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ABSTRACT
Objectives: Ibrutinib, a potent inhibitor of the Bruton tyrosine kinase, has revolutionized the
treatment of many B-cell malignancies. Ibrutinib has an established favorable toxicity profile
with up to 8 years of experience in clinical trials; however, despite ibrutinib’s favorable
toxicity profile, dose reductions and treatment discontinuations are becoming more evident
in clinical practice, particularly in the setting of specific clinical contexts and patient
characteristics. This manuscript is set to provide practical recommendations on the
management of patients treated with this agent in daily practice.
Methods: A group of multidisciplinary experts from Portugal met to discuss and highlight
practical recommendations, supported on both literature and clinical insights, for the
management of the treatment with ibrutinib.
Results/discussion: Handling of both toxicities and drug–drug interactions during ibrutinib
treatment poses several challenges to healthcare providers and can benefit from a
multidisciplinary approach. The involvement of specialties, such as cardiology, infectiology
and pharmacology, can bring an added value to patient care, not only in anticipating/
managing safety issues and dose adjustments but also in enhancing adherence to
treatment, ultimately improving the risk/benefit balance.
Conclusion: By involving a multidisciplinary group of experts, this work provides a set of key
recommendations to optimize care and outcomes for ibrutinib-treated patients. Despite not
being a fully comprehensive review on the topic, it is intended as a framework to hematologists
and other healthcare professionals who manage these patients in their daily clinical practice.
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B-cell malignancies; Bruton
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Introduction

Major advances in the understanding of the oncogenic
processes of B-cell malignancies have enabled the
development and validation of targeted treatment
approaches at an ever-increasing rate [1]. The under-
standing of the dependency of various mature B-cell
malignancies on B-cell receptor (BCR) signaling facili-
tated the development of inhibitors of this pathway,
including Bruton tyrosine kinase (BTK) and PI3K-inhibi-
tors. Together with BCL2 antagonists, those targeted
agents have been revolutionizing the treatment of
certain B-cell malignancies [2], mostly chronic lympho-
cytic leukemia (CLL) [3], mantle cell lymphoma (MCL)
[4] and Waldenström’s macroglobulinemia (WM) [5,6],
providing in some circumstances an alternative to
chemo-immunotherapy-based strategies.

Ibrutinib, the first BTK inhibitor (BTKi) approved for
CLL, MCL and WM treatment in Europe [7,8], is

administered orally once-a-day until disease pro-
gression or unacceptable toxicity. Although this BTKi
is generally well tolerated, a specific side-effect
profile has been reported requiring close monitoring
to avoid unnecessary toxicities and premature treat-
ment discontinuations that may limit its efficacy
[9,10]. This management is particularly challenging
among elderly patients who often have multiple
comorbidities, are frequently pretreated with immuno-
chemotherapy regimens and are polymedicated,
increasing the risk for drug–drug interactions (DDI).

Several international guidelines have addressed the
management of patients receiving ibrutinib [9,11–15],
but specific evidence and unmet educational needs
still persist [7,13,16], namely in the real world and in
country-specific settings.

Handling both toxicities and DDI poses several chal-
lenges to healthcare providers, but benefits from a
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multidisciplinary approach. Considering the known
safety profile of ibrutinib, the fields of cardiology, infec-
tiology and pharmacology are of great value not only
to enhance adherence to treatment but also to
manage safety issues and dose adjustments, ultimately
improving the risk/benefit balance [17,18].

Having this in mind, a multidisciplinary group of
experts, involving hematologists, a cardiologist, an
infectious disease specialist and a hospital pharmacist,
explored the current challenges related to the man-
agement of ibrutinib treatment and the remaining
unmet needs in this context. This work reflects our
experience and views and provides a set of key rec-
ommendations to optimize patient care and out-
comes. It is also expected to promote an integrated
collaboration among healthcare providers managing
ibrutinib-treated patients and is expected to raise
awareness about the benefits of a multidisciplinary
approach.

Methods

An expert panel of seven Portuguese consultants met
to identify pertinent clinical practices, unmet needs
and challenges in the management of ibrutinib-
treated patients. Four hematologists represented key
reference centers in the country, which have consider-
ably rich experience using ibrutinib. A cardiologist, an
infectious disease specialist and a pharmacist, all with
involvement in the framework of ibrutinib manage-
ment, complemented this panel. Prior to the experts’

meeting, a literature review was conducted to identify
the most relevant topics in the field and generate a set
of open-ended questions, which were organized in a
structured questionnaire. The authors had a pre-
meeting to agree on major topics of debate and con-
solidate the questionnaire. The final set of questions
provided context to the work of the expert panel. All
experts conducted their independent literature
review, considering their expertise and areas of inter-
est. Recommendations within this paper are those of
the expert panel and do not strictly follow the
summary of product characteristics (SmPC).

