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¢ Mantle Cell Lymphoma:
- IMBRUVICA in combination with rituximab, cyclophosphamide, doxorubicin, vincristine, and
prednisolone (IMBRUVICA + R-CHOP) alternating with R-DHAP (or R-DHAOXx) without IMBRUVICA,
followed by IMBRUVICA monotherapy, is indicated for the treatment of adult patients with

previously untreated mantle cell lymphoma (MCL) who would be eligible for autologous stem cell
transplantation (ASCT).

- Imbruvica is indicated for the treatment of adult patients with mantle cell lymphoma (MCL) who
have received at least one prior therapy.

¢ 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.

¢ Waldenstrom’s Macroglobulinemia

Imbruvica is indicated for the treatment of adult patients with Waldenstrom’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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5. DOSAGE AND ADMINISTRATION

5.4 Dosage Modifications for Use in Hepatic Impairment

Reduce the recommended dose when administering IMBRUVICA to patients with mild or
moderate hepatic impairment (Child-Pugh class A and B).

The recommended dosage is 140 mg daily for patients with mild hepatic impairment (Child-
Pugh class A).

For patients with moderate hepatic impairment (Child-Pugh class B) - An alternative
formulation should be considered for dose adjustment.

Avoid the use of IMBRUVICA in patients with severe hepatic impairment (Child-Pugh class
C) [see Use in Specific Populations (11.6), Clinical Pharmacology (14.3)].

8. WARNINGS AND PRECAUTIONS

8.4 Hypertension

In a long-term safety analysis over 5 years of 1,284 patients with B-cell malignancies treated
for a median of 36 months (range, 0 to 98 months), the cumulative rate of hypertension
increased over time. The prevalence for Grade 3 or greater hypertension was 4% (year 0-1),
7% (year 1-2), 9% (year 2-3), 9% (year 3-4), and 9% (year 4-5); the overall incidence for the
S-year period was 11%....

9. ADVERSE REACTIONS
9.1 Clinical Trials Experience

PCYC-1142-CA4
Adverse reactions and-laberatory-abnermalities described below in Tables 17 and-Table 18
reflect exposure to IMBRUVICA in combination with venetoclax with a median duration of

14.1 months in patients with previously untreated CLL/SLL who were 70 years or younger in
Study PCYC-1142-CA.
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Table 17:  Adverse reactions reported in at least 15% patient previously untreated
with CLL/SLL in Study PCYC-1142-CA

All Grade >3
System Organ Frequency | Adverse Reactions Grades (%)
Class (All Grades) (%)
Infections and Very Upper respiratory tract 26 0
infestations common infection
Skin infection™® 20 2
Blood and Very Neutropenia* 48 38
lymphatic system Common Thrombocytopenia* 20 4
disorders
Metabolism and ~ [Very Hyperuricaemia 26 26
nutrition disorders (Common
Nervous system  [Very Headache 27 1
disorders common Dizziness 16 0
Vascular Very Bruising* 47 0
disorders common Haemorrhage* 33 1
Hypertension* 16 7
Gastrointestinal ~ [Very Diarrhea 67 4
disorders common Nausea 44 1
Stomatitis™® 30 1
Vomiting 22 1
Dyspepsia 18 0
Constipation 16 0
Skin and Very Rash* 38 3
subcutaneous common
tissue disorders
Musculoskeletal — [Very Musculoskeletal pain* 41 1
and connective ~ common Arthralgia 34 2
tissue disorders Muscle spasms 24 0
Investigations Very Blood creatinine increased 20 0
common
Includes multiple adverse reaction terms.

IMBRENICA + Venetgela:
Al Creades Grade 334
G . inal disord
Piavehen 67 4
Nausea 44 +
Stomatites 30 +
Abdeminalpain™ 24 +
Vomiting 22 +
Dyspepsia 18 0
Constipation 16 9
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CLL3011

Adverse reactions and-laberatory-abnermalities described below in Tables 18 19-and-20 reflect
exposure to IMBRUVICA + venetoclax with a median duration of 13.8 months and-expesure
to-chlorambueil +obinvtuzumab—-with-a-median-ef 5S1-menths in Study CLL3011 in patients
with previously untreated CLL/SLL who were 65 years or older, or adult patients <65 years of
age with a CIRS score >6 or CrCL <70 mL/min.

Table 18 19:  Adverse reactions reported in at least 15% of Patients in the
IMBRUVICA arm in Patients with CLL/SLL in Study CLL3011

Adverse
Frequency | Reactions Grade >3 (%)
System Organ Class (All Grades) All Grades (%)
Infections and 'Very common Urinary tract 16 2
infestations infection
Blood and lymphatic ~ [Very Common | Neutropenia* 42 35
system disorders
Metabolism and Very Common | Hyperuricaemia 35 8
nutrition disorders
Vascular disorders Very common Bruising* 23 1
Haemorrhage* 23 4
Gastrointestinal 'Very common Diarrhea 51 10
disorders Nausea 26 0
Stomatitis™* 15 0
Skin and subcutaneous [Very common Rash* 28 7
tissue disorders
Musculoskeletal and 'Very common Musculoskeletal 24 3
connective tissue pain*
disorders
General disorders and  [Very common Peripheral edema 15 0

administration site
conditions

"Includes multiple adverse reaction terms.
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Chlerambuecil +
IMBRUVICA + V. 1 Obi \

System-Organ-Class N=106) N=105)

Term Al Grades Grade3-or4 | AllGrades Grade3-or4
Gastrointestinal
disorders

Diarrhea 51 10 12 1

Nauseca 26 0 26 1]

Stomatitis® 15 3 0

>entrephils 76 42 90 54
deereased
Platelets-deereased 49 13 74 31
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A5 nerensed 22 2 29 3
AL T rerensed 2+ 3 25 3
Crestiriretherenred 3+ 1 16 0
Creptinineclearanes 38 5 16 1
deerepsed
Hypoaltbuminemia 34 ] 19 2
Hepsladenn 24 3 9

i 24 8 25 1

Imbruvica Capsules and Tablets are not indicated for use in paediatric patients,

For the treatment of paediatric patients with cGVHD, please see the Prescribing Information of
Imbruvica Oral Suspension.

14.2 Pharmacodynamics

...In adult patients with cGVHD, 93% occupancy of the BTK active site in peripheral blood
mononuclear cells was observed at the ibrutinib recommended dose.
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