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Li_l_)_ Plan

B Tumeurs luminales

B 10 ans d’hormonothérapie :
® 10 ans de Tamoxifene ? ATLAS/ATTOM
® 10 ans avec switch Tamoxifene puis Al ? Mal7
= 10 ans d’inhibiteurs de 'aromatase ? MA 17 R
B Bénefice /risques
B Chez qui ?
® Risques derécidives along terme
® Toléerance ?

15 minutes c'est 15 minutes soit 15 DIAS (sans
compter le titre et 2 ou 3 dias de transition ou photos
de vacances).

www.icl-lorraine.fr



Tumeurs luminales....?

Profils moléculaires des cancers mammaires spéciaux

Luminal Basal Apocrine Moléculaire

Carcinome Ca. Médullaire Ca. Apocrine

Lobulaire Infiltrant Ca. Adénoide Kyst Cli pléomorphe

Ca. Tubul < i
a. lubuleux Ca. Métaplasique

. Mucineux

. Endocrine

Weigelt J. Pathol 2008

papillaire
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LI.I_)_ En clair, au quotidien, en pratique...

B Sont disponibles :

Le type canalaire (TNS), lobulaire etc...

Le grade SBR avec le score mitotique

Les RH ( RE +,++,+++) (RP idem)

HER2 sur exprimé ou non , soit HER2+++ ou HER2 —
L’indice de prolifération Ki 67

B LUMINAL veut dire Hormonosensible, ( mieux pour
discuter I’lhormonothérapie !!)

B Toutes les tumeurs RH+ ne se ressemblent pas

www.icl-lorraine.fr



C. Infiltrant Grade ll ou lll

*RE 2 10%

*RP 2 10%

Luminal B

*Her2 Score 0, 1+, 2+ non

amplifié
*Ki-67 > 15%

luminaux ....

Les

qp

«C. Infiltrant Grade Il ou llI

*‘RE

210%

*RP 2 10%

Luminal B

é

*Her2 Score 2+ amplifi

ou 3+

-67

*Quelque soit Ki

«C. Infiltrant Grade | ou I

*RE 2 10%

*RP 2 10%

Luminal A

2+ non

*Her2 Score 0, 1+,

amplifie
*Ki

-67 < 15%

www.icl-lorraine.fr



QUESTION POSEE... e

B Hormonothérapie pourquoi ? T
B Hormonothérapie laquelle ? .

- 16 Décembre 2015
A A parti de 1300 o

L’hormonothérapie des cancers du sein :
ce qui a changé depuis dix ans

Dr Anne Lesur, Responsable du Parcours Sein, Centre de lutte cont

tre le cancer ICL - Nancy

L d fase,
de I'hormonothérapie adjuvante de la femme ménopausée, alors que les SERMS régnaient en maitre

Tous les résultats actualisés des essais au cours du temps ont été a I'origine d'une certaine hétérogénéité des

charge, traduite par 'ASCO 2014 frés variées.
Que faut-il donc retenir comme standard  ce jour ? Chez qui, quoi et combien de temps ?

\
com: =

B Hormonothérapie combien de temps ?

VOLUME 32 - NUMBER 21 - JULY 20 2014

Harodd J. Burstein, Eric P. Winer, Danag-
Farber Cancer Institute, Boston, MA; Sarah
Temin, Amenican Society of Chinical Oncol

Adjuvant Endocrine Therapy for Women With
Hormone Receptor—Positive Breast Cancer: American
Society of Clinical Oncology Clinical Practice Guideline
Focused Update

Harold J. Burstein, Sarah Termin, Holly Anderson, Thomas A. Buchholz, Nancy E. Davidson, Karen E. Gelmon,
Sharon H. Giordano, Clifford A. Hudis, Diana Rowden, Alexander [. Solky, Vered Stearns, Eric P. Winer,
and Jennifer |. Griggs

www.icl-lorraine.fr



QI-I_)_ Hormonothérapie laquelle ?

