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HR+/Her?2-

HOT TOPICS
* Terapia ormonale
* Terapia ormonale + agenti target

NEXT STEPS
* Biomarcatori predittivi
 Terapie future



R+/Her2-: terapla ormonale

Fulvestrant Anastrozole

FIRST Trial: Overall Survival

== Fulvestrant 500 mg events (n)  events (n) Hazard ratio and 95% CI (95% C1)

Anastrozole 1 mg All patients 63(102) 74 (103) * i 0.70 {0.50 0 0.98)

Age, years H
<65 29 (45) 29 (40) * 0.73(0.44 10 1.24)
z 65 34(57) 45 (63) T 0.68 (0.44 10 1.06)
Both ER+ and PgRe i

No 14 (24) 18 (25) ' 0.66 (0.3310 1.32)
Yes 49 (78) 56 (78) 0.72 (0.49 t0 1.06)

o

Visceral involvement H
No 29 (54) 26 (45) - $ 0.68 (0.40 t0 1.18)
Yeos 34 (48) 48 (58) t 0.86 (0.56 to 1.34)

Median overall survival: Prior chemotherapy
Fulvestrant 500 mg: 54.1 months 43(73) 57(78) i 0.63(0.4310 0.94)
Anastrozole 1 mg: 48.4 months 20 (29) 17 (25) * 0.93(0.4810 1.78)

Hazard ratio, 0.70; 95% Cl, 0.50 to 0.98; P= .04 Moasurable disease
No 1(13) 7010) { H NC
Yos 52 (89) 67 (93) i 0.67 (0.46 to0 0.96)

Overall Survival
(proportion)
(=}
F<S

©
N
1

0 6 121824 30364248 54 60 66 72 78 84 90 96102 Fifor andiooin bret
nor en nne erapy 3
. N 44(73)  59(80) : 0.630.42 10 0.93)
Time (months) ves 19 (29) 15(23) ; 1,01 (0.51 10 1.99)
No. at risk '

Fulvestrant500mg 102 908477 67 47 39 31 24 028 0.50 100 2%
Anastrozole Tmg 103 90 80 72 49 39 29 21 14 Favors fulvestrant 500 mg  Favors anastrozole

Data obtained as post hoc assessment
Not all participated in OS FU

« 16/102 for fulvestrant

« 19/103 for anastrozole

Ellis et al, JCO 2015
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HR+/Her2-: terapia ormonale

What is the Best First-Line Hormone Therapy for
Advanced Disease?: FALCON

Postmenopausal women presenting with ER+ and / or PgR+
locally advance or metastatic breast cancer not previously
treated with any hormonal therapy

Press Release May 27, 2016: AstraZeneca’s
fulvestrant met primary endpoint (extended PFS)

' in first-line treatment of advanced breast cancer

Progression -
PFS analysis at 306

. progression events
Survival OS analysis at 50%

FALCON: Fulvestrant and AnastrozolLe COmpared in hormonal therapy Naive advanced breast cancer
ClinicalTrials.gov identifier: NCT01602380
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HR+/Her2-: terapia ormonale
+ agentl target

BOLERO-2 (39-Month) Final OS Analysis

|HR = 0.89 (95% CI, 0.73-1.10) }

Log-rank P = .14

Kaplan-Meier medians
EVE+EXE: 30.98 months
PBO+EXE: 26.55 months

* + Censoring times 44'm0nth ‘_‘hi'__

—— EVE+EXE (n/N = 267/485)

PBO+EXE (n/N = 143/239) difference
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

No. at risk Time, months

EVE+EXE 485 471 448 429 414 399 373 347 330 311 292 279 266 248 232 216 196 154 118 91 58 39
PBO+EXE 239 232 220211 201 194 182 170 162 153 145 130 120 113 109 102 98 77 56 41 28 18

Toxicity management critical Piccart M, et al. Ann Oncol 2014
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HR+/Her2-: terapia ormonale
+ agentl target

Paloma 2

Randomized 666 pts 2:1 to
Let/palbo VS Let/placebo PFS: Investigator-Assessed

(ITT Population)
Median age 62 (28 to 89)

43% hormone naive, 49%
visceral disease

PFS (inv)

— 24 .8 vs 14.5 months

— p< 0.000001, HR 0.58

Confirmed by central review

Finn et al, ASCO 2016
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HR+/Her2-: terapia ormonale
+ agentl target

Paloma 3: PFS (ITT Population)

PFS by ESR1 Mutation Status

ESR1 positive

Palbociclib + Fulvestrant

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

median PFS 4.1 mo (95% Cl: 2.8-5.6)