Results/discussion

Patient profiling and precautions before
initiating treatment with ibrutinib

General considerations
Treatment with ibrutinib should follow the SmPC [8]. It
is essential to fully review the list of special warnings
and precautions of the SmPC before initiating this
treatment, and one should perform a thorough assess-
ment of the patient’s medical history, comorbidities,
and concomitant medications (including over-the-
counter drugs), as well as prior therapies administered
and corresponding responses (including toxicities)
[16]. A summary of considerations important to
assess before initiating ibrutinib is provided in Table 1.

Due to the particular toxicity profile of ibrutinib,
certain pre-existing medical conditions deserve
special consideration: cardiac-related (including a

Table 1. Panel recommendations before introducing ibrutinib.

Patient evaluation and precautions before initiating ibrutinib

– Extensive review of patient clinical history and thorough clinical examination.
– Particular focus on cardiac history and risk of bleeding; consider patients with a history of atrial fibrillation for alternative therapies.
– History of heart failure, hypertension, thrombocytopenia and other cardiovascular events should prompt caution when introducing ibrutinib.
– Age by itself is not a limiting factor for ibrutinib treatment. Weighing the risks and benefits of ibrutinib in very old or frail patients presenting multiple

comorbid conditions is mandatory.
– Previous autoimmune conditions should be adequately managed before introducing ibrutinib.

Infections and prophylaxis.

– A comprehensive serology testing is important (including but not limited to: HIV, HSV-1, EBV, CMV, and HBV/HCV).
– Active HBV infection (HBV-DNA positive and HBsAg positive) is not a contraindication for ibrutinib. Antivirals (entecavir or tenofovir) should be started

one week before initiating ibrutinib. HBV-DNA testing should be performed every 3 months in the 1st year of treatment.
– Screening for latent tuberculosis should be considered based on the region’s epidemiological profile. CLL treatment should be delayed for at least one

month in patients testing positive for TB and isoniazid should be offered for a period of 9 months.
– Annual Influenza vaccination, programmed pneumococcal vaccination and pre-treatment hepatitis B vaccination are recommended.
– We recommend the following anti-infectious prophylaxis, particularly in previously treated patients:

. Acyclovir to prevent herpetic/varicella zoster reactivation;

. Cotrimoxazole to prevent recurrent pneumocystis or in treatment-experienced patients.
– Antiparasitic treatment such as ivermectin – 200 mcg/kg/day orally, for 2 days – or alternatively albendazol – 400 mg bid for 7 days – should be provided

to prevent strongyloides hyperinfection, if epidemiological evaluations suggest this risk.
– Hypogammaglobulinemia should be identified, and replacement considered, in patients with severe or recurrent infections when antimicrobial

treatment is not effective, when there is an existing specific antibody deficiency, or when serum IgG levels are< 4 g/L.

Drug–drug interactions

– Concomitant medications and potential for DDI must be evaluated.
– Patient should be educated regarding potential DDIs and ibrutinib-induced adverse events.
– Patients on dual antiplatelet therapy and patients with ventricular arrhythmias should not receive ibrutinib.
– Refer to the ibrutinib Summary of Product Characteristics (SPC) for dosing recommendations with concomitant medications [8].
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history of atrial fibrillation – AF, ventricular arrhyth-
mias, congestive heart failure, hypertension and atrial
enlargement), bleeding-related (non-immune throm-
bocytopenia, congenital or acquired coagulopathies,
platelet function disorders and history of intracranial
or other serious bleeding), and previous or concomi-
tant exposure to conditions and treatments that may
increase the risk of infections (particularly corticoster-
oids and other immunosuppressive agents).

Cardiovascular conditions
A streamlined collaboration between the hematologist
and the cardiologist, from the onset, is essential to
review pre-existing cardiac conditions and the poten-
tial for cardiac-related AEs during treatment with
ibrutinib.

AF is common in elderly patients [16,19] and a prior
history of AF, or presence of risk factors for developing
AF (such as left atrial abnormalities and hypertension),
may increase its risk during ibrutinib treatment [20,21].
Although these conditions are not a contraindication
for initiating ibrutinib [22,23], existing alternatives
should be considered along with a careful risk–
benefit evaluation before making this therapeutic
decision. We recommend a baseline EKG and cardiac
ultrasound to be performed to assess cardiac pre-con-
ditions and its evolution monitored while on ibrutinib,
especially in patients with known cardiac dysfunction,
providing that treatment initiation is not delayed
[24,25]. Given its arrhythmogenic potential, ibrutinib
is not recommended in patients with a history of ven-
tricular arrhythmias [26,27]. Smoking cessation, glyce-
mia and cholesterol control are highly recommended
in all patients with history of AF to reduce the risk of
ischemic events.

In addition, we also recommend to avoid ibrutinib
in patients who have mechanical heart valves, as well
as in those who require both anticoagulants and anti-
aggregants [28]. A history of congestive heart failure or
atrial enlargement does not absolutely preclude the
use of this BTKi but a thorough risk/benefit assessment
is again required. Patients with systolic arterial blood
pressure ≥160 mm Hg should have their high blood
pressure controlled before initiating ibrutinib.

