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Introduccion

A Tipo de cancer mas frecuente en mujeres a nivel mundial

A En Espafia:
I 26500 nuevos casos/ano
I 6000-6500 muertes/ano

A Subtipos histoldgicos
I Luminal: 60-65%
I Her-2: 20-25%
I TN: 15-20%

A Presentacidon metastasica
T 5% debut
T 15-40% recidivas

REDECAN.Cancer Incidence in Spain 2015.



CONCEPTOS nCL



Crisis visceral

A Disfuncion organica grave valorada segun los signos y
sintomas, los estudios de Ilaboratorio, y la rapida
progresion de la enfermedad.

A No es la mera presencia de metastasis viscerales sino
gue requiere un importante compromiso visceral que
leva a la indicacion clinica de un tratamiento
rapidamente eficaz, porque otra opcion de tratamiento a

la progresion probablemente no sera posible.

2nd ESOi ESMO International Consensus Guidelines for Advanced Breast Cancer (ABC2)



Resistencia endocrina

APri mar inavo@ 1ide
I Recaida 2 primeros afos de adyuvancia
i Progresi-n O 6 meses

ASecundaria o fAadquiridact
I Recaida durante adyuvancia (> 2 afnos)
I Recaida tras fin de adyuvancia (<12 meses)
I Progresion > 6meses

La resistencia es un fendOmeno continuo y estas definiciones ayudan

principalmente a seleccionar pacientes para los ensayos clinicos y no
necesariamente en la practica clinica habitual.

2nd ESOi1 ESMO International Consensus Guidelines for Advanced Breast Cancer (ABC 2)



Mecanismos de resistencia
endocrina

A Alteracién de vias de sefializacion y del ciclo
celular:

T via PISK/AKT/mTor
I via de las ciclinas

A Pérdida de receptores hormonales

A Resistencia adquirida
I Mutaciones ESR1



Guias clinicas

SEOM clinical guidelines in metastatic breast cancer 2015
Clin Transl Oncol (2015) 17:9461 955

Endocrine Therapy for Hormone Receptor

Positive Metastatic Breast Cancer: American Society of Clinical Oncology
Guideline.

J Clin Oncol. 2016 Sep 1;34(25):3069-103

3rd ESOiI ESMO International Consensus Guidelines for Advanced
Breast Cancer (ABC 3)
Ann Oncol. 2017 Jan 1;28(1):16-33

Breast Cancer NCCN Guidelines Version 2.2017



https://www.ncbi.nlm.nih.gov/pubmed/27217461
https://www.ncbi.nlm.nih.gov/pubmed/27217461

TRATAMIENTO CMM
LUMINAL

CRISIS VISCERAL
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Premenopausicas

Endocrine Therapy for Hormone Receptor
Positive Metastatic Breast Cancer: American Society of Clinical Oncology

Guideline.
J Clin Oncol. 2016 Sep 1;34(25):3069-103

A No incluidas en la mayoria de los estudios de
hormonoterapia para CMM luminal, sobre todo en 12L.

A ABLACION O SUPRESION OVARICAA tratarlas como
menopausicas


https://www.ncbi.nlm.nih.gov/pubmed/27217461
https://www.ncbi.nlm.nih.gov/pubmed/27217461
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1° Linea: IA se muestran superiores a Tamoxifeno
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Mouridsen, et al. Oncologist 2004;4:4891 496;
Bonneterre, et al. Cancer 2001;92:22477 2258;

Al, aromatase inhibitor; TAM, tamoxifen.

Paridaens, et al. J Clin Oncol 2008;26:4883.



