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Palbociclib: Evidencia y experiencia del nuevo estandar de
tratamiento en 12
linea de cancer de mama metastasico HR+/HER2-
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APRIMERO LA EVIDENCIA.
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ACTIVIDAD DE PALBOCICLIB

PI3K/Akt (RE/RP/RA) Wnt/i -catenina
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CDK4/6
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de genes

PALBOCICLIB
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RA, receptoandrogénico RE, receptoestrogénico RP, receptoproestrogénico MAPKproteinaquinasaactivadapor mitdgenos NF¢ B, factor nuclear
potenciador de las cadenas ligeras kappa de las céldaesvadasPI3K fosfoinositot3 quiasa R, Punto d&®egulacionRB, retinoblastomeSTAT,
transductores de la sefial y activadores dadascripcion, E2F, factor de transcripcion



PD 0332991, a selective cyclin D kinase 4/6 inhibitor, preferentially
inhibits proliferation of luminal estrogen receptor-positive human
breast cancer cell lines in vitro.

A Estudio de la sensibilidad de 47 lineas celulateninalesRE+/Her2y
basal REHer2-

Lineas celulares del cancer de mama

1G5 (NM)

@ Luminal (con RE positivos) Lineas mas sensibles

B Con amplificacién de HER2
[l Lineas celulares mamarias de control

@ No luminal (con RE negativos) Finn RS, 2009




A5481001 Study: Evaluation of 2 Treatment Schedules
of PO Palbociclib in Patients with Advanced Cancer

Firstin-human, phase |, dosending, openlabel, nonrcomparative study of palbociclib Rbt+ solid tumors
andnonl 2RATAYQa fe&YLK2YL
Primary endpoint: the safetgrofile of palbociclib administered using 2 treatment schedules:
3/1 schedule: 4veek treatment cyclepalbociclibQD for 21 days followed by 7 days off treatment
2/1 schedule 3-weektreatment cycle palbociclibQD for 14 days followed by 7 days off treatnvent

Secondary endpoints:
singledose and steadgtate PK of PO palbociclib

preliminary antitumor activity

aDLTsmaximum administered dose, MTD, and RP2D identified 1. Flaherty KT, et aClinCancer Re2012;18:56876
RP2D, recommended phase Il dose 2. Schwartz GK, et &8r J Cancet011;104:18628



A5481001Conclusions: 3/1 Schedule Associated with
Prolonged SD vs. 2/1 Schedule but Both Well Tolerated

A Both schedules generally well tolerated

A 2/1: 18% of patients had DLTs

A 3/1: 12% of patients had DLTs

A Hematologic AEs: neutropenia/other cytopenias
A Most common norhematologic AE: fatigue

A Prolonged SD with 3/1 schedule

Secondary endpoint: preliminary Kb I R SR SN el @ )

R efficac;’l"z O OMJ/Mz0 F2NJ )igmn Oe Of Sa ; )

el AokmMY mMn LI} GASYGa onT:0 F OKAS
c omc20 FT2NJ xmn OeOf Sa

A Doseproportional exposure
A Slow absorption and elimination
A Large volume of distribution
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The cyclin-dependent kinase 4/6 inhibitor palbociclib in
combination with letrozole versus letrozole alone as
first-line treatment of oestrogen receptor-positive,
HER2-negative, advanced breast cancer

(PALOMA-1/TRIO-18): a randomised phase 2 study

Richard 5 Finn, john P Crown, Istvan Lang, Katalin Boer, Igor M Bondarenko, Sergey O Kulyk, Johannes Ett] Ravindranath Patel, Tamas Pinter,
Marcus Schmidt, Yarosiav Shparyk, Anu R Thummala, Nataliya L Voytko, Camilla Fowst, Xin Huang, Sindy T Kim, Sophia Randalph, Dennis | Slamon



Phase 2 Study Design
ER+, HER2- Locally Recurrent or Metastatic Breast Cancer

Palbociclib
125 mg QD= +
Letrozole
2.5 mg QD

Palbociclib
125 mg QD? +
Letrozole
25mgQD

1:1

- Post-
menopausal
ER+, HER2—
BC with

1 :1 ! CCND1

amplification

and/or loss
of p16

No prior

treatment for

advanced
disease

- Post-
menopausal
ER+, HER2— >
BC status
No prior
treatment for
advanced
disease

