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PALOMA-1: fase 2, random (1:1), open label,
multicentrico, PFS i1n ABC HR, postmenopausali 1in I

linea [palbociclib + letrozolo vs. letrozolo (Finn
Lancet Oncol 2015)

PALOMA-2: fase 3, random (2:1), d.b.,
multicentrico, multinazionale, confermatorio di
PALOMA-1 (primary endpoint met, April 19" 2016)

PALOMA-3: fase 3, random (2:1), d.b.,
multicentrico, multinazionale, PFS in ABC HR

pre/post menopausali progredite o ricadute dopo TE
(Turner NEJM 2015)



PALOMA-3

the NEW ENGLAND
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ESTABLISHED IN 1812

Palbociclib in Hormone-Receptor-Positive Advanced
Breast Cancer

Nicholas C. Turner, M.D., Ph.D., Jungsil Ro, M.D., Fabrice André, M.D., Ph.D., Sherene Loi, M.D., Ph.D.,
Sunil Verma, M.D., Hiroji lwata, M.D., Nadia Harbeck, M.D., Sibylle Loibl, M.D., Cynthia Huang Bartlett, M.D.,
Ke Zhang, Ph.D., Carla Giorgetti, Ph.D., Sophia Randolph, M.D., Ph.D., Maria Koehler, M.D., Ph.D.,
and Massimo Cristofanilli, M.D.

Patients with advanced hormone-receptor-positive,

human epidermal growth factor receptor 2-negative
breast cancer that had relapsed or progressed during

prior endocrine therapy




PALOMA-3

HR+, Her2- ABC
Pre/post menopausal
Progressed on prior ET
e On or within 12 mo AT
* On therapy for ABC
<1 CT line for ABC

Palbociclib (125
mg qd 3 wk
—>1 on/1 wk off) +
fulvestrant 500
mg q4w

2:1 N = 521
)

Stratification:

. s +
SeQ81t1v1ty to E on/1 wk off)
prior ET fulvestrant 500

* Pre vs post mg q4w
menopausal

Modified from Loibl S, SABCS 2015



PALOMA-3

Hazard ratio, 0.42 (95% Cl, 0.32-0.56)

P<0.001

Palbociclib—fulvestrant (N=347)
Median progression-free survival,
9.2 mo (95% Cl, 7.5-NE)

Placebo—fulvestrant (N=174)
Median progression-free survival,
3.8 mo (95% Cl, 3.5-5.5)
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PALOMA-3

Hazard Ratio for Disease Progression P Value for

Subgroup Patients or Death (959 Cl) Interaction

no. (%)

All randomly assigned patients: intention-to-treat 521 (100) i 0.42 (0.32-0.56)
population i

Age ! D.48
<65 yr 392 (75.2) HiH E 0.44 (0.32-0.61)
=65 yr 129 (24.8) s 0.35 (0.19-0.62)

Race i 0.41
White 385 (73.9) = i 0.38 (0.27-0.52)

Asian 105 (20.2) — 0.64 (0.31-1.31)
Black or other 29 (5.6) I - ' i 0.44 (0.12-1.57)

Menopausal status at study entry i 0.94
Premenopausal or perimenopausal 108 {20.7) s 0.44 [0.23-0.83)
Postmenopausal 413 (79.3) A i 0.41 (0.30-0.56)

Site of metastatic disease i 0.62
Visceral 311 (59.7) - 0.45 (0.32-0.63)
MNonvisceral 210 (40.3) —— i 0.36 (0.22-0.60)

Sensitivity to previous hormonal therapy i 0.30
Yes 410 (78.7) HH E 0.39 (0.28-0.53)

Mo 111 {21.3) — 0.55 (0.31-0.98)

Hormone-receptor status i 0.8
ER-positive and PR-positive 349 (67.0) o= o I 0.46 (0.32-0.66)

ER-positive and PR-negative 139 (26.7) ] i 0.46 (0.28-0.77)