HR 0.524 (95% Cl: 0.32-0.87)
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5 6 7 8 9 10 11 12 13 14

Number at risk: Time {months)

Palbociclib+ 67 65 49 47 39 38 356 35 23 22 10 9 1 1 O
Fulvestrant

Placebo+ 39 37 27 26 1918 1 11 6 § 2 1 1 1 0
Fulvestrant

| L
12 3 4

0

Number of patie
PAL+FUL 347

PCB+FUL 174

PFS=progression-free survival
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Number at risk:

Placebo +
Fulvestrant
n=174

ESR1 negative

3.8
(3.5, 5.5)

.318, 0.560)
000001

—— Palbociclib + Fulvestrant
median PFS 9.5 mo (95% Cl: 9.2-13.9)

==== Placebo + Fulvestrant
median PFS 3.8 mo (95% Cl: 3.4-7.4)

.

4---.&‘—"#

bosgy firmed on

al blinded
audit of 211
pts

HR 0.438 {956% Cl: 0.31-0.62)
F<0.0001

1 1 1117 11711
5 6 7 8 9 10 11 12 13 14
Time {months)

| L L
01 2 3 4

Palbociclib + 198 190 164 168 146146121119 56 54 19 12 & & O
Fulvestrant

Placebo+ 91 87 56 54 40 40 32 31 14 14 9 5 0
Fulvestrant

effect in all

tarch 2015 final PFS data cut, Cristofanilli et al. Lancet Oncol 2016

Turner et al, LBA 502; NEJM 2015
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TNBC

HOT TOPICS
* Ruolo del platino

NEXT STEPS
* Immunoterapia
* Antiandrogeni



TNBC: ruolo del platino

San Antonio Breast Cancer Symposium, December 9-13, 2014

[—
7 A 11
Objective response
Randomised
treatment - all % with OR at cycle 3 or 6 (95% CI)
patients (N=376) | ° - 40 60 80 100

Absolute difference (C-0D)
-4.2% (95% CI -13.7 to 5.3)

TNT trial  ococetaxe |EZ1E8 . Exact p = 0.44

Carboplatin

Crossover
treatment - all % with OR at cycle 3 or 6 (95% CI)
patients (N=182) 0 20 40 60 80 100
Carboplatin 2ot | Absolute difference (-C)
(Crossover=Docetaxel) [|(22:8%): N -2.8% (95% CI -15.2 to 9.6)
Docetaxel N\\ Exact p = 0.73
(Crossove r=CarbopIatin) \\\ *Denominator excludes those with no first progression and

those not starting crossover treatment

wesenrcon: ASCO ANNUAL MEETING ‘16 TuttA, et al. SABCS 2014
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TNBC: ruolo del platino

San Antonio Breast Cancer Symposium, December 9-13, 2014

Objective response — BRCA 71/2 status b

Germline BRCA 1/2 Percentage with OR at cycle 3 or 6 (95% CI)
Mutation (n=43) 0 20 40 60 80 100

Absolute difference (C-D)

Docetaxel 6/18 , 34.7% (95% CI1 6.3 to 63.1
l(33.13%)» éxact p =0.03 .
No Germline 7
BRCA 1/2
Mutation (n=273) Percentage with OR at cycle 3 or 6 (95% CI)

=

20 40 60 80 100

Absolute difference (C-0D)
-8.5% (95% CI -19.6 to 2.6)
Exact p = 0.16

Carboplatin

Docetaxel 53’ 145
(36.6%) \

Interaction: randomised treatment & BRCA 1/2 status: p = 0.01
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TNBC: Immunoterapia

Is there a subtype of TNBC to target with

GO Terms/

iImmunotherapy?

i

ERBB2'® Normal@ Luminal@  Luminal@ Luminal@
breast-liked Subtypefl@ Subtype@E@E SubtypeBE

Basal@

1

Probability
o o
& &

o
S

Immunomodulatory subtype: Associated with an immune\
modulatory gene signature characterized by elevated

expression of genes involved in T-cell function, immune
transcription, interferon (IFN) response and antigen

processing.

ressvieosr ASCO ANNUAL MEETING 16 , Lehmann et. al JC/ 2011
Slides are the property of the author. Permission required for reuse. ¢




TNBC: Immunoterapia

N. pazienti ORR (95% Cl)
Atezolizumab Anti PD-L1 21 19% Emens LA AACR
2015
Avelumab Anti PD-L1 58 8.6% Dirix L. et al
SABCS 2015
Pembrolizumab Anti PD-1 27 18.5% Nanda L. et al JCO
2015




