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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

OLUMIANT (baricitinib) tablets, for oral use
Initial U.S. Approval: 2018

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

¢ Prior to starting OLUMIANT, test for latent tuberculosis; if
positive, start treatment for tuberculosis prior to starting
OLUMIANT. Monitor all patients for active tuberculosis during
treatment, even if initial tuberculosis test is negative. (5.1)

* Lymphoma and other malighancies have been observed in
patients treated with OLUMIANT. (5.2)

* Thrombosis, including deep venous thrombosis, pulmonary
embolism, and arterial thrombosis, some fatal, have occurred
in patients treated with OLUMIANT. Patients with symptoms
of thrombosis should be evaluated promptly. (5.3)

RECENT MAJOR CHANGES ------nenmrmememenmemans

Dosage and Administration: Dose Modifications in 10/2019
Patients with Renal or Hepatic Impairment, Dose
Modifications Due to Drug Interactions (2.4, 2.5)

Warnings and Precautions, Hypersensitivity (5.7) 07/2020

INDICATIONS AND USAGE--------==s===mnnmemmeaa-

OLUMIANT® is a Janus kinase (JAK) inhibitor indicated for the
treatment of adult patients with moderately to severely active
rheumatoid arthritis who have had an inadequate response to one or
more TNF antagonist therapies. (1.1)

Limitation of Use: Not recommended for use in combination with
other JAK inhibitors, biologic DMARDSs, or with potent
immunosuppressants such as azathioprine and cyclosporine. (1.1)

. The recommended dose of OLUMIANT is 2 mg once daily. (2.1)

OLUMIANT may be used as monotherapy or in combination
with methotrexate or other DMARDs. (2.1)

Cytopenias: Avoid initiation or interrupt OLUMIANT in patients
with anemia (hemoglobin <8 g/dL), lymphopenia (ALC <500
cells/fmm?®) and neutropenia (ANC <1000 cells/mm?®). (2.2, 2.3,
5.5)

Moderate Renal Impairment: Reduce dose to 1 mg once daily.
(2.4)

Tablets: 2 mg, 1 mg (3)

CONTRAINDICATIONS

None.

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

Gastrointestinal Perforations: Use with caution in patients at
risk. (5.4)

Laboratory Assessment: Monitor for changes in lymphocytes,
neutrophils, hemoglobin, liver enzymes, and lipids. (5.5)
Vaccinations: Avoid use with live vaccines. (5.6)
Hypersensitivity: Serious reactions have been reported. (5.7)

ADVERSE REACTIONS

Adverse reactions (=1%) include: upper respiratory tract infections,
nausea, herpes simplex, and herpes zoster. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly

and Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-
FDA-1088 or www.fda.gov/imedwatch.

DRUG INTERACTIONS

The recommended dose of OLUMIANT in patients taking strong
Organic Anion Transporter 3 (OAT3) inhibitors (e.g., probenecid) is
1 mg once daily. (2.5, 7.1)

Hepatic Impairment: OLUMIANT is not recommended in
patients with severe hepatic impairment. (2.4, 8.6)

Renal Impairment: OLUMIANT is not recommended in patients
with severe renal impairment. (2.4, 8.7)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved Medication Guide.

Revised: 07/2020
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS INFECTIONS, MALIGNANCY, AND THROMBOSIS

SERIOUS INFECTIONS

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

If a serious infection develops, interrupt OLUMIANT 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 initiating OLUMIANT and during therapy. If positive, start treatment for
latent infection prior to OLUMIANT use.

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

¢ Bacterial, viral, and other infections due to opportunistic pathogens.

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

THROMBOSIS

Thrombosis, including deep venous thrombosis and pulmonary embolism, has been observed at an increased
incidence in patients treated with OLUMIANT compared to placebo. In addition, there were cases of arterial
thrombosis. Many of these adverse events were serious and some resulted in death. Patients with symptoms
of thrombosis should be promptly evaluated. [see Warnings and Precautions (5.3)].

1 INDICATIONS AND USAGE

1.1 Rheumatoid Arthritis

OLUMIANT® (baricitinib) is indicated for the treatment of adult patients with moderately to severely active
rheumatoid arthritis who have had an inadequate response to one or more tumor necrosis factor (TNF) antagonist
therapies.

Limitation of Use: Not recommended for use in combination with other JAK inhibitors, biologic disease-modifying
antirheumatic drugs (DMARDSs), or with potent immunosuppressants such as azathioprine and cyclosporine.

2 DOSAGE AND ADMINISTRATION

21 Dosage in Rheumatoid Arthritis
The recommended dose of OLUMIANT is 2 mg once daily.
OLUMIANT may be used as monotherapy or in combination with methotrexate or other DMARDs.
OLUMIANT is given orally with or without food [see Clinical Pharmacology (12.3)].

2.2 General Considerations for Administration
*  OLUMIANT 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 (5.5)].
* Avoid use of OLUMIANT in patients with active, serious infection, including localized infections [see Warnings
and Precautions (5.1)].
Prior to initiating OLUMIANT, test patients for latent tuberculosis (TB). If positive, start treatment for TB prior to
OLUMIANT use [see Warnings and Precautions (5.1)].

2.3 Dose Modifications Due to Serious Infections and Cytopenias
If a patient develops a serious infection, hold treatment with OLUMIANT until the infection is controlled.
Modify dosage in cases of lymphopenia, neutropenia or anemia (Tables 1, 2, and 3). For treatment initiation
criteria [see Dosage and Administration (2.2)].




Table 1: Dose Adjustments for Lymphopenia

Low Absolute Lymphocyte Count (ALC)
Lab Value (cells/mm3) Recommendation
ALC greater than or equal to 500 Maintain dose
ALC less than 500 Interrupt OLUMIANT until ALC greater than or equal to 500
Table 2: Dose Adjustments for Neutropenia
Low Absolute Neutrophil Count (ANC)
Lab Value (cells/mm?) Recommendation
ANC greater than or equal to 1000 Maintain dose
ANC less than 1000 Interrupt OLUMIANT until ANC greater than or equal to 1000
Table 3: Dose Adjustments for Anemia
Low Hemoglobin Value
Lab Value (g/dL) Recommendation
Greater than or equal to 8 Maintain dose
Less than 8 Interrupt OLUMIANT until hemoglobin greater than or equal to 8

24 Dose Modifications in Patients with Renal or Hepatic Impairment
* The recommended dose of OLUMIANT in patients with moderate renal impairment (estimated glomerular
filtration rate (GFR) between 30 and 60 mL/min/1.73 m?) is 1 mg once daily. OLUMIANT is not recommended
for use in patients with severe renal impairment (estimated GFR of less than 30 mL/min/1.73 m?) [see Use in
Specific Populations (8.7) and Clinical Pharmacology (12.3)].
*  OLUMIANT is not recommended for use in patients with severe hepatic impairment.

25 Dose Modifications Due to Drug Interactions
The recommended dose of OLUMIANT in patients taking strong Organic Anion Transporter 3 (OAT3) inhibitors,
such as probenecid, is 1 mg once daily [see Drug Interactions (7.1) and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS
OLUMIANT for oral administration is available as debossed, film-coated, immediate-release tablets:
* 1 mg tablet contains a recessed area on each face of the tablet surface, is very light pink, round, debossed
with “Lilly” on one side and “1” on the other.
* 2 mg tablet contains a recessed area on each face of the tablet surface, is light pink, oblong, debossed with
“Lilly” on one side and “2” on the other.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Serious Infections

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, or other opportunistic
pathogens have been reported in rheumatoid arthritis patients receiving OLUMIANT. The most common serious infections
reported with OLUMIANT included pneumonia, herpes zoster, and urinary tract infection [see Adverse Reactions (6.1)].
Among opportunistic infections, tuberculosis, multidermatomal herpes zoster, esophageal candidiasis, pneumocystosis,
acute histoplasmosis, cryptococcosis, cytomegalovirus, and BK virus were reported with OLUMIANT. Some patients have
presented with disseminated rather than localized disease, and were often taking concomitant immunosuppressants such
as methotrexate or corticosteroids.

Avoid use of OLUMIANT in patients with an active, serious infection, including localized infections. Consider the
risks and benefits of treatment prior to initiating OLUMIANT 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
OLUMIANT. Interrupt OLUMIANT if a patient develops a serious infection, an opportunistic infection, or sepsis. A patient
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who develops a new infection during treatment with OLUMIANT 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 OLUMIANT should be interrupted if the patient is not responding to therapy. Do not resume
OLUMIANT until the infection is controlled.

Tuberculosis

Evaluate and test patients for latent or active infection prior to administration of OLUMIANT. Patients with latent
tuberculosis (TB) should be treated with standard antimycobacterial therapy before initiating OLUMIANT.

OLUMIANT should not be given to patients with active TB. Consider anti-TB therapy prior to initiation of
OLUMIANT in patients with a history of latent 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), were reported in clinical studies
with OLUMIANT. If a patient develops herpes zoster, interrupt OLUMIANT treatment until the episode resolves.

The impact of OLUMIANT on chronic viral hepatitis reactivation is unknown. Patients with evidence of active
hepatitis B or C infection were excluded from clinical trials. Patients who were positive for hepatitis C antibody but
negative for hepatitis C virus RNA were permitted to enroll. Patients with positive hepatitis B surface antibody and
hepatitis B core antibody, without hepatitis B surface antigen, were permitted to enroll; such patients should be monitored
for expression of hepatitis B virus (HBV) DNA. Should HBV DNA be detected, consult with a hepatologist. Perform
screening for viral hepatitis in accordance with clinical guidelines before starting therapy with OLUMIANT.

5.2 Malignancy and Lymphoproliferative Disorders

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

Non-melanoma skin cancers

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

5.3 Thrombosis

Thrombosis, including deep venous thrombosis (DVT) and pulmonary embolism (PE), has been observed at an
increased incidence in patients treated with OLUMIANT compared to placebo. In addition, arterial thrombosis events in
the extremities have been reported in clinical studies with OLUMIANT. Many of these adverse events were serious and
some resulted in death. There was no clear relationship between platelet count elevations and thrombotic events.
OLUMIANT should be used with caution in patients who may be at increased risk of thrombosis. If clinical features of
DVT/PE or arterial 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 OLUMIANT, although the role of
JAK inhibition in these events is not known.

OLUMIANT should be used with caution in patients who may be at increased risk for gastrointestinal perforation
(e.g., patients with a history of diverticulitis). Patients presenting with new onset abdominal symptoms should be
evaluated promptly for early identification of gastrointestinal perforation.

5.5 Laboratory Abnormalities

Neutropenia — Treatment with OLUMIANT was associated with an increased incidence of neutropenia (ANC less
than 1000 cells/mm3) compared to placebo. Avoid initiation or interrupt OLUMIANT treatment in patients with an ANC less
than 1000 cells/mm3. Evaluate at baseline and thereafter according to routine patient management. Adjust dosing based
on ANC [see Dosage and Administration (2.3) and Adverse Reactions (6.1)].

Lymphopenia — ALC less than 500 cells/mm? were reported in OLUMIANT clinical trials. Lymphocyte counts less
than the lower limit of normal were associated with infection in patients treated with OLUMIANT, but not placebo.

Avoid initiation or interrupt OLUMIANT treatment in patients with an ALC less than 500 cells/mm?. Evaluate at
baseline and thereafter according to routine patient management. Adjust dosing based on ALC [see Dosage and
Administration (2.3)].

Anemia — Decreases in hemoglobin levels to less than 8 g/dL were reported in OLUMIANT clinical trials. Avoid
initiation or interrupt OLUMIANT treatment in patients with hemoglobin less than 8 g/dL. Evaluate at baseline and
thereafter according to routine patient management. Adjust dosing based on hemoglobin levels [see Dosage and
Administration (2.3)].
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Liver Enzyme Elevations — Treatment with OLUMIANT was associated with increased incidence of liver enzyme
elevation compared to placebo. Increases of ALT 25 times the upper limit of normal (ULN) and increases of AST =210
times the ULN were observed in patients in OLUMIANT clinical trials.

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 and drug-induced liver injury is suspected, interrupt OLUMIANT until this diagnosis is excluded [see
Adverse Reactions (6.1)].

Lipid Elevations — Treatment with OLUMIANT was associated with increases in lipid parameters, including total
cholesterol, low-density lipoprotein (LDL) cholesterol, and high-density lipoprotein (HDL) cholesterol. Assessment of lipid
parameters should be performed approximately 12 weeks following OLUMIANT initiation [see Adverse Reactions (6.1)].

Manage patients according to clinical guidelines for the management of hyperlipidemia.

5.6  Vaccinations
Avoid use of live vaccines with OLUMIANT.
Update immunizations in agreement with current immunization guidelines prior to initiating OLUMIANT therapy.

5.7 Hypersensitivity

Reactions such as angioedema, urticaria, and rash that may reflect drug hypersensitivity have been observed in
patients receiving OLUMIANT, including serious reactions. If a serious hypersensitivity reaction occurs, promptly
discontinue OLUMIANT while evaluating the potential causes of the reaction [see Adverse Reactions (6.2)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

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

The following data include six randomized double-blind placebo-controlled studies (three Phase 2, three Phase 3)
and a long-term extension study. All patients had moderately to severely active RA. Patients were randomized to placebo
(1070 patients), OLUMIANT 2 mg (479 patients), or baricitinib 4 mg (997 patients).

Patients could be switched to baricitinib 4 mg from placebo or OLUMIANT 2 mg from as early as Week 12
depending on the study design. All patients initially randomized to placebo were switched to baricitinib 4 mg by Week 24.

During the 16-week treatment period, adverse events leading to discontinuation of treatment were reported by 35
patients (11.4 events per 100 patient-years) treated with placebo, 17 patients (12.1 events per 100 patient-years) with
OLUMIANT 2 mg, and 40 patients (13.4 events per 100 patient-years) treated with baricitinib 4 mg.

During 0 to 52-week exposure, adverse events leading to discontinuation of treatment were reported by
31 patients (9.2 events per 100 patient-years) with OLUMIANT 2 mg, and 92 patients (10.2 events per 100 patient-years)
treated with baricitinib 4 mg.

Overall Infections — During the 16-week treatment period, infections were reported by 253 patients (82.1 events
per 100 patient-years) treated with placebo, 139 patients (99.1 events per 100 patient-years) treated with OLUMIANT
2 mg, and 298 patients (100.1 events per 100 patient-years) treated with baricitinib 4 mg.

During 0 to 52 week exposure, infections were reported by 200 patients (59.6 events per 100 patients-years)
treated with OLUMIANT 2 mg, and 500 patients (55.3 events per 100 patient-years) treated with baricitinib 4 mg.

In the 0 to 52 week exposure population, the most commonly reported infections with OLUMIANT were viral upper
respiratory tract infection, upper respiratory tract infection, urinary tract infection, and bronchitis.

Serious Infections — During the 16-week treatment period, serious infections were reported in 13 patients
(4.2 events per 100 patient-years) treated with placebo, 5 patients (3.6 events per 100 patient-years) treated with
OLUMIANT 2 mg, and 11 patients (3.7 events per 100 patient-years) treated with baricitinib 4 mg.

During 0 to 52 week exposure, serious infections were reported in 14 patients (4.2 events per 100 patient-years)
treated with OLUMIANT 2 mg and 32 patients (3.5 events per 100 patient-years) treated with baricitinib 4 mg.

In the 0 to 52 week exposure population, the most commonly reported serious infections with OLUMIANT were
pneumonia, herpes zoster, and urinary tract infection [see Warnings and Precautions (5.1)].

Tuberculosis — During the 16-week treatment period, no events of tuberculosis were reported.

During 0 to 52 week exposure, events of tuberculosis were reported in 0 patients treated with OLUMIANT 2 mg
and 1 patient (0.1 per 100 patient-years) treated with baricitinib 4 mg [see Warnings and Precautions (5.1)].

Cases of disseminated tuberculosis were also reported.

Opportunistic Infections (excluding tuberculosis) — During the 16-week treatment period, opportunistic infections
were reported in 2 patients (0.6 per 100 patient-years) treated with placebo, 0 patients treated with OLUMIANT 2 mg and
2 patients (0.7 per 100 patient-years) treated with baricitinib 4 mg.

During 0 to 52 week exposure, opportunistic infections were reported in 1 patient (0.3 per 100 patient-years)
treated with OLUMIANT 2 mg and 5 patients (0.6 per 100 patient-years) treated with baricitinib 4 mg [see Warnings and
Precautions (5.1)].
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Malignancy — During the 16-week treatment period, malignancies excluding non-melanoma skin cancers (NMSC)
were reported in 0 patients treated with placebo, 1 patient (0.7 per 100 patient-years) treated with OLUMIANT 2 mg, and 1
patient (0.3 per 100 patient-years) treated with baricitinib 4 mg.

During the 0 to 52 week treatment period, malignancies excluding NMSC were reported in 2 patients (0.6 per 100
patient-years) treated with OLUMIANT 2 mg and 6 patients (0.7 per 100 patient-years) treated with baricitinib 4 mg [see
Warnings and Precautions (5.2)].

Venous Thrombosis — During the 16-week treatment period, venous thromboses (deep vein thrombosis or
pulmonary embolism) were reported in 0 patients treated with placebo, 0 patients treated with OLUMIANT 2 mg, and
5 patients (1.7 per 100 patient-years) treated with baricitinib 4 mg.

During the 0 to 52 week treatment period, venous thromboses were reported in 2 patients (0.6 per 100 patient-
years) treated with OLUMIANT 2 mg and 7 patients (0.8 per 100 patient-years) treated with baricitinib 4 mg.

Arterial Thrombosis — During the 16-week treatment period, arterial thromboses were reported in 1 patient treated
with placebo (0.3 per 100 patient-years), 2 patients (1.4 per 100 patient-years) treated with OLUMIANT 2 mg, and
2 patients (0.7 per 100 patient-years) treated with baricitinib 4 mg.

During the 0 to 52 week treatment period, arterial thromboses were reported in 3 patients (0.9 per 100 patient-
years) treated with OLUMIANT 2 mg and 3 patients (0.3 per 100 patient-years) treated with baricitinib 4 mg.

Laboratory Abnormalities

Neutropenia — During the 16-week treatment period, neutrophil counts below 1000 cells/mm?® occurred in 0% of
patients treated with placebo, 0.6% of patients treated with OLUMIANT 2 mg, and 0.3% of patients treated with baricitinib
4 mg. There were no neutrophil counts below 500 cells/mm? observed in any treatment group [see Warnings and
Precautions (5.1, 5.5)].

Platelet Elevations — During the 16-week treatment period, increases in platelet counts above 600,000 cells/mm3
occurred in 1.1% of patients treated with placebo, 1.1% of patients treated with OLUMIANT 2 mg, and 2.0% of patients
treated with baricitinib 4 mg. Mean platelet count increased by 3000 cells/mm? at 16 weeks in patients treated with
placebo, by 15,000 cells/mm? at 16 weeks in patients treated with OLUMIANT 2 mg and by 23,000 cells/mm? in patients
treated with baricitinib 4 mg.

Liver Enzyme Elevations — Events of increases in liver enzymes 23 times the ULN were observed in patients
treated with OLUMIANT [see Warnings and Precautions (5.5)].

*  During the 16-week treatment period, ALT elevations =3 times the ULN occurred in 1.0% of patients treated

with placebo, 1.7% of patients treated with OLUMIANT 2 mg, and 1.4% of patients treated with baricitinib
4 mg.
* During the 16-week treatment period, AST elevations = 3 times the ULN occurred in 0.8% of patients treated
with placebo, 1.3% of patients treated with OLUMIANT 2 mg, and 0.8% of patients treated with baricitinib
4 mg.

* Inaphase 3 study of DMARD naive patients, during the 24-week treatment period, ALT and AST elevations
23 times the ULN occurred in 1.9% and 0% of patients treated with methotrexate monotherapy, 1.9% and
1.3% of patients treated with baricitinib 4 mg monotherapy, and 4.7% and 1.9% of patients treated with
baricitinib 4 mg plus methotrexate.

Lipid Elevations — In controlled clinical trials, OLUMIANT treatment was associated with dose-related increases in
lipid parameters including total cholesterol, triglycerides, LDL cholesterol, and HDL cholesterol. Elevations were observed
at 12 weeks and remained stable thereafter. During the 12-week treatment period, changes in lipid parameters are
summarized below:

* Mean LDL cholesterol increased by 8 mg/dL in patients treated with OLUMIANT 2 mg and by 14 mg/dL in

patients treated with baricitinib 4 mg.

* Mean HDL cholesterol increased by 7 mg/dL in patients treated with OLUMIANT 2 mg and by 9 mg/dL in

patients treated with baricitinib 4 mg.

* The mean LDL/HDL ratio remained stable.

* Mean triglycerides increased by 7 mg/dL in patients treated with OLUMIANT 2 mg and by 15 mg/dL in patients

treated with baricitinib 4 mg.

[See Warnings and Precautions (5.5)].

Creatine Phosphokinase (CPK) — OLUMIANT treatment was associated with increases in CPK within one week of
starting OLUMIANT and plateauing after 8 to 12 weeks. At 16 weeks, the mean change in CPK for OLUMIANT 2 mg and
baricitinib 4 mg was 37 IU/L and 52 IU/L, respectively.

Creatinine — In controlled clinical trials, dose-related increases in serum creatinine were observed with OLUMIANT
treatment. At 52 weeks, the mean increase in serum creatinine was less than 0.1 mg/dL with baricitinib 4 mg. The clinical
significance of the observed serum creatinine increases is unknown.

Other Adverse Reactions

Other adverse reactions are summarized in Table 4.
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Table 4: Adverse Reactions occurring in greater than or equal to 1% of OLUMIANT 2 mg and Baricitinib 4 mg
Treated Patients in Placebo-Controlled Trials

Weeks 0-16
OLUMIANT Baricitinib
Placebo
2mg 4 mg
n=1070 n=479 n=997
Events (%) (%) (%)
Upper respiratory tract infections® 11.7 16.3 14.7
Nausea 1.6 2.7 2.8
Herpes simplex® 0.7 0.8 1.8
Herpes zoster 04 1.0 14

@ Includes acute sinusitis, acute tonsillitis, chronic tonsillitis, epiglottitis, laryngitis, nasopharyngitis, oropharyngeal pain,
pharyngitis, pharyngotonsillitis, rhinitis, sinobronchitis, sinusitis, tonsillitis, tracheitis, and upper respiratory tract
infection.

® Includes eczema herpeticum, genital herpes, herpes simplex, ophthalmic herpes simplex, and oral herpes.

Additional adverse drug reactions occurring in fewer than 1% of patients: acne.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of OLUMIANT. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

Immune System Disorders: Drug hypersensitivity (events such as rash, urticaria, and angioedema have been
observed) [see Warnings and Precautions (5.7)].

7 DRUG INTERACTIONS

71 Strong OAT3 Inhibitors
Baricitinib exposure is increased when OLUMIANT is co-administered with strong OAT3 inhibitors (such as
probenecid) [see Dosage and Administration (2.5) and Clinical Pharmacology (12.3)].

7.2 Other JAK Inhibitors or Biologic DMARDs
OLUMIANT has not been studied in combination with other JAK inhibitors or with biologic DMARDs [see
Indications and Usage (1.1)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

The limited human data on use of OLUMIANT in pregnant women are not sufficient to inform a drug-associated
risk for major birth defects or miscarriage. In animal embryo-fetal development studies, oral baricitinib administration to
pregnant rats and rabbits at exposures equal to and greater than approximately 20 and 84 times the maximum
recommended human dose (MRHD), respectively, resulted in reduced fetal body weights, increased embryolethality
(rabbits only), and dose-related increases in skeletal malformations. No developmental toxicity was observed in pregnant
rats and rabbits treated with oral baricitinib during organogenesis at approximately 5 and 13 times the exposure at the
MRHD, respectively. In a pre- and post-natal development study in pregnant female rats, oral baricitinib administration at
exposures approximately 43 times the MRHD resulted in reduction in pup viability (increased incidence of stillborn pups
and early neonatal deaths), decreased fetal birth weight, reduced fetal body weight gain, decreased cytotoxic T cells on
post-natal day (PND) 35 with evidence of recovery by PND 65, and developmental delays that might be attributable to
decreased body weight gain. No developmental toxicity was observed at an exposure approximately 9 times the exposure
at the MRHD [see Animal Data].

The estimated background risk 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 adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-
20%, respectively.

Data

Animal Data

In an embryofetal development study in pregnant rats, dosed orally during the period of organogenesis from
gestation days 6 to 17, baricitinib was teratogenic (skeletal malformations that consisted of bent limb bones and rib
anomalies) at exposures equal to or greater than approximately 20 times the MRHD (on an AUC basis at maternal oral
doses of 10 mg/kg/day and higher). No developmental toxicity was observed in rats at an exposure approximately 5 times
the MRHD (on an AUC basis at a maternal oral dose of 2 mg/kg/day).



In an embryofetal development study in pregnant rabbits, dosed orally during the period of organogenesis from
gestation days 7 to 20, embryolethality, decreased fetal body weights, and skeletal malformations (rib anomalies) were
observed in the presence of maternal toxicity at an exposure approximately 84 times the MRHD (on an AUC basis at a
maternal oral dose of 30 mg/kg/day). Embryolethality consisted of increased post-implantation loss that was due to
elevated incidences of both early and late resorptions. No developmental toxicity was observed in rabbits at an exposure
approximately 12 times the MRHD (on an AUC basis at a maternal oral dose of 10 mg/kg/day).

In a pre- and post-natal development study in pregnant female rats dosed orally from gestation day 6 through
lactation day 20, adverse findings observed in pups included decreased survival from birth to post-natal day 4 (due to
increased stillbirths and early neonatal deaths), decreased birth weight, decreased body weight gain during the pre-
weaning phase, increased incidence of malrotated forelimbs during the pre-weaning phase, and decreased cytotoxic
T cells on PND 35 with recovery by PND 65 at exposures approximately 43 times the MRHD (on an AUC basis at a
maternal oral dose of 25 mg/kg/day). Developmental delays (that may be secondary to decreased body weight gain) were
observed in males and females at exposures approximately 43 times the MRHD (on an AUC basis at a maternal oral dose
of 25 mg/kg/day). These findings included decreased forelimb and hindlimb grip strengths, and delayed mean age of
sexual maturity. No developmental toxicity was observed in rats at an exposure approximately 9 times the MRHD (on an
AUC basis at a maternal oral dose of 5 mg/kg/day).

8.2 Lactation

Risk Summary

No information is available on the presence of OLUMIANT in human milk, the effects of the drug on the breastfed
infant, or the effects of the drug on milk production. Baricitinib is present in the milk of lactating rats. Due to species-
specific differences in lactation physiology, the clinical relevance of these data are not clear. Because of the potential for
serious adverse reactions in nursing infants, advise an OLUMIANT-treated woman not to breastfeed.

Data

A single oral dose of 25 mg/kg radiolabeled baricitinib was administered to lactating female Sprague-Dawley rats
on post-partum day 13. Drug exposure was approximately 45-fold greater in milk than in plasma based on AUCovalues.

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

8.5 Geriatric Use

Of the 3100 patients treated in the four phase 3 studies, a total of 537 rheumatoid arthritis patients were 65 years
of age and older, including 71 patients 75 years and older. No overall differences in safety or effectiveness were observed
between these subjects and younger subjects, and other reported clinical experience has not identified differences in
responses between the elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out
[see Clinical Pharmacology (12.3)].

OLUMIANT is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may
be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor renal function. [See Dosing and
Administration (2.4)].

8.6 Hepatic Impairment

No dose adjustment is necessary in patients with mild or moderate hepatic impairment. The use of OLUMIANT has
not been studied in patients with severe hepatic impairment and is therefore not recommended [see Dosage and
Administration (2.4) and Clinical Pharmacology (12.3)].

8.7 Renal Impairment

Renal function was found to significantly affect baricitinib exposure. The recommended dose of OLUMIANT in
patients with moderate renal impairment (estimated glomerular filtration rate (GFR) between 30 and 60 mL/min/1.73 m?) is
1 mg once daily. OLUMIANT is not recommended for use in patients with severe renal impairment (estimated GFR of less
than 30 mL/min/1.73 m?) [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Single doses up to 40 mg and multiple doses of up to 20 mg daily for 10 days have been administered in clinical
trials without dose-limiting toxicity. Pharmacokinetic data of a single dose of 40 mg in healthy volunteers indicate that
more than 90% of the administered dose is expected to be eliminated within 24 hours.

In case of an overdose, it is recommended that the patient should be monitored for signs and symptoms of
adverse reactions. Patients who develop adverse reactions should receive appropriate treatment.

11 DESCRIPTION

OLUMIANT (baricitinib) is a Janus kinase (JAK) inhibitor with the chemical name {1-(ethylsulfonyl)-3-[4-(7 H-
pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl}acetonitrile. Baricitinib has an empirical formula of C16H17N702S
and a molecular weight of 371.42. Baricitinib has the following structural formula:
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OLUMIANT tablets contain a recessed area on each face of the tablet surface and are available for oral
administration as debossed, film-coated, immediate-release tablets. The 1 mg tablet is very light pink, round, debossed
with “Lilly” on one side and “1” on the other. The 2 mg tablet is light pink, oblong, debossed with “Lilly” on one side and “2”
on the other.

Each tablet contains 1 or 2 mg of baricitinib and the following inactive ingredients: croscarmellose sodium,
magnesium stearate, mannitol, microcrystalline cellulose, ferric oxide, lecithin (soya), polyethylene glycol, polyvinyl
alcohol, talc and titanium dioxide.

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

Baricitinib is a Janus kinase (JAK) inhibitor. JAKs are intracellular enzymes which transmit signals arising from
cytokine or growth factor-receptor interactions on the cellular membrane to influence cellular processes of hematopoiesis
and immune cell function. Within the signaling pathway, JAKs phosphorylate and activate Signal Transducers and
Activators of Transcription (STATs) which modulate intracellular activity including gene expression. Baricitinib modulates
the signaling pathway at the point of JAKs, preventing the phosphorylation and activation of STATSs.

JAK enzymes transmit cytokine signaling through their pairing (e.g., JAK1/JAK2, JAK1/JAKS, JAK1/TYK2,
JAK2/JAK2, JAK2/TYK?2). In cell-free isolated enzyme assays, baricitinib had greater inhibitory potency at JAK1, JAK2
and TYK?2 relative to JAK3. In human leukocytes, baricitinib inhibited cytokine induced STAT phosphorylation mediated by
JAK1/JAK2, JAK1/JAKS, JAK1/TYK2, or JAK2/TYK2 with comparable potencies. However, the relevance of inhibition of
specific JAK enzymes to therapeutic effectiveness is not currently known.

12.2 Pharmacodynamics

Baricitinib inhibition of IL-6 induced STAT3 phosphorylation — Baricitinib administration resulted in a dose
dependent inhibition of IL-6 induced STAT3 phosphorylation in whole blood from healthy subjects with maximal inhibition
observed approximately 1 hour after dosing, which returned to near baseline by 24 hours. Similar levels of inhibition were
observed using either IL-6 or TPO as the stimulus.

Immunoglobulins — Mean serum IgG, IgM, and IgA values decreased by 12 weeks after starting treatment with
OLUMIANT, and remained stable through at least 52 weeks. For most patients, changes in immunoglobulins occurred
within the normal reference range.

C-reactive protein — In patients with rheumatoid arthritis, decreases in serum C-reactive protein (CRP) were
observed as early as one week after starting treatment with OLUMIANT and were maintained throughout dosing.

Cardiac Electrophysiology — At a dose 10 times the maximum recommended dose, baricitinib does not prolong the
QT interval to any clinically relevant extent.

12.3 Pharmacokinetics

Following oral administration of OLUMIANT, peak plasma concentrations are reached approximately at 1 hour. A
dose-proportional increase in systemic exposure was observed in the therapeutic dose range. The pharmacokinetics of
baricitinib do not change over time. Steady-state concentrations are achieved in 2 to 3 days with minimal accumulation
after once-daily administration.

Absorption — The absolute bioavailability of baricitinib is approximately 80%. An assessment of food effects in
healthy subjects showed that a high-fat meal decreased the mean AUC and Cmax of baricitinib by approximately 11% and
18%, respectively, and delayed the tmax by 0.5 hours. Administration with meals is not associated with a clinically relevant
effect on exposure. In clinical studies, OLUMIANT was administered without regard to meals.

Distribution — After intravenous administration, the volume of distribution is 76 L, indicating distribution of baricitinib
into tissues. Baricitinib is approximately 50% bound to plasma proteins and 45% bound to serum proteins. Baricitinib is a
substrate of the Pgp, BCRP, OAT3 and MATE2-K transporters, which play roles in drug distribution.

Elimination — The total body clearance of baricitinib is 8.9 L/h in patients with RA. Elimination half-life in patients
with rheumatoid arthritis is approximately 12 hours.
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Metabolism — Approximately 6% of the orally administered baricitinib dose is identified as metabolites (three from
urine and one from feces), with CYP3A4 identified as the main metabolizing enzyme. No metabolites of baricitinib were
quantifiable in plasma.

