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Beéneéfices du tamoxifene 5 ans

# Méta-analyse de I'EBCTCG (Early Breast Cancer Trialists’
Collaborative Group) sur données individuelles, 2011

# 20 essais randomisés, 21 457 femmes, 10 645 RE+
# 5 ans Tam versus observation ou placebo

mt ~ 80% compliance

Davies et al, Lancet 2011 _._



Recurrence Breast cancer mortality

10645 women (100% ER positive, 44% node positive, 51% chemotherapy) 10645 women
507 Control i
46:2% Carry-over effect
40-1% o
40 i
o
b £ Control
E 33-0% 2 331%
£ 304 287% =5 years g .
g tamoxifen g
5 f.
ﬁ s B
2 30 o =oyears
o tamoxifen
g
16.4% ®
10 -
RR 0-61(95% Cl 0-57-0-65) RR 0-70 (95% Cl 0-64-0-75)
[6q-rank Zp<0-0000T [6g-rank Zp<0-0000T
15-year gain 13-2% (SE 1-1) 15-year gain 9-2% (SE 1-0)
D —
0 5I 1:0 15 y[ears 0 FI, l‘.’) 15 ylears
Recurrence rates (% per year) and log-rank analyses 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+ Years 0-4 Years 5-9 Years 10-14 Year 15+
Tamoxifen 374(891/23819) 262 (454/17315) 206 (220/10657) 175 (88/5034) 179(SE0-08)  225(SE0-11)  154(SE011) 148 (SE0-16)
Control 671 (1466/21862) 3-46 (499/14420) 2:11(182/8620) 176 (71/4045) 2.46(SE010)  323(SE013)  228(SE014)  1.89(SE0-19)
Rateratio  053(SE0-03)  068(SE0.06)  0.97(SE010)  0-88 (SE0-16) 071(SE005)  066(SE005) 068 (SE0-08)  0-88(SE014)
(0-E)v  -3433/5351 -82:5/217.5 -33/933 -4-4/355 -84-4/244-8 -95-8/233-2 -38-6/99-4 -57/42+6

Davies et al, Lancet 2011



Tam 5 ans versus 10 ans
NSABP B-14 (RE+, NO uniquement)

STUDY DESIGN

PLACEBO | Follow-up
First (1414 Pis. ) b (1014 P1s.)
Bandomization
{1-82 to 1-88) TAMOXIFEN i Follow-up
{1404 P1s. ) ( 488 P1s. )
PLACEBO (A)

*

Rerandomized

(4-87 10 4-94)

{321 Pts.)

TAMOXIFEN (B)

(322 Pis.)
Begistered | TAMOXIFEN Follow-up
(1-88 10 10-88) (1211 pis)) { 500 Pis. )
. PLACEBO (C)
Handgmizgg {249 P1s. )

(11-92 10 4-94) TAMOXIFEN (D)

(261 P1s.)
* Event-Free at 5 Yrs.

PLACEBO (A + C)

Second (570 Pts. )
Randomization b — — — —
{4-8B7 to 4-94) TAMOXIFEN (B + D)
(583 Pts. )
0 5 10

YEARS
{ ) = Pts. Eligible with Follow-up

Fisher et al, INCI 1996 & 2001

Placebo. % Tamoxifen, %

Characteristic® (n = 569) (n = 583)
Age, y

=49 26 26

50-59 30 30

=60 44 44

Mean + standard deviation 56 +9 56 + 10
Menopausal status

Premenopausal/perimenopausal 25 27

Postmenopausal T4 73

Unknown T =T
Type of surgery

Total mastectomy 56 56

Lumpectomy + XRT¥ e 44

.1 3 3 1 --I- ]

=20 65 68

2.1-4.0 33 28

=4.1 2 4

Mean + standard deviation 21 +1.1 20+1.2
Estrogen receptor level, fmol/mg

of cytosol protein

10—49 40 44

5099 25 21

=100 35 35
Progesterone receptor level, fmol/mg

of cytosol protein

0-9 20 22

10—49 22 24

5099 14 15

=100 Sl 40

Unknown 0 0
Race

White 92 92

Black 4 3

Other 3 4

Unknown 2 1

*At time of initial randomization or registration.
TXRT = radiation therapy.



