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Imbruvica Capsules 140mg, ibrutinib 140mg 151-98-34062-00/01
Imbruvica 140mg Tablets, ibrutinib 140mg 167-61-36458-99
Imbruvica 280mg Tablets, ibrutinib 280mg 167-62-36459-99
Imbruvica 420mg Tablets, ibrutinib 420mg 167-63-36460-99
Imbruvica 560mg Tablets, ibrutinib 560mg 167-64-36461-99
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e Mantle Cell Lymphoma:
Imbruvica is indicated for the treatment of adult patients with mantle cell lymphoma (MCL) who have received
at least one prior therapy.
e Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma :
Imbruvica is indicated for the treatment of adult patients, with chronic lymphocytic leukemia (CLL)/Small
lymphocytic lymphoma (SLL)
e Chronic Lymphocytic Leukemia (CLL) /Small Lymphocytic Lymphoma (SLL) with 17p deletion:
Imbruvica is indicated for the treatment of adult patients with chronic lymphocytic leukemia (CLL) /Small
Lymphocytic Lymphoma (SLL) with 17p deletion.
e Waldenstrom’s Macroglobulinemia
Imbruvica is indicated for the treatment of adult patients with Waldenstrém’s macroglobulinemia (WM).
¢ Marginal Zone Lymphoma
IMBRUVICA is indicated for the treatment of adult patients with marginal zone lymphoma (MZL) who require
systemic therapy and have received at least one prior anti-CD20-based therapy.
e Chronic Graft versus Host Disease
IMBRUVICA is indicated for the treatment of adult patients with chronic graft-versus-host disease (cGVHD)
after failure of one or more lines of systemic therapy.
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4.2 Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma
IMBRUYVICA is indicated for the first line treatment of adult patients, with chronic lymphocytic
leukemia (CLL)/small lymphocytic lymphoma (SLL).

5 DOSAGE AND ADMINISTRATION
5.1Recommended Dosage

For CLL/SLL, IMBRUVICA can be administered as a single agent, in combination with
rituximab or Obinutuzumab (BR), or in combination with bendamustine and rituximab (BR).

5.2 Dosage Modifications for Adverse Reactions
Interrupt IMBRUVICA therapy for any Grade 3 or 4 non-hematological toxicities, Grade 3 or 4
neutropenia with infection or fever, or .Grade 4 hematological toxicities. Once the adverse
reaction has improved to Grade 1 or baseline (recovery), IMBRUVICA may be reinitiated at the
starting dose. If the adverse reaction reoccurs, reduce dose by 140 mg per day. Consider a second
reduction of dose by 140 mg as needed. If these adverse reactions persist or recur following two
dose reductions, discontinue IMBRUVICA.

5.3 Dosage Modifications for Use with CYP3A Inhibitors

Recommended dosage modifications are described below [see Drug Interactions (10.1)]:
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Table 1: Recommended Dosage Modifications for Use with CYP3A Inhibitors

-
janssen

Patient Coadministered Drug Recommended IMBRUVICA
Population Dosage
B-Cell e  Moderate CYP3A inhibitor 280 mg once daily
Malignancies Modify dose as recommended
[see Dosage and Administration
(3:2)].
e Voriconazole 200 mg twice 140 mg once daily
daily Modify dose as recommended
e  Posaconazole suspension [see Dosage and Administration
100 mg once daily, 100 mg (3.2)].
twice daily, or 200 mg twice
daily
e  Other strong CYP3A Avoid concomitant use.
inhibitors If these inhibitors will be used
short-term (such as anti-
infectives for seven days or
less), interrupt IMBRUVICA.
Chronic e  Moderate CYP3A inhibitor 420 mg once daily

Graft versus
Host Disease

Modify dose as recommended
[see Dosage and Administration

(3.2)].

e  Voriconazole 200 mg twice

280 mg once daily

daily Modity dose as recommended
e Posaconazole suspension [see Dosage and Administration
100 mg once daily, 100 mg (5.2)].
twice daily, or 200 mg twice
daily
e Posaconazole suspension 140 mg once daily

200 mg three times daily or
400 mg twice daily

e Posaconazole intravenously
300 mg once daily

e Posaconazole delayed-
release tablets 300 mg once

Interrupt dose as recommended
[see Dosage and Administration

(3.2)].

daily
e  Other strong CYP3A Avoid concomitant use.
inhibitors If these inhibitors will be used

short-term (such as anti-
infectives for seven days or
less), interrupt IMBRUVICA.

