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Introduction

¢ 18" cancer de la femme
*»» Maladie complexe:
* clinique,
* histologique,
* moleculaire.
¢ K luminaux: 60-70% des cas

“ K femme premeénopauseée de plus en plus frequent



ménopausée:
onnels




K sein de la femme préménopausée: #?
Hormonosensibilite y

SPECIAL ARTICLE

Early breast cancer: ESMO Clinical Practice Guidelines
for diagnosis, treatment and folkww—upJr

Table 4. Summary of biomarkers used in treatment decision making

Biomarker Method Use LoE GoR
ER IHC Essential to the characterisation of I M
Positive if >1% the IHC luminal-like group

Poor prognostic marker if negative
Predictive marker for ET
Mandatory for ET prescription

PgR IHC If negative tumour dassified as IHC A
Positive if =1% luminal B-like
Strong poor prognostic marker if
negative

Predictive marker for ET
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" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

Recommendations

The Panel recommends that ER and PgR status be determined on all invasive breast cancers and breast
cancer recurrences, Atesting algorithm that relies on accurate, reproducihle assay performance is
proposed. Elements to reliably reduce assay variation are specified, [tis recommended that ER and PgR

3553y5 De considered positive if there arefat least 1% positive tumor nuclei in the samplefon testing in the

presence of expected reactivity of internal (normal epithelial elements) and external controls. The absence
of benefit from endocrine therapy for women with ER-negative invasive breast cancers has been confirmed
In large overviews of randomized clinical trials. This guideline was developed through & collaboration
between American Society of Clinical Oncology and College of American Pathologists and has been
published jointly by invitation and consent in both the Journal of Clinical Oncology and the Archives of
Pathology & Laboratory Medicine.
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Hormonothérapie dans le K du sein
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+ Premenopausal
P al and
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« Traitement ciblé “pionnier”
— 20 mai 1896 Edinburgh

» Sir George Thomas Beatson (1848-1933) ouvre la voie de
I'hormonothérapie en démontrant 'efficacité de 'ovariectomie
bilaterale sur les cancers du sein metastatiques

i i {i face. May 6th, 1895 A

CIaSSIcs In Ormlw gﬂi:{;ﬂ.%‘:umo? T.Lebmrrrls. /
nd has been, ing, I .

On The Treatment of inoperable e malignon brears. She hus beon &

H - he Roval Infirmary before the came
Cases of Carcinoma of the Mamma: [ k! v before she eame |
Suggestions for a New Method of can be gone for her, bt os she s a

woman af great courage you might
- i have o look at it for my sake, and
Treatment, with lllustrative Cases s L o ke e
in the way of dressing. Even this little
will be accepled by heras a great deal.
George Thomas Beaison, M.D With kindest regards,
Yours very iruly,
James W, Wallace

Beatson. Lancet 1896
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ETUDE NSABP B-30:

Lobtention d’'une aménorhée persistante > 6 mois
est un facteur pronostique pour les tumeurs RH+

Survie globale

80—

60—

40-

20+

aaaaa

No. of No. of

Status Patients Events
m— A menorrhea 1554 192
- - = No amenorrhea 331 64

Hazard ratio, 0.72
P=0.04

1 2 3 4 ] 6 7

Years since 12 Mo after Randomization

-

Survie sans maladie

60 No. of No. of
7 Status Patients Events
404 = Armenorrhea 1515 304
1 === No amenorrhea 322 103
20+
Hazard ratio, 0.65
P<0.001
0 T T T T T T T T T T T | L |
0 1 2 3 4 5 6 7

Years since 12 Mo after Randomization
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Ovarian ablation in early breast cancer: overview of the

randomised trials

Early Breast Cancer Trialists’ Collaborative Group™

2012 patientes

100 Recurrencedree survival
B0
£
o
S B0 Age <50:
3 51-T% Cwarian ablation
s 56-0% 45.0% Difference:
P -0 5D 2-3
o events per
§ 40 100 ({logrank
E 39-0% 2p=0-0007
:% Control
204
Bénéfice 6% a 15 ans
Q | | |
Annual event =l 10 15+ years

rates Years 0 -4 Years 5 -0 Years 10— 14 Years 15+
Ablation 9-79%sD0-47 3-82%sD0-37 2-62%s00-35 3-07%sD 0-35
Control 11-87%50 0-58 4-50%s00-46 2-91%=00-45 4-02%:sD 0-51

" A

Jol 348 = Movember 2, 1996

100 5 Overall survival
80
Age <50:

60 B9-0% 50-0% Cwarian ablation
g 524%  Diference:
® 6-3 SD2-3
= 4-4% deaths per
= 100 (logrank

46-1% =0-
LT 2p = 0-001)
Control
20 —
7 7 . \
Bénéfice 6,3% a 15 ans
0 T T T
a 5 10 15+ years

Annual death
rates Years 0 —4 Wears 5 -0 YWears 10 — 14 Years 15+
Ablation 6-15%:300-35 4-30%s00-38 2-00%s00-368  2-83%s00-3
Control  7-18%30042 4-91%sS00-43 3-17%s00-44  3-80%s0 0-46
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Effects of chemotherapy and hormonal therapy for
early breast cancer on recurrence and 15-year survival:

an overview of the randomised trials
7601 patientes, 47% RE inconnus

Early Breast Cancer Trialists” Callaborative Group (EBCTCG) ™

>

v

Lancet 2005; 365: 1687-1717

Recurrence (%)

50

30—

20 —

10 —

Recumance

Bénéfice 4,3% a 15 ans

405

31-1

267

Control
51-6%

Oryarian
ablation or

SUPPression
47-3%

15-year gain 4-3% (5E 1-9)
Logrank 2p=0-00:0:01

fears

15

Breast cancer mortality (%)

Breast cancer mortality

b-':l —_ rd 7 . \
Bénéfice 3,2% a 15 ans
50 —
Control
43-5%
40 — Chvarian
34 ablation or
SUEEIEsson
40-3%
30+ 322
18
20
16-6
15-year gain 3-2% (5E 2-0)
10 — Logrank Zp=0-004
° T T |
o L 10 15

Years
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suppression ovarienne
Use of luteinising-hormone-releasing hormone agonistsas >
adjuvant treatment in premenopausal patients with
hormone-receptor-positive breast cancer: a meta-analysis of
individual patient data from randomised adjuvant trials Lancet 2007 363:1711-13
LHRH-agonists in Early Breast Cancer Overview group™ 16 essais , 11887 patients
: £
—-an;.rstema.tln:u'uemp}l 7 50 — Nosystematic therapy
_ 504 —{LHRH agonist 5 —-- LHRH agonist
E. HE Q.72 95% C10-49-104, IJ=|:|-[|E 5 404 AR WSROTE-T4L p=0-43
g 40- !
g c
o -
2 30- % 3
: % 20-
=]
3 2 10-
2 -
o % 0 =
l:I_||||||||||| Ehii%hhé}hﬁfﬂ
0 1 2 6 B 10 . -
Number at risk i 45 7 3 Numbar at risk Years since rRndomisation
Mo systematic therapy 171 146 106 75 43 28 Mo systematic therapy 171 7 140 104 63 Al
LHRH agonist 167 155 121 BS G0 34 LHRH agonist 167 165 144 104 70 49

Rechutes Déces
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Use of luteinising-hormone-releasing hormone agonists as =
adjuvant treatment in premenopauvusal patients with
hormone-receptor-positive breast cancer: a meta-analysis of

individual patient data from randomised adjuvant trials Lancet 2007: 369: 1711-23

LHRH-agonists in Early Breast Cancer Overview group™

16 essais , 11887 patients

504 —F Tamaifen 3 i =
£ ~-+ LHRH agonist +tamoxifen g 20 I;ET Ieniﬂ 1
— — ) - agqonist +tamaox
§ 404  HROBS S5 01067-109 p-020 E 40- , ee
E o
E % 30
= ¥
e QU
= 0
B o
2 £
E il
1T T T 1T T T T T T 1 Ehiiih';é.};‘g‘gllﬂ
01 2 31 4 5 6 7 & § 10 . o
Nurmber at rick Mumber at risk Years since randomisation
Tamawifen G61 498 193 pi [ 131 63 Tamowifen 561 538 455 267 161 89

LMRHagoniststamezifen 450 407 M3 26 13 78 HRHagoniststamavifen 452 437 L 61 157 93

Rechutes Déces
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Use of luteinising-hormone-releasing hormone agonists as =
adjuvant treatment in premenopauvusal patients with
hormone-receptor-positive breast cancer: a meta-analysis of

individual patient data from randomised adjuvant trials Lancet 2007: 369: 1711-23
16 essais , 11887 patients

LHRH-agonists in Early Breast Cancer Overview group™

50 —{Chemotherapy jwith orwithout tamaxifen) £ - _ .
7 | Addition of LHRH agonist y 504 hem.uﬂﬁs-rap}'|_wrth|:ur.W|tI'|:|uttarru:|:|Fen:|
T 40 HR 0-88, 95% O 0-77-0-99, p=0-04 E ---—{Addition of LHRH agonist
E - E 404 2 ) oY, p=1-
—_
x - :
g &
D £
z L
Z ks
- :
n_||||||||||| EIE}:ILIEIEHIEIEI:’E'EJII{I
g 1 2 b B 10 - -
Number at risk I 45 7 9 Number at risk Years since randomization

Chemotherapy 1371 1316 e 87 B04 430

Chemotherapy 1371 1187 308 662 476 S LHRH agonist addition 1370 1317 1127 859 637 445

LHRH agonist addition 1370 1217 a7é 709 LOG 350

Rechutes Déces
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Recurrence or death