Excretion — Renal elimination is the principal clearance mechanism for baricitinib through filtration and active
secretion as baricitinib is identified as a substrate of OAT3, Pgp, BCRP and MATE2-K from in vitro studies. In a clinical
pharmacology study, approximately 75% of the administered dose was eliminated in the urine, while about 20% of the
dose was eliminated in the feces. Baricitinib was excreted predominately as unchanged drug in urine (69%) and feces
(15%).

Specific Populations

Effects of Body Weight, Gender, Race, and Age

Body weight, gender, race, ethnicity, and age did not have a clinically relevant effect on the PK (AUC and Cmax) of
baricitinib (Figure 1). The mean effects of intrinsic factors on PK parameters (AUC and Cmax) were generally within the
inter-subject PK variability of baricitinib. The inter-subject variabilities (% coefficients of variation) in AUC and Cmax of
baricitinib are approximately 41% and 22%, respectively. [See Use in Specific Populations (8.5)].

Renal Impairment

Baricitinib systemic exposure in AUC was increased by 1.41-, 2.22-, 4.05- and 2.41-fold for mild, moderate,
severe, and ESRD (with hemodialysis) renal impairment sub-groups, respectively, compared to subjects with normal renal
function. The corresponding values for increase in Cmax were 1.16-, 1.46-, 1.40- and 0.88-fold, respectively (Figure 1) [see
Use in Specific Populations (8.7)].

Hepatic Impairment

Baricitinib systemic exposure and Cmax increased by 1.19- and 1.08-fold for the moderate hepatic impairment
group, respectively, compared to subjects with normal hepatic function (Figure 1) [see Use in Specific Populations (8.6)].

Figure 1: Impact of Intrinsic Factors on Baricitinib Pharmacokinetics®®

Intrinsic Factor PK Ratio and 90%ClI Recommendation
Weight = 50 kg AUC Hi No Adjustment
Cmax W
Weight = 100 kg é\ngllat;c : No Adjustment
Age = 65 years old n%lac;'-c "r No Adjustment
Age =T5 years old I_Igllal‘:..c t No Adjustment
Female é‘n%'a%c 0-‘ Mo Adjustment
Asian AlC A No Adjustment
Cmax »
Black I_HE%( ’*0' No Adjustment
Hispanic I_HE%( “Q* Mo Adjustment
Renal Impairment
mild é\n%lé%( o —— No Adjustment
maderate é\n%la%c —— 1 mg once daily
Severe n%lac;'-c R ——#—  Not Recommended
Hepatic Impairment
moderate n%lac;'-c '_";0_‘—' Mo Adjustment
I T T T !
0 1 2 3 4 5

Ratio Relative to Reference

@ Reference values for weight, age, gender, and race comparisons are 70 kg, 54 years, male, and white, respectively;
reference groups for renal and hepatic impairment are subjects with normal renal and hepatic function, respectively.
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b Effects of renal and hepatic impairment on baricitinib exposure were summarized from dedicated renal and hepatic
impairment studies, respectively. Effects of other intrinsic factors on baricitinib exposure were summarized from
population PK analysis.

Drug Interactions

Potential for Baricitinib to Influence the PK of Other Drugs

In vitro, baricitinib did not significantly inhibit or induce the activity of cytochrome P450 enzymes (CYPs 3A, 1A2,
2B6, 2C8, 2C9, 2C19, and 2D86). In clinical pharmacology studies, there were no clinically meaningful changes in the
pharmacokinetics (PK) of simvastatin, ethinyl estradiol, or levonorgestrel (CYP3A substrates) when co-administered with
baricitinib.

In vitro studies suggest that baricitinib is not an inhibitor of the transporters, P-glycoprotein (Pgp) or Organic Anion
Transporting Polypeptide (OATP) 1B1. In vitro data indicate baricitinib does inhibit organic anionic transporter (OAT) 1,
OAT2, OAT3, organic cationic transporter (OCT) 1, OCT2, OATP1B3, Breast Cancer Resistance Protein (BCRP) and
Multidrug and Toxic Extrusion Protein (MATE) 1 and MATE2-K, but clinically meaningful changes in the pharmacokinetics
of drugs that are substrates for these transporters are unlikely. In clinical pharmacology studies there were no clinically
meaningful effects on the PK of digoxin (Pgp substrate) or methotrexate (substrate of several transporters) when co-
administered with baricitinib.

Exposure changes of drugs following co-administration with baricitinib are shown in Figure 2.

Figure 2: Impact of Baricitinib on the Pharmacokinetics of Other Drugs?®

Coadministered Drug PK Ratio and 90%ClI Recommendation
Methotrexate
AUC e No Adjustment
Cmax (= am!
CYP3A Substrate
g - AUC o MNo Adjustment
Simvastatin
Cmax e
Oral Contraceptives ]
Ethinyl Estradiol AUC g No Adjustment
Cmax ag
AUC —+— MNo Adjustment
Levonorgestrel
Cmax 4
Pgp Substrate
Digoxi AlUC L] No Adjustment
igoxin
Cmax 4
T T T 1
0.0 0.5 1.0 1.5 20

Ratio Relative to Reference
@ Reference group is administration of concomitant drug alone.

Potential for Other Drugs to Influence the PK of Baricitinib

In vitro studies suggest that baricitinib is a CYP3A4 substrate. In clinical pharmacology studies there was no effect
on the PK of baricitinib when co-administered with ketoconazole (CYP3A inhibitor). There were no clinically meaningful
changes in the PK of baricitinib when co-administered with fluconazole (CYP3A/CYP2C19/CYP2CS9 inhibitor) or rifampicin
(CYP3A inducer).

In vitro studies suggest that baricitinib is a substrate for OAT3, Pgp, BCRP and MATE2-K. In a clinical study,
probenecid administration (strong OAT3 inhibitor) resulted in an approximately 2-fold increase in baricitinib AUCo-- with no
effect on Cmax and tmax [See Dosage and Administration (2.5) and Drug Interactions (7.1)]. However, simulations with
diclofenac and ibuprofen (OAT3 inhibitors with less inhibition potential) predicted minimal effect on the PK of baricitinib. In
clinical pharmacology studies there was no clinically meaningful effect on the PK of baricitinib when co-administered with
cyclosporine (Pgp and BCRP inhibitor). Co-administration with methotrexate (substrate of several transporters) did not
have a clinically meaningful effect on the PK of baricitinib.
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Exposure changes of baricitinib following co-administration with CYP inhibitors or inducers, transporter inhibitors,
as well as methotrexate and the proton pump inhibitor, omeprazole, are shown in Figure 3.

Figure 3: Impact of Other Drugs on the Pharmacokinetics of Baricitinib®

Coadministered Drug PK Ratio and 90%CI Recommendation

CYP3A Inhibitor

Ketoconazole [fa‘nhjacx |—Q—|‘ MR
CYFE&E%;(;%?JS Inhibitor é”‘nﬁjacx |_¢—|m No Adjustment
CYF'RI#S#I%%” g‘r#acx - oo Mo Adjustment
OATSang;:iégd e o —— 1 mg once daily

Simulated Ibu;::urofena éa‘n%lacx & o No Adjustment

Simulated Diclofenac? éa‘ngacx DA
Methotrexate AUC e MNo Adjustment

Cmax s
ngtl:r;,fhciltﬂtsnpforine Cﬂ‘rHacx e e Mo Adjustment
Gasgifnggrazule g#acx = " Mo Adjustment

0.0 0.5 1.0 15 2.0 25

Ratio Relative to Reference

@ Values are based on simulated studies.
b Reference group is administration of baricitinib alone.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of baricitinib was evaluated in Sprague-Dawley rats and Tg.rasH2 mice. No evidence of
tumorigenicity was observed in male or female rats that received baricitinib for 91 to 94 weeks at oral doses up to 8 or
25 mg/kg/day, respectively (approximately 12 and 55 times the MRHD on an AUC basis). No evidence of tumorigenicity
was observed in Tg.rasH2 mice that received baricitinib for 26 weeks at oral doses up to 300 and 150 mg/kg/day in male
and female mice, respectively.

Baricitinib tested negative 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.

Fertility (achievement of pregnancy) was reduced in male and female rats that received baricitinib at oral doses of
50 and 100 mg/kg/day respectively (approximately 113 and 169 times the MRHD in males and females, respectively, on
an AUC basis) based upon findings that 7 of 19 (36.8%) drug-treated females with evidence of mating were not gravid
compared to 1 of 19 (5.3%) control females. It could not be determined from the study design if these findings were
attributable to toxicities in one sex or both. Fertility was unaffected in male and female rats at oral doses of 15 mg/kg and
25 mg/kg, respectively (approximately 25 and 48 times the MRHD on an AUC basis). However, maintenance of
pregnancy was adversely affected at these doses based upon findings of increased post-implantation losses (early
resorptions) and decreased numbers of mean viable embryos per litter. The number of viable embryos was unaffected in
female rats that received baricitinib at an oral dose of 5 mg/kg/day and were mated to males that received the same dose
(approximately 8 times the MRHD on an AUC basis). Reproductive performance was unaffected in male and female rats
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that received baricitinib at oral doses up to 50 and 100 mg/kg/day respectively (approximately 113 and 169 times the
MRHD in males and females, respectively, on an AUC basis).

14 CLINICAL STUDIES
The OLUMIANT clinical development program included two dose-ranging trials and four confirmatory
phase 3 trials. Although other doses have been studied, the recommended dose of OLUMIANT is 2 mg once daily.

Dose-Ranging Studies

The dose-ranging studies | (NCT01185353) and 1l (NCT01469013) included a 12-week randomized comparison of
baricitinib 1, 2, 4, and 8 mg versus placebo in 301 and 145 patients, respectively.

The results from the dose-ranging studies are shown in Table 5. In dose-ranging Study |, the observed ACR
response was similar for baricitinib 1 and 2 mg daily and for baricitinib 4 and 8 mg daily, with the highest response for
baricitinib 8 mg daily. In dose-ranging Study I, there was not a clear trend of dose response, with similar response rates
for 1 mg and 4 mg and 2 mg and 8 mg.

Table 5: Proportion of Patients with ACR20 Response at Week 12 in Dose-Ranging Studies

% ACR20 Responders
Dose-Ranging Placebo Baricitinib Baricitinib Baricitinib Baricitinib
Study 1 mg daily 2 mg daily 4 mg daily 8 mg daily
I (N=301) 41 57 54 75 78
Il (N=145) 31 67 83 67 88

Confirmatory Studies

The efficacy and safety of OLUMIANT 2 mg once daily was assessed in two confirmatory phase 3 trials. These
trials were randomized, double-blind, multicenter studies in patients with active rheumatoid arthritis diagnosed according
to American College of Rheumatology (ACR)/European League Against Rheumatism 2010 criteria. Patients over 18 years
of age were eligible if at least 6 tender and 6 swollen joints were present at baseline. The two studies (Studies Il and 1V)
evaluated OLUMIANT 2 mg and baricitinib 4 mg.

Study Il (NCT01721057) was a 24-week trial in 684 patients with moderately to severely active rheumatoid
arthritis who had an inadequate response or intolerance to conventional DMARDs (cDMARDs). Patients received
OLUMIANT 2 mg or 4 mg once daily or placebo added to existing background cDMARD treatment. From Week 16, non-
responding patients could be rescued to receive baricitinib 4 mg once daily. The primary endpoint was the proportion of
patients who achieved an ACR20 response at Week 12.

Study IV (NCT01721044) was a 24-week trial in 527 patients with moderately to severely active rheumatoid
arthritis who had an inadequate response or intolerance to 1 or more TNF inhibitor therapies with or without other biologic
DMARDs (TNFi-IR). Patients received OLUMIANT 2 mg or baricitinib 4 mg once daily or placebo added to background
cDMARD treatment. From Week 16, non-responding patients could be rescued to receive baricitinib 4 mg once daily. The
primary endpoint was the proportion of patients who achieved an ACR20 response at Week 12.

Clinical Response

The percentages of OLUMIANT-treated patients achieving ACR20, ACR50, and ACR70 responses, and Disease
Activity Score (DAS28-CRP) <2.6 in Studies lll and IV are shown in Table 6.

Patients treated with OLUMIANT had higher rates of ACR response and DAS28-CRP <2.6 versus placebo-treated
patients at Week 12 (Studies Il and 1V) (Table 6).

In Study IV, higher ACR20 response rates (Figure 4) were observed as early as 1 week with OLUMIANT 2 mg
versus placebo.

In Study IV, the proportions of patients achieving DAS28-CRP <2.6 who had at least 3 active joints at the end of
Week 24 were 18.2% and 10.5%, in the placebo and OLUMIANT 2 mg arms, respectively.

Table 6: Clinical Response®

Percent of Patients

cDMARD-IR
Study Il

TNFi-IR
Study IV

Placebo + cDMARDs

OLUMIANT
2 mg/day + cDMARDs

A (95% CI)

Placebo + cDMARDs

OLUMIANT
2 mg/day + cDMARDs

A (95% CI)b

228

229

176

174

ACR 20




15

Week 12 39 66 27 49
% 27 (18, 35) 22 (12, 32)
Week 24 42 61 27 45
% 19 (10, 28) 18 (8, 27)
ACR 50
Week 12 13 34 8 20
% 21 (13, 28) 12 (5, 19)
Week 24 21 41 13 23
% 20 (12, 28) 10 (2, 18)
ACR 70
Week 12 3 18 2 13
% 15 (9, 20) 11 (5, 16)
Week 24 8 25 3 13
% 17 (11, 24) 10 (4, 16)
DAS28-CRP<2.6
Week 12 9 26 4 11
% (10, 24) 2, 12)
Week 24 11 31 6 11
% (13, 27) (-1, 11)

@ Patients who were rescued or discontinued treatment were considered as non-responders in the analyses.
® 95% confidence interval for the difference (A) in response rate between OLUMIANT treatment and placebo (Study I,
Study V).

The effects of OLUMIANT treatment on the components of the ACR response criteria for Studies Ill and IV are
shown in Table 7.

Table 7: Components of ACR Response at Week 12 in Studies Ill and IV?

cDMARD-IR TNFi-IR
Study Il Study IV
OLUMIANT OLUMIANT
Placebo 2 mg/day Placebo 2 mg/day
+ cDMARDs + cDMARDs + cDMARDs + cDMARDs
N 228 229 176 174

Number of Tender Joints (0-68)

Baseline 24 (15) 24 (14) 28 (16) 31 (16)

Week 12 15 (14) 11 (13) 20 (16) 19 (18)
Number of Swollen Joints (0-66)

Baseline 13 (7) 14 (9) 17 (11) 19 (12)

Week 12 8 (8) 5(6) 12 (10) 10 (12)
Pain®

Baseline 57 (23) 60 (21) 65 (19) 62 (22)

Week 12 43 (24) 34 (25) 55 (25) 46 (28)
Patient Global Assessment®

Baseline 60 (21) 62 (20) 66 (19) 67 (19)

Week 12 44 (23) 36 (25) 56 (25) 46 (26)
Physician Global Assessment®

Baseline 62 (17) 64 (17) 67 (19) 67 (17)

Week 12 41 (24) 33(22) 50 (26) 36 (24)
Disability Index (HAQ-DI)¢
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Baseline 1.50 (0.60) 1.51 (0.62) 1.78 (0.57) 1.71 (0.55)

Week 12 1.17 (0.62) 0.96 (0.69) 1.59 (0.68) 1.31(0.72)
hsCRP (mg/L)

Baseline 17.7 (20.4) 18.2 (21.5) 20.6 (25.3) 19.9 (22.5)

Week 12 17.2 (19.3) 8.6 (14.6) 19.9 (23.0) 13.5 (20.1)

@ Data shown are mean (standard deviation).

® Visual analog scale: O=best, 100=worst.

¢ 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 4: Percent of Patients Achieving ACR20
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Physical Function Response

Improvement in physical function was measured by the Health Assessment Questionnaire-Disability Index (HAQ-
DI). Patients receiving OLUMIANT 2 mg demonstrated greater improvement from baseline in physical functioning
compared to placebo at Week 24. The mean difference (95% Cl) from placebo in HAQ-DI change from baseline at
Week 24 was -0.24 (-0.35, -0.14) in Study Il and -0.23 (-0.35, -0.12) in Study IV.

Other Health Related Outcomes

General health status was assessed by the Short Form health survey (SF-36). In Studies Il and IV, compared to
placebo, patients treated with OLUMIANT 2 mg demonstrated greater improvement from baseline in the physical
component summary (PCS) score and the physical function, role physical, bodily pain, vitality, and general health
domains at Week 12, with no consistent improvements in the mental component summary (MCS) scores or the role
emotional, mental health, and social functioning domains.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
OLUMIANT for oral administration is available as debossed, film-coated, immediate-release tablets. Each tablet
contains a recessed area on each face of the tablet surface.

OLUMIANT Tablets 1 mg 2mg
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Color Very Light Pink Light Pink
Shape Round Oblong
Identification Hilly Hilly

1 2
NDC Codes:
Bottle of 30 | 0002-473230 |  0002-4182-30

16.2 Storage and Handling

Store at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled Room
Temperature].

Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Patient Counseling

Advise patients of the potential benefits and risks of OLUMIANT.

Infections

Inform patients that they may be more likely to develop infections when taking OLUMIANT. Instruct patients to tell
their healthcare provider 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 treated with OLUMIANT and some cases can
be serious [see Warnings and Precautions (5.1)].

Malignancies and Lymphoproliferative Disorders

Inform patients that OLUMIANT may increase their risk of developing lymphomas and other malignancies,
including of the skin. 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 OLUMIANT. 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 OLUMIANT may affect certain lab tests, and that blood tests are required before and during
OLUMIANT treatment [see Warnings and Precautions (5.5)].

Lactation

Advise a woman not to breastfeed during treatment with OLUMIANT [see Use in Specific Populations (8.2)].

Literature revised: 07/2020
Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
www.olumiant.com

Copyright © 2018, 2020, Eli Lilly and Company. All rights reserved.
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FACT SHEET FOR HEALTHCARE PROVIDERS
EMERGENCY USE AUTHORIZATION (EUA) OF BARICITINIB

The U.S. Food and Drug Administration (FDA) has issued an Emergency Use
Authorization (EUA) to permit the emergency use of baricitinib, in combination with
remdesivir, for treatment of suspected or laboratory confirmed coronavirus disease 2019
(COVID-19) in hospitalized adults and pediatric patients 2 years of age or older requiring
supplemental oxygen, invasive mechanical ventilation, or extracorporeal membrane
oxygenation (ECMO).

Baricitinib has been authorized by FDA for the emergency uses described above.
Baricitinib is not FDA-approved for these uses.

Baricitinib is authorized only for the duration of the declaration that circumstances exist
justifying the authorization of the emergency use of baricitinib under section 564(b)(1) of
the Act, 21 U.S.C. § 360bbb-3(b)(1), unless the authorization is terminated or revoked
sooner.

This EUA is for the unapproved use of baricitinib, in combination with
remdesivir, to treat COVID-19 in hospitalized adults and pediatric patients 2
years of age or older requiring supplemental oxygen, invasive mechanical

ventilation, or ECMO.

Baricitinib is administered orally.

To request baricitinib under Emergency Use Authorization (EUA): In-patient
pharmacies may order directly from an Authorized Distributor of Record. A current
list of Lilly’s Authorized Distributors of Record is available at www.lillytrade.com or
visit www.baricitinibemergencyuse.com for additional access information.

Healthcare providers must submit a report on all medication errors and ALL
SERIOUS ADVERSE EVENTS potentially related to baricitinib.
See specific reporting instructions below.

The recommended dosage of baricitinib under the EUA is:
e Adults and pediatric patients 9 years of age and older: 4 mg once daily
e Pediatric patients 2 years to less than 9 years of age: 2 mg once daily

Dosage adjustments are recommended for laboratory abnormalities, including
renal impairment (see Table 1).

The optimal duration of treatment is unknown.

The recommended total treatment duration of baricitinib is 14 days or until hospital
discharge, whichever comes first.

For information on clinical trials that are testing the use of baricitinib in COVID-19,
please see www.clinicaltrials.gov.




This Fact Sheet may be updated as new data become available. The most recent

version of this Fact Sheet is available at www.baricitinibemergencyuse.com for
download.

INSTRUCTIONS FOR ADMINISTRATION

This section provides essential information on the unapproved use of baricitinib, in
combination with remdesivir, to treat suspected or laboratory confirmed COVID-19 in
hospitalized adults and pediatric patients 2 years of age or older requiring supplemental
oxygen, invasive mechanical ventilation, or ECMO under this EUA.

For more information, including pharmacokinetics and safety information of baricitinib,
tradename Olumiant®, see the FDA-approved package insert at
http://pi.lilly.com/us/olumiant-uspi.pdf.

Contraindications
There are no known contraindications for baricitinib.

Dosing
Patient Selection
o Evaluate baseline eGFR, liver enzymes, and complete blood count to determine
treatment suitability and dose. Monitor closely patients with abnormal baseline and
post-baseline laboratory values. See Table 1 for dosage adjustments for patients
with laboratory abnormalities.
¢ Baricitinib is not recommended for:
o Patients who are on dialysis, have end-stage renal disease (ESRD, EGFR
<15 mL/min/1.73 m?), or have acute kidney injury
o0 Patients with known active tuberculosis
e There is currently limited information on the use of baricitinib in combination with
systemic corticosteroids for treating patients with COVID-19. However, use of
baricitinib in patients receiving systemic corticosteroids is not precluded.

Adult Patients

e The recommended dosage in adults with eGFR 260 mL/min/1.73 m?is 4 mg once
daily for 14 days of total treatment or until hospital discharge, whichever is first. See
Table 1 for dosage adjustments for patients with laboratory abnormalities.

e Dosage adjustments in patients with renal or hepatic impairment are recommended
(see Renal Impairment, Hepatic Impairment).

o Dosage adjustments due to drug interactions are recommended (see Drug
Interactions).

¢ In hospitalized patients with COVID-19, prophylaxis for venous thromboembolism
(VTE) is recommended unless contraindicated (see Warnings).

Pediatric Patients

Limited data informing baricitinib dosing in pediatric patients comes from ongoing clinical

trials for other uses. Based on the available information, treatment for COVID-19 for

pediatric patients under this EUA is as follows:

e The recommended dosage for patients 9 years of age and older is 4 mg once daily
for 14 days of total treatment or until hospital discharge, whichever is first.




e The recommended dosage for patients ages 2 years through less than 9 years of
age is 2 mg once daily for 14 days of total treatment or until hospital discharge,
whichever is first.

¢ Baricitinib is not authorized for patients younger than 2 years of age.

Dosage adjustments in patients with renal or hepatic impairment are recommended
(see Renal Impairment, Hepatic Impairment).

Table 1: Dosage Adjustments for Patients with Abnormal Laboratory Values?®®

Laboratory Laboratory Analyte .
Analyte Value Recommendation
¢ Adults and pediatric patients 9 years of age and
S . 2 older: No dosage adjustment
260 mL/min/1.73 m ePediatric patients 2 years to less than 9 years of
age: 2 mg once daily
¢ Adults and pediatric patients 9 years of age and
30 to <60 older: 2 mg once daily
eGFR mL/min/1.73 m? ePediatric patients 2 years to less than 9 years of
age: 1 mg once daily
¢ Adults and pediatric patients 9 years of age and
15 to <30 older: 1 mg once daily
mL/min/1.73 m? ¢ Pediatric patients 2 years to less than 9 years of
age: Not recommended
<15 mL/min/1.73 m? | Not recommended
Absolute Maintain dose

Lymphocyte Count
(ALC)

2200 cells/pL

<200 cells/uL

Consider interruption until ALC is 2200 cells/uL

Absolute
Neutrophil Count
(ANC)

=500 cells/pL

Maintain dose

<500 cells/uL

Consider interruption until ANC is 2500 cells/uL

Aminotransferases

If increases in ALT
or AST are observed
and drug-induced
liver injury (DILI) is
suspected

Interrupt baricitinib until the diagnosis of DILI is
excluded

@  Abbreviations: ALC = absolute lymphocyte count, ALT = alanine transaminase, ANC =
absolute neutrophil count, AST = aspartate transaminase, DILI = drug induced liver injury,
eGFR = estimated glomerular filtration rate, hrs = hours.

b If a laboratory abnormality is likely due to the underlying disease state, consider the risks and
benefits of continuing baricitinib at the same or a reduced dose.

Pregnancy

Baricitinib should be used during pregnancy only if the potential benefit justifies the
potential risk for the mother and the fetus. Consistent with the mechanism of action,
embryo-fetal toxicities including skeletal anomalies and reduced fertility have been
observed in animals dosed in excess of the maximum human exposure. The limited
human data on use of baricitinib in pregnant women are not sufficient to inform a drug-
associated risk for major birth defects or miscarriage.

See also Section 8.1 Pregnancy in the FDA approved full prescribing information for

more information.




Renal Impairment

There are limited data for baricitinib in patients with severe renal impairment.

e Baricitinib is not recommended for patients who are on dialysis, have ESRD, or have
acute kidney injury.

e See Table 1 for treatment modifications for patients with laboratory abnormalities.

0 Baricitinib should only be used in adults and pediatric patients 9 years of age
and older with eGFR 15 to <30 mL/min/1.73 m? if the potential benefit
outweighs the potential risk.

0 Baricitinib is not recommended for pediatric patients ages 2 years through
less than 9 years of age with eGFR <30 mL/min/1.73 mZ.

Hepatic Impairment

Baricitinib has not been studied in patients with severe hepatic impairment. Baricitinib
should only be used in patients with severe hepatic impairment if the potential benefit
outweighs the potential risk. It is not known if dosage adjustment is needed in patients
with severe hepatic impairment.

See Table 1 for dosage adjustments for patients with abnormal laboratory values.

Administration
Baricitinib tablets are given orally once daily with or without food.

Alternate Administration

For patients who are unable to swallow whole tablets, alternate administration may be
considered:

e Oral dispersion

o Gastrostomy tube (G tube)

e Nasogastric tube (NG tube)

Preparation for Alternate Administration

e Oral administration of dispersed tablets in water:
For patients who are unable to swallow whole tablets, 1-mg and/or 2-mg baricitinib
tablet(s), or any combination of tablets necessary to achieve the desired dose up to
4-mg may be placed in a container with approximately 10 mL (5 mL minimum) of
room temperature water, dispersed by gently swirling the tablet(s) and immediately
taken orally. The container should be rinsed with an additional 10 mL (5 mL
minimum) of room temperature water and the entire contents swallowed by the
patient (see Table 2).

¢ Administration via gastrostomy feeding tube:
For patients with a gastrostomy feeding tube, 1-mg and/or 2-mg baricitinib tablet(s),
or any combination of tablets necessary to achieve the desired dose up to 4-mg may
be placed in a container with approximately 15 mL (10 mL minimum) of room
temperature water and dispersed with gentle swirling. Ensure the tablet(s) are
sufficiently dispersed to allow free passage through the tip of the syringe. Withdraw
entire contents from the container into an appropriate syringe and immediately
administer through the gastric feeding tube. Rinse container with approximately
15 mL (10 mL minimum) of room temperature water, withdraw the contents into the
syringe, and administer through the tube (see Table 2).



e Administration via nasogastric feeding tube:
For patients with an enteral feeding tube, 1-mg and/or 2-mg baricitinib tablet(s), or a
combination of tablets necessary to achieve the desired dose may be placed into a
container with approximately 30 mL of room temperature water and dispersed with
gentle swirling. Ensure the tablet(s) are sufficiently dispersed to allow free passage
through the tip of the syringe. Withdraw the entire contents from the container into an
appropriate syringe and immediately administer through the enteral feeding tube. To
avoid clogging of small diameter tubes (smaller than 12 Fr), the syringe can be held
horizontally and shaken during administration. Rinse container with a sufficient
amount (minimum of 15 mL) of room temperature water, withdraw the contents into
the syringe, and administer through the tube (see Table 2).

Intact tablets are not hazardous. Tablets may be crushed to facilitate dispersion. It is not
known if powder from the crushed tablets may constitute a reproductive hazard to the
preparer. Use proper control measures (e.g. ventilated enclosure) or personal protective
equipment (i.e. N95 respirator).

Dispersed tablets are stable in water for up to 4 hours.

Table 2: Minimum Dispersion and Rinse Volume for Alternate Administration

Administration via Dispersion Volume Container Rinse
Volume
Oral dispersion 10 mL 10 mL
Gastrostomy tube (G tube) 15 mL 15 mL
Nasogastric tube (NG tube) 30 mL 15 mL

Drug Interactions
Strong OAT3 Inhibitors: Baricitinib exposure is increased when baricitinib is co-
administered with strong OAT3 inhibitors (such as probenecid). In patients taking strong
OAT3 inhibitors, such as probenecid, reduce the recommended dose as follows:

¢ If the recommended dose is 4 mg once daily, reduce dose to 2 mg once daily.

o If the recommended dose is 2 mg once daily, reduce dose to 1 mg once daily.

¢ If the recommended dose is 1 mg once daily, consider discontinuing probenecid.

Other JAK Inhibitors or biologic disease modifying anti-rheumatic drugs (DMARDS):
Baricitinib has not been studied in combination with other JAK inhibitors or with biologic
DMARDs (biologic treatments targeting cytokines, B-cells, or T-cells).

Warnings

Serious Infections

Serious infections have occurred in patients receiving baricitinib:

¢ Avoid the use of baricitinib with known active tuberculosis.

o Consider if the potential benefits outweigh the potential risks of baricitinib treatment
in patients with active serious infections other than COVID-19 or chronic / recurrent
infections.




Thrombosis

In hospitalized patients with COVID-19, prophylaxis for VTE is recommended unless
contraindicated. If clinical features of deep vein thrombosis/pulmonary embolism occur,
patients should be evaluated promptly and treated appropriately.

Abnormal Laboratory Values

Evaluate at baseline and thereafter according to local patient management practice.
Monitor closely when treating patients with abnormal baseline and post-baseline
laboratory values.

See Table 1 for dosage adjustments for patients with abnormal renal, hematological and
hepatic laboratory values. Manage patients according to routine clinical guidelines.

Vaccinations
Avoid use of live vaccines with baricitinib.

Hypersensitivity
If a serious hypersensitivity occurs, discontinue baricitinib while evaluating the potential
causes of the reaction.

See Warnings and Precautions in the FDA approved full prescribing information for
additional information on risks associated with longer-term treatment with baricitinib.

Serious Side Effects

Serious venous thrombosis, including pulmonary embolism, and serious infections have
been observed in COVID-19 patients treated with baricitinib and are known adverse drug
reactions of baricitinib.

Scientific Evidence Supporting This EUA

ACTT-2 (Adaptive COVID-19 Treatment Trial 2) Study in Hospitalized Adults
Diagnosed with COVID-19 Infection

A randomized, double-blind, placebo-controlled clinical trial (ACTT-2, NCT04401579) of
hospitalized adults with confirmed SARS-CoV-2 infection compared treatment with
baricitinib, a JAK inhibitor, plus remdesivir, an anti-viral (combination group; n=515) with
placebo plus remdesivir (placebo group; n=518). Patients had to have laboratory-
confirmed SARS-CoV-2 infection as well as at least one of the following to be enrolled in
the trial: radiographic infiltrates by imaging, SpO2 <94% on room air, a requirement for
supplemental oxygen, or a requirement for mechanical ventilation. Patients treated with
the combination received the following regimen:
e Baricitinib 4 mg once daily (orally) for 14 days or until hospital discharge
¢ Remdesivir 200 mg on Day 1 and 100 mg once daily (via intravenous infusion) on
subsequent days for a total treatment duration of 10 days or until hospital discharge

For the overall population (N=1033 patients) at randomization, mean age was 55 years
(with 30% of patients aged 65 or older); 63% of patients were male, 51% were Hispanic
or Latino, 48% were White, 15% were Black or African American, and 10% were Asian;
14% did not require supplemental oxygen, 55% required supplemental oxygen, 21%
required noninvasive ventilation or high-flow oxygen, and 11% required invasive



mechanical ventilation or ECMO. The most common comorbidities were obesity (56%),
hypertension (52%), and type 2 diabetes (37%). Demographics and disease
characteristics were balanced across the combination group and the placebo group.

The primary endpoint, for the intent to treat population, was time to recovery within 29
days after randomization. Recovery was defined as being discharged from the hospital
without limitations on activities, being discharged from the hospital with limitations on
activities and/or requiring home oxygen or hospitalized but not requiring supplemental
oxygen and no longer requiring medical care. The key secondary endpoint was clinical
status on Day 15 assessed on an 8-point ordinal scale (OS) consisting of the following
categories:

1. Not hospitalized, no limitations on activities [OS-1];

2. Not hospitalized, limitation on activities and/or requiring home oxygen [0S-2];

3. Hospitalized, not requiring supplemental oxygen - no longer requires ongoing
medical care [0S-3];
Hospitalized, not requiring supplemental oxygen - requiring ongoing medical care
(COVID-19 related or otherwise) [OS 4];
Hospitalized, requiring supplemental oxygen [OS 5];
Hospitalized, on noninvasive ventilation or high-flow oxygen devices [OS 6];
Hospitalized, on invasive mechanical ventilation or ECMO [OS 7]; and
Death [OS 8]

s
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For the overall population, the median time to recovery (defined as discharged from
hospital or hospitalized but not requiring supplemental oxygen or ongoing medical care)
was 7 days for baricitinib + remdesivir compared to 8 days for placebo + remdesivir
[hazard ratio: 1.15 (95% CI 1.00, 1.31); p=0.047].

