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Pharmacology/Usage:   Venetoclax, the active ingredient of Venclexta®, is a selective inhibitor of BCL-2 protein. It 
is a selective and orally bioavailable small molecule inhibitor of BCL-2, an anti-apoptotic protein. Overexpression of 
BCL-2 has been shown in CLL cells where it facilitates tumor cell survival and has been associated with resistance 
to chemotherapeutics. Venetoclax helps restore the process of apoptosis by binding directly to the BCL-2 protein. 

Indications:  For the treatment of patients with chronic lymphocytic leukemia (CLL) with 17p deletion, as detected 
by an FDA approved test, who have received at least one prior therapy.  This indication is approved under 
accelerated approval based on overall response rate. Continued approval for this indication may be contingent 
upon verification and description of clinical benefit in a confirmatory trial. 

There is no pregnancy category with this product; however, the risk summary indicates that there are no studies of 
use in pregnant women. Venclexta® may cause fetal harm when given to pregnant women, based on toxicity seen 
in mice. If used during pregnancy or if the patient becomes pregnant while taking Venclexta®, the patient should 
be warned of the potential risk to the fetus. Furthermore, it is recommended that females of reproductive 
potential undergo pregnancy testing before starting Venclexta® and use effective contraception during treatment 
and for at least 30 days after the last dose. The safety and efficacy of use in the pediatric population have not been 
established. 

Dosage Forms:  Film-coated Tablets: 10mg, 50mg, and 100mg  

Recommended Dosage:   Information on FDA-approved tests for the detection of 17p deletions in CLL is available 
at http://www.fda.gov/CompanionDiagnostics.  Prior to the first dose of Venclexta®, assess patient-specific factors 
for level of risk of tumor lysis syndrome (TLS) and provide prophylactic hydration and anti-hyperuricemics to 
reduce the risk of TLS. Administer Venclexta® per a weekly ramp-up schedule over 5 weeks as per the table below. 
Treatment should be taken with a meal and water at the same time each day until disease progression or 
unacceptable toxicity is observed. 

Week Venclexta® daily dose 

1 20mg 

2 50mg 

3 100mg 

4 200mg 

http://www.fda.gov/CompanionDiagnostics
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Week Venclexta® daily dose 

5 & beyond 400mg 

There are recommended dose modifications for several toxicities that may occur with Venclexta® use, including 
blood chemistry changes or symptoms suggestive of tumor lysis syndrome (TLS), Grade 3 or 4 non-hematologic 
toxicities, Grade 3 or 4 neutropenia with infection or fever, and Grade 4 hematologic toxicities (except 
lymphopenia). Please refer to the prescribing information regarding specific dose modifications with these 
toxicities. 

Tumor lysis syndrome (TLS), including fatal events and renal failure during dialysis, has been reported in previously 
treated CLL patients with high tumor burden when treated with Venclexta®. A rapid reduction in tumor can be 
seen with Venclexta® and thus poses a risk of TLS in the initial 5-week ramp-up phase. Changes in blood 
chemistries can be seen as early as 6-8 hours after the first dose of Venclexta® and at each dose increase. In 
addition, reduced renal function (CrCl<80ml/min) further increases the risk. It is recommended that patients be 
assessed for risk and receive appropriate prophylaxis for TLS. It is also recommended to monitor blood chemistries 
and interrupt dosing if needed. Please refer to the prescribing information for recommended TLS prophylaxis and 
monitoring during Venclexta® treatment. 

Dose adjustments are not required in patients with mild or moderate renal impairment (CrCl≥30ml/min). A 
recommended dose has not been determined for patients with severe renal impairment or for patients on dialysis.  
While dose adjustments are not recommended in patients with mild or moderate hepatic impairment, an 
increased risk of adverse events was seen in patients with moderate hepatic impairment. It is recommended to 
monitor these patients for signs of toxicity. There is not a recommended dose for patients with severe hepatic 
impairment. 

Drug Interactions:   Do not administer live attenuated vaccines prior to, during, or after treatment with Venclexta® 
until B-cell recovery occurs. The safety and efficacy of immunizations with live attenuated vaccines during or 
following Venclexta® therapy has not been studied.  