B Inhibiteurs de 'aromatase
m Stéroidiens
® Non stéroidiens

M |A puis Tamoxifene

M |A puis Tamoxifene puis IA

puis .. Rien !!!

apres

Tamoxifene
Alternatives :
» Suppression ovarienne a la place , ou avec ( SOFT)
» Suppression ovarienne et Inhibiteurs de TAROMATASE ?
...... Dans quelques cas triés.....

www.icl-lorraine.fr



QI-I_)_ Messages de la journée d’hier

B Pas facile de changer les habitudes....

B Quand une spécialité désescalade,
Immanquablement les suivants re - escaladent...

ce qui est tres mauvais pour I"normonotnerapie qui arrive
fout a la rin...!"!

B |La force de la pluridisciplinarité c’est de montrer des
résultats lus par chacun de différentes manieres.. Autrement
dit, mettre en images et en vécu les colonnes des tableaux..
Une autre vision de la durée des traitements...

B Enfin, Laurent DEGOS nous arappelé la puissance a venir
des réseaux sociaux et des votes chez les citoyennes...

www.icl-lorraine.fr



QI-I_)_ Globalement...

B Plutot pire depuis SOFT et TEXT pour l'intensité
M Plutét pire question durée...

MESSAGE de Sylvain LADOIRE ce matin...
Desescalader, c’est ne pas escalader...
Alors on fait quoi ?77?

www.icl-lorraine.fr




@
Ql-l_)_ Tamoxiféne = 5 ans versus controle

A 15 ans ........ Ca marche pas de doute

Recurrance Breast cancer maortality
60— Gl —
7 = - .. s
Récidive (-11,8%) Mortalité (-9,2%)
=4 (cancer du sein
Cantral
45-0%
)
u
g ahout § years E gjgsfl
o of tamcxifen
5 3 o EEBS z 3
= =
2 & About 5years
E of tamcxifen
151 15-vear gain 11-8% (5E 1-3) 15-wear gain 9 2% (SE1-2)
10 — Legrank 2p-=0 00001 10 < Legrank 2p=0-00001
o | | | Y | | |
0 5 10 15 0 5 1a 15
fears Years

EBCTG Lancet 2005; 365: 1687-1717
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q'l_). Prolongée , pourquoi ?

B |e risque persiste toujours au cours du temps dans
les cancers du sein RH + jusqu’a au moins 15 ans,
malgré le traitement adjuvant. ( SAPHNER 1996)

25
—y—
20 Node O
Node 1-3
© “*~ Node (4+)
% 15 Tumour size (<1cm
= Tumour size (1.1-3cm)

== Tumour size (>3cm)
=~ ER+

" ER

= . Premen

7 Postmen

Hazard of recurrence by yearly
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Risques de récidive apres 5 ans d’hormonothérapie adjuvante

arly Breast Cancer Trialists’ Collaborative Group (EBCTCG)

B Effet du « score additif T+N » (extrémes : 1-6)
B Score: 1/2 pour T1/T2, plus 0/1/4 pour NO/N1-3/N4-9

Récidive a distance (IC)

(%) » 47 % T2N4-9 (score = 6)
45 A
| +7 . 41%TIN4-9
7/
i ,’ ’ 7
Analyse sur les données , (’
o . 30 - 0, » 29 % T2N1-3
individuelles de 46 000 patientes | 7, .
91 essals /// 7 “ y 22 % T1IN1-3 ou T2NO
- ”
—_ H P d
K =1 000 patientes 15 - g ’@ TINO (80@
- - -
0 T T T Années
0 5 10 15 20
Risque annuel de récidive a distance (et nombre d’événements)
T1N4-9 (n = 2K) 36%(293) | 29%((54) | 25%(5) |T2N4-9(n=3K) | 46%(544) @ 33%(79) | 2,2%(6)
T1N1-3 (n = 9K) 1,6 % (504) = 1,7% (123) | 1,8% (16) T2N1-3(n=8K) | 2,5%(680) | 1,9% (108) | 1,9 % (14)
TINO (n = 16K) 0,8% (465) | 1,0% (191) | 1,2% (40) | T2NO (n = 8K) 1,7% (451) | 1,4% (131) | 1,7 % (29)