Patients assigned to baricitinib + remdesivir were more likely to have a better clinical
status (according to an 8-point ordinal scale) at Day 15 compared to patients assigned to
placebo + remdesivir [odds ratio: 1.26 (95% CI 1.01, 1.57); p=0.044].

The proportion of patients who died or progressed to noninvasive ventilation/high-flow
oxygen or invasive mechanical ventilation by Day 29 was lower in baricitinib + remdesivir
(23%) compared to placebo + remdesivir (28%) [odds ratio: 0.74 (95% CI 0.56, 0.99);
p=0.039]. Patients who required noninvasive ventilation/high-flow oxygen or invasive
mechanical ventilation (including ECMO) at baseline needed to worsen by at least 1
point on an 8-point ordinal scale to progress.

The proportion of patients who died by Day 29 was 4.7% (24/515) for baricitinib +
remdesivir vs. 7.1% (37/518) for placebo + remdesivir [Kaplan Meier estimated
difference in Day 29 probability of mortality: -2.6% (95% CI -5.8%, 0.5%)].

Data on deaths, serious adverse events (SAEs), AEs leading to discontinuation,
infections and VTEs are summarized in Table 3.



Table 3: Comparisons and Confidence Intervals for Adverse Events in the As-Treated

Population®®

Patients with at least 1: PBO + RDV BARI + RDV Risk Difference
(N =509) (N =507) % (95% CI)
n (%) n (%)
AE 242 (48) 210 (41) -6 (-12, 0)
Grade 3-4 AE 238 (47) 207 (41) -6 (-12, 0)
SAE 103 (20) 77 (15) -5 (-10, 0)
SAE with fatal outcome 31 (6) 19 (4) -2 (-5, 0)
AE leading to discontinuation of 59 (12) 34 (7) -5 (-8, -1)
study drug
Infections 50 (10) 32 (6) -4 (-7, 0)
VTE 16 (3) 21 (4) 1(1,3)
Pulmonary Embolism 2(0.4) 5(1) 0.6 (-0.4,1.6)

a Abbreviations: AE = adverse event; BARI + RDV = baricitinib plus remdesivir; NIAID = National Institute of Allergy
and Infectious Disease; N = number of patients in the As-Treated Population; n = number of patients reporting at
least 1 event; PBO + RDV = placebo plus remdesivir; SAE = serious adverse event; VTE = venous thromboembolic

events.
b

How Supplied/Storage and Handling

How Supplied

Patients are counted once for each category regardless of the number of events.

Baricitinib for oral administration is available as debossed, film-coated, immediate-
release tablets. Each tablet contains a recessed area on each face of the tablet surface.

Under this EUA, baricitinib is supplied in 30 count bottles as follows:
e OLUMIANT (baricitinib) 1 mg (NDC 0002-4732-30)
e OLUMIANT (baricitinib) 2 mg (NDC 0002-4182-30)

Storage and Handling

Store at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30°C (59° to 86°F).

Keep out of reach of children.

Important Information for Patients, Parents and Caregivers
See Fact Sheets for Patients, Parents and Caregivers.

INSTRUCTIONS FOR HEALTHCARE PROVIDERS

As the healthcare provider, you must communicate to your patient or parent/caregiver,
as age appropriate, information consistent with the “Fact Sheet for Patients, Parents and
Caregivers” (and provide a copy of the Fact Sheet) prior to the patient receiving
baricitinib, including:

o FDA has authorized the emergency use of baricitinib, in combination with remdesivir,
to treat suspected or laboratory-confirmed COVID-19 in hospitalized adults and
pediatric patients 2 years or older requiring supplemental oxygen, invasive
mechanical ventilation, or extracorporeal membrane oxygenation (ECMO). This is
not an FDA-approved use of baricitinib.

e The patient or parent/caregiver has the option to accept or refuse baricitinib.

e The significant known and potential risks and benefits of baricitinib, and the extent to
which such potential risks and benefits are unknown.



e Information on available alternative treatments and the risks and benefits of those
alternatives, including clinical trials.

If providing this information will delay the administration of baricitinib to a degree that
would endanger the lives of patients, the information must be provided to the patients as
soon as practicable after baricitinib is administered.

For information on clinical trials that are testing the use of baricitinib for COVID-19,
please see www.clinicaltrials.gov.

MANDATORY REQUIREMENTS FOR BARICITINIB ADMINISTRATION UNDER
EMERGENCY USE AUTHORIZATION

In order to mitigate the risks of using this approved product for an unapproved use under
EUA and to optimize the potential benefit of baricitinib, the following items are required.
Use of baricitinib under this EUA is limited to the following (all requirements must be
met):

1. Treatment of suspected or laboratory confirmed coronavirus disease 2019 (COVID-
19) in hospitalized adults and pediatric patients 2 years of age or older requiring
supplemental oxygen, invasive mechanical ventilation, or ECMO.

2. As the healthcare provider, communicate to your patient or parent/caregiver
information consistent with the “Fact Sheet for Patients, Parents and Caregivers”
prior to the patient receiving baricitinib. Healthcare providers (to the extent
practicable given the circumstances of the emergency) must document in the
patient’'s medical record that the patient/caregiver has been:

a. Given the “Fact Sheet for Patients, Parents and Caregivers”,

b. Informed of alternatives to receiving authorized baricitinib, and

c. Informed that baricitinib is an approved drug that is authorized for the
unapproved use under this Emergency Use Authorization.

3. Patients must have an eGFR, aminotransferases, and CBC with differential
determined prior to first administration of baricitinib.

4. The prescribing healthcare provider and/or the provider’'s designee are/is responsible
for mandatory reporting of all medication errors and all serious adverse events*
potentially related to baricitinib treatment within 7 calendar days from the onset of the
event. The reports should include unique identifiers and the words “Baricitinib
treatment under Emergency Use Authorization (EUA)” in the description section of
the report.

e Submit adverse event reports to FDA MedWatch using one of the following
methods:

0 Complete and submit the report online:
www.fda.gov/imedwatch/report.htm, or

0 By using a postage-paid Form FDA 3500 (available at
http://www.fda.gov/downloads/AboutF DA/ReportsManualsForms/Forms/U
CM163919.pdf) and returning by mail (MedWatch, 5600 Fishers Lane,
Rockville, MD 20852-9787), or by fax (1-800-FDA-0178), or

o Call 1-800-FDA-1088 to request a reporting form

o0 Submitted reports should include in the field name, “Describe Event,
Problem, or Product Use/Medication Error’ the statement “Baricitinib
treatment under Emergency Use Authorization (EUA).”




*Serious Adverse Events are defined as:

death;

a life-threatening adverse event;

inpatient hospitalization or prolongation of existing hospitalization;

a persistent or significant incapacity or substantial disruption of the ability to

conduct normal life functions;

a congenital anomaly/birth defect;

e a medical or surgical intervention to prevent death, a life-threatening event,
hospitalization, disability, or congenital anomaly.

5. The prescribing healthcare provider and/or the provider’'s designee are/is to provide
mandatory responses to requests from FDA for information about adverse events
and medication errors following receipt of baricitinib.

6. OTHER REPORTING REQUIREMENTS
Report adverse events or medication errors to Lilly at:

1-855-LillyC19 (1-855-545-5921)
In addition, please provide a copy of all FDA MedWatch forms to:
Eli Lilly and Company, Global Patient Safety
Fax: 1-317-277-0853
E-mail: mailindata_gsmtindy@lilly.com

APPROVED AVAILABLE ALTERNATIVES

There is no adequate, approved and available alternative to baricitinib, in combination
with remdesivir, for treatment of suspected or laboratory confirmed COVID-19 in
hospitalized adults and pediatric patients 2 years of age or older requiring supplemental
oxygen, invasive mechanical ventilation, or ECMO. Additional information on COVID-19
treatments can be found at https://www.cdc.gov/coronavirus/2019-ncov/index.html. The
healthcare provider should visit https://clinicaltrials.gov/ to determine whether the patient
may be eligible for enrollment in a clinical trial.

AUTHORITY FOR ISSUANCE OF THE EUA

The Secretary of the Department of Health and Human Services (HHS) has declared a
public health emergency that justifies the emergency use of baricitinib to treat COVID-19
caused by SARS-CoV-2. In response, the Food and Drug Administration (FDA) has
issued an Emergency Use Authorization (EUA) for the unapproved use of baricitinib, in
combination with remdesivir, for the treatment of suspected or laboratory confirmed
COVID-19 in hospitalized adults and pediatric patients 2 years of age or older requiring
supplemental oxygen, invasive mechanical ventilation, or ECMO.! As a healthcare
provider, you must comply with the mandatory requirements of the EUA (see
‘“MANDATORY REQUIREMENTS FOR BARICITINIB ADMINISTRATION UNDER
EMERGENCY USE AUTHORIZATION” above).

FDA issued this EUA, requested by Eli Lilly and Company based on the submitted data.

! The health care provider should visit clinicaltrials.gov to determine whether there is an active
clinical trial for the product in this disease/condition and whether enrollment of the patient(s) in a
clinical trial is more appropriate than product use under this EUA.
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Although limited scientific information is available, based on the totality of the scientific
evidence available to date, it is reasonable to believe that baricitinib may be effective for
treatment of COVID-19 in certain patients as specified in this Fact Sheet. You may be
contacted and asked to provide information to help with the assessment of the use of the
product during this emergency.

This EUA for baricitinib will end when the Secretary determines that the circumstances
justifying the EUA no longer exist or when there is a change in the approval status of the
product such that an EUA is no longer needed.

CONTACT INFORMATION

If you have questions, please contact:
1-855-LillyC19 (1-855-545-5921)

For additional information visit:
www.baricitinibemergencyuse.com

END FACT SHEET

Literature issued November 2020

Eli Lilly and Company, Indianapolis, IN 46285, USA
Copyright © 2020, Eli Lilly and Company. All rights reserved.

BAR-0001-EUA HCP-20201119
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



W This 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

Olumiant 2 mg film-coated tablets
Olumiant 4 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Olumiant 2 mqg film-coated tablets

Each film-coated tablet contains 2 mg baricitinib.

Olumiant 4 mg film-coated tablets

Each film-coated tablet contains 4 mg baricitinib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Olumiant 2 mq film-coated tablets

Light pink, 9.0 x 7.5 mm oblong tablets, debossed with “Lilly” on one side and “2” on the other.

Olumiant 4 mq film-coated tablets

Medium pink, 8.5 mm round tablets, debossed with “Lilly” on one side and “4” on the other.

The tablets contain a recessed area on each side.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Rheumatoid Arthritis

Olumiant is indicated for the treatment of moderate to severe active rheumatoid arthritis in adult
patients who have responded inadequately to, or who are intolerant to one or more disease-modifying
anti-rheumatic drugs. Olumiant may be used as monotherapy or in combination with methotrexate (see
sections 4.4, 4.5 and 5.1 for available data on different combinations).

Atopic Dermatitis

Olumiant is indicated for the treatment of moderate to severe atopic dermatitis in adult patients who
are candidates for systemic therapy.



4.2 Posology and method of administration

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

Posology

Rheumatoid Arthritis

The recommended dose of Olumiant is 4 mg once daily. A dose of 2 mg once daily is appropriate for
patients such as those aged > 75 years and may be appropriate for patients with a history of chronic or
recurrent infections. A dose of 2 mg once daily may also be considered for patients who have achieved
sustained control of disease activity with 4 mg once daily and are eligible for dose tapering (see
section 5.1).

Atopic Dermatitis

The recommended dose of Olumiant is 4 mg once daily. A dose of 2 mg once daily is appropriate for
patients such as those aged > 75 years and may be appropriate for patients with a history of chronic or
recurrent infections. A dose of 2 mg once daily should be considered for patients who have achieved
sustained control of disease activity with 4 mg once daily and are eligible for dose tapering (see
section 5.1).

Olumiant can be used with or without topical corticosteroids. The efficacy of Olumiant can be
enhanced when given with topical corticosteroids (see section 5.1). Topical calcineurin inhibitors may
be used, but should be reserved for sensitive areas only, such as the face, neck, intertriginous and
genital areas.

Consideration should be given to discontinuing treatment in patients who show no evidence of
therapeutic benefit after 8 weeks of treatment.

Treatment initiation

Treatment should not be initiated in patients with an absolute lymphocyte count (ALC) less than
0.5 x 10°cells/L, an absolute neutrophil count (ANC) less than 1 x 10° cells/L, or who have a
haemoglobin value less than 8 g/dL. Treatment may be initiated once values have improved above
these limits (see section 4.4).

Renal impairment

The recommended dose is 2 mg once daily in patients with creatinine clearance between 30 and

60 mL/min. Olumiant is not recommended for use in patients with creatinine clearance < 30 mL/min
(see section 5.2).

Hepatic impairment
No dose adjustment is required in patients with mild or moderate hepatic impairment. Olumiant is not
recommended for use in patients with severe hepatic impairment (see section 5.2).

Co-administration with OAT3 inhibitors
The recommended dose is 2 mg once daily in patients taking Organic Anion Transporter 3 (OAT3)
inhibitors with a strong inhibition potential, such as probenecid (see section 4.5).

Elderly
Clinical experience in patients > 75 years is very limited and in these patients a starting dose of 2 mg
is appropriate.

Paediatric population
The safety and efficacy of Olumiant in children and adolescents aged O to 18 years have not yet been
established. No data are available.



Method of administration

Oral use.
Olumiant is to be taken once daily with or without food and may be taken at any time of the day.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Pregnancy (see section 4.6).

4.4  Special warnings and precautions for use

Infections

Baricitinib is associated with an increased rate of infections such as upper respiratory tract infections
compared to placebo (see section 4.8). In rheumatoid arthritis clinical studies, in treatment naive
patients, combination with methotrexate resulted in increased frequency of infections compared to
baricitinib monotherapy.

The risks and benefits of treatment with Olumiant should be carefully considered prior to initiating
therapy in patients with active, chronic or recurrent infections (see section 4.2). If an infection
develops, the patient should be monitored carefully and Olumiant therapy should be temporarily
interrupted if the patient is not responding to standard therapy. Olumiant treatment should not be
resumed until the infection resolves.

Tuberculosis

Patients should be screened for tuberculosis (TB) before starting Olumiant therapy. Olumiant should
not be given to patients with active TB. Anti-TB therapy should be considered prior to initiation of
Olumiant in patients with previously untreated latent TB.

Haematological abnormalities

Absolute Neutrophil Count (ANC) < 1 x 10° cells/L and Absolute Lymphocyte Count
(ALC) < 0.5 x 10° cells/L were reported in less than 1 % of patients in clinical trials. Haemoglobin
< 8 g/dL was reported in less than 1 % of patients in rheumatoid arthritis clinical trials.

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).

The risk of lymphocytosis is increased in elderly patients with rheumatoid arthritis. Rare cases of
lymphoproliferative disorders have been reported.

Viral reactivation

Viral reactivation, including cases of herpes virus reactivation (e.g., herpes zoster, herpes simplex),
were reported in clinical studies (see section 4.8). In rheumatoid arthritis clinical studies, herpes zoster
was reported more commonly in patients > 65 years of age who had previously been treated with both
biologic and conventional DMARD:s. If a patient develops herpes zoster, Olumiant treatment should
be temporarily interrupted until the episode resolves.

Screening for viral hepatitis should be performed in accordance with clinical guidelines before starting
therapy with Olumiant. Patients with evidence of active hepatitis B or C infection were excluded from
clinical trials. Patients, who were positive for hepatitis C antibody but negative for hepatitis C virus
RNA, were allowed to participate. Patients with hepatitis B surface antibody and hepatitis B core
antibody, without hepatitis B surface antigen, were also allowed to participate; such patients should be



monitored for expression of hepatitis B virus (HBV) DNA. If HBV DNA is detected, a liver specialist
should be consulted to determine if treatment interruption is warranted.

Vaccination

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

Lipids

Dose dependent increases in blood lipid parameters were reported in patients treated with baricitinib
compared to placebo (see section 4.8). Elevations in LDL cholesterol decreased to pre-treatment levels
in response to statin therapy. Lipid parameters should be assessed approximately 12 weeks following
initiation of Olumiant therapy and thereafter patients should be managed according to international
clinical guidelines for hyperlipidaemia. The effect of these lipid parameter elevations on
cardiovascular morbidity and mortality has not been determined.

Hepatic transaminase elevations

Dose dependent increases in blood alanine transaminase (ALT) and aspartate transaminase (AST)
activity were reported in patients treated with baricitinib compared to placebo (see section 4.8).
Increases in ALT and AST to > 5 and > 10 x upper limit of normal (ULN) were reported in less
than 1 % of patients in clinical trials. In rheumatoid arthritis clinical studies in treatment-naive
patients, combination with methotrexate resulted in increased frequency of hepatic transaminase
elevations compared with baricitinib monotherapy (see section 4.8).

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

Malignancy

The risk of malignancies including lymphoma is increased in patients with rheumatoid arthritis.
Immunomodulatory medicinal products may increase the risk of malignancies including lymphoma.
The clinical data are insufficient to assess the potential incidence of malignancies following exposure
to baricitinib. Long-term safety evaluations are ongoing.

Venous Thromboembolism

Events of deep venous thrombosis (DVT) and pulmonary embolism (PE) have been reported in
patients receiving baricitinib. Olumiant should be used with caution in patients with risk factors for
DVTI/PE, such as older age, obesity, a medical history of DVT/PE, or patients undergoing surgery and
immobilisation. If clinical features of DVT/PE occur, Olumiant treatment should be discontinued and
patients should be evaluated promptly, followed by appropriate treatment.



Laboratory monitoring

Table 1. Laboratory measures and monitoring guidance

Laboratory

Action Monitoring Guidance
Measure

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

Patients should be managed
Lipid parameters according to international clinical
guidelines for hyperlipidaemia

Treatment should be interrupted if
Absolute Neutrophil | ANC < 1 x 10° cells/L and may be

Count (ANC) restarted once ANC return above
this value
Absolute Treatment should be interrupted if

ALC < 0.5 x 10° cells/L and may be
restarted once ALC return above
this value

Treatment should be interrupted if
Haemoglobin (Hb) Hb < 8 g/dL and may be restarted
once Hb return above this value
Treatment should be temporarily
interrupted if drug-induced liver
injury is suspected

Before treatment initiation and
thereafter according to routine
patient management

Lymphocyte Count
(ALC)

Hepatic
transaminases

Immunosuppressive medicinal products

Combination with biologic DMARDs, biologic immunomodulators or other Janus kinase (JAK)
inhibitors is not recommended, as a risk of additive immunosuppression cannot be excluded.

In rheumatoid arthritis, data concerning use of baricitinib with potent immunosuppressive medicinal
products (e.g., azathioprine, tacrolimus, ciclosporin) are limited and caution should be exercised when
using such combinations (see section 4.5).

In atopic dermatitis, combination with ciclosporin or other potent immunosuppressants has not been
studied and is not recommended (see section 4.5).

Hypersensitivity

In post-marketing experience, cases of drug hypersensitivity associated with baricitinib administration
have been reported. If any serious allergic or anaphylactic reaction occurs, baricitinib should be
discontinued immediately.

Diverticulitis

Events of diverticulitis and gastrointestinal perforation have been reported in clinical trials and from
postmarketing sources. Baricitinib should be used with caution in patients with diverticular disease
and especially in patients chronically treated with concomitant medications associated with an
increased risk of diverticulitis: nonsteroidal anti-inflammatory drugs, corticosteroids, and opioids.
Patients presenting with new onset abdominal signs and symptoms should be evaluated promptly for
early identification of diverticulitis or gastrointestinal perforation.

Excipients

This medicinal product contains less than 1 mmol sodium (23 mg) per tablet, i.e., essentially “sodium-
free”.



4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

Immunosuppressive medicinal products

Combination with biologic DMARDs, biologic immunomodulators or other JAK inhibitors has not
been studied. In rheumatoid arthritis, use of baricitinib with potent immunosuppressive medicinal
products such as azathioprine, tacrolimus, or ciclosporin was limited in clinical studies of baricitinib,
and a risk of additive immunosuppression cannot be excluded. In atopic dermatitis, combination with
ciclosporin or other potent immunosuppressants has not been studied and is not recommended (see
section 4.4).

Potential for other medicinal products to affect the pharmacokinetics of baricitinib

Transporters

In vitro, baricitinib is a substrate for organic anionic transporter (OAT)3, P-glycoprotein (Pgp), breast
cancer resistance protein (BCRP) and multidrug and toxic extrusion protein (MATE)2-K. In a clinical
pharmacology study, dosing of probenecid (an OAT3 inhibitor with strong inhibition potential)
resulted in approximately a 2-fold increase in AUCo-«) With no change in tmax or Cmax Of baricitinib.
Consequently, the recommended dose in patients taking OAT3 inhibitors with a strong inhibition
potential, such as probenecid, is 2 mg once daily (see section 4.2). No clinical pharmacology study has
been conducted with OAT3 inhibitors with less inhibition potential. The prodrug leflunomide rapidly
converts to teriflunomide which is a weak OAT3 inhibitor and therefore may lead to an increase in
baricitinib exposure. Since dedicated interaction studies have not been conducted, caution should be
used when leflunomide or teriflunomide are given concomitantly with baricitinib. Concomitant use of
the OAT3 inhibitors ibuprofen and diclofenac may lead to increased exposure of baricitinib, however
their inhibition potential of OAT3 is less compared to probenecid and thus a clinically relevant
interaction is not expected. Coadministration of baricitinib with ciclosporin (Pgp/BCRP inhibitor) or
methotrexate (substrate of several transporters including OATP1B1, OAT1, OAT3, BCRP, MRP2,
MRP3, and MRP4) resulted in no clinically meaningful effects on baricitinib exposure.

Cytochrome P450 enzymes

In vitro, baricitinib is a cytochrome P450 enzyme (CYP)3A4 substrate although less than 10 % of the
dose is metabolised via oxidation. In clinical pharmacology studies, coadministration of baricitinib
with ketoconazole (strong CYP3A inhibitor) resulted in no clinically meaningful effect on the PK of
baricitinib. Coadministration of baricitinib with fluconazole (moderate CYP3A/CYP2C19/CYP2C9
inhibitor) or rifampicin (strong CYP3A inducer) resulted in no clinically meaningful changes to
baricitinib exposure.

Gastric pH modifying agents
Elevating gastric pH with omeprazole had no clinically significant effect on baricitinib exposure.

Potential for baricitinib to affect the pharmacokinetics of other medicinal products

Transporters

In vitro, baricitinib is not an inhibitor of OAT1, OAT2, OAT3, organic cationic transporter (OCT) 2,
OATP1B1, OATP1B3, BCRP, MATE1 and MATE2-K at clinically relevant concentrations.
Baricitinib may be a clinically relevant inhibitor of OCT1, however there are currently no known
selective OCT1 substrates for which clinically significant interactions might be predicted. In clinical
pharmacology studies there were no clinically meaningful effects on exposure when baricitinib was
coadministered with digoxin (Pgp substrate) or methotrexate (substrate of several transporters).



Cytochrome P450 enzymes

In clinical pharmacology studies, coadministration of baricitinib with the CYP3A substrates
simvastatin, ethinyl oestradiol, or levonorgestrel resulted in no clinically meaningful changes in the
PK of these medicinal products.

4.6  Fertility, pregnancy and lactation

Pregnancy

The JAK/STAT pathway has been shown to be involved in cell adhesion and cell polarity which can
affect early embryonic development. There are no adequate data from the use of baricitinib in pregnant
women. Studies in animals have shown reproductive toxicity (see section 5.3). Baricitinib was
teratogenic in rats and rabbits. Animal studies indicate that baricitinib may have an adverse effect on
bone development in utero at higher dosages.

Olumiant is contraindicated during pregnancy (see section 4.3). Women of childbearing potential have

to use effective contraception during and for at least 1 week after treatment. If a patient becomes
pregnant while taking Olumiant the parents should be informed of the potential risk to the foetus.

Breast-feeding

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

A risk to newborns/infants cannot be excluded and Olumiant should not be used during breast-feeding.

A decision must be made whether to discontinue breast-feeding or to discontinue Olumiant therapy
taking into account the benefit of breast-feeding for the child and the benefit of therapy for the woman.

Fertility

Studies in animals suggest that treatment with baricitinib has the potential to decrease female fertility
while on treatment, but there was no effect on male spermatogenesis (see section 5.3).

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

Summary of safety profile

In placebo-controlled rheumatoid arthritis clinical trials, for up to 16 weeks, the most commonly
reported adverse drug reactions (ADRS) occurring in > 2 % of patients treated with Olumiant
monotherapy or in combination with conventional synthetic DMARDs were increased LDL
cholesterol (33.6 %), upper respiratory tract infections (14.7 %) and headache (3.8 %). Infections
reported with Olumiant treatment included herpes zoster (1.4 %).

In placebo-controlled atopic dermatitis clinical trials, for up to 16 weeks, the most commonly reported
ADRSs occurring in > 2 % of patients treated with Olumiant monotherapy or in combination with
topical corticosteroids were similar to those observed in rheumatoid arthritis, except for increased
LDL cholesterol (13.2 %) and herpes simplex (6.1 %). In patients treated with baricitinib in the atopic
dermatitis clinical trials, the frequency of herpes zoster was very rare.



Tabulated list of adverse reactions

Rheumatoid Arthritis

A total of 3,770 patients were treated with Olumiant in clinical studies in rheumatoid arthritis
representing 10,127 patient-years of exposure. Of these, 2,960 rheumatoid arthritis patients were
exposed to Olumiant for at least one year.

Seven placebo-controlled studies were integrated (1,142 patients on 4 mg once daily and
1,215 patients on placebo) to evaluate the safety of Olumiant in comparison to placebo for up to
16 weeks after treatment initiation.

Atopic Dermatitis

A total of 2,531 patients were treated with Olumiant in clinical studies in atopic dermatitis
representing a total of 2,247 patient-years of exposure. Of these, 1,106 atopic dermatitis patients were
exposed to Olumiant for at least one year.

Five placebo-controlled studies were integrated (489 patients on 4 mg once daily and 743 patients on
placebo) to evaluate the safety of Olumiant in comparison to placebo for up to 16 weeks after
treatment initiation.

Table 2. Adverse Reactions

Frequency estimate: Very common (> 1/10), common (> 1/100 to < 1/10), uncommon (> 1/1,000
to < 1/100), rare (> 1/10,000 to < 1/1,000), very rare (< 1/10,000). The frequencies in Table 2 are
based on integrated data across both rheumatoid arthritis and atopic dermatitis indications unless



stated otherwise; where notable differences in frequency are observed in one indication alone, these
are presented in the footnotes below the table.

System Organ
Class

Very common

Common

Uncommon

Infections and
infestations

Upper respiratory tract
infections

Herpes zoster®
Herpes simplex
Gastroenteritis

Urinary tract infections

Pneumonia®

Blood and
lymphatic
system disorders

Thrombocytosis

> 600 x 10° cells/L? ¢

Neutropaenia
<1 x10° cells/L?

Metabolism and
nutrition
disorders

Hypercholesterolaemia®

Hypertriglyceridaemia®

Nervous system
disorders

Headache

Gastrointestinal
disorders

Nausea’
Abdominal pain

Diverticulitis

Hepatobiliary
disorders

ALT increased
>3 x ULN*¢

AST increased >3 x ULN?

Skin and
subcutaneous
tissue disorders

Rash
Acne®

Immune
disorders

Swelling of the face,
Urticaria

Respiratory,

Pulmonary embolism

thoracic,
mediastinal
disorders

Vascular Deep Vein Thrombosis

disorders

Creatine phosphokinase
increased > 5 x ULN*°

Investigations Weight increased

 Includes changes detected during laboratory monitoring (see text below).

b Frequency for herpes zoster is based on rheumatoid arthritis clinical trials.

Frequency for acne and creatine phosphokinase increased > 5 x ULN is based on the pooled
rheumatoid arthritis and atopic dermatitis clinical trials. In patients treated with baricitinib in the
rheumatoid arthritis clinical trials, the frequency of those events was uncommon.

¢ Frequency for pneumonia, thrombocytosis > 600 x 10° cells/L, nausea, and ALT >3 x ULN is based
on the pooled rheumatoid arthritis and atopic dermatitis clinical trials. In patients treated with
baricitinib in the atopic dermatitis clinical trials, the frequency of those events was uncommon.

Description of selected adverse reactions

Gastrointestinal disorders

In rheumatoid arthritis clinical studies, in treatment-naive patients, through 52 weeks, the frequency of
nausea was greater for the combination treatment of methotrexate and Olumiant (9.3 %) compared to
methotrexate alone (6.2 %) or Olumiant alone (4.4 %). Nausea was most frequent during the first

2 weeks of treatment. In atopic dermatitis clinical studies, for up to 16 weeks, the frequency of nausea
with Olumiant was 0.8 %.

In rheumatoid arthritis controlled studies, for up to 16 weeks, abdominal pain occurred in 2.1 % of
patients treated with Olumiant 4 mg and 1.4 % of patients treated with placebo. The frequency of
abdominal pain in atopic dermatitis clinical studies was similar. The cases were usually mild,
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transient, not associated with infectious or inflammatory gastrointestinal disorders, and did not lead to
treatment interruption.

Infections
Rheumatoid Arthritis

In controlled studies, for up to 16 weeks, the incidence rate of all infections (rate of patients with

> 1 event per 100 patient-years of exposure) was 101 with Olumiant compared to 83 in the placebo
group. Most infections were mild to moderate in severity. In studies which included both doses,
infections were reported in 31.9 %, 28.8 % and 24.1 % of patients up to 16 weeks in the 4 mg, 2 mg
and placebo groups, respectively. Reporting rates for Olumiant compared to placebo for the
infection-related ADRs were: Upper respiratory tract infections (14.7 % vs. 11.7 %), urinary tract
infections (3.4 % vs. 2.7 %), gastroenteritis (1.6 % vs. 0.8 %), herpes simplex (1.8 % vs. 0.7 %), and
herpes zoster (1.4 % vs. 0.4 %). In treatment-naive patients, for up to 52 weeks, the frequency of upper
respiratory tract infections was greater for the combination treatment of methotrexate and Olumiant
(26.0 %) compared to methotrexate alone (22.9 %) or Olumiant alone (22.0 %). The rate of serious
infections with Olumiant (1.1 %) was similar to placebo (1.2 %). For Olumiant, the most common
serious infections were herpes zoster, and cellulitis. The rate of serious infections remained stable
during long term exposure. The overall incidence rate of serious infections in the clinical trial
programme was 3.2 per 100 patient-years.

Atopic Dermatitis

In controlled studies, for up to 16 weeks, the incidence rate of all infections (rate of patients with

> 1 event per 100 patient-years of exposure) was 155 with Olumiant 4 mg compared to 118 in the
placebo group. Most infections were mild to moderate in severity. Infections were reported in 31.5 %,
29.8 % and 24.2 % of patients up to 16 weeks in the 4 mg, 2 mg and placebo groups, respectively. The
percentage of patients reporting infection-related ADRs for Olumiant 4 mg compared to placebo were:
Upper respiratory tract infections (17.5 % vs. 14.1 %), urinary tract infections (2.0 % vs. 0.8 %),
gastroenteritis (1.2 % vs. 0.5 %), herpes simplex (6.1 % vs. 2.7 %), herpes zoster (0 % vs. 0.3 %) and
pneumonia (0 % vs 0.1 %). In atopic dermatitis clinical studies, the frequency of infections was
generally similar to those observed in rheumatoid arthritis patients except for pneumonia which was
uncommon and herpes zoster which was very rare. There were less skin infections requiring antibiotic
treatment with Olumiant 4 mg (3.4 %) than with placebo (4.4 %). The same percentage of patients
with serious infections was observed with Olumiant 4 mg and placebo (0.6 %). The overall incidence
rate of serious infections with baricitinib in the atopic dermatitis clinical trial programme was 2.1 per
100 patient-years.

Hepatic transaminase elevations

In rheumatoid arthritis controlled studies, for up to 16 weeks, alanine transaminase (ALT) and
aspartate transaminase (AST) elevations > 3 x upper limit of normal (ULN) were observed in 1.4 %
and 0.8 % of patients treated with Olumiant, compared to 1.0 % and 0.8 % respectively of patients
treated with placebo.

In treatment-naive patients, the combination of Olumiant with potentially hepatotoxic medicinal
products, such as methotrexate, resulted in increased frequency of these elevations. For up to

52 weeks, the frequency of ALT and AST elevations > 3 x ULN were greater for the combination
treatment of methotrexate and Olumiant (7.5 % and 3.8 %) compared to methotrexate alone (2.9 %
and 0.5 %) or Olumiant alone (1.9 % and 1.3 %).