Bleeding history
Although pre-existing hemorrhagic-prone conditions
such as thrombocytopenia (<30,000 platelets/mm3),
coagulopathies and history of intracranial, or other
severe bleeding, do not absolutely preclude the use
of ibrutinib, alternative therapeutic approaches
should be seriously considered in these populations,
and in patients with aneurysms without hemorrhages.

Concomitant medications
Treatment with ibrutinib is not recommended in
patients requiring dual antiplatelet therapy due to its

known association with bleeding events [15]. The con-
comitant use of anticoagulants with ibrutinib should
be carefully evaluated. Due to scarce data regarding
the use of warfarin or other vitamin k antagonists
(VKAs), if ibrutinib is chosen in such circumstances,
these should be avoided and replaced by a non-VKA
direct oral anticoagulants (DOAC) [28]. Patients on
anticoagulant therapy, or receiving CYP3A4 inhibitors
or inducers, should not be excluded from ibrutinib
treatment but should be closely monitored during
treatment to prevent DDI. The need for such therapies
should be reassessed and discussed with involved
medical specialties. Whenever concomitant moderate,
or strong, CYP3A4 inhibitors are used, ibrutinib dose
should be reduced, respectively, to 280 or 140 mg, or
discontinued for a period of less than 7 days, as
stated in the SmPC [8].

Use of corticosteroids with ibrutinib should be dis-
couraged, because of the increased risk for infections
– fungal, in particular – as recently described [29–31].
Patients with a history of autoimmune conditions
should be managed with adequate therapies before
initiating treatment with ibrutinib, in line with CLL
treatment guidelines [11–13].

Anti-infectious prophylaxis
Patients with B-cell malignancies are at increased risk
of infectious morbidity as a result of immunodefi-
ciency, related to the disease itself and to its treatment
[16,32]. Therefore, infectious clinical history should be
fully reviewed before starting ibrutinib.

We recommend the following serologic tests prior
to ibrutinib initiation: herpes simplex virus type 1
(HSV-1), Epstein–Barr virus (EBV), Cytomegalovirus
(CMV), toxoplasmosis, human immunodeficiency
virus (HIV), hepatitis C virus (HCV) and hepatitis B
virus (HBV). Screening for latent tuberculosis is also
advisable considering the past and current epidemio-
logical pattern of this infection in Portugal. The need
for other serologic tests (e.g. HSV-2, Varicella zoster
virus, HAV or syphilis) should be determined on a
case-by-case basis depending on factors such as prior
therapy, immune status and prior infections.

Vaccination has the potential to prevent or at least
decrease the severity and mortality of a number of
infections. Before initiating ibrutinib, it is advisable to
review patient vaccination schedules and administer
the following vaccines: influenza, conjugated pneumo-
coccal vaccine [33], type B Hemophilus influenzae and
hepatitis B vaccine in seronegative patients.

Patients with chronic hepatitis B (HBs antigen posi-
tive) or occult infection (HBsAg-negative and anti-HBc
positive) [34] should be diagnosed with PCR-based
HBV-DNA testing and start antiviral prophylaxis with
a nucleoside analog (NA) such as entecavir or tenofovir
(according to local standard practice), preferably one
week prior to initiating ibrutinib and until 12 months

HEMATOLOGY 787



after its discontinuation. HBV-DNA testing should be
done every 3–6 months during prophylaxis and for at
least 12 months after NA withdrawal as HBV reactiva-
tions can still occur [13,35]. Acyclovir prophylaxis
may be considered in patients with an increased risk
of herpetic reactivation or zoster, which is not uncom-
mon in patients receiving ibrutinib [36]. Of note, ibru-
tinib is known to increase the susceptibility for
opportunistic infections, especially pneumocystis and
other fungi [37]. Hence, prophylaxis with cotrimoxa-
zole is the preferred option for patients at high risk
of infection (history of prior infection, corticosteroids
in doses≥ 20 mg daily for more than 4 weeks, ≥3
prior treatment lines) and in these cases should be
administered throughout the entire course of
therapy. Prophylaxis is not deemed as essential for
treatment-naïve patients, except for the pre-existing
conditions described above [16] (e.g. chronic hepatitis
B, occult infections). Although no advantages are
expected from the widespread use of antibacterial pro-
phylaxis, patients receiving ibrutinib should be closely
monitored for fever and neutropenia, and adequate
anti-infective therapy introduced, when necessary
[38,39]. Patients with an epidemiological risk for stron-
gyloidiasis, such as past travel to Sub-Saharan Africa,
Central or South America, even without screening,
should receive a course of antiparasitic treatment
such as ivermectin – 200 mcg/kg orally once daily for
2 days (some experts recommend repeating the dose
2 weeks apart) or, as an alternative, albendazole
400 mg bid for 7 days – to prevent strongyloides
hyperinfection syndrome [40–43].

