TURKEYE! KAMUEHA'S)

PANKARA TILT

Ly

TSP e 3 P N e g PRk g
T.C€. T.C.
Saglik Bakanligy Yaldirum Beyazit: Universitesi
W e - -7 =L . = P [k ; 3
Ankara Ataturk Tip Fakiultes
Editim ve Arastirma Hastanesi Sagluk Uygulama ve Arastirma Merkezi

=

Meme Kanseri
‘Kongrelerden Esintiler’

Doc.Dr. Mehmet Ali Nahit SENDUR
Ic Hastaliklari, Tibbi Onkoloji
29.12.2016



June 3-7, 2016

McCormick Place | Chicago, lllinois
#ASCO16

e m:nngress

7-11 OCTOBER 2016
COPENHAGEN, DENMARK

) U ] B SAN ANTONIO

EREAST CANCER SYMPOSIUM

X I'J E E . E - 1 ﬂ Henry B. Gonzalez Convention Center, 5an Antonio, Texas, LISA




ERKEN EVRE MEME KANSERI
GUNCEL GELISMELER

+ ER+ Meme Kanseri

. Kombinasyon Stratejileri
+ CDK 4/6 inhibisyonu

+ Monoterapi yaklasimlar



INTERIM RESULTS FROM neoMONARCH:A
NEOADJUVANT PHASE 11 STUDY OF
ABEMACICLIB IN POSTMENOPAUSAL
WOMEN WITH HR+/HER2- BREAST CANCER

S. Hurvitz, et al.

Abstract: LBA 1602



neoMONARCH: Faz 2 Calisma Dizayni

¢ Abemaciclib 150 mg BID is tolerable Post-menopausal women (N=220) HR+,HER2-

. breast cancer stage: | (T 21 cm), I, llIA or llIB
when dosed on a continuous suitable for neoadjuvant endocrine therapy

schedule with endocrine therapy? : :
Core biopsy at baseline

¢ The most common adverse event
has been diarrhea

. cep Abemaciclib2 150 mg Q12H § Abemacicliba 150 mg
2 Typlcally occurred within the Anastrozole 1 mg QD + Anastrozole 1 mg QD Q12H
first 7 days of treatment

Randomization

4 Manageable with use of Core biopsy after 2 weeks oftreatment
loperamide or dose reduction Primary endpoint:
‘ Loperamlde was administered Compare the change from baseline in Ki67
. . expression after 2 weeks of therapy
prophylactically for the first 28 days

then at discretion of investigator Abemacicliba 150 mg Q12H
+ Anastrozole 1 mg QD

Core biopsy after 14 weeks of treatment®
1Patnaik A etal. Cancer Discovery 2016;6:740-5

Surgery (optional)

Abbreviations: HER2 = human epidermal grow th factorreceptor 2; HR = hormone receptor; Q12H = every 12 hours; QD = once daily
aParticipants receive loperamide w ith each dose of abemaciclib

bParticipants w ho experience benefit following 14 w eeks may remain on neoadjuvant therapy for up to 8 additional w eeks



neoMONARCH: Ki67 Ekspresyonunda Degisim ve

Yanit

€ Study met the boundary forstatistical significance at the interim analysis (boundary p <0.03)

o

Mean Change in Ki67 Expression (%)

Geometric Mean Change

Complete Cell Cycle Arrest

Ki67 index <2.7% at 2 weeks

OR =7.8 (2.0, 30.8)

n=22 100 - 0.003°
7.2 (20.2)(,);?.2) [ Anastrozole 1 mg
-71.0% 80 - mmm Abemaciclib 150mg
+ Anastrozole 1 mg
60 1 Abemaciclib 150 mg

GMR=022 (0.13 ,0.39)
p<0.0012

1A
|

22.7%

Complete Cell Cycle Response Rate (%)

0.24 (0.13,0.42) 0

p<0.0012 Responders: 5

Abbreviations: GMR = geometric mean ratio, OR = odds ratio

16 13

aGeometric Mean Ratio (GMR), 2-sided 90% confidence interval (Cl), p-value. p-values are based on a one-sided hypothesis test froma linear model
w ith treatment, PR status (positive versus negative/unknown) and tumor size (<2 cm versus 22 cm and <5 cm versus 25 cm)as fixed effects.
bA responder is identified as a patient w ith aIn(Ki67) value of less than 1. Odds ratio (OR), 2-sided 90% Cl, p value. p-value is calculated by Fisher's

