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207.090 casl / anno
#(Jemal A, et al Ca Cancer J Clin 2010; 60:297) e

- ~2/3HR +ve |:)‘6As_§i‘bile beneficio HT

~/2 HER2 +ve terapie mirate
il 38.000 casi/ anno

#(AIRTUM http://www.registri-

tumori.it/cms/files/TumoriFemminili_2008Rev.pdf)
2008)




ER/PR/HER2 N(%) 0S5 (95%Cl)

ER+ / PR+ / HER2— 32,624 (53 2)  96.4(95.8, 97.0)

ER+/PR-— / - T T T93.7)
er+/pr/t HER +ve [ ER e/o PR+ve g9

ER+ /PR-— /|‘ 92.7)

ER—/PR+/F 87.6)

ErR-/PR+ /- 54 .000 casl / anno 85.7)
ER-/PR-/ 78.0)

B05.700 casi/ anno

ER_ /PR_ /PII-I\L' IV .4 ) FJ.J \1I.U, 78.3)

Totale 61.309
Totale HER2+ e ER + e/o PR+ 9476 (15.5)

Parise CA, et al. Breast J. 2009;15(6):593-602.




ER+/PR+HER-

Icident breast cancer cases 1999-2004
(s missng a least ong tumor marker
Bordering cases . _ IR
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Parise CA, et al. Breast J. 2009;15(6):593-602.
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Triple negative phenotype

Blows FM,et al. PLoS Med. 2010, 7(5):€1000279.




Osservazione iniziale
In esperimenti di
transfezione In linee
cellulari di BC

— Benz CC et al: Br
Cancer Res Treat
1992; 24(2). 85.
confermata
successivamente da
altri gruppi

Oshorne C, et al. Annu Rev Med 2011; 62:233




Noresponse  Response

ER + 13(2%)  12(48%) L CHI-SQUARE (LOGRANK) = 2493 P> 0.1
ER+) (1)) (1) ,

ER+ §80%) [ (20%)
(EGFR+  ER+) (5) ()

cerbB-2-  ER- 9% T(%)
(EGFR-  ER-) (7) /.

cerbB2+  ER- g(l00%)  0(0%)
(EGFR+  ER-) () /.

Chisquare for lmear trend (c-erdB-2)= 687, 1df, P<O.L. — P
(Chi-square for lincar trend (EGFR) = 6.40, 1 df, P<0.05), Time (MTH)

Wright C, et al. Br J Cancer 1992;65(1):118.
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HER2 +ve 15/57 1/19 Positvo 5.5

*170 pz ER +ve trattate con TAM

(24%) (5%) Negativo ~ 11.2

HER2 —ve 85/132 8/33
(64%) (24%)

Houston SJ, et al. Br J Cancer 1999;79(7-8):1220-6




Univariate Multivariate

Variable 1 Pvalue ~ RR*  95%Cl° 1 Pvalue ~ RR®  95%Cl°

c-erbB2e 1140 0.007 169 1.26-2.26 11.08 0.008 169 125229
Age 6.48 0,009 1.02 1,00-1.03 0.08 0.78 100 098-1.02
Menstrual status® 8.88 0.003 1.50 1.16-197 189 0.005 148 1.12-195
Tumour size 046 0.50 1.03 0.95-1.12 0.05 0.83 101 093-1.10
Stage® 0.44 0.51 110 0.83-147 0.39 0.53 .11 080-153
Histology' 1245 0.0004 168 1.26-2.16 942 0,002 154  1.17-203
ER status? 11,60 0.0007 182 1.32-252 785 0,005 164 118229
Adjuvant freatment’ 340 0.07 1.33 0.99-1.79 1.4 0.25 120 088-163

“Relative risk; *95% confidence intervals; Negative v positive status; *Pre- vs post:menopausal, *Stage | v stage Il disease; ‘Grade | v Grade Il v Grade II;
INegative v positive status, "None v any

Houston SJ, et al. Br J Cancer 1999;79(7-8):1220-6




Tamoxifen Letrozole

____ Marker %Cl_p

|| EQZ + a0 46 A
LET 0o "] >3-5.88  .250

E
HER2 + .
E

TAM L0-0.97 0.045

Ellis MJ, et al. J Clin Oncol. 2001;19(18):3808-16.
Ellis MJ, et al. Breast Cancer Res Treat (2007)
105:33




Letrozole inhibits tumor
proliferation more effectively than
tamoxifen independent of HER1/2
expression status.