Monitoring patients on ibrutinib

In general, the surveillance of patients under treatment
with ibrutinib is similar between the different B-cell
malignancies for which the drug is approved in
Europe (CLL, MCL, and WM). However, the incidence
of adverse events and discontinuation rates may vary
across these conditions, especially due to age and
disease characteristics. CLL patients are typically
older and have more comorbidities [44], whereas the
more aggressive nature of MCL may lead to an
increased willingness to manage AEs and better adher-
ence to therapy from both clinicians and patients [45].

Patients receiving ibrutinib should be monitored
monthly during the first 6 months, mainly to manage
emerging toxicities, and every 3 months thereafter.
Depending on pre-existing medical conditions and
patient characteristics, a more intensive monitoring
may be required during the first month of treatment.

Complete blood count, biochemistry panel (i.e. liver
enzymology, renal function) and physical examination
should be performed regularly. Patients should be
encouraged to frequently monitor blood pressure and
report it during routine medical appointments. This

will avoid measuring the blood pressure during clinical
appointments when anxiety may spuriously raise the
values. Some authors recommend EKGs to beperformed
once every 1 or 2 years during treatment with ibrutinib
[16,25] although the chances of capturing the onset of
arrhythmic episodes with EKGs are low. Clinicians are
encouraged to perform a thorough assessment of
specific hemorrhage and cardiac-related symptoms
during follow-up of CLL patients treated with ibrutinib,
to ensure these events are not underreported.

Patients with two or more prior treatment lines may
be more susceptible to infections. Severe fungal infec-
tions may occur within the first months of treatment
with ibrutinib and should always be considered in
the differential diagnosis of infections and specific
organ symptoms. These may be difficult to confirm
despite the often-pronounced clinical pictures.
Notably, opportunistic infections, such as invasive
aspergillosis, have been reported in patients with
prior/concomitant corticosteroid therapy [46]. Close
surveillance is also recommended for patients with
prior fungal or CMV infections, or with a history of
repeated infections. It is the opinion of the authors
that the frequency of laboratory testing for infections
should not differ between treatment-experienced
and treatment-naïve patients.

Management of adverse events during
treatment with ibrutinib

Although ibrutinib is generallywell tolerated [47], its tox-
icity profile includes fatigue, arthralgias, rash, cytopenia,
infection, pneumonitis, diarrhea, bleeding, high blood
pressure and AF [13,48–54], some of which, depending
on their severity, could ultimately lead to treatment dis-
continuation. It is worth noting that disease-related
factors may also be causing some of the
abovementioned side effects. The adequate manage-
ment of ibrutinib’s side effectsmay prevent unnecessary
dose reductions, interruptions, or discontinuations, sig-
nificantly maximizing its clinical benefits [55]. A long-
term safety analysis of the AEs of clinical interest, associ-
ated with the use of ibrutinib, is listed in Table 2, and the
recommendations regarding the management of AEs in
ibrutinib-treated patients are summarized in Table 3.

Based on the authors’ experience, the type and fre-
quency of AEs observed in the daily practice resembles
the safety pattern reported in clinical trials. Still, one
study conducted in Portugal with a sample of 68 ibru-
tinib-treated CLL patients showed that 47% experi-
enced grade≥ 3 AEs and 18% permanently
discontinued the treatment after a median follow-up
of 12 months [56]. These findings are consistent with
other real world data [57,58] and suggest a higher
rate of treatment discontinuations than those seen in
clinical trials. After 1 year, the RESONATE study in
relapsed/refractory (RR) CLL patients [59] reported a
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Table 2. Proportion of patients with selected AEs of clinical interest with ibrutinib, obtained from pivotal clinical trials and real-world evidence studies (CTCAE≥ 3).
Proportion of patients with selected grade≥ 3 AEs of clinical interest with ibrutinib (%), except
when stated otherwise

Study Indicationa Settingb
Median follow-up

(months)
Study
typec

Study
armd

# of patients
included

Median
age Diarrhea Arthralgia Fatigue Rash Infection Bleeding Hypertension

Atrial
fibrillation

CLL12 [84] CLL 1L 31 Ph III I 182 64 1.1 – – – – 3.2 1.6 6.5
ECOG-E1912 [85] CLL 1L 33.6 Ph III I + R 354 56.7 4.3 4.8 2.0 3.1 9.4 1.1 18.8 3.2
ALLIANCE [47] CLL 1L 38 Ph III I 182 71 – – – – 20 2 29 9
PCYC1102/1103 [44] CLL 1L/RR 87 Ph Ib/II I 31/101 71/64 7 – 6 – 39 – 28 9
iLLUMINATE [86] CLL 1L 31.3 Ph III I + Obi 113 70 3 1 0 2 11 – 4 5
RESONATE-2 [64] CLL 1L 60 Ph III I 136 73 4 – – – 12 6 8 5
RESONATE [63] CLL RR 65.3 Ph III I 195 67 7 – – – 45 10 9 6
Ahn, I.E. et al. [87] CLL 1L/RR 57 Ph II I 53/33 66 3.5 – – 2.3 9.3 0 – 5.8
Abrisqueta et al. [88]
*RWE