Death after recurrence

Al deaths

Mo sys=HRH
Age =40years G2
Agez40years 76

—7-9 (~65-4 to 145-2), p=0-87

-64.7 (-77-8 ta-43-8), p<0-0001 -66-2 -78-4 to -456-9), p<0-0001

-32.0{-58-1 to 10-2), p=0-12
-1.5 {-25-6 to 30-2), p=0-91

-247 (-395 to-6-2), p=0-01
-51 (-20-1t0 127), p=0-55

-31.2 (-67-5 to 46-0), p=0:33
5-3(-32-3 to 66-3), p=0-82

252 (-39-4 to-77), p=0-01
-39 {-18-1 to 12-9), p=0-63

206 (-68-6 to 100-9), p=0-63

-31-3 (-57-3 to 10-5), p=0-12

-2.0(-25-3 to 28-5), p=0-88

250 (-29-6 to—6-9), p=0-01
-2-4 (-14-8 to 11-8), p=073

-31-1 {-66-4 to 41-1), p=0-31
7-1({-31-4 to 67-2), p=076

-25.5(-39-5to-8-4), p=0-01
-3-8 (-18-6 to 13-8), p=0-65

-30-5 (-B1-5 to 161-5), p=0-59
-51-2 (743 to-7-4), p=0-03

-35.6 (-67-2 to 26-2), p=0-20
-0-1(-34-3to 52-0), p=0-99

-77-3 (-44-4 to -4-9), p=0-02
-53(-24-2to0 18.3), p=0-63

=211 {—?2-1 o123 -?}, p:CI-E-E-
-23-4 (-59-2 to 43-9), p=0-41

-283 (-44-9 to-6-8), p=0-01
-7-5(-25-0to 14-1), p=0-47

-46-7 (-B4-6 to B4-5), p=0-32
-52-4 (-73-9 to-13-2), p=0-02

-33-5 (-65-3 to 27-6), p=0-22
0-3(-32-3to 48-7), p=0-99

775 (442 to -5.7), p=0-02
-2-2 (-20-9 to 20-B), p=0-83

-26-3 {-71-4 to 89-6), p=0-53
-24-3(-58-2 t0 37-2), p=0-36

-27-4 (-43-6 to-6-5), p=0-01
-5-0 (-22-1t0 15-9), p=0-61

Mo sys=(LHRH+tam)
Age =4Dyears 71
Age=40years 336
TamzLHRH
Age=4lyears 203
Ages=40years E10
ChemozLHRH
Age=4lyears 714
Age=40years 1662
Chemo+tamz=LHRH
Age =4Dyears 1
Age=40years 284
(Chemo:tam)zLHREH*
Age=d4lyears 795
Age=40years 1946
Any syHLl-lm-lT

Age=d4Dyears 998
Age=40years 2756

-26-3(-39-3 to-10-7), p=0-002
-33(-15-9 to 11-1), p=0-64

-265(-392 to-11-1), p=0-001
-2-5 (-16-6 to 14-1), p=075

-27-4 (439 to -5-9), p=0-02
-6-1 (-22-1 o 13-3), p=0-51

-28-2 (-433 to-9-2), p=0-01
-3-9 (-19-6 to 14.7), p=0-66

Chemos(LHRH+tam)
Epr
8238

Age s40years
Age=4dyears

-32-3(-50-1 to-8-2), p=0-01
-24-2(-39-2 to-5-4), p=0-01

—22.8 (-50-1t0-93), p=0-01
-19-3 (-347 to-0.2), p=0-04

-34-8 (-53-9 to -7-6), p=0-02
-19-2 (-38-5 to 6-1), p=0-13

-34-8 (-53-5 to-8-5), p=0-01
-11.3 (-31.3 to 14.5), p=0-36
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Hormonothérapie par Tamoxifene
Effects of Adjuvant Tamoxifen and of ?

Cytotoxic Therapy on Mortality in Early
Breast Cancer

Early Breast Cancer Trialists’ Collaborative Group

Decermber 29, 1988

28 essais

16513 patientes

Réduction significative de la mortalité (p<0,0001)
pour les femmes de plus de 50 ans
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Hormonothérapie par Tamoxifene

Tamoxifen for early breast cancer: an overview of the randomised . ’

trials Early Breast Cancer Trialists’ Collaborative Group THE LANCET » Vol 351 - May 16, 1098
100 p= . . 100 — .
“:El"“u,ﬂ Rf\{?&%__&mlﬂ "
a '~:‘ ‘E.%__.t:--&-?";% o x\_\ .'E“'&'“ﬁ__
o, - o - N
\ \\E\\_ i_'“"--m_ 2% Tamoxifen \i~§l!ﬁ~?§ h-""r;.h = e Tamoxifen
B0 \. g TR Heg - Dyears 80 | LN e g ~Dyears -
. g LN B . Mode -ve
N, R, Node -ve NN 3%
\ LT S e . 33 % Control
A Eln cantrol a 814% Tamoxifen
L ~m i 5 years
60 | Hi “m Tamoxifen | 60 - .
. 567 %~ 3 Years . Mode +ve
EEE T e Mode +ve . B
lu___.-..“+ 505 = Control
40 | aswControl 40 -
ap | Absolute RECURRENCE reduction 1 ag - Absolute MORTALITY reduction
Node -ve: 14-9 % so 1-4: 2p < 0-00001 Mode -ve: 5.6 % =0 1-3: 2p < 0-00001
Node +ve: 15-2 % so 2-5: 2p < 0-00001 | | Node +ve: 10.9 % s0 2.5: 2p < 0-00001
0 0

0 5 10+ years 0 5 10+ years



RECURRENCE AS FIRST EVENT

MORTALITY (DEATH FROM ANY CALUSE)

Age at entry Tamoxifen swanis Ritia ol Fecurrancs rates Dwaths/Patients  Tamoxifen deaths Ratio of daath rabes
LEI:I:N.I:IEB- fAlpcated Allocated  Obs. Variance Raofic  Reduction flgcaied Allocated  Cb=. Varlance atio u
nawn ER=poor] Tamoxilen Coniral - Exp. of O-E Tamoaifen : Con. (% & 30) Tamoxilen Caniral - Exp, al D-E Tamaxiten : Con. (% & 50}
{a} Tamoxifen ~1 year !
A =50 AEEA 100 4080140 —47 2051 —.— 2% s0 7T APAIGE 4131180 37 1755 _-_ ¥ sn B
~74% ER+ ) SN G 0 : 136-2%] (35.2%) :
§0-50 4E2MN1A STTI04  -T34 2250 . = 26%sD0 6 AN 113 B20M104  -499 22 E B 2% en b
A!Pm ER+ 43:3%p (523 : MOTR [T :
Age G0-65 433101 &01M108 -T25 2405 -.-— 26% 50 & ST N0 E34M108  -348 ET1.3 ' 12% sp B
~85% ER+ 44 8s)  (sa ek ; iy Eres L
Age T+ 200042 2320 227 938 —-— s J30/847 F3MA0 113 1408 . Bhspd
3% ER+ [45:8%)  [55-0%) : (AT (BOT) .: |
{a) subtotal 16Y 1008 4738 TE52 & 20% sp 3 1TSH 19080 _gis g 4 11%s03
—Ba aTEd arra o000 IT64 arm =
8% ER+ azw)  (so8a (2p = ] hen  mae (2p = 0:001)
mmmnﬂfﬂm“u:ﬁ-lﬂ;ﬁ)-ﬂtﬂ ::-N;znpm;us
(b) Tamoxifen -2 years j :
Age <50 TETRDER  S1RE0F1  -485 S3da : 14% 80 5 SEND0AZ  BI020T1  -2RE JEAE ' 10%: 50 6
-7%% FR+ {d6-4%)  (39.5%) :l [26-5%)  (28-5%) -1_
Age 50-59 BOAZEE4  9A1E158 -1427 3685 . J2% s d TORERIA  FESMZIEE  -ERE 3372 -.- 18% 80 &
—894% ER+ (A% [45.5m) : [318%)  (38-E%)
Age 60-69 TIORETS  SOLANAT 1413 3473 . 3% 50 4 E24/EETR  HTERIBT AT 37RO . 12%sp 5
~A09% ER+ 320 [41-5%) ' [B5.2%)  (A01%)
T04 1BU7E6  2TRTS0 =BOS  Q2E —— 42% s0 8 274728 A5ATSD 534 1208 —— 6% 50 7
—_89% ER+ (RB0RE) 3T ‘ ATEW) (4T
b} subtotal 248E/ BN g0 11442 ¢ 29% sp 3 E36E! PEI  _japd  10TE.4 & 17% o 3
- Tai TIGE ]| ¥ T166
B ERy ‘ ) (4165 (2p = 1 [323%) (36-8%) (2p o 000001,
Trand between etfects at different ages: ) = 15:8; 2p = 000007 iy = 346; 2p = 006
(c) Tamoxifen -5 years ;
& <50 1E4/6E1  250ESE 558 943 - 45% 50 @ 14BE1  ISWESE  -240  GRT _..E_ 32% 50 10
A'E—BE% ER+ fdmt) (30.8%) TaE) (23.8%)
e 50-59 A RS 4487251 -&2490 1748 .-.— A% s0 6 o7nEas  3TM251 -154 1379 .—.-I - TM% 8
I.IEEI:J% ER+ (e (358 {E31%)  [24.5%) .
Age 60-69 41606 BARABER -1833 2118 ‘. 54% 505 ITABOE  ARTHSER -TET 2010 _._ 33% 506
~895% ER+ (21-4%  [37-5%) ' 1235%)  [31.1%) !
TO+ EERT: 70 -Z24 20 S — Ed% 5013 BE/1BE 1Mamd 174 433 — 3% a0 13
—04% ER+ EEE)  (d20B%) MET)  [B5-4%) :
{c) subtotal Bg2/ 1383 _3344 5100 & AT% 50 3 Brar 1066/ _136.4 4438 & 26% s0 4
— arae AEEa 0000 3ras < DA
4% B (238%)  (37.5%) (2 < } (2a4%)  (28.8%) 2 = 0-00007)
Trumihul-unuﬂm-tdﬂf-ﬂngmﬁ-ﬂih}-m ;r_f:‘l-ﬁ:lﬁ:ﬂ*i:fﬂ
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Relevance of breast cancer hormone receptors and other ’
factors to the efficacy of adjuvant tamoxifen: patient-level .

meta-an a|y5i5 of randomised trials Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)*
Lancet 2011: 378: 771-84

Recurrence Breast cancer mortality
10645 women (100% ER positive, 44% node positive, G1% chemotherapy) 10645 women
G0 -
. o/ > Control s .
Béneéfice 13,2% a 15 ansr! 46.7% Bénéfice 9,2% a 15 ans
10 401%_ g-* % |
= "
ﬁ i Control
.é; _._,-i 330% iy A 331w
~ 10 28-7% o s Cyears E ]
E __.r" tamaifen E
g =Y 3
Z 25.9% : = Pl
£ . ; N oy
; o tamiifen
s :
l," 16-4%
e/
."Il RR 0-61 {95% {1 0-C7-0-6C) RR 070 {9C% (1 0-64-075)
Log-rank 2p<0-00001 Log- rank 2p<0-00001
15-vear gain 13-2% (SE 1-1) 15-vear gain 9-2% (SE 140)
|

a ! T |
] & lb 1Cvears 1] 5 10 15years



Events/wormamn-years {rate [ per wear])