ASCO 2016 - D’apres Pan H et al., abstr. 505, actualisé




Qi-kAnnualized hazards of breast cancer death by tumor ER status:

Relapse primary'oAperab e breast cancer ~ ER

Annual Hazard Rate for Breast
Cancer Death (%)

Time After Initial Breast Cancer
Diagnosis (years)

JateiH-etak—60 2011;29:2301-2304




B Tumeurs luminales
B 10 ans d’hormonothérapie :

m 10 ans de Tamoxifene ? ATLAS/ATTOM
® 10 ans avec switch Tamoxifene puis Al ? Mal7
®m 10 ans d’inhibiteurs de 'aromatase ? MA 17 R

B Bénefice /risques

B Chez qui ?
® Risques derécidives along terme
® Toléerance ?
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10 ans de tamoxifene ?

Recurrence
10645 women (100% ER positive, 44% node positive, 51% chemotherapy)
20 Control
46-2%
40-1%
40+
&
i 33-0%
£ 304 28.7% =5 years
! tamoxifen
c
e
5 25-9%
g
&= 204
16-4%
105
RR 0-61 (95% Cl 0-57-0-65)
Log-rank 2p<0-00001
15-year gain 13-2% (SE1-1)
0 T T T
0 5 10 15 years

Tamoxifen

Recurrence rates (% per year) and log-rank analyses

Years 0-4 Years 5-9 Years 10-14 Year 15+

374(891/23819) 2:62(454/17315) 206 (220/10657) 175 (88/5034)

Control 671(1466/21862) 3-46 (499/14420) 2-11(182/8620)  1.76 (71/4045)
Rate ratio 0-53 (SE0-03) 0-68 (SE 0-06) 0-97 (SE 0-10) 0-88 (SE 0-16]
(0-E)V  -3433/5351 -82:5/217.5 -33/933 -4-4/355

Breast cancer mortality (%; +1 SE)

Breast cancer mortality
10645 women

Carry-over effect

Control
331%

23-9%
=5 years
tamoxifen

RR 0-70 (95% Cl 0-64-0-75)
Log-rank 2p<0-00001
15-year gain 9-2% (SE 1-0)

8-6%

0 5

T T T
10 15 years

Death rates (% per year: total rate minus rate in women
without recurrence) and log-rank analyses

Years 0-4 Years 5-9 Years 10-14 Year 15+
1.79 (SE 0-08) 2.25 (SE0-11) 154 (SE0-11)  1.48 (SE 0-16)
2.46 (SE0-10)  3-23(SE0-13)  228(SE0-14)  1.89(SE0-19)
0-71 (SE 0-05) 066 (SE0-05)  0-68 (SE0-08)  0-88 (SE0-14)
-84-4/244-8 -95.8/233-2 -38-6/99-4 -5-7/42-6

Davies et al, Lancet 2011

www.icl-lorraine.fr




Etude de phase Il ATLAS

Rechutes
A4
50 Years 5-9: RR 0.90 (0.79-1.02)
Years 10+: RR 0.75 (0.62-0.90)
40 - All years: logrank p = 0.002
30 - 5 Years
@ 25-1%
20 - VA 21-4%
%
+ SE 10 years
10
0 I
0 5 10 15 years
(diagnosis)  (ATLAS entry) trég?g\g;t) (10 yee:trrsy)smce

Mortalité spécifique
A 4

50 Years 5-9: RR 0.97 (0.79-1.18)
Years 10+: RR 0.71 (0.58-0.88)
All years: logrank p = 0.01
40 —
30
50 5 Years
% 15,0 %
+ SE 4
10 6.0% 12.2%
10 years
0 5.8%
d 5 1IO 1|5 years
(diagnosis)  (ATLAS entry) tr((ei?rig::t) (10 y;enat;il)since

C. Davies et al., SABCS 2012, S 1-2

P,

SABCS -

San Antonky Breast Cancer Symposim



Li_lz En bref, c’est mieux ...

