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NEOADIUVANTE:
Aiming at surgical outcome

Achieve
Operabliity

improve Breast
Conservation




Aiming at prognostic prediction

‘90s & More

Escalate Treatment

* Clinical Trials
« Capecitabine

pCR

Y
L De-Escalate Treatment

* No Adjuvant Tx




Pathological complete response and long-term clinical @ ®
benefit in breast cancer: the CTNeoBC pooled analysis B

Potzici Cortazar, Lijun Zhang, Michael Untih, Xeyur Mehte, Joseph P Costanting Norman Wolmark, Herwd Bonnefor, Dawd Comeron

Luca Gianni, Pinucoio Vakgussa, Sendra M Swain, Totiana Prowedl, Sityife Lol D Lowrence Wickerham, Jan Bogeerty, Jose Baselga

Charles Perou, Gideon Bumenthal, fens Blobener, Eleftherion P Mamounas, Jones Bergh, Viadimir Semiglazow, Robert Justive, Holger Eidtmaonn,
Soonmyung Polk, Morting Piccart, Rajeshwan Sridhara, Feter A Fasching, Leen Siaets, Shenghut Tang, Bernd Gerber, Charfes £ Geyer ),

Richard Pazdur, Nina Ditsch, Priyo Rastogl Wolfgong Elevmann, Cunter von Minckwstz

HER-positive, hormaone-receptor-positive, rastuzumab (n=385)
HER2-positive, homone-eceptor-pasitive, no trastuzumab (n=701)
HER2-positive, homone-eceptor-negative, trastuzumab (n=364)

HER2-positive, hormonereceptor-negative, no trastuzumab (n=471)
Tripte negative (n=1157)
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Lancet 2014



The role of pCR accor

ing to BC su

btypes

Event-free survival

Orverall survival
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PEPI score

Pathology., biomarker
status

Pathological tumor size
T b
T3/4

Node status
Negative
Positive

Kieg7 level
0% —2.7 % (0—171)
>2.7%—7.3% (1—271)
>7.3%—19.7 % (2—31’)
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Ellis et al. J Natl Cancer Inst 2008



PEPI score

RFS By Risk Group In IMPACT

RFS By Risk Group In P04
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Identification of early markers of response

Ki67 at 2 weeks
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Response by Oncotype dx RS

High-risk group
(n=16)

Intermediate-risk
group (n=16)

Low-risk group
(n=16)
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(n=16) (n=22) (n=4)

Akashi-Tanakaetal et al. The Breast 2009



ADIUVANTE

The NEW ENGLAND
JOURNAL o MEDICINE

‘ EATANLISHED [ 1512 JULY 12, 2018 VOL. 379 NO. 2 ‘

Adjuvant Chemotherapy Guided by a 21-Gene Expression
Assay in Breast Cancer

Trial Assigning Individualized Options for TReatment (TAILORX):

Phase lll trial of chemoendocrine therapy versus endocrine therapy
alone in hormone receptor-positive, HER2-negative, node-negative
breast cancer and an intermediate prognosis 21-gene recurrence score

joseph A. Sparano, Robert J. Gray, Willlam €, Wood, Della F. Makower, Tracy G. Lively, Thomas J
Saphner, Maccon M. Xeane, Hemry L. Gomez, Pavan Reddy, Timothy F. Goggins, Ingrid A. Mayer,
Deborah Toppmeyer, Adam Brufsky, Matthew P. Goetz, Dandel F. Hayes, Elizabeth Claire Dees,
Kathleen |. Pritchard, Charles £, Geyer, John A, Olson, & George W, Sledge

on behalf of the TAILORx investigators

==ECOG-ACRIN

Cancer T(‘S(‘.’)f('h (]T()U[]
Sparano J et al.

NEJM 2018

Reshaping the future of patient «




TAILORx Methods: Treatment Assignment & Randomization

Accrued between April 2006 -~ October 2010
Preregister - Oncotype DX RS (N=11,232)

!

Register (N=10,273)

(N=1629 evaluable) (N=6711 evaluable)

ASSIGN RANDOMIZE

Endocrine Therapy (ET)

‘RM A: Low RS 010 | M’.',".i"drigt‘ RS 11:.25 ARM D: High RS 26‘100

(N=1389 evaluable)
ASSIGN
ET + Chemo

Stratification Factors: Menopausal
status, Planned Chomotherapy, Planned
Radiation, and RS 11415, 16-20, 21-25

Primary endpoints:

"ARM B: Experimental Arm ARM C: Standard Arm
(N=3399) 1 (N=3312)
ET Alone ET « Chemo

R511-25: IDFS
RS0-10; DRFS

‘.“.‘.' ASCO




TAILORX Resuits - ITT Population: RS 11-25 (Arms B & C)
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TAILORx Results - ITT Population: RS 11-25 (Arms B & C)

Other Secondary Endpoints
Relapse-Free Interval Overall Survival

rFety) | P=i
Hasard Ratiu A B ovs Arm C (N OO
LU 0801.07)