Tanmoecifen ev emes

Fatio of armmual event rates

Adllocated tamoecifen

Adlzcated cormtnol

Losm-rank “Wariance

Tamoecifen : comntrol

O—E of O-E
(@) Dose (trend x=5-4: Zp=0-02) i
20 mg per day 1134/40 962 (2-8) 154726 ELT (4-2) —272.8 G276 = 0-65 (SE 0-03)
20 mg per day 2oOYLTFLO (4-4) A3/ A4199 (F-E) T 66 1184 = = 0-52 (SE O-0F)
40 g per day 26 L0OFS (2-7) ICAIEL2O (S-4) —-83-1 1354 - 0-54 (SE O-06)
(k) Background chemotherapy (O =7 -7F: 2p=0-005) H
Present BIFI2E GO0 (ZFD 1OCF/Z0528 (5-1) —IFO-5 4301 067 (SE O-Ouf)
Absant BLE/II AT (2-4) 116123 T4 (4-1) —ZE3-L 4513 0-56 (SE O-04)
(<} Background chemotherapy (r’=2-1: Zp=0-1)
Comsourrent AS2FOE (L0} AZIIVCELT (F-2) —£1-8 1692 - 0-62 (SE O-05)
Sequential ARSI C B0 (3-1) G241 TLL (4-2) —B87F 2609 = 071 {SE 0-05)
Absant BLG/IT AT (Z-4) 11EL/ZE T4 (4-1) —2E3-1 451.3 0-56 (SE 0-04)
(d} Entry age (wears) (trernd xi=5-5: 2p=0-02) E
=45 ADESLLELE (2-4) EF2/10 690 (5-4) —10G-1 2259 L ] 0-63 (SE 0-05)
EA=t | 4DAMNETEE (2-9) G1L/IC67E (2-9) -82.3 256-8 OF 2 (SE 0-05)
LL—63 F1226 610 (27 QEIVZL LS (4-5) —27&-8 2749 f 0-54 (SE O-Ouf)
=70 430512 (27D &3/1303 (5-3) —1c.a 228 — - 0-50 {SE O-15)
Aume wnkornosw DALY (O-D0 [eTdn] i
(el Modal starus (trend xi=0-2; 2p=0-7) :
IO FSIIFEFTZ (2-0) 110E/3IZ 174 (23D —2I7 -G 4433 0-60 (SE 0-09)
M1-= 348710 126 (T-4) 4458454 (C-3) -7o.a 1801 0-64 {SE O-06)
M= ASLSLOSF (F-0) AFDIFTE (114 —g3-2 161.3 .- 0-5& (SE O-05)
DOther unknown 197F/2852 (5-1) ZIESTLEZ (6-B) 220 67 —i-l:l— OFL{SE O-O9)
(f) Temour differentiation (x=1-1; 2p—0-2)
Poorhy differentiated 1OLFZ022 (G0 17 O LF 30 -8 38 [=-51 — i 0-52 (SE 0-10)
Moderatehy weall 2OAM4 2B (4.7 2LASICAT 71D —48.a 993 - O-61 {SEO-0O8)
Grade wnkrown A1IC A L0461 (2-F) 17 37 432645 [4-1) -333-2 7249 0-64 [SE O-03)
{g) Twmowr diameter (mum) (trend g 2=1-2: 2p=0-2) :
120 (T1) 647/2 3188 (2-2) QOL/FC O] (3-5) —188 32 658 0-60 (SE 0-09)
2150 (T2} FFLR0 &0 (27D 10OV LT B47 (G-5) —165-0 4025 E 0-66 [SE O-0u4)
=50 (T2/TA) FAMALED (52 11O AIIT (8-2) —17-2 269 — 063 (SEDQ-032)
Othery uniknowwn 15775495 (2-9) 20304172 (4-90 e FaB —E';]— O- 60 (SE -0
(h]) Site of farst recurmence (xi=2-1: p=0-4])
Isolated local 205,/34320 (0-6) JAF/ZH618 (1-1) = 1217 —m 0-54 (SE O-07)
Contralateral 2IATICADCT (D-4) FITFIAF 53D (DT —-65-1 1368 - O-62 (SEO-0OF)
Distant/ multiple 109E/54 Q0 (2-0) LAAT AT S50 (200 —262.4 LLa-8 = 0-632 (SE O-032)
LIk e L13SCEFLY (020 L7 A% 827 (0-2) —31.4 &1 —— 0-&1 {SE O- 10
(i} Time since randomisation (years) (trernd xi=43-7F: 2p<0-0:000 1)
o1 243010 Z2D (24D EFG/IEIS (6-3) —175-3 230-2 [ ! 0-AF {SE O-05)
24 SA8/MT 434 (4-1) FOOL1 894 (6-6) — 1680 049 |—| O-SF (SE O-04)
L] 454717 258 (2-6) 4DV L4 IFTE (5] —82-5 170 = 0-68 (SEO-0&)
=10 IO0E/1E G331 (200 2LISATGL0 (200 T 128-8 . 0-94 (SE O-09)
- Total AEEIMDE F4F (2-9% per year) 2FIBfA4RBBFE (4-5% peryeary —433-5 BB1-4 S O-511 (SE B-D2F

Qe Ol O-57-0-55)

- 09 or —a—— 0% Cls

o2 o5 1o 2o
Tamex ifen beorer
Treatment effect 2p=0-00001

Tarmosdifen worse
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Long-term effects of continuing adjuvant tamoxifen to
10 years versus stopping at 5 years after diagnosis of
oestrogen receptor-positive breast cancer: ATLAS,

a randomised trial

1996-2005

@+~~ v

Lancet 2013; 381: B05-16

1L 244 wwommen randomby allocated®
7629 to continue tamoxifen for another Cvears

7615 to stop tamoxifen immediately

gllcaticnwas <4 years

2300 excluded completely, as tamoxifen duration before mndom

1z 394 induwded in analrses of side-effects, among whom
miedian tamox ifen duration was C vears ()R 4-8-C.2}
64 C4 allocated to continue tamaoxifen to 10vears
6440 allocated to stop tamaxifen at Cyears

5048 excluded from analvses of main effects, as ER status was
unkmoww n or negative

B4 5 with ER-positive disease included in analyses of main effects on

recummence and breast cancer mortality
3428 allocated to continue tamaxifen to 10 vears

34138 allocated to stop tamoxifen at § years
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Status at diagnosis

ER status
ER-positive
ER-negative

ER-unkmown

Age, years
=45 (median 40)
45-54 (median 49)
55-69 (median 61)
=70 (median 73)
Modal status
Mode-negative
N1-3
M4 or more
Unknow n
Tumowr diameter
1-20 mm
21-50 mm
=50 mm

Unknown

/' «
Any ER status ' ‘

Continue Stop
tamaoxifen to tamaoxifen
10years at G years
(n=56454) (n=56440)
3428 (53%) 3418 (53%)
625 (10%) 623 (10%)
2401 (37%) 2399 (37%) Menopausal status
1246 (19%) 1236 (19%) remenopausal 221 (8%)
2070 (32%) 2076 (32%) Postmenopausal® 5778 (90%) 5784 (90%)
2557 (40%) 2567 (40%) Perimenopavsal or unknown 135 (2%)
581 (9%) 561 (9%)
3360 (52%) 3354 (52%)
1667 (26%) 1621 (25%)
968 (15%) 965 (15%)
459 (7%) 500 (8%)
2462 (38%) 2463 (38%)
2749 (43%) 2727 (42%)
620 (10%) 628 (10%)
623 (10%) 622 (10%)
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Long-term effects of continuing adjuvant tamoxifen to @ x ‘ '
10 years versus stopping at 5 years after diagnosis of

oestrogen receptor-positive breast cancer: ATLAS,

a randomised trial
A B

Lancet 2013; 381: B05-16

S0— —— Continue tamoxifen to 10 vears -
—- Stop tamoxifen at Svears
-9 wears: RR 0-90 {0-79-1-02) C~Q wears: RR 0-97 (07 3-1-18)
40 | =10vears: RE 075 (0-62-0-90) - | =10vears: BR 0-71 {0-C3-0-E8)
Al years: log-rank p=0-002 All years: log-rank p=0-01
®
E
5 ELE -
=
= -
E ‘-./!21-.-1%
= 21-4%
= 20— ,.-'! 4 |
£
) '{./"- 1o
1223
10— . _._.I
-0 g
J‘,ﬁl{si
o T T T T T
0 15 L] L 10 15
[magnosis) {ATLAS {End of {10wears {Diagmeosis) [ATLAS (Ened of [(L0vyears
entry) treatmmenit) simce entry) entry) treatrment) since entry)

La différence apparait aprés la 10°™¢ année du traitement soit 5 ans aprés la randomisation
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y

Long-term effects of continuing adjuvant tamoxifen to

10 years versus stopping at 5 years after diagnosis of
oestrogen receptor-positive breast cancer: ATLAS,

a randomised trial

@ ™% . ‘

Lancet 2013; 381: B05-16

Eventsfwomen 10 years events Ratio of annwal
event rates (SE)
Continue tamoxifen Stop tamcifen Log-rank  Variance
to 10 years at Syears O-E of O-E
Age at diagnosis (p=0-82) i
<L years 30301730 (18%) 541729 (20%) -20-6 164-2 —-— 0-83 (0-07)
=GC years 314/1698 (18%) 357/1680 (21%) -262 167-6 —-—- 0-86 (0-07)
Modal status at diagnosis (p=0-82) i
Mode- negative 202/1832 (14%) 295/ 1845 (16%) 220 1367 — -85 (0-08)
Node- positive/unknown 3651596 (23%) 4161573 (26%) 362 1950 1 0-83 (0-07)
Tumowr diameter (p=0-99) E
1-20 mmy unknown 298/1868 (16%) 338/1838 (18%) 263 1589 —-—- 0-85 (0-07)
=20 mm 1971560 (20%) T YISE0 (24%) -290 1729 - 0-85 (0-07)
Previows duration of tamoxifen (p=0-43) i
4-4-9years 223/1095 (20%) 242/1081 (22%) 127 1162 ____ 0-90 {0-09)
=5 years 39412333 (17%) 469/3337 (20%) -433 2156 _-— 0-82 (0-06)
Entire breast ever remowved (p=0-61) ;
Yes 41472730 (19%) 472/2162 (22%) 422 112 B 0-83 {0-06)
Miofunknown 2031198 (17%) 2391256 (19%) -14-4 110-4 —— 0-B8 (0-09)
Ever hysterectomised (p=0-99) !
Yes 115/620 {19%) 143/679 (21%) 108 B4-4 S 0-85 (0-11)
Mofunknown CO2/2808 (18%) CR8/2739 (21%) —45.2 1673 ‘_ 0-B4 (0-06)
Menopawsal status at ATLAS entry (p=0-79) !
| Premencpausal 64/326 (20%) 73304 (24%) —7-2 34-2 —— 0-B1{0-15) |
Postmenopausal or unknown 5533102 (13%) 638/3114 (208) -48.8 2976 _~i 0-85 (0-0C)
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4
Number of events Log-rank O-E  Varance of 0-E Ewent rate ratio (95% CI) pvalue® ‘
/
Continue Stop
tamomcifen tamaxifen
to 10 years at 5 years