0

CTRC-AACR

</ SAN'ANTONIO |

Treatment with extended tamoxifen

Patient
number

Population

Trial arms

Reported

NSABP B-14 [3]

ATLAS [14]

alTom [15]

193

| 342

1152

6846

6953

Premenopausal and postmenopausal
Premenopausal and postmenopausal

Premenopausal and postmenopausal

Premenopausal and postmenopausal

Premenopausal and postmenopausal

Tamoxifen vs no therapy
Tamoxifen vs no therapy

Tamoxifen vs placebo

Tamoxifen vs placebo

Tamoxifen vs no therapy

RFS: 85 vs 73% (P=0.10)
OS: 86 vs 89% (P=0.52)
Events: 60 vs 49
EFS HR: 1.27 (0.87-1.85)

DFS: 78 vs 82% (P=0.03)
05: 91 vs 94% (P=0.07)

Recurrence: 617 vs 711 [P=0.002)
OM: 639 vs 722 [P=0.01)
Recurrence: 580 vs 672 |P=0.003)
OM: 849 vs 910 (P=0.1)

Pooled analysis ATLAS + aTTom:
Breast Cancer Mortality

10w Sy ATLAS "': - Combeney
[T - ey - Ry o w1 2477
-T'-.:. -ena B -
Years $-9 092 1.08 0.97
o iom nem asery
Years 10+ 075 0.75 075
narsw 08 BANE W e 2eT AN C e e e
All years 0.83 0.88 085
T LRV N -na-‘m

T e ey g et e | e e p L

Also sagnificant improvements in Overall Survival

59yrs HR 099

(0.89-1.10)

10-14yrs HR O B4 (0.77-093) (p=00007)

Allyrs HRO9

(0.84-097) (p~0.008)

Geay RG ot 3l ASCO 2013 (Abstract §)

total of 17,477 patients

=8 Continues tamuiten to 40 years

== 5p tamoeen at s years
ecurenc

gy bk 30 By e
15 o AT R a0 g

o)
n -

S8 b k071 .58 m 0 A8

% <
Uiagnes)  (ATLAS
wntrg

dapind o Conend 38 3ickl 4404

Ten years of tamoxifen works better than five

Lancer 2012; doi:10.1016/S0140-6736(12)61963-1

aver time, and in a recent long term trial 10 years of treatment
worked significantly better than five. Eligible women who
contimued tamoxifen had lower mortality overall {639
deaths/3428 v 722/3418; cvent rate ratio 0.87, 95% C10.78 to
0:97), lower montality from breast cancer, and fewer recummences
than women who stopped aficr five years. Tamosifen has awell
known carry over effect. and in this trial the mortality benefits.
became clear only aficr women had completed their 10 years
of treatment.

Women whe took tamosifen for longer had more pulmonary
emboli (rate ratio 1.87, 1.13 to 3.07) and more cndometrial
cancer (1.74, 1.30 to 2.34) than controls. But they had less
ischacmic heart discase (0.76, 060 to 0.95). The authors and
linked comment (doi: 10.1016/50140-6736¢12162038-8) agree
that the bencfits of longer reatment outweigh the risks.
Women in these analyses had early breast cancers that expressed
oestrogen receptors. Most were postmenopansal when they were
recruited in 1996, after five years of treatment with tamoxifen.
Newer antiocstrogens arc now available, and others will have
to evaluate where agents such as aromatase inhibitors fit into
the long term therapeutic picture, says the comment. But for
women already taking amoxifen, longer treatment s beginning
to look substantially morc protective than stopping at five years.

Gite this as: Bl 2012:345:6383
SIEAL Fubiithing Grosp L34 2012

www.icl-lorraine.fr



5ans de TAM puis 5 ans de Al..

B Encore faut il avoir fait 5 ans de TAMOXIFENE....

