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DESCRIPTION

VENETIZ is a selective inhibitor of BCL-2 protein. It s a light yellow to
dark yellow solid with the empirical formula C.H.CIN,O,S and a
molecular weight of 868.44. VENETIZ has very low aqueous solubmty

This indication is approved under accelerated approval based on overall
response rate. Continued approvalfor this indication may be cormngent
upon f clinical benefitin

DOSAGE AND ADMINISTRATION

Patient Selection: Select patients for the treatment of relapsed or
refractory CLL with VENETIZ based on the presence of 17p deletions in
blood specimens. Patients without 17p deleﬂon at diagnosis should be

Recommended Dosage: Assess patient- specmc factors for level of risk
of tumor lysis syndrome (TLS) and provide prophylactic hydration and
anti-hyperuricemics to patients prior to first dose of VENETIZ to reduce
risk of TLS. Administer the VENETIZ dose according to a weekly ramp-
up schedule over 5 weeks to the recommended daily dose of 400 mg.
The 5-week ramp-up dosing schedule is designed to gradually reduce
tumor burden (debulk) and decrease the risk of TLS.

Instruct patients to take VENETIZ tablets with a meal and water at
approximately the same time each day. VENETIZ tablets should be
swallowed whole and not chewed, crushed, or broken prior to

VENETIZ is described y as
1-en-1 1-y1)-N~((3-nitro-4-  Table1.D Ramp-Up Phase
2H-pyran- ethyl 2-(1H- -
pyrrolo[2,3-b]pyridin-5-yloxy)benzamide). w‘:ek VENET':OD*“'V Dose
m
CLINICAL PHARMACOLOGY 3 50 mg
Mechanism of Action: VENETIZ is a selective and orally b 3 00 m
small-molecule inhibitor of BCL-2, an protein 3 06 9
Overexpression of BCL-2 has been demonstrated in CLL cells where n mg
mediates tumor cell survival and has been 5 and beyond 400 mg

chemotherapeutics. VENETIZ helps restore the process of apoptosis by
binding directly to the BCL-2 protein, displacing pro-apoptotic proteins
like BIM, triggering mi

The Starting Pack provides the first 4 weeks of VENETIZ according to
the ramp-up schedule. Once the ramp-up phase is completed, the 400

outer and
the activation of caspases. In nonc\inical studies, VENETIZ has

d using 100 mg tabl lied in bottles.

intumor cell BCL-2.
Pharmacodynamics:

Cardiac The effect of multiple doses of VENETIZ upto
1200 mg once daily on the QTc interval was evaluated in an open-label,
single-arm study in 176 patients with previously treated hematologic
malignancies. VENETIZ had no large effect on QTc interval (i.e., > 20
ms) and there was no relationship between venetoclax exposure and
changeinQTeinterval

Pharmacokinetics:

Absorption: Following multiple oral administrations under fed
conditions, maximum plasma concentration of VENETIZ was reached 5-
8 hours after dose. VENETIZ steady state AUC increased

VENETIZ should be taken orally once daily until disease progression or
toxicity is observed.

Risk Assessment and Prophylaxis for Tumor Lysis Syndrome:
VENETIZ 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 can occur as early
as 6 to 8 hours following the first dose of VENETIZ and at each dose
increase.

The risk of TLS is a continuum based on multiple factors, including tumor
burden and comorbidities. Perform tumor burden assessments,
including radiographic evaluation, assess blood chemistry (potassium,
uric acid, phosphorus, calcium, and creatinine) in allpatients and correct

over the dose range of 150-800 mg. Under low-fat meal conditions,
VENETIZ mean (+ standard deviation) steady state Cmax was 2.1+ 1.1
jg/mL and AUCO0-24 was32.8 + 16.9 ug-h/mL at the 400 mg once daily

dose.
Distribution: VENETIZ is highly bound to human plasma protein with
unbound fraction in plasma <0.01 across a concentration range of 1-30
M (0.87-26 pg/mL). The mean blood-to-plasma ratio was 0.57. The

prior to initiation of treatment with VENETIZ.
Reduced renal function (creatinine clearance [CrCI] <80 mL/min) further
increases the risk. The risk may astumor

Table 2. Recommended TLS Prophylaxis Based on Tumor Burden
From Clinical Trial Data.

population estimate for apparent volume of
VENETIZ ranged from 256-321 Lin patients.
Metabolism: In vitro studies demonstrated that VENETIZ is
predominantly metabolized by CYP3A4/5. M27 was identified as a major
metabolite in plasma with an inhibitory activity against BCL-2 that is at
least 58-fold lower than VENETIZ n vitro.
; nan V== 12 In vite

0f200mg
venetoclax dose to healthy subjects, >99.9% of the dose was recovered
in feces and <0.1% of the dose was excreted in urine within 9 days,
indicating that hepatic elimination is responsible for the clearance of
VENETIZ from the systemic circulation. Unchanged VENETIZ

for 20.8% of the

feces.