NSABP B-14 (ER+, NO uniquement)

Disease-Free Survival Relapse-Free Survival Survival
100
90
80
A
70 - - 70
{P=0.03 L IP=0.13 | [P =0.07 I
60 # Pts, # Events # Events # Deaths L B0
| --Plac 569 106 -- 34 1 --39
—Tam 583 137 — 47 - 37
50 L T T T T T T L T T Y Y 1 T T T T T T T T 50
Year0 1 2 3 4 5 6 7 0 12 3 4567 0123 45867
#at -- 569 531 491 229 53t 491 229 554 529 257
risk == 583 527 472 209 527 472 209 560 528 239
Fisher et al, JINCI 2001 .




Tam 5 ans versus 10 ans
ATLAS (Adjuvant Tamoxifen: Longer Against Shorter)

=

15244 women randomly allocated*®
7629 to continue tamoxifen for another 5 years
7615 to stop tamoxifen immediately

2350 excluded completely, as tamoxifen duration before random
allocation was <4 years

12894 included in analyses of side-effects, among whom
median tamoxifen duration was 5 years (IQR 4-8-5-2)
6454 allocated to continue tamoxifen to 10 years
6440 allocated to stop tamoxifen at 5 years

6048 excluded from analyses of main effects, as ER status was
unknown or negative

6846 with ER-positive disease included in analyses of main effects on
recurrence and breast cancer mortality
3428 allocated to continue tamoxifen to 10 years
3418 allocated to stop tamoxifen at 5 years

Davies et al, Lancet 2013

v" 53% NO
v 47% T<2cm

v 89% ménopausées




A B
50 -® Continuetamoxifento 10 years —
—&- Stop tamoxifen at 5 years
5-9 years: RR 0-90 (0-79-1-02) 5-9 years: RR 0-97 (0-79-1-18)
40 =10years: RR 0-75 (0-62-0-90) - =>10years: RR 071 (0-58-0-88)
Allyears: log-rank p=0.002 Allyears: log-rank p=0.01
5
g
c 0 .
:E 3
=
E 25.1%
2 FRIET 4
- Récidive /21-4% Déces
= .
E
=]
O 15-0%
12:2%
104 -
6-0%
5-8%
0 T | T T T 1
0 5 10 15 0 5 10 15
(Diagnosis) (ATLAS (End of (10 years (Diagnosis) (ATLAS (End of (10 years
entry) treatment) since entry) entry) treatment) since entry)
5-9years 10-14 years =15 years 5-9years 10-14 years =15 years
Continue tamoxifen to 10 years 2.83% 1-96% 2-54% 1-17% 138% 1-64%
(428/15115)  (165/8439) (24/945) (SE0-09) (SE0-12) (SE0-39)
Stop tamoxifen at 5 years 3.16% 2-66% 2.03% 1.21% 2-01% 2:29%
(471/14889)  (214/8038)  (26/859) (SE0-09) (SE 0-15) (SE0-47)
Rate ratio, from (O-E)/V 0-90 (SE0-06) 074 (SE0-09) 0-85(SE0-26) 0-97(SECQ-10) 0-70(SE010) 0-79(SE0-27)
Log-rank O-E and variance VV -24.8/2247  -291/94.7 -2.1/12.5 -3-2/94.0 -27.2/77-5 -2.5/10.6

Davies et al, Lancet 2013



Events/women 10 years events Ratio of anmual
event rates (5E)