Disease-free interval ' 0.15
=24 mo 65 (12.5) |—-—i—| 0.84 (0.41-1.75)
=24 mo 281 (53.9) = 0.45 (0.30-0.67)

Prior chematherapy i 0.43
Neocadjuvant or adjuvant treatment only 219 (42.0) —— | 0.51 (0.33-0.79)

Metastatic treatment 170 (32.6) —=— ' 0.42 (0.26-0.67)
MNone 132 (25.3) e | 0 0.28 (0.15-0.53)

Prior lines of therapy in context of metastatic disease i 0.68
0 129 (24.8) — 0.40 (0.23-0.70)

1 202 (38.8) —=— i 0.47 (0.29-0.76)
2 133 (25.5) ] ! 0.30 (0.17-0.53)
=3 57 (10.9) — 0.57 (0.25-1.29)
0125 025 050 100 2.00 2.00
Palbociclib—Fulvestrant Better Placebo—Fulvestrant Better

Turner N, et al., NEJM 2015
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PAT.OMA-2

Pfizer Announces Positive Top-Line Results For Phase 3 PALOMA-2
Clinical Trial Of IBRANCE® (Palbociclib)

Phase 3 Trial Provides Confirmatory Evidence for IBRANCE in the First-Line Setting
and Will Support Global Regulatory Submissions

Tuesday, April 19, 2016 - 8:00am EDT

Source: http://www.pfizer.com/news/press-release/press—release-
detail/pfizer announces positive top line results for phase 3 paloma 2 c
linical trial of ibrance palbociclib
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ABC HR: Terapia ormonale pre-m.

I linea ITI linea ITIT linea

Precedente
esposizione
(in
adiuvante)

N - AI d.c. + LHRH
essuna o TAM + LHRH AI + LHRH d.c

TAM analogo analogo analogo
sensibile g g - Progestinici

AT d + LHRH - Progestinici
TAM AI + LHRH -C- - AI d.c. + LHRH
. analogo
resistente analogo .. analogo
- Progestinici

Modificato dalle linee guida AIOM 2015, rev.

16 Sep
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ABC HR: Terapia ormonale post-m.

Adiuvante I linea II linea
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< Nessuna >
< TAM >

NSAI

NSAI

H
H
H
[
[N
S
0
[V}

EXE +
EVE

FULV

PN

TAM
Megestrolo

TAM
oppure
NSAI

) .

TAM
Megestrolo

EXE + EVE o
FULV

Modificato dalle linee guida AIOM 2015, rev. 16 Sep




ABC HR: post-m. palbociclib
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ABC HR: post-m. palbociclib

Adiuvante I linea II linea
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Problematiche aperte



Problematiche aperte

* Neutropenia: € un problema?



Mechanistic Investigation of Bone Marrow
Suppression Associated with Palbociclib and its

Differentiation from Cytotoxic Chemotherapies <

Wenyue Hu', Tae Sung', Bart A. Jessen', Stephane Thibault', Martin B. Finkelstein?,
Nasir K. Khan?®, and Aida |. Sacaan'

Hu W, et al. Clin Cancer Res 2015



Problematiche aperte

e Sviluppo di biomarcatori?



CDKN2A 5%

CDK4 2%
CDK6 2% ‘ .
CCND1 16% ‘ .
. o 11 TR EERAACY
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Genetic Alteration I Amplification I Deep Deletion . Missense Mutation . Truncating Mutation

Personal re-analysis of TCGA data, unpublished observation
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Problematiche aperte

* Combinazione con PI3Ki? Cosa fare dopo palbociclib
+ letrozolo?
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Take-home messages

* Palbociclib + fulvestrant (+ LHRHa) ABC pre e
post-m HR gia trattate con TE

* Palbocicliclib + letrozolo ABC post-m HR naive

* Ottimizzazione delle strategle di profilassi
secondarila neutropenia, sviluppo biomarcatori
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