Exact test of a one-sided hypothesis.



neoMONARCH: Yan Etkiler

Investigator Assessed TEAEs >10% Grade 1 Grade 2 Grade 3 Grade 4 All Grades
(N=173) n (%) n (%) n (%) n (%) n (%)
Diarrhea 59 (34.1) 15 (8.7) 5(2.9) 0 79 (45.7)
Constipation 43(24.9) 15(8.7) 2(1.2) 0 62 (35.8)
Nausea 39 (22.5) 17 (9.8) 2(1.2) 0 58 (33.5)
Fatigue 31(17.9) 16 (9.2) 1(0.6) 0 49 (28.3)
Abdominal pain 22 (12.7) 6 (3.5) 5(2.9) 0 33(19.1)
Decreased appetite 19(11.0) 5(2.9) 4(2.3) 0] 28(16.2)
Hot flush 17 (9.8) 3(1.7) 0 0 20 (11.6)
Vomiting 12(6.9) 5(2.9) 2(1.2) 0 19(11.0)
rdeutropenia 2(1.2) 5(2.9) 10(5.8) 0 17 (9.8)

Laboratory Abnormalities2

Creatinine increasedb 106 (65.4) 44 (27.2) 1(0.6) 0 151 (93.2)
Neutrophil count decreased 49(30.2) 44 (27.2) 10(6.2) 2(1.2) 105 (64.8)
WBC decreased 50 (30.9) 45 (27.8) 3(1.9) 1(0.6) 99 (61.1)
ALT increased 52 (32.1) 7(4.3) 3(1.9) 0 63 (38.9)
AST increased 34 (21.0) 2(1.2) 1(0.6) 0 37 (22.8)
Anemia 0 27 (17.8) 0 0 27 (17.8)
Platelet countdecreased 22 (13.6) 1 (0.6) 0 0 23(14.2)

Abbreviations: ALT= alanine aminotransferase, AST= aspartate aminotransferase, TEAEEtreatment-emergent adverse event,
WBC = w hite blood cell; aN::6r:6f62 for lab abnormalities listed, except anemia (N=152), bAbemaciclib is a competitive inhibitor
of OCT2, MATE1, and MATE2-K, efflux transporters ofcreatinine
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91-03: First results from the multicenter phase lll DATA
study comparing 3 versus 6 years of anastrozole
after 2-3 years of tamoxifen in postmenopausal women
with hormone receptor-positive early breast cancer

Vivianne Tian-Heiinen, Irene van Hellemond, Petronella Peer,® Astrid Swinkels,® Carolien Smorenburg,? Maurice van der

Sangen,? Judith Kroep,® Hiltje De Graaf,” Aafke Honkoop,® Frans Erdkamp,® Franchetle van den Berkmortel,'" Jos Kitzen, !

Mazike de Boer,” Wilfred de Roos,' Sabine Linn,'? Alexander Imholz, ™ Caroline Seynaeve,'® on behalf of the Dutch Breast
Cancer Research Group (BOOG) for the DATA Investigatars

"Maastricht University Medical Center, Maasinchi; “Radboud University Medical Canter, Mijmenen; 'Netharands Comprehemsive Cancer Onganization IKKL. Umach;
“Meadical Canler Akmaar, Alkmaar; *Catharna Hospital, Eindhowen: ®Laidan Unnersity Medical Center, Leider; "Wedical Center Leeuwarden, Lesuwanden; #lsala
Clinics, Zwolle; *nderland Medical Canter, Sitland; "Zuyderland Medical Canler, Heerlan; MAlber Schvaeitzar Hospital, Dordracht; “Galdarse Vallai Hospilal, Ede:
atherlands Cancar Inetitlute, Amstandam; YDevermar Hospital, Deventar, ""Erasmus MC Cancer Institute, Ratterdam: al in Tha Nethedands

L";,{ Maastricht LMC+ G:T;\ This presentation is the ntellectual property of the presenter. Contact at
wog. fan. heljneniEmumcnl for pemmission bo reprint andior distribute.