MA.17: Merjopausal Status at Primary Diagnosis

Extended Adjuvant Endocrine Therapy in _
Pre-menopausal n =889
Premenopausal Early Stage Breast Cancer a) < 50 years of age with menses but underwent

subsequent bilateral oophorectomy when tamoxifen started or
An analysis of younger women from NCIC CTG MA17 / b) < 50 years of age with menses when tamoxifen started
but became amenorrheic during adjuvant chemotherapy or on
Menopausal Status at tamoxifen
P. Goss, J. Ingle, S. Martino, N. Robert, H. Muss, R. Livingston, N. Davidson, Primary Diagnosis
E. Perez, D. Cameron, KlI. Pritchard, T.Whelan, L. Shepherd, M. Palmer,

D. Tu. \
Post-menopausal n=4277
Participating Collaborative Groups a) >=50 years of age without menses at diagnosis or

NCIC CTG, ECOG, SWOG, CALGB, NCCTG, BIG b) < 50 years of age without menses and considered
postmenopausal at diagnosis or

c) considered post-menopausal by virtue of menopausal LH/FSH

lreatment with extended Al after tamoxifen

I'\I‘I.A.]? [13] 5187  Postmenopausal letrozole vs placebo DFS: HR 0.68 [0.55-0.83; P=0.001)
OS5:HR 0.98 (0.78-1.22; P=0.85)
NSABPB-33 [19] 1598 Postmenopausal Exemestane vs placebo DFS: 21 vs 89% (P=0.07)
RFS: 96 vs 94% (P=0.004)
ABC5G-6a [20] 856  Postmenopausal Anastrozole vs placebo Recurrence: 30 vs 56, HR 0.64

(0.41-0.99; P—0.047)

www.icl-lorraine.fr




QI.I_)_ Apres cing de tamoxifene et des IA....

1 « ER+ Premenopausal Breast Cancer Patients benefit significantly
from Extended Al therapy after they become menopausal

100
All Pts Node
+ve
- 95
(U A
'4b)
> %0 > 10.1% W Letrozole
<t 0
S > 9.6%
cL/B " Placebo
a 85 HR=0.25 HR=0.37
o P<0.0001 P=0.008
S

80

75

2 The benefit was similar in women who delayed endocrine therapy up to 6
= years after tamoxifen

San Antonio 2009



q-l_)_ 10 ans d’inhibiteurs de aromatase ?

B Un peu de patience encore.....

Table 1. Overview of clinical trials on extended adjuvant aromatase
inhibitor therapy. The first 3 trials have been published

Trial Patients, n Study question

NCIC MA.17][7] 5,187 letrozole vs. placebo
NSABP B33 [8] 1,598 exemestane vs. placebo
ABCSG 6a [9] 836 anastrozole vs. no treatment
MA.17R 1,800 late letrozole

LEAD 4050 letrozole duration

NSABP B42 3.966 letrozole vs. placebo
ABCSG 16 SALSA 3.486 anastrozole duration
DATA 1.900 anastrozole duration

SOLE 4 800 intermittent letrozole

WWW.ICT-TOTTaINE.fr



MA 17 R PEGOSSet coll. NEJM 21 juillet 2016

Suppl Figure S2: MA.17R Study Schema

Letrozole 2.5 mg p.o. 0.d.

Any duration of prior 4.5-6 years of Aromatase
Tamoxifen Inhibitor

Placebo

R
A
N
D
0
i
Z
E

ayrs

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Extending Aromatase-Inhibitor Adjuvant
Therapy to 10 Years

P.E. Goss, ).N. Ingle, K.I. Pritchard, N_J. Robert, H. Muss, J. Gralow, K. Gelmon,
T. Whelan, K. Strasser-Weippl, S. Rubin, K. Sturtz, A.C. Wolff, E. Winer, C. Hudis,
A. Stopeck, J.T. Beck, J.S. Kaur, K. Whelan, D. Tu, and W.R. Parulekar

www.icl-lorraine.fr



Et alors 7?7

A Diseasefree
100

Patients (36)

Survival

-—‘m

L]

s | ctrozole
1 = =n Placebo

i) 1 2 L] 4 5 6 7 ] E 10

Mo. at Risk

Letrozole 9559 942 925 893 &7 B850 652 324 T 86 14
Placebao 95% 936 917 BE90 850 821 641 302 1ER 77 1%

The NEW ENGLAND JOURNAL of MEDICINE

EDITORIAL

Changing Adjuvant Breast-Cancer Therapy with a Signal
for Prevention

Rowan T. Chlebowski, M.D., Ph.D., and Matthew J. Budoff, M.D.

