
IMBRUVICA® + rituximab demonstrates superior PFS benefit in
head-to-head study vs FCR1

In an open-label, randomized, phase 3 study in 529 treatment-naïve patients with
CLL/SLL (≤ 70 years; excluding patients with 17p deletion), IMBRUVICA® + rituximab
demonstrated PFS benefit against FCR with 37-month median follow-up (HR=0.34 [95%
CI: 0.22, 0.52]; P<0.0001).

CI=confidence interval, CLL=chronic lymphocytic leukemia, FCR=fludarabine, cyclophosphamide, and rituximab,
HR=hazard ratio, PFS=progression-free survival, SLL=small lymphocytic lymphoma.

IMBRUVICA® (ibrutinib) is a kinase inhibitor indicated for the treatment of adult patients
with:

• Chronic lymphocytic leukemia (CLL)/Small lymphocytic lymphoma (SLL).

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Hemorrhage: Fatal bleeding events have occurred in patients who received
IMBRUVICA®. Major hemorrhage (≥ Grade 3, serious, or any central nervous system
events; e.g., intracranial hemorrhage [including subdural hematoma], gastrointestinal
bleeding, hematuria, and post procedural hemorrhage) occurred in 4% of patients, with
fatalities occurring in 0.4% of 2,838 patients who received IMBRUVICA® in 27 clinical
trials. Bleeding events, including bruising and petechiae, occurred in 39% of patients who
received IMBRUVICA®.

The mechanism for the bleeding events is not well understood.

Use of either anticoagulant or antiplatelet agents concomitantly with IMBRUVICA®

increases the risk of major hemorrhage. Across clinical trials, 3.1% of 2,838 patients who
received IMBRUVICA® without antiplatelet or anticoagulant therapy experienced major
hemorrhage. The addition of antiplatelet therapy with or without anticoagulant therapy
increased this percentage to 4.4%, and the addition of anticoagulant therapy with or
without antiplatelet therapy increased this percentage to 6.1%. Consider the risks and
benefits of anticoagulant or antiplatelet therapy when co-administered with IMBRUVICA®.
Monitor for signs and symptoms of bleeding.

Consider the benefit-risk of withholding IMBRUVICA® for at least 3 to 7 days pre- and
post-surgery depending upon the type of surgery and the risk of bleeding.

Infections: Fatal and non-fatal infections (including bacterial, viral, or fungal) have
occurred with IMBRUVICA® therapy. Grade 3 or greater infections occurred in 21% of
1,476 patients who received IMBRUVICA® in clinical trials. Cases of progressive
multifocal leukoencephalopathy (PML) and Pneumocystis jirovecii pneumonia (PJP)
have occurred in patients treated with IMBRUVICA®. Consider prophylaxis according to
standard of care in patients who are at increased risk for opportunistic infections.

Monitor and evaluate patients for fever and infections and treat appropriately.

Cytopenias: In 645 patients with B-cell malignancies who received IMBRUVICA® as a
single agent, Grade 3 or 4 neutropenia occurred in 23% of patients, Grade 3 or 4



thrombocytopenia in 8% and Grade 3 or 4 anemia in 3%, based on laboratory
measurements.

Monitor complete blood counts monthly.

Cardiac Arrhythmias: Fatal and serious cardiac arrhythmias have occurred with
IMBRUVICA®. Grade 3 or greater ventricular tachyarrhythmias occurred in 0.2% of
patients and Grade 3 or greater atrial fibrillation and atrial flutter occurred in 4% of 1,476
patients who received IMBRUVICA® in clinical trials. These events have occurred
particularly in patients with cardiac risk factors, hypertension, acute infections, and a
previous history of cardiac arrhythmias.

Periodically monitor patients clinically for cardiac arrhythmias. Obtain an ECG for
patients who develop arrhythmic symptoms (e.g., palpitations, lightheadedness, syncope,
chest pain) or new onset dyspnea. Manage cardiac arrhythmias appropriately, and if it
persists, consider the risks and benefits of IMBRUVICA® treatment and follow dose
modification guidelines.