MEzarad Natio Arm 8 v Arm C (% O
emanwae

AmC
Am 0

Arm C
A B

Horurmerwcofreow Prohaming
Burvivel Prehabiling

’ 6 0 ' A ol

Nurmber 4l 1l Vonts Nirnber ot ek Naaths
- 3312 MY MM OMN4T M1 IS S 130 11N - 3312 ¥ 1 nn 1.
338 1313 3237 NIT O OMMS 302 M8 1M1s 1S C 130 2358 1S 04 3083 450 W4




ociation between ! yous RS 11-25 nd 9-Year Distant
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« 50 years IN«2216) - 50 years (N=4495)
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+ Age -~ RS - Chemo treatment interaction:
+ Some chemo benefit in women 50 or younger with a RS 15-25 A 2% DRFI events
» Greatest impact on distant recurrence with RS 21-25 2 6% 10F5 events, mainly distant




DUBBI....

» 73% delle pazienti ad alto rischio (G1 >3 cm, G2 > 2 cm,
G3 > 1 cm) possono essere sovratrattate (?)

» 43% delle pazienti con RS 26-100 ha basso rischio sulla
base dei soli parametri clinico-patologici (sottotrattate?)




QUALE TERAPIA NEOADIUVANTE?

» Chemioterapia:

antra-taxani

» TNBC: antra-taxani-
sali di platino —
» Pazienti anziane a
basso rischio: Al

» HER2+: antra—>
taxani (+ Sali di platino)
+ trastuzumab...Domani
doppio blocco anti

Platinum-based Neoadjuvant Chemotherapy in
TNBC: A Systematic Review and Meta-analysis of
Randomized Controlled Trials
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QUALE TERAPIA ADIUVANTE?
SE CT: DOSE-DENSE

SABCS, December 5 -9, 2017

NTONIO
ANCER

Increasing the dose intensity of adjuvant
chemotherapy : an EBCTCG meta-analysis
Richard Gray, Rosie Bradley, Jeremy Braybrooke, Christina Davies, Hongchao
Pan, Richard Peto, Judith Bliss, David Cameron, John Mackey, Lucia Del Mastro,

Sandra Swain, Michael Untch, Jonas Bergh, Kathleen Pritchard, Larry Norton, for
the

Pooled analysis of all 25 dose-dense and
sequential trials
Breast Cancer Mortality

Recurrence
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~— Shortening the interval between cycles and sequential
administration of anthracvycline and taxane chemotherapy

recduces recurrence and death from breast cancer

~— Reductions in recurrence of about 159 were similar in ER
positive and ER-negative disease and did not differ
significantly by any other tumour or patient characteristic
—

during chemotherapy)

No increase seen in death without recurrence (overall or




Newer Regimens and Hospitalization
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QUALE TERAPIA?

ORMONOTERAPIA

POST-MENOPAUSA

» Al up-front 5 yrs

»10-yr TAM vs 5-yr Al

Aromatase Inhibitors Supremacy

+2.1%




QUALE TERAPIA?

ORMONOTERAPIA

Enrolled: Nov03-Aprit

* Premenopausal HR+

+ =12 wks after surgery

* Planned OFS

* No planned chemo
OR planned chemo

* Premenopausal HR+
= 512 wks after surgery
= No chemo
OR
+» Remain premenopausal
=< 8 mos after chemo

MN=Z00Z>PT M MN=-Z00Z>P X

TEXT and SOFT Designs
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TAMOXIFEN AND EXEMESTANE TRIAL (N=2672)

Tamoxifen+OFS x 5y

Exemestane+OFS x S5y

SUPPRESSION OF OVARIAN FUNCTION TRIAL (N=3066)
Tamoxifen x Sy

Tamoxifen+OFS x S5y

Exemestane+OFS x 5y

OFS=ovarian function suppression
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QUANTO A LUNGO?

The NEW ENGLAND JOURNAL of MEDICINI

ORIGINAL ARTICLE l

20-Year Risks of Breast-Cancer Recurrence
after Stopping Endocrine Therapy at 5 Years

Hon

JAVIES

g hao Pan, Ph.D., Richard Gray, M.Sc., Jeremy Br -.;.‘Hr oke, B.M., Ph.D
Christina € ©
Richard Peto

Mitch D

B.M., B.Ch., Carolyn Taylor, B.M., B.Ch., Ph.D., Paul McGale, P

'
F.R.S., Kathleen |. Pritchard, M.D., Jonas Bergh, M.D., Ph.D

owsett, Ph.D., and Daniel F. Hayes, M.D., for the EBCTCG

A Risk of Distant Recurrence

Distant Recurrence (%)

50

40+

30

20+

10

Effect of additive “T+N score” (range 1-6)
Score: 1/2 for T1/ T2, plus O/ 1/4 for NO/ N1-3/ N4-9
A 4T% T2N4S (score=6)