=® Letrozole

2.5mg QD

Letrozole
2.5 mg QD

20~4>N~=20022>2
20~~4BN~=20022>23

aSchedule 3M1
Key Eligibility Criteria Stratification Factors

= Measurable disease (RECIST 1.0) or bone-only disease - Disease Site (Visceral vs Bone only vs Other)

=-ECOG PSofDor1 = Disease-Free Interval (=12 vs =12 mo from end of

= Adequate blood counts and organ function adjuvant to recurrence or de novo advanced disease)

= Mo prior/current brain metastases
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Progression-Free Survival (ITT)
Part 1 and Part 2

Part 1 PAL +LFT LET Part 2 PAL +LFT LET

(N=34) (N=32) (N=50) (N=49)

Number of Events (%) 15 (44) 25 (78) Number of Events (%) 26 (52) 34 (69)

Median PFS, months 26.1 57 Median PFS, months 18.1 1.1
{95% CI) (11.2,NR) (26, 10.5) {95% CI) (131,275) (7.1,164)

Hazard Ratio 0.299 Hazard Ratio 0.508
{95% CI) (0.156, 0.572) {95% CI) {0.303, 0.853)

p-value =.0001 p-vahue 0.0046

T T T T
16 20 24 328
Time (Month)

| 15 10
14 10 2
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PALOMA 2

e NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 NOVEMBER 17, 2016 VOL. 375 NO. 20

Palbociclib and Letrozole in Advanced Breast Cancer

Richard S. Finn, M.D., Miguel Martin, M.D., Hope S. Rugo, M.D., Stephen Jones, M.D., Seock-Ah Im, M.D., Ph.D.,
Karen Gelmon, M.D., Nadia Harbeck, M.D., Ph.D., Oleg N. Lipatov, M.D., Janice M. Walshe, M.D.,
Stacy Moulder, M.D., Eric Gauthier, Pharm.D., Ph.D., Dongrui R. Lu, M.Sc., Sophia Randolph, M.D., Ph.D.,
Véronique Diéras, M.D., and Dennis J. Slamon, M.D., Ph.D.



Characteristic
Age
Median (range) — yr
<65 yr— no. (%)
=65 yr— no. (%)
Race — no. (%) T
White
Asian
Black
Other
ECOG performance status — no. (%) 1
0
1
2
Disease stage at initial diagnosis — no. (%)
|
I
1
v
Unknown
Other or data missing{
Recurrence type — no. (36)
Locoregional
Local
Regional
Distant
Newly diagnosed
Disease-free interval — no. (%)9
Newly metastatic disease
=12me
=12me
Disease site — no. (36)
Visceral
Nonvisceral
Bone only

No. of disease sites — no. (%)

Palbociclib-Letrozole

Placebo—Letrozole R

(N=444) (N=222)
62 (30-89) 61 (28-88)
263 (59.2) 141 (63.5)
181 (40.8) 81 (36.5)
344 (77.5) 172 (77.5)
65 (14.6) 30 (13.5)
8 (1.8) 3 (1.4)
27 (6.1) 17 (7.7)
257 (57.9) 102 (45.9)
178 (40.1) 117 (52.7)
9 (2.0) 3 (1.4)
51 (11.5) 30 (13.5)
137 (30.9) 68 (30.6)
72 (16.2) 39 (17.6)
<1ss (31.1) 72 (32.
10 (2.3) 1(0.5)
2(0.5) 2 (0.9)
6 (1.4) 3 (1.4)
3(0.7) 1(0.5)
294 (66.2) 145 (65.3)
139 (31.3) 71 (32.0)
167 (37.6) 81 (36.5)
< 99 (22.3) 48 216>
178 (40.0) 93 (41.9)
214 (48.2) 110 (49
23 50.5)
103 (23.2) 48 (21.6)
138 (31.1) 66 (29.7)
117 (26.4) 52 (23.4)
112 (25.2) 61 (27.5)
77 (17.3)

43 (19.4) —— aaea———— 9w
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Characteristic

Prior adjuvant or neoadjuvant therapies — no. (%)
Chemotherapy
Meoadjuvant
Adjuvant
Adjuvant hormonal therapy|
Tamoxifen
Anastrozole
Letrozole
Exemestane
Goserelin
Toremifene

Other

Palbociclib—Letrozole
(N=444)

213 (48.0)
54 (12.2)
180 (40.5)
249 (56.1)
209 (47.1)
56 (12.6)
36 (8.1)
30 (6.8)
5 (1.1)
7 (1.6)
3 (0.7)

Placebo-Letrozole
(N=222)

