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(a)

ARTICLE

Albert L Kraus et al. (2021) Clin Pharmacol Ther;111(1):302-309.

Real-World Data of Palbociclib in Combination
With Endocrine Therapy for the Treatment of
Metastatic Breast Cancer in Men

Male patients aged =18 years treated with chemotherapy/biclogical/endocrine
products between Jon 2010 and Apr 2017 who had =1 breast concer
diognosis anywhere In their history before and including Apr 2017

N=33,945

l

Patients who had =1 diagnosis of metastatic disease anywhere in their history
before and inchuding Apr 2017

n=11,183

Male patients with MBC 1CD-9/10 diagnosis:

N=2675

1

—

At least 2 visits on/efter 01 Jan 2011

n=2416

N

Cohort A
Medication order-Palbocidib
n=77

l

1

Patients with cnly 1 confirmed cancer type
n=&L722

Pathology consistent with breast concer
n=76

1

I

Patients with a visit to stable provider at least once a year between Jan 2008 and Jul 2017
n=3613

Confirmation of metastatic disease
n=67

I

|
Patients:

Recent metastatic disease diagnosis onfafter 01 Jon 2011
n=60

« With any prescription in the history

» With o breast cancer diagnesis within 60 days of initial treatment

« Who had treatment after their initial metastatic diagnosis date

« Who were not treated with nbocichb and had no incompatible drugs
n=2483

1

Hormone Receptor positive
n=57

1

l
l |

Patients who started palbocichd in the
pericd Feb 2015 through Apr 2017

HER2-
n=50

1

<30 days octivity gap
n=30

through Apr 2017
ne147 n«992

i

Patients who never took paboodid and
started any LOT in the period Feb 2015

Confirmed male on palbocciib-based regimen
n=25

1

I |

Patients who staned palboadb plus Al
andfor fulvestrant, excluding LOTs
containing tamoxifen, in the period

Confirmed palbociclib-based regimen in metastatic setting
n=2%

Feb 2015 to Ape 2017
n=122 n=472

1

Patients who never took palboackb and
storted Al and/or fulvestront, excluding
LOTs containing tamoxifen, in Lhe
penod Feb 2015 o Apr 2017

Confirmed lack of treatment with nboadib
n=25%

Cohort B
Medication order-Endocrine therapy (no palboocb)
n=1295

1

Rendom sample of patients for unstructured data processing
n=664

1

Pathology consistent with breast concer
n=649

I

Confirmation of metastatic disease
n=102

!

Recent metostatic disease diagnosis on/after 01 Jan 2011
n=82

I

Hormone Receptor positive
n=79

1

HER2-
n=66

.

<30 days activty gap
ne&7

1

Confirmed male on endocrine therapy-based regimen

{no palboodib)
n=b2

1

Confirmed endocrine therapy-based regimen
(no palbocidib) in metastatic setting
n=34

1

Confirmed lack of treatment with ribecdid
n=34

Figure 1 Cohort selection. (a) Pharmacy and medical records database (b) EHR-derived database. Al, aromatase inhibitor; EHR, electronic
health record; HER2-, human epidermal growth factor receptor 2—-negative; ICD, International Classification of Diseases; LOT, line of therapy;
MBC, metastatic breast cancer.
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Albert L Kraus et al. (2021) Clin Pharmacol Ther;111(1):302-309.

100 — — PAL+LET (N=26)
Median DoT=9.4 mo
95% CI (4.4-14.0)
> 80 — LET (N=63)
g— Median DoT=3.0 mo
o 95% C1(1.8-48)
22 o0
m:
£38
38 404
Lo
2a
(o)
o 20+
0 T T T T T T T T T T T T 1 IHI —
0 1 2 3 4 5 6 7 8 9 1011 1213 14 15 16 17 18 19 20 21 22 23 24 25 26 27
Patients at risk, n: Time, mo
PAL+LET 26 26 25 22 21 18 17 17 16 14 11 11 11 10 8 7 S5 4 &4 4 &4 4 4 2 2 1 1 0
LET 63 40 36 27 27 23 23 21 20 20 19 16 13 11 10 10 7 6 S5 4 3 3 2 1 1 0

Figure 2 Pharmacy and medical records database. Kaplan-Meier plot of duration of therapy in the first-line setting comparing PAL + LET with LET
alone. CI, confidence interval; DoT, duration of therapy; LET, letrozole; PAL, palbociclib. [Colour figure can be viewed at wileyonlinelibrary.com]