Continue tamoxifen  Stop tamoxifen Log-rank Variance

to 10 years at Syears O-E of O-E
Age at diagnosis (p=0-82) ;
<55 years 303/1730 (18%) 354/1729 (20%) 296 1642 | 0-83 (0-07)
25K yaars 314/1698 (18%) 35711680 (21%) 262 167-6 _-_ 0-86 (0-07)
Modal status at diagnosis (p=0-82) :
Mode-negative 25241832 (14%) 295/1845 (16%) 220 1367 i- 0-85 (0-08)
Mode-positive/unknown 365/1596 (23%) 416/1573 (26%) -36-2 195.0 0-83 (0-07)
Tumour diameter (p=0-99) -
1-20 mmyfunknown 298/1868 (16%) I3R/1E3A (18%) 263 158.9 _-_ 0-85 (0-07)
=20 mm 191560 (20%) I73MER0 (24%) -2040 1729 = =t 0-85 (0-07)
Previous duration of tamoxifen (p=0-43) E
4-4-9 years 223/1095 (20%) 242/1081 (22%) 127 1162 _-__ 0-50 {0-09)
=5 years 3942333 (17%) 4693337 (20r%) -43-3 2156 _-_ 0-82 (0-06)
Entire breast ever removed (p=0-61) ;
Yes 4142230 (19%) ATHT62 (22%) 422 2712 _-_ 0-83 (0-06)
Mojunknown 2031198 (17%) 2391256 (19%) -14-4 110-4 —.—— 0-22 (0-09)
Ever hysterectomised (p=0-99) !
Yes 115620 (19%) 143/679 (21%) -10-8 64-4 _.__ 0-85 (0-11)
Mojunknown 502/2B08 (18%) SGE[2730 (215%) 452 2673 '_ -84 (0-06)
Menopausal status at ATLAS entry (p=0-79) :
Premenopausal 64/326 (20%) 73/304 (24%) 72 342 — - 0-81(0-15)
Postmenopausal or unknown  553/3102 (18%) 638/3114 (20%) —4R-8 2976 -- -85 [0-05)
Geographic distribution (p=0-58)
European origin® ATFO2577 (18%) 522570 (21%) -47-3 2554 —-— 0-33 (0-06)
Asian/Middle Easternorigin~ 147/851 (17%) 159/848 (19%) 57 76-4 —— -89 (0-11)
Site of first recurrence (p=0-24) i
Isolated local 73428 (2%) 1063418 (3%) -14-7 46-2 +— 0-73 (0-13)
Isolated contralateral 1093428 (3%) 141/3418 (4%) -180 62.5 + 0.75 (0-11)
Distantt 429/3428 (13%) 4B4/3418 (14%) 232 2232 -0 0-90 (0-06)
Period of endpoint (years since diagnosis) (p=0-30) ;
04 (not applicable before ATLAS entry) - - :
5-6 106/3428 (6%) 21303418 (G%) 440 1022 —i— 0-92 (0-09)
75 232/3110 (7%} 258/30732 (B%) 157 1225 —-— 0-88 (0-08)
=10 180/2605 (7%) 24042526 (10%) =311 1071 —-—;— 0-75 (0-08)
- Total 617/3428 (18%) 711/3418 (21%) -55.9 3319 -¢.- 0-845 (0-051)
W 99% Ol or === 95%Cl ; . : , ,  p=0-002

Global heterogeneity p=0-8 0 0-5 1-0 15 240
- —_—
Favours treatment Fawouwrs stopping
to 10 years. at 5 years