Analyses of events without prior recurrencet, any ER status
Death withowt recurrence

Vascular death
Stroke 62 5G 0-8 30-2 103 (0-72-1-47) 0-89
Pulmonary embaolus 10 8 0.9 4.5 1-21 (0-48-3-04) 059
Heart diseases 175 205 =175 950 0-83 (0-68-1-02) o-0F
Meoplastic death
Endometnal cancer] 17 11 28 70 1-45 (0-71-3-13) 025
Other neoplastic disease 7B 75 05 382 101 (0-74-1-39) 024
Other death
Specified cause 171 161 23 229 103 (0-83-1-28) 0-80
Unspecified cause 175 160 51 237 1-06(0-86-1-32) 058
Second cancer incidence
Contralateral breast cancer 415 460 -27-2 2187 0-88 {0-77-101) 0-07
Endometnal cancerd| 116 B3 248 A48 174 (1.30-2-34) 00002 |
Frimary Inver cancer 3 3 -0 15 0-99 {0-20-4-90) 029
Colorectal cancer 45 52 -3.8 24.5 0-86(0-58-1-27) 0-44
Unspecified site 254 251 -1.2 126-2 0-99 (0-83-1-18) o091
Mon-neoplastic disease (ever hospitalised or died)
Stroke 130 115 3-8 62-2 1-06(0-83-1-36) 053
Pulmonary embolus 41 21 oF 15-5 1-87 (1-13-3-07) 0-01
| Ischaemic heart disease 126 163 —20.F 22 075 (0-60-0.95) .02
Gallstores 75 65 £ 35-2 1-11 (0-80-1-54]) 054
Cataract 72 53 35 337 1-11 (0-79-1-56) 054

| P N TR o | —— Fi s —— D E TfaEYT 9 1% T
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2SN aTTom: Long-term effects
ATTorm " of cont.lnumg adjuvant

el tamoxifen to 10 years

e i = versus stopping at 5 years

in 6,953 women with early

breast cancer

W

Richard Gray, Daniel Rea, Kelly Handley
& 17 others

on behalf of the
al Tom Collaborators

-nif CANCER
< RESEARCH
» UK

ASCO 2013
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1000

300 -

400 -

200 -

Number randomised/year

Year of randomisation

€2
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10 vs 5 years of tamoxifen:
Recurrence by treatment ASCO 2013

50 -
580 vs 672 recurrences
w0 { RR=0.85 (95%C10.76-095) | ——r Sop
p=0.003
t ®{ An additional 143 vs 216 P o
2 recurrences since 2008 - N
# 20 4
10 -
0 - - -
o 1 2 3 “ S 3 r 8 9 10 LA 12 13 14 15
Years from Randomisation
At risk:
continue 3468 3283 3113 2933 2754 2513 2210 1959 1576 1239 924 682 463 314 190 100
stop 3485 3305 3139 2928 2714 2453 2180 1508 1527 1143 843 618 429 275 184 87
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A,

50 7

== b ans
== 10 ans

40 A

2l
=
1

24 %
21 %

Déceés (%)

P
=
1

10 1

D_ I-I | ! | | ! | ! | ! ! | ! 1

0 1 2 3 4 D 6 7 B 9 10 1 12 13 14 15

. - Années a partir de la randomisation
Patientes a risque
w3485 3399 3203 3145 2981 2748 2482 2206 1785 1347 1013 743 520 334 207 116

m— 4GS 3334 3275 3143 2972 2753 2474 2207 1804 1419 1066 794 551 369 226 130
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10 yrs vs 5 yrs BREAST CANCER MORTALITY IN ER+
rate ratio™® by period in aTTom and ATLAS

10 yrs tam. vs 5: 10yrstam.vs5: 10yrstam.vs5:
aTTom trial ATLAS trial* aTTom & ATLAS

(n=6934 ER+/UK) (n=10,543 ER+/UK) combined
(n=17,477 ER+/UK)

years 5-9 1.08 (0.85-1.38) 0.92 (0.77-1.09) 0.97 (0.83-1.15)

years 10+ 0.757 {0.63-0.90) 0.758§ (0.63-0.90) 0.751 (0.65-0.86)

All years 0.88% (0.74-1.03) 0.83% (0.73-0.94) 0.85% (0.77-0.34)

tp=0.007 §p=0.002 Tp=0.00004
#p=0.1 +p=0.004 Fp=0.001

*Inverse—variance—weighted estimate of the effect in ER+.(ATLAS, Lancef 2013)
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ORIGIN

Brea
exte
treat
@fTT

J M5B

Eligible aTTom patients
(N =6956)

Patients with available tissue
blocks collected (N=2594)

Patients tested with BCl and
IHC (N=2004)

Resulted BCI & IHC analysis
(N=1984)

HR+ with BCI results
(N=1822)

Mode-negative
(N=1018)

Excluded by pathology review (n=590)
- Lack of invasive breast carcinoma

- Insufficient tumor content

TMA core missing
(N=20)

Hormone receptor
negative (N=162)

Modal status unconfirmed
(N=221)

«<»

/,
4

” v



£

Tamoxifene: durée du traitement

A All N+ patients

9 o
['s)

> = 10-year

& Qo — Syesr

o

o

5 8

3

o

c &

‘s

% 2

©

0

S 7 9 11 13 1B
Years

No. at risk

10-year291 259 225 196 174 151
S-year292 273 242 217 181 148

All N+ Patients

BCIl (H/)-Low

BCI (HN)-High

BCI (H/l)-High BCI (H/l)-Low
o (=31
w o
5 = 10-year i = 10-yoar
g Q4 — Syear € 24 — Byear
Qo a
e "% e
e B o g 8
g
¢ & x &
S e
3 24 g e
x P=0027 x
o - (=]
f T T T T T 1
17 5 7 9 T 13 15 1T 5 T 9 11 13 15 17
Years Years
No. at risk No. atrisk
102 10-year150 137 120 105 92 79 48 10-year141 122 105 91 82 72 54
95 Syear137 126 106 91 74 62 37 S-year155 147 136 126 107 86 58
Favors 10-year Favors S-year
-
81— 088 (065-1.18)

—f§——— |0.35(0.15-0D.88)

T
0.0

0?5 1.0 1 TS 2'.0 2?5 3.0
Hazard Ratio (mean = 95% CI)
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=

Use of luteinising-hormone-releasing hormone agonists as
adjuvant treatment in premenopauvusal patients with
hormone-receptor-positive breast cancer: a meta-analysis of
individual patient data from randomised adjuvant trials

>

Lancet 2007 : 369: 1711-23

LHRH-agonists in Early Breast Cancer Overview group™

1061 patients

£0- | — Tamaiten F i p
n ~--- LHRH agoniststamaxifen g 507 _I;E:“E"m i
- - ) e agonist +tamoifen
§ 40q[ HROMS 5nO0G-10 p-00 = 404 | HRO84 9% 005311 p033
g gz
| i
=
S - 5 -
= 0
B B
2 104 2 107
2 A
0- E 0 — T T T T T T T T 1
| | | | | | | | | | | 1 . 3 4 E .EI T'r 3 g, 10
01 2 3 4 5§ &6 7 &8 § 10 . o
Mumber at risk Number at risk Vears since randomisation
Tamawifen G61 498 383 26 131 63 Tamowifen 661 G38 455 267 161 g9
|MRHagoniststamakifen 450 407 W3 126 132 78 HRHagoniststamaifen 452 437 s 16l 157 03
Rechutes Déces
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Phase 11l Comparison of Tamoxifen Versus Tamoxifen Plus , '
Ovarian Function Suppression in Premenopausal Women ~
With WNode-INegative, Hormone Receptor—Positive Breast

Cancer (E-3193, INT-0142): A Trial of the Eastern

Cooperative Oncology Group

Arrrye J. Tevaarwerd, AMolin Warng, Ferngrrrinn Zhao, John H. Fettirnng, David Cella, Lyrin

' J Clin Oncol 32:3948-3958. © 2014,

Enroliment
(N = 345
| *RH +
Stratify *Taille<3 cm
Hormonal receptor status (PgR+ and ER+/-/unknown v PgR-/unknown and ER+) *N —
Tumor size (=2 cm v>2cm and < 3 cm)
Type of avarian ablation to be done {LHRH analog v cophoratomy v radiation) *Pas de chimiothérapie
*Castration chimique,
—  Random assignment radique ou chirurgicale
*Durée du traitement: 5 ans
| | *Objectif primaire: SG et
Allocated to tamoxifan alona Allocated to tamoxifen plus OFS SSM
20 mg PO daily for 5 years Tamoxifen 20 mg PO daily plus OFS
(n=11} of choica for 5 years

(n=174}



Phase 11l Comparison of Tamoxifen Versus Tamoxifen Plus
Ovarian Function Suppression in Premenopausal Women
With WNode-INegative, Hormone Receptor—Positive Breast

£

Tamoxifene et suppression ovarienne

¢

Cancer (E-3193, INT-0142): A Trial of the Eastern
Cooperative Oncology Group

Arrrye J. Tevaarwerd, AMolin Warng, Fernngrrrinn Zhao, John H. Fettirnng, David Cella, Lyrnne I Wagrner,

i)

05 (probability)

Mo. at risk
Tamoxifen

0.8+

'I_ﬂ-ll T
. | MR
G-year rate: 06.2% v 07.6%
_10-vearrate: S3.0% w02 4%

0.6+

0.4

0.2+

Log-rank F= .67
Un-adjusted HA (85% Cli: 1.19(0.52 to 2.70]
Adjusted HR (85% C1)- 1.18 {0.53 to 2.65)

== Tamaoxifen (13 deaths &7 patients)
Temoxifen + OF5 (11 deatha!1 70 patients)

12 32 465 6 7 8 8 101112 13

Time Since Random Assignment (years)

167 167 163 160 157 153 140143140128 76 27 2 O
Tamoxifen + OFS 170 169 167 165 160 155 152 147136 115 &d 23 €& 0O

B

DFS {probability)

Mo. &t risk
Tamaoxifen

Tamoxifen + OF5 170 166 160 156 148 141 137 132 124 105 &5 2

0 1 2 3 4 5 6 7 8

G-year rate: B7.9% v BO.T%

Log-rank P= .62
Un-adjusted HR (85% Cl): 1.16 (0.64 to 2.08)
Adjusted HR (35% Cl): 1.17 (0.64 to 2.12)

== Tamoxifen (24 OFS events/ 167 patients)
Temoxifen + OFS (21 DFS eventa 170 patients)

g 10 11 12 13
Time Since Random Assignment (years)

167 1671 155 154 147 141 136131130118 68 24 2 0O
S0



«?