TNBC: immunoterapia

Phase |Ib study of atezolizumab + nab-paclitaxel: efficacy

Adams et al ASCO 2016
ressieosr ASCO ANNUAL MEETING 16
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TNBC: antiandrogen|

Dissecting the Biology of TNBC: Vanderbilt 7 subtypes

5o : GO Terms/
Training Set Validation Set Canonical Pathways

UNS Unclassified E ] e N

Cell cycle/DNAreplication
BL2 Basal-like 2 p63/cell communication

Immune
Signaling

M Mese nchymal TGFB/growth factors
mesencymal

MSL MesenchymaI/Stem- Focal Adhesion/growth factors
lik stem cell
IKe

LAR Luminal/Androgen
receptor Androgen Signaling

{\590 Al\gNUAE MEETING 16 : Presentedby: Lehmann/Pietenpol, JCI 2011
lides are the proper Zy of the author. Permission required for reuse. ‘
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TNBC: antiandrogen|

San Antonio Breast Cancer Symposium - December 8-12, 2015
GBG
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i Triple Negative mBC

Study Schema (MDV3100-11)

Eligibility

* ‘AR positive” advanced TNBCY

+ ECOG-PS=1

« Any number of prier therapies
permissible

+ Evaluzble bone-only disease
allowed

« No CNS metastases

« Sufficient bissue to enable
biomarker discovery

NG —

Statistical considerations

Endpoints

Primary
« CBR16

Other Key Endpoints

« CBR24

* Response rate

+ PFS

« OS

« Safely

* AR biomarker discovery

Treatment
Enzalutamide 160 mg/day orally

Stage 1
2 3 of 26 Evaluable
have CBR16
‘Go" to Stage 2

¥

Stage 2
29 of 62 Evaluable
have CBR16
Rejaction of Hy

+ B5% power to detect true CEBR 16 = 8% tested against 1-sided altermative [CBR16 2 20%); alpha = 5%

‘Acepara consentallowac lizsue submission for centrsl AR IHC tecting sl snytme, "AR pogitive” wees deined a2 IHC slaining in =0% ol tumor nuciel Physicians snd patients
wara tinded 1o atusl 3 AR staining . CBR = ciinical benettrste; CBR1E = 16-vek CBR, CBR24 = 24-weak CER, ECOGPS =~ Eaztern CoopetstivaOncalogy Group
4 Perormsnca Stabus, Ho = nul hypolhesizs, IHC = immunohigtochemistry, ITT =intentlodrest. waveeclinicalirisls gov, NCT01853233.

SU0CS ARL TWL PROPEQTY OF THL AUTHOR. PLAMSSION RICUIRLD FOR ARLULL.

Presented By Tiffany Traina at 2015 ASCO Annual Meeting

PRESENTED AT ASC(’ Amg:rlutg

For permission or reprint and/or distribute please contact sibylie.loibl@gbg.de



TNBC: antiandrogeni

San Antonio Breast Cancer Symposium - December 8-12, 2015

GBG
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EPeaa Triple Negative mBC

GGROL =

PFS in Evaluable and ITT Populations

Evaluable (n=75) ITT (n= 118)
R _\\\ PFS median 14.7 weeks

1007 PFS median 12.6 weeks

95% ClI: 8.1,15.7

95% Cl:8.1,19.3

ARz 10% (n=88)

L mPFS 14.7 weeks
/95&; Cl:8.3.17.6
|

2
w
@
AR<10% 1 AN
(n=30)
mPFS 8.1 weeks
195% C1:7.0,136
1
x | i | i | i T
0 g 16 24 33 41 49 61 64
Weeks
Patients at risk 15 49 1 25 16 11" 5 1 0

Evaluanle = AR IHC 2 10% and 2 | post-haseling fumot assessment;
ITT = AR IHC > 0% by central assessmant and recerred 2 1 dose of enzalulamide.

11 Dara cupaft 24 Marcn 2015

NCTO1889238 sesosr  ASCY® Apfualls

SOOCS ARL T PROPEQTY OF THL AUTHOR. PLRAMSSION RICUIRLD FOR RLULL

Presented By Tiffany Traina at 2015 ASCO Annual Meeting
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Her2+ BC

HOT TOPICS
* Doppio blocco anti HER2
* TDM-1

NEXT STEPS
e Superamento della resistenza
* Nuovi farmaco



HER2+: la | linea, doppio blocco

G B & ‘ San Antonio Breast Cancer Symposium - December 8-12, 2015
SRR AN
g Final OS Analysis - CLEOPATRA

Median follow-up 50 months (range 0-70 months)

100 -
9 — Ptz + T + D
80 -
70 - Pla+T+D
4-; 60 -
B
=~ 50 -
0 .
o 40 - /{"""wnﬂmw
309 HR 0.68 |
20 - 95% Cl= 0.56, 0.84 40.8 A15.7 1 56.5
10 — p = 0.0002 months ' _ months _I months
. ——,
]
0 1 | ) | I 1 1
0 10 20 30 40 50 60 70
e Time (months)
— Ptz+T+D 402 371 318 268 226 104 28 1
Pla+T+D 406 350 289 230 179 91 23 0

ITT population. Stratified by geographic region and neo/adjuvant
chemotherapy. Cl, confidence interval; Pla, placebo; Ptz, pertuzumab.

