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LETTERS TO EDITOR

Neutropenia due to palbociclib: A word of caution?

Sir,

Palbociclib is an oral, selective, reversible inhibitor of
cyclin-dependent kinase 4 and 6, which prevents cell cycle
progression from G1 to S phase.l'! It was found to be
beneficial in hormone-resistant advanced breast cancer
when added to letrozole versus letrozole with placebo.
Following this study (PALOMA-1), palbociclib got an
accelerated approval, a way to rapidly review the clinical
data (instead of a series of scheduled meetings) and faster
marketing of drugs for such life-threatening diseases.
In a subsequent phase 3 study (PALOMA-3), addition
of palbociclib to fulvestrant in patients suffering from
hormone-sensitive advanced breast cancet has also shown
a survival benefit.”!

Palbociclib has shown to cause a fair amount of severe
neutropenia, resulting in significant interruptions and
modifications of palbociclib [Table 1]. Neutropenia was
associated with a very low incidence of febrile neutropenia
in both these trials [Table 1] where patients in good
general condition were carefully selected and monitored
intensively. In actual clinical practice in the real world, the
risk of infections during neutropenia due to palbociclib
may increase and would warrant caution. Clinicians will
certainly be afraid to prescribe it to endocrine-resistant,
multiply relapsed, metastatic breast cancer patient with an
Eastern Cooperative Oncology Group performance status
2-3, the scene where exactly the current unmet need lies.

Table 1: Neutropenia with palbociclib

PALOMA 1 Present (PALOMA 3)
study®! (%) study™ (%)
n, phase 165, Phase Il 521, Phase Il
Arms Palbociclib + letrozole Palbociclib + fulvestrant
(vs. letrozole) (vs. fulvestrant)
Incidence of URTI 31(vs. 1) 19.4 (vs. 16)
Incidence of Grade 3/4 54 (vs. 1) 62 (vs. 0.6)
neutropenia
Discontinuation due to 7 (vs. 2) 2.6 (vs.1.7)
adverse events
Mean relative dose 94 91.7
intensity of palbociclib
Prior use of (neo) 40 (vs. 46) £41.5 (vs. 43.1)
adjuvant chemotherapy
Chemotherapy used o 30.8 (vs. 36.2)
for metastases
Dose interruption in 33 NA
palbociclib arm
Dose modification in 40 31.6
palbociclib arm
Cycle delays in 45 NA
palbociclib arm
Dose reductions in 40 31.6

palbociclib arm

URTI - Upper respiratory tract infections; NA — Not available

Whether this neutropenia is a class effect of this drug or
due to dose and schedule effect is not known.

The recommended dose of palbociclib (125 mg/day orally
for 3 weeks, followed by 1 week off) is derived from a very
few phase, 1/2 studies resulting in limited information
about tolerability.”¥ Hence, to confirm its relationship
with neutropenia, pharmacokinetic studies are needed in
future and that should revisit the dosage and schedule of
palbociclib.
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