San Antonio Breast Cancer Symmposium, Decembsr G-10, 2016

Design DATA study
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San Antlonio Breast Cancer Symposium, Decembsar 6-10, 2016

DATA Study Design

Postmenopausal at randomization

¢\

+  ER+ andfor PR+
Stratification
=Modal siatus
=ER/FPR status
=HER2 stalus
= Tamaxifen duraticon

" No sign of disease recurrence

~+ MO breast cancer

After 2-3 years adjuvant tam-:u-cirenj,

=  830% power to detect an increase in 3-year adapted Disease-Free Survival {aDFS) from 90% to 94%, i.e.,
a hazard ratico (HR) of 0,60 and a significance level of Q.05

=  Accounting for 10% drop-out: 950 patients per group to be included {n=1912 patients actually included)

= Minimum foliow-up: 26 years after randomization, i.e.. 2 3 years of adapied follow-up (last patient included
in August 20099

e W oS

'.__'? Maastricht LIWC= Sl This pressaniation is the nbelleciual propery af the presenter. Caonlsct at

wig. tan heijnenimrmurmc nl for pernisson o reprint anddor distribaba.




San Anlonio Breast Cancer Symposium, December 6-10, 20186 52  ‘Were neligible
3 o infarmed consent

z Mo pathoogic breast cancer confirmation
- 18 Mot postmenopausal
- 1912. Patients were 1 Metasiases
DA I A trl a ] randomized for the DATA ¥ Recurrenos of earier breast cancer
T ] 13 Previous treatment with endocrmea agents
r? adhar than tarmaxifen
> 5 Medical hisiory of breast cancer less than
13 years bafare randarnization
l 2 Other malignancy within 5 years before
randamization

. 1

931 Were 929 Were
assigned to assigned to
G-year anpastrozole

a1 Had a disease-free sumdwal
event within 3 yaars

103 Had a disassa-free sumival
event within 3 years

1 Was lost o follow-up 5 Were last o folove-up
included in the nciuded in the
inten n-to-treat intanton-to-treat
'._!? Miaastricht LW Cs Q This presantation is the ntellectusl property af tha presentar. Contsct at

wog Han. heijinenimrmume nl for permissaon o reprint anddor distribube.

San Anfonio Breast Charactarizfic

Cancer Symposium, . — ization — no. (%)

Decamber B 10C2018 < 49 years 141 {17.0) 160 {19.2)
50-58 years A2 (41.4) 328 {39.4)
= 60 years 344 {41.6) 345 (41.4)
Tumor status — no. (%)
pT1 ATE {45.5) 383 (46.0)
pT2 302 [47.4) ABZ {45.9)
pTa4 58 (7.0 a7 (8.0)
Nodal status — no. {%%)
pMO  pMO{i+) 66 {32.2) 282 {33 .8)
" ph1 434 [52.5) 457 (54.9)
Patient and pMZ / pM3 127 {15.3) g4 {11.3)
Histological grade — nao. (%)
fumor Grade | 138 {16.8) 158 {19.0)
. Grads i 430 {52.0) 415 {49.8)
characteristics Grade || 229 [27.7) 238 {28.6)
Hormmone-receptor status — no. (%)
well balanced ER and PR positive B27 (75.8) £33 {76.0)
ER or PR positive 200 {24.2) 200 {24.0)
HER2 status — no. [95)
Positive 18 (2.2) 22 (2.6)
Magalive T45 {90.1) 748 [B9.8)
Unkrown 64 (T.7) &3 (7.6)
|3 Maastricht LIMC f;“_:: This presentation is the nbellectusl property of the presenter. Contact at

wo. i@n heijinenfErmamcnl for penmmissign o reprint and/or distribuba.
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adapted Disease-Free Survival (aDFS)
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aDFS if ER+ and PR+,

HERZ2-, pN+, Chemo+
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adapted Overall Survival (a0S)

103
i——
-
M=1660
é 5-year a0S (%) 20.8
ity HR (95% CI) 0.91 {0.65 — 1.29)
204 P-walue C.&0
- T X X T = z Y Median adapted follow-up of 4.1 years
b 4 s : s Fosrae st 3 ymars. after ranchorizaton (ymar| _ [ P5=2.9, F95= 5.8 ywears)
gy I TR R N s .
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DATA CALISMASI: SONUCLAR

The findings of the DATA study do not support extended adjuvant Al use after 5 years of
sequential endocrine therapy for all postmenopausal hormone receptor-positive breast

cancer palients.