45; ’
S0 M%TINGS
° /’ I,
7] /' /’
$ 30 s o
g Vi 4 4 29%T2NI3
3 P 4 .7
4 s
g xal S0 T A auTINGS or TNO
E 7 ’I’
8151 _-* 14% TINO (score=1)
5 -
0

0 5 10 15 20 years

| HPan(EBCTCG), ASCO2016 |

Extended HT: TAM — Al

T e ———

ou 2 P
-
= s
s -
; ol SR S
E 2 nro N1
=5 s
; “
5 o :

- A P g —
[P r——s Pt o

| PE Goss, INCI 2005 |




A prospective randomized multi-center phase-l1ll
trial of additional 2 versus additional 5 years of
Anastrozole after initial 5 years of adjuvant
endocrine therapy — results from 3,484
postmenopausal women in the ABCSG-16 trial

0 : - 0
ABCSG-16 Disease-Free Survival Qe ABCSG-16 Fractures Qe
Time from randomization to first DFS event
1 150+ Number of Hazard ratio
Fractures/Patients  vs 2 years  P-value
F *1 0% 2 2years — 71/1,556  1.353(1.00,1.84) 0.053
¥ . 7038 b i rke 4 100 5 years — 98/1,571
§ Events/Patients  vs 2years  Pvalue g
E E 75+ 6.3%
04 - 2years  378/1,731 1,007 (0.87,1.16) 0.925 5
§ - Syears  384/1,738 3 501
8 24 4.7%
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Conclusion and Perspectives P

- After S years of standard endocrine therapy, 2 additional years of
Anastrozole are sufficient - there is no benefit of continuing/escalating

* In the future, translational research may identify molecular characteristics

that indicate benefit of prolonged extended therapy. o




Some Potential Factors to Support Use of
Extended Adjuvant Endocrine Therapy

eHigher stage at diagnosis

e[ imited or absent toxicity

e Absence of life-threatening comorbidities
eYounger age

ePatient preference

eBiomarkers for late recurrence?




Genomic stratification with BC Index (BCIl) of ER+
EBC pts with limited long-term risk of BC death

= To use the BCl genomic tool to identify a minimal risk cohort of ER+
EBC pts who might not need extended adjuvant ET

= Studied population: Nn=600, postmenopausal, ER+/HER2-, stage I-1l, no
chemo. Randomized to 2-5 years of tamoxifen vs not. Followed for 17
years.
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Trial results

- : idegntified
* IMinimal risk group |(282% of cohort) had 99% BCSS years 5-20
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* Only BCl score and tumor size were independent predictors of 20-year
BCSS in a multivariate model
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Her2 positivi

Chemioterapia piu 1 anno di terapia anti-HER2 rimane lo
standard

Domani...pazienti ad alto rischio: Trastuzumab + Pertuzumab
(Aphinity)

MA...pazienti a basso rischio (o alto rischio di tossicita cardiaca)

4

~revoice
Q PERSEPHONE: 6 versus 12 months of

adjuvant trastuzumab in patients with HER2
positive early breast cancer: Randomised

Accrual: 4088 from 2007 to 2015

lorse »
Persephone Study sy

Patient Characteristics

- 48% phase 3 non-inferiority trial with definitive
N =z 59% 4-year disease-free survival results
- 0

Helena Earl, Louise Hiller, Anne-Laure Vallier, Shrushma Loi, Donna Howe,
ER +ve 69% Helen Higgins, Karen McAdam, Luke Hughes-Davies, Adrian Harnett, Mei-
Lin Ah-See, Richard Simcock, Daniel Rea, Janine Mansi, Jean Abraham,
Carlos Caldas, Claire Hulme, David Miles, Andrew Wardley, David Cameron,

Concurrent CHT/T 47% Janet Dunn, on behalf of the PERSEPHONE Trial Investigators

Cambridge University [TTIE3 - M UNIVERSITY OF INHS
Hospitals CAMBRIDGE National Institute for
e Satlon Trust

Health Research




Her2 positivi
SHORT-HER Study

DFS in long and short treatments arms stratified by risk groups

DFS - Subgroup analysis —T—

events
Events/randomized HR (30% C1)
sy Low Risk Long 233 26
T<2cm NO Short 234 25
(08 13 ot
Ll - ;3;’ P Intermediate Risk | Long 295 45
bl (153% <0t T<2cm N1-3 or Short 291 41

Nodal status 2%
0O (170,38 <000 T2 2cm NO-3

7

it Wi PATERN R o)
iR o High Risk Long 96 23
- o Any TN 4 Short 95 37

HORT - Favouring LONG



Time for one-person trials

Precision medicine requires a different type
of clinical trial that focuses on individual,
not average, responses to therapy

30APRIL2015|VOL520 | NATURE|611

Personalised Medicine
Precision biology does not grant personalised medicine

responsible person

Overtreatment /undertreatment is a failure as a scientist, as a clinician,

as a socially

Adattato da Conte PF, 2018
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