In atopic dermatitis_controlled studies, for up to 16 weeks, ALT and AST elevations > 3 x ULN were
uncommonly observed in 0.2 % and 0.5 % of patients treated with Olumiant 4 mg, compared to 0.8 %
and 0.8 % respectively of patients treated with placebo.

Across indications, dose dependent increases in blood ALT and AST activity were also reported in
studies extended over week 16. Most cases of hepatic transaminase elevations were asymptomatic and
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transient. The pattern and incidence of elevation in ALT/AST remained stable over time including in
the long-term extension study.

Lipid elevations

In rheumatoid arthritis clinical studies, baricitinib 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 12 weeks and
remained stable thereafter at a higher value than baseline including in the long-term extension study.

In studies which included both doses, a dose-relationship was observed with increased total cholesterol
>5.17 mmol/L reported in 48.8 %, 34.7 % and 17.8 % of patients up to 16 weeks in the 4 mg, 2 mg
and placebo groups, respectively.

Elevations in LDL cholesterol decreased to pre-treatment levels in response to statin therapy.

In atopic dermatitis clinical studies, baricitinib treatment was associated with increases in lipid
parameters including total cholesterol, LDL cholesterol, and HDL cholesterol. Elevations were
observed at 12 weeks and mean total and LDL cholesterol increased through week 52. There was no
increase in the LDL/HDL ratio. No dose-relationships were observed in controlled studies, for up to
16 weeks for total cholesterol, LDL cholesterol, or HDL cholesterol. There was no increase in
triglycerides levels.

In controlled studies, for up to 16 weeks, the following frequencies were observed for Olumiant 4 mg
vs. placebo:
e Increased total cholesterol >5.17 mmol/L:
0 Rheumatoid Arthritis: 49.1 % vs.15.8 %, respectively
0 Atopic Dermatitis: 20.7 % vs. 10.0 %, respectively
e Increased LDL cholesterol > 3.36 mmol/L.:
0 Rheumatoid Arthritis: 33.6 % vs. 10.3 %, respectively
0 Atopic Dermatitis: 13.2 % vs. 6.3 %, respectively
e Increased HDL cholesterol > 1.55 mmol/L:
0 Rheumatoid Arthritis: 42.7 % vs. 13.8 %, respectively
0 Atopic Dermatitis: 25.3 % vs. 14.7 %, respectively
e Increased triglycerides > 5.65 mmol/L:
0 Rheumatoid Arthritis: 0.4 % vs. 0.5 %, respectively
0 Atopic Dermatitis: 0.7 % vs. 0.8 %, respectively

Creatine phosphokinase (CPK)

In rheumatoid arthritis controlled studies, for up to 16 weeks, increases in CPK values were
uncommon. Significant increases (> 5 x ULN) occurred in 0.8 % of patients treated with Olumiant and
0.3 % of patients treated with placebo. A dose relationship was observed with CPK elevations

>5 x ULN of normal reported in 1.5 %, 0.8 % and 0.6 % of patients at 16 weeks in the 4 mg, 2 mg
and placebo groups, respectively. In atopic dermatitis controlled studies, for up to 16 weeks, increases
in CPK values were common and occurred in 3.3 %, 2.5 %, and 1.9 % of patients treated with
Olumiant 4 mg, 2 mg, and placebo, respectively. Across indications, most cases were transient and did
not require treatment discontinuation.

In rheumatoid arthritis and atopic dermatitis clinical trials, there were no confirmed cases of
rhabdomyolysis. Elevations of CPK were observed at 4 weeks and remained stable at a higher value
than baseline thereafter including in the long-term extension study.

Neutropaenia

In rheumatoid arthritis and atopic dermatitis controlled studies, for up to 16 weeks, decreases in
neutrophil counts below 1 x 10° cells/L occurred in 0.2 % of patients treated with Olumiant compared
to 0 % of patients treated with placebo. There was no clear relationship between decreases in
neutrophil counts and the occurrence of serious infections. However, in clinical studies, treatment was
interrupted in response to ANC < 1 x 10°cells/L. The pattern and incidence of decreases in neutrophil
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counts remained stable at a lower value than baseline over time including in the long-term extension
study.

Thrombocytosis

In rheumatoid arthritis controlled studies, for up to 16 weeks, increases in platelet counts above

600 x 10° cells/L occurred in 2.0 % of patients treated with Olumiant 4 mg and 1.1 % of patients
treated with placebo. In atopic dermatitis controlled studies, for up to 16 weeks, increases in platelet
counts above 600 x 10° cells/L occurred in 0.6 % of patients treated with Olumiant 4 mg and 0 % of
patients treated with placebo. The frequency of thrombocytosis in atopic dermatitis studies was
uncommon and lower than that observed in the rheumatoid arthritis patients.

No association was observed between increased platelet counts and adverse events of a thrombotic
nature. The pattern and incidence of increases in platelet counts remained stable at a higher value than
baseline over time including in the long term extension study.

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.

49 Overdose

Single doses up to 40 mg and multiple doses of up to 20 mg daily for 10 days have been administered
in clinical trials without dose-limiting toxicity. Adverse events were comparable to those seen at lower
doses and no specific toxicities were identified. Pharmacokinetic data of a single dose of 40 mg in
healthy volunteers indicate that more than 90 % of the administered dose is expected to be eliminated
within 24 hours. 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: Selective immunosuppressants, ATC code: LO4AA37

Mechanism of action

Baricitinib is a selective and reversible inhibitor of Janus kinase (JAK)1 and JAK2. In isolated enzyme
assays, baricitinib inhibited the activities of JAK1, JAK2, Tyrosine Kinase 2 and JAK3 with ICsg
values of 5.9, 5.7, 53 and > 400 nM, respectively.

Janus kinases (JAKS) are enzymes that transduce intracellular signals from cell surface receptors for a
number of cytokines and growth factors involved in haematopoiesis, inflammation and immune
function. Within the intracellular signalling pathway, JAKs phosphorylate and activate signal
transducers and activators of transcription (STATS), which activate gene expression within the cell.
Baricitinib modulates these signalling pathways by partially inhibiting JAK1 and JAK2 enzymatic
activity, thereby reducing the phosphorylation and activation of STATS.
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Pharmacodynamic effects

Inhibition of IL-6 induced STAT3 phosphorylation

Administration of baricitinib resulted in a dose dependent inhibition of IL-6 induced STAT3
phosphorylation in whole blood from healthy subjects with maximal inhibition observed 2 hours after
dosing which returned to near baseline by 24 hours.

Immunoglobulins

Mean serum IgG, IgM, and IgA values decreased by 12 weeks after starting treatment with Olumiant,
and remained stable at a lower value than baseline through at least 104 weeks. For most patients,
changes in immunoglobulins occurred within the normal reference range.

Lymphocytes

Mean absolute lymphocyte count increased by 1 week after starting treatment with Olumiant, returned
to baseline by week 24, and then remained stable through at least 104 weeks. For most patients,
changes in lymphocyte count occurred within the normal reference range.

C-reactive protein
In patients with rheumatoid arthritis, decreases in serum C-reactive protein (CRP) were observed as
early as 1 week after starting treatment with Olumiant and were maintained throughout dosing.

Creatinine

In rheumatoid arthritis, baricitinib induced a mean increase in serum creatinine levels of 3.8 umol/L
after two weeks of treatment, as compared to placebo, which remained stable thereafter during up to
104 weeks of treatment. This may be due to inhibition of creatinine secretion by baricitinib in the
renal tubules. Consequently, estimates of the glomerular filtration rate based on serum creatinine may
be slightly reduced, without actual loss of renal function or the occurrence of renal adverse events.
Similar observations have been made in atopic dermatitis. In atopic dermatitis, baricitinib was
associated with a decrease in cystatin C (also used to estimate glomerular filtration rate) of 0.1 mg/L at
week 4, with no further decrease noted up to week 16.

In vitro skin models

In an in-vitro human skin model treated with pro-inflammatory cytokines (i.e., IL-4, IL-13, 1L-31),
baricitinib reduced epidermal keratinocyte pSTAT3 expression, and increased the expression of
filaggrin, a protein that plays a role in skin barrier function and in the pathogenesis of atopic
dermatitis.

Vaccine study

The influence of baricitinib on the humoral response to non-live vaccines was evaluated in 106 RA
patients under stable treatment with baricitinib 2 or 4 mg, receiving inactivated pneumococcal or tetanus
vaccination. The majority of these patients (n = 94) were co-treated with methotrexate. For the total
population, pneumococcal vaccination resulted in a satisfactory 1gG immune response in 68.0 %
(95 % CI: 58.4 %, 76.2 %) of the patients. In 43.1 % (95 % CI: 34.0 %, 52.8 %) of the patients, a
satisfactory 1gG immune response to tetanus vaccination was achieved.

Clinical efficacy

Rheumatoid Arthritis

The efficacy and safety of Olumiant once daily was assessed in 4 Phase 11l randomised, double-blind,
multicentre studies in patients with moderate to severe active rheumatoid arthritis diagnosed according
to the ACR/EULAR 2010 criteria (see Table 3). Patients over 18 years of age were eligible to
participate. The presence of at least 6 tender and 6 swollen joints was required at baseline. All patients
who completed these studies were eligible to enrol in a long term extension study for up to 4 years
continued treatment.
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The RA-BEGIN Study in MTX-naive patients is supportive for the target population of patients with
an inadequate response to, or intolerance to, other DMARDSs (section 4.1).

Table 3. Clinical Trial Summary

Study name | Population Treatment arms Summary of key outcome measures
(Duration) | (Number)
RA-BEGIN |MTX-naive! |e Olumiant 4 mg QD e Primary endpoint: ACR20 at week 24
(52 weeks) |(584) ¢ Olumiant 4 mg QD + MTX e Physical function (HAQ-DI)
o MTX e Radiographic progression (mTSS)
e Low disease activity and Remission (SDAI)
RA-BEAM |MTX-IR? e Olumiant 4 mg QD e Primary endpoint: ACR20 at week 12
(52 weeks) | (1305) e Adalimumab 40 mg SC Q2W e Physical function (HAQ-DI)
e Placebo ¢ Radiographic progression (mTSS)
o Low disease activity and Remission (SDAI)
All patients on background MTX | e Morning Joint Stiffness
RA-BUILD |cDMARD-IR? | e Olumiant 4 mg QD e Primary endpoint: ACR20 at week 12
(24 weeks) | (684) e Olumiant 2 mg QD e Physical function (HAQ-DI)
e Placebo o Low disease activity and remission (SDAI)
¢ Radiographic progression (mTSS)
On background cDMARDs® if on | e Morning Joint Stiffness
stable cDMARD at study entry
RA- TNF-IR? e Olumiant 4 mg QD e Primary endpoint: ACR20 at week 12
BEACON | (527) « Olumiant 2 mg QD e Physical function (HAQ-DI)
(24 weeks) « Placebo e Low disease activity and Remission (SDAI)
On background cDMARDSs?®

Abbreviations: QD = Once daily; Q2W = Once every 2 weeks; SC = Subcutaneously;
ACR = American College of Rheumatology; SDAI = Simplified Disease Activity Index;
HAQ-DI = Health Assessment Questionnaire-Disability Index; mTSS = modified Total Sharp Score

! Patients who had received less than 3 doses of Methotrexate (MTX); naive to other conventional or
biologic DMARDSs
2 Patients who had an inadequate response to MTX (+/- other cDOMARDS); biologic-naive

% Patients who had an inadequate response or were intolerant to > 1 cDMARDs; biologic- naive

* Patients who had an inadequate response or were intolerant to > 1 bDMARDSs; including at least one
TNF inhibitor
® Most common concomitant cDMARDs included MTX, hydroxychloroquine, leflunomide and

sulfasalazine

Clinical Response
In all studies, patients treated with Olumiant 4 mg once daily had statistically significantly higher
ACR20, ACR50 and ACR70 response at 12 weeks compared to placebo, MTX or adalimumab (see
Table 4).Time to onset of efficacy was rapid across measures with significantly greater responses seen
as early as week 1. Continued, durable response rates were observed, with ACR20/50/70 responses
maintained for at least 2 years including the long-term extension study.

Treatment with Olumiant 4 mg, alone or in combination with cDMARDs, resulted in significant
improvements in all individual ACR components, including tender and swollen joint counts, patient
and physician global assessments, HAQ-DI, pain assessment and CRP, compared to placebo or MTX
monotherapy. In RA-BEAM, treatment with Olumiant resulted in significant improvement in patient
and physician global assessments, HAQ-DI, pain assessment and CRP at Weeks 12, 24 and 52
compared to adalimumab.

In placebo-controlled trials in which MTX was not required, 501 subjects randomized to baricitinib
2 mg or 4 mg received MTX as background therapy, and 303 received conventional DMARDs other
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than MTX (approximately half with MTX and half without). The most common concomitant
DMARD:s in these subjects were MTX (79 % of patients), hydroxychloroquine (19 %), leflunomide
(11 %), and sulphasalazine (9 %). No relevant differences regarding efficacy and safety were observed
in subgroups defined by types of concomitant DMARDs used in combination with baricitinib.

Remission and low disease activity

A statistically significantly greater proportion of patients treated with Olumiant 4 mg compared to
placebo or MTX achieved remission, as defined by SDAI < 3.3 and CDAI < 2.8, at weeks 12 and 24
(Table 4).

In all 4 studies, a significantly higher proportion of patients treated with Olumiant 4 mg compared to
placebo or MTX achieved low disease activity or remission (DAS28-ESR or DAS28-hsCRP < 3.2 and
DAS28-ESR or DAS28-hsCRP < 2.6) at Weeks 12 and 24.

Greater rates of remission compared to placebo were observed as early as week 4. Including data from

a long-term extension study, remission and low disease activity rates were maintained for at least
2 years.
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Table 4: Response, Remission and Physical Function

Study

RA-BEGIN

MTX-naive patients

RA-BEAM
MTX-IR patients

RA-BUILD
cDMARD-IR patients

RA-BEACON
TNF-IR patients

Treatment |MTX| OLU | OLU | PBO | OLU ADA | PBO | OLU | OLU | PBO | OLU | OLU

group 4mg | 4mg 4 mg 40 mg 2mg | 4mg 2mg | 4mg
+ MTX Q2w

N 210 | 159 215 | 488 487 330 228 | 229 | 227 | 176 | 174 | 177

ACR20:

Week 12 |59 % |79 %™ |77 %™ |40 % |70 %™ |61 %™ |39% |66 %62 %™|27 % |49 %™"|55 %™

Week 24 62 % |77 %™ (78 %™ |37 % |74 %™ |66 %™ |42% (61 % |65 % |27 % |45 %™ |46 %™

Week 52 |56 % |73 %™ |73 %™ 71%'" 162 %

ACRS50:

Week 12 33 % |55 %™ [60 %™ [17 % |45 %135 %™ |13% |33 % |34 %™"|8 % 20 %™ |28 %™

Week 24 |43 % |60 %™ (63 %" [19% [51 %™ [45%™ |21% |41 % ™44 %""|13% [23%" |29 %™

Week 52 |38 % (57 %™ |62 %™ 56 %' 47 %

ACR70:

Week 12 |16 % (31 %™ (34 %™ |5% [19%™" [13%™ 3% |18 %18 %™ [2% |13 %™|11 %™

Week 24 21 % |42 %™ |40 %™ |8 % |30 %™ |22 %™ |8 % 25 %124 %3 % 13 %™ |17 %™

Week 52 25 % |42 %™ |46 %™ 37 % 31%

DAS28-hsCRP < 3.2:

Week 12 |30 % |47 %™ [56 %™ |14 % (44 %™ 1|35 %™ |17 % (36 %™|39 %™"|9 % 24 %32 %™

Week 24 |38 % |57 %™ [60 %™ |19 % |52 %™ |48 %™ |24 % |46 %™|52 %11 % |20 %" |33 %™

Week 52 |38 % |57 %™ |63 %™ 56 %' |48 %

DAS28-ESR < 3.2:

Week 12 |15% [21% [34%™|[7% [24%™ [21%™ |7 % 21 %™ (22 %™ |4 % 13 %™ |12 %™

Week 24 |23 % |36 %™ [39 %™ |10 % (32 %™ (34 %™ |10% |29 %™"|32 %"™|7 % 11% [17%™

Week 52 27 % (36 % |45 %™ 39 % 36 %

SDAI £3.3:

Week 12 [6% [14%" [20%™[2% [8%™ [7%™ 1% (9% [9%™ [2% 2% |5%

Week 24 |10 % (22 %™ [23%™|3% [16 %™ [14%™ 4% |[17%™|15%™|2% [5% [9%™

Week 52 |13 % (25 %™ |30 %™ 23 % 18 %

CDAI <£2.8:

Week 12 7% [14%" [19%™ 2% [8%™ |7%™ 2% 10 %™ 9 %™ |2 % 3% 6 %

Week 24 11% (21 %™ [22%™ |[4% |16 %™ [12%™ |4 % 15 %™ |15 %™|3 % 5% 9%"

Week 52 |16 % |25 %" |28 %™ 22% 18 %

HAQ-DI Minimum Clinically Important Difference (decrease in HAQ-DI score of > 0.30):

Week 12 160 % (81 %™ |77 %™ |46 % (68 %™ (64 %™ |44% |60 %" |56 %™ |35% |48 %" |54 %™

Week 24 66 % |77 %" [74% |37 % |67 %™ |60 %™ |37 % |58 %™™"|55 %""|24 % |41 %™ |44 %™

Week 52 |53 % (65 %" |67 %™ 61 % 55 %

Note: Proportions of responders at each time point based on those initially randomised to treatment
(N). Patients who discontinued or received rescue therapy were considered as non-responders

thereafter.

Abbreviations: ADA = adalimumab; MTX = methotrexate; OLU = Olumiant; PBO = Placebo
*p <0.05; ** p<0.01; *** p <0.001 vs. placebo (vs. MTX for study RA-BEGIN)
t p<0.05; 1T p<0.01; t11 p <0.001 vs. adalimumab

Radiographic response
The effect of Olumiant on progression of structural joint damage was evaluated radiographically in

studies RA-BEGIN, RA-BEAM and RA-BUILD and assessed using the modified Total Sharp Score
(mTSS) and its components, the erosion score and joint space narrowing score.
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Treatment with Olumiant 4 mg resulted in a statistically significant inhibition of progression of
structural joint damage (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 Olumiant 4 mg compared to placebo at weeks 24 and 52.

Table 5. Radiographic Changes

Study RA-BEGIN RA-BEAM RA-BUILD
MTX-naive patients MTX-IR patients cDMARD-IR patients
Treatment | MTX oLu oLu PBO? OoLu ADA PBO OoLu OoLu
group 4 mg 4 mg 4 mg 40 mg 2mg 4 mg
+ MTX Q2w

Modified Total Sharp Score, mean change from baseline:

Week 24 0.61 0.39 0.29" 0.90 0.41™ 10.33"™ ]0.70 0.33" 0.15™

Week 52 1.02 0.80 0.40™ 1.80 0.71™ | 0.60™

Erosion Score, Mean change from baseline:

Week 24 0.47 0.33 0.26 0.61 0.29™ |0.24™ ]0.47 0.30 0.11™

Week 52 0.81 0.55 0.34™ 1.23 051" | 0.42™

Joint Space Narrowing Score, mean change from baseline:

Week 24 0.14 0.06 0.03 0.29 0.12™ 0.10™ 0.23 0.03" 0.04"

Week 52 0.21 0.25 0.06 0.58 021" |0.19™

Proportion of patients with no radiographic progression®:

Week 24 68 % 76 % 811%™ | 70% 81%™ | 83%™ | 74% 2% 80 %

Week 52 66 % 69 % 80%™ | 70% 799%™ | 81%”

Abbreviations: ADA = adalimumab; MTX = methotrexate; OLU = Olumiant; PBO = Placebo
2 Placebo data at week 52 derived using linear extrapolation

® No progression defined as mTSS change < 0.

*p <0.05; ** p <0.01; *** p <0.001 vs. placebo (vs. MTX for study RA-BEGIN)

Physical function response and health-related outcomes

Treatment with Olumiant 4 mg, alone or in combination with cDMARDs, resulted in a significant
improvement in physical function compared to all comparators (placebo, MTX, adalimumab), as
measured by HAQ-DI, at 12, 24 and 52 weeks. The proportion of patients achieving a clinically
significant improvement (HAQ-DI > 0.30) was also higher with Olumiant compared to placebo or
MTX at week 12 (Table 4). Improvements were seen as early as week 1 and, in studies RA-BEGIN
and RA-BEAM, this was maintained for up to 52 weeks.

Treatment with Olumiant 4 mg, alone or in combination with cDMARDs, resulted in a significant
improvement in pain compared to all comparators (placebo, MTX, adalimumab), as measured on a
0-100 visual analogue scale, at 12 weeks. Statistically significant pain reduction was seen as early as
week 1 and in studies RA-BEGIN and RA-BEAM this was maintained for up to 52 weeks.

In RA-BEAM and RA-BUILD, treatment with Olumiant 4 mg resulted in a significant improvement
in the mean duration and severity of morning joint stiffness compared to placebo or adalimumab as
assessed using daily electronic patient diaries for 12 weeks.

In all studies, Olumiant-treated patients reported improvements in patient-reported quality of life, as
measured by the Short Form (36) Health Survey (SF-36) Physical Component Score and fatigue, as
measured by the Functional Assessment of Chronic Iliness Therapy-Fatigue score (FACIT-F).

Olumiant 4 mg vs. 2 mg

Differences in efficacy between the 4 mg and the 2 mg doses were most notable in the b DMARD-IR
population (RA-BEACON), in which statistically significant improvements in the ACR components of
swollen joint count, tender joint count and ESR were shown for Olumiant 4 mg compared to placebo
at week 24 but not for Olumiant 2 mg compared to placebo. In addition, for both study RA-BEACON
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and RA-BUILD, onset of efficacy was faster and the effect size was generally larger for the 4 mg dose
groups compared to 2 mg.

In a long-term extension study, patients from Studies RA-BEAM, RA-BUILD and RA-BEACON who
achieved sustained low disease activity or remission (CDAI < 10) after at least 15 months of treatment
with Olumiant 4 mg once daily were re-randomized 1:1 in a double-blind manner to continue 4 mg
once daily or reduce dose to 2 mg once daily. The majority of patients maintained low disease activity
or remission based on CDAI score:

o Atweek 12: 234/251 (93 %) continuing 4 mg vs. 207/251 (82 %) reduced to 2 mg (p < 0.001)

o At week 24: 163/191 (85 %) continuing 4 mg vs. 144/189 (76 %) reduced to 2 mg (p < 0.05)

o At week 48: 57/73 (78 %) continuing 4 mg vs. 51/86 (59 %) reduced to 2 mg (p < 0.05)

The majority of patients who lost their low disease activity or remission status after dose reduction
could regain disease control after the dose was returned to 4 mg.

Atopic Dermatitis

The efficacy and safety of baricitinib as monotherapy or in combination with topical corticosteroids
(TCS) were assessed in 3 Phase 111 randomised, double-blind, placebo-controlled, 16 week studies
(BREEZE-ADL, -AD2, and -AD7). The studies included 1,568 patients with moderate to severe atopic
dermatitis defined by Investigator's Global Assessment (IGA) score > 3, an Eczema Area and Severity
Index (EASI) score > 16, and a body surface area (BSA) involvement of > 10 %. Eligible patients
were over 18 years of age and had previous inadequate response or were intolerant to topical
medication. Patients were permitted to receive rescue treatment (which included topical or systemic
therapy), at which time they were considered non-responders. At baseline of study BREEZE-AD?7, all
patients were on concomitant topical corticosteroids therapy and patients were permitted to use topical
calcineurin inhibitors. All patients who completed these studies were eligible to enrol in a long term
extension study (BREEZE AD-3) for up to 2 years of continued treatment.

The Phase 111 randomised, double-blind, placebo-controlled BREEZE-AD4 study evaluated the
efficacy of baricitinib in combination with topical corticosteroids over 52 weeks in 463 patients with
moderate to severe AD with failure, intolerance, or contraindication to oral ciclosporin treatment.

Baseline Characteristics

In the placebo-controlled Phase 111 studies (BREEZE-ADL1, -AD2, -AD7, and -AD4), across all
treatment groups, 37 % were female, 64 % were Caucasian, 31 % were Asian and 0.6 % were Black,
and the mean age was 35.6 years. In these studies, 42 % to 51 % of patients had a baseline IGA of 4
(severe atopic dermatitis), and 54 % to 79 % of patients had received prior systemic treatment for
atopic dermatitis. The baseline mean EASI score ranged from 29.6 to 33.5, the baseline weekly
averaged ltch Numerical Rating Scale (NRS) ranged from 6.5 to 7.1, the baseline mean Dermatology
Life Quality Index (DLQI) ranged from 13.6 to 14.9, and the baseline mean Hospital Anxiety and
Depression Scale (HADS) Total score ranged from 10.9 to 12.1.

Clinical Response
16-week Monotherapy (BREEZE-AD1, -AD2) and TCS Combination (BREEZE-AD7) Studies

A significantly larger proportion of patients randomised to baricitinib 4 mg achieved an IGA 0 or

1 response (primary outcome), EASI75, or an improvement of > 4 points on the Itch NRS compared to
placebo at week 16 (Table 6). Figure 1 shows the mean percent change from baseline in EASI up to
week 16.

A significantly greater proportion of patients randomised to baricitinib 4 mg achieved a > 4-point
improvement in the Itch NRS compared to placebo (within the first week of treatment for BREEZE-
AD1 and AD2, and as early as week 2 for BREEZE-AD7; p < 0.002).

Treatment effects in subgroups (weight, age, gender, race, disease severity, and previous treatment,
including immunosuppressants) were consistent with the results in the overall study population.
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Table 6. Efficacy of baricitinib at week 16 (FAS?)

Monotherapy TCS Combination
Study BREEZE- AD1 BREEZE-AD2 BREEZE- AD7
Treatment PBO | BARI BARI PBO BARI BARI | PBO+ | BARI BARI
Group 2mg 4 mg 2mg 4 mg TCS 2mg+ | 4mg+

TCS TCS

N 249 123 125 244 123 123 109 109 111
IGAOQor1, 4.8 11.4** | 16.8** | 45 10.6** | 13.8** | 14.7 23.9 30.6**
% responders®
EASI-75, 8.8 18.7%* | 24.8** | 6.1 17.9%* | 21.1** | 22.9 43.1* 47.7**
% responders®
Itch NRS 7.2 12.0 21.5** | 4.7 15.1** | 18.7** | 20.2 38.1* 44.0**
(> 4 point
improvement),
% responderse, ¢

BARI = Baricitinib; PBO = Placebo
* statistically significant vs placebo without adjustment for multiplicity; ** statistically significant vs
placebo with adjustment for multiplicity.

@ Full analysis set (FAS) including all randomised patients.
® Responder was defined as a patient with IGA 0 or 1 (“clear” or “almost clear”) with a reduction of

> 2 points on 0-4 IGA scale.
¢ Non-Responder Imputation: Patients who received rescue treatment or with missing data were

considered as non-responders.
9 Results shown in subset of patients eligible for assessment (patients with itch NRS > 4 at baseline).

Figure 1. Mean percent change from baseline in EASI (FAS)?
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#— Baricilinib 2 mg QD, primary analysis (N=248) Baricitinib 2 mg QD + TCS, primary analysis (N=109)

. Placebo, primary analysis (N=493) Placebo + TCS, pimary analysis (N=109)

LS = Least squares; * statistically significant vs placebo without adjustment for multiplicity; ** statistically

significant vs placebo with adjustment for multiplicity.
aFull analysis set (FAS) including all patients randomised. Data collected after rescue therapy or after permanent
study drug discontinuation were considered missing. LS means are from Mixed Model with Repeated Measures

(MMRM) analyses.

Maintenance of Response

To evaluate maintenance of response, 1,373 subjects treated with baricitinib for 16 weeks in
BREEZE-AD1 (N = 541), BREEZE-AD2 (N = 540) and BREEZE-AD7 (N = 292) were eligible to
enrol in a long term extension study BREEZE-AD3. Data are available up to 68 weeks of cumulative
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treatment for patients from BREEZE-AD1 and BREEZE-AD?2, and up to 32 weeks of cumulative
treatment for patients from BREEZE-AD7. Continued response was observed in patients with at least
some response (IGA 0, 1 or 2) after initiating baricitinib.

Quality of Life/Patient-Reported Outcomes in Atopic Dermatitis

In both monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and in the concomitant TCS study
(BREEZE-ADT), baricitinib 4 mg significantly improved patient-reported outcomes, including itch
NRS, sleep (ADSS), skin pain (skin pain NRS), quality of life (DLQI) and symptoms of anxiety and
depression (HADS) that were uncorrected for multiplicity, at 16 weeks compared to placebo (See
Table 7).

Table 7. Quality of Life/Patient-Reported Outcomes results of baricitinib monotherapy and baricitinib
in combination with TCS at week 16 (FAS)?

Monotherapy TCS Combination

Study BREEZE-AD1 BREEZE-AD2 BREEZE-AD7
Treatment group | PBO | BARI BARI | PBO | BARI BARI | PBO + BARI BARI

2mg 4 mg 2 mg 4 mg TCS 2mg+ | 4mg+

TCS TCS

N 249 123 125 244 | 123 123 109 109 111
ADSS Item 2 128 | 114 32.7* 8.0 19.6 24.4* 30.6 61.5* 66.7*
> 2-point
improvement,

% responders®®
Change in Skin | -0.84 | -1.58 | -1.93** | -0.86 | -2.61** | -2.49** | -2.06 -3.22* -3.73*

Pain NRS, (0.24) | (0.29) | (0.26) (0.26)| (0.30) (0.28) (0.23) (0.22) (0.23)
mean(SE)®

Change in DLQI, | -2.46 | -4.30* | -6.76* -3.35 | -7.44* -7.56* -5.58 -7.50* -8.89*
mean(SE)? (0.57) | (0.68) | (0.60) | (0.62)| (0.71) | (0.66) | (0.61) | (0.58) | (0.58)
Change in -1.22 | -3.22* | -3.56* -1.25 | -2.82 -3.71* -3.18 -4.75* -5.12*
HADS, (0.48) | (0.58) | (0.52) (0.57) | (0.66) (0.62) (0.56) (0.54) (0.54)
mean(SE)®

BARI = Baricitinib; PBO = Placebo
* statistically significant vs placebo without adjustment for multiplicity; ** statistically significant vs
placebo with adjustment for multiplicity.

@ Full analysis set (FAS) including all randomised patients.

b Results shown are LS mean change from baseline (SE). Data collected after rescue therapy or after
permanent study drug discontinuation were considered missing. LS means are from Mixed Model with
Repeated Measures (MMRM) analyses.

¢ ADSS Item 2: Number of night time awakenings due to itch.

4 Nonresponder imputation: patients who received rescue treatment or with missing data were
considered as nonresponders. Results shown in subset of patients eligible for assessment (patients with
ADSS Item 2 > 2 at baseline).

Clinical Response in Patients with experience with or a Contra-Indication to Ciclosporin Treatment
(BREEZE-ADA4 study)

A total of 463 patients were enrolled, who had either failed (n = 173), or had an intolerance (n = 75),

or contraindication (n = 126) to oral ciclosporin. The primary endpoint was the proportion of patients
achieving EASI-75 at week 16. The primary and some of the most important secondary endpoints at

week 16 are summarised in Table 8.
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Table 8: Efficacy of baricitinib in combination with TCS® at week 16 in BREEZE-AD4 (FAS)®

Study BREEZE- AD4

Treatment PBO? BARI 2 mg? BARI 4 mg?

group

N 93 185 92

EASI-75, 17.2 27.6 31.5**

% responders®

IGAOQor1, 9.7 15.1 21.7*

% responders® ©

Itch NRS (> 4 point 8.2 22.9* 38.2**

improvement), % responders®

Change in DLQI mean (SE)* -4.95 -6.57 -7.95%
(0.752) (0.494) (0.705)

BARI = Baricitinib; PBO = Placebo
* statistically significant vs placebo without adjustment for multiplicity; ** statistically significant vs
placebo with adjustment for multiplicity.

& All patients were on concomitant topical corticosteroids therapy and patients were permitted to use
topical calcineurin inhibitors.

b Full analysis set (FAS) includes all randomised patients.

¢ Non-Responder Imputation: Patients who received rescue treatment or with missing data were
considered as non-responders.

¢ Data collected after rescue therapy or after permanent study drug discontinuation were considered
missing. LS means are from Mixed Model with Repeated Measures (MMRM) analyses.
®Responder was defined as a patient with IGA 0 or 1 (“clear” or “almost clear”) with a reduction of
> 2 points on 0-4 IGA scale.

"Results shown in subset of patients eligible for assessment (patients with itch NRS > 4 at baseline).

