abbvie

2021 Wiy
,N/T201 n/N9N
,N/T201 n/nzN

Venclexta 10, 50 and 100 mg tablets
ni'720 a"n 100-1 50 ,10 avop'sza
Film coated tablets
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Dosage Modifications for Patients with Severe Hepatic Impairment
Reduce the VENCLEXTA once daily dose by 50% for patients with severe hepatic impairment (Child-
Pugh C); monitor these patients more closely for signs of toxicity.
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VENCLEXTA is indicated for the treatment of:

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).

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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2 Dosage and administration

[.]

2.2 Risk Assessment and Prophylaxis for Tumor Lysis Syndrome

[...]

Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

VENCLEXTA can cause rapid reduction in tumor and thus poses a risk for TLS in the initial 5-week
ramp-up phase. Changes in blood chemistries consistent with TLS that require prompt management
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can occur as early as 6 to 8 hours following the first dose of VENCLEXTA and at each dose increase.
TLS can also occur upon resumption of VENCLEXTA following a dosage interruption. See Table 4
and Table 5 for dose modifications of VENCLEXTA after interruption.

The risk of TLS is a continuum based on multiple factors, ineladingtumer burden-and-comorbidities:
Redueed particularly reduced renal function (creatinine clearance [CLcr] <80 mL/min) further

inereases and tumor burden; splenomegaly may also increase the risk of TLS.

[...]

Table 3 below describes the recommended TLS prophylaxis and monitoring during VENCLEXTA
treatment based on tumor burden determination from clinical trial data. Consider all patient
comorbidities before final determination of prophylaxis and monitoring schedule. Reassess the risk of
TLS when reinitiating VENCLEXTA after a dosage interruption lasting more than 1 week during the
ramp-up phase, or more than 2 weeks after completion of ramp-up. Institute prophylaxis and
monitoring as needed.

[...]

2.3 Dosage modifications Based on Toxicities
Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

[...]
Table S. Dose Reduction for Toxicity During VENCLEXTA Treatment in CLL/SLL

Dose at Interruption, mg Restart Dose, mg»2
400 300
300 200
200 100
100 50
50 20
20 10
“During the ramp-up phase, continue the reduced dose for 1 week before increasing the dose.
°If a dosage interruption lasts more than 1 week during the ramp-up phase or more than 2 weeks after
completion of ramp-up, reassess the risk of TLS and determine if reinitiation at a reduced dosage is
necessary [see Dosage and Administration (2.1, 2.2)].

[...]

2.5 Dosage Modifications for Patients with Severe Hepatic Impairment

Reduce the VENCLEXTA once daily dose by 50% for patients with severe hepatic impairment
(Child-Pugh C); monitor these patients more closely for signs of toxicity [see Use in Specific
Populations (8.7).]

[...]

5 WARNINGS AND PRECAUTIONS
5.1 Tumor Lysis Syndrome

Tumor lysis syndrome (TLS), including fatal events and renal failure requiring dialysis, has occurred
in patients with-high-tumer-burden-when treated with VENCLEXTA [see Adverse Reactions (6.1)].
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VENCLEXTA can cause rapid reduction in tumor and thus poses a risk for TLS at initiation and
during the ramp-up phase in all patients, and during reinitiation after dosage interruption in patients
with CLL/SLL. Changes in blood chemistries consistent with TLS that require prompt management
can occur as early as 6 to 8 hours following the first dose of VENCLEXTA and at each dose increase.
TLS. including fatal cases, has been reported after a single 20 mg dose of VENCLEXTA.

[..]

The risk of TLS is a continuum based on multiple factors, ineludingtumor-burdenand-comerbidities:
Redueed particularly reduced renal function furtherinereases-therisk:, tumor burden, and type of

malignancy. Splenomegaly may also increase the risk of TLS in patients with CLL/SLL.

Assess all patients for risk and provide appropriate prophylaxis for TLS, including hydration and anti-
hyperuricemics. Monitor blood chemistries and manage abnormalities promptly. Interrupt-dosingif
needed: Employ more intensive measures (intravenous hydration, frequent monitoring, hospitalization)
as overall risk increases Interrupt dosing if needed:; when restarting VENCLEXTA, follow dose
modification guidance [see Dosage and Administration (2.2, 2.3,and Use in Specific Populations

(8.6)].

8 USE IN SPECIFIC POPULATIONS
[..]

8.7 Hepatic Impairment

No dose adjustment is recommended for patients with mild (Child-Pugh A) or moderate
(Child-Pugh B) hepatic impairment.

Reduce the dose of VENCLEXTA for patients with severe hepatic impairment (Child-Pugh
C): monitor these patients more frequently for signs of toxicity [see Dosage and Administration (2.3,
2.5) and Clinical Pharmacology (12.3)].
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