109 (49.1)
32 (14.4)
39 (40.1)

126 (56.8)
98 (44.1)
29 (13.1)
16 (7.2)
13 (5.9)

6(2.7)
1(0.5)
4(1.8)
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Palbociclib—Letrozole

ility of Progression-free
Survival (36)
s &
| |

Hazard ratio, 0.58

204 (95% CI, 0.46-0.72) Placebo—Letrozole

a 104 Two-sided P<0.001
ﬂ | | | | | | | | | | |
0 3 & g 12 15 18 21 24 27 30 33
Months
MNo. at Risk
Palbociclib— 444 395 360 328 205 263 238 154 69 29 10 2
Letrozole
Placebo— 222 171 148 131 116 98 81 54 22 12 4 2
Letrozole

PFS : 24.8 m. vs. 14.5m
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NUESTRA EXPERIENCIA

APALOMA 1.
APALOMA 2.
AFLIPPER.

APARSIFAL



< - Xiv ABORDAJE MULTIDISCIPLINAR DEL CANCER

FLIPPER o

Comparison of efficacy and tolerability of Fulvestrant+Placebo vs
Fulvestrant+Palbociclib as 1L therapy for postmenopausal women with HR+ MBC
treated with 5 Years of HT remaining DF>12 m after completion or have de novo MBC.

NCT02690480
i fm (123 me/ u\
. Gy, 3/1
Eigibiity criterie - g
« HR4/HER2-MBEC a —> + Funestrant
« Non prior Al therapy for mBC g 3 (P00 mg M qéw)
= Completed atleast Syof AET | i %!
and remained DFi> 12 Months 2 ~ >
after its completion or have Futvestrant
3/1 srecue]

(Prnmsry endpoint: PFS )

ChnloaiTrisis Qov. hiins LoInioairiak 20w

ﬁ' 7 Sorddertal rarnal Relndy




PARSIFAL o=

A Randomised, Multicentre, Open-label, Phase ll Trial to Evaluate the Efficacy
and Safety of Palbociclib in Combination With Fulvestrant or Letrozolein
Patients With HER2 -, ER+ MBC

AT AGLODA
12431383

& 2o N=486" NIV
Enroiment criteria 18

* POSITRN0DIUER  women Wi PaboCicad (125 mg/cay
023l 0anced ormBC MR+ N1 schecuse
p{g“‘. Wﬂ + Aestrart

* No prior CT In e metastane - Visoaraive 500 mg M qéw
sesng AONASRTA! OSease

o Tretment-nale  Of »1 year om « D000 V&
oAt encocrine Merapy nON-0R-N0W  Cisease

A =
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Primary endpoint: 1-year PFS Prospective transiational studies
$econcary endpoints: Sa%ty TTR. OS. C8R ORR « POt predicthie DIOMANErs O PAROCICID Denemt
« Mechanisms Of resistance 0 palocicid + endocrine
TR

Uombart Cussao A, of al J Cin Onool 01K 34( bupol ) (Adsinot TP M26)

6. - Cotiartn raa Aeim,
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A 63 afios.

A Ca. de mama izquierda, mastectomia Febrero
2005, carcinoma ductal infiltrante T 3cm,
N+(6/31) G2 , RE+(30%),RP+(380%) Ki67
10-20%, HER -

A GEICAM 20020,(E@locetaxe) yanastrozoly
tmx (3 anos).

A Sept. 2013 metastasaseas biopsia clavicular,
adenopatiagnediastinicas
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¢, Cuél SERIA EL TRATAMIENTO ACTUAL mas adecuado DE ESTA PACIENTE?

1. QUIMIOTERAPIA PALIATIVA.

2. LETROZOL.

3. FULVESTRANT.

4. LETROZOL MAS PALBOCICLIB.
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A ENSAYO PALOMA 2 oct.2013.
A Neutropenias sin fiebre y sin modificar dosis.

A Enero 2017 (40 meses) se susperttepor
artromialgiassin evidencia de progreso.

A ABRIL 2017 progreso 6seo.
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¢, Cual SERIA EL TRATAMIENTO IDEAL DE ESTA PACIENTE?

1. QUIMIOTERAPIA PALIATIVA.
2. FULVESTRANT.
3. EVEROLIMUSXEMESTANO.

4. INCLUSION EN UN ENSAYO CLINICO.
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AENSAYO SOLAR.

Ah OU0dzo NB HAamT LN

AENSAYO BAY17096.
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