Paediatric population

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

5.2 Pharmacokinetic properties

Following oral administration of baricitinib, a dose-proportional increase in systemic exposure was
observed in the therapeutic dose range. The PK of baricitinib is linear with respect to time.

Absorption

Following oral administration, baricitinib is rapidly absorbed with a median tmax of approximately

1 hour (range 0.5 - 3.0 h) and an absolute bioavailability of approximately 79 % (CV = 3.94 %). Food
intake led to a decreased exposure by up to 14 %, a decrease in Cmax by up to 18 % and delayed tmax by
0.5 hours. Administration with meals was not associated with a clinically relevant effect on exposure.

Distribution

Mean volume of distribution following intravenous infusion administration was 76 L, indicating
distribution of baricitinib into tissues. Baricitinib is approximately 50 % bound to plasma proteins.
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Biotransformation

Baricitinib metabolism is mediated by CYP3A4, with less than 10 % of the dose identified as
undergoing biotransformation. No metabolites were quantifiable in plasma. In a clinical pharmacology
study, baricitinib was excreted predominately as the unchanged active substance in urine (69 %) and
faeces (15 %) and only 4 minor oxidative metabolites were identified (3 in urine; 1 in faeces)
constituting approximately 5 % and 1 % of the dose, respectively. In vitro, baricitinib is a substrate for
CYP3A4, OAT3, Pgp, BCRP and MATE2-K, and may be a clinically relevant inhibitor of the
transporter OCT1 (see section 4.5). Baricitinib is not an inhibitor of the transporters OAT1, OAT2,
OAT3, OCT2, OATP1B1, OATP1B3, BCRP, MATEL and MATEZ2-K at clinically relevant
concentrations.

Elimination

Renal elimination is the principal mechanism for baricitinib’s clearance through glomerular filtration
and active secretion via OAT3, Pgp, BCRP and MATEZ2-K. In a clinical pharmacology study,
approximately 75 % of the administered dose was eliminated in the urine, while about 20 % of the
dose was eliminated in the faeces.

Mean apparent clearance (CL/F) and half-life in patients with rheumatoid arthritis was 9.42 L/hr
(CV =34.3 %) and 12.5 hrs (CV = 27.4 %), respectively. Cmnax and AUC at steady state are 1.4- and
2.0-fold higher, respectively, in subjects with rheumatoid arthritis compared to healthy subjects.

Mean apparent clearance (CL/F) and half-life in patients with atopic dermatitis was 11.2 L/hr
(CV =33.0 %) and 12.9 hrs (CV = 36.0 %), respectively. Cmax and AUC at steady state in patients
with atopic dermatitis are 0.8-fold those seen in rheumatoid arthritis.

Renal Impairment

Renal function was found to significantly affect baricitinib exposure. The mean ratios of AUC in
patients with mild and moderate renal impairment to patients with normal renal function are 1.41

(90 % CI: 1.15-1.74) and 2.22 (90 % CI: 1.81-2.73), respectively. The mean ratios of Cmax in patients
with mild and moderate renal impairment to patients with normal renal function are 1.16

(90 %ClI: 0.92-1.45) and 1.46 (90 %ClI: 1.17-1.83), respectively. See section 4.2 for dose
recommendations.

Hepatic Impairment

There was no clinically relevant effect on the PK of baricitinib in patients with mild or moderate
hepatic impairment. The use of baricitinib has not been studied in patients with severe hepatic
impairment.

Elderly

Age > 65 years or > 75 years has no effect on baricitinib exposure (Cmax and AUC).

Paediatric population

The safety, efficacy and pharmacokinetics of baricitinib have not yet been established in a paediatric
population (see section 4.2).

Other intrinsic Factors

Body weight, sex, race, and ethnicity did not have a clinically relevant effect on the PK of baricitinib.
The mean effects of intrinsic factors on PK parameters (AUC and Cmax) were generally within the
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inter-subject PK variability of baricitinib. Therefore, no dose adjustment is needed based on these
patient factors.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, genotoxicity and carcinogenic potential.

Decreases in lymphocytes, eosinophils and basophils as well as lymphoid depletion in organs/tissues
of the immune system were observed in mice, rats and dogs. Opportunistic infections related to
demodicosis (mange) were observed in dogs at exposures approximately 7 times the human exposure.
Decreases in red blood cell parameters were observed in mice, rats and dogs at exposures
approximately 6 to 36 times the human exposure. Degeneration of the sternal growth plate was
observed in some dogs, at low incidence and also in control animals, but with a dose-effect
relationship regarding severity. At present it is not known whether this is clinically relevant.

In rat and rabbit reproductive toxicology studies, baricitinib was shown to reduce foetal growth/weight
and produce skeletal malformations (at exposures of approximately 10 and 39 times the human
exposure, respectively). No adverse foetal effects were observed at exposures 2 times the human
exposure based on AUC.

In a combined male/female rat fertility study, baricitinib decreased overall mating performance
(decreased fertility and conception indices). In female rats there were decreased numbers of corpora
lutea and implantation sites, increased pre-implantation loss, and/or adverse effects on intrauterine
survival of the embryos. Since there were no effects on spermatogenesis (as assessed by
histopathology) or semen/sperm endpoints in male rats, the decreased overall mating performance was
likely the result of these female effects.

Baricitinib was detected in the milk of lactating rats. In a pre- and postnatal development study,
decreased pup weights and decreased postnatal survival were observed at exposures 4 and 21 times,
respectively, the human exposure.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet cores

cellulose, microcrystalline
croscarmellose sodium
magnesium stearate
mannitol

Film coating

iron oxide red (E172)
lecithin (soya) (E322)
macrogol

poly (vinyl alcohol)
talc

titanium dioxide (E171)
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6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions
6.5 Nature and contents of container

Polyvinylchloride/polyethylene/polychlorotrifluoroethylene - aluminium blisters in cartons of 14, 28,
35, 56, 84 or 98 film-coated tablets.

Polyvinylchloride/aluminium/oriented polyamide - aluminium perforated unit dose blisters in cartons
of 28 x 1 or 84 x 1 film-coated tablets.

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

No special requirements for disposal.

1. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

8. MARKETING AUTHORISATION NUMBER(S)

Olumiant 2 mg film-coated tablets

EU/1/16/1170/001
EU/1/16/1170/002
EU/1/16/1170/003
EU/1/16/1170/004
EU/1/16/1170/005
EU/1/16/1170/006
EU/1/16/1170/007
EU/1/16/1170/008

Olumiant 4 mg film-coated tablets

EU/1/16/1170/009
EU/1/16/1170/010
EU/1/16/1170/011
EU/1/16/1170/012
EU/1/16/1170/013
EU/1/16/1170/014
EU/1/16/1170/015
EU/1/16/1170/016
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first Authorisation: 13 February 2017
10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11

. MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND

EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Lilly S.A.

Avda. de la Industria, 30
Alcobendas

28108 Madrid

SPAIN

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

e Periodic safety update reports (PSURS)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢c(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

e Risk management plan (RMP)

The marketing authorisation holder (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.

e  Additional risk minimisation measures

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

The main objectives of the programme are to make the prescribers aware of the risks associated with
the product’s use, and to highlight specific risk minimisation measures to be performed before and
during the treatment with Olumiant.

The MAH shall ensure that, in each Member State where Olumiant is marketed, all healthcare
professionals who are expected to prescribe Olumiant are provided with the physician educational
material, which should contain:

e The Summary of Product Characteristics
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The Package Leaflet including the Patient Alert Card
The guide for healthcare professionals to support counselling of the patient
Additional Patient Alert Cards

The guide for healthcare professionals shall contain the following key elements:

That Olumiant increases the potential risk of infections. Patients should be instructed to seek
immediate medical attention, if signs or symptoms suggesting infection appear.

That Olumiant use should be stopped in case of herpes zoster or any other infection that
doesn’t respond to standard treatment until the event resolves. Patients should not be
immunised using live attenuated vaccines shortly before or during treatment with Olumiant.
Prescribers should screen the patients for viral hepatitis before commencing Olumiant
treatment. Active tuberculosis should also be ruled out.

That Olumiant use is associated with hyperlipidaemia; prescribers should monitor the patient’s
lipid parameters and manage the hyperlipidaemia, if detected.

That events of deep venous thrombosis (DVT) and pulmonary embolism (PE) have been reported
in patients receiving Olumiant. Olumiant should be used with caution in patients with risk factors
for DVT/PE. Patients should be instructed to seek immediate medical attention if signs or
symptoms of DVVT/PE appear.

That Olumiant is contraindicated in pregnancy as pre-clinical data showed reduced foetal growth
and malformations. Physicians should advise women of child bearing potential to use
contraception during treatment and for a week after its ending. If a planned pregnancy is
considered, Olumiant treatment should be stopped.

The purpose and use of the Patient Alert Card

The patient alert card shall contain the following key messages:

That treatment with Olumiant may increase the risk of infections, and viral reactivation.
Signs or symptoms of infections including general symptoms, and specifically tuberculosis
and herpes zoster signs and symptoms; and a warning for the patients to seek immediate
medical attention if signs or symptoms suggesting infection appear

That Olumiant should not be taken while pregnant and that women should inform their doctor
should they become (or wish to become) pregnant

That the patient may need to have their cholesterol level checked during treatment

That Olumiant may cause a blood clot in the leg that may travel to the lungs; a description of signs
and symptoms is provided, along with a warning for the patients to seek immediate medical
attention if signs or symptoms suggesting a blood clot appear.

Contact details of the prescriber

That the Patient Alert Card should be carried by the patient at any time and to share it with
other healthcare professionals involved in their treatment.
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ANNEX 111

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

CARTONS FOR 2 MG FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Olumiant 2 mg film-coated tablets
baricitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 2 mg baricitinib

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
35 film-coated tablets
56 film-coated tablets
84 film-coated tablets
98 film-coated tablets
28 x 1 film-coated tablets
84 x 1 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use

QR code to be included+ www.olumiant.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
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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

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1170/001 (14 film-coated tablets)
EU/1/16/1170/002 (28 film-coated tablets)
EU/1/16/1170/003 (28 x 1 film-coated tablets)
EU/1/16/1170/004 (35 film-coated tablets)
EU/1/16/1170/005 (56 film-coated tablets)
EU/1/16/1170/006 (84 film-coated tablets)
EU/1/16/1170/007 (84 x 1 film-coated tablets)
EU/1/16/1170/008 (98 film-coated tablets)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Olumiant 2 mg

‘ 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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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

CALENDAR BLISTERS NON-PERFORATED FOR 2 MG FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Olumiant 2 mg tablets
baricitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Mon.
Tue.
Wed.
Thu.
Fri.
Sat.
Sun.
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS PERFORATED UNIT DOSE FOR 2 MG FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Olumiant 2 mg tablets
baricitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTONS FOR 4 MG FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Olumiant 4 mg film-coated tablets
baricitinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 4 mg baricitinib

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

14 film-coated tablets
28 film-coated tablets
35 film-coated tablets
56 film-coated tablets
84 film-coated tablets
98 film-coated tablets
28 x 1 film-coated tablets
84 x 1 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use

QR code to be included+ www.olumiant.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
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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

Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ Utrecht, The Netherlands.

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1170/009 (14 film-coated tablets)
EU/1/16/1170/010 (28 film-coated tablets)
EU/1/16/1170/011 (28 x 1 film-coated tablets)
EU/1/16/1170/012 (35 film-coated tablets)
EU/1/16/1170/013 (56 film-coated tablets)
EU/1/16/1170/014 (84 film-coated tablets)
EU/1/16/1170/015 (84 x 1 film-coated tablets)
EU/1/16/1170/016 (98 film-coated tablets)

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Olumiant 4 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN

37



MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

CALENDAR BLISTERS NON-PERFORATED FOR 4 MG FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Olumiant 4 mg tablets
baricitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Mon.
Tue.
Wed.
Thu.
Fri.
Sat.
Sun.
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS PERFORATED UNIT DOSE FOR 4 MG FILM-COATED TABLETS

1. NAME OF THE MEDICINAL PRODUCT

Olumiant 4 mg tablets
baricitinib

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Olumiant 2 mg film-coated tablets
Olumiant 4 mg film-coated tablets
baricitinib

vThis 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, or 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.

- If you get any side effects, talk to your doctor, or pharmacist or nurse. This includes any
possible side effects not listed in this leaflet. See section 4.

What is in this leaflet

What Olumiant is and what it is used for

What you need to know before you take Olumiant
How to take Olumiant

Possible side effects

How to store Olumiant

Contents of the pack and other information

ok whE

1. What Olumiant is and what it is used for

Olumiant contains the active substance baricitinib. It belongs to a group of medicines called Janus
kinase inhibitors, which help to reduce inflammation.

Rheumatoid Arthritis

Olumiant is used to treat adults with moderate to severe rheumatoid arthritis, an inflammatory disease
of the joints, if previous therapy did not work well enough or was not tolerated. Olumiant can be used
alone or together with some other medicines, such as methotrexate.

Olumiant works by reducing the activity of an enzyme in the body called *Janus kinase’, which is
involved in inflammation. By reducing the activity of this enzyme, Olumiant helps to reduce pain,
stiffness and swelling in your joints, tiredness, and helps to slow damage to the bone and cartilage in
the joints. These effects can help you to do normal daily activities and so improve the health-related
quality of life for patients with rheumatoid arthritis.

Atopic Dermatitis

Olumiant is used to treat adults with moderate to severe atopic dermatitis, also known as atopic
eczema. Olumiant may be used with eczema medicines that you apply to the skin or it may be used on
its own.

Olumiant works by reducing the activity of an enzyme in the body called “Janus kinase’, which is
involved in inflammation. By reducing the activity of this enzyme, Olumiant helps to improve the
condition of your skin and reduce itching. In addition, Olumiant helps improve your sleep disturbance
(due to itch) and overall quality of life. Olumiant has also been shown to improve symptoms of skin
pain, anxiety, and depression associated with atopic dermatitis.
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2. What you need to know before you take Olumiant

Do not take Olumiant:

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

- if you are pregnant or think you may be pregnant.

Warnings and precautions

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

- have an infection, or if you often get infections. Tell your doctor if you get symptoms such as
fever, wounds, feeling more tired than usual or dental problems as these can be signs of
infection. Olumiant can reduce your body’s ability to fight infections and may make an existing
infection worse or increase the chance of you getting a new infection

- have, or have previously had, tuberculosis. You may need tests to check for tuberculosis before
you are given Olumiant. Tell your doctor if you get persistent cough, fever, night sweats and
weight loss during Olumiant treatment as these can be signs of tuberculosis

- have had a herpes infection (shingles), because Olumiant may allow it to come back. Tell your
doctor if you get painful skin rash with blisters during Olumiant treatment as these can be signs
of shingles

- have, or have previously had, hepatitis B or C

- are due to have a vaccine. You should not be given certain (live) vaccines while using Olumiant

- have cancer, because your doctor will have to decide if you can still be given Olumiant

- have poor liver function

- have previously 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

- have had diverticulitis (a type of inflammation of the large intestine) or ulcers in stomach or
intestines (see section 4)

If you notice any of the following serious side effects, you need to tell a doctor straight away:
- chest tightness

- wheezing

- severe dizziness or light-headedness

- swelling of the lips, tongue or throat

- hives (itching or skin rash)

- severe abdominal pain especially accompanied with fever, nausea and vomiting.

You may need blood tests before you start Olumiant, or while you are taking it, to check if you have
a low red blood cell count (anaemia), low white blood cell count (heutropaenia or lymphopaenia), high
blood fat (cholesterol) or high levels of liver enzymes, to ensure that treatment with Olumiant is not
causing problems.

Children and adolescents
Olumiant is not for use in children and adolescents under 18 years old because there is no information
on use in this age group.

Other medicines and Olumiant
Tell your doctor or pharmacist if you are taking, have recently taken, or might take, any other
medicines.

In particular, tell your doctor or pharmacist before taking Olumiant if you are taking:

- probenecid (for gout), since this medicine may increase the levels of Olumiant in your blood. If
you are taking probenecid, the recommended dose of Olumiant is 2 mg once a day

- injectable anti-rheumatic medicine

- injectable medicines that depress the immune system, including so called targeted biologic
(antibody) therapies

42



- medicines which are used to control the body’s immune response, such as azathioprine,
tacrolimus or ciclosporin

- other medicines belonging to the group of Janus kinase inhibitors, such as ruxolitinib

- medicines that may increase your risk of diverticulitis such as a non-steroidal anti-inflammatory
medicines (usually used to treat painful and/or inflammatory conditions of muscle or joints)
and/or opioids (used to treat severe pain), and/or corticosteroids (usually used to treat
inflammatory conditions) (see section 4)

Pregnancy and breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking this medicine.

You should use an effective method of contraception to avoid becoming pregnant during treatment
with Olumiant and for at least one week after the last Olumiant treatment. You must tell your doctor if
you become pregnant as Olumiant should not be used during pregnancy.

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

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

Olumiant contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per tablet, i.e., essentially “sodium-free”.

3. How to take Olumiant

Treatment should be started by a doctor experienced in the diagnosis and treatment of your condition.
Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure.

Rheumatoid Arthritis

The recommended dose is 4 mg once a day. Your doctor may give you a lower dose of 2 mg once a
day, particularly if you are over 75 years old or if you have an increased risk of infections. If the
medicine is working well, your doctor may decide the dose can be reduced.

If you have reduced kidney function, the recommended dose of Olumiant is 2 mg once a day.

Atopic Dermatitis

The recommended dose is 4 mg once a day. Your doctor may give you a lower dose of 2 mg once a
day, particularly if you are over 75 years old or if you have an increased risk of infections. If the
medicine is working well, your doctor may decide the dose can be reduced.

If you have reduced kidney function, the recommended dose of Olumiant is 2 mg once a day.
Olumiant is for oral use. You should swallow your tablet with a drink of water.

You can take the tablets either with or without food. To help you remember to take Olumiant, you may
find it easier to take it at the same time every day.

If you take more Olumiant than you should

If you take more Olumiant than you should, contact your doctor. You may get some of the side effects
described in section 4.

43



If you forget to take Olumiant

- If you miss a dose, take it as soon as you remember.

- 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 Olumiant
Do not stop taking Olumiant unless your doctor tells you to stop taking it.

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

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

Infection such as shingles, which may affect up to 1 in 10 people:

Tell your doctor or seek medical help immediately if you get the following symptoms, which may be
signs of shingles (herpes zoster):

- painful skin rash with blisters and fever (this was very rare in atopic dermatitis)

Very common side effects (may affect more than 1 in 10 people):
- throat and nose infections
- high levels of blood fat (cholesterol) shown by blood test

Common side effects (may affect up to 1 in 10 people):

- cold sores (herpes simplex)

- infection causing a sick stomach or diarrhoea (gastroenteritis)

- urinary infection

- pneumonia (this was uncommon in atopic dermatitis)

- high number of platelets (cells involved in blood clotting), shown by blood test (this was
uncommon in atopic dermatitis)

- headache

- feeling sick in the stomach (nausea; this was uncommon in atopic dermatitis)

- stomach pain

- high levels of liver enzymes, shown by blood test (this was uncommon in atopic dermatitis)

- rash

- acne (this was uncommon in rheumatoid arthritis)

- increase in an enzyme called creatine kinase, shown by a blood test (this was uncommon in
rheumatoid arthritis)

Uncommon side effects (may affect up to 1 in 100 people):

- low number of white bloods cells (neutrophils), shown by blood test

- high levels of blood fat (triglycerides), shown by blood test

- weight gain

- swelling of the face

- urticaria

- blood clots in the blood vessels of the lungs

- blood clot in the veins of the legs or pelvis, called a deep vein thrombosis (DVT)

- diverticulitis (painful inflammation of small pockets in the lining of your intestine)

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.
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5. How to store Olumiant

Keep this medicine out of the sight and reach of children.

This medicine does not require any special storage conditions.

Do not use this medicine after the expiry date which is stated on the blister and carton after ‘EXP’.
The expiry date refers to the last day of that month.

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 Olumiant contains
- The active substance is baricitinib. Each tablet contains 2 or 4 milligrams of baricitinib.

- The other ingredients are: microcrystalline cellulose, croscarmellose sodium, magnesium
stearate, mannitol, iron oxide red (E172), lecithin (soya) (E322), macrogol, poly (vinyl alcohol),
talc and titanium dioxide (E171).

What Olumiant looks like and contents of the pack
Olumiant 2 mg film-coated tablets are light pink, oblong tablets, with “Lilly” on one side and “2” on
the other.

Olumiant 4 mg film-coated tablets are medium pink, round tablets, with “Lilly” on one side and “4” on
the other.

The tablets are rounded and have hollow sides to help you pick them up.

Olumiant 2 mg and 4 mg are available in blister packs of 14, 28, 35, 56, 84 and 98 tablets in calendar
blisters and 28 x 1 and 84 x 1 tablets in perforated unit dose blisters. Not all the pack sizes may be
marketed.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder: Eli Lilly Nederland B.V., Papendorpseweg 83, 3528BJ, Utrecht, The
Netherlands.

Manufacturer: Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Spain.

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgique/Belgié/Belgien Lietuva

Eli Lilly Benelux S.A./N.V. Eli Lilly Lietuva

Tél/Tel: + 32-(0)2 548 84 84 Tel. +370 (5) 2649600
Bouarapus Luxembourg/Luxemburg
TII "Enu JIunu Henepnaun" b.B. - Benrapus Eli Lilly Benelux S.A./N.V.
ten. + 359 2 491 41 40 Tél/Tel: + 32-(0)2 548 84 84
Ceska republika Magyarorszag

ELILILLY CR, s.r.0. Lilly Hungéria Kft.

Tel: + 420 234 664 111 Tel: + 36 1 328 5100
Danmark Malta

Eli Lilly Danmark A/S Charles de Giorgio Ltd.
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TIf: +45 45 26 60 00

Deutschland
Lilly Deutschland GmbH
Tel. + 49-(0) 6172 273 2222

Eesti
Eli Lilly Nederland B.V.
Tel: +372 6 817 280

EALGOO
OAPMAXEPB-AIAAY A.E.B.E.
TnA: +30 210 629 4600

Espafia
Lilly S.A.
Tel: + 34-91 663 50 00

France
Lilly France
Teél: +33-(0) 1 554934 34

Hrvatska
Eli Lilly Hrvatska d.o.o.
Tel: +385 1 2350 999

Ireland
Eli Lilly and Company (Ireland) Limited
Tel: + 353-(0) 1 661 4377

island
Icepharma hf.
Simi + 354 540 8000

Italia
Eli Lilly Italia S.p.A.
Tel: + 39- 055 42571

Kvnpog
Phadisco Ltd
TnA: +357 22 715000

Latvija

Eli Lilly (Suisse) S.A Parstavnieciba Latvija

Tel: +371 67364000

This leaflet was last revised in

Other sources of information

Tel: + 356 25600 500

Nederland
Eli Lilly Nederland B.V.
Tel: + 31-(0) 30 60 25 800

Norge
Eli Lilly Norge A.S.
TIf: + 47 22 88 18 00

Osterreich
Eli Lilly Ges.m.b.H.
Tel: + 43-(0) 1 711 780

Polska
Eli Lilly Polska Sp. z o.0.
Tel: +48 22 440 33 00

Portugal
Lilly Portugal Produtos Farmacéuticos, Lda
Tel: + 351-21-4126600

Roménia
Eli Lilly Roménia S.R.L.
Tel: + 40 21 4023000

Slovenija
Eli Lilly farmacevtska druzba, d.o.o.
Tel: +386 (0)1 580 00 10

Slovenska republika
Eli Lilly Slovakia s.r.o.
Tel: + 421 220 663 111

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: + 358-(0) 9 85 45 250

Sverige
Eli Lilly Sweden AB
Tel: + 46-(0) 8 7378800

United Kingdom
Eli Lilly and Company Limited
Tel: + 44-(0) 1256 315000

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.

QR code to be included + www.olumiant.eu

Please remove this portion of the patient leaflet and keep it with you.
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Information for Patients about OLUMIANT® | Pregnancy

(baricitinib) o Do not take Olumiant if you are pregnant
This document contains important or suspect you may be pregnant.
information you should be aware of before and | e  Use effective contraception while taking
during treatment with Olumiant. Olumiant (and for 1 week after, if you

stop treatment).

. ) i o e Tell your doctor immediately if you
Keep this information with you and share it with become (or wish to become) pregnant.

other healthcare professionals involved in your

medical care or treatment.

Infections:

Olumiant may make an existing infection

Your name: worse or increase the chance of you getting a

new infection or increase the chance of viral

reactivation. Inform your doctor immediately if

you get symptoms of infection, such as:

Doctor’s name (who prescribed Olumiant): e Fever, wounds, feeling more tired than
usual, or dental problems.

e A cough that won't go away, night sweats,
and weight loss. These could be

Doctor’s phone number: symptoms of tuberculosis (an infectious
disease of the lungs).

e A painful skin rash with blisters. This
could be a sign of a herpes zoster
infection.

Blood fat:

Your doctor may check for levels of fat in the
blood, such as cholesterol, while you are taking
Olumiant.

Blood clots
Olumiant may cause a condition in which a
blood clot forms in your leg that may travel to
your lungs. Inform your doctor immediately if
you experience any of the following symptoms:

e Swelling or pain in one leg

e Warmth or redness in one leg

o Shortness of breath which is

unexpected
¢ Rapid breathing
o Chest pain
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Annex IV

Scientific conclusions and grounds for the variation to the terms of the marketing
authorisation(s)
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Scientific conclusions

Taking into account the PRAC Assessment Report on the PSUR(s) for baricitinib, the scientific
conclusions of CHMP are as follows:

The MAH was asked to analyse the frequency of Adverse Events (AEs) and Serious Adverse Events
(SAESs) in baricitinib CT depending on the dose (<2 mg/d or > 4 mg/d) in shorter (up to 16 weeks) and
longer (over 16 weeks) clinical trials in RA and jointly in clinical trials for various indications. In the
Extended 2-mg vs 4-mg analysis set submitted, the Exposure Adjusted Incidence Rate (EAIR) for any
hepatic Standardized MedDRA Query (SMQ) event was higher in the 4-mg group (5.1) than in the 2-
mg group (3.1). Based on “Friedman LS: Approach to the patient with abnormal liver biochemical and
function tests. Uptodate.com (19 August 2020)”, and in light of the data submitted, the PRAC was of
the opinion that the effect of baricitinib on blood ALT and AST activity appears to be dose related and
recommended an update of section 4.4 of the SmPC to modify the wording on “Hepatic transaminase
elevations” to indicate that this effect is dose-dependent and update of section 4.8 of the SmPC
“Hepatic transaminase elevations” accordingly. The PRAC concluded that the product information of
products containing baricitinib should be amended accordingly.

The CHMP agrees with the scientific conclusions made by the PRAC.
Grounds for the variation to the terms of the marketing authorisation(s)

On the basis of the scientific conclusions for baricitinib the CHMP is of the opinion that the
benefit-risk balance of the medicinal product(s) containing baricitinib is unchanged subject to the
proposed changes to the product information

The CHMP recommends that the terms of the marketing authorisation(s) should be varied.
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A - FEH7- 0 OFREERERBOFTBFEAFIRIE, AF2mghk
E#T0.14 (FHHEK:0.18. I5%EHEXM:0.0, 1.0, FAEFEALFH
BEE:0.1%. 1/58441). 4mg#5HTO0 (0/497f1) TH-
770

7 MR EEENRE Lo BB Z & OE RS
BOMFEBTICBVWT, AFEBETOI00A - F£H7- 0 BEEEE
(GERBEEEEZIR<) ORERIX, 0.21 (95%FEEXH:
0.1, 0.5, FHEE:0.2%. 6/2562%1) THV. FEECIELE
FEORHFIX, 0.24 (95%EHEXME:0.1, 0.5, FHHEE:0.3%.
7/2562f) TH-7z. [1.1. 8.98H]




15.2 FERAREBRICE D < 1B
RANIJAKEERA%ZET 5 2 & 6 RBRRCEMRNEE L
BAZTRREMEN D O . FEERRHER TIZ Y 2/ VERER OFR MR AL D
BAEITIA . REIHIER T 2 e 72 ER (BEBREL T
ISR RRRUOBROBE) Pashl,

16. E4EhHEE

16.1 MouEE

16.1.1 BEHRS
HANMERE#EERE 16HIICN ) ¥ F = 74K U8mgE?) % I BEI%E L& DN
2 F =7 O MEEHEE 3R SR LR T E— 7108 Uiz. WACHBIIZ06 ~ TR T
Ho7z2,

£1) BEWHBREICNY VFZT4RU8MgED 2HEHRE Lz ZONY) Y F T DK

MBREISS5 X —%

Conas ) AUCo.e t12#2
w58 {5 (ng/mL) (h) (ng + h/mL) (h)
50.7 0.88 297 6.39
l
4mg L1661 25) (0.50-2.00) (17) (5.19-7.94)
107 0.88 626 6.52
1
8mg | 166l (29) (0.50-2.00) 19 (5.05-7.59)

MIPME (ZEERE%)

1) HrRfE (HEEH)

E2) MFIPfE (#E)
150

—- NUYFZT 4mg
120 T —o— N FZT8mg

7 (ng/mL)

90

—Ji

60 4

30

Mgy o F

Y Q o
0 12 24 36 48

HBE5 %R (h)

®1) ERHEREICNY O FZT4RU8mgl?) ZBERE L & EomiEhNy) v F =

TR (P L R )

*16.1.2 RS
BEIHRER R OEIEREE D 7 — ¥ & 0t a U REFEM BB 2 £/ Lz, HARA
B Y v~ FBEICARAmg % 1 H I BIRER S L & & OEFIREICH T 2 HmE e
IS8T A =% [HAPIE (ZB75%)] 13, Cmaxss?*58.1ng/mL (20.8%). Cumin,ss
#3.55ng/mL (73.1%). AUC: ss»414ng - h/mL (29.8%). HIEIA510.9W K
(14.9%) &t SNIzd, HAANT bE— 8 REBEICAA4mg % 1 H 1 ERIERS
L& EDOEHRBICB T H2HEMBALS A —% [HAFEHE (ZHEKE%)] &,
Cmax,ss?*47.2ng/mL (15.5%)+ Cminss#3.54ng/mL (79.1%). AUC: ss»'368ng *
h/mL (30.6%). HFHHMA 11 4BEH (21.1%) EiEES N9,

16.2 ORI

16.21 NAATFRASEUF ¢
SLE N BB E BB Y ¥ F = T4mg® BENE % 5 % 04 11 g % B[ #E IR A 3%
BED Lfe& &, N Y F = TROKEROHER N A + 71 T8 T 1 13580%T
Ho7:5,

16.2.2 BREDXE
HAR AR S 166112\ Y ¥ F = 7 4mg % 225 & OMEAS G A B 1 B ERE %
G U7z, BREMAEIGICES Lz &, ZERICHNRAUC« KU Cnaxld 22N
14% K% O T1%E R L7z2,
SLE MEEREERE 1561IC N ¥ F =7 8mgH?) % 2GR RN - mha ) —&E
B I AR S L7z, @R - Bh oY) —AEERICRE Lo & &, ZERICHAN
AUC0-0 2 U CrnaxtE ZNZ N1 1% KT I8WE R L 720,

16.3 31
SEE N RBRERE 8B\ Y ¥ F = T4 p gk BEIRRIR NI 5E7) L7z & SO HERIE
76LTH 725, NI FT OIS V87 FEERIZKS0%TH > 7= (in vitro) Vs

16.4 {X&#
In vitro REEDFER N ¥ F =7 ORBICCYPIAAHET 5 2 LRSI, F
B N R E 6f1IC AC TR L 72N ) ¥ F =7 10mgh?) (1001 Ci) % BEH#E L
fe& &, MBEFRBETRED 5 BRELED HD BEIEIEI5% L ETH -7z, MEEHITN
VY FZTORMMIED SNahoiz. RAICESROMS%ICHE T 2 3B ORI
R#trmtish, ZFhicZR5BON]%ICHYT 2 1EEOBRILRBEMABRH S L
729,

16.5 Bt
SHE N ERE 6 I YC TR L 72N ¥ F =7 10mgH? (100 4 Ci) % B[E#E
Liz&&, WY TF=TWE75% (REA69%) HRFIC. 20% (RE(LELIS%) 7
#hcHRtt S N9 o, BEEBREENRE LENBHBHBRICB VT, KH
40mgz BEHRE L& 25, BRERBDI0%L I 24RRILIPICHRE S N2 2 & AVRE
ahiz, [9.82H]

16.6 FEDERZHIBEE
**16.6.1 BiHEEEEE

EXRZEREELET HHEE (106]). BE (106]) ROHEE (106]) OB HEER
ERHTHHEREICN) P F =T 10mgt?) 2, BEEOBHEREEZET 2HEE (8
Bl) 12N Y F=T5mgh?) 2HERS L & &, BHEEEEEOEEE OB ICH L
AUCo- 3L N ¥ F = T MBI T 2 BREREOLENRD Sz,
BERTHIEL7ZAUC S IEH 2 BEHAER A T D HERE ICHA, BE, PHEROE
BEOBMIEREZET 2HRETENZTNALI%, 122%. 305%HEM L. CraxldZh 2
n16%. 46%. 40%HML 7210 FEAT—%), [2.6. 2.9, 7.3, 7.8, 9.2.1-9.2.5
ZH]