CLL 1L/RR 19.2 – I 84/121 71/70 – 1.1 – – 12.2 3.4 – 1.9

Winqvist et al. [58]
*RWE

CLL RR 30 – I 95 69 1 4 – – 51 1 2 1

Wang et al. [89] MCL RR 26.7 Ph II I 111 68 5 – – – 28 6 – 6
RAY [90] MCL RR 38.7 Ph III I 139 67 3.6 – 5 2.2 9 – 5
iNNOVATE [91] WM 1L/RR 47 Ph III I + R 75 70 – – – – – 9 13 12
Treon et al. [92] WM RR 59 Ph II I 63 63 0 0 – 0 6.3 0 0 1.6
aIndication – CLL: Chronic lymphocytic leukemia, MCL: Mantle cell lymphoma, WM: Waldenström’s macroglobulinemia.
bSetting – 1L: first-line treatment, RR: relapsed/refractory.
cStudy Type – Ph: Phase.
dStudy Arm – I: ibrutinib, I + R: Ibrutinib–Rituximab, I + Obi: Ibrutinib plus Obinutuzumab.
*RWE – Real-world evidence.
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discontinuation rate of 7% due to AE/unacceptable
toxicity, similar to the 9% in treatment-naïve (TN)
patients after 1.5 years (RESONATE-2) [60].

Patient education is an essential component of ibru-
tinib management and improves adherence to treat-
ment [55]. The alignment between the different
stakeholders involved in the care of these patients is
essential to ensure an effective patient education.
Physicians and pharmacists play a key role in explain-
ing the risk/benefit balance while anticipating the
known and most expected adverse events while on
ibrutinib, as well as the probable duration of these
events. Most toxicities will present predominantly
during the first 6 months [9]. Patients should be
encouraged to discuss and report any symptoms
occurring during ibrutinib treatment so that these
may be managed in a timely manner. Signs and symp-
toms that deserve special attention include palpita-
tions, dizziness, syncope, or even fatigue of unknown
cause. The close collaboration between the hematolo-
gist and the pharmacist during the first months of

treatment is advisable, especially in situations where
ibrutinib’s dose adjustment is being weighed.

Management of diarrhea, rash, arthralgias and
fatigue
Diarrhea, rash, arthralgia, and fatigue are non-severe
AEs commonly associated with ibrutinib which may
hamper its clinical benefits, because they may lead to
early treatment discontinuation. Diarrhea occurs early
during the treatment course, is often transient and
unrecurring. Symptomatic treatment with loperamide
is usually effective.

Rash can have different clinical presentations. Non-
palpable rash (of a late onset after ibrutinib initiation)
usually resolves without the need for treatment adjust-
ments or specific therapy. Palpable purpuric rash has
an earlier onset and often requires antihistaminic and
topic treatments, which can also include corticoster-
oids for severe cases and even temporary interruptions
of ibrutinib [61].

Table 3. Panel recommendations for monitoring and managing patients on ibrutinib.
General considerations

– Monthly hematology consultations are recommended in the first 6 months, and every 3 months thereafter.
– Regular Complete Blood Count, renal and function tests, medical examination and review of concomitant medication in the first 6 months.
– Patients should regularly self-monitor their blood pressure.

Drug–drug interactions

– Amiodarone should be avoided, and calcium-channel blockers should only be used if beta-blockers are unsuccessful, due to known DDI.
– The azole antifungals voriconazole and posaconazole should be avoided or ibrutinib should be temporarily interrupted (up to 7 days)/dose reduced to

140 mg/day, with careful vigilance.
– Non-VKA direct oral anticoagulants (DOAC) should be used as an alternative to warfarin or other vitamin K antagonists (VKAs).
– Ibrutinib treatment regimen should be carefully adjusted when CYP3A4 inhibitors, CYP3A4 inducers, or antiplatelet medication are used, either by dose

reductions or by selecting alternative comedications.

Management of infections during ibrutinib treatment

– Previously treated patients with prior infections should be closely monitored for the development of opportunistic and other infections.
– Grade≥ 3 infections prompt treatment interruption until resolution to grade≤ 1.
– Patients who experience severe infections (grade ≥3) while on ibrutinib can benefit from consultation with an infectious disease specialist.
– Fungal infections should be carefully monitored, especially during the first 6-months of treatment with ibrutinib, namely on patients with known risk

factors (corticosteroid-treated, with comorbidities and previously treated).
– Ibrutinib should be withheld for a short period until the infection is stabilized or resolved.

Management of cardiovascular events during ibrutinib treatment

– Patients experiencing hypertension or AF should be closely monitored but not necessarily discontinue ibrutinib.
– Ibrutinib interruption is recommended in patients experiencing AF (grade≥ 3).
– Beta-blockers are recommended for managing hypertension and AF.
– Apixaban is a recommended anticoagulant with a favorable safety profile.
– In patients with strict indication for antiaggregation, the decision should always involve the cardiologist. Aspirin indication should be assessed, with

triflusal as a viable option.