DRUG INTERACTIONS

Ketoconazole: Co-administration of 400 mg once daily ketoconazole, a
strong CYP3A, P-gp and BCRP inhibitor, for 7 days in 11 previously
treated NHL patients increased VENETIZ C,,, by 2.3-fold and AUCe by
6.4-fold.

Ritonavir: Co-administration of 50 mg once daily ritonavir, a strong
CYP3A, P-gp and OATP1B1/B3 inhibitor, for 14 days in 6 healthy
subjectsincreased VENETIZ Cmax by 2.4-fold and AUC by 7.9-fold.
Rifampin multiple doses: Co-administration of 600 mg once daily
fitampin, a strong CYP3A inducer, for 13 days in 10 healthy subjects
decreased VENETIZ Cmax by 42% and AUC by 71%.

Rifampin single dose: Co-administration of a 600 mg single dose of
rifampin, an OATP1B1/1B3 and P-gp inhibitor, in 11 healthy subjects
increased VENETIZ Cmax by 106% and AUCG by 78%.

Azithromycin: In a drug-drug interaction study in 12 healthy subjects,
co-administration of 500 mg of azithromycin on the first day followed by
250 mg of azithromycin for 4 days decreased VENETIZ C,,,, by 25% and
AUCe by 35%. No dose adjustment is needed when VENETIZ is co-
administered with azithromycin.

Gastric Acid Reducing Agents: Based on population pharmacokinetic
analysis, gastrio acid reducing agents (e.g., proton pump inhibitors, H2-

Tumor Burden Prophylaxis Blood Chemistry
(Vdss/F) of — - Setting and
Hydration’ hyperuricemics’ Frequency of
Low |AILN<5| Oral Allopurinol | Outpatient
cmAND | (1.5-2L) - Pre-dose, 608 hours,
ALC <25 24 hours at first dose
[14C)- x109/L of 20 mg and 50 mg
- Pre-dose atsubsequent
ramp-up doses
Medium | Any LN Oral Allopurinol | Outpatient
omio |(152L)and + Pre-dose, 6108 hours,
dose excreted in <t0cm | consider 24 hours at first dose
OR | additional of 20 mg and 50 mg
ALC 225 | intravenous + Pre-dose atsubsequent
x109/L ramp-up doses
- Consider hospitalization
for patients with CrCl
<80ml/min at first
dose of 20 mg and
50 mg; see below
for monitoring in
hospital
High | AnyLN [Oral (1.5-2L) Allopurinol; |[In hospl(a\ al first dose
210cm and consider [of 2
OR " |intravenous | rasburicase if |- Pre-dese, 4 8,12and
ALC 225 | (150-200 | baseline uric | 24 hours
X109 | ml/ras |acidiselevated|Outpatient at
AND | tolerated) subsequent ramp-up
any doses
LN 25 cm - Pre-dose, 6 to 8
hours, 24 hours

ALC = absolute lymphocyte count; LN =lymph node.
aAdminister intravenous hydration for any patient who cannot tolerate
oral hydration.

bStart allopurinol or xanthine oxidase inhibitor 2 to 3 days prior to
initiation of VENETIZ.

receptor antagonists, antacids) do not affect VENETIZ
Warfarin: In a drug-drug interaction study in three healthy subjects,
administration of a single 400 mg dose of VENETIZ with 5 mg warfarin
resulted in 18% to 28% increase in C,., and AUC of R-warfarin and S-
warfarin

Digoxin: In a drug-drug interaction study in 10 healthy subjects,
administration of a single 100 mg dose of VENETIZ with 0.5 mg digoxin,
a P-gp substrate, resulted in a 35% increase in digoxin C,, and a 9%
increase inAUC...

INDICATIONS

VENETIZ is indicated for the treatment of patients with chronic
lymphocytic leukemia (CLL) with 17p deletion, as detected by an FDA-
approved test, who have received atleast one prior therapy.

Size : 100 x 182 mm

uric acid, calcium,
and creatinine); review in real time.
dFor patients atrisk of TLS, monitor blood chemistries at 6 to 8 hours and

at24 hours at each subsequent ramp-up dose.

Dose Modifications Based on Toxicities: Interrupt dosing or reduce
dose for toxicities. For patients who have had a dosing interruption
greater than 1 week during the first 5 weeks of ramp-up phase or greater
than 2 weeks when at the daily dose of 400 mg, reassess for risk of TLS
to determine if re initiation with a reduced dose is necessary (e.g., all or
some levels of the dose ramp-up schedule).