Tamoxifene et suppression ovarienne

OR ICGIMNAL ARTICLE

Adjuvant Ovarian Suppression

in Premenopausal Breast Cancer

N Engl | Med 2015;372:436-46.

Prudence A. Francis, M.D., Meredith M. Regan, Sc.D., Gini F. Fleming, M.D., SOFT

3066 Patients underwent randomization

|}

|

1021 Were assigned to receive
tamaoxifen

1024 Were assigned to receive
tamaoxifen plus ovarian suppression

1021 Were assigned to receive
exemestane plus ovarian suppression

*K sein opérable
*RH + (> 10%)

*femme préménopausée ou statut non ménopausique dans les 8 mois suivant la CT
*Castration chimique (Triptorelin 3,75 mg mensuel), radique ou chirurgicale

*Suivie de 67 mois

*Durée du traitement: 5 ans

*Objectif primaire : survie sans maladie
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Table 1. Characteristics of Patients in the Primary Analysis, Overall and According to Chemotherapy Cohort.*

Characteristic
Age at randomization
Median — yr
Distribution — no. [2&)
=35 ¥yr
35—-39yr
4049 yr
=50 yr
Lymph-node status — no. (2&)
Megative
Positive
Tumor size — no. (2&) 7
=2 Cm
=2 Cm
Tumor grade — no. (%)%
1
2
3
HER2-positive — no. (%a)
Interval from surgery to randomization — mo
Median
Interquartile range

Endocrine therapy before randomization — no. (%)%

(N=1949)

4G

14 (1.5)
78 (8.2)
702 (74.0)
155 (16.3)

861 (20.7)
88 (9.3)

806 (84.9)
136 (14.3)

389 (41.0)
483 (50.9)
65 (6.8)
40 (4.2)

1.8
1.2-2.4
47 (5.0)

Mo Chemotherapy Prior Chemotherapy
(N=1084)

40

219 (20.2)

300 (28.5)

522 (48.2)
34 (3.1)

463 (42.7)
621 (57.3)

526 (48.5)
513 (47.3)

151 (13.9)
523 (48.2)
374 (34.5)
196 (18.1)

5.0
5.5—10.3
475 (43.8)

Cwerall

(N=2033)

43

233 (11.5)
387 (19.0)

1224 (60.2)
189 (9.3)

1324 (65.1)
709 (34.9)

1332 (65.5)
649 (31.9)

540 (26.6)
1006 (49.5)
439 (21.6)
236 (11.6)

3.2
1.7—-8.33
522 (25.7)
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OR ICGIMNAL ARTICLE

Adjuvant Ovarian Suppression
in Premenopausal Breast Cancer

Prudence A. Francis, M.D., Meredith M. Regan, Sc.D., Gini F. Fleming, M.D.,

A Disease-free Survival

Patients [%4)

Mo. at Risk
Tamaxifen
Tamaoxifen—05

100-
W_M
804 Tamaxifen
70+
Eﬂ._
50+
40
30
20
10-

ﬂ. ] ] 1 ] 1 1
0 1 2 3 £ 5 6
Years since Randomization
1013 a51 295 847 718 525 109
1015 066 927 878 742 556 149

N Engl ] Med 2015;372:436-46.

SOFT

No. of

Patients 5-Yr
No.of with Rate
Patients Event %

Tamoxifen

Tamoxifen—0S

Hazard ratio for recurrence, second invasive cancer,
or death, 0.83 {95% CI, 0.66-1.04)

P=0.10

1018 160 B47
1015 133 E6.6
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B End Points, Overall and According to Chemotherapy Cohort

No. of Patients
End Point MNo. of Patients with Event 5-Yr Rate (%) Hazard Ratio (95% Cl) P Value

Tamoxifen—05S Tamoxifen Tamoxifen—OS Tamoxifen Tamoxifen—05 Tamaoxifen
Disease-free survival

All patients 1015 1018 139 160 B6.6 E47 —.—i— 0.83 (0.66-1.04) 0.10
Prior chemotherapy :
Mo 473 47 32 38 934 93.3 &_:ri 0.83 (0.52-1.34) 0.96
Yes 542 542 107 122 BO0.7 77l i 0.82 (0.64-1.07)
Freedom from breast E
cancer !
All patients 1015 1018 120 140 EE4 Eo.4 i 0.81 (0.63-1.03) 0.09
Prior chemotherapy !
Mo 473 476 3 24 95.1 95.8 0.95 (0.54-1.69) 0.54
Yes 542 542 a7 116 B2.5 78.0 : 0.78 (0.60-1.02)
Freedom from distant !
FeCUrrence :
All patients 1015 1018 29 96 91.3 90.7 0.38 (0.866-1.18) 040
Prior chemotherapy |
Mo 473 47 7 6 98.7 98.6 : = 1.1 (0.39-3.44) 0Ou62
Yes 542 547 82 90 84.8 83.6 —i,'— 0.87 (0.64-1.17)
Overall survival i
All patients 1015 1018 47 59 96.7 51— 0.74 (0.51-1.09) ©0.13
Prior chemotherapy i
Mo 473 476 B 2 94.2 99.8 : =384 (0.81-18.08) 0.03
Yes 542 542 39 57 94.5 90.9 —.-—: 0.64 (0.42-0.96)
[I'.IES I {I'.ISD I l-::IU I E.IEHZI I 4.'!](]

i
i

Tamoxifen— 08  Tamoxifen
Better Better




MNo. Patients HR {95% CI) HR (95% CI) Mo. Events 5.yr DFS % P
Tamoxifen+OFS Tamoxifen T+0OFS Tamoxifen T+0OFS Tamoxifen
|
All Patients 1015 1018 _-.:, 0.83 (0.66-1.04) 139 160 B86.6 847 10
1
- : -

<35 124 112 — 0.68 (0.41-1.10) 29 as 772 67.1 E-|
35-39 184 203 , 0.78 (0.49-1.24) 33 41 8.7 80.1
40-44 311 307 1 092 (059-143) 38 41 87.3 862
45.49 301 305 - 1.01 (060-1.72) 28 27 92.1 9z 4
=50 28 91 - 0.64 (0.30-1.38) 1 16 883 852

Lymph Node Status . a3
pNOD 662 662 -, 0.69 (0.48-0.97) 54 76 92.5 89.8
ph+ 1-3 257 258 - 1.03 (0.69-1.56) 47 45 807 808
phi+ 4+ 96 o8 —-:— 0.81 (0.52-1.26) 38 39 625 58.7

Tumor Size i A2
<1 em 160 167 -——1— 0.45 (0.22-0.92) 11 24 827 85.7
1-2 em 496 506 0.76 (0.52-1.12) 45 59 a2.0 89.8
= 2.5 cm 203 280 _q—;— 0.87 (0.60-1.28) 56 59 80.4 78.1
=5 cm 4 3s —- 1.60 (D.74-3.43) 19 10 55.2 68.9
Linkmown 25 27 1 a8 8

Tumor Grade I 23
1 265 275 - 123 (0 66-229) 22 18 940 937
2 514 492 —— 0.67 (048095) 59 79 88.4 84.4
3 212 227 —-.— 0.85(0.59-1.23) 54 61 741 735
Linknown 24 24 1 4 2
ER+ /| PgR+ 895 896 1 0.90 (0.70-1.16) 115 122 87.5 B6.7
ER+ / PgR- 83 76 0.77 (0D42-1.41) 20 22 75.1 715
ER-/ PgR+ 20 26 «— | | 0.14 (0.03061) 2 13 950 561
Other 17 20 ' 2 3

HER2 Status : 04

—hiogative 867 867 - 0-88-{0-66-3-43 )32 130 862 863
Positive 119 117 +———| | 0.42 (0.22-0.80) 14 27 88.0 75.6
Unknown 29 44 . 4 3
25 s0 10 20 4D
- »
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Tamoxifen with ovarian function suppression ‘
versus tamoxifen alone as an adjuvant treatment ~
for premenopausal breast cancer: a meta-analysis
of published randomized controlled trials

Shunchao Yan'  OncoTargets and Therapy 2015:8

Table | Characteristics of the studies included in this meta-analysis

Study Recruitment ~Entry criteria  HR status Determination of Median ~ Treatment arms TAM Chemotherapy  Median
name period (stage) menapausal status age (patients number) treatment follow-up
ZIPP* 987-1999  Supelorll Regardless of ER status  LMP of <6 months M Observation (451) 1 years Permitted 5.5 years
Goserelin (469)
TAM (880)
TAM + goserelin (885)
ABC (OSAS 19932000  TI-3a NO-LM)  Regardless of ER status  LMP of <2 months 4 TAM (1,081 5 years Permitted 5.9 years
TAM + OSA (1,063)
E3093% 199197  T=3em N0  ERpostiveandlor PR MP =6 months or 4 TAM(I67) 3 years Mot permitted 9.9 years
pasitive premenopausal estradiol level TAM +OFS {170)
in women of =55 years
SOFT" 00320011 TI-3,NO2 ERorPRinatlesst — [MPof <b monthsandlor 43 TAM{1,018) 5 years Permitted 5.6 years
|0% of the cels premenopausal estradiol level TAM+OFS (1013)

Exemestane +OF5 (1,021)
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Tamoxifene et suppression ovarienne

Tamoxifen with ovarian function suppression . '
versus tamoxifen alone as an adjuvant treatment .
for premenopausal breast cancer: a meta-analysis
of published randomized controlled trials

Shunchao Yan'  OncoTargets and Therapy 2015:8

DFS
A Study or TAM + OF5 TAM Weight Risk ratio Risk ratio
subgroup Events Total Events Total M-H, fixed, 95% CI M-H, fixed, 95% ClI
ABC (OASF 290 1,063 306 1081  41.3% 06 (0.84, 1.10) i
E-3193* 71 170 24 167 3.3% 86 (0.50, 1.48) ==
SOFT™ 139 1,015 160 1018 21.7% DEL? (0.71,1.07) :
ZIPP® 291 885 247 880 33.7%  0.89(0.76, 1.04)
Total (95% Cl) 3133 3,146 100%  0.92(0.84, 1.00) )
Tota events 671 737 | i 1' i
Heterogeneity: }y*=0.94, df=3 (P=0.82); I*=0% 0.01 0.1 1 10 100
Test for overall effect: Z=1.90 (P=0.06) Favors Favors