(a) (b)
1 e
2
1 -— b & |
3
4 2 L ]
5 3
2
6
§ 8 4 L |
[=4 c
& 7 $
-]
8 & 54
9 & I
10
1 Palbociclib line of therapy: [l 1L 2L ML 7 A A ALFUL line of therapy: M 1L 2L 3L
Continue therapy at study cutoff date: — ongoing Continue therapy at study cuteff date: —> engeing
12 ! Response assessment results: [l CR ®PR A SD PD 8 A— Response assessment results: @ PR A SD PD
L T T T T T T T T T T T T T T T T
] 5 10 15 20 25 30 35 &0 ] 5 10 15 20 25 30 35 40
Duration of Therapy, mo Duration of Therapy, mo

Figure 3 EHR-derived database. (a) Duration of therapy and response assessments in the palbociclib plus ET cohort and (b) duration of
therapy and response assessments in the ET-alone cohort. Al, aromatase inhibitor; CR, complete response; EHR, electronic health record; ET,
endocrine therapy; L, line; FUL, fulvestrant; PD, progressive disease; PR, partial response; SD, stable disease. [Colour figure can be viewed at

wileyonlinelibrary.com] 1 6



CONCLUSIONS

Collective data on palbociclib, including mechanism of action,
PKs, pivotal phase I and III randomized clinical trials in patients

with HR+/HER2— MBC, and real-world data in men with MBC

presented in this report, led to the expansion of the approved pal-

bociclib indication to include men with HR+/HER2— MBC in

the United States. Real-world data contributed to the totality of
evidence that men with MBC can benefit from the addition of
palbociclib to ET, with a safety profile consistent with previous

observations in women, The novel experience described here high-

lights a potential new p1thw1y to expand a treatment’s indication

and increase patient access based on multiple sources of real-world

cvidence in rare tumors, where rarity makes large randomized

studies challenging.

PalbociclibEMHZELH AT I DIEIGHLEK

« RWDOFIERADAgEEZRUTZ

Albert L Kraus et al. (2021) Clin Pharmacol Ther;111(1):302-309.

3T Dlimitation(Discussiondk DikA%)

The findings from the present analysis further support pal-
bociclib as a treatment for HR+/HER2- MBC in men in the
real-world setting. However, one of the limitations of this retro-
spective analysis is the small dataset, due to the rarity of breast
cancer in men. Additionally, inherent limitations associated with
EHR data collected during the patient journey and medical and
pharmacy claims data collected for billing/reimbursement pur-
poses rather than for research purposes include potentially in-
complete/missing data. Moreover, medication compliance was
not assessed in this analysis, and confounding factors (e.g., imbal-
ance of baseline characteristics) cannot be excluded. Additionally,
in the current study, real-world response was evaluated based on
clinical assessment and radiologist notes, whereas the palboci-
clib phase III clinical trials assessed tumor response according
to the Response Evaluation Criteria in Solid Tumors (RECIST)
criteria.”!! However, an analysis of female patients who received
letrozole as first-line therapy for HR+/HER2— MBC in the real-
world setting vs. the control arm of PALOMA-2 showed con-
cordance between real-world outcomes (e.g., real-world response
rate) and RECIST-based outcomes (e.g., objective rcsponsc).3 ?
As is common for retrospective observational studies, other
potential limitations include selection bias, limited ability for
statistical comparisons in small populations, and potential con-
founding bias due to the lack of randomization.
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Immortal time bias
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Rosenbaum P.R., Rubin D.B. Biometrika. 1983;70:41-55.

tim X177 (Propensity Score)
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Schulz KF et al. (2010) BMC Medicine 8:18.

CONSORTFHH

CONSORT 2010 Statement: updated guidelines for
reporting parallel group randomised trials

Kenneth F Schulz*!, Douglas G Altman?, David Moher? for the CONSORT Group

Abstract
The CONSORT statement is used worldwide to improve the reporting of randomised controlled trials. Kenneth Schulz

and colleagues describe the latest version, CONSORT 2010, which updates the reporting guideline based on new
methodological evidence and accumulating experience.

To encourage dissemination of the CONSORT 2010 Statement, this article is freely accessible on bmj.com and will also
be published in the Lancet, Obstetrics and Gynecology, PLoS Medicine, Annals of Internal Medicine, Open Medicine,
Journal of Clinical Epidemiology, BMC Medicine, and Trials.
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