B Owerall Survival

1004
Eﬂ-'\—‘-_ﬁ
= Bl
H
,E 40—
IE e | ctrozole
209 .. = s Placebo
{". ] L] ] ] L] ] L] ] ] L}
[ 3 & 7 g 9 10
Years
Mo. at Risk

Letrozole 955 952 941 521 903 230 &80 343 121 93 14
Placeba 959 953 S43 923 835 EF4 B0 327 24 B4 20

‘ Tout cela pour cela ? ‘

www.icl-lorraine.fr




QI-I_)_ La vraie question... chez qui ???

Breast Care

Review Article

Breast Care 2014;9:97-100
DOl 10.1159/000362482

Published online: April 14, 2014

Late Recurrences in Early Breast Cancer: For Whom
and How Long Is Endocrine Therapy Beneficial?

Michael Knauer?

Martin Filipitst Peter Dubsky*

“Breast Center St. Gallen, Switzerland; *Institute of Cancer Research, Department of Medicine I; “Department of Surgery, Comprehensive
Cancer Center, Medical University Vienna, Austria

REVIEW

RRENT
PINION

Identifying biomarkers to select patients with early
breast cancer suitable for extended adjuvant
endocrine therapy

Mark Abramovitz, Amy Krie, Nandini Dey, Pradip De, Casey Willlams,
and Brian Leyland-Jones

VOLUME 34 -

JOURNAL OF CLINICAL ONCOLOGY

NUMBER 20 - JULY 10, 2016

ORIGINAL REPORT

Prognostic Impact of the Combination of Recurrence Score
and Quantitative Estrogen Receptor Expression (ESRI) on
Predicting Late Distant Recurrence Risk in Estrogen
Receptor—Positive Breast Cancer After 5 Years of Tamoxifen:
Results From NRG Oncology/National Surgical Adjuvant
Breast and Bowel Project B-28 and B-14

Norman Wolmark, Eleftherios P. Mamounas, Frederick L. Baehner, Steven M. Butler, Gong Tang,
Farid Jamshidian, Amy P. Sing, Steven Shak, and Soonmyung Paik

Purpase of review

In this review, we summarize recent and cument biomarkers and assays that are being considered in the
selaction of suitable patients with estrogen receptor-positive early breast cancer for extended [years 5-10)
adjuvant endoaine therapy [AET).

Recent findings

Women with estrogen receplorpositive early-stage breast cancer [65% of cases) confinue to have late risk
for distant recurrence extending beyond 5 years from surgery. Recent large trials have consistently
demonstrated improvement for prolonging endocrine therapy. However, endogine therapy can cuse
women bothersome side effects and can negatively impact quality of life. Determining which patients
remain at risk for disease recumence and predicting which of these patients would derive the most benefit
from the addition of eended AET are key issues faced by patients and oncdlogists today. A number of
predictive molecular assays have been developed and are being considered as tools 1o be used in
guiding the implementation of adjuvant systemic therapy.

Summary

The future holds much promise and as more information and understanding i acquired, freatment regimens
will increasingly incorporate clinically validated biomarker assays in the decisionmaking process that will
be of graat benefit & these patfients. Proving clinical utility, though, will ulimately decide thair
implamentation.

HKeywords

breast cancer, breast cancer index, EndoPredid, estrogen receptor, extended adjuvant endocrine

I therapy, Oncotype DX, PAMSD

Breast Cancer Res Treat (2016) 159:71-78
DOI 10.1007/s10549-016-3868-y

CLINICAL TRIAL

Retrospective analysis of molecular scores for

Jack Cuzick!

of distant recurrence according to baseline risk factors

Ivana Sestak'(® - Mitch Dowsett® - Sean Ferree® + Frederick L. Baehner® -

the prediction

www.icl-lorraine.fr



Can We Predict Which Women Really Benefit
from Extended Adjuvant Endocrine Therapy?