Consider discontinuing VENETIZ for patients who require dose
reductions to less than 100 mg for more than 2 weeks.

*Adverse reactions were graded using NCI CTCAE.

“Clinical TLS was defined as laboratory TLS with clinical consequences



Table 3. Dose for Toxicities*

Event [ [ Action

to and measures. Patients with any
lymph node 210 cm or those with both an ALC 225 x 109/L

Tumor Lysis Syndrome

and any measurable lymph node =5 cm were hospitalized to enable

such as acute renal failure, cardiac arrhythmias, or sudden death and/or
seizures.

Table4. Dose Modlflcallonfor Toxicity During VENETIZ Treatment

Withhald tho next day’s dose. TTresoved] ™% \:?gswednxura&?n and moniorng for the first day of dosing at 20
within 24 10 48 hours of last dose, resume| M9 :and 50 mg duringthe ramp-up phase. .

Blood chemistry Atthe same dose, In 66 patients with CLL starting with a daily dose of 20 mg and increasing
changes or - over 5 weeks to a daily dose of 400 mg, the rate of TLS was 6%. Al
symploms Any ,Fef]’m,?:gy O o airY Shan9eS|  avents either met laboratory TLS criteria (laboratory abrormalites that

suggf;ftswe of resume atareduced dose. '| met =2 of the following within 24 hours of each other: potassium >6
For any events of lincal TLS, resume ai|  MMOVL, uric acid >476 ymolL, calcium <1.75 mmoliL, or phosphorus
i >1.5 mmol/L); or were reported as TLS events. The events occurred in
— o Toxicitios patients who had alymph node(s) 25 om orALC 225 x 109/L. No TLS with
clinical uch as acute renalfailure,
Interrupt VENETIZ. sudden death and/or seizures was observed in these patients. All
Once the toxiciy has resolved o Grade 1| - Darients had CrCl =50 mL/min.
occurrence |or baseline level, VENETIZ therapy may
be resumed at the same dose, No dose| Adverse Reactions of TLS and Relevant Laboratory Abnormalities
Grade 3or 4 isrequired Patients with CLL
Interrupt VENETIZ. %) )
foxicities 2ndand | Follow dose reduction guidelines in when Parameter All Grades (%) Grade =3 (%)
subsequent | resuming treatment with VENETIZ after — —
occurrences | resolution. A larger dose reduction may| Laboratory TLS" 6 6
. [ i 20 2
Toxicities v 5 3
Interrupt VENETIZ, ; 5 o 3
To reduce the infection risks .
with I 6 2
o sors occumence | Smulating 'ﬁ.ﬁ"'véﬁs?f‘z”.f mmaﬂ"i “Laboratory abnormalities that met 22 of the following criteria within 24

e indicated. Once the toxicity has resolved| hours of each other: potassium >6 mmolL, uric acid >476 umollL,

neuttopenia wilh to Grade 1 or baseline level, VENETIZ| ~calcium <1.75 mmol/L, or phosphorus >1.5 mmoliL; or were reported as
or Grade 4 therapy may be resumed at the same| TLSevents.

dose. y i potassium increased
toxiciies (except Interrupt VENETIZ, + increa
lymphopenia) | pndand | CONSider using G-CSF as clinically|  “Hypocalcemia/blood calcium decreased

subsequent | ndicated. Follow dose reduction| ey peryricemiablood uric acid increased.

rawes | guidelines when resuming treatment with
VENETIZ after resolution. A larger dose| ~WARNINGS AND PRECAUTIONS
reduction may occur at the discretion of|  Tumor Lysis Syndromes Tumor lysis syndrome, including fatal events

and renal failure requiring dialysis, has occurred in patients with

previously treated CLL with high tumor burden when treated with
VENETIZ.

VENETIZ 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 can occur as early
as 6 to 8 hours following the first dose of VENETIZ and at each dose

Theriskof TLSisa conllnuum based on multiple factors, including tumor

Reduced renal function (CrCl <80 mL/min)
further increases the risk. Patients should be assessed for risk and
should receive appropriate prophylaxis for TLS, including hydration and
anti-hyperuricemics. Monitor blood chemistries and manage
abnormalities promptly. Interrupt dosing if needed. Employ more

Dose at mg Restart Dose, mg"
400 300
300 200 increase.
200 100
100 50
50 20
20 10
*During the ramp-up phase, continue the reduced dose for 1 week before

increasing the dose.
Dose Modifications for Use with CYP3Aand P-

intensive measures (intravenous hydration, frequent monitoring,
hospalzation) as overariskincreases.
use of VENETIZ with strong or moderate CYP3Ainhibitors

Concomitant use of VENETIZ with strong CYP3A inhibitors at initiation
and during ramp-up phase is contraindicated. Concomitant use of
VENETIZ with strong CYP3A inhibitors increases VENETIZ exposure
(i.e., C,., and AUC) and may increase the risk for TLS at initiation and
during ramp-up phase. For patients who have completed the ramp-up
phase and are on a steady daily dose of VENETIZ, reduce the VENETIZ
dose by at least 75% when strong CYP3A inhibitors must be used
concomitantly.