For permission or reprint and/or distribute please contact sibylie.loibl@gbg.de



JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Mo ol risk 67

Progression-
Free (proportion)

n = &7 |{PFS events = 34}

&

=
-

=
o

Progression-
Free (proportion]

=
b

T T T T T T T T

E 10 15 M0 25 30 35 40
Time From Treatment Start imonths)

7] 45 a2 n 12 7 2

=1 — Mone (n = 48, 23 eventa)

Cina o mmore [ns 18, 17 evenis)

510 15 20 2% 30 35 40
Time From Treatment Start imonths)

Phase II Study of Paclitaxel Given Once per Week Along
With Trastuzumab and Pertuzumab in Patients With
Human Epidermal Growth Factor Receptor 2—Positive
Metastatic Breast Cancer

Chas Dang, Neil Iyengar, Farrah Datko, Gabriella D'Andrea, Teitle 3 Adverse Fvents isafety population)
Grade Grade
112 dtod
Advarse Event M % No ¥
Dizrrhea b4 a1 2 3
Fatigua k3 Fil 4 G
PFanpharsl neunopathy b [ s g
Alopecia T2 0
AST elovation A2 63 2 3
ALT alevation ar 31 2 i
Diry sk 3k &2 1 15
Mucasitis 3 by L
Acnaiform rash ar Bh 0
Nausoa a3 A4 1 15
Arthralgia 3R b4 Li]
Hot fleshes a3 A5 0
Dyspapsm 26 A3 0
Kerophthakme 2a 42 LI
Falmar-plartar anythrodysesthasta syndrome = ar ) 3
Sumiorosia 23 a4 0
Cough 36 k2 LI
Panpharal edema 26 g LI
Epistaees 25 3f 0
Epiphora M 3 0
Dyspnea 22 aa Li]
NOTE. Salety populaton includes sl palianls who recaned 51 least one dose
Efr zl_uﬁrl:hlg. Adverse events of all grades shown have a frequency of 25%
ighar,




HERZ2+: doppio blocco, quale partner?

G B G San Antonio Breast Cancer Symposium - December 8-12, 2015
SRR AN ‘

e PERUSE — most frequent adverse events 2 grade 3

Patients (%)
16 - \
= All patients (N=1436)
14 - Docetaxel (N=775)
12 - m Paclitaxel (N=589)
10 ®m Nab-paclitaxel (N=65)
8
6 -
4 -
2 -
N 5 » ’
6@ -2 @)0 \9(\ . 6\0 é\i &-{p ('\\0 @
§&° o_\.,&“f f&o 4 A s{\e"'f & & & 4 & @@Q" <
S & & ¢ LA
& & & © o &
< & W Qé@p “oo@ \x@‘p A
& ¢ & peruse
#*Qccurring in >1.5% of patients overall or in any subgroup.

Miles D et al. ECC 2015

For permission or reprint and/or distribute please contact sibylie.loibl@gbg.de



HER2+: dopplio blocco, in tutte le pazienti?

Marker

FTEN Cyt H-score

PTEN Muc H-score

pAKT Cyt H-score

pAKET Muc H-score

Targatcen. ratio (C-Myc)