(TAM + OFS) (TAM)
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Tamoxifen with ovarian function suppression . '
versus tamoxifen alone as an adjuvant treatment .
for premenopausal breast cancer: a meta-analysis
of published randomized controlled trials

Shunchao Yan'  OncoTargets and Therapy 2015:8

OS
B Study or TAM + OF5 TAM Weight Risk ratio Risk ratio
subgroup  Events Total Events Total M-H, fixed, 95% CI M-H, fixed, 35% CI
ABC (OASY 215 1063 230 1081 532% 085(081,1.12) i
E-3193" 11 7 13 167 31%  0.83(0.38, 1.80) —t
SOFT" 47 1015 59 1018 13.7%  0.80(0.55 1.16) il
ZIPP* 116 85 128 880  30.0% 0890(0.71,1.14) L
Total (35% Cl) 3133 3146 100%  0.91 (0.80,1.03) {
Told evenls 389 430 : , , ,
I I I 1
Helerogeneity: }°=0.79, df=3 (P=0.85); I*=0% 001 01 1 10 100
Tesl for overall effect: 7=145 (P=0.15) Favors Favors

(TAM +OFS) (TAM)
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Tamoxifen with ovarian function suppression '
versus tamoxifen alone as an adjuvant treatment ~
for premenopausal breast cancer: a meta-analysis
of published randomized controlled trials

Shunchao Yan'  OncoTargets and Therapy 2015:8

OS CT-
A Studyor  TAM+OFS  TAM Weight Risk ratio Risk ratio
subgroup  Events Total Events Tofal M-H, fixed, 35% CI M-H, fixed, 95% CI
3193 T 170 13 167 197%  0.83(0.38, 1.80) .
SOFTE 8 a2 46 30% 403 (0.86, 18.86) | I
ZIPT: 55 57 51 ST TI3%  1.06(074, 152) B
Total (95% CI) 1470 1160 100%  1.10(0.80, 151) 4
Total avents 74 66
Heterogenelty: 72=3.26, df=2 (P=0.20); F'=39% — —
Testfor overal effect: Z=0,60 (P=0.55) oot . 1 0 W

Favors Favors
(TAM + OFS) (TAM)
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Tamoxifen with ovarian function suppression '
versus tamoxifen alone as an adjuvant treatment ~
for premenopausal breast cancer: a meta-analysis
of published randomized controlled trials

Shunchao Yan'  OncoTargets and Therapy 2015:8

OS CT+
B Studyor  TAM+OFS  TAM Weight Risk ratio Risk ratio
subgroup  Events Total Events Total M-H, fixed, 95% Cl M-H, fixed, 95% CI
SOFT® 39 M o pd2  436%  0.68(046 1.01) 1 |
ZIPP? 60 i W 358 564%  0.82(0.60 1.11) o
Total (35% CI) 897 900 100%  0.76(0.60,0.97) 4
Total events 99 131 1 J .
Haterogenaity. 72050, df=1 (P=0.48); I*=0°% 0ot 0t 1 10 100
Test for overal effect; 7=2.23 (P=0.03) Favors Favors

(TAM+OFS)  (TAM)
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¢

The NEW ENGLAND JOUOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

Tailoring Adjuvant Endocrine Therapy
for Premenopausal Breast Cancer

SOFT: SUPPRESSION OF OVARIAN FUNCTION TRIAL

Durée: Dec 2003-Jan 2011

. g ] Median follow-up 8 years
Stratification

CcT: TAMOXIFEN X 5Y
- 47% des femmes : Pas de CT (n=1018)
-53%0 en pré ménopause
apres une CT

TAMOXIFEN+OFS X 5Y

(n=1015)

Caj?.tratio_n: Exemestane+0OFS x S5y
-Triptorelin (291%:) (Nn=1014)

OF5=C0warian Function Suppression

Statut
ganglionnaire:
-Positive (34.5%)

Francis P et al; NEJM 2018
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2017 SAN ANTONIO BREAST CANCER SYMPOSIUM December 5-9, 2017

amoxifene et suppression ovarienne

SOFT DFS

8 years median follow-up

100- Absolute Benefit
\\l‘“ vs. T
M LT —
e T+OFS 4.2%
60 E+OFS 7.0%

Pts Events 8-yr% HR (95% Cl)vs. T

204 T 1018 208 789
T+OFS 1015 167 832 076(062-093) P=0009
E+OFS 1014 143 859 0.65(0.53-0.81)

0o 1 2 3 4 5 6 7 8 0
Years since Randomization

Percent Alive and Disease-Free

am  T+OFS significantly improves DFS vs T-alone in the overall population
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- 2017 SAN ANTONIO BREAST CANCER SYMPOSIUM Decamber 5-9, 2017

SOFT DFS

8 years median follow-up

8-yr DFS | 8-yr DFS HR: T + OFS 8-yr DFS HR: E + OFS
T T+ OFS vs T E+OFS vs T

S ¥, L
-0 J
'O 9%
v /9 \
- AT
4
- -_-
s

PAES :
1.

o |y oty

2 A0 . x g
y A IS B
' {3 g

Fleming G. et al., SABCS 2017, GS4-03



Percent without distant recurrence

“o»
Tamoxifene et suppression ovarienne

Y

Etude SOFT: Patientes sans CT adjuvante

Distant Recurrence-Free Interval Overall Survival
100 EEEEEE—— ’1[]{]-———-—___
8od T — ] —
[+ S — 80 Lm—s —_—
E+OFS —— E+OFS mm—
60 o B0 -
<
40- @ 40
Pls Events 84r% o Pls Events Byr%
204 T 476 10 978 4 T 476 5 088
T+OFS 473 11 478 T+0OFS 473 10 979
0 E+OFS 470 5 993 E+QFS 470 9 o977
01 2 3 4 5 6 7 8 @ 0 1 2 31 4 &% & T 8& 0
Years since Randomization Years since Randomization

— Population a tres faible risque de rechute.
Fleming G. et al., SABCS 2017, GS4-03
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Etude SOFT: Patientes avec CT adjuvante

Percent without distant recurrence

Distant Recurrence-Free Interval Overall Survival

Absolute Benefit

Absolute Benefit at8yearsvs. T

mu.%r;& T Dﬂ-\%x
IR T — [ B0 4 T — -
T+OFS — T+0FS 2 1% [+OFS e T+0FS 4.3%
ol E+OFS — E+OFS 4.5% E4+0FS s E+0OFS 2 1%
£ 601
<<
40 E 40
Pts Events Hyr% HR (95% Cljvs. T K Pts Events &yr% HR (95% Cljvs. T
204 T 542 105 800 30 1 542 B3 851
T=0F5 542 93 621 0.84(0.64-1.12) . Ly i q B0 10 470 B4
o| ETOFS 544 8 845 07405609 EAOFS 244 G7  §72 079057109
T T T T T ¥ T T T ¥ {]' T T T T T I| T
0 1 2 3 4 ] i} 7 8 g [] 1 2 3 4 g 6 7 B g
Years since Randomization Years since Randomization

- Ameélioration significative de la survie globale (HR = 0,59)

dans le bras TAM + SO.  Fieming G. et al, SABCS 2017, GS4-03



Hormonothérapie dans le K du sein

/' -
hypothalamus ‘

* Premenopausal
and
Analogues de e Postmenopausal
la LHRH
e e
pituitary gland
ovary p adrenal gland
Androgens
Androgens
(Aromatase)
B (Aromatase)
Estrcgens /L Breast
( LIy
Progestatifs > | }._/ \,{
) (
SERM = Anti-oestrogenes Déplétion en oestrogenes au mieux
seEcive Eslopen ReteIior Moriiaior: réalisée par une inhibition spécifique
+ 35ansdutilisation de I’aromatase qui convertit les
+  Standard précurseurs des oestrogénes

en oestradiol et oestrone
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DF5 hazard ratio TTDR or DRFI or

Study Arms TTR or RF5 BCFl or BCFS 05 hazard ratio
(95% CI) hazard ratio DRFS or DDFS hazard ratio (95% CI)
(95% CI) hazard ratio (95% CI)
(95% CI)
Monotherapy analysis (versus tarmoxifen)
ATAC [53] 120~ Aoversus T wersus 091 (0.83-099) TTR Q.84 TTDR Q87 (0.77-099) A 0.97 (0.88-1.08)
rmanth follow-up T+A P=004 (0.75-093) P= 000 P=003 P=05
(5 years) HR* patients 086  HR® patients 079  HR* patients 0.85 HR* patients 0.95
(0.78-095) P=0.003 (0.70-0.85) (0.73-098) P=0.02 (0.84-105) F=04
F=00002
BlG 198 [54] 8.1- L wersus T 053 (0.78-0.95) MA DRFI1 086 (0.74-09498) BCFI 086 (0.75-0.98) 087 (0770999
year follow-up P= 0007 F= 0047 FP=003 P=0.048
IPCW Q.82 (0.74-092) IPCW 079 (068-092) IPOW 0.80 (070092 |POW 079 (0.69-090)
F=0D002 F=01003 F=0002 P=000006
TEAM [45] 275 Upfront E (2.75 089 (0.77-1.03) A A A MA
year follw-up (be-  years) versus T FP=012
fore the switch)
Sequertial therapy analysis
ES [45] 91-month T— E versus T— 0871 (0.72-091) A TTDR 084 (0.73-097 BCFS 081 (0.71-092) 0.53 (0754099
follow-up T (5 years) F=0001 F=0m P <0001 P <004
ARMO 95 [47] 301- T (2 years)—A 055 (0.44-1.00 A LA A 0.53 (0284099
rmanth follow-up (3 years) versus T = 0049 P=0.045
(2 yearg)—T
(3 ye=ars)
ABCSG Trial 5 [458] T (2 years)—A 091 {0.75-1.103) RF5 080 (0631- DRFS 0.78 (0.60-099) A 0.87 (064-1.08)
Sl-month followe- (3 years) versus T F=033 1.013) P=006 F= 0046 F=0233
up (5 years)
MA [49] 128- T (23 years)—A MA RFS 064 (044-094) A BCFS 072 (044-1.17) 079 {052-1.27)
moanth follow-up (S years) versus T F=002 =02 =03
(5 ye=ars)
BlG 198 [54] 8.1- L—T wversus L—T 1.06 (0.91-1.23) A L—T DRFI 1.14 (092- L—T BCF1 110 (091- L—T 0597 (080-1.19)
year follow-up T—L (5 years) FP=045 142) P=024 132 F=034 P=0.79
T—L 107 (0.92-1.25) T—L 123 (099-153) T—L1.16 (05861.40) T—L1.10 (090-133)
F=035 F= 0086 F=012 P=0.35
TEAM [55] S-year E (5 years) wversus 1.06 10.91-1.24) RF5 1.06 (0.88-1.28) P MNA 1.00 {0891 14)
folkow-up (after sequential T—E P=042 F=053 P =099

the switch)