— Ellis MJ, et al. Cancer Res 2003:
63(19):6523.

But... clinical efficacy of of Als In
this context could be short lived...

— Prat A, et al. Nat Clin Pract Oncol.
2008; 5(9):531.
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Dowsett M, et al. 3 Clin Oncol
2005;23(11):2477.




| etrozole

Ellis MJ, et al. J Clin Oncol 2006;24(19):3019.




4 <
HER-2/neu sierico normale HER-2/neu sierico elevato

) — Letrozole: n=87, median 6.1 months
— Letrozole: n=196; median 12.2 months 0. - ‘Tamoxifen: n=77; median 3.3 months
i Tamoxifen: n=202; median 8.5 months

Hazard ratio 0.70; 95% CI 0.56, 0.88 g W Hazard ratio 0.73; 95% C1 0.53, 1.01
P=0.0019 T | P=0,0596

Progression—Tree

"ORR (LET vs TAM 39% v 26%;
P =.0078),

CB rate (57% v 45%; P = .0162), B rate (33% v 26%; P = .3051).

Lipton A, et al. J Clin Oncol.
2003;21(10):1967-72.
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Not Elevated
n=222

J Clin Oncol. 2002;20(6):1467
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“A benefit of letrozole over . .
tamOXIfen WaS noted, i Letrozole  Tamoxifen Letrozole:Tamoxifen HR {55% )
Irrespective of ERBB2
status of the tumour, and, s T8 00
therefore, ERBB2 status e a0
does not seem to be a s ghe s

. . . -pre 167/1580  228/1553 +
selection criterion for N
treatment with letrozole a2 et /60 3156
: . Pyf-absent/ERBAZ-positive ~ 0/31 929

versus tamoxifen in

postmenopausal women
with endocrine-responsive Mo e
early breast cancer.”

]
Po-present/ERBB2-negative 14901478 2051477 —— .
PgR-present/ERBB2-positive 181102 2376 ; (45 (0:30-102)

Rasmussen BB, et al. Lancet Oncol 2008; 9(1):23-8.
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“Quantitative expression of ER and PgR
and HER-2 status did not identify patients
with differential relative benefit from
anastrozole over tamoxifen: time to
recurrence was longer for anastrozole than
for tamoxifen in all molecular subgroups.
Low ER or PgR or high HER-2 expression
are associated with a high risk of
recurrence with either anastrozole or

Patients (%)
Patients (%)

1 2
Analysis Time (years) Analysis Time (years)

Dowsett M, et al. J Clin Oncol. 2008;26(7):1059
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ACCELERATED RECEPTOR DEGRADATION

Robertson JF, et al. Ann Oncol. 2010;21(6):1246




All (155) 123 361 484 471  5m(2-34)

1°L (26) . . . 16 (3-34)

29 (74) . . . 7  5(3t029+)

>20

0
(55) 9.1  36.4% 455 9  5(2t029+)

Bartsch R, et al. Clin Cancer Res. 2007;13(15 Pt 1):4435.




Factor

Grading

ER status

PgR status

ER + PgR (double positive) status
Her2 status

Proliferation rate

Mutant p53 status

Localization of metastatic sites
Adjuvant endocrine therapy
Adjuvant chemotherapy

Nn.s.
Nn.s.
Nn.s.
Nn.s.
LS.
Nn.s.
Nn.s.
Nn.s.
Nn.s.

n.s

Earlier palliative endocrine therapy P = 0.003

Earlier palliative chemotherapy

Abbreviation: n.s., not significant.

