (0)88 322 2843

Norge
AbbVie AS
TIf: +47 67 81 80 00

Osterreich
AbbVie GmbH
Tel: +43 1 20589-0

Polska
AbbVie Polska Sp. z 0.0.
Tel.: +48 22 372 78 00

Portugal
AbbVie, Lda.
Tel: +351 (0)21 1908400

Romania
AbbVie SRL.
Tel: +40 21 529 30 35

Slovenija
AbbVie Biofarmacevtska druzba d.o.o.
Tel: +386 (1)32 08 060

Slovenska republika
AbbVie s.r.o0.
Tel: +421 2 5050 0777

Suomi/Finland
AbbVie Oy
Puh/Tel: +358 (0)10 2411 200

Sverige
AbbVie AB
Tel: +46 (0)8 684 44 600

United Kingdom
AbbVie Ltd
Tel: +44 (0)1628 561090

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.

Detailed and updated information on this product is available by scanning the QR code included below
or on the outer carton with a smart phone. The same information is also available on the following

URL: www.rinvoq.eu.

QR code to be included
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To listen to or request a copy of this leaflet in <Braille>, <large print> or <audio>, please contact
the local representative of the Marketing Authorisation Holder.
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