Avoid concomitant use of VENETIZ with moderate CYP3A inhibitors or
P-gp inhibitors. Consider alternative treatments. If a moderate CYP3A
inhibitor or a P-gp inhibitor must be used, reduce the VENETIZ dose by
atleast 50%. Monitor these patients more closely for signs of toxicities.
Resume the VENETIZ dose that was used prir o iniiating the CYP3A
inhibitor or P-gp ion of the inhibitor.

Tables. of Potential VENETI
and P-gp Inhibitors.

with CYP3A

and P-gp inhibitors increases VENETIZ exposure, may increase the risk
of TLS atinitiation and during ramp-up phase, and may require VENETIZ
dose adjustment

Grade 3 or 4 occurred in 41% of patients
treated with VENETIZ. Monitor complete blood counts throughout the
treatment period. Interrupt dosing or reduce dose for severe
neutropenia. Consider supportive measures including anti microbials for
signs of infection and use of growth factors (e.g., G-CSF).
Immunization: Do not administer live attenuated vaccines prior to,
during, or after treatment with VENETIZ until B-cell recovery occurs. The
safety and efficacy of immunization with live attenuated vaccines during
or following VENETIZ therapy have not been studied. Advise patients
that vaccinations may be less effective.
Embryo-Fetal Toxicity: Based on its mechanism of action and findings
in animals, VENETIZ may cause embryo-fetal harm when administered
0 a pregnant woman. In an embryo-fetal study conducted in mice,
of VENETIZ to pregnant animals at exposures equivalent

Steady Daily Dose
(After Ramp-Up Phase)
Avoid inhibitor use or
reduce the venetoclax
dose by at least 75%

Moderate CYP3A inhibitor | Avoid inhibitor use or reduce the

P-gp inhibitor venetoclax dose by at least 50%
Missed Dose: If the patient misses a dose of VENETIZwithin 8 hours of
the time it is usually taken, the patient should take the missed dose as
soon as possible and resume the normal daily dosing schedule. If a
patient misses a dose by more than 8 hours, the patient should not take
the missed dose and should resume the usual dosing schedule the next

L Initiation and
Inhibitors Ramp-Up Phase

Strong CYP3A

inhibitor Contraindicated

day.
If the patient vomits following dosing, no additional dose should be taken
that day. The next prescribed dose should be taken at the usual time.

CONTRAINDICATIONS
Concomitant use of VENETIZ with strong CYP3A inhibitors at initation
d during ramp-up phase i

ADVERSE REACTIONS:
The following serious adverse events are discussed in greater detail in
other sections of the labeling:

« TumorLysis Syndrome

« Neutropenia
Tumor Lysis Syndrome
Tumor lysis syndrome is an important identified risk when initiating
VENETIZ. In the initial Phase 1 dose-finding trials, which had shorter (2-
3 week) ramp-up phase and higher starting dose, the incidence of TLS
was 13% (10/77; 5 laboratory TLS, 5 clinical TLS), including 2 fatal
events and 3 events of acute renal failure, 1 requiring dialysis.
The risk of TLS was reduced after revision of the dosing regimen and

to that observed in patients at the recommended dose of 400 mg daily
resulted in p fetal weight. There are
no adequate and well-controlled studies in pregnant women using
VENETIZ. Advise females of reproductive potential to avoid pregnancy
during treatment. If VENETIZ is used during pregnancy or if the patient
becomes pregnant while taking VENETIZ, the patient should be
apprised of the potential hazard to the fetus.

OVERDOSAGE

There is no specific antidote for VENETIZ. For patients who experience
overdose, closely monitor and provide appropriate supportive treatment;
during ramp-up phase interrupt VENETIZ and monitor carefully for signs
and symptoms of TLS along with other toxicities. Based on VENETIZ
large volume of distribution and extensive protein binding, dialysis is
unlikely to resultin significant removal of VENETIZ.

HOW SUPPLIED

VENETIZ tablets10 mg supplied as 14 tablets packed in a HDPE
container.

VENETIZ tablets 100 mg supplied as 28 tablets packed in a HDPE
container.

STORAGE

Store ator below 30°C (86°F).
SHELFLIFE

24 months
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