16.6.2 fTkaERESE
E# A2 A T 2 9825 801 & O'Child-Pugh S B O S B T HERERESE 2 B T 2 9%
BRESHICNY O F = TAmg e MR G Lz L &, EHAFHELE T 2 HBE L
N, PEEOIBEREZET HHHEE TN Y F =T DAUCH«E2%E T Ly Crnax
138%IAM L 71D (HEAT—%),

16.7 EWHEEEA

16.7.1 HEBENNY Y F Z T ORMENREICKIF T HE
In vitro FEBORER. N O F = TIECYPIAOEBATH 5728, £z in vitro iRk
DR, N 2 F=T1ZOAT3, P-gps BCRPERUMATE2K k5 ¥ 2K — ¥ —DIE
TdH 71219, EYHENERH 215 L BRRBROMSE. OATIMHEAITH S ux
FYROPHICE DN ¥ F =T DAUC) o FHI2REITHM L 7210 (AEAT—%).
[7.1. 10.22H8]

£2) HHENNY O F =T O BRI LT T EL0-2D)

HHBEINT X — 5
) BN R TEO
- iR AR (90%{FHEIXTH)
BSR | fRoR 4P/ 33
AUCOrso Cmax
FhaFv—u 400mg | 10mg 1.21 1.08
(CYP3AIE®) 1H1[E WE | (117, 1.24) | (101, 1.17)
TNaAFI =
200mg | 10mg 1.23 1.05
(CYP3A/CYP2C19/
CYP2ComH) 1H1ME BE | (118, 1.29) | (0.950, 1.15)
V77 ey 600mg | 10mg 0.655 1.05
(CYP3A) 1H1ME ME | (0.622, 0.690) | (0.947, 1.16)
SruARY v 600mg | 4mg 1.29 0.990
(P-gp/BCRPJHE) B[ BE | (1.23, 1.36) | (0.913, 1.07)
Fasixy R 1000mg | 4mg 2.03 1.03
(OAT3HE) 120 ME | (191, 2.16) | (0.940, 1.13)
FRATFF =) 40mg 10mg 1.07 0.774
(BHMpH. L) 1H1E BE | (1.05, 1.10) |(0.722, 0.831)
(’%;Q;)f:’;;:}_ 7.5~25mg | 10mg | 0.981%3E) | 1.008%3E9
5 — D) HIE | 1H1E | (0.933, 1.032) | (0.917, 1.108)

#3) AUCrt ssv Crmaxss

4) #FPEEO L

16.7.2 NU Y FZITHHAROEYENEICRIFTRE
In vitro RBOER, N > F=T1ZCYP3A. 1A2. 2B6. 2C8. 2C9. 2Cl19.
2D6IC BN TICso N HHH AT RE L FRE O R#PHF I3FED 51T (ICs0>20umol/L), &
72CYP3A. 1A2, 2B6%50 umol/LE THE L &H >7:22:23, [n vitro HEROFER.
N TF=TEP-gp. BT =F VEERYRTF K (OATP) 1BlicxtLTEnZ
750 umol/Ly 100 umol/LETHEL AN >z £/w NY Y FZTIXOATIL
(IC50>100 xmol/L)s OAT2 (IC50=99.1 umol/L). OAT3 (ICs50=8.4 umol/L).
EWHF A+ T AR=%— (OCT) 1 (IC50=6.9 umol/L), OCT2 (ICso=11.6
pmol/L). OATPIB3 (IC50=49.4 umol/L). BCRP (ICs50=50.3 umol/L).
MATE1 (IC50=76.7 umol/L). MATE2-K (ICs50=13.7 umol/L) #FH#EL
7-13),15),24)-27)

#3) N Y F 2T WO RO S THREIC KT 22930

HEYBRRIST X — &
N RN R FITIEO
P ikt Q0% (RAEIXTH)
#oR | B5E e/
AUCp- Crmax
SUNAEFY 40mg | 10mg 0.853 0.706
(CYP3ARE) B 1H1E | (0.759, 0.958) | (0.627, 0.796)
—;’:7':)1/11]“7:/7]’—' 304g | 10mg 1.00 0.939
CYP3ARE) HE 1H1E | (0.959, 1.04) | (0.894, 0.986)
LRI LEA L 150ug | 10mg 0.869 0.995
(CYP3ARLED) HiE 1E1E | (.70, 0980) | (0.907, 1.09)
BEFDS 025mg | lomg | 0.900% 0.8821%9
(P-gp ) 1H1E | 1H1E | (0.866, 0.935) | (0.819, 0.950)
);g;;;@l/? ?—7]: Hep_ | 7-5~25mg | 10mg | 1.03%9.50 0.9515).1£6)
50%?) 7IAR MIE | 1HLE | (0941, 1.13)| (0.86, 1.05)

ES) AUC‘(.SS\ Cmax,ss

E6) MATfED

E7) ARORRSW-HE - AR EF. RAICRNY Y F=27 &L T4mgx1HI
EEO#5T 5, 28, BEORBIIECC2mgicBRT 22 &.] TH5S.



17. BRRRGE

17.1 BEMRUREEICET BHER

B8RRIV U~ F)

17.1.1 ERHEFIBRERLILEHER [RA-BEAM (JADV) 5]
ARMPLFESF—h (MTX) THRATDRBEFED S BEOEBEBEY v~ 7 BF
130561 (HAAN249l%2 &) #0RE LT THRRUESE (75 L7 T) HHE
ZEEMEHBR 2 £ L. MTXHA T, Afl4dmg 2z 1H1ERORS. 745V L7
740mg % 2EEIC LB TS, X3 7Tt RERE L. RARERICE T 2128
R OACR20M#H % (EEFMEEE) 3. 772 RBEBHICHNTEL HEtENLE
HENFRD 5N 72303,

#£1) HB512BREOACR20. 50, 702EH (mITTHH)

#3) 52488 I AHAmgR ENDOEER £ TOHEEHR

AHl4mghE TYVLTTHE TS REE
71.3% 67.9% 60.5%
=24
& AEER (347/487) (224/330) (295/488)
& 47% 1.8% 4.5%
7 =24
g | EREHERR (23/487) (6/330) (22/488)
B 5.1% 2.1% 3.5%
B L HEHR (25/487) (7/330) (17/488)

17.1.2 ERSHEISIABRERAELBHIR [RA-BEGIN (JADZ) HER]
HY v FEOMRARRO L WhEED, 5 BEOEBIERET ) v~ 5 EBES84H (HA
AN104fil 2 & te) MR E U RENR - EEMILBRBZ L L7z, AHIBME S8

AHl4mghE THVLRTE | T RE
z mg . < mg
ICIEAAIAmgE L L, A#+MTXPE RSB 3AR4mg 2 1 H 1 EROMTX% 1l
ACR20FERED 69.6 61.2 40.2 BIC L, MTXEHE S B EMTX A LI LERECRS U, AR SRS 5
(339/487) (202/330) | (196/488) J 5 24MIEDACR208E# R (FEFMEE) 13, MTXBMEERICHATE . 3
FoeRBEDE 29.4 Lo BRI S 723939,
(95% (5 X sl 1£2) (23.5, 35.4) : — £4) #524AEDACR20, 50, 70ER (mITTHE)
P oo (14.2, 27.9)
* Pl p=o Afl4mg A#l4mg MTX
w| 77V AvIRmEDE 84 B B Bt IMTXGRE | dumE
95%{EHX [H]) 2 1.7, 15.1)%5)
g | (OSWIEHIXE) ( ) J— 76.7 78.1 61.9
JR— 450 3438 16.8 (122/159) (168/215) | (130/210)
= (219/487) (115/330) | (82/488) MTXEE L % )
4 - o 14.8 i
18.9 12.7 4.7 (95%(SHEIX ) 10 . (7.7, 24.8) —
BT 13)
ACR70#&% (92/487) (42/330) | (23/488) [;‘ plfiE! 12 65 24D p=0.001
N 66.7 60.3 344 , 59.7 633 433
s RIED 3 RIEY)
ACR20EE ! (62/93) (38/63) | (32/93) ACRSOEH (95/159) (136/215) | (91/210)
B Fortmeoz 323 259 . 42.1 395 214
— 38R E9)
A | (95%REXE)ED (187, 45.9) | (104, 41.4) ACR70B &S (67/159) (85/215) (45/210)
A .
THULTTREDE 6.3 B B i 724 718 69.4
i (95% (B )2 (9.1, 21.8) g | ACR20HEE (21/29) (28/39) (25/36)
%N
® . 473 30.2 15.1 MTXBLji & 3% 3.0 2.4 B
g | ACROVSERE (44/93) (19/63) (14/93) iE (95%{FHEX ) ELO) (-192,251) | (183, 23.0)
. 16.1 23.8 1.1 p , 55.2 538 55.6
2RI 7 38 RIE9)

ACR7OSFH (15/93) 15/63) | (1/93) g | AR (16/29) (21/39) (20/36)
) I 51.7 48.7 30.6
D) ) YL AR Y-k ACRTOSGER (15/29) (19/39) (11/36)
1#2) Newcombe-Wilson¥: GHifEEIEZ L) % (%)

H3) #ill, N—254 Y OBUSARAT (128 DMERISHEE. WAL L) K&
UHRESBHEFAERE LI-a D RAT ¢ v JERET IV

#4) Graphical approachic &V 1% #%

5) AmgAAIREGRE T YY) AT TROLBOHESEY—D 2-12%

Fio. 24EROMEESBBEEREFROCROXMA I T (modified Total Sharp
Score. mTSS) TFHli L7z, 75t REESRICHA, AARSETORMA /NS
<. HEHENLERESRD 5723032,

#2) #BE5240BOMTSSONR—A 51 > » 6 DZE(LE (mITTHE)

AAldmght | THVLY TR | 75 AREE
PR 42.46+50.11 | 44.35+51.02 | 44.64+50.05
(473) 312) (452)
i 42.88+50.21 | 44.64+51.12 | 45.48+50.07
S s E6)
i RG240k (470) (312) (452)
. 0.35+1.59 | 0.29+1.47 | 0.84%2.32
% 7 S PN 7R 16)
R—=2AFA »H6DE{LR @70) 312) 52)
75 REEE D (I5BREER -0.49 0.56
i) (-0.73, -0.25) e -
DD $=0.001 (-0.83, -0.29)
PR 44.66+51.60 | 31.17+31.84 | 42.98+54.02
H ©1) (61) (90)
ZS
i 45.01+51.45 | 31.28+31.89 | 44.29+53.67
S i 1E6)
i\B 252450 o) ©l) ©0)
al
N 0.35+1.40 | 0.11£0.60 | 1.30%2.80
i R— 254 U L5V B ik6)
% R—=2A5A4 D 5DELE! o1 ©l) (90)
TS RBEDE -0.95 -1.27 _
(95% (5 X ) 7 (-1.52, -0.38) | (-1.91, -0.63)

SFHfE R (BI%)

H6) MM

H7) i, XR—2F 41 VM, R=ZAFA YOBUSARTT (1-2846175>D MK KISH
T 3ERAIDL L) RUBRSE 2 RALRE LB ET LV

7E8) Graphical approachic & ZE % %

oy BE24BRUIAAAMgHENOEERE TORRIC BT 2 HEHR, HEZ
AEER, BEDLICE > LHEERRORBUAEZ IR OED TH - 7o EARIERAI
AAldmgic BT, LREROF (1.8%). Mty L7 F >k 24 FF —LRMH
(1.6%) TH-1z.

H9) J Y LARY T — ek

##10) Newcombe-Wilson#: (GE#HEEZ L)

E11) i, X271V OBUSAOERKURERZHAZHRE L0 I AT 1+ v
ZEYRET IV

1¥12) Graphical approachic & 0 Z =M %%

¥13) 4mgHihEE e MTX BB O LB OIS~ —2 -12%

iz 24BROMESHRBEREZFROBOXMAITT (MTSS) Tl L 726 R.
MTXBMBSRICHA KAHMTXHHB SR TOBMAVNS < REHENEARE
AR 5N 723339,

£5) HE524BEEOMTSSONR—R T A Vi 5DE{LE (mITTEM)

ZAAl4mg ZAAl4mg MTX
HUphEE /MTXPtFBE HUhEE
P 13.32+27.03 | 11.40£20.16 | 11.82%22.19
7 (154) (199) (192)
i 13.26%26.44 | 11.77£20.30 | 12.45+22.38
S ;L)
i RG240 (152) (198) (191)
g | N—AIAIRED 0.43+1.18 0.32+1.14 | 0.64=1.81
Z(LRIED (152) (198) (191)
MTXBEE D3 -0.22 -0.32
(95% 1= HE X i) H15) (-0.52, 0.08) | (-0.60, -0.04) —
pliEiE!S) %16 p=0.158 p=0.026
P 6.54+9.82 | 12.20%+21.18 | 15.01£28.57
H @7) 37) (34)
w® 7444973 | 12.45+21.30 | 15.87+28.43
24 e o Ry
iE @7) 37) (34)
; R=ZSALHED 0.91+1.78 0.24+0.96 | 0.85+1.38
# Z{LgEL (27) (37) (34)
MTXBEE D3 0.02 -0.62 _
(95%{RHX) S (-0.70, 0.74) | (-1.27, 0.03)

SEHME AR R (B0

E14) S

E15) Hi, N—2AF54 U, R—ZF4 > DBVSADEER RS ZHILER &
L7z 353 BT E 70

##16) Graphical approachic & Y ZE % %%

F7o. BES2ERIARAAMg/ MTX AR ENOLER & TOXRICB ) 2 HEE
R, BECHERR, BREPLCES>HEFRORIFHEIUTOED TH o7
ZEERAI. AFI4AmgBUEE <1k LIREEROH] (3.8%). #PREE. M7 L7 F 2k
AARFF—EHINEA (2.5%). KE4mg/MTXHHBETIZELLH (5.1%). 75
=73 NI YRT7 2T —EHMI0B (4.7%) TH- 7z,



#6) $HB5528R X3 AHAmg/ MTX MR EGAOL BRI L TOHREHER

£9) BE24ERXIIAAAMgIRGANDEER L TOHREHRR

AAHl4mg AAl4mg MTX

HUhEE /MTXBERBE BUphEE

71.1% 77.7% 71.9%

& HEER (113/159) (167/215) (151/210)
& N 7.5% 7.9% 9.5%
g | EREAEER (12/159) (17/215) (20/210)
Bk 6.9% 10.7% 5.2%
T HERR (11/159) (23/215) 11/210)

17.1.3 EISHEISIBEERELLEEER [RA-BUILD (JADX) 5]
MTX% & GRRBEBEHET Y ¥~ 73 (CDMARD) 123 U TEIERA+2 7% g
Er o BEOEHEME 7~ FBE684H (HAN21B2E&D) 2MRELLETTE
AAE —EEMRILBAREEM L7z cDMARDPFH T, 77t RXEAH (41
2mg) #1H1ERORS L7z, 128OACR20MER (EEIMEEE) &, AHI4K
VC2mgREBICB VT T T AR EHICHANTEL REENLARENRBD SN

7235).36),

£7) %512EEHOACR20. 50, 70ek#FEH (mITTHE)

AAEI2mgRE ARAAmgRE 77 KB
65.9 61.7 39.5
RIELT)
ACR20%:EHR (151/229) (140/227) (90/228)
7o RBEDE 26.5 222
ES (95%EAHIX E1) 1) (17.6, 35.3) (13.2, 31.2) -
g pIEiE19)20) p=0.001 p=0.001
i 33.6 33.5 12.7
2 HRIEL7)
ACR50#z ! (77/229) (76/227) (29/228)
, 17.9 18.1 3.1
HERIELT)
ACR70ZE#! (41/229) (41/227) (7/228)
. 83.3 100.0 50.0
FRIELT)
g | ACR20%##! (5/6) (7/7) (4/8)
KN TS RBEE DX 33.3 50.0 _
il\g (95%EHFHX ) H18) (-12.4, 79.0) (15.4, 84.6)
51
\ 83.3 85.7 25.0
i 2B RIEL7)
n ACR508# %! (5/6) (6/7) (2/8)
, 50.0 85.7 0
SR IELT)
ACR702# % (3/6) (6/7) (0/8)
% (f1%)

W17) J VAR F—Hhsek

##18) Newcombe-Wilson#: (GE#HEEZ L)
E19) Hilh, N—2A54 YOBUVSADERRUBGH2HALERE LV RT (v

7 EJRET IV

1120) Gatekeeping#iic & ZEM: &

F7z. 24EROMEHEEREE FROCROXMATT (mTSS) %7l L7z #5RIELUTF

DB TdH 723930, [7.2508]

#8) #¥524AMOMTSSON—2F 1 > »5DZ%E(LE (mITTHM)

ARAI2mg#E ARAAmgRE 7Tt R
P 25.78+40.26 | 23.71+40.01 | 18.54+31.47
(212) (202) (197)
2 D) 26.62+40.58 | 24.34+40.41 |19.40+32.19
Ik RG24k (208) (198) (190)
® | R—251h50% (| 043+1.19 0.2740.97 0.80+2.86
21 (208) (198) (190)
TR D% -0.38 -0.55 _
(95% B HIX ) 22) (-0.74, -0.01) | (-0.92, -0.19)
P 21.60+27.42 | 19.93+21.22 | 29.63+39.44
H (5) (7 (8)
S 21.60+£27.43 | 20.71+22.09 |29.74+39.38
52438 REED v e R
A & ) ™ ®
2} Re=ZASALDED 0.00+0.35 0.79+1.65 0.11%0.66
g | ZlEEED (5) @ ®)
TSR E D% 0.06 0.75 _
(95%(EHEIX ) 22 (-1.69, 1.80) | (-0.53, 2.03)

AHI2mghE AHAmghE 75 REE
67.2% 71.4% 70.6%

=%
2 HAEHR (154/229) (162/227) (161/228)
I N 2.6% 5.3% 4.8%
g |ERBHERR (6/229) (12/227) (11/228)
Bk 5.2% 6.2% 3.9%
B HERR (12/229) (14/227) (9/228)

17.1.4 EFFHESINERER(ELLBEER [RA-BEACON (JADW) FHER]
[EHHIER T (TNF) BHEANICN UCHRAT D L EE, 5 BEOEE Y 7
v FRES2TH (HAN20f2E&D) 2RRE LTI AR EEMILEREEE
MiL7z. cDMARDHFHT. 7 I RNIEAA (4Xi132mg) #1H1ERO®RSE L1z,
AAAmMEH SBT3 1 2B OACR20SER (FEMEEE) &, 75 R R58
ICHARTEL MO L EEESRD 511237398, [7.228]
#10) #51268BEOACR20, 50, 702ER (mITTER)

HAI2mght FAlamght | 7IeAB
, 48.9 554 273
SRR IE23)
ACR20%#% (85/174) (98/177) (48/176)
TS RBEEDE 6 28.1
2| o5l 117,315 | (182379 -
g piiti2s).126) (1.7, 31.5) p=0.001
e sRik23) 20.1 282 o
ACR50E# %! (35/174) (50/177) (14/176)
] 12.6 11.3 2.3
22 E23)
ACR70%#EH! (22/174) (20/177) (4/176)
) 50.0 75.0 50.0
HRiE23)
g ACR20Z#H %! (3/6) (6/8) (376)
A roexmrox 0.0 25.0 _
{E (95% ST ) 24 (-56.6, 56.6) (-25.0, 75.0)
e st 50.0 37.5 16.7
" ACR505# %! (3/6) (3/8) (1/6)
e 333 25.0 16.7
ACR70giEH! (2/6) (2/8) (1/6)
% (%0

#23) J U VARY Y —sEE
¥24) Newcombe-Wilson# (HfEEEZ L)
125) Huls, EMBFOMERAE (<3, 23) RUBRSHEEFEHERELZOYRAT v

7 [lRET IV

1¥26) Gatekeepingi#ic &V ZHEM: % %

Fiz, BE2HBH L EARAMg ENOLEHE TORBHICBII2HEFR, EEL
BEHR, BREPHICE-> - AEHRORFHEIUTOEY TH- 7. EREIER
& AHI2mgBE T EIBBEASH (2.9%). EXEEGE. BO&4F (2.3%). AH
AmgRETIIHERIEETH (4.0%). M7 L7 F >R AR+ F—CH. ERERGE.
FIRSER AR (2.3%) THolzo
£11) #5248 VIAFAMgER ENOEER L TOHEHR

AHI2mghE AAl4mgEE 75 R EE
70.7% 77.4% 63.6%

=24
2 AEER (123/174) 137/177) (112/176)
1 N 4.0% 10.2% 7.4%
g | EREAEHR (7/174) (18/177) (13/176)
Bk 5.2% 8.5% 4.5%
B HEHRR (9/174) (15/177) 8/176)

17.1.5 EFFHEISEBH#FIE 555 [RA-BEYOND (JADY) HER]
M E5REE LT, RAORMOREEROBEEEME Lz, ARBICHAANS
NIZEEFDS 5. FATRBEARBRICB L THRA TS EHESN T, AFldmgo 1
H1[E#5 %157 AL Bt s n. EEEBES M (Clinical disease activity index
(CDAI) =10) XI3%E M (CDAI=2.8) 2R LTV BEEMRIC, ZEEHR R
TAAAMg MBI 5 I AH 2mg A OREE S O WA ICEHEIT L, EREEEHE
RIIFERHSMERF S NS 2 & T L 7z FEIH2438R: O CDANCEE D < R EIE B
FIfRAEER L BEEEIIUTOEY TH 7239, [7.288]
EBIERIZ. HREZ686 (2.6%). LIHTAA496] (1.8%) T -7z,
£12) FHEIT%24EROCDANC T BRI EI M, BIHERRE)

FifE R (B0
E21) MIEHMEE

¥22) i, N—=Z2F71 U, R=ZA T L OBUISADERK VRS ZHALK &

L7z f e 70

Fiz. BE2GEARLIAAAMgR ENOLERE TORFHICBI 2 AEHFR, EBL
HEHR, BEPECESAEHRORBHE I TOEY Th o7z EARIEM
& AR2mghE Tl RGBS (2.6%). #HIREE. PV LT F U ARRRFF—
CHME4H (1.7%) REF4mgBETIIMF 7 L7 F >R A AFF—EHEM10H]
(4.4%). EREEG8H] (3.5%) THo7lz.

FEIT R OB BIEBY 1

(RA-BEAM (JADV)#E&.

B

& B BEEFGATRE) RA-BUILD (JADX)##. | (RA-BEGIN(ADZ)itE)
RA-BEACON (JADW)&tE)
AEI2mghE | AF4AmgHE | AA2mght | AH4AmghE
2 R RIE B 76.2 853 913 95.2
Ik (CDAI<10) (144/189) | (163/191) (21/23) (20/21)
#® R 37.6 445 69.6 66.7
(CDAI=2.8) (71/189) (85/191) (16/23) (14/21)

% (FIE) . /> LV ARY ¥ —Hiseik
#27) 20165E1HIHT—% Ay b 47



(7 FE—1ERER)
*17.1.6 EEHEISIIMEEER [BREEZE-AD7 (JAIY) &I

HROAETIFTA T L~A A YT 7 I AL EICHET S5 AT 01 RAARICH LT
WRAFITH o I PEIED S BIEE2S) 07 bE— G ABE3296] (HARA63H
EEY) HRELAET T RNB_EEREBRBEERE Lz, 2701 FIAEZEG
AT, 79 RUIAH (4XiE2mg) %1H1EREORS U729, AHl4mgik5REC
B 5 16HERIIRERIE S EEANIC & 2 A3 (Investigator's Global Assessment:
IGAHE30)) 2a7A0XIE1. D, R=ZAF54 V52K, > b EO®E (IGA

(o,

1)) %R L 7HEE OF & XU 163ERKICEczema Area and Severity Index

(EAS) 237 TR=ZA54 P 5DT5%L Lotk (EASI-75) %R L7 ik
OEE (WTFRHEEHHER) &, 77 REEGHICHATEL HetENaFRE

i

BH5N7A0, [5.2, 7.25H]

#28) IGAZRa7A30 L. EASIZa 7168l k. ROGRERERIC D57 M E—HE
JERIREDOEIE A 10%LLE
¥29) BT IIREROMRAELAE L, BOP 70 ARY) ¥, FOATFOA N
DEEFFEROHBREOMAELIE L.
#30) vIGA-AD™ scale (International Eczema Council 2017)
#13) #516EROENERM (ITTHM)
AHI2mghE AHAmghE WA A
N 23.9 30.6 14.7
R A3
1GAQ, I)@male? (26/109) (34/111) (16/109)
T ARBEDE 9.2 16.0
(95%(FHEX ) 32 (-1.4, 19.5) (4.9, 26.6) —
FAREDEES) p=0.083 p=0.005
2 g o A 43.1 47.7 22.9
g | EASTToRAAIEE (47/109) (53/111) (25/109)
# TR ARBEDE 20.2 24.8
(95% B HHIX ) E34) (7.7, 31.8) (12.2, 36.3) —
DY) — p=0.005
Itch NRS 45Dl kg iE 38.1 44.0 20.2
BRI EESD H35) (37/97) (44/100) (21/104)
TS ARBEDE 18.0 23.8 _
(95%(FHEX [H]) H30) (5.4, 29.9) (11.0, 35.6)
E31) % (BIF). /> L ARY & —HsEik
#32) g, R—25 4 VEOBERBEERE (IGARI73XI34) RUKSHZ2HALH
ELuIYRT 4y ZERETIV
¥33) HEAERM 5%E LT, Y574 LT Fa—FIc kD SEHEEFL L -pll
H34) M, N—2 51 VROBEREIEE (IGAZI73Xid4), HEHRUN—ZATA
YOEASIZA a7 2HHAERE LIa VR T 4 v ZERETIV
E35) X—=2F 4 »Dltch NRSH4KRA > bLLETH > 7 5EFNITED < fif##fT
¥36) MR, N—R T A VROREBEEE (IGARIT3INIZ4), BEHRIR—2T A

> ®ltch NRSZHHERE Lzu Y AT« v 7EIRET IV

BEI6ARE CORBICBI 2 HERR, ERLAEHR, REPLICE-STAESR
ROFEBIAEIILTOEY Th > 7o EaBIEA X, AHI2mght Tl& LRI SH
(4.6%)\ EXGEREGE3M] (2.8%) AHAmghETIX ERFRAH] (3.6%). FIREAILR
A3 (2.7%) THoTz.

£14) %516 E TOEEFR
AHI2mghE AHl4mghE 75t R
56.0% 57.7% 38.0%
= 4
& HEER (61/109) 64/111) (41/108)
1 N 1.8% 3.6% 3.7%
g |EREHEHER (2/109) @/111) (4/108)
B [ g5t 0.0% 4.5% 0.9%
T HEER (0/109) (5/111) (1/108)

*17.1.7 EEHEZIMEEER [BREEZE-AD1 (JAHL) 5]

BADSETITA T L~Aba Y775 AL BN T 2 A7 04 RAHEICH LT
RRAR+2 N TH - 72 hEED 5 BAEEY) 07 b E— R M AEE6240] (HA
ANlEED) 2NRELET TR EEMEEBGEBREER Lz, BAITTS
TARXIEAA (4, 2Xid1mg) %2 1H1EFREORS LT3, KFIAKRU2mgk5#IC
B2 16ERICIGA (0,1) %ER L I-HEERE OB &K U168 ICEASI-75% 2R L 7-
WERE OEE (WTRLEEFHMHEE) X, 77 REEGRICHANTEL . HztEns
BREVRD SN, [5.2, 7.280]

*37)

*38)

IGAZ a7 #3B k, EASIZa7H168 k. ROEKREEICLED ST bE—1RK
SIREDEIGH10%L L

BEHEPRREROMAZMBEE L. O 70 XK ¥, #ORTOA FE
DEEFER OVAREDOHAZ S U,

#£15) HE516EREOEMERE (ITTEH)
AHI2mght AHAmghE 75t AR
. 11.4 16.8 4.8
3 k!
IGAQ, ) Emal &= (14/123) (21/125) (12/249)
T RBEDE 6.6 12.0
(95% (5 #EX ) £40) (0.9, 13.7) (5.5, 19.8) —
DT p=0.026 p<0.001
& g3 18.7 24.8 8.8
* EASL-75RulIE: (23/123) (31/125) (22/249)
ES T RBEEDE 9.9 16.0
(95% (S #EIX [H]) 42 (2.6, 18.2) (8.0, 24.7) —
B IEED p=0.026 p<0.001
Itch NRS 450 ks 12.0 21.5 7.2
PR 39, 43) (12/100) (23/107) (16/222)
T RBEEDE 48 14.3 .
(95%(EHEXE) 49 (-1.7, 13.1) (6.4, 23.4)
#39) % (FIE). ) ¥ L ARY ¥ ik
140) i, N—2F A CROEREREE (IGARI73RIT4) RUBSE & ALK
LL-uY AT 4 v ZERET IV
H41) AEKERH 5%E LT, FI 74 HLT Fu—FIc kD SEEZFHEL 72pf
H42) HiE, XR—2 51 VROKEBEEE (IGARI73NIE4), HEHKRUIR—ZT1
CVOEASIZ a7 ZHHAEKE LZa VAT 1 v ZERET I
143) R—2F 4 > ®Oltch NRSHAEA > bELETH > 7= Kl 55 < gt
E44) Hil, N—2F 1 VBORBEEE IGAZIT73NIZ4), BEBKRUOR—Z2T A

> ®ltch NRSZFHHER L Lu IR T « v ZERET IV

BE16ARE TORHICB Y 2AEFHR, EELAFHR, RSP LICESHES
ROFRJFEIILTOBY ThHo7zo EREWERI. AH2mg#HECIXEMAG (3.3%).
LIREEZR 3B (2.4%) AFAMgEECIXBEMANLRA, [F 7 LT F VR ARFF—F
W, BEEA3M (2.4%) THol.

#16) 516HME TOREHS
AHI2mghE AHl4mghE A A
57.7% 58.4% 54.2%
=24
& HEES (71/123) (73/125) (135/249)
s 0.0% 1.6% 2.4%
g | TREHEER (0/123) (2/125) (6/249)
M| ek 0.8% 0.8% 1.6%
o A ERR (1/123) (1/125) (4/249)

*17.1.8 ESHESEIIMEHER [BREEZE-AD2 (JAHM) F5R]
HEOSETITATL~A MOy 775 AL FICHYST 5 2704 RAFZEICR LT
RRA3 IR T - 7z D & FAEES D07 b E— MR BE6LSH (HA
AN12fl%&t) ZNRE LTS ERNBEEREBRB2ER L7z, BHITSS
TARNIEARA (4. 2Rk 1mg) 2 1H1EREO#REG L7zE46), KEI4K U 2mg 58I
B 216ERICIGA (0,1) %ER L 7-HEE Q&K U16ERICEAST-75% 2 L7
WEEOEE (WTFNLEEFHEEE) 3. 77t RBRERICHNTEL . Hatenn
BEEFED SN, [5.2, 7.258]

1£45)

IGAR a7 3B k. EASIZa7H160 k. ROGBKREHICLHD ST Y-
i SIRE DEIE A 10% L

H46) HEHEHRIIREAOMHAZSEE L, RO 70AR) v, ROATOA FE
DEFFERONAREO A E R L.
#£17) ®#E516EROENERE (ITTHE)
AHI2mght AHAmghE PAAL
10.6 13.8 4.5
¥ )| ONE47)
1GAO,1)R2#lE (13/123) (17/123) (11/244)
T RBEDE 6.1 9.3
(95% S HEX ) H:48) (0.6, 13.0) (3.3, 16.8) —
R EE9) p=0.041 p=0.002
S e A7) 17.9 21.1 6.1
* EASI-75RARBIET (22/123) (26/123) (15/244)
% T RBLDE 11.7 15.0
H (95%({F HEIX fi]) 50) (4.9, 19.8) (7.7, 23.4) —
RIS p=0.041 p=0.002
Itch NRS 4l B 15.1 18.7 4.7
B A7) S ) (16/106) (20/107) (10/213)
T RBEDE 10.4 14.0 -
(95% B X ) 52 (3.7, 18.7) (6.7, 22.7)
FA7) % (BIE). ) v L ARY ¥ —HhigRE
1H48) M, N—ZA T 1 VROBRBEEE (IGARAI73NIF4) KUBESE AL
EL-uY AT 4w VEIRET IV
1149) FREAKUERR 5%E LT I 74 W7 Tu—FIc kD ZEEZFHE L -plH
H50) M, R—2 T A VREORBEEE (IGARIT73XNIE4). BEHKRIRN—ZTA
VOEASIZA 27 #HHERE Lzu VAT« v ZERET I
#51) R—=2F 4 >Dltch NRSH4RA > bBLETH > 7iEflc 3D < g
52) M, X—2 51 VROBEBEEE (IGARI73NIE4), HEHKRUIR—ZT1

> Oltch NRSZHHEKE L VAT« v ZERET IV

BREIGERE TORBICBI 2 AEER, ERLAEFHER, REPILCE-1-AES
ROFEHIZLILTOEY TH - 7o ELBWERIZ FHI2mghE TILBHA LR 244
(3.3%) LWREEA3M] (2.4%). AHAmgh i3 EWIER, MH7 L7 F 2R ARF
F—EHMEAH (3.3%). FE3H (2.4%) TH-7.