PFS/TTP de |IA en 12L de CMM luminal

Nabholtzet al 2000 11.1 5.6 - 0.81
Anastrozolstamoxifeno

Bonneterreet al 2001 8.2 8.3 - 0.99
Anastrozolstamoxifeno

Mouridsenet al 2001 9.4 6.0 - 0.72
Letrozolvstamoxifeno

Chernozemskegt al 2007 12.0 8.3 - -
Exemestanwstamoxifeno

Paridaen<t al 2008 9.9 5.8 - 0.84
Exemestanwstamoxifeno

Mehtaet al 2012 13.5 - 15.0 0.80

Anastrozolsanastrozok
fulvestrant250 mg

Berghet al 2012 10.2 - 10.8 0.99
Anastrozolsanastrozok
fulvestrant250 mg

Rango @ 6-8 10-15




Combinacion

SWOG 0226

|A+Fulvestrant

FACT

Progression-free Survival

No. at Risk

Anastrozole +
fulvestrant

Anastrozole

1.00+
Median Progression-free Survival
0.75 Combination, 15.0 mo (95% Cl, 13.2-18.4)
' Anastrozole, 13.5 mo (95% Cl, 12.1-15.1)
0.50
Anastrozole Anastrozole + Fulvestrant
0.25- (297 events) (268 events)
Hazard ratio, 0.80 (95% Cl, 0.68-0.94)
0.00 P=0.007 by Istratif‘led Iog;rank test : : '
0 12 24 36 48 60
Months since Randomization
349 199 114 53 21 8
345 193 92 39 11 3

Mehta R. N

Engl J Med. 2012
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0 6 12 18 24 30 36 42 48 54
No. atrisk Time (months)
Anastrozole 256 148 108 57 3 18 10 5 4 1
Anastrozola 258 149 107 55 & 20 6 2 1 0
+ fulvestrant

Fulvestrant + anastrozole Anastrozole
{n = 258) (n = 256)
No. of patients with progression (%) 200 (77.5) 200 (78.1)

Median TTP in months 108 10.2
Primary TTP analysis (log-rank test):

Hazard ratio* (95% Cli) 0.99 {0.81 to 1.20)

P 0.91

Bergh J. J Clin Oncol. 2012




FIRST study (phaseHRl)
Fulvestrant HD (500) vs. Anastrozole; TTP

( )
Phase IRandomisedNon blinded study

Postmenopausal patients with Stage IlIB or IV, ER/PR [+]
Primary Objective: CB (No differences)
_ J

1.0 ¥
= Fulvestrant 500 mg = Fulvestrant 500 mg

Anastrozole 1 mg 0.8 - Anastrozole 1 mg

0.6 -

0.4 -
HR=0.66 —— HR=0.70

1 95%C1(0.47,092) B - 0.2 { 95% CI(0.50, 0.98)

p=0.01 p=0.041
0.0

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96102108
tients at risk: Time (months)

Fulvestrant (n=102) 23.4 mo Fulvestrant (n=102) 54.1 mo
Anastrozole (n=103) 13.1 mo Anastrozole (n=103) 48.4 mo

Robertson J et al. J Clin Oncol 27:4530-4535
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Estudio FALCON: diseno

Postmenopausal women Fulvestrant 500 mg
LOCH”Y advanced or (500 mg IM on Days 0, 14 and 28, then every 28 days)

) + placebo to anastrozole Second dnoint
metastatic breast cancer . econdary endpoints

. b
ER+ and / or PgR+ 0S * DoCB, EDoCB
HER?- Anastrozole 1 mg * ORR + HRQoL (FACT-B total and TOI)
. . (daily PO) = CBR + Safety
Endocrine therapy-naive + placebo to fulvestrant + DoR, EDoR

FALCON: KEY INCLUSION / EXCLUSION CRITERIA

- Postmenopausal women with histologically confirmed ER+ and / or PgR+, HER2-
locally advanced or metastatic breast cancer

« WHO performance status 0-2
« 21 measurable and / or non-measurable lesion(s)
» Key exclusion criteria:
= Prior endocrine treatment for breast cancer

= Systemic estrogen-containing hormone-replacement therapy use <6 months prior to
randomisation

= Presence of life-threatening metastatic visceral disease

« Prior systemic treatment for breast cancer except one line of chemotherapy, radiotherapy
completed =28 days prior to randomisation (except radiotherapy for control of bone pain)

Robertson J et al. Lancet 2016; 388: 29971 3005



FALCON: PRIMARY ENDPOINT, PFS

Proportion of patients alive and

progression free

1.0 -
0.9 1
0.8 -
0.7 1
0.6 -
0.5
0.4 1
0.3 1
0.2 1
0.1

0.0

HR 0.797 (95% C 0.637, 0.999); p=0.0486

Median PFS
Fulvestrant: 16.6 months
Anastrozole: 13.8 months

— Fulvestrant (n=230)
— Anastrozole (n=232)

0 3 6 9 12

Number of patients at risk:

Fulvestrant
Anastrozole

230
232

187
194

171
162

150
139

124
120

15 18 21 24
Time (months)

110 96 81 63
102 84 60 45

27 30 33 36 39

44 24 1" 2 0
kY 22 10 0 0

Robertson J et al. Lancet 2016; 388: 29971 3005



Proportion of patients alive and progression-free

FALCON: PFS IN PATIENTS WITH OR WITHOUT VISCERAL DISEASE

@visceral d@

— Fulvestrant (n=95)
- Anastrozole (n=113)