£
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Aromatase inhibitors versus tamoxifen in early breast

cancer: patient-level meta-analysis of the randomised trials

Farly Breast Cancer Trialists” Collaborative Group (EBCTCG)*

Recurmence (%)

A
CO— SBECwomen 1791 events
RRE=0-80(95% O 0-73-0-88)
404
10-vear gain 2-63 (95% C1 1.7 to -4)
Losg-rank 2pec0-0:0001
30+
Tamcifen
22-T%
191w
-
10— -
!
‘/ o e0w
o | T
0 L 10

Death from amy causs (%)

¢ v

Lancet 2015; 386:1341-52

D
L0 9385 women, 1936 deaths
RR=0-89 (95% C1 0-8-0-97)
40—
10-year gain 27% (95% C1 0-1to 4.7)
Log-rank 2p=0-01
30—
Tamuoxifen
2405
- Al
;.x” 213%
/.;
- =
Q4%
104 4
- 82w
0 T T
i} L 10

Years
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Fhe NMEW EINGLAIMND JOIITER MNAL of MEDICI MNE

| OR IGIN AT, ARTICILE | b

Endocrine Therapv plus Zoledronic Acid
in Premenopausal Breast Cancer ABCSG 12

PMichael Grnant, M._.D., Brigitte Mlineritsch, M.D ., Walter Schippinger, M.D.,

15803 Patients were enrolled and underwert randormization

| | |

450 Were assigned to meeive
goserelin plus anastrozele plus

453 Were assigned to receive
goserelin plus anastrozole

449 Were assigned to receive
goserelin plus tamoxifen plus

451 Were assigned to receive
goserelin plus amexifen

T T zoled ranic acid zoled ranic acid

*1803 patientes avec K sein stade I-II

*RH + (> 10%)

*< 10 N+

*Pas de tumeurs pT4

*Pas de chimiothérapie adjuvante (CT néoadjuvante possible)

*Castration chimique par Goserelin 3,6 mg mensuel

*Durée du traitement: 3 ans

*Objectif primaire : survie sans maladie Gnant M et al, N Engl J Med 2009.



Table 1. Demographic and Baseline Disease Characteristics of Patients in the Intention-to-Treat Populatiomn.®

Tamoxifen plus

Anastrozole plus

Tamaox ifern Zoledronic Acid Anastrozole Zoledronic Acid
Characteristic (MN=451) (MN= 449) {(M=453) (M= 450)
Age at study entry
Median — yr 45.5 45 3 45.0 445
Range — ¥r 27.6—56.5 27 . 5—-56.3 25.9-56.3 Z22.8-56.4
=40 yT — no. (FE) B0 (17.7) G7F (14.9) B8 (19.4) ol [(20.2)
I = A0 YT — o, (25 370 (82 O) 382 (85_.1) 354 (80.4) 358 (79.5]
Cancer stage — no. (35])
T1 338 (74.9) 335 (74.6) 348 (76.8) 339 (75.3)
=T2 o9 (22.0) of (2Z1_8) Q3 (20.5) oF (21.6)
LI keronsem 13 (2.9) 16 (3.6) 11 (2.4) 13 (2.9)
Modal status — no. (95)
MNegative 0L (66.7) 295 (65.7) 303 (66.9) 302 (67.1)
Positive 136 (30.2) 138 (30.7) 139 (30.7) 135 (30.0)
U kenosswm 13 (2.9) 16 (3.6) 10 (2.2) 12 (2.7)
Histologic grade — no. [(2&)
| 10rz 344 (76.3) 344 (7E.6) 344 (75.9) 339 (75.3)
3 23 (20.6) 29 (19.8) oQF (21.4) o8 (21.8)
L ko 13 (2.9) 16 (3.6) 11 (2.4) 12 (2.7)
Estrogen-receptor status — no. (25)
MNMegative 16 (3.5) 19 (4.2) 15 (3.3) 17 (3.8)
Low expression 51 (11.3) 51 (13.6) 54 (11.9) 58 (12.9)
PAedium expression 166 (36.8) 149 (33 _.2) 167 (36.9) 153 (34.0)
High expression 204 (45.2) 204 (45.4) 206 (45.5) 210 (46.7)
U bkenoswn g 14 (3.1) 16 (3.6) 11 (2.4) 12 (2.7)
Progesterone-receptor status — no. (&)1
MNMegative 40 (8.9) 32 (7.1) 34 (7.5) 36 (8.0)
Low exXpression 52 (11.5) G4 (14.3) S8 (12.8) 59 (13.1)
PAedium expression 160 (35.5) 142 (31.6) 149 (32.9) 131 (29.1)
High expression 185 (41.0) 195 (43.4) 200 (44.2) 212 (47.1)
L koo 5 14 (3.1) 16 {3.6) 12 (2.68) 12 (2.7)
Preoperative chemotherapy — no. (%5)
No 406 (90.0) 404 (90 0) 408 (90.1) 405 [(20.0)
Wes 24 (5.3) 23 (5.1) 24 (5.3) 26 (5.8)
L beronem 21 (4.7) Z2Z (4.9) 21 (4.6) 19 (4.2)
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The IMEW EIMNGILANMND JTOIUIOTRIMNMAL of MEIDICINE

/
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Endocrine Therapy plus Zoledronic Acid
in Premenopausal Breast Cancer

PMichael Grnant, M._.D., Brigitte Mlineritsch, M.D ., Walter Schippinger, M.D.,

A E
100+ 100
_ E{F—K“\x\_l_k a0 T
& 804 — . — 804
' 704 Hazard ratio for disease progression, 1.10 2 10 Hazard ratio for death, 1.80 (95% CI, 0.95-3.3§)
= (95% Cl, 0.78-1.53) :ﬂ‘ FP=0.07, Wald test
60| P=0.59, Wald test 2 60| P=0.07, log-rank test
E 5g | P=0.59, log-rank test E 0
w40 MNo. of = 404 Mo. of
O [
@ 304 events @ 30 eyents
@ 20 ----- Anastrozole 72 8 70 ----- Anastrazole 27
o 10- — Tamaxifen 65 104 — Tamaoxifen 15
{'l I | | | I I 1 {'l I I I I I I |
0 12 24 36 48 &0 72 24 0 12 24 36 48 &0 72 24
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Anastrozale 03 R44  T25 540 411 255 134 tl Anastrozole 903 B49 743 558 436 271 151 59

Tamoxifen 900 B34 F1E 352 411 243 129 50 Tamoxifen 900 340 T36 530 439 264 141 60
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Adjuvant Ovarian Suppression
in Premenopausal Breast Cancer
Prudence A. Francis, M.D., Meredith M. Regan, Sc.D., Gini F. Fleming, M.D., SOFT

N Engl | Med 2015;372:436-46.

3066 Patients underwent randomization

| " |

1021 Were assigned to receive 1024 Were assigned to receive 1021 Were assigned to receive
tamoxifen tamaoxifen plus ovarian suppression exemestane plus ovarian suppression

*3066 patientes avec K sein opérable (2003-2011)

*RH + (> 10%)

*femme préménopausée ou statut non ménopausique dans les 8 mois suivant la CT
*Castration chimique (Triptorelin 3,75 mg mensuel), radique ou chirurgicale

*Suivie de 67 mois

*Durée du traitement: 5 ans

*Objectif primaire : survie sans maladie
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Adjuvant Exemestane with Ovarian Suppression ~ v

in Premenopausal Breast Cancer
TEXT

TEXT

Population: Premenopausal women with endocrine-responsive early breast cancer who should
receive OFS from the start of adjuvant therapy.

Enrollment November 2003 through April 2011
Final accrual: 2672 (revised target: 2639)

Stratify: Tamoxifen + OFS (Triptorelin)

* Chemo planned

* Nodal Status
Exemestane + OFS (Triptorelin)

MN—-—-=00Z2>»2X
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Adjuvant Exemestane with Ovarian Suppression o
in Premenopausal Breast Cancer

TEXT

*2672 patientes avec K sein opérable (2003-2011)

*RH + (> 10%)

*femme préménopausée ou statut non ménopausique dans les 8 mois suivant la CT
*Castration chimique (Triptorelin 3,75 mg mensuel en concomitant avec la CT si
indiquée), radique ou chirurgicale

* TAM ou EXE débutés apres CT ou 6 a 8 semaines apres Triptorelin

*Suivie de 67 mois

*Durée du traitement: 5 ans

*Objectif primaire : survie sans maladie
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Adjuvant Exemestane with Ovarian Suppression

in Premenopausal Breast Cancer

Olivia F"agaﬂL M EMGL | MED 371;2 MEJM.ORG JULY 10, 2014

2672 Patients underwent randomization

A

3066 Patients underwent randomization

in TEXT in SOFT
l l i ¥
1338 Were assigned to 1334 Were assigned to 1021 Were assigned to 1024 Were assigned to 1021 Were assigned to
exemestane plus ovarian tamaxifen plus ovarian exemestane plus ovarian tamaoxifen plus ovarian tamoxifen
suppression suppression suppression suppression

| j |
2359 Were assigned to 2358 Were assigned to
exemestane plus ovarian tamoxifen plus ovarian

SUppression suppression
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Table 1. Characteristics of Patients in TEXT and SOFT, Overall and According to Trial and Chemotherapy Stratum.*

Characteristic

Age at randomization — no. (%)
<35 yr
35-39yr
40-49yr
=50yr
Lymph-node status — no. (%)
Megative
Positive
Tumor size—no. (%) 1
=2 cm
=2 cm
HER2 positive — no. (%)

Interval from surgery to randomization
— mo

Median
Interquartile range

Endocrine therapy before randomization
— no. (%)§

No-Chemotherapy
Cohorts
TEXT SOFT
(N=1053) (N =043)
41 (3.9) 14 (1.5)
123 (11.7) 68 (7.2)
768 (72.9) 690 (73.2)
121 (11.5) 171 (18.1)
835 (79.3) 865 (91.7)
718 (20.7) 78 (8.3)
847 (80.4) 800 (34.8)
203 (19.3) 139 (14.7)
54 (5.1) 30 (3.2)
1.5 1.3
1.1-1.9 1.3-2.4
— 44 (4.7)