#18) ®’E516HKE TOREHR

AHI2mght AHAmghE 75t AR
57.7% 53.7% 56.1%
=24
& AEHR (71/123) (66/123) (137/244)
& " 2.4% 0.8% 3.7%
g | EREAERR (3/123) (1/123) (9/244)
Bk 2.4% 1.6% 0.8%
B HERR (3/123) 2/123) (2/244)
(SARS-CoV-2IC & B

*x17.1.9 ERHESEINEHER [ACTT-255%]

18 L EDSARS-CoV-21 & 2 it # 103361 (HAALBIZEDL) ZRfE LT
FTEANBoEHEREBRBREZEMm LAY, LAFYELHEAT. 75 RUEA
Aldmgz 1 H1EREI4HMZEOBRS Lz, LAT Y ELIEHES4)HIC200mg, 2~10
HHEIZ100mg% | H1EEARNES Uiz, 28, BIELBEICIEBRERVTLLAT Y
Cilogssdukgdsl s L.

F o, RRE TR ERIED FH O LA MR SN, KAIBI4.3%, 75w AE
94.5%DBEITBVTANNY ¥ (BFFANY Y EED) BHARSSh Tk,

AR D L 7BIR - ROMERIITROBY TH o7

#19) ACTT-2iRBrDF 4 RIR - fryLEHE

UL + SARS-CoV-21Z & B BYHEN R S h HRER TABEH
- PCREXIFF DO RIEHE TSARS-CoV-2I@F L Zish T2
UFowThPI 2N EZET S

- iR AT R (B XAR. CTHRES)

* SpO27394% LT~

- BEMAEET S

+ NLIFIRE R A R TR (ECMO) 2 %9 %

PRyt ke - ASTRIFALTASHEERE HRR o SH5E

- eGFR#*30mL/minkiii, MHHENT XM 282 2T\ 5
- PR EREA® 1000/ mm3 i

- U 2 SEREN 200/ mmB3 i

- RIS ILR

FEIMEEE E, EERLB28HIF R TOEE (BBMEDIEFREES3 0OS-1~31C
M) FTofiEshi. BEF COMMOTRIE [95%CI] 1. KABTT (6,
8] H. 75t A#T8 [7,9] HTH V., 77t ARBIIHT 2AKIBEO BB A IRGEE
Shiz ONY—FH [95%CI] :1.15 [1.00~1.31], E#ILog-rankiiE, p [Wif)
=0.047. AEU/K¥E (Wfl) 0.05. RIZH).

1.0

P
433 / 515
406 / 518

HR (95%CD)
115 (1.00 - 1.31)

Reference

FER
IStk
&5 Log-rankiRE :p = 0.047

o 2 « [ & 0 12 14 16 w8 2 2 24 26 28
REBLILOBE

EBF R DY EHE (Subjects at risk: A)

e s1s a7 4 270 & 21 [ 2

T5urn 518 a5 a7 24 m 56 8 M

1) E{ER(L#28H I E TORIEE T OKaplan-Meierhi#i (ITTHHE)
RIREHIEIE H T & 2 BIER L 14 H R T O SBRE DIIEFF REEICH 5 < ERARIRIE D Huffil

#20) "= T4 VB 2 BN REER D E SR H K O BIKEHEHE DR

N=—Z2AF7A4 VBT B

RNR—2AF7A4ILBT B

OS-4iE54) OS-5iE54)
ASHIBE 7T B ASHIBE 75 Rt
70/ 7245 2884 2764
WAEZRL28 | MELBER 671 69 2624 24341
BECOR | Gy com
HE oM B o bl B} 4 £l 6
W [4, 6] [4, 6] [5, 6] [5, 6]
AN At
HESS[95% 0.88 [0.62, 1.23] 1.17[0.98, 1.39]
CI
EEALBI4HBETO
NIAID-OSIC & D < B R IRRE 0.58 [0.31,1.10] 1.19 [0.88, 1.62]
DHMIA v ZHEO[95%CI]

RNR—ZAF7A4 BT B

RNR—2AFA4ILBTB

0S-6%54) 0S-71%54)
AHIRE 75 RE AFIRE 75 AR B
103 113 5441 5761
MEAER(L$28 | HELEER 825 7361 225 2141
HERTCOB  mg s com
[N B o th ol 10 18 NE NE
w* [9, 13] 13, 21] [25, NE] [26, NE]
N Y — B
HHE55[95% 1.51 [1.10, 2.08] 1.08 [0.59, 1.97]
[l
MIERLBIAHBETO
NIAID-OSIC & D L B R IRRE 2.25 [1.39, 3.64] 1.67 [0.82, 3.42]
DHIA v ZHEO[95%CI]

NE:Not Estimated
153) JEFRE [OS-1:ABRLTBSFEBHLHIRS Nz, OS-2:ABE L T WLAYTE

BHHHRSN B RO/ IIEETOBRBMASBE, OS-3: AL T\ 2 B HRT
FRIAE-BBEOMEEBEE L, OS-4hABRL TV 2 ARERTIAE L%
Ok % BB E T 5 (SARS-CoV-2BGUERE X Z 2 nLIsh) . OS-5: Akt Tl
FRANBE, OS-6: Abif TIHBBHA TR IS REBERSZEAL TV

%, OS-T Al CEREBHATIFEIZECMOIL L 2B Z{T> T\ 5, OS-8:3E

]

HS54) N—ZF4 VKBS EROIEFREICES SR

155) EAERE (WhEHE. HiE) 2ERIRT & LAERHCox NG — RETIV, HEEE

AR ONER RER D& R IE Cox BN — FETFIV

E56) HAERE (PEE. BE) AR E Lo Rflty XETIL

ACTT-2iBACid. L — F3LEOFEER, 7L — F2UEORARS LHEDSH 3

BRERE, 7L — FEMbh ERNEEREREEROAREREL T HET, Z§

KB EERROFEFRRILLTOEY TH - 7o AFIBECTHRE SN ELEERIZ,

ASTER (1.4%). U > SBREUEA (1.2%). MfiZEiiE (0.8%). ALT ER (0.8%).

Ty A7 IF—tER (04%). Bl (0.4%) TH-olo

#21) BEICBU 2 EEHRROFEBEIATS

v AH [95%CI 131.26 [1.01, 1.57] THot.
Floy NR=254 VIZBY 28BREDNAFRER O EZFHHEE . BIREHHIEE DR
WFROEBY TH o7 [5.5. 9.1.9. 9.1.102H]

ARHIEE 75 RRE
7 L— R3N4DEEER 41% 47%
(207/507) (238/509)
RECE - AEER 4% 6%
(19/507) (31/509)
HEGAEER 15% 20%
(77/507) (103/509)
BEHIRICE > HEEES 7% 12%
(34/507) (59/509)
HR IR ZEARAE 4% 3%
it ZEARAE (21/507) (16/509)
1% 0.4%
(5/507) (2/509)

E57) 7L — FoitfildDivision of AIDS (DAIDS) Table for Grading the

10

Severity of Adult and Pediatric Adverse Events, Version 2.1. [July
2017] IKEUTWV2,

ES8) % (BIH). F—HEa#E I F—HHEHRRPEREFER LB 316l E UTHE

18. IR
18.1 Rk

WM. RAE. REREEICHS T 28T A b A A Y ORRRTFIRBMEICHEET 2B
JAKPNTE L7 MIR > 7 F RENTTh I 2. MRS 7+ U RERR O H TIAKH
oY VEBbE EBITHET 2 Y VT IVREREEE LA (STAT) #5) VELs
No. ) YBIEENTSTATIBPNICKET L. ¥4 M1 Y ICRINY 5 BETHOEE
ZTUET 5. N ¥ F = TIEJAKIRUJAK2EEZHE L. STATOY Y BILKROE
HALZIMH T2 L0 & D 2T FIURERHET 599,



18.2 JAKPEEEMX 2.7.22.1.4.1)
SN T F = TIRJAKL/JAK2O BRI O RERIHEN T 0 . BERHERBRTIAKL, 23) HANER:CYPOFEYII O W T OME (/n vitro)(2017H7HA3H %5, CTD

JAK2. TYK2RUJAK3ERZME L. ZOMEEROICsid Zh2h. 59, 5.7, 53 2.7.2.2.1.4.2)
RO > 400nMTH 5 (in vitro) 46 24) #MEELOCT1. OCT2. OATPIB1. OATIRUOAT3 % I 5 0T Aefk 3
183 IL-6 [C& U FBINBSTAT U BHEOME(ER S, oD 224

25) #HWERLOAT2%HE I 2 AR O (in vitro)

26) #HAEELOATPIB3OEE & 7% 2 Al REME K OFHE § 2 AT REIE DI (in vitro) (2017
F7H3HAR, CTD 2.7.2.2.1.4.3)

27) #MER:BCRP %2 HE T % Al Gtk O 3l (in vitro) (201747 A3H&:E, CTD

NV F =T 2 HE U BEWRE O2ME2FAVZT v e ICB0LT, IL-6IC & D FE
ShBSTAT3 V) Vb E ARIKEFENICHE Lz, ZOBEEEREINY Y F= 7852
B2 ISR RIS 72 D STAT3 U Y EE L AILIZ24BERIZICIZIFRN— R T A VITR -
7zo IL-6 (JAK1/JAK2 2/ L7237 FVERE) i ba v RRTF > (JAK2/JAK2

A T . : 27.22.1.43)
-3 g A b - A . )
EALLLTFVER) OLELTHMLLHAI SAROMERRABOSNL (N o) o 0 N2 5 73 & OEWAEEARE (201747 B30 KR, CTD
vitro) 40,
27.2223.2.1)
19 ﬁ?ﬂ]ﬁﬁﬁ:‘l:ﬁﬁ?%iﬂb?ﬂ%ﬂ% 29) HNER:ROBER O EMHEEEARKBR (2017FE7A3H AR, CTD
. ) N o 2.7.2.2.2.3.2.2)
—fH9E N > F =7 (Baricitinib) [JAN) e <5 e o s - R .
ft 2% #&:(1-(Ethylsulfonyl)-3-[4-(7H -pyrrolo[2,3-d]pyrimidin-d-yl)-1 4 - 30) zi;\ffé 2/3? FIYEORMBERABRR(0I7ETAIHEER, CTD
pyrazol-1-yllazetidin-3-yljacetonitrile 31) FPREREMTX TRV 2 B ) 7 -8 £ 41 & U7 BB (RA-BEAM

5 F RCieH17N7028

S T E371.42

i3 REBOWKRTHS.
IRAFNANAFY FITETRTL TEMZFYALKTRAY ) —)UILHE
Fiz Ky T =)L (99.5) IO THEIFIT K, KITIFEAEHE T
[

{b2gis st

(JADV)#8%) (201747 H3HA&EE, CTD 2.7.6.3.6)
32) Taylor PC, et al.: N. Engl. J. Med. 2017; 376(7): 652-662
33) #HHEREHLY Vv FEOMHARBRO 2 WY v v FEBEE R E U SIERE
(RA-BEGIN(JADZ)#E#%) (201 74E7 H3H %GR, CTD 2.7.6.3.7)
34) Fleischmann R, et al.: Arthritis & Rheumatology. 2017; 69(3): 506-517
o 35) #HNEREMTX % &TcDMARDICH U TR 7B Y v~ FBE 2R E L
O:\\S/\CH3 ST ER (RA-BUILD JADX)#t8#%) (201747 H3H &R, CTD2.7.6.3.5)
| 36) Dougados M, et al.: Ann. Rheum. Dis. 2017; 76(1): 88-95
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182 #Ee - PR () RUZDHRERN
1.8.21  %hEe - ;MR ()
BEAFIR I CRO A3 72 FRiR R
BEE Y v~F (BfiofEraEobhiE 25 Tr)
7 ke JE A
SARS-CoV2 IZ XA Milik (277U, ERAZESTLZBREIZESD)

THRRER < BN

SRR RICEIE T A R

L (B Y o~ i
CSLBEOHRICEBNT, AR FLF = ZELHETHLRLLEL 1AOHRY U~ |
| THAC L DY ARIIR AT o T b, RIS T 5 W 5 A RSk 43R D B A IS B |
e R T |
L (T e E %) :
|52 AT A NARAIR Y 7 1 ) A ZSHASEOFSSEA AN X 2 0m E —E |
CHIRIEIT L CH . HRBESESRT . SRORIES (E D BB DV RHEE I SEH I
VDT k, |
LS3RAIE LT, AFHRERHTITT b B —PERE R ORI ORARICIE U CHLRAES |
AR 2k, |
5.4 A5 RBSNIA 2 kS5 2 &

| _(SARS-CoV-2 (T & % fii%%) i
L 5.5 BRI, A TIFURE BRI THfi (ECMO) A% B3 % BE & %5 |
LICABE T THGE1TH Z L, |

TRRER < B

1.8.22  EREIRH

ARHFEIC LV BINT 58 T 1%, SARS-CoV-21Z L DEYE (COVID-19) B A %4 L
L7255 3 M, JEAL, —HEMR, WTHR., 77 2 R5EEBRTH D 14V-MC-K001 (ACTT-2)
AR L 015 DA R OV Z BRI RS ERIE L7z, ACTT-23BRI%, COVID-19 ABtdd
ERGUC, VATV EAEE (7R, PBOHRDV) (ZxT5Y v F =7 4mg 1 H 1A
B L VAT U ELVONRREE (BARIHRDV) O OV 9hME % 5 U 7= EE LR 3 AR
BRChH D,

ACTT-2 REROFER, EHEFIMIEH Th D Day 29 Kf i CToEHE £ TO MO RfEiL,
BARI+RDV #£C PBO+RDV #f & it U TR | [EEDO AT — R 15%8IN L7z (~F— Rk
1.15, 95% 54X : 1.00~1.31, p=0.047) , F7=, EERFIKFHIEE TH D Day 15 B TO
National Institute of Allergy and Infectious Disease Ordinal Scale (NIAID-OS) D 4 > X%,
BARI+RDV #f CPBO+RDV #f & Ll L T~ 72 (A XL 1.26, 95% S HEXH @ 1.01~1.57,
p=0.044) .

LZEMEOBSTIE, ACTT-2 RBOFERIINY v F =T ORMOLEEETa 7 7 A E—FK L
TRBY., BBty 7P dsEsneinol-, &iKkE LT, TEAE, TE-SAE, %L IZE -
72 TE-SAE, M ONRBRIEDOF5-HF1EICFE » 72 TEAE % 81 L 7= 9iBaE OE| 41X, BARI+RDV FED
J773 PBO+RDV £ L U b Ko7,
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ANERARE B2 OWT_—2 T A > NIAID-OS BINCERA L7 5. FEFEEH Th 5l
HE TOHIRIL, _—AF A > D NIAID-0OS 2 5 D#¢B##H TiX, BARI+RDV #£ T PBO+RDV #f &
g L CHEETOMMN 1 B (O — R : 117, 95%(E4EX M : 0.98~1.39) | X—R 7
A > ® NIAID-OS 7% 6 O#E5R# CTlX, BARI+RDV £ T PBO+RDV £f & [Li#g L CRIHE £ COHIHE
8 HEM -7z (NY— Rk 1 151, 95%(EHEIXM : 1.10~2.08) , F7=. Day 15 KfA T NIAID-
0S Z~—Z F A @ NIAID-0S BINZFHAM L 725 R, ~_—A T A - ® NIAID-OS 7* 5~7 OHERE

IZW 4L h . BARIHRDV BE T PBO+RDV Ff & bb#E LT NIAID-OS kD A v X HUERIIC &
<, N—=RFA D NIAID-0OS 28 6 D#ERFE TlE NIAID-OS (LED A AR b FEmn-oTz (Fy
K0 2.25, 95%IEHHIXE 1 1.39~3.64) , ~X—A T A > D NIAID-OS 28 5~7 O#ER#E TIix
BARI+RDV £ C PBO+RDV #f & it U CUGEDTRD LAV HRE 73% < | ﬁkbt%%ﬁi&ﬁ
Molz, FRZ_—AF A O NIAID-0S 28 6 & 7 OHERE CEAL LI-BRE N D72 oTz, —
. RBEIEENLVBIETHDHN—2 T A D NIAID-0S 8 4 DFERE TIL, LLATFT T ELC
NYTF=T5BMTHIEICLDIRT 0y MIRESnerolz, UbE, X"—=27 140D
NIAID-0S 73 5~7 ({223 % COVID-19 ABEEF T 530 v F =7 4mgl H 1 [F#E L LA
FYELAOHRIETARTH D L EZ N0, % 1.82.1 HOMEEITNE (R) 2R EL
BHRE IR RICEAE T 2 EICB VT, TR A N TP PSR A6 AR A T
(ECMO) BEAZET HEEEZRRICAPE T THREEZITI 2 &, | ZRiELT,

183 Fi&-AE (¥) RUZDHRTEIRA
1831 FHi&-HA=E ()

(Y v~F, 7 hE—MRER)
W, RACIEFEAY v F =7 LCamga 1 B 1 ROKET 5, ok, BEOIREE
WS LT 2mg lZET 5 Z &,

(SARS-CoV-2 IZ L % fitiZ)
W, RAIIELV AT EALEDHHIZBE TN U F =7 L Tame % 1 H 1 A
N#59 5, 7ok, G HMF14 HECET 5,

7. AR O R BT 5 B

L (BhREIL @) !
7.1 TEARR Y REOUARICIEARE 2mg 1 A 1 ENCHET 5728 EHRICEET S |
L |
L (BAfIY v~ T bR ER) ;
VT2 AF 4mg 1 H 1 [EEG THRIEZIRDGEO AT, KA 2mg 1 H 1 [EFEG~
OB ERET D L, i
L 73 PEREOEEEREEOSHDBEITIT, 2mg & 1 A 1ERARGT S,

b papr e | TR BRI A &
a %;g E,i (eGFR:mL/%> &h&
— /1.73 m?)
1B TR eGFR =60 4mg % 1 H 1[RIEE
AR 30 =eGFR<60 2mg & 1 H 1[E#EY5
HE eGFR<30 FehH L2

BE&E Y v~F)
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7.4 SORBEHER SRS N D LRPED U R BZINT 5 Z LR TRISNDO |
LT, RAEHY v~ FAERRAICHORE O Y X AFF—F (JAK) BHEAE OGF
I LN &, REIE S D OIRA L o OF FRBRIE R,

DT b E PR RE%) i
7.5 SRR E R SR S N D LIEYMED U R 7 SIS 5 2 ENTRENDLDT, K|
LA & SRR AR B i oofE D JAK FHER], 7 v AR Y RO S I B Al
L L OPFIZ LRV &, AHIE S OIER L OBHIRBRITR N, |
L 7.6 AANC X DIRFEONIE, EFEBGBEND § HE TITIIBbLD, 8 E TITIAK !
RS HIRVE A, B IEEEETH L, |
: _(SARS-CoV-2 |Z X 2 Jifi) :
| 7.7 SARS-CoV-2 |2 L DIkt 2 L AF > A LSO L OPFIzOWT, F5) |
P OV VR ST LT R |
P78 P OBMREREDH HBREITIE. 2meg & 1 H 1 MR O#FET 5, BEEOBKEE |
[EE (15=eGFR<30 mL/5)/1.73m?) A% % MF Ik L IR E Ot aRtE & | |
CIES LW EN DG aICIE, TRESBIIHEGTHIENTED, '

W (eGFR:mL/%y Bh &
= /1.73 m?)
TEg TR eGFR=60 dmg X 1 H 1[HEEE
S 30=<eGFR<60 2mg & 1 A 1 [[[#& 5

2mg & 48 B L2 1
15=eGFR<30 |[Elz5 (&5 FEEITRK
== 7 [8])

eGFR < 15 B5 LN

=z
%
pals
=
5

KH

1.8.3.2  ERTEIRH

ARHFERELOHAE () 1, SARS-CoV-2 |2 Xk B BYLE (COVID-19) BEEZRE LI2HF 3
., BAEA(L, —HER, WATER, 77 2 RHERBR CH D ACTT-2 R L W G oA
S OV MRS EFE Lo, ACTT-27BR ClX, COVID-19 ABZBE 2 X RIC, VATV E
NS (77 /A0, PBORDV) I35 v F=74mgl A 1AL LV AT VELOD
OF ¥ L (BARIHRDV) OZ MK OE M2 L7z, ACTT-2 EBRCONY v F =7 DH
1% - &L JADN SBREOFRE R 2 b L ITHET S 7z, JADN #BRIT MTX 28R A+7072 AARAN
RABEEZFRIC, RYUTF=T1, 2, 4, xO'8mg% 1 B 1[0 12 lMEE L 77 RLHEEL
7-ENE 20 AR ERZEHRBR CTH 5, JADN REBROFER, NY v F=7 REMOFGICLY IL-6
EE N HEERGFICICT L7722 & (Stebbing et al. 2020) . &8, RA BEZ R E L4 2 M8
N 3HRBROFE RIS S, ACTT2 R B CTOM&EIT 4mg 1 A 1 [EEG08EIRI T,
#1822 THTRR/Z L 912, ACTT-2 ARBRICE VT COVID-19 AftBEICHT ) v F =7
4mgl H 1 [EELE L VAT VELOAEEOG AN RIS, k- HE&ELTEH
1.83.1 HOMEK OHE (5) #RE LT,

1833 RERUVRAEICHEEY EE (B) ORTERM
EREEERE OREBERUHE
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WY F =TI REGHEEE VP SN Z ENHLNTEY, N U F =7 ORFEEITE
BEBEDIR FIZEWEINT 2, BN RA KUY AD FBF, fREEEWERE K Ok &~ 7o F2 L O B ek 5 iR
FHTOPKITZNE TISEHFMICHRFI SN TEY, ZOA D=5, COVID-19 FAFH TD PK (%
OB L B b N EEZOND, PK 777 A WIESE, N U F =T OHEEREILLL
TOXIEE LT,

e eGFR % 60 mL/min/1.73m2 DL E O NS - &I A E

o PAEFEREAEREE (eGFR 7% 30~60 mL/min/1.73m2) AT A ABRE 2 mgZx 1 H 1]

%5

FHERHEREREE  (eGFR 23 15~30 mL/min/1.73m2 &Jii) TiI/NU > F =7 D AUC I 4 (5D HE
INRFRD BV, Crpax ~OFEIT/N SV (141F5) 2 ERENTo, HEEBHMERERAIZ 2 mg %
AQEFM LI 535 L, IEEREHEORFT IT4mgl B 1EHFRE LGE ERBEOEY 1A
BEENSOND ETHISNDE Z 0D, LTFOBFICKTHNY v F =7 0m#E 5 Iz
Tk, EENRARRT 0y FBBEN Y A7 % LRI DHAITIE 2 mg O 48 B 2 & Of 5238 Y]
RHAETHDLEBZLND,

o HEEOBEHERE (eGFR 2% 15~30 mL/min/1.73m2 Kii§) %43 5k ABEHE

1834 BEXH

Stebbing J, Krishnan V, de Bono S,et al. Mechanism of baricitinib supports artificial intelligence-predicted
testing in COVID-19 patients. EMBO Mol Med. 2020 Aug 7;12(8):¢12697.
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AV I 2 E 2mg, 4mg

184 FRALDEE

1.8 RAE (%)

(R) RUZDHRFERL

A EoEE (%)

A EARAL

HiE)

1.1 :4:%!]&5!:30)\ . Bz, BUMIE. D1 IILR
BEZFCLDZEELRPEOF-LREELLE
ELENRESNTEY . AR EOBESIZHEL
NTIRAGVD, BEEBORRELMESLTL
%, $ﬂﬂﬁr§mméﬁéiﬂfﬁu EEE

H, INCDOFERZEZBFICHAIFHAL. BFEMNE
BLIECEEHIELELT., ARLOBRMELE
ZE%E L2 EHER SN EGEICOHEE5T D
&Eo
Ffz. AEIBREICEYEELRERN/REL. B
Em&%ﬁétaotﬁMﬁﬁ%éhruéw

. BRBOXEN+S AT E R ERGER R U ER
bﬁﬁ?é:toit\KHEﬁﬁtﬁ§$%ﬁ
HRELIBEICIE. FAERICERT HLI8FIC
FEEE5EZBHZE, [1.2.1,1.2.2, 2.2, 2.5,
8.1,8.2, 9.1.1-9.1.3, 11.1.1, 15.1.1,
15.1. 2 588]

1.2 RBREdE

1.2.1 BEELREE
BmfE. k. BEEREEFZSTCHNRERLES
OB GRBRLENRE S TNE . +94
BRETOREREEORBIERETH &,
[1.1, 2.5, 81,9.1.1, 9.1.3, 11.1.1, 15.1.1
SHE]

1.2.2 ##%

BIEMER (ENER) RUMNMER (BH.
VINEE) EETHEBIBRESATLS, #EZD
BREE CIHERDOBEALERVELLDEZNLH
B0, KEIREIZEIL > THRZICET 5 +0%4
MZRUHEE X SREICNZ., 104 —7zAY
y WEEHEBR I YNILY ) U RIGREFTL. B
BRI CTREZ#TS52 &1L Y. HREREDE
WMEMERT DL, BBROBEEZETIEER
VIEROBRENTEON D BEICIX, BRFORKE
EICDOVWTHERREET IEMEEEDT. R
BlE L TAFIRSRNCEU A REREEZRET S
&, YR URISBREBEZDRENEEDE
FIZHWLT, BE5ERFTHEEZRLIBDOONIHDL
wEINTLS, [1.1, 2.2, 8.2, 9.1.2,
11.1.1 58]

1.3 FFUZDWTO+2 A L B EEBDBED
B BERELOEMAMERAT L L,

(Eg) o< F)

1.4 RFDBEETSRIC. LECEL TEIDORY D
IFEEDODFERE+IHETH &,

1.1

vljl_/

AFNT JAK BEEAZ A L TRY . EIGEICE
BEHZDEDY AT OREMENRSH D70, AHK|
DOENER OSERMEZ BE BB L, BER
iﬁ'éﬁlf’: L72Z L 2R U= L CIRENBMG S LD &

. OBV U~ FIRREORMT LEESEIC
&%@t% %E LTz,
AHFNT JAK BAEERZH L TRV, g
Br B 255D A7 ORFEMERH B8, o
BEE Y U~ FIRFEIROUT CEEZ BB, FRCE
FE 72 BYSIE J ORI ﬂ?é&ﬁmt% RE L
72
B Y o~ 7 b E—MERER R ES LU SARS-CoV-
12 L DMk OB KR OVBIRICIEET D ERIO b &
TAKIDER SIS L5 EEMRE 23R E LT,
AHRIOZHE - 2% [BEEIRE CHRA 072
iV v~F (MEfioENEEO 25T |
LERELIEZ 0D, REIOIFEEZIT S A, b
e EH 1 HOHY v~ FHEDM %+ @%
T5E, EEME L,
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LY-3009104
AV = MEE 2mg, 4mg

1.8 RAE (%)

A EoEE (%)

A EARHL

2. EZ (ROBHEIZFESLAWNI E)

(GhaesadE)

2.1 ARHIORST R Li#UE OB EREO & 5 BE

2.2 HEMAEEORE DERPELTL2B8EZN1H
5, J [1.1, 1.2.2, 8.2, 9.1.2, 11.1.1 &
iy

2.3 GFHERERDY 500/mm’® Ay O BFE [8.3. 9.1.9,
11. 1. 3 /]

2.4 W SOTER L WD RTREE O H D it (9.5
iy

(i) o< F. 7 FE—HEERX)

2.5 HEELBYYE iES) oFf8F UERSELT
ArRENNHD, 1 [1.1, 1.2.1, 8.1, 9.1.1,
9.1.3, 11.1.1, 15.1.1 &M]

2.6 BEEOBHREREELZAITLIEE [7.3, 9.2.1,
16.6. 1 &)

2.7 U oRERE A 500/mm’ R o B [8.3.
9.1.10, 11.1.3 ]

2.8 ~FZ7 v UEN 8g/dl HKim D EH [8.3,
9.1.11, 11.1.3 &H]

(SARS-CoV-2 IZ &k B lfiz%)

29 BB E NI KW B R4 (eGFR 2% 15
ml/min/1. 73m® Rii) DHEFE [7.8, 9.2.2,
16. 6. 1 ZH]

2.10 U > 23EREAS 200/mm’ Ko B 8.3, 9.1.9,
9.1.10, 11.1.3 BH]

A RSB ESAFI ORI UIEBUE 2 JE 5 L

73, AFIOFHRGIZ L0 &5 ICHE /B
JERZRBT DM RH D Z EMOREL
77

2 AFNRGRRIT, REREORERDE(L T D ATREME 2

EBELERE LT,

.3 HFHERERDY 500/mm® A O B ~DOFEEREER I

< ARG L0 IR 2 & B IZEYE
THAREMEDN DD Z L DORRIE LT,

A JAK S T AR FRES GIE LR - (STAT)

TR AR BRSO E (2B 54 5 72, 1)
RS AR I E D RN S D 2 &, B
YRR CIHEFEERREINTNDE 2 L,
727 v NCRMREE. BIROFE, HAROKRE
NOHBENRESN TS Z ENLRE L,

5 ARG WiE S o FE 7R B GYE DAEIR

PNEALT DI E BE LR L L,

L6 AR O F PR EIIB YR TH Y | BEOH

PERERRE 2 A7 2 BE I, AAIO MR
L. BIWERR S Db AN & D 2 &
MBRE LT,

LT U U REREDS 500/ mn’ SR D B A~ D% 5R5R

1T ARFFREIZ LD U BB R E S
WAL T DA REM R D D Z E N HRE LT,

8 ~ES B EUAEDS 8g/dL R D BA ~D T

g7 <. AAIEEIZ L~ o v AR
MEHIZEAT D ARMERH D Z ENHRIEL
7

9 AFNO TP IE IR T H Y | BT

F. RIEREE XTI AMEB RS EE T, AH
DU PEREAEIML, BERZA S b 5 lhe
PERBD D Z L5 CCDS & JLICERTE LT,

0 KA EAZ L 0 U o SERE A S & S Iz LT

HAEEMEN S D Z L HyD US Fact sheet #JCIC
BE LT,

8. EELEANEE

(EhEEHE)

8.1 AANZX, MAERISICEE T2 JAK 77 U —%[H
FHIDOT, BYIEIKIT HIE FREREIC A S
FAET RN H D, AFIOFEGITEE L TiE+4y
TRBIEEIT, BYYEDORBOHEICEET 5 2
Lo Fioo BFICH L, BB BEEERH LD
NEEAITIE, BT EIREITHHRT S L 58
Az e, [1010 1.2.1, 2.5, 9.1.1, 9.1.3
Z ]

8.2 ARG o THEZIZBET 5+ 72 KON
BB X BRI A, A X —7 =1 vy R
BTy v ) OGS ATV, TS CT
WELEEITH ZEICL Y, RGO H WA s
T5H L, AAEEG I X BRAESEOHEY) 7
TR & ERIIAT 5 72 R O BUZIX 402k
ETHZ b, BEICH L, fEREA R D ERDS R
L7386 (R 2%, J8EVE) (eI E
BEICEET DL @A T2 L, [1.1,
1.2.2, 2.2, 9.1.2 ]

8.3 HFHhERIEA . U L SERED R OVNE VB B

KRBT, REKSICEET S JAK 77U —%

FET 20T, RYYEICKT 5 E LRI
B AT T HREMEN B D Z LINHRE LT,

.2 TR DOBLERGL R TIIAAIR 512 L0 s

R A, AR S TS TR S
LT EMBBE LT,

23 ARG LY | AFPEREAD U o SERD M

UNEZ BB D RHLbNDBENDLD D
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LY-3009104 1.8 WAXE (B
AV I 2 E 2mg, 4mg

fEH EoEE (£ PR EAR L
NHHDONDZ ENDDDT, KFFRSBREEIT T e BRI G BRMER I EMIRIC A ER
EMIIFHRERE, Vo BRI E e B, U UM O 0 AR ERT D
fExMERT 52, [2.3, 2.7, 2.8, 2.10, EEE LT,

9.1.9-9.1. 11, 11. 1.3 ]
8.4 ~NAANATANAREZLUANVAOHEEE L (| 8.4 EWNACTEM S ERABRIZE N T~

PHZE) PRESNTWD, £72, HAANBIH ATANA L EZie T A NV ADFEMEAL (BRRE
U~ FHBETHED ONIZEERBIYED ) H% BEE) DHRESN TV I ENHERE LT,