Davies et al, Lancet 2013



Number of events Log-rankO-E  Varianceof 0-E Event rate ratio (95% Cl) p value*

Continue Stop
tamoxifen tamoxifen
to 10 years at 5 years

Analyses of events without prior recurrencet, any ER status

Death without recurrence

Vascular death
Stroke 62 59 0.8 30-2 1.03 (0-72-1-46) 0-89
Pulmonary embolus 10 8 0-8 4.5 1.21(0-48-3.04) 0-69
Heart disease§ 178 205 -16-1 95.7 0-85 (0-69-1-03) 0-10
Neoplastic death
| Endometrial cancer{] 17 11 2.8 7-0 1.49 (0-71-313) 029 |
Other neoplastic disease 78 75 0-4 382 1.01 (0-74-1-39) 0-94
Other death
Specified cause 171 161 23 829 1.03 (0-83-1.28) 0-80
Unspecified cause 175 160 o1 837 1.06 (0-86-1-32) 0-58
Second cancer incidence
Contralateral breast cancer 419 467 -28.9 2215 0-88 (0-77-1-00) 0-05
[ Endometrial cancerq] 116 63 24-8 44-8 1.74 (1-30-2:34) 0-0002 |
Primary liver cancer 3 3 -0-0 15 0-99 (0-20-4-90) 099
Colorectal cancer 46 52 3.8 24-5 0-86 (0-58-1-27) 0-44
Unspecified site 254 251 -13 126-2 0-99 (0-83-1-18) 091
Non-neoplastic disease (ever hospitalised or died)
Stroke 130 119 3-8 62-2 1.06 (0-83-136) 063
Pulmonary embolus 41 21 9.7 15.5 1.87 (113-3-07) 0.01
Ischaemic heart disease 127 163 -20-2 72:5 0-76 (0-60-0-95) 0-02
Gallstones 75 66 37 352 1.11(0-80-1-54) 0-54
Cataract 72 63 35 337 1-11(0-79-1.56) 0-54
Bone fracture 62 70 -4-9 330 0-86 (0-61-1.22) 039

Davies et al, Lancet 2013



Tam 5 ans versus 10 ans

aTTom (Adjuvant Tamoxifen- To offer more? Trial)

N =6 953, 61% statut RE inconnu

Rechutes en fonction du groupe de traitement

50 1
- B ans
580 versus 672 rechutes — 10 ans

4071 RR=10,85;1Cys:0,76-0,95; p = 0,003
= Depuis 2008 : 143 versus 216 329
= 30 - rechutes supplémentaires 3
o 28 %
5
S 2p=0,003
e 207 p=0

10 1

0 = T T T T T T T T T T T T T 1

0 1 2 3 4 5 6 7 8 9 0 1 12 13 14 15

. i Années a partir de la randomisation
Patientes a risque

- 3468 3283 3113 2933 2754 2513 2210 1959 1576 1239 924 682 463 314 190 101
== 3485 3305 3139 2928 2714 2453 2180 1908 1527 1143 843 618 429 275 164 87

Gray et al, ASCO 2013 n



Déces par cancer du sein
en fonction du groupe de traitement

50 1
404 versus 452 decés par cancer du sein : =ans
401 RR=088:ICs 077-101:p=0,05 iR i
p=0,06
£ 30
§ 24 %
ey | 21 %
2p=0,06
1255
0

0 1 2 3 4 5 6 7 8 9 0 1 12 13 14 15
. i Années a partir de la randomisation
Patientes a risque

- 3485 3399 3293 3145 2981 2748 2482 2206 1785 1347 1013 743 520 334 207 116
== 3468 3384 3275 3143 2972 2753 2474 2207 1804 1419 1066 794 551 369 226 130

Cancers de 102 45 2,20
Ilendomeétre (2,9) (1,3) (1,31-2,84) < 0,0001
Déces par 37 A _—

cancer de ) 0,02
lendomeétre (1,1) (0,6) (1,09-3,09)

Gray et al, ASCO 2013



Tam 5 ans versus 10 ans

Meéta-analyse (Al-Mubarak et al, PLoS One 2014)

Study or Subgroup Weight Odds Ratio, [95% CI]

| Node Negati\?e_l
ATLAS 19.8% 0.84[0.70, 1.01] —]
aTTom 19.2% 0.81[0.67, 0.97] -
NSABP B14 8.8% 1.18 [0.80, 1.72] e
Scottish Trial 3.9% 1.53 [0.82, 2.88] o . a—
Subtotal 51.7% 0.93 [0.76, 1.14] E 3

Heterogeneity: P = 0.10; 12 = 52%
Test for overall effect: Z=0.73 (P = 0.47)

ATLA 21.5% 0.82[0.70, 0.97] =

aTTom 22.1% 0.77 [0.66, 0.90] ="
ECOG E4181/E5181 2.8% 0.33[0.15,0.70) +————
Scottish Trial 2.0% 0.87 [0.35, 2.16]

Subtotal 48.3% 0.76 [0.63, 0.92] <

Heterogeneity: P = 0.14; 1> = 46%
Test for overall effect: Z = 2.82 (P = 0.005)