Hypertension: Hypertension occurred in 19% of 1,476 patients who received
IMBRUVICA® in clinical trials. Grade 3 or greater hypertension occurred in 8% of
patients. Based on data from 1,124 of these patients, the median time to onset was 5.9
months (range, 0.03 to 24 months).

Monitor blood pressure in patients treated with IMBRUVICA® and initiate or adjust anti-
hypertensive medication throughout treatment with IMBRUVICA® as appropriate.

Second Primary Malignancies: Other malignancies (10%), including non-skin
carcinomas (4%), occurred among the 1,476 patients who received IMBRUVICA® in
clinical trials. The most frequent second primary malignancy was non-melanoma skin
cancer (6%).

Tumor Lysis Syndrome: Tumor lysis syndrome has been infrequently reported with
IMBRUVICA®. Assess the baseline risk (e.g., high tumor burden) and take appropriate
precautions.

Monitor patients closely and treat as appropriate.

Embryo-Fetal Toxicity: Based on findings in animals, IMBRUVICA® can cause fetal
harm when administered to a pregnant woman. Advise pregnant women of the potential
risk to a fetus. Advise females of reproductive potential to use effective contraception
during treatment with IMBRUVICA® and for 1 month after the last dose. Advise males with
female partners of reproductive potential to use effective contraception during the same
time period.

ADVERSE REACTIONS

The most common adverse reactions (≥30%) in patients with B-cell malignancies (MCL,
CLL/SLL, WM and MZL) were thrombocytopenia (54.5%)*, diarrhea (43.8%), fatigue
(39.1%), musculoskeletal pain (38.8%), neutropenia (38.6%)*, rash (35.8%), anemia
(35.0%)*, and bruising (32.0%).

The most common Grade ≥ 3 adverse reactions (≥5%) in patients with B-cell
malignancies (MCL, CLL/SLL, WM and MZL) were neutropenia (20.7%)*,
thrombocytopenia (13.6%)*, pneumonia (8.2%), and hypertension (8.0%).

Approximately 9% (CLL/SLL), 14% (MCL), 14% (WM) and 10% (MZL) of patients had a
dose reduction due to adverse reactions. Approximately 4-10% (CLL/SLL), 9% (MCL),
and 7% (WM [5%] and MZL [13%]) of patients discontinued due to adverse reactions.

*Treatment-emergent decreases (all grades) were based on laboratory measurements.

DRUG INTERACTIONS

CYP3A Inhibitors: Co-administration of IMBRUVICA® with strong or moderate CYP3A



inhibitors may increase ibrutinib plasma concentrations. Dose modifications of
IMBRUVICA® may be recommended when used concomitantly with posaconazole,
voriconazole, and moderate CYP3A inhibitors. Avoid concomitant use of other strong
CYP3A inhibitors. Interrupt IMBRUVICA® if strong inhibitors are used short-term (e.g.,
for ≤ 7 days). See dose modification guidelines in USPI sections 2.3 and 7.1.

CYP3A Inducers: Avoid coadministration with strong CYP3A inducers.

SPECIFIC POPULATIONS

Hepatic Impairment (based on Child-Pugh criteria): Avoid use of IMBRUVICA® in
patients with severe baseline hepatic impairment. In patients with mild or moderate
impairment, reduce recommended IMBRUVICA® dose and monitor more frequently for
adverse reactions of IMBRUVICA®.

Please see full Prescribing Information.

To learn more, please visit www.IMBRUVICAHCP.com.

Reference: 1. IMBRUVICA® (ibrutinib) Prescribing Information. Pharmacyclics LLC.
2020.

For more information, visit us at www.IMBRUVICAHCP.com or click here to read the full
Prescribing Information.

Please read our privacy policy. For any questions about the Pharmacyclics LLC privacy
policy, please visit www.pharmacyclics.com and click on the privacy policy link.

In accordance with Colorado Law, please access wholesale acquisition cost (WAC)
pricing information here.
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