After discontinuation of a CYP3A inhibitor, resume previous dose of IMBRUVICA /see Dosage and
Administration (5.1), Drug Interactions (10.1)].

8.8 Embryo-Fetal Toxicity
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Based on findings in animals, IMBRUVICA can cause fetal harm when administered to a
pregnant woman. Administration of ibrutinib to pregnant rats and rabbits during the period of
organogenesis caused embryo-fetal toxicity including malformations at exposures that were

2-20 times higher than those reported in patients with hematologic malignancies. Advise pregnant
women of the potential risk to a fetus. Advise females of reproductive potential to use effective
contraception during treatment with IMBRUVICA and for 3 months after the last dose. [see Use
in Specific Populations (11.1)].

9.1 Clinical Trials Experience

E1912

Adverse reactions described below in Table 13 reflect exposure to IMBRUVICA + rituximab
with a median duration of 34.3 months and exposure to FCR with a median of 4.7 months in
E1912 in patients with previously untreated CLL/SLL who were 70 years or younger.

Table 2: Adverse Reactions Reported in > 15% of Patients

in the IMBRUVICA Arm in Patients with CLL/SLL in E1912

IMBRUVICA + Rituximab Fludarabine + Cyclophosphamide +
Rituximab
(N=352) (N=158)
Body System All Grades Grade 3 or All Grades Grade 3 or
Adverse Reaction (%) Higher (%) (%) Higher (%)

General disorders and administration
site conditions

Fatigue 80 2 78 3

Peripheral edema 28 1 17 0

Pyrexia 27 1 27 1

Pain 23 2 8 0
Musculoskeletal and connective
tissue disorders

Musculoskeletal pain* 61 5 35
Arthralgia 41 5 10

Gastrointestinal disorders

Diarrheq 53 4 27 1

Nausea 40 1 64 1

Stomatitis* 22 1 8 1

Abdominal pain* 19 2 10 1

Vomiting 18 2 28 0

Constipation 17 0 32 0
Skin and subcutaneous tissue
disorders

Rash* 49 4 29 5
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IMBRUVICA + Rituximab Fludarabine + Cyclophosphamide +
Rituximab
(N=352) (N=158)
Body System All Grades Grade 3 or All Grades Grade 3 or
Adverse Reaction (%) Higher (%) (%) Higher (%)
Bruising* 36 1 4 1
Vascular disorders
Hypertension* 42 19 22 6
Hemorrhage* 31 2 8
Nervous system disorders
Headache 40 1 27 1
Dizziness 21 1 13 1
Peripheral neuropathy* 19 1 13 1
Respiratory, thoracic and
mediastinal disorders
Cough 32 25 0
Dyspnea 22 21
Infections and infestations
Upper respiratory tract infection 29 1 19 2
Skin infection® 16 1 3
Metabolism and nutrition disorders
Hyperuricemia 19 1 4 0
Decreased appetite 15 0 20
Psychiatric disorders
Insomnia 16 1 19 1

The body system and individual ADR terms are sorted in descending frequency order in the

IMBRUVICA arm.

* Includes multiple ADR terms
Table 3: Select Laboratory Abnormalities (> 15% Any Grade), New or Worsening from Baseline
in Patients Receiving IMBRUVICA (E1912)

IMBRUVICA + Rituximab Fludarabine + Cyclophosphamide +
Rituximab
(N=352) (N=158)
All Grades Grade 3 or 4 All Grades Grade 3 or 4

(%) (%) (%) (%)
Hematology abnormalities

Neutrophils decreased 53 30 70 44

Platelets decreased 43 7 69 25

Hemoglobin decreased 26 51 2

Chemistry abnormalities
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Creatinine increased 38 1 17
Bilirubin increased 30 2 15 0
AST increased 25 3 23 <1

Based on laboratory measurements per IWCLL criteria
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