Total 100.0% 0.84 [0.73, 0.95] <
e D= .12 = 499 + t + t
Heterogeneity: P = 0.06; I> = 49% 02 05 1 2 5
_Test for overall effect: 7 =2 64 (P =0 008)
\ Favours >5 years Favours 5 years

Test for subgroup differences: Chi? = 1.97, (P=0.16)

Figure 4. Forest plots of odds ratios for breast cancer recurrence in node negative and in node positive patients with extended
adjuvant tamoxifen (>5 years) versus adjuvant tamoxifen (5 years) based on primary analysis of individual trials. Odds ratios for each
trial are represented by the squares, the size of the square represents the weight of the trial in the meta-analysis, and the horizontal line
crossing the square represents the 95% confidence interval. The diamonds represent the estimated pooled effect based for each cohort individually

(labeled subtotal) and for all cohorts together (labeled total). I



Bénéfices des inhibiteurs aromatase

# Méta-analyse de I’'EBCTCG sur données individuelles

# 31920 femmes ménopausées, RE+

A B
50— 9885 women, 1791 events 50— 9885women, 1066 deaths Ta m 5 a n S vers us IA 5 a n S
RR=0-80 (95% Cl 0-73-0-88) RR=0-85 (95% C1 075-0-96)
40+ 40—
10-year gain 3-6% (95% Cl 1.7 to 5-4) 10-year gain 2-1% (95% Cl 0-5 to 3-7)
Log-rank 2p<0-00001 . Log-rank 2p=0-009
=
. 30 2 30
g 5
g 2
5 Tamoxifen =
S ]
3 227% IS
& ¢
20— Al % 20
19-1% & Tamoxifen
14-2%
12-1%
Al
10 10 12-1%
9-0% 5-8%
4-5%
0 \ T 0 \ T
0 5 10 o 5 10
Recurrence ratefyear (%), events/woman-years and log-rank statistics Death rates (%/year: total rate minus rate in women without recurrence) and log-rank statistics
Allocation Years 0-1 Years 2-4 Years 5-9 Year 10+ Allocation Years 0-1 Years 2-4 Years 5-9 Year 10+
Al 1.62 (157/9691) 214 (285/13336) 2.33 (365/15648) 323 (20/619) Al 052 (0-39-0-66) 1.23(1.05-1.41) 1.66 (1.46-1.86) 1.93 (0-88-2.99)
Tamoxifen 2.41(230/9542) 2.62 (338/12906) 2.48 (372/14985) 454 (24/529) Tamaoxifen 0.51(0-39-0-67) 1.60 (1.38-1.83) 1.81(1.60-2.02) 1.88 (0.77-2.99)
Rate ratio (95% Cl)  0-64 (0-52-0.78) 0-80 (0-68-0.92) 0.92 (079-1.06) 072(039-130)  Rateratio(95%Cl)  0-98 (0-66-1.46) 074 (0-60-0-91) 0-90 (076-1-07) 1.01 (0-45-2.33)
from (O-E)/V -41.1/92.8 -34-1/149-0 -15.5/177-2 -3.6/107 from (O-E)/V -0-4/24-3 -27-2/907 -13-6/129-4 01/5-6