PFS

05

PFS

PFS

PFS

PFS

PFS
05

Level n*
Mt b—p—| 176
W E a8
Mt [ et -1 176
WT ] am

High et 258
Lo - g frac

High - prmresmnni 268
Lo - 23

Hugh lv—-H—i |
Lo - 236

Hugh peetmdgead=] 261
Lo - £ 236

High - e B
Low £ 159

Huggh - Fesgebanhd 266
Liow E 199

Hugh et i i}
Low = ek

High - prsadndnncdad 233
Licw - ‘ a2

High —t— 185
Liow E ADE

High - s s oot 185
Loy ‘ A0

0.2 I:Ij-l- I:Ijﬂ 1 .’.?

Favors pertuzumab

Favors control

Baselga, JCO 2014

The NEW ENGLAND JOURMNAL of MEDICINE

CORRESPONDENCE

Treatment of HER2-Positive Metastatic Breast Cancer

TO THE EDITOR: Swain and colleagues (Feb. 19
issug)! report an important overall survival ben-
efit of 15.7 months for the addition of pertuzu-
mab o trastuzumab and docetaxel as firseline
treatment of metastatic breast cancer thae is
positive for human epidermal growth facror re-
cepror 2 (HERZ). The study included a large pro-
portion of patients who did not receive adjuvant
or neoadjuvant wrastuzumab, which is in contrast
with current clinical practice in most couneries,
[t will be informative w know the overall survival
specifically in patients who received adjuvane or
neoadjuvant rastuzumab and the absolute im-
provement by adding pertuzumab, because this
result may well differ from the reporwed 15.7
months.

Mette S. van Ramshorst, M.D.

Gabe 5. Sonke, M.D., Ph.D.

THE AUTHORS REPLY: ln response to van Ram-
shorst and Sonke regarding outcomes in the sub-
group of 88 patients with prior trasmzumab
trearment for early breast cancer: the hazard racio
for death from any cause favored the permuzumab
group (in which patients received pertuzumab,
trastuzumab, and docetaxel; hazard racio, 0.80;
95% confidence interval, 0.44 o 1.47); owing w
the small number of patients, the confidence in-
wervals were wide. The median overall survival
was 46,6 months among 41 patients in the con-
trol group (in which patients received placebo,
trastuzumab, and docetaxel) and 53.8 months
among 47 patients in the perruzumab group.
Although the propordon of padents with
prior trastuzumab treaument was lower in our
study than in current clinical practice, historical
contexe is important. Swdy recruitment began



HER2+: la |l linea, TDM-1

EMILIA Phase Ill Study: T-DM1 vs
Lapatinib/Capecitabine in HER2+ MBC

Stratified by world region, number of previous
chemotherapy regimens for MBC or unresectable
locally advanced breast cancer, presence of
visceral disease

Patients with
HER2-positive
\ —p

locally advanced
or MBC*
(N =980)

D

*All pts received previous
taxane and trastuzumab

= Primary endpoint: PFS by IRF, OS, safety
= Secondary endpoints: QoL (FACT B), DOR, PFS by investigator assessment

Verma S, et al. NEJM 2012;367:1783-91.

Progression-free Survival (%)

No. at Risk
Lapatinib-

s Median No. No. of
7 of Months  Events
20 Lapatinib—Capecitabine 6.4 304
T-DM1 96 265
Stratified hazard ratio, 0.65
60 (95% Cl, 0.55-0.77)
i, P<0.001
40+
20+
0 ] Lapatinib—capecitabine
! ! 1

T I I ] I 1 I 1 I I I I
o 2 4 6 3 10 12 14 16 18 20 22 24 26 28 30
Manths

496 404 310176 129 73 53 35 25 14 9 8% 5 1 O 0O

capecitabine

T-DM1

495 419341 236 183 130101 72 54 44 30 182 9 3 1 0O




Simultaneous blockade of the HER2 pathway

> HER2 HER3

Cell membrane

antiHER2 + PI3K

mTOR inhib. ﬂ

AKT

<«

CDK 4/6 CDK 2
Nucleus )

G1 S
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BOLERO-1 and BOLERO-3 Combined Analysis: PFS
Benefit of EVE in Patients With Hyperactive PI3K Pathway

Pooled analysis: KM curve by treatment in the PI3K non-activated group Pooled analysis: KM curve by treatment in the PI3K activated group

=-==. PBOactivated
=== EVEactivated

—— PBOnonactivated
—— EVEnonactivated

P=0.28 |
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o

Progression free survival probability

. Time, months
Time, months

Median PFS, Median PFS,
Population Treatment n  Events mo HR (95% CI) Population Treatment n Events mo HR (95% CI)
PBO 41 26 17.08 PBO 35 27 10.94
BOL-1 EVE 79 40 18.17 1.18(0.72—-1.95) BOL-1 EVE 66 44 13.90 0.72(0.44—-1.17)
PBO 70 50 6.97 PBO 54 46 559
BOL-3 EVE 67 49 6.77 1.19(0.8-1.77) BOL-3 EVE 4 31 8.05 0.62(0.39-0.98)
BOL-1+ PBO 76 BOL-1+ PBO 89 73

BOL-3 EVE 89 1.19(0.87-1.62) | o3 EVE 108 75

resaeo s ASCO ANNUAL MEETING 16 : Slamon D, et al. ASCO 2015. Abstract 512 [Oral].
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