Management of other common adverse events during treatment with ibrutinib

– Low-dose analgesics (avoiding NSAIDs) and a more active lifestyle are the preferred options for arthralgias.
– Loperamide is recommended for treating proved non-infectious diarrhea.
– If life-threatening bleeding (grade≥ 3) occurs, antiplatelet drugs should be stopped and ibrutinib withheld until event resolution. Platelet transfusions

may be needed.
– Patients with cardiovascular risk factors (e.g. diabetes, dyslipidemia) or fatigue (if persistent and with no known etiology) should be referred to a

cardiologist.
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For patients who develop arthralgia, low-dose
analgesics should be the first approach (paracetamol,
or opioids in case of non-response to paracetamol),
along with a more active lifestyle [16]. As for fatigue,
it can often be wrongly attributed to advanced age
or a coexisting condition. If fatigue persists during
ibrutinib treatment, cardiovascular examination is
advisable to rule out a cardiac etiology. Patients
should be referred to the cardiologist for a complete
examination and treatment should be optimized in
case of causal cardiac insufficiency. The authors rec-
ommend ibrutinib’s dose reduction for severe cases
of arthralgia and fatigue that affect daily-life activities,
and for which none of the previous strategies were
successful, in order to maintain treatment’s adherence
and, ultimately, to avoid therapy discontinuation [62].

Management of cardiovascular events

AF (up to 11% [20]) and ventricular arrhythmias (inci-
dence of 0.6% [26]) may develop during ibrutinib treat-
ment, possibly due to off-target effects of the drug
[22]. Patients frequently have other cardiac risk
factors, including advanced age – a large proportion
of patients receiving ibrutinib are 65 years or older –
arterial hypertension and other cardiovascular comor-
bidities [56–58]. Thus, patients with AF who have a
CHA₂DS₂-VASc score ≥2, or patients who have other
cardiac comorbidities (such as systolic or valvular dys-
functions, recurrent uncontrolled congestive heart
failure or left atrial abnormalities) [13] should be con-
sulted with a cardiologist for a comprehensive assess-
ment and risk factor control before starting ibrutinib.
Importantly, even though pre-existing cardiovascular
risk factors may increase the probability of cardiac
AEs during ibrutinib treatment, these can be mini-
mized with adequate management and monitoring.
Namely, when the CHA₂DS₂-VASc score is ≥2, safe
and effective anticoagulation should be considered.
Simultaneously, unjustified use of antiplatelet agents
and NSAIDs should be discontinued, and blood
pressure rigorously and frequently monitored.

Management of arterial hypertension
De novo or aggravated hypertensionmay occur in up to
45% of ibrutinib-treated patients [21,44,47]. This con-
dition can easily go undetected and therefore be under-
reported in daily clinical practice. Notably, hypertension
increases over time, both with increasing age and treat-
ment exposure, and shows a steady frequency in longi-
tudinal ibrutinib safety analyses [63,64], increasing its
clinical significance. Even though most hypertensive
events reported were classified as grade 1 or 2 [63],
uncontrolled elevated blood pressure increases the
risk of arrhythmias and may ultimately impact myocar-
dial function. Thus, accurately diagnosing and treating
this AE may reduce the chance for other major cardiac

events [21]. For lowering blood pressure, bisoprolol, a
β1-selective beta blocker with cardioprotective proper-
ties, may be used. Alternatively, nebivolol (another
selective beta blocker) or even carvedilol (with cardio-
protective properties) may be considered. Conceivably,
antihypertensives should be effective in stabilizing
blood pressure, but exceptional cases of uncontrolled
hypertension may lead to ibrutinib discontinuation. In
a recent study, one out of 205 patients who developed
grade 3 or 4 hypertension discontinued ibrutinib [21].

Management of atrial fibrillation
The frequency of AF was increased with ibrutinib when
compared to control arms in phase 3 trials and AF
events were more common within the first months
of treatment [60,65–67] The authors recommend inter-
ruption of ibrutinib treatment in the presence of grade
≥3AF (according to the CTCAE) [68] impacting hemo-
dynamics and/or with the rapid ventricular response
not controlled with appropriate medications. Notwith-
standing, if AF can be controlled with the adequate
management and the use of specific anti-arrhythmic
therapy, ibrutinib may be reintroduced. Beta-blockers
are the preferred choice for managing acute episodes
of AF [69–72]. If this strategy is successful in resolving
grade ≥3 AF, treatment with ibrutinib can be resumed
– unless anticoagulation therapy is required and poses
an unacceptable risk of bleeding.

Concomitant use of other channel blockers such as
amiodarone, diltiazem, or dronedarone should be
avoided due to potential interactions with ibrutinib
[16]. However, if treatment with beta-blockers is unsuc-
cessful, even after dose increase, the introduction of
calcium-channel blockers is recommended [22] even
considering the potential for DDI. Angiotensin convert-
ing enzyme (ACE) inhibitors may also be an option [73].
The use of amiodarone is only recommended if there
are no therapeutic alternatives [74], during acute AF
episodes [69] and in the absence of thyroid and pul-
monary-related side effects. A proposed algorithm for
AF management is provided in Figure 1.