EBCTCG, Lancet 2015



50—~ 12799 women, 1470 events

RR=0-90 (95% CI 0-81-0-99)
40
7-year gain 0-7% (95% Cl-0-9 to 2-2)
Log-rank 2p=0-045
—~ 30
k3
@
g
g
E
&
204
Tamoxifen then Al
14-5%
107% Al
104 13-8%
9-6%
0 T T T T T T T
o 1 2 3 4 5 6 7
Recurrence rate/year (%), events/woman-years and log-rank statistics
Allocation Years -1 Years 2-4 Year 5+
Al 1.64(204/12435) 231(360/15589) 2.43(141/5811)
Tamoxifen then Al 2.22 (273/12290) 2.29(348/15183) 2.52 (144/5715)
Rate ratio (95% Cl) 074 (0-62-0-89) 099 (0-86-1.15) 0.96 (0.76-1.22)
from (O-E)/V -34-0/115-0 -1.2/170-6 -2.6/69.2
A
50— 11798 women, 1616 events
RR=0-82 (95% Cl 0-75-0-91)
40—
10-year gain 2-0% (95% Cl 0-2 t0 3-8)
Log-rank 2p=0-0001
— 30
&
g
£ Tamoxifen
207 19-0%
Tamoxifen then Al
12.1% 17-0%
10+
9-5%
o i1 T T T T T T T
0 2 3 4 5 6 7 8 9 10
Recurrence ratefyear (%), events/woman-years and log-rank statistics
Allocation Years 2-4 Years 5-9 Year 10+
Tamoxifen then Al 1.48 (170/11515) 2.48 (495/19920) 3.26 (88/2696)

Tamoxifen 2.64 (300/11360) 251 (479/19101)
Rate ratio (95% CI) 0.56 (0-46-067) 0.97 (0-86-1.11)
from (O-E)/V -65.3/111.5 -5.9/234.0

335 (84/2505)
0.92 (0-68-125)
-33/408

B
50— 12799 women, 827 deaths
RR=0-89 (95% Cl 0-78-1-03)
Tam 2-3 ans
0] puis IA versus IA 5 ans
7-year gain 1-1% (95% C1-0-2 to 2.5)
. Log-rank 2p=0-11
£
2 30+
=
£
[=]
E
w204
g
o
Tamoxifen then Al
10 9-3%
5-5% Al
8-2%
51%
0 T T T T T T

o 1 2 3 4 5 6 7

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

Allocation Years 0-1 Years 2-4 Year 5+
Al 0.46 (0-35-0.58) 1.41(1.23-157) 177 (1-44-2.10)
Tamoxifen then Al 0-55 (0-42-0-68) 1.49 (1.30-1.69) 2.08 (1.72-2-44)
Rate ratio (95% CI) 0.84 (0-59-1.20) 0.93(0.78-113) 0.84 (0-65-1.09)
from (0-E)V -53/307 -7-5/110-9 -9-6/555
B
50— 11798women, 789 deaths Ta m 2'3 a nS
RR=0-84 (95% Cl 0.72-0-96) . |A T 5
40—
10-year gain 1-5% (95% Cl 0-1 to 2.9)
. Log-rank 2p=0-01
£
2 304
£
=}
£
[}
IS
3
w 204
5
o
Tamoxifen
10-01%
10—+
Tamoxifen then Al
87%
T 42%
0 T T T T T T
0 2 3 4 5 [} 7 8 9 10
Death rates (%/year: total rate minus rate in women without recurrence) and log-rank statistics
Allocation Years 2-4 Years 5-9 Year 10+
Tamaxifen then Al 037 (0.25-0-48) 1.28 (112-1-44) 1.68 (1-63-172)
Tamoxifen 056 (0-43-0.70) 1.40 (126-1.56) 254(2-45-259)
Rate ratio (95% CI) 0.65 (0-44-0-96) 0.91 (077-1-08) 0.69 (0-48-1.00)
from (0-E)/V ~11.0/25.8 -11.9/132.0 -10.6/28.9




Bénéfices IA > 5 ans Tam : MA-17

# Phase 3 randomisée, double aveugle, letrozole 5 ans
# N=5187
# Suivi médian = 2,4 ans

® Objectif principal : survie sans maladie (récidives locales, a
distance et cancer controlatéral)

#® Facteurs stratification : RH, N, chimio adjuvante

# Age médian=62 ans, 98% RH+, 46% N+, 46% CT adjuvante

o



1°r¢ analyse intermédiaire - STOP étude

] Letrozole group
E EE 30_: Placebo group
oo & i
£ g 60 v Taux SSM 4 ans : 93% vs 87%
20 ] HR=0.57 (IC95% 0.43-0.75)
n h i
- E 40+
< 1
£a ] v Chez NO et N+
2 o 204
1 P<0.001
i v' Pas de différence en survie
I I I T I 1
0 10 20 30 40 50 60 globale
Months after Randomization
No. at Risk
Letrozole 2575 2308 1327 624 183 9 0
Placebo 2582 2298 1295 610 180 11 0