It suggests benefit for a selected group of patients, i.e., those with both ER and PR
positive disease, HER2-negative disease, large tumor load, and prior chemotherapy.
Extended Al use is associated with an increased number of bone and muscle adverse

events.

We will perform a follow-up analysis when all patients have reached a minimum adapted
follow-up of 9 years.



A Randomized, Double-blinded, Placebo-controlled Clinical Trial of Extended
Adjuvant Endocrine Therapy with Letrozole in Postmenopausal Women with

Hormone-receptor (+) Breast Cancer who have Completed Previous Adjuvant
Tx with an Aromatase Inhibitor: Results from NRG Oncology/NSABP B-42

Eleftherios P. Mamounas, MD,'# Hanna Bandos, PhD'* Barry C. Lembersky, MD,'*
Charles E. Geyer, Jr, MD,"* Louis Fehrenbacher, MD,"* Mark L. Graham, MD,"”
Stephen L. Chia, MD, FRCPC'# Adam M. Brufsky, MD, PhD,'# Bryan T. Hennessy, MD,"*
Gamini 5. Soori, MD,'"* Shaker R. Dakhil, MD,""" Thomas E. Seay, MD,"'? James L. Wade, [Il, MD,""

Edward C. McCarron, MD,"'* Soonmyung Paik, MD,"** Sandra M. Swain, MD,"16
D. Lawrence Wickerham, MD,"'” Norman Wolmark, MD""7

'NRG Oncology/NSABP (NSABP Legacy trials are now part of the NRG Oncology portfolio), Pittsburgh, PA; “UF Cancer Genler at Orlando
Health, Odando, FL; *Univarsity of Pittsburgh, Pittsburgh, PA; *University of Pittsburgh Cancer Institute, Pitlsburgh, PA; *Massey Cancer Canter, Virginia
Commonwealth University, Richmond, VA, *Kaiser Permanente Oncology Clinical Trials Norther Califomia, Vallejo, CA, "Southeast Cancer Control
Consortium, Goldsboro, NC; ®British Columbia Cancer Agancy (BCCA) Vancouver, British Columbia, Canada; “Cancer Trials Ireland (Formerly known
as Irish Clinical Oncology Research Group - ICORG), Dublin, Irsland; "“Missouri Valley Cancer Consortium, Omaha, NE; "CCOP, Wichita Cancar
Center of Kansas, Wichita, KS, “Georgia NC| Community Oncology Research Program, Atlanta, GA; “CCOP, Central lingis, Decatur, IL; *MedStar
Franklin Square Medical Center/\Weinberg Cancer Insfilule, Baltimore, MD; *“Saverance Biomedical Science Institute and Department of Medical
Oncology, Yonsei University College of Medicine, Seou!, Korea, "™Washington Cancer Institute, MadStar Washington Hospilal Center, Washington, DC;
'TAllegheny Haalth Network Cancer Institute, Pittshurgh, PA

This presentation 15 the intellectual proparty of the author/prasentar. Contact them at
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NSABP B-42: Sch

* Postmenopausal Pts with ER+ or PR+ Breast Cancer

+ Stage |, Il, or llla invasive BC at diagnosis
* Disease-free After 5 Years of Endocrine Therapy

m or TﬁM X <3 y& Al to Complete 5

8

Stratification:
Pathological nodal status (Negative, Positive)
Prior adjuvant TAM (Yes, No)
Lowest BMD T score: spine, hip, femur (>-2.0, < -2.0 SD)

Letrozole X 5 yrs Placebo X 5 yrs

This presentation is the intellectual property of the author/presenter. Contact them at
lerry mamounasi@orandanealth. com for permission to reprnt andfor distributa,