O P PP PP rPufPaPufPaoPowlPo

o 4
w
-
-

2 2 3 3 4
0 5 Time (Months) & 0 5 0

Proportion of patients alive and progression-free

With visceral disease

= Fulvestrant (n=135)
= Anastrozole (n=119)

HR 0.99 (95% CI 0.74, 1.33)

Median PFS
Fulvestrant: 13.8 months
Anastrozole: 15.9 months

0 5 1 1 2 2 3 3 4
0 5 Time (months) 5 0 5 0

o e PR PP Ww P e PP PufP PP
;

Robertson J et al. Lancet 2016; 388: 29971 3005



Inhibidores de CDK 4/6

Trastuzumab Necitumumab

@ -( TDM1 Cetuximab J\
Estrogen 9: ”(

]
&
BYL719 ,
" BKM120 @@

A Vemurafenib

Gedatolisib
; \//\@ /\Trametinib. binimetinib

Everolimus,
AZD2014

Tamofifen,

\/aro tase inhibitors,
fulvegtrant, GDC0810

o transition
Gene expression

Cancer Discov. 2016 Jul;6 (7):697



Inhibidores de CDK 4/6 en desarrollo

clinico
Palbociclib FDA Feb/15
Pfizer F.1 PALOMA
(Ibrance EMA Nov/16
Ribociclib
- Novartis F.IllL  MONALEESA FDAMarzd17
(Kisqgal)
Al Nota deprensa
Abemaciclib o Er MonarcH
(LY28335219) Marzo-Abril17

MONARCH y 3alcanzarorobjetivo primario; SLP




PALOMA-1/TRIO 18: PFS (ITT Population):
Combined Cohorts

100 - PAL + LET
(N=84)
90 -
No. of events (%) 41 (49) 59 (73)
80 - Median PFS, months 20.2 10.2
(95% ClI) (13.81 27.5) (5.71 12.6)
o 704
D HR 0.488
> 60- (95% CI) (0.31971 0.748)
Fo P value 0.0004
8 50~ —
o — Palbociclib + letrozole
S 404 Letrozole
0
a 30-
20 =
10 -
0 | | | 1 | | | | | |
0] 4 8 12 16 20 24 28 32 36 40
Time (months)
No. of patients at risk
PAL + LET 84 67 60 47 36 28 21 13 8 5 1
LET 81 48 36 28 19 14 6 3 3 1

HR, hazard ratio; LET, letrozole; PAL, palbociclib

Finn RS, et al. Lancet Oncol 2015;16:25i 35



PALOMA?: disefno

N
H

A N= 666 ' Palbociclib
= + letrozole
A ER+, HER2i advanced breast cancer = 25 D
N (2.5mg QD)
A No prior systemic treatment for advanced disease @ — %
A Prior (neo)adjuvant treatment with anastrozole or o
letrozole was allowed if the disease-free interval <
) X "\
was O12 months from complet on ©© t h ®lacebp y
. . + letrozole
A No advanced, symptomatic visceral spread at risk of (2.5 mg QD)

short-term life-threatening complications

Primary endpoint: PFS
Secondary endpoints: Response, OS, safety, biomarkers, PROs

Finn RS, et al. N Engl J Med 2016;375(20):1925i 36



MONALEESA-2: diseno

N= 668

Postmenopausal patients with
HR+ HER2i advanced BC

No prior therapy for advanced BC

De novo or >12 months post-
adjuvant therapy

No inflamatory breast cancer, central
nervous system metastasis, history
or cardiac disease or dysfunction

Ribociclib 600 mg/day
(3/1 schedule)

+ letrozole 2.5 mg/day

Placebo
—>  +letrozole 2.5 mg/day
(n=334)

Primary endpoint: PFS
Secondary endpoints: OS, ORR, ECOG QoL,
safety, PK

Stratified by presence of liver or pulmonar
metastases

Hortobagyie G., et al. N Engl J Med. 2016 Nov 3;375(18):1738
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Number of patients at risk

PAL+LET
PCB+LET

444
222

395
1M

360
148

Objetivo primario: SLP

PALOMA-2

328
131

12

295
116

15

Number of Events, n (%)

Median (95% CI) PFS ~ 24.8(22.4-NR)