Chemotherapy
Cohortsy
TEXT S0OFT
(N=1607) (N=10&7)
191 (11.9) 224 (20.6)
289 (18.0) 312 (28.7)
1048 (65.2) 515 (47.4)
79 (4.9) 36 (3.3)
542 (33.7) 470 (43.2)
1065 (66.3) 617 (56.8)
738 (45.9) 537 (49.4)
844 (52.5) 508 (46.7)
272 (16.9) 211 (19.4)
1.2 2.0
0.9-1.6 5.7-10.1
— 453 (41.7)

Owerall
(N=4690)

470 (10.0)
792 (16.9)

3021 (64.4)
407 (8.7)

2712 (57.8)
1978 (42.2)

2922 (62.3)
1694 (36.1)
567 (12.1)

1.6
1.1-2.7
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Adjuvant Exemestane with Ovarian Suppression .
in Premenopausal Breast Cancer

Olivia Pagani, wenciymenzz Ngm.D Oyerall Sunvival

100
. . m
A Disease-free Survival 50-
100
_‘—-—-——-.____:_Q 804 %
90
80— 70 No. of
F Patients
70 ': No.of  with 5.Yr No. of
£ 6o g Patients Event % Patients
“ No §  404|— Bxemestane-0S 2346 102 959 No.of — with — 5-Yr
E ™ Pati s | Tamoxifen-05 234 52 963 Patients Event %
B 401 i =S 2346 175 92.8
o 1T— Fremestane-O5 23 50| Hazard ratio for death, 1.14 (95% CI, 0.86-151) of 2344 %2 aas
304 +— Tamoxifen-0S 23 P=0.37 :
20+ |Hazard ratio for recurrence, s 10+ requrrence, 0.66 (35% Cl, 0.55-0.80)
10 | ordeath, 0.72 (95% CI, 0.61 0 : : : : . .
P<0.001 0 1 2 3 4 5 6
o 0 '1 ‘l_,_ _L' Years since Randomization 3' Jli _r:, EI-,
Years since Ran Vo- at Risk ts since Randomization
Exemestane- 2346 2271 2235 1980 1631 1393 938
Mo. at Risk 0%
Exemestane- 2346 2217 2128 1848 Tamoxifen- 2344 2298 2246 1997 1659 1424 952 '8 1863 1534 1309  &79
o5 05
Tamoxifen— 2344 2247 2148 1845 1426 1261 234 [aMOXITen— 2344  ZLLd5 £156 1858 1503 1281 244

os 05
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Randomized Comparison of Adjuvant Aromatase Inhibitor
Exemestane plus Ovarian Function Suppression vs

Tamoxifen plus Ovarian Function Suppression
in Premenopausal Women with HR+ Early Breast Cancer:
Update Of The Combined TEXT and SOFT Trials

Prudence Francis
on behalf of Olivia Pagani, MD
TEXT and SOFT Investigators and
International Breast Cancer Study Group (IBCSG)

Tailoring Adjuvant Endocrine Therapy

for Premenopausal Breast Cancer
P.A. Francis, O. Pagani, G.F. Fleming, B.A. Walley, M. Colleoni, I. Lang, H.L. Gémez,

N ENGL | MED 375;2 MNEJM.ORG JULY 12, 2018
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Sustained Improvement in DFS

A Disease-free Survival

1O
e —— =
O —
204 Absolute difference
= 0 4.0 percentage points
— 60— 8-Yr
'E 50 Disease-free
E A0 Mo. of Mo. of Surviwval Hazard Ratio
30 Patients Events E-;;.te [(95%: CI)
201 E_OSs 2346 318 86.8  0.77 (0.67—0.90) P<0.001
104 TOS 2344 A7 BZ.B
o T 1 1 T 1 1 1 T 1
(4 1 z 3 £ 5 & r 2 a
Years since Randomization
Mo. at Risk
E—CS 2232 207 3 1931 1391 261
T—5 2257 2066 136546 1337 234

4.0% absolute improvement in 8-yr DFS for E+OFS after 9 years median follow-up
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HER2-negative Patients (N=4035) ' |

nn of suente/
C Cwerall Survival

].m T2 =

Disease-fres surv
AllHERZ negative 90~ Absolute difference +54%
Cohort 07 0.1 percentage points
No chemothera) T 70 +4,1%
D —
No chemathera) Y =0 B-Yr +1,4%
Chemotherapy i 5 204 D"’“f““ . +6,9%
Pravioys charmo P 40— MNo.of Mo.of Survival Hazard Ratio .
£ ol Patients Events  Rate (95% Cl) +9.0%
20— %
E-OS 2346 158 034 0.98 (0.79-1.22) P=0.84
DFS 104 T_05 2344 162 93.3
0 | | | | | | | | |
0 1 2 3 4 5 3] 7 2 Q
Years since Randomization I
Mo. at Risk
E-05% 2289 2224 2101 1551 Qg2
T-05 2308 2238 2123 1547 Qg2
o | ' 1
D403 OT0 10 15 20
- .

savra E+ORS  Farars |+0kFS
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Towxd 8ans (W) Hoord roto 95 %);p ~ Touxd 8ans (%) Honord ot (195 %); p
Survie sans maladie Blhvwo% 06060930009  S8%v828%  077{0870%); p< 0001

Survie globale Bi%wosh 0080920000 BA%wBI%  098(079422): p0 84

Suvie sans récidive ddistance B4 % w884 % 086.(066113):p028 918G BT 080(066-096):p 002

Daguenet E et al; Bull cancer 2019
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Selected Adverse Events (all patients)

E+OFS (N=2317) T +OFS (N=2326)

Endometrial cancer n=4 n=9

Osteoporosis (G} Arrét du traitement adjuvant:

_ *14% vs 6% a 1 an

Hot Flashes (G3] * 25% vs 19% a 4 ans 12%
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SOFT et TEXT : actualisation (2) L

Critere de risque composite
Survie sans rechute a distance a 8 ans

ra

‘ > 40 ans NO RO 250 % Grade 1

T<2cm >50%  Ki 9 '- )
G T ' _,/240ans  N+13 RO250% Grade 20u3
] T<2cm RP250% Ki-67220%

100 —

o
o
|

Bénéfice de 15%

o)
o
|

o

<40ans N+13 RO250% Grade20u3 |
T>2cm RP<50% Ki-67220% |

S
o
|

Probabilité de survie (%)

N
o
|

0 ! | ' l l l

. ' 1
0,06 0,58 1,21 1,69 2,27 294 3,40
Critére composite de risque médian dans la sous-population RH+/HER2-

La Lettre du Cancérologue Congres américain doncologie clinique 2018 - Daprés Francis PA et al., abstr. 503, actualisé
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Predictive value and clinical utility of centrally-assessed ER,
PgR and Ki-67 to select adjuvant endocrine therapy for
premenopausal women with hormone receptor-positive, HER2-
negative early breast cancer: TEXT and SOFT trials
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Marker and Category

Trial and Treatment Comparison

SOFT

TEXT

THOFS vs Tam

E+0OFS vs Tam

E+OFS vs T+HOFS

HR (D=%a 1) HR (5% 1) HR (D5%a 1)
All HR+/HER?- -- (.90 (0.67, 1.21) (.70 (L5 T 0.96) .52 (.37, 0.72)
20% [ (0.75, 2.78) (.60 (.29, 1.25) 041 (0.20, 0.84)
PgR 20-49% (.90 (0.37,2.15) (.54 (020, 1.50) (.52 (0.24,1.13)
S0%% (.88 (061, 1.26) 0.75 (.51, 1.11) (.52 (0.34, 0.80))

PiiInreracrion) P= 42 P= 076 = (55
<14% 0.58 (028, 1.20) 0.35 (0.1 5, 0.79) 0.73 (0.24, 2.23)
o |- 19%% [.16 (063, 2.12) (.95 (0.50, 1.82) 0.73 (0.36, 1.49)
e 20-25% .01 (053, 1.93) 0.9G (051, 1.95) .33 (016, 0.67)
=26% .99 (058, 1.70) 0.72 (039, 1.34) 0.47 (0.29, 0.76)

Filfrreraciion) HF=053 =027 = 040
A-like (.91 (.55, 1.50) .59 (.33, 1.05) T (.36, 1.29)

luminal A/B-like

B-like 1.01 | (0.69,1.49) | 0.76 | (049, 1.16) | 045 | (0.30, 0.65)

P Inreraction) P= .74 P= .50 P= 027

4
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Early breast cancer: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up"

Annals of Oncology 30: 1194-1220, 2019

Recommendations:

« For premenopausal women, tamoxifen for 5-10 vears is a
standard of care [I, A].

* In patients becoming postmenopausal during the first 5 years
of tamoxifen, a switch to letrozole should be considered, de-
pending on predicted risk of late recurrence [II, A].

* In patients requiring ChT and who recover menses (in par-
ticular in the first year but acceptable within the first 2 years),
addition of OFS to ET should be strongly considered [I, A].

* The role of replacing tamoxifen with an AT can be considered
in high-risk patients; if used, it mandates effective OFS, with
regular biochemical control of oestrogen levels [I, A].



Table 5. Systemic therapy for ER+ HER2— breast cancer

Stage

Recommandations

Ovarian Suppression

Type and duration of endocrine
therapy

€2

b

Chemotherapy

Stage1 Tlab
Tlc
Stage 2 Node-negative

Node-positive

Stage 3

*Some consider OFS along same criteria as stage 2, node-negative.

No OF5

No OF5

OFS and Al/tam for higher risk histor
ically warranting chemo (eg large
T, age < 35, high grade, adverse
gene signature

OFS and Al/tam

OFS and Al/tam

Al or tam (5 years)

Al or tam (5 years)

* Al preferred as initial therapy.

* Extended therapy favored (especially
after initial 5 years of tamoxifen)

* Al based.
* Extended therapy.
* Al based.
* Extended therapy.

Al, aromatase inhibitor; Tam, tamoxifer; LVI, lymphovascular irvasion; OFS, ovarian function suppression.

No

Individualized decision based on: T
size, N status, histological subtype,
LVI, grade, proliferation, quantitative
hormone receptor expression, gen
omic signatures, and patient
preferences

Yes
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Conclusions

Indications de ’hormonothérapie:

ologique de la tumeur
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