« PAMS50. 50-gene test developed to identify intrinsic
breast cancer subtypes (luminal A/B, HER2-like, Basal-like)

e - -

pram

mmti lm ' n e M

—— — " — — - — _. Tre v eaet Celtimns e

* used to generate a Risk of Recurrence (ROR) Score

Parker et al, JCO, 2009, 27, 1160, Nieisen et al, CCR, 2010, 16, 5222

www.icl-lorraine.fr
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La vraie Vie il @ ETUDE CANTO =

Etude des toxicités chroniques des [F—
traitements anticancéreux chez les
patientes porteuses de cancer du sein
localisé

B Qui fait 5 ans de IA? 5 ans sans s’arréter avec la
méme molécule ?
® Proportion de personnes qui arrétent?
® Proportion de personnes qui changent en cours de route ?
® Proportion de personnes qui passent au Tamoxifene ?

B Qui continuerait aprés 5 ans ? ( étude HACAMI)
® Soulagement ou inquiétude ?

® Evaluation des risques additionnels ?
m Ostéoporose
m Cognitifs et cardiovasculaires
m Qualité de vie

b —

www.icl-lorraine.fr



Une proposition plutot sensée.... 2016

Endocrine therapy in hormone-receptor-posifive breast cancer O'Leary et al.

Discuss extendead therapy with

| Node negative disease | patient. Absolute benefits very low.

Premenopausal women who
have completed & years of
adjuvant tamoxifen therapy

Tamoxifen for further & years or Al if
| Mode positive disease |— confirmed to be postmenopausal
during course of treatment

Postmenopausal women who | Mode negative disease |—- pm?éi?ﬁggﬁgﬁﬂgﬁ?ﬁ;;ﬁw
have completed at l=ast &
years of adjuvant endocrine
treatment (gither T x & years, Tamaoxifen for & years (if have
or T x 2-3 years followed by Al received 5 years of T)
¥ 5 years, or Al ¥ 5 years) | Mode positive disease |

| Letrozole for & years

REVIEW

#o. Extended adjuvant endocrine therapy in
hormone-receptor-positive early breast cancer

Connor G. O'Leary, Haley Ellis, and Michaela Higgins

vw.icl-lorraine.fr




Ca peut aussi se présenter comme cela ....

3| ____Perimenopausal** Postmenopausal

Al=Aromatase Inhibitor

*Menopause: prior bilateral cophorectomy, 8ge>60, age<60 and amencerheic for >12 months in absence of chemotherapy.
tamaxifen, toremifene or ovanan suppression and FSH and plasma estradiol (PE) in post menopausal range. # on tamoxifen or
tormidfene and age <60 then FSH and PE in post mencpausal range (NCCN V 3.2013)

**women who are no longer cycling but have FSH in the normal or near-normal range should be treated with a SERM, not an Al

...cl-lorraine.fr



Assessing benefits and risks of
prolonged tamoxifen

A . 4 A - 4

- include
Benefits will depend on + « SAE ’s »

- T end.cancer from 1.6% to 3.1%
* Tumor burden - 1 pulm embolism
« Tumor hiﬂlﬂgy (but | ischemic heart disease)
» Comorbidity & age * Quality of life alteration

- Vasomotor symptoms
- Mood alterations

- Sexual dysfunctions
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Un schema simple ...

Treatment With Adjuvant Endocrine Therapy for
Early-Stage Breast Cancer: Is It Forever?