HR (95% Cl); 1-sided P value

18 21 24

Time, months

263
98

238 154 69
81 54 22

27

29
12

PAL+LET
(N=444)

194 (44)

PCB+LET
(N=222)

137 (62)

145(12.9-17.1)

0.58 (0.46-0.72); P<0.000001

30

Finn RS, et al. N Engl J Med 2016;375(20):19251 36

MONALEESA-2

T 107
2 L S
é 084 & o ;:_ y
0.8+ S
LE 0.7 “‘—::_.-"""ﬂ. Ribociclib
o vE A ‘1.,, S ibociclib group
.g 0.6 "W,H mmm s
[7:]
& °°71 3/17 updated: S
& %1 PFS253vsi16m
% 03
fy 0.2 Hazard ratio, 0.56 (95% Cl, 0.43-0.72)
' 7| P=3.29x10-6 for superiority Placeb
T 014 acebo group
<]
a 00 T T T T T T T T T T T 1

No. at Risk
Ribociclib 33
Placebo 33

Month

4 294 277 257 240 226 164 119
4 279 264 237 217 192 143 88

16 18 20 22 24

68 20 6 1 0
44 23 3 0 0

Hortobagyie G., et al. N Engl J Med. 2016 Nov 3;375(18):1738




Analisis por subgrupos

PALOMA-2 MONALEESA-2

Subgroup PalbociclibLetrozole  Placebo Letrazale Hazard Ratio (953 CI)

0. of patienis (%) Subgroup No. of Patients Hazard Ratio (95% Cl)

All randomiy assigned patients 444 {100} 232 (100 I—*—l 0.58 (0.46-0.T7)

Age | )

S yr 263 (59.3) 141 [E3.5) 0.57 (0.43-0.74) All patients 668 "‘ 0.56 (0.43-0.72)
w55 yr 181 (40.8) 81 [36.5) —— 0.57 (0.39-0.54) hge '

Rac= i
White 384 (775} w2 s) —a— 058 (0.45-0.74) <65yr 373 ¢ 052 (0.38-072)
Agian £5 {14.5} 30{13.5) 0t 0.48 (0.37_0.47) 265 yr 295 —— 0.61 (0.39-0.54)

Site of metastatic disease at baseline 1 Race H
Visceral 214 (48.2) 110 [49.5) —H— 0.63 (0.47-0.55) ) |

46.2) l " —_— -
Marwisceral 230 {5L8) 112 [50.5) — . 0.50 {0.36-0.70) Asian 51 v 0.39 (0.17-031)

Prior hormonal therapy i Men-Asian 568 ""‘ 0.61 {046—030)

:“' i;: 15; ;‘ I:; 5 e ECOG performance stalus '
o (4359} & ) —a—

Disease free interal ! 0 407 + 0.59 {0.42—0.32)
Newly metastatic dissase 81 [3E.5) |—f—-—| 1 261 e | 0.53 (0.35-0.80)
"if = :: |:L ;' ¥ P— p— il Hormone-receptor status '
=12 ma ]

Aegicn : | ER- and PR-positive 546 e 2 062 (0.46-0.82)
North America 99 [44.5) —E Other 122 it 0.36 (0.20-0.65)
Europe % (a24) i Presence of liver or lung metastases :

Misia Pachic 18 [12E) I—.—;—| N A (N

ECOG performance status i Me 295 '_"_| .55 (0.36-0.83)
[ 257 (57.9) 102 [45.9) —H—1 Yes 373 = = 0.57 (0.41-0.79)
larZ 187 42.1) 120 [34.1) —a— ) :

Bone-only disease at baseline i Bon&onl:‘ cl
Yes 103 2 48 [11.6) —a— 0.36 (0.22-0.59) No 521 >—¢—< 0.5¢ (0.41-0.72)

. Na L 341 174 i) - E5 (0.51-0.84) Yes 147 b 0.69 (0.33-1.25)
easurable dissase i . . .