As venetoclax is primarily metabolized by CYP3A4/5, concomitant use with strong CYP3A inhibitors (e.g. 
ketoconazole, conivaptan, clarithromycin, indinavir, itraconazole, lopinavir, ritonavir, telaprevir, posaconazole, and 
voriconazole) at initiation and during ramp-up phase is contraindicated. If the ramp-up phase is completed and 
patients are on a steady daily dose of Venclexta®, it is recommended to reduce the Venclexta® dose by ≥75% when 
used concomitantly with a strong CYP3 inhibitor. 

It is recommended to avoid the concomitant use of moderate CYP3A inhibitors (e.g. erythromycin, ciprofloxacin, 
diltiazem, dronedarone, fluconazole, or verapamil) or P-gp inhibitors (e.g. amiodarone, azithromycin, captopril, 
carvedilol, cyclosporine, felodipine, quercetin, quinidine, ranolazine, ticargrelo) with Venclexta® and to consider 
alternative treatments; however, if the concomitant use must be used, it is recommended to reduce the 
Venclexta® dose by ≥50% and monitor for signs of Venclexta® toxicities. It is recommended to avoid grapefruit 
products, Seville oranges, and starfruit during treatment with Venclexta®. It is also recommended to avoid the 
concomitant use of Venclexta® with strong CYP3A inducers (e.g. carbamazepine, phenytoin, rifampin, St. John’s 
wort) or moderate CYP34 inducers (e.g. bosentan, efavirenz, etravirine, modafinil, nafcillin) and to consider 
alternative treatments.  

It is recommended to monitor INR closely in patients receiving warfarin concomitantly. In addition, the 
concomitant use of narrow therapeutic index (NTI) P-gp substrates (e.g. digoxin, everolimus, and sirolimus) with 
Venclexta® should be avoided. If NTI P-gp substrates must be used, take them at least 6 hours before Venclexta®. 

Common Adverse Drug Reactions:  There was no placebo data to compare with Venclexta®. The most frequently 
reported adverse events of any grade included neutropenia (45%), anemia (29%), thrombocytopenia (22%), febrile 
neutropenia (5%), diarrhea (35%), nausea (33%), vomiting (15%), constipation (14%), fatigue (21%), pyrexia (16%), 
peripheral edema (11%), upper respiratory tract infection (22%), pneumonia (8%), hypokalemia (12%), back pain 
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(10%), headache (15%), and cough (13%). Reported lab abnormalities included laboratory tumor lysis syndrome 
(TLS; 6%), hyperkalemia (20%), hyperphosphatemia (15%), hypocalcemia (9%), and hyperuricemia (6%). 

As neutropenia was reported with Venclexta® use, it is recommended to monitor complete blood counts during 
treatment, and to interrupt dosing or reduce dose for severe neutropenia. 

Contraindications:   Concomitant use with strong CYP3A inhibitors at initiation and during ramp-up phase. 

Manufacturer:  AbbVie (manufactured & marketed by) AND Genentech USA, Inc (marketed by) 

Analysis:    There was one open-label, single-arm study to assess the efficacy of Venclexta® in patients (N=106) 
with CLL with 17p deletion who had received at least one prior therapy. Patients received Venclexta® ramp-up 
schedule and then continued on 400mg once daily until disease progression or unacceptable toxicity. The 
efficacy was evaluated by overall response rate (ORR) as assessed by an Independent Review Committee (IRC). 
The median time on treatment at assessment was 12.1 months. Results can be found in the table below, which 
was adapted from the prescribing information. 

 Venclexta® 

ORR N=85 (80.2%)  

Complete Remission (CR)   N=6 (5.7%) 

CR w/incomplete marrow recovery (CRi) N=2 (1.9%) 

CR & CRi N=8 (7.5%) 

Nodular partial remission (nPR) N=3 (2.8%) 

Partial Remission (PR) N=74 (69.8%) 

The median time to first response was 0.8 months, and median duration of response (DOR) has not been 
reached with approximately 12 months median follow-up. The DOR ranged from 2.9 to 19+ months. 

Place in Therapy:   Venclexta®, a selective BCL-2 protein inhibitor, is indicated for the treatment of CLL with 17p 
deletion, as detected by FDA approved tests, who have received at least one prior treatment. Drug interactions 
and appropriate lab monitoring should be assessed prior to and during treatment. 

It is recommended that Venclexta® require clinical prior authorization to verify diagnosis and prior trial of at least 
one other therapy.  

PDL Placement:        Recommended 
    Non-Recommended with Conditions 
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