Bath Overmoyer, Dana-Farber Cancar Instituts, Boston, MA
See accompanying article on page 916

The Oncology Grand Rounds series i designed 0 place original reparss published in the Journal into diinical contexz.
Ammmsmwnmmgw mwrmup,anmafmm.u
mm. a The g

pubtshet e ol o C By 10

pmms een insheir own ciical pracec
A 64-year-old healthy postmenopausal woman with an intact uterus had been diagnosed with mammo-
graphicall detected Invasive ductal carcinoma of the ight breast at the age of 59 years. She underent
1.2-cm
g

- & - J - ‘Bloom-Richardson grade 2 Invuive du(ul carcinoma with negative surgical margins and one negative

Our’r uerl un ra' emen *nmglmpnme g s i
50%) but

he Oncotype DX (Genomic Health, Redwood City, CA)

ecurence score was 13, assolatd wih 2 10-year rmwmlmm recurrence equaling 8% with 5 years of

tionated whol in .5 Gyof

3 .
Atthetime of her osteopenia, with a T-score average of — 1.5
for the lumbar spine and a T-score average of —1.9 for the left hip. The patient was concerned about the risk
. of asteoporosis assoclated with aromatase inhibitors and therefore chose to Tecelve tamoxifen alone as

adjuvant endocrine therapy. Serial bone-mineral density evaluation over the subsequent years has shown
stable T scores (lumbar spine, —1.3; hip, —1.7). She has tolerated tamoxifen well for 5 years, without
Shel

therapy ¥

breast cancer is frequently associated with older age, lower histo-

logic grade, and negative axillary lymph nodes, which all convey
‘The risk of breast cancer ies over time, with 2 nonpro- ome. T of breast can-
portional hazard rate of recurrence based on specific prognostic  ©T that convey about met-

s s oo o (HR s, d oo astatic risk has become more complex over the past 15 years.
2o During this ime, there has been, growth n the genomic wnder-

3 with HR-negatiy standing of breast cancer biology and a shift away from using

an estimated peak 7.5% per year and HRposit anatomic i alone prognosis. The appli-

aving a lower estimatod peak hazard fae of L59% to 206 per year, The | G200 of gene amay analysis has stzengihened the treatmen foc-

Postmenopausal, ER e e or advant Uncapy o sty st postie

- ’ mkm in HR posth ;M curves  Dreast cancer, but the identification of patients who continue to be

p‘ﬂ'ﬁ m appear s ears after diagnosis the @t risk for recurrence long affer completing the standard course of
"l'UE, 1 ‘z c r endocrine therapy continues ta be a challenge

annual rsk of recuence for Hn -negative disease continues to decline,

node negative e et

yearsater diagnosis”

Low OncotypeDX RS = I ' e T T

endﬂﬂri ne thﬂ'mw other characteristics* For example, estrogen receptor (ER) —positive  positive breast cancer. The Early Breast Cancer Trialists’ Collaborative

I JW#:“"'"’D:"‘MWV Vdmngmefﬁg;ﬁ-f;umw and provided by at ALEXIS VAUTR\N \CL mm?’i\ S;‘l’é?ra:\ﬂmmw =

I I Copyrigt ORI hts reserved
1] Tamoxifen = & years: Aromatase inhibitor = 5 years:
Risk: DVT, endometrial Risk: myalgias, reduction in
cancer bone density

Benefit: |mpr~:.:|r\red bone Benefit: no risk of endometrial
density cancer with intact uterus
. I
I 1
(2] Continue Switch to aromatase i3) Mo further
tamuoxifen « & inhibitor = & yvears: endocrine therapy:

I Risk: reduction in Unknown benefit of
Risk: pulmonary bone density, reducing risk of late
embalism, myalgias recurrence

endometrial cancer Bensfit: no added
Benefit: improved risk of secondary
bone density, cancer or thrombosis
improved lipid
profile




4P coNcLUSIONS....

B Déja tenter de tenir cing ans +++++

B Ensuite, en fonction des facteurs de risque de
recidives tardives ( parfois mal identifiés)
® Dix ans Tamoxifene eventuellement (ATLAS ATTOM)

m Al apres cing ans de tamoxifene (femmes non
meénopauseées au diagnostic mais PRUDENCE) MA 17

m Dixans d’ Al : peu de données disponibles

B Peut étre face book ??
M Peut étre lagénomique de demain ?

Information éclairée, décision partagée
Enregistrement et évaluation

www.icl-lorraine.fr
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