Yes 338 (76.1) 71 [77.0) (B 1 2085 Newly diagnosed disease '
Na } 51 [23.0) a1 0.35 (0.22-057) No 441 + 0.60 (0.45-0.81)

Frs chemeiherazy s s . : - Yes 227 — 0.45 (0.27-0.75)

es 213 [48.0) 109 (49.1) s 0.53 (0.40-0.72 . . i
Na 731 {52.0) 113 [50.9) —a— 0.1 (0.48-054) Previous endacrine therapy i

Mast recent theragy ! MSAls and others 53 e B | 0.45 (0.19-1.04)
Aromataze inhibitor a1 (20.5) 44 [19.3) I—H 0.55 (0.34-0.5K) . _
Amiestrogen 154 (347) 75 [314) 0.56 (0.35-0.20) Tamoxifen or exemestane 293 + 0.57 (0.39-0.83)

Ma. of disease sites i None 32z '—0—'. 0.57 (0.38-0.85)
1 158 (311) £E [297) —at (034-0.77) Previous chemotherapy !
=2 - 306 (56.9) 156 [F.3) |—Ip—| 061 (0A7-0.79) No 77 : 055 (0.37-08Y)

Histopathological dassification 1
Ductal carcinama 356 (£0.2) 184 (32.9) |—h—| 0.59 (0.86-0.75) Yes 291 '—‘—' 0.55 (0.38-0.78)

{153} 3 {13.5) —e f J J
Lobular carcinoma BB {15.3) 30{115) f 01 056 1.0 10
"JI]E'JEI"J "Jil-fJ L"lIZL"' 'Jéﬂ 1.00 ]:.‘L"
Palbociclib_Letrezole  Placebo—Letrozole Ribociclib Better Placebo Better
Better  Better

Finn RS, et al. N Engl J Med 2016;375(20):1925i1 36 Hortobagyie G., et al. N Engl J Med. 2016 Nov 3;375(18):1738




Toxicidad

PALOMA-2 MONALEESA-2

Palbociclib-Letrozola Placabo-Letrozoks
Adverse Event (M= 444) [N=222)*
Any Grade Grade 3 Grade 41 Any Grade Grade3d  Grades
number of patients (percent)
Any adverse event 439 [98.9) 276 (63.3) 60 [13.5) 317 (B5.5) 49 (72.1) 5 {7.3)
Heutropaniaf 353 75.5) 249561} 46 [10.4) 14 (£.3) 2(0.9) 1 (0.5
Leukopeniaf 173 (39.0) 107 (24.1) 3 (0.7 5 (2.3) o o
Fatigue 166 (37.4) & (1.8) 0 61 (27.5) 1(0.5) o I
MNausea 156 (35.1) 1{0.2) 0 58 (26.1) 4 [1.B) o
Arthralgia 148 (33.3) 3{0.7) 0 75 (33.8) 1[0.5) o
Alopecia 146 (32.9) 0 0 35 (15.8) ] ]
Diarrhea 116 {26.1) 6 (1.4) o 43 (19.4) 3(1.4) o
Cough 111 {25.0 a o 42 (18.9) o o
Anemia| 107 (24.1) 23 (5.2) 1(0.32) 20 (9.0] 4 [1.8) o
Back pain 96 (21.6) & (1.4) 0 48 (21.6) o o
Headacha 95 [21.4) 1{0.2) 0 58 (26.1) 4 [1.B) o
Hok flush 93 (20.9) 0 0 68 (30.6) ] ]
Constipation B6 [19.4) 2 (0.5) o 34 (15.3) 1 (0.5) o
Rash=* 79 (17.8) 4 (0.9) o 26 (11.7) 1 [0.5) o
Asthenia 75 (16.9) 10 (2.3) [\ 26 (11.7) o o
Thrombocytopeniat 69 [15.5) & (1.4) 1(0.2) 3 (1.4) [ o
Vomiting 69 [15.5) 2 (0.5) 0 37 (16.7) 3(1.4) o
Pain in extremity 68 [15.3) 1{0.2) 0 39 (1760 3[4 ]
Stomatitis 68 {15.3) 1{0.2) 0 13 (5.9) 0 ]
Decreased appetite 65 [14.9) 3 {0.7) o 20 (9.0] [ o
Dyspnea 65 [14.9) 5 (1.1} [\ 30 (13.5) 3(1.4) o
Insomnia 66 [14.9) a o 26 (11.7) [ o
DiZziness 63 [14.2) 2 {0.5) 0 33 (14.9) o o
Nasopharyngitis 62 [14.0) [t} 0 22 (9.9) o o
Upper respiratory tract infection 59 {13.3) o [ 25 (11.3) 0 o
Dry skin 55 [12.4) a o 13 (5.9 [ o
Pyrexia 55 [12.4) a [\ 19 (B.6) [ o

Finn RS, et al. N Engl J Med 2016;375(20):19251 36 Hortobagyie G, et al. N Engl J Med. 2016 Nov 3;375(18):1738




