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Venclexta 10, 50 and 100 mg tablets
niao a1"'n 100-1 50 ,10 avop i
Film coated tablets
Venetoclax 10, 50 and 100 mg
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VENCLEXTA is indicated for the treatment of:

1.1 Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

VENCLEXTA in combination with rituximab or as monotherapy is indicated for the treatment of adult patients
with chronic lymphocytic leukaemia (CLL) or small lymphocytic lymphoma (SLL), who have received at least
one prior therapy.

VENCLEXTA in combination with obinutuzumab is indicated for the treatment of patients with previously
untreated chronic lymphocytic leukaemia (CLL) or small lymphocytic lymphoma (SLL).

1.2 Acute Myeloid Leukemia

VENCLEXTA in combination with a hypomethylating agent or in combination with low dose cytarabine is
indicated for newly diagnosed patients with acute myeloid leukemia (AML) who are ineligible for intensive
chemotherapy.
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RMP section:

Patient Quick Start Guide

The 'Patient Quick Start Guide', includes instructions regarding the correct medication schedule and
safety information for CLL/SLL Patients. Please explain to the patient the need to review the guide
before starting treatment. The 'Patient Quick Start Guide' is included in the 'CLL/SLL Starting Pack'.
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6.1 Clinical Trials Experience

Table 11and—'liable—]r2—presents adverse reactlons and—laberatewabnepmahnes—respeewely—ldentlfled
|n the MURANO trial. :

Table 11. Common (=10%) Adverse Reactions Reported-with=5% Higher All-Grade-or>2%
Higher- Grade>3Ineidence-in Patients Treated with VEN+R Coempared-with-B+R

VENCLEXTA + Rituximab Bendamustine +
Followed by Single Agent Rituximab
VENCLEXTA (N=188)
(N=194)
. All Grades Grade >3 All Grades Grade

Adverse Reaction by %) (% )— (%) >3
Body System (% (%)
Blood &and lymphatic system disorders

Neutropenia® 65 62 50 44

Anemia? 16 11 23 14
Gastrointestinal disorders

Diarrhea 40 3 17 1

Nausea 21 1 34 1
| Constipation 14 <1 21 0
Infections and& infestations

Upper respiratory 39 2 23 2

tract infection?

Lower respiratory 18 2 10 2

tract infection?

Pneumonia® 10 7 14 10
—I relotal and —— licord
Musculoskeletalpain® | 19 | 1 13 0
Metabolism-and-nutrition-General disorders and administration site conditions

Tumorlysis 223 23 126 <1

syndrome Fatigue®

eIncludes multiple adverse reaction terms.

Other clinically important adverse reactions (all grades) reported in =<10% of patients in-the-treated

with VEN+R arm-in-MURANOand-otherimportantadversereactions-are presented below:
Blood and& lymphatic system disorders: anemia{16%),-thrombeeytopenia{15%).-febrile

neutropenia (4%)

Gastrointestinal disorders: nausea{21%),constipation{14%)-abdominalpain{13%)mucositis
{£0%)-vomiting (8%)
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Infections and&: infestations: predmeonia{10%)-sepsis (<1%)

Metabolism and nutrition disorders: tumor lysis syndrome (3%)

Table 12. Coemmon10%)-New or Worsening Clinically Important Laboratory Abnormalities

Occurring at 25%(Any-Grade)-or=>2%(Grade 3-er4) Highertheidence>10% (All Grades) in
Patients Treated with VEN+R Cempared-with-B+R-

Bendamustine +

Laboratory VENCLEXTA + Rituximab Rituximab
Abnormality (N=194) (N=188)
L aboratory All Grades? Grade 3or 4 Grgl:esa Gl;a;d: 3
Abnarmality (%) (%) (%) (%)
Hematology
_Leukopenia 89 46 81 35
| Lymphopenia 87 56 79 55
_Neutropenia 86 64 84 59
Anemia 50 12 63 15
Thrombocytopenia 49 15 60 20
_Chemistry
Blood creatinine increased 77 <1 78 1
_Hypocalcemia 62 5 51 2
Hypophosphatemia 57 14 35 4
e e 46 2 31 3
_Hyperuricemia 36 36 33 33
Alkaline phosphatase 35 1 20 1
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=hnodb i g 2 33 4 26 3
Hypeonatremia 30 6 20 3
Hypokalemia 29 6 18 3
_Hyperkalemia 24 3 19 2
Hyperpatremia 24 1 13 0
Hypogheemia 16 2 7 0
eIncludes laboratory abnormalities that were new or worsening, or with worsening from baseline
unknown.

8.1 Pregnancy
Risk Summary

There are no available data on VENCLEXTA use in pregnant women to inform a drug-associated risk
of major birth defects and miscarriage. Based on toxicity observed in mice, VENCLEXTA may cause
fetal harm when administered to pregnant women. In mice, venetoclax was fetotoxic at exposures 1.2
times the human clinical exposure based on AUC at a human dose of 400 mg daily.-H Advise

VENCLEEXTAis-used-during-preghancy-or-if-the-patient becomes-pregnant  while-taking
VENCLEXTAthepatientshould-be-apprised-of the potential risk to a fetus.

J ax. Neither venetoclax nor M27, a
major human metabolite, were carcinogenic in a 6-month transgenic (Tqg.rasH2) mouse study at oral
doses up to 400 ma/ka/day of venetoclax, and at a single oral dose level of 250 mg/kg/day of M27.
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