NSABP B-42: Disease-Free Survival

—il i

ol

T 84.7%

# Events 2 —
Letrozole 292 81.3%

HR=0.85 (0.73-0999) P =0.048

[
2
C
)
0
o
o
.y
@
#
@
@
i
a

0 ) 4 b 8
Years After Randomization

Letrozole 1959 1813 1644 1225 216
Placebo 1964 1814 1639 1208 210

*P-value did not reach statistical significance level of 0.0418

This presentation 15 the intellectual property of the authoriprasenter. Contact them at
lerry mamaunasi@orandohealth com for permission lo reprint andior distribute




NSABP B-42: Multivariate Analysis for DFS

s No. of pts % DFS HERE
Characteristic (N=3,923) —" @as%c) P

Placebo 1964 173 0.86

EEAR AL HIEIR Letrozole 1959 14.9 (0.73,1.00) 0.05
<60 1350 121 1.55

Age >60 2573 18.2 (1.29,1.88) =0
Megative 2251 14.3 1.33

Path Nodal Status Positive 1672 18.5 (1.13,1.586) <0.01
. ; No 2388 17.6 0.78

Prior Tamoxifen Yes 1535 13.7 (0.66,0.92) <0.01
Lumpectomy 2386 14.6 1.24

Surgery lype Mastectomy 1537 18.4 (1.05,1.45) =0.01

This presentation is the intellectual propearty of the authorprasentaer. Contact them at

arancobhsaith com for permission o reprimt anddor distribute

LMy, (T ML T 5 (T

Letrozole Effect on DFS in Subgroups

All Patients

MNModes NEQE!‘_WE
Positive
Prior TAM s
Yes
- = =-2.0
-SCOore > -2.0
<60
Age >60

HR
0.85

0.86
0.85

0.91
0.75

0.70
0.92

0.86
0.84

P P

0.048 Interaction
017

b6 0.99
0.34

0.04 L
0.03

0.34 0.16
0.32

0.06 0.87

This presaentation is the intellectual proparty of the authorprasentar. Contact them at




NSABP B-42:
Cumulative Incidence of BCFl Event

# Pts # Events r
10.0%:

Letrozole ——— 1959 127 e

Placebo 1964 179

_’_.--'—""'__r .-
S
g )

o

HR=0.71 (0.56-0.89) P=0.003

4 b 7

Years After Randomization

i
i
=-l-l'
3 &
[T
£
=
26
w o
5 %
=
- |
O

This presentation 15 the intellectual property of the author/prasenter. Contact them at
lerry mamaunasi@orandohealth com for permission lo reprint andior distribute




NSABP B-42:
Cumulative Incidence of Distant Recurrence

# Pts # Events
Letrozole —— 1959 73
Placebo 102

HR=0.72 (0.53-0.97) P=0.03

o=
]
e
(=]
L g
e
=
=
=
(=]
=
a»
-
=
=
E
=
L

# Deaths
Letrozole H— 164

Placebo

HR=1.15 (0.92-1.44) P=0.22

Overall Survival

1] 2 4
Years After Randomization
Letrozole 1959 1902 1781
Placebo 1964 1902 1791

115 the intellectual proparty of the authorprasenter. Contac lI:h-—-rTl
Lhi or parmission o reprint andior dis




NSABP B-42:
Cumulative Incidence of Osteoporotic Fx

# Events
Letrozole — 91
Placebo 78

HR=1.19 (0.88-1.60) P=0.27

Cumulative Incidence of
Osteoporotic Fx

This presentation is the ntellectiual proparty of the authorfprasentaer. Contact them at

lemy. mamouinasiporancoheaith comm for rm—-rrrll-..ﬂlr'n (%] n—-prlrﬂ arndior distnibuts

NSABP B-42:
Inc. of Arterial Thrombotic Events

Non-proportionality of
Hazards for AT: p=0.007

HR=1.21

Cum. Inc. of Arterial
Thrombotic Events




NSABP B-42: Summary
* The beneficial effect of extended L therapy on DFS did not
reach statistical significance (15% reduction)
* No significant difference in overall survival with L vs. P
» Extended L provided:

- Statistically significant improvement in BCFI
(29% reduction in BCFI event)