Bartsch R, et al. Clin Cancer Res.
2007;13(15 Pt 1):4435.

n.s

#738

“Response rate and time to
progression are shown to be
independent of Her2 status,
grading, and progesterone
receptor status. This is
probably caused by the unique
mechanism of action
associated with fulvestrant: due
to receptor down-regulation, it
blocks nuclear, cytoplasmatic,
and membrane-bound estrogen
receptor. Therefore, it seems to
inhibit the cross-talk between
growth factor receptor signaling
and estrogen receptor in a
more effective manner”.




MTTP: 8.1 m
(range 1-44)

PR

34 patients
S0>6 months (33.3%)

43 patients
Overall CB Hﬁl%]

o patients
PO 155.9%)

2 patients
Not yet evaluable ﬂ:}
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Patients (%)

Overall (N = 102)

[Results by sites of metastases

Bone and/or soft tissue only (n = 32)
Visceral only (n = 15)

Bone and/or soft tissue, and visceral (n = 48)
Other site (n=7)

<3 sites (n = 67)

23 sites (n = 35)

[Results by hormone receptor status
ER+/PgR+ (n = 57)

ER+/PgR— (n = 30)

ER+/PgR unknown (n = 7)
ER—/PgR+ (n = 6)

ER—/PgR— (n=1)

ER unknown/PgR unknown (n = 1)

Robertson JF, et al. Ann Oncol. 2010;21(6):1246

CB rate, n (%)
43 (42.2)

12 (37.5)
3 (20.0)
22 (45.8)
6 (85.7)
27 (40.3)
16 (45.7)

26 (45.6)
13 (43.3)
3 (42.9)
1 (16.7)
0 (0)
0 (0)




STUDY SAMPLES

709 patients analyzed % patients

disease-free
T—— 237 patients without
assayabla pathology 40 4

v samples

—Treated - HER-2/ntu negative
472 patients (B7%) usable 4 ——Treated - HER-2ineu posdive

paraffin tissue blocks = = Observation - HER-2ineu nagative
available for ER, PR, HER- )

. Observation - HER-2/neu positive
2ineu IHC assays
4 H] ] 7 ] ]

282 patients (60%) 188 patients (40%) with
with astrogen esirogen receptor-
receplor-positive nagative tumors
TUmors

Years of follow-up

2 patients no
ER ar PR data
resuls

130 patiants 162 patients
randoemized 1o randomized to
adjuvant combirned observation &0 4
hormonal therapy % patients

survivng
/\ “0:

03 patients with 27 patients with 106 patients with 46 patients with — Treated - HER-2/neu negative
HER-2/neus- HER-2/neu- HER-2/neu- HER-2/neu- — Treated - HER-2/neu positive
negative tumors positive tumors negative tumaors positive tumors

= = ‘Observation - HER-2/meu negative
[(78%]) [21%) {70%) {30%)

= = Observation - HER-2/neu positive

4 B ] T B
Years of follow-up

Love R, et al. J Clin Oncol 2003; 21(3):453-7,
Pritchard Kl, et al. J Clin Oncol. 2003;21(3):399-400.




Untch M, et al. Ann Oncol.
2008;19(6):1090.




Untch M, et al. Ann Oncol.
2008;19(6):1090.




resistance”

Xia W, et al. Proc Natl Acad Sci U
S A. 2006;103(20):7795.




Endpoint 1% PFS

HR, hormone receptor; MBC, metastatic breast cancer; R, randomisation

Kaufman B, et al. J Clin Oncol. 2009;27(33):5529.




Kaufman B, et al. J Clin Oncol. 2009;27(33):5529.




PR, partial response; SD, stable disease (> 6 month s); PD, progressive disease

Kaufman B, et al. J Clin Oncol. 2009;27(33):5529.