SHEERTESE TH o722 &, FREMEHNE
BHEOBENTND I EMD, ~LRATA LA
FEOFIEMHAL OB PRER OHBUER T 5 Z
b HEPIEIR DR BLTRD SN HAITE, B
FIZZBTBHEOBMBP L, AR OB % dilr Ui
RN REZITH &, Fn, ~XRY
ANVALSND T A NV AZADFHEELIZ S EET S Z
L. [11.1.1 H]

8.5 HLV U~FAEMRANC LD BEITFAVANADT | 8.5 U v~FAEYRF 2R I BRFRY A

HEHALBWME SN THODEDOT, KEFEREIHN - VA Y U T ORE IEERYE (Bs HUR
T, BRIFFR VAN ABGOF WA 5 2 Bt 7> HBe PR X% HBs HUikmEME) (2B
Lo [9.1.7&H] T. BRIFR T A N ZAOFIEMAL N RE ST
8.6 YERBLOY R T BHETERNDT, AHIHE WBH I EMLRRTE LT,
HGHOED 7 F U HERITITORN &, 8.6 AFELG DALY I F L EOBE ORI
8.7 oL AFnum—/L, LDLa L x5 u—/L HDL = < BYERBLOY A7 B ETE W0,
LATa— VKON 7V EY ROEAZEOIRE AR HEFRDOET 7 F ATV EE
MEBERE N HbND ZEnH D, AKEIFRSE E L,
WEITESMICIEEREEZHERT S Z &, WE | 8.7 B CEME S NEERBRICBONT, BaL
LB LD ONEAITIE, IBE R EEREK A7wr—/b, DL a L A7 u—/)L HDL =2 LA
OFGHEOEY) B EETDHI L, Fu—A KON 7V RO LR%SOIEER
8.8 FILATIFT—VHEOLERNHLEDLNDZ LN FHEEENHFEINTWD Z &, TN CCDS
HBHDOT, AEFEHIE, BEE ST 2 WCHSEEE LT,
Lo FIURAT I F—PENEREE LR 5~10 | 8.8 EMNATEM I -EKEBRICKNT, P
FELL R B LR s ST 5, AT LS —PED EHEBHRE SN TND Z &
[9.3, 11. 1.4 ] HRRE LT,
8.9 EMY LN, [EEHESOBEMESEORBENHE | 8.9 AZIE OBEIIA LA TIEARWA, EBiEY X
INTWD, AHIE OREBERIZH S TIEZR N i, B SE OBMEEE ORBAARE I TWH
N, EMEEORBICIEFEETS 2L, [15.1.2 DI E LTz,
Z ]

(7 FE—ERER)
8. 10 AHIASHER 2 5818 SHDRANI TR, ARG | 8.10 7 b v —MAEREH BT DR L LT

HIREARAIEZ R T2 LERH D Z L 2B BELT,
Wkt LT L, BENER L7-Z L 2R LT
IZTEETHZ L,

8. 11 AANISEMHIER Z2ET 52 06, FEAY | 811 [ENATEE SN HBFRARICB LT, EER
TREREMME T L CWB T b e — &R ERE~D FERBYYERRESNTWAZ b, 7 hE
BGICBE LCEHonBlgZ 24TV, FBRGAE O —VER SR BE TR T DS L CRIEL
FKBICEETDH L, T NeE—MEREREBEE % 7o
L L UTBRIRARBRIC I\ CE S 70 R R RYSE 23 )

EIRTN5,

(SARS-CoV-2 12 & B i z)
8. 12 AR 5BEZIE, L2 GRWIEEEZERE . PisE | 8. 12 SARS-CoV-21Z XL 2 g BB 13 Ff ki A2 ZE R
FEHEOI 552 K 5 MR T 5175 2 & DYV AT BRENZ ERMBNTEY ., KA
[11. 1.6 BH] IV VR % LR SEDAEBEENH D720,
CCDS ZJLIZRRE LT,

9. BENEREHIHBEHICEHTHEIE
9.1 AHHE - BEEZFDHDHEE <
0.1.1 BRvE BEEIYYTFXRIET FE—HREXD 9. 1.1 AANX, ERISIZEEGT2 JAK 77 IV —

B8 L EHABBIE, SARS-CoV-2 = & A% D15 EMFTHOT, BASEICKT 5 EREREC
£ SARS-CoV-2 [Tk Btk £k <) DBEXIE WA RITTAREMER B D 2 LD ERE LT,
BEENFEHONDESE
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LY-3009104 1.8 WAXE (B
AV I 2 E 2mg, 4mg

A LEOEE (%) B TEARHL
(1.1, 1.2.1, 2.5, 8.1, 11.1. 1 &H] 9. 1. 2 FERE DO BRI B E TIIAAZIE 512 K v ot
9.1.2 #BOBFLE BIHEZOBEROHDIEE BT EE 52, AL S 2 TRt
RUMEIL Y b7 L ERARFROH L EH) b5 L, OB E AT 555 K OFEE
XITHERBRENFEONLEE R RUG N ST Y AWAE’ o bl 7 1| A [ 71 B oy 578
(1) FEEOBERBYE CIX, Mzimabsessth OEHERFT DLENH D EDLHREL
NHs, [1.1, 1.2.2, 2.2, 8.2, 1L L.1& 7

il

(2) #WEOBEREE AT 256 M ORI b
HEITIE, EEOZERRD H 2 ERICHER Y
DL, UToWT oS izid, KAl LT
AR ERNCHE ) e i s & 5952 &,

(1.1, 1.2.2, 2.2, 8.2, 11. 1.1 &)

- fimim g CBRIEMERS ZIC BB 2 e S h
e E AT HEE
- FEEORRE (VS E &) 2R3 588
A H—T zuyy FEHERBROY LT Y RS
AEEOHRAIZ LV | B < bl b Ba
- R L ORIERSMIE A A4 5 B

9.1.3 SELHOREICHIES 9. 1. 3 BB YeE DIRFEIC & D BE Tk, TRYYE & %
BYSEARHET U 27088, [11, 1.2.1, BT DU RTBENT ENLRE LR,
2.5, 8.1, 11. 1.1 &H] 9. 1. 4 KA & OESEIIA 52 TIE 2V, JEEE %R
9.1.4 FEHEEDHIEE LIZBEE Y v~ FBE THE SN TIED D
HILEFAND LRI BENNH D, [11.1.2 NEENAEEFELTHDHD, HILEZRILDOY
S AT 7 I R HFEREDOH D BEEEIE
9.1.5 MEHUMXOBEEROHDESE HIREEICRE LT,
EHIRNCRIRZ AT O R L, BET AL, BB | 9.1 5 KK & OBFEIZIH S TIZ2RV A, B EVER
fikndbbnsBENNH D, [11.1.5 58] RIZBEEH Y v~ FBETHEINDIWmTIED D
9.1.6 BHIRMEEREDIRIEETLHEE NEENAEEFELTHDHH, WEMMEDY
[11. 1.6 0] Ay Ty B BB D H D EE A HE
9.1.7 BEFXDAMILAFXv ) 7TOEEFEIIEEFRE BHICERE LT,
& (HBs #i[RIEME. D HBc HfAXXId HBs HufkiE | 9. 1. 6 FEARFBR (Z I\ CIRER IR AR AE & OVl ZEAs:
%) OFENRESNTWDIZOHRE L,
FAHSBERECHBY DNA DFE =X Y 7 %4757 | 9. 1.TH Y v~FAYRA 2% 5 3= BRIFR Y
£ BERIITS U A L A DFHEEA L OBUFECRER D ANAX % VT OBE I FERGE (Bs i
FWHUCHEET D2 &, LY v~ T AR &S JREEME, 230 HBe BRI HBs HUIRBEE) 128
SN BRIFFR T A LA X U7 OEE UTEEE WL BEFR A VL ADOEIEM LN SE SR
FEEFITRB T, BRIFR T A L A OFRIEELA TWNDZEMLRE L,

WE SN TWD, 7ok, IREE B TR OBE 1T
BRI Tl ST g, [8.5 2]
9.1.8 CRIFFREBE

FEPRARER CILpRIF ST 5, 9.1. 8C RIFRBHE IIEERBR TR S TR Y i
9.1.9 #FhBkiEd (FFhBkER 500/mm® RiEZERR <) D JHRBR NN LB RRIE LT,

HHEE 9. 1. 9AAIBEIZ LV | IFRERED 2 S HITHEAL

P EREAMEVEBRE (1000/mn’ Ai) (2O WTlE THRBENRHDLZ ENLREL,

BeHEBM LN EREE LW, FHERED 2
HiZEfb T2 BELNH D, [2.3, 8.3,
11.1.3, 17.1.9 BHE]

9.1.10 ) o/xBRiED (B VR FRIET FE—HE
ERDBEILY 2/ EkE 500/mm® K. SARS-CoV- | 9.1.10 AFFEEIZ L v, U U BRI E 5
212K B DIHEAIELY) 2/ BkER 200/mm’ K % BT HOBENRHD I ENGHRE LT,
<) obsEE
VU BRI N EIZEL T DB ENRH D,
[2.7. 2.10, 8.3, 11.1.3, 17.1.9 BM]

9.1 1N AESFOEVERL EEHYIIFRIITRE

—RERDBEEIEINEST OE UE 8g/dL RiFZEkk 9.1. 11 AFEEIZEY, ~EZ v Ul nE

) ODHDEE DIZENTDEENRHD I ENORE LT,
~NEZ B E U NEIZET A RBERARSH D,
[2.8, 8.3, 11.1.3 &M]
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LY-3009104
AV I = M EE 2mg, 4mg

1.8 RAE (%)

A EoEE (%)

A EARAL

9.2 BHEEEERE
WHERE N IEH 7 BRI HE -~ ARHI OB R N
T 5720, BWEAMPHE HobhdBEARSH
2o

(B O<F. 7 FE—MREXR)

9.2.1 EENBHEEETEE
BhHLRWZ L, [2.6, 7.3, 16.6.1 &)

(SARS-CoV-2 IZ &k B lfiz%)

9.2.2 EMEZFEXIIRIABELE (eGFR A 15
mL/min/1. 73 Ki) DBEE
BSLEWI E, [2.9, 7.8, 16.6.1 B8]

9.2.3 EEDNEREEERE BHEBFEIIXHES
2REFEFKRO
HEOBSREREE (156 =eGFR<30mL/4y/1. 73m*)
VAT SXAY s <l O DR =y SUVAY, S N AR [ o e
]2 LS D EAITIE, 2mg & 48 B 2 &1
BT R TEDL, ARESHIE BEOR
BEHoIcEiEL, BRI Z L,
[2.9, 7.8, 16.6.1 ]

GhBEHE)

9.2.4 hEEDODTHEESTEE
2mg 1 H 1 EEEICHZE L, BRI T2
L. [7.3, 7.8, 16.6.1&M]

9.2.5 BEDEHRAESTEE
[7.3. 7.8, 16.6.1&M]

9.2

BREREREE 2 T 5 B CIIARIR G L v il
HIREN EH L, BHEH# B obhbskZ
NRHAHT-DRE LI,

9.3 FrigaelEEasE
BHERE b obh s BEnnH 5, BEEDINF
HREREE 2 7 5 BE LR TRt S hTn
5, [8.8, 11.1.4 ]

9.3

HEOFFHSRERS E 42 A 5 BE ~ OB 551X
L IR T — 2 N W OB E LT,

9.4 4JEREEHTSE
BEYRFTREZR ZOMEIT I, AR G- L OVRAI$ 544
T#HADR e S 1 AREBNIE T 728217 5 &
IFEETAHZ L, [9.5 5]

9.5 HF4F
Ih SXATHEHR LT 2 ATRENE D & 2 2ot i3 5
L7pnZ &, BB ClifeaminmE sh T
BY. b MIAKIZEE Lz &oMigEhRE L
P U7 & & AT AR emIET v b
EOTHXTENETN 2.3ELV6.3ETH-
oo £72. 7 v MTEMERE, RIRoOFRE, HAER
DEBEA~DOEENPREINL TS, T > hox
RRE X OWIEIIR S A T B9~ 2 ailkid 4. 1 1%,
ERTE AR ORAICET 5L 2IT 1.8 /5T
Hol=V, [2.4, 9.4 BH]

9.6 Z3Li@
ARG L2V EREE LY, T b
THHF~BITT D Z EnMEEN TV D,

9.4-9.6 JAK/ 7 F MG iEFHE SR LR T

(STAT) RRERITHENRBE O/ 2B 575
729, IS AT ENA T D FHEEN H D
&, BERTCIMETEENA G STV D
&, FT vy FTEIREE. RIRO3E, HAE
RORE~OEBRFEINTNDE ZENDE
E LT,

9.7 /MR 9.7 RS ARG LRI ER L B D
N Z G L LT BRIRRBRIT N L Ty, P RERMET — Z RN DR E LT,
9.8 SHE 9.8 EmEICBW\WT, EERAEFLORIED L

MAEICEEL T, BEOREBLBE N6, H
HIEEGT52 L, EERAEFRORIRO L

BNREOHLNTERY, F-EimE Tl —&RICE
KEENMETLTWAZ ENZNW-ORE LT,
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LY-3009104
AL = HEBE 2mg, 4mg

1.8 RAE (%)

A EoEE (%)

A EARAL

ABBOLNTND, £, AFNTEE LTHERE
MHPEIES DA, milinE CTIEEHEENET LT

WAHIBEN L, [16.5 B H]
10. fBE{EMA ) "
10.2 BFFEGEE (BHRICEETH L) 10. 2 AF| O 7= B PERIIZB TH Y . 0AT3 Bl
4 BRERFEIR - fRE A | M - fERIE T HTD = Licky . AHFIOMFFREN LR 5
TuRFU R | AFIOMAEES R | 0AT3 ZFLET S = HREMEDN B DT O E LT,
[7.1. 16.7.1 | THAREMERD D, A | LITL Y ARA DML
BIR] FlL 7 m_xy O | RS ERYB ThE
RIS AFI D AUC 28 2 5 | M3 B,
IZHE L 7=, 2mgl A 1
B4 5T 5 72
L. HRICEETA S
L,
1. 3l4EH

WORWERNRDH SbIE ZENHLDT, BlgE 4
ATV, BERED N EAIII s Tt 5
EHORNEEITH Z L,

1.1 EXAEIER

1111 BREE

HRIEE (3.2%) . Mk (0.8%) . =2 —FT A
T g (0. V%) | BiE (0. 1% |
FEEZE (0. 1K) FOEEZRYYE (ARG
SEZETe) bbbt BOEMRREETLEDH 2
ERB D, AREEGPICEERBRYYEE R LT
BAE, BRYYEN o hr—LTE D L9122
FCoERGERILTHE, [1.1, 1.2.1,
1.2.2. 2.2, 2.5, 8.4, 9.1.1-9. 1. 3 &H]

2 EIEEZER (0. 1%AT)
HENBOOSNBEAICIIRGEZTIETSE LD
W2, I XA, CTHEOREEFEHT 57 &4
el WUREEZITHY 2L, [9. 1.4 ]
L3 AFERERIEA (0.8%) . ) /BRI (1.3%) .
ANESOEVED (0.1%)

T HERE AR 5 BRAATR . fkRE L C 500~
1000/mn’ T& HH-A L. 1000/mn® Z# 2 5 £ Tl
ARIOBRGZHET5Z &,

U USEREC ARAIE BB, BAET Y v~ T XU
7 b PR JE S B T 500/mm® A, SARS—
CoV-2 |2 & A ilige R I 200/mm3 RIS 72~ 7=
LA, AROBRSE2PET5 2 &,
~NEZ B EAEEEY v LT b
JERBEIZBNT, AR GHLG%, 8g/dL A
W7o TG AR, ERWILT 5 E CARRIOZ %
52 L,

(2.3, 2.7, 2.8, 2.10, 8.3, 9.1.9-9.1. 11 &
]

A FFREREE . B#E

AST (0.9%) . ALT (1.1%) o 5SS %0E 5 Frekee
B, EH GEEAH) BbbbhsdZ End
%, [8.8, 9.3 %]

b B MM (0. 1%AK5)

FEEN, Nk, I PR OO R SRR L A LT
B L. BENEOLNHAITIE, WO 5
X BIRAS, FOER CT A K OMILIR A M 2 % S
L, AFlOEEERIETHE L HIZ=a—FET R

1.1 EXAEMER

1111 KANX, RERIGIZBEEG T2 JAK 773
—ZAET SO T, BYUEICKT 5 LR he
B RIET AR RN S D Z L HIRE L
77

11.1.2 AF| & OBJEIIA 6TV, ke
ZRILITRAET ) U~ FREE TBIE SN OW T d
LNEELRAERRTH L0, o JAK [HE
O CEOLEE LB ITRE LT,

.13 ARG LY | AF Bk U o ER
DRONEZ B EERD RS bbh s BTh
VDI ENDRIE LT

.14 AFFEGICEY | FHEREREES R H bbb
BENRHDZ LNORIELT,

11.1.5 AF| & OBJEIIA 53 TIEZRWAS, TEME
gl 3BIET Y U~ FBE TBES NS TS
LNEELRAERRTH L0, o JAK [HE
HOPCEOLRE BB ITRE LT,
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LY-3009104
AV I = M EE 2mg, 4mg

1.8 RAE (%)

A EoEE (%)

A EARAL

T 4 Affigk & o@ERRZE (B-D 7 ORE
%) EEBEICANEY LB EITY 2 L,
[9.1.5 &H]
11.1.6 FARMAZEMRAE (0. 3%V, 4%™)
Bl FEARIE K OV IRILASIE N & Do D = &S
»5, [8.12, 9.1.6 BH]
E1D BV o~FROT bR SR BE B x5
& L7 B RERBRIC 1T B B ELEIS
1 2) SARS-CoV-2 T X Dk BE Zxt4 & LIz iRk
BRICR T B RBES

11.2 Z Dt DEI1ER

w 10%LL_F I~ tonsiis | O TR A
EL| it
H ki B, 8

RGE Y | WIS B

(&2, E|f~n 2R

MHEE S . Rl | (SR

@VEs. A Rms. MR

- N I P S 7
T %;@ﬁm ﬁvmﬁﬁ%
e — %%%‘D %, BRI
; PEWRASHSG . |~ 0
I WHEE 28, WA | e~ LR R %

SRk E, | &ie) . RE

FEAkge . M | G

A, MEER

HER, JE

REFTL)
et e
A
B ROt S A5, BT
iy ik JEE AR . 2R
B »
FEEERA | LDL =2 L& | ALT k2. AST

Fa—L Lk | ER. fuhk

5 HE, RV

7k V RE
H.. CK EH

T O RN

11.1.6 ARABEGIZL D | IZERIE K& OV E R .
BIERD LONDOIBENNH DT ENOREL
77

11.2 ZDoEIERA
AFNOREE Y v~ T BEKLOT b &M E5R
BEAHELE L% 1 HERRR 0 L
3 OKRH| D CCDS DFLREE IS 20
OEIVER ZFE# LT,

14, BRLEDEE

14. 1 EFIZAFRFOEE
PTP GL2EDEANL PTP > — F2xHHLY H L CHRA
THLHFETHZ L, PTP > — FORREKIZ &
D BEWSAIRN BRI L, TIZIZEF L
R LU CHERRAREOEELGIHEZ RT3
MDD,

(SARS-CoV-2 IZ &k B lfiz%)

14.2 EXIHRERFOIE
AR O OGN REERGS, BB I E ETR
O, B BeVIROBECOREEEETE
2o

14.1 PTP 2 — R DFERRKIZ L 0 . THELAE AN BB B
JEA~HIIA L, BT AL ZE 2 U CHEMRIR SRS
DOEEREIHEEDIFRT 5 2 LB —RICHE X
NTHNBZENLRERELE,

14. 2 SARS—CoV-2 |Z X 2 JRYIE O BE 1 IEER| OFEHL
DBNEER AR D T-8, CCDS & TCIZHRE L
77

15, Z0HMDEE

15. 1 ERERERICE D < F#R

15. 1.1 B3fi U v~ FBE Z x5 L UTARH 2mg F 58
Fe O Amg B GREN & 2 " B iR LGSR 4 R &
VEHRBR O ICIV T, 100 A - EH 7=
D OEFELRYYE ORI (95%FTXM]) 1%,
AFH| 2mg Fe 5 HET 3.55 (2.07, 5.68) . 4mg &5
BETH.77 (3.77, 8.45) Thoi=, 7 bE—hp

15.1.1 ftho JAK [REHR ORI CEOT#HZ2H
(2, ARHN B 50 00 B 72 JRYSIE O R HLIR I &
Foak L7z,

22




LY-3009104
AV I = M EE 2mg, 4mg

1.8 RAE (%)

A EoEE (%)

A EARHL

15.1.

R IBE kG L LT ARH) 2mg B 58L& O dmg $¢
N H D _H e 6 3Bk 16 HEELL
RO REMFHBR A ZOIFEITICR N T, &R BRo
WERE B CIREE L= 100 A« 4EH 7= OEE /K
YU DOFHEE S B B 95%(E HH X )
1, AH 2mg B E5HET 121 (1.48:0.6, 2.9) .
dmg #ET 3.1 (3.0:1.8, 4.8) Thot=, [IL.1,
1.2.1, 2.5 &)

2 BV U~ T BE AR E LIZARA 2mg 558
L dmg B 5603 & 5 " H B RLEGEER 4 3B O
24 BRELIRE O R & B 0 AT 12 3BV T
100 A - #5720 OBEMEIEE OB, AH|
omg BEGRET 0. 41 (95%EHEX 0. 05, 1.47, F&
BLEIS 0. 4%, 2/47961) | 4mg #5-HET 0. 87
(95%FHEA M0 0. 24, 2.22, FEHLE|S 0. 8%,
4/479 f5l) ThH o7z,

BV v~TFBEExRE L B2 &R
RikBR 9 B O OB IENTIZR VT, 100 A - 4H
72 0 OIEMEEE O R BLERIIAKB GHET, 0. 73
(95%FHE X [ 0. 51, 1.00, FEELEIS 1. 1%,
38/3492 f5i) Th o7z, BMEMEEORBARIZL, BE
O U~ FHEEETORE ) v~ TFBE TR
HFINTND 100 A - EHT2Y ORBEHLETH D
1.05 (95%E#EX[#:1.01, 1.09) ZHZ HHDT
e hode, Eo&GHMBORBLRIITR O
D CThHotz, [1.1, 8.9&MH]

1) BHHIRR O EVEEL GF BEER w2 R <)
OFEHR () v~ TFREELHRE LIZHABROGE

FEHT)
G % (%50 FEHLH (/100 N - )
AT G5« WREEH (95%{Z A X))
i)
Zx{A (3492 {5 - 5233.3 1.1% (38) 0.73 (0.51, 1.00)
D)
0~24 j& (3492 f1 - 0.2% (7) 0.46 (0. 18, 0.94)
1530. 7 A - 4F)
24~48 38 (3114 #1 - 0.3% (10) 0.78 (0.37, 1.43)
1289.2 A - 4F)
48~72 3 (2583 f41 - 0.5% (12) 1.14 (0.59, 1.99)
1051.9 A - 4F)
72~96 J& (1940 5 - 0.3% (5) 0.70 (0.23, 1.63)
716.0 A - 4F)
96 JH~ (1167 % - 645.4 | 0.3% (4) 0.62 (0.17, 1.59)
D)

7 MR R BRI AH] 2mg & 5
BER N dmg B 5-RE b 5 " H SR a5 6 35
D 16 HEELLRE O & 7SR 2 & e OFSRFT s B Wy
T, EPEEG GEREEE R ZERS) ORBIX
RO ENIRMoTz, Tz, BRBROWBRELCTH
L7100 A - HEd 72 0 OB AANER GO
BEHRBRIT, AH 2mg GRETO0.14 (8
F:0. 18, 95%{FHEIXH]:0.0, 1.0, FRHEHFAIEH
FE 0. 1%, 1/584 451) | 4mg \EHETO (0/497
#i) Thot,

7 MR EE ERE LEEYRRE S
TR PRARER 8 RER DA MRATICI VT, AAIRET
D100 A - Ed7- 0 BEVEE (GER O A
FR<) oFBEFRIL, 0.21 (95%EREXM:0. 1,
0.5, FHEIE:0.2%, 6/2562 %) THV., FHEM
JIE R e DB ERERIT, 0. 24 (95%EFEIXL:0. 1,

15.1.2 o> JAK BRER O LEOTLH 225
2. AHIF G- o FEVE RS O3 BUIR L & Fo
L7z,
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LY-3009104 1.8 WAXE (B
AV I 2 E 2mg, 4mg

EH EoEE () A EARAL

0.5, ZHE|E:0.3%. 7/25624]) TH-o7-.
[1.1, 8.9&M]
15. 2 fth > JAK [HEHR ORI LEOTRH 22 BT, K

15. 2 FEERARHERICE D < fHHR F2S JAK FREAER 244 % 2 LITER$ 5%
AFNL JAK LFERZ2E T 25 2 L bR R & PV A ISV AESE-7 IMSTANE it A0y

R~ KT AR D 0 | FERRIR AR
TIX Y v BRI OFR MERIE DA 2N %, fo
el R 5 “REZRER (Ba AENE TN
M, SRR OBEREOEGY) DA b,
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WARER 12158 1 5
Rk 27 £ 12 H 15 H

FHENREAETER (R) & &

JEA T A - AE TR R AR AR
( N Ffl ) S )

= H 5 O — R FRZ DN T

FELIC OV T, TEIES O —RIAFRO BRI OWT (EAL 18 4F 3 A 31 H3K
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C16H17N705S
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{1-(Ethylsulfonyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-1-yl]azetidin-3-yl }acetonitrile
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Recommended INN: List 69
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baricitinibum
baricitinib

baricitinib

baricitinib

bevenopranum
bevenopran

bévénopran

bevenopran

DAHKSEVAHR FKDLGEENFK ALVLIAFAQY LQQCPFEDHV KLVNEVTEFA 50
KTCVADESAE NCDKSLHTLF GDKLCTVATL RETYGEMADC CAKQEPERNE 100
CFLQHKDDNP NLPRLVRPEV DVMCTAFHDN EETFLKKYLY EIARRHPYFY 150
APELLFFAKR YKAAFTECCQ AADKAACLLP KLDELRDEGK ASSAKQRLKC 200
ASLQKFGERA FKAWAVARLS QRFPKAEFAE VSKLVTDLTK VHTECCHGDL 250
LECADDRADL AKYICENQDS ISSKLKECCE KPLLEKSHCI AEVENDEMPA 300
DLPSLAADFV ESKDVCKNYA EAKDVFLGMF LYEYARRHPD YSVVLLLRLA 350
KTYETTLEKC CAAADPHECY AKVFDEFKPL VEEPQNLIKQ NCELFEQLGE 400
YKFQNALLVR YTKKVPQVST PTLVEVSRNL GKVGSKCCKH PEAKRMPCAE 450
DYLSVVLNQL CVLHEKTPVS DRVTKCCTES LVNRRPCFSA LEVDETYVPK 500
EFNAETFTFH ADICTLSEKE RQIKKQTALV ELVKHKPKAT KEQLKAVMDD 550
FAAFVEKCCK ADDKETCFAE EGKKLVAASQ AALGLTPLGP ASSLPQSFLL 600
KCLEQVRKIQ GDGAALQEKL CATYKLCHPE ELVLLGHSLG IPWAPLSSCP 650
SQALQLAGCL SQLHSGLFLY QGLLQALEGI SPELGPTLDT LQLDVADFAT 700
TIWQQMEELG MAPALQPTQG AMPAFASAFQ RRAGGVLVAS HLQSFLEVSY 750
RVLRHLAQP 759

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
53-62 75-91 90-101 124-169 168-177 200-246 245-253

265-279 278-289 316-361 360-369 392-438 437-448 461-477

476-487 514-559 558-567 621-627 649-659

{1-(ethanesulfonyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-ylJazetidin-3-yl}ethanenitrile

{1-(éthanesulfonyl)-3-[4-(7H-pyrrolo[2,3-d]pyrimidin-4-yl)-1H-pyrazol-
1-ylJazétidin-3-yl}éthanenitrile

{1-(etanosulfonil)-3-[4-(7H-pirrolo[2,3-d]pirimidin-4-il)-1H-pirazol-
1-illazetidin-3-il}etanonitrilo

<:16H17N7C)2S

)

CN

5-[2-methoxy-4-({[2-(oxan-
4-yl)ethyllamino}methyl)phenoxy]pyrazine-2-carboxamide

5-[2-méthoxy-4-({[2-(oxan-
4-yl)éthyllamino}méthyl)phénoxy]pyrazine-2-carboxamide

5-[2-metoxi-4-({[2-(oxan-4-il)etilJamino}metil)fenoxi]pirazina-
2-carboxamida

Ca0H2sN404

o (0]
N N\ NH
’ xrym
Z
N

OCH3

46
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pyrazol-1-yl]azetidin-3-yl}acetonitrile
B4 - NY S TF =T ROZE DA
& o
W N
0= ? CH4
N
SRS
™ CN
HN c' “'I/ ,'N
l‘l‘—..:" "_ N
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ik - & BE . BRANTIIANY v F =7 L LCamg4 1 A 1 ERA#KES
b, 7ok, BEOREIZSU T 2mgllETHZ &,
IR DI E EE N AYE {2 S
Hika OAZ | R N v F =7
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FNIxT ME2mg (LEEFANY T F =7 2mg & H)

=

L[] 57 AR

EFREEROE LD

NS D A& (mg/kg) 0
~ 7R > 1200
7> b > 600
A X > 40
RAE I 5 F R
iy | M| R & NOAEL R~ P
| | #% | (mgkg) | (mgke)
7 1 oo, 2, 10 10 mg/kg LA b - RERA (7)) . B
k b A | 10, 40 AL 78 M DR T
A 40 mg/kg @ U 2 NERREYE (BRI K& OY
] M) . U o NEHARER SN
M BRI A MRS, Bk
7 B A T R OWGIRAR M EREL DI
6 % |0, 05, 5 5 mg/kg/Lh b BE R AL
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] ERE W

100/60 mg/kg : M 161 (60 mg/kg) K
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A 5/2.5b, LR, R ARG, B E
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baricitinib in the treatment of |GAM, Invest.
autoinflammatory Reinhardt A, 2018 Jul
interferonopathies. Ramsey S, et 2;128(7):
al. 3041-52.
5.4.18 Characteristics and Outcomes |Shekerdemian JAMA  [Z& 30wk -
of Children With Coronavirus |LS, Mahmood Pediatr.
Disease 2019 (COVID-19) NR, Wolfe 2020 Sep
Infection Admitted to US and |KK, et al. 1;174(9):
Canadian Pediatric Intensive 868-73.
Care Units.
5.4.19 Characterization of the Sims JT, T Allergy |25 3Tk -
cytokine storm reflects Krishnan V, Clin
hyperinflammatory endothelial |Chang CY, et Immunol.
dysfunction in COVID-19. al. 2020 Sep
10:S00914
6749(20)
31242-2.
5.4.20 Safety Profile of Baricitinib in |Smolen JS, J ZE 3wk -
Patients with Active Genovese Rheumat
Rheumatoid Arthritis with MC, Takeuchi ol. 2019
over 2 Years Median Time in |T, et al. Jan;46(1)
Treatment. :7-18.
5.4.21 Mechanism of baricitinib Stebbing J, EMBO [ZZ&XHK| -
supports artificial intelligence- [Krishnan V, Mol
predicted testing in COVID-  |de Bono S,et Med.
19 patients. al. 2020 Aug
7;12(8):e
12697.

13



LY3009104 (COVID-19)

112 IRfHERE—E&

5.4.22 Reduced development of Steinman JB, Proc Natl [ & 3CHk -
COVID-19 in children reveals |Lum FM, Ho Acad Sci
molecular checkpoints gating |[PP, et al. USA.
pathogenesis illuminating 2020 Oct
potential therapeutics. 6;117(40)
:24620-6.
5.4.23 Evaluation of pneumococcal [Winthrop KL, Arthritis |22 3CHk -
and tetanus vaccine responses |Bingham CO Res Ther.
in patients with rheumatoid  |3rd, 2019 Apr
arthritis receiving baricitinib: |Komocsar 18;21(1):
results from a long-term W1, et al. 102.
extension trial substudy.
5.4.24 Infection Risk and Safety of [YoussefJ, Rheum |Z%& 3Tk -
Corticosteroid Use. Novosad SA, Dis Clin
Winthrop KL. North
Am.
2016
Feb;42(1)
:157-76,
iX-X.
5.4.25 Epidemiology, Clinical Zachariah P, JAMA  [ZZ& 30wk -
Features, and Disease Severity |Johnson CL, Pediatr.
in Patients With Coronavirus |Halabi KC, et 2020 Oct
Disease 2019 (COVID-19) in |al. 1;174(10)
a Children's Hospital in New :€202430.
York City, New York.
5.4.26 Clinical course and risk ZhouF, Yu T, Lancet. |23 ik -
factors for mortality of adult [DuR, et al. 2020 Mar
inpatients with COVID-19 in 28;395(1
Wuhan, China: a retrospective 0229):10
cohort study. 54-62.

14