- Statistically significant reduction in the rate of DR
(28% reduction in DR)

» L did not significantly increase risk of osteoporotic fractures

* Risk of arterial thrombotic events was elevated for L after 2.5
years

This presentation 15 the intellectual proparty of the author/prasentar. Contact them at
lerry mamaounasiadandoheaith com for permission to reprint andior distribute




NSABP B-42 and NCIC MA.17R
Comparison of HRs for Various Endpoints

Endpoint

Trial Effect

B-42 HR 0.85° 0.71 0.72

(n=3,923
631 events) P-value 0.048 0.003 0.03

MA.17R HR 0.80*** 066" NR

(n=1,918
165 events) P-value 0.06 0.01 NR

* DFS (Recurrence + CBC + Non-breast CA + Deaths as first Events)

** Selected as DFS in MA.17R (Recurrence + CBC)

** DFS (Recurrence + CBC + Deaths from any cause)  'GosP eta: NEM 2016
This presantation is the intellectual property of the author/prasenter. Contact them at




METASTATIK MEME KANSERI
GUNCEL GELISMELER

. ER+* Metastatik Meme Kanseri
Kombinasyon Stratejileri
+ CDK 4/6 inhibisyonu
+ MTOR inhibisyonu
Monoterapi yaklagimlari
+ Her-2 + Metastatik Meme Kanseri
Trastuzumab
+ Umut vadeden Calismalar

Umut vadeden Sonucglar

Yeni Potansiyel Hedefler



METASTATIK MEME KANSERI
GUNCEL GELISMELER

« ER+ Metastatik Meme Kanseri

. Kombinasyon Stratejileri
+ CDK 4/6 inhibisyonu
+ MTOR inhibisyonu



ER+ Metastatik Meme Kanserinde Hedefler

EGFR/HER2/HER3 inhibitors FGFR inhibitors IGFR inhibitors
Estrogen L L i B
FGFR IGFR

() EGFR/HER3

SRC inhibitor

MET

PI3K inhibitors

>

mTOR inhibitors

mTORC1

_"0' 40" 40" ‘0 _3.{/'

HDAC inhibitors

J

Johnston SRD. J Natl Cancer Inst 2015; Aug 6;107(10). 107:djv212




Meme kanserinde CDK4 & 6'nin Rolu

* D type cyclins activate CDK4 & 6 which phosphorylate Rb resulting in G1 to S progression
* Estrogen stimulates cyclin D1 in HR+ breast cancer?

* Short term inhibition of CDK4 & 6 leads to G1 arrest that rebounds upon withdrawal?

* Continuous inhibition leads to Cyclln D
prolonged cell cycle arrest with CDK4 ' , Proliferation
initiation of apoptosis or

senescence3 CDK6

Cyclin D* “’
* This led to the hypothesis that M
continuous target inhibition may \
be an effective strategy

TAltucci L et al. 1996 Oncogene 12:2315-24
2Gelbert et al. 2014 Invest New Drugs 32: 825-37
3Beckman et al. AACR Annual Meeting 2016



Selektif CDK 4/6 Inhibitorleri

Abemaciclib Palbociclib Ribociclib

N

HN Nl ; @N\/ [f
\{ h} :'N o) ?/N\EEN NN Q
I

N.__N 0
D, oRbe
\N E S ~_ _N K\ N == N_.=
F o) HN \)
Abemaciclib Palbociclib Ribociclib
(LY-2835219) (PD-0332991) (LEEO11)
IC;, CDK1:>1 uM CDK1: >10 uM CDK1: >100 uM
CDK2: >500 nM CDK2: >10 uM CDK2: >50 uM
CDK4: 2 nM CDK4:9-11 nM CDK4: 10 nM
CDK5: ND CDK5: >10 uM CDK5: ND
CDK6: 5 nM CDK®6: 15 nM CDK6: 39 nM
CDK7: 300 nM CDK7:ND CDK7:ND
CDK9: 57 nM CDK9: ND CDK9: ND

Nature Reviews | Clinical Oncology

O’Leary B, et al. Nat Rev Clin Oncol. 2016;13(7):417-430.
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Efficacy of Palbociclib Plus Fulvestrant in Patients
With Metastatic Breast Cancer and ESR1 Mutations
in Circulating Tumor DNA
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ESR1 mutations occur in ~20% of Loy et Nt Genet, 2015
Al-resistant, ER+ breast cancer Vlerenbakh-Lamin ot a. Cancer Res, 2013

Jeselsohn et al. Clin Cancer Res, 2014.