Huober J, et al. SABCS 2009. Cancer Research 2009; 69(24, Suppl. 3): #4094.




(TTP): HER2+, LET Alone (Arm A) HER2+, LET Alone (Arm A) vs
vs HER2+, LET+TRA (Arm B) HER2-, LETAlone (Arm C)

Huober J, et al. SABCS 2009. Cancer Research 2009; 69(24, Suppl. 3): #4094.




Johnston S, et al. J Clin Oncol 2009;27(33):5538.




Johnston S, et al. J Clin Oncol 2009;27(33):5538.




Koeberle D, et al. SABCS 2010; Endocr Relat Cancer 2011;18(2):257-264
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Koeberle D, et al. SABCS 2010, # Endocr Relat Cancer 2011;18(2):257-264







| T _JORR |p [CB |p [PFSMTTP p [0S lp _

Vogel et o o
al. #741 I H 34% : 48% - 4.9 : 24.4

Marcom et
al #735

Kaufman - A 6.8% 28% 2.4
et al#736 20.6% 43% 4.8

Huober et = 13% 39% 3.3
al. 27% ~ 65%

L+H 26% 52% 5.8

Johnston 15% 28%
et al #714 28% 48%

Vogel C, et al. J Clin Oncol. 2002;20(3):719
Marcom PK, et al. Breast Cancer Res Treat 2007;102(1):43
Kaufman B, et al. J Clin Oncol. 2009;27(33):5529.
Huober J, et al. SABCS 2009, Cancer Research 2009; 69(24, Suppl 3): 4094
Johnston S, et al. J Clin Oncol 2009;27(33):5538.
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32%
Slamon2001

#7473 L

CHT+T 50%

Marty 2005 D 34%
#1742 D+T 61%

Robert 2006 TP 36%
#144 TCP  52%

Valero 2011 DH 72%
#1745 DCH  72%

Andersson DH 59% o 75%
1.

2011 #746 VH Marty M, eéﬂ]%in Oncol 2005; 75%

Siarmon DJ, et al.N Engl J Med 2001;344(11):783;
Marty M, et al. J Clin Oncol 2005; 23(19):4265
Robert N, et al. J Clin Oncol 2006;24(18):2786
Valero V, et al. J Clin Oncol 2011; 29(2):149;

Andersson M, et al. J Clin Oncol. 2011;29(3):264
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99 pz HER2+ve
CHT ed H naive

Consentita CHT
adiuvante non “taxan-
based”

ECOG: 0-2

Funzione cardiaca
adeguata

Bontenball M, et al. Oral Presentation, Sun, June 1, 2008. #1014




CR 14%
PR 60%

3%
SD 12%

PD 8%
NE (yet) 8%

Bontenball M, et al. Oral Presentation,
Sun, June 1, 2008. #1014




Durata Trastuzumab
— TD: 8,8 mesi
— T D:4,1 mesi

— Trastuzumab dopo lo
studio

. TD: 35,8%
« T D:30%
Tossicita simile nei
due bracci, a parte

neurotox

Bontenball M, et al. ©Oral Presentation, Sun, June 1, 2008. #1014




Inoue K, et al. Breast Cancer Res Treat.
2010;119(1):127.




Dose Docetaxel 60 mg/m2 vs 100 mg/m2 in HERTAX

Inoue K, et al. Breast Cancer Res Treat.
2010;119(1):127.




Prat A, et al. Nat Clin Pract Oncol. 2008;5(9):531.
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HER ha impatto su prognosi ed e fattore di
resistenza all’endocrino-terapia

Al momento attuale non e evidente una chiara
superiorita di alcun agente ormonale sulla
popolazione HERZ2 positiva/ER positiva

La chemioterapia mantiene un ruolo nella
malattia ER+ve/HER2+ve

Il blocco combinato di ER e di altre vie di
trasmissione del segnale appare come la
strategia migliore per migliorare I risultati della
terapia endocrina