Management of anticoagulants and antiplatelets
If anticoagulants are deemed necessary in ibrutinib-
treated patients – particularly when the CHA2DS2-
VASc score is higher than the HAS-BLED bleeding risk
score [9, 75] – apixaban (5 mg/day) is the preferred
choice, although interaction with CYP3A4 has been
reported [7]. Apixaban is one of the anticoagulants
with the most favorable safety profile [13] but requires
careful monitoring of renal function. In patients who
are older than 65 years, weight 60 kg or less, and
present creatinine ≥1.5 mg/dL the dose of apixaban
can be reduced to 2.5 mg/day. Dabigatran, which has
an available antidote, can be an alternative [16], but
the absorption levels of this drug may be affected by
the effect of ibrutinib on intestinal P-gp [28].
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The increased risk of bleeding associated with the
use of ibrutinib may discourage the concomitant use
of anticoagulants. Physicians should look for alterna-
tive tumor treatment approaches in case of inadequate
AF control and if the risk/benefit ratio requires ibruti-
nib’s discontinuation, especially in patients with
CHA2DS2-VASc scores ≥2 [28].

Regarding the use of antiplatelets, the need for
aspirin should be carefully assessed and discussed
with the cardiologist. Antiplatelets are required in
patients with a history of acute myocardial infarction
in the previous year, or cardiac stent surgery within
the last 6 months. Replacing aspirin for triflusal may
be an appropriate option in patients initiating ibrutinib
[76]. Nonetheless, aspirin discontinuation comes with a
risk since ibrutinib’s antiplatelet effect may not be
sufficient. In patients with a high-risk profile (prior
stroke or heart surgery), combining ibrutinib with an
antiplatelet drug, when no alternatives to ibrutinib
exist, may prove to be an adequate strategy [28].
This complex scenario requires the compulsory invol-
vement of the cardiologist and a consensus between
specialties, to decide on the best strategy to treat
patients [15].

Management of bleeding events

The management of bleeding events should consider
the grading of the event and patient characteristics.
Hemorrhagic risk is frequently multifactorial. In the
event of life-threatening bleeding (grade≥3) antiplate-
let drugs should be stopped and ibrutinib withheld
until event resolution. Platelet transfusion should be
considered in the cases of severe bleeding. Warfarin

is not recommended with ibrutinib since it is associ-
ated with major bleeding events [7]. In mild to moder-
ate bleeding, ibrutinib dose reduction, or treatment
interruption, may be considered for a short period. A
proposed algorithm for evaluating hemorrhagic risk
and for managing bleeding events is provided in
Figure 2.

Management of infections

As previously stated, cases of infections have been
reported in patients treated with ibrutinib, more fre-
quently so in the earlier course of treatment (first 6
months), and decreasing with time [16,77]. The inci-
dence of infections is higher in relapsing or refractory
patients or in the presence of other risk factors such
as steroid and rituximab treatment, neutropenia and
pre-existing hypogammaglobulinemia [46,78].

Patients receiving ibrutinib should be monitored for
fever, neutropenia and infection, and a complete
investigation and early treatment should be under-
taken considering common and emergent agents. In
the event of severe infections (grade ≥3) or related
complications, ibrutinib treatment should be withheld
and the causative agent(s) of infection determined.
Upon infection resolution, ibrutinib should be reintro-
duced at an adequate dose [16,28].

Early investigation and antifungal pre-emptive or
empiric therapy should be considered for any infected
patient on ibrutinib [38,39]. Although the expected
impact on T-cell function is low, different opportunistic
fungal infections have been sporadically reported in
patients treated with ibrutinib, including cryptococco-
sis, Pneumocystis ( jirovecii) pneumonia (PJP), histoplas-
mosis, invasive aspergillosis, mucormycosis and

Figure 1. Proposed algorithm for managing AF in patients
treated with ibrutinib.

Figure 2. Proposed algorithm for evaluating hemorrhagic risk
and for managing bleeding events.
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disseminated fusariosis in heavily pretreated patients
[79,80]. Therefore, it is essential to investigate the poss-
ible presence of these agents, as well as some rare
infections such as disseminated viral or mycobacterial
infections. Of note, it is important to maintain a high
index of suspicion regarding aspergillosis in ibrutinib-
treated patients with risk factors such as old age,
advanced disease, concurrent corticosteroids, prior
immunosuppression, diabetes and liver disease. In
more complex cases, a close surveillance for fungal
infections should be done according to the patients’
risk. After a complete diagnosis workup, pre-emptive
amphotericin B can be considered in selected cases,
until the availability of the microbiological results.