Al=aromatase inhibitor; ER=estrogen receptor. Jeselsohn et al. Nat Rev Clin Oncol, 2015.



PALOMA-3 Calisma Dizayni

HR+, HER2- ABC

Pre-/peri-? or post-
menopausal

Progressed on prior
endocrine therapy:

— On or within 12 mo

adjuvant
— On therapy for ABC

<1 prior chemotherapy

regimen for advanced cancer

aAll received goserelin.

Palbociclib
(125 mg QD;
Lo IQ 3 wks on/1 wk off)
+
2:1 Randomization Fulvestrant®
N=521 (500 mg IM g4w)
>
Stratification:
e Visceral metastases sl
(3 wks on/ 1wk off)
e Sensitivity to prior — +
hormonal therapy n=174

) Fulvestrant®
e Pre-/peri- vs Post-

menopausal

(500 mg IM q4w)

- Baseline plasma samples collected for circulating tumor DNA analysis were processed

within 1 hour of venipuncture.

bAdministered on Days 1 and 15 of Cycle 1.

Clinicaltrials.gov NCT01942135. Turner et al NEJM. 2015.
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ESR1 Mutasyon Durumuna Gore PFS

ESR1 positive ESR1 negative

100 — —— Palbociclib + Fulvestrant 100 —
median PFS 9.4 mo (95% CI: 4.1-11.2)
----- Placebo + Fulvestrant ———

Palbociclib + Fulvestrant
median PFS 9.5 mo (95% CI: 9.2-13.9)
Placebo + Fulvestrant

. 1
80 — median PFS 4.1 mo (95% Cl: 2.8-5.6) 80 — i median PFS 3.8 mo (95% Cl: 3.4-7.4)
L
60 — 60 — T
S S S
‘,_{_’ 40 — E 40 — h--
o . o —
g — +--—+—_|Ile
20 - -y 20 -
HR 0.524 (95% Cl: 0.32-0.87) R + HR 0.438 (95% CI: 0.31-0.62)
0 0
M 1 11 11 1 11T 1 1 17 1 1 1 M 1 1 11 1117 17 1 17T 1 1 1T 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14
fales Time (months Time (months
Number at risk: ( ) Number at risk: ( )
Palbociclib + 67 65 49 47 39 38 35 35 23 22 10 9 1 1 0 Palbociclib + 198 190 164 158 146 146 121119 56 54 19 12 5 5 0
Fulvestrant Fulvestrant
Placebo+ 39 37 27 25 19 18 11 11 5 5 2 1 1 1 0 Placebo+ 91 87 56 54 40 40 32 31 14 14 9 5 0
Fulvestrant Fulvestrant

PFS=progression-free survival. March 2015 final PFS data cut, Cristofanilli et al. Lancet Oncol, 2016.
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10,0 H

0.0 -

Odds Ratio (95% Cl)

=~3e~SE{sl Palbociclib + Fulvestrant

P=0.2710

ESR1 +

P=0.1206

ESR1 -

cebo + Fulvestrant P<0.0001

—

P=0.0165

1.59 (0.51-5.49)

1.51 (0.79-2.99)

CBR
ESR1 + ESR1 -

2.62 (1.07-6.54) 3.70 (2.13-6.44)

CBR=clinical benefit response; CR=complete response; OR=objective response; PR=partial response; SD=stable disease =224 months.



PALOMA-2: Primary Results From a Phase 3 Trial of
Palbociclib Plus Letrozole Compared With Placebo Plus
Letrozole in Postmenopausal Women With ER+/HER2—

Advanced Breast Cancer
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consent, Crossover was not allowed

* Palbociclib/placebo dose reductions were allowed per protocol. Letrozole dose reductions were not
permitted
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* No advanced, symptomalic visceral spread at nsk of
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