Antifungal therapeutic options are limited since all
azoles are strong inhibitors of the CYP3A4 and are
not generally recommended in combination with ibru-
tinib. These drug interactions are of particular concern
because the recommended course of therapy for
fungal infections is prolonged. After the induction
phase of antifungal treatment both therapies can be
maintained with a lower dose of ibrutinib, and with
careful clinical monitoring for toxicity. Pharmacological
alternatives may however be considered.

Progressive multifocal leukoencephalopathy (PML)
is a demyelinating disease caused by the reactivation
of John Cunningham virus (JC virus) and a life-threa-
tening complication occasionally associated with the
use of ibrutinib [81]. The onset of neurologic symp-
toms in ibrutinib-treated patients should prompt clini-
cal suspicion and early treatment discontinuation,
followed by appropriate diagnostic assessment.

Low immunoglobulin levels are common in CLL,
and other B-cell malignancies, as a result of the
natural history of disease and prior treatments. Hypo-
gammaglobulinemia should be identified and reposi-
tion must be considered, in cases of secondary
immunodeficiencies, for patients experiencing severe
or recurrent infections, when antimicrobial treatment
is not effective and specific antibody deficiency or
serum IgG level of <4 g/L are identified [82].

As for common antimicrobials therapies, those can
be prescribed. Although clarithromycin and ciprofloxa-
cin are commonly used, both agents are CYP3A4
inhibitors, which may intensify ibrutinib levels, and
increase toxicity.

The role of the pharmacist in the management
of ibrutinib

Pharmacists play a key role in expanding and enhan-
cing the care of patients treated with ibrutinib, given
their regular and close contact with these patients
(Table 4). This is particularly important in the long
run as patients tend to be less proactive in reporting
new medications, and to forget the complexity and
recommendations regarding the use of ibrutinib (e.g.
adequate dosage, routes of administration and
required actions when toxicity emerges).

The regular follow-up by the pharmacist allows the
identification of concomitant medication with poten-
tial for DDI, which may not have been reported by
the patient to the clinicians. The potential for DDIs
should be cautiously evaluated considering the high
prevalence of comorbidities in the elderly patient
population where polypharmacy is common and chal-
lenging. After 6 months of treatment, the pharmacist
should continue to track the patient’s adherence to
the treatment plan, while always reviewing the poten-
tial for DDI. Notwithstanding, whenever patient com-
pliance with the daily oral treatment becomes a
limiting factor, treatments alternatives should be
considered.

Dietary counseling should not be overlooked in the
management of ibrutinib-treated patients. Fish or
flaxseed oils should not be used concomitantly with
ibrutinib as these can increase the risk of bleeding.
Grapefruit, pomegranate, St. John’s wort and bitter
orange should not be consumed since all these can
interfere with ibrutinib levels [13].

In summary, the pharmacist has the responsibility to
promote education and empower patients to play an
active role in dealing with the disease by expressing
their views, preferences and needs, converging to a
more patient-centered care [83].

Conclusions

Ibrutinib has shown clear benefits in the treatment of
B-cell malignancies at different disease phases. Since
ibrutinib’s first approval, in 2014, for CLL, thousands
of patients have been treated, providing a clear
picture of the particular toxicity profile of this drug.
The management of cardiovascular and hemorrhagic
side effects, infections and DDI requires a skilled
approach, which greatly benefits from a multidisciplin-
ary team. It is essential to mitigate toxicities, treat
adverse effects and carefully manage dose reductions

Table 4. Panel Recommendations from pharmacist
perspective.
– Pharmacists play a vital role in patient education for both AEs and DDI,

working to increase adherence and empowering patients for a more
active role in treatment.

– Medication and adherence monitoring should be done on a monthly
basis regardless of patient profile.

– Patients experiencing toxicities while on ibrutinib should interrupt/
discontinue this treatment as follows [8]:

. First grade ≥3 event – ibrutinib treatment (full-dose) should be
resumed after event resolution to baseline or grade 1;

. Second grade ≥3 event –ibrutinib treatment should be resumed
with reduced dose (dose initially recommended minus 140 mg);

. Third grade ≥3 event – ibrutinib treatment should be resumed with
reduced dose (dose initially recommended minus 280 mg);

. Fourth grade ≥3 event – ibrutinib should be discontinued.
– Dietary cautions: fish and flaxseed oils (can increase risk of bleeding),

grapefruit, pomegranate, St. John’s wort or bitter orange (can
modify ibrutinib concentrations).
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and interruptions in order to maximize ibrutinib’s clini-
cal benefits.

We recognize the need for developing a decision
algorithm and an action plan, based on pre-existing
conditions, for timely referrals to cardiology and infec-
tious disease specialists. The support of hospital phar-
macists and careful patient education is of great value,
and even though the patient’s journey may vary
according to the characteristics of the hospital/health
care unit involved, some basic principles are common.

With this work, we aimed at generating a set of rec-
ommendations for healthcare providers who manage
patients treated with ibrutinib, emphasizing the impor-
tance of a multidisciplinary approach and a close proxi-
mity between specialties, which ultimately leads to
optimized practices and improved patient outcomes.
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