Goss et al, NEJM 2003



Survie globale : Analyse en sous groupe

Subgroup (No.) hazard ratio

95% CI

Hormone Receptor Status

Receptor Positive (5035) —a— 0.79 [0.54, 1.15]

Receptor Unknown (91) Not estimable
Nodal Status

Negative (2568) = 1.52 [0.76, 3.06]

= Positive (2360) — 0.61 [0.38, 0.98]

Unknown (226) ¢ & 0.77 [0.17, 3.44)
Previous Chemotherapy

Yes (2343) = 0.87 [0.47, 1.61]

No (2820) —— 0.79 [0.50, 1.26]
Menopausal Criteria

> 50 at start of Tamoxifen (3925) — 0.86 [0.58, 1.26]

Other (1241) < = 0.51 [0.15, 1.68]
Duration of Tamoxifen

< 5 years (2368) e 1.19 [0.71, 2.00]

> 5 years (2794) —— 0.56 [0.33, 0.97]

0.2 0.5 1 2 5
Favors Letrozole Favors Placebo

Goss et al, INCI 2005



IA 5 ans versus 10 ans : MA-17R

+ Essairandomisé d’extension de 5 ans du |étrozole aprés 5 ans d’inhibiteurs

de 'aromatase .
Létrozole 5 ans

Schéma de I’étude
Tamoxiféne 5 ans G\ Létrozole 5 ans R
MA17 i

Placebo 5 ans

MA.17R

Dlagnostlc Létrozole 5 ans « Cancer RE+ et/ou RP+
. - Patientes ménopausées et sans maladie
« Ayant regu 4,5-6 ans d'inhibiteur
{ R MA.17R de I'aromatase en adjuvant
Inhibiteur de 'aromatase 5 ans « Traitées auparavant par tamoxiféne

+ Espérancede vie2 5 ans
(pas d’exclusion sur I'age seul)

Traitement par tamoxiféne
quelle que soit la durée Placebo 5 ans

0 5 Années 10 15

Octobre 2004-mai 2009 (n =1 918)

D’apres Goss et al, ASCO 2016




10

14
19

# N=1918
H
# Suivi médian =6,3 ans
H
controlatéral)
Survie sans maladie
100 | e ermeorere sz
804 SSM a 5 ans : 95 % létrozole versus
91 % placebo
6041 HR=0,66;p =0,01
34 % de réduction des rechutes
40 -
o0l — Létrozole
-- Placebo
0- T T T T T T T T T
0 1 2 3 4 < 6 7§ 8 9
Années
Patientes a risque
— 959 942 925 899 879 850 652 324 207 86
-=959 936 917 890 850 821 641 302 188 77

Age médian=65 ans, 90% T1-T2, 46% NO, 80% Tam adjuvant (4,5-6 ans++)

Objectif principal : survie sans maladie (récidives locales, a distance et cancer

Létrozole Placebo

Evénements

SSM (%) 67 (7,0) 98 (10,2)
:‘? ::t:tne:e (%) 53 (5,5)
Eéc‘::’éi;?:nales 19 30
Récidives osseuses 28 37
controatéral (%) 31 (32)

# Pas de différence en survie globale et qualité de vie

# Fractures (14% vs 9%; p=0,001) et ostéoporose (11% vs 6%; p<0,0001)

Goss et al, NEJM 2016




IA 2,5 ans versus 5 ans > 5 ans HT : IDEAL trial

o

Tamoxifen Letrozole

Aromatase inhibitor

Tamoxifen Al Letrozole

L > >
5y of adjuvant therapy 0-2y 2.5 or 5y of extended therapy

N = 1824

25% pNO, grade 2++ (42%), 19% HER2+, 68% ont recu CT adjuvante, 59% ont
recu une HT séquentielle (tam =2 1A), 28% IA 5 ans, 88% arrét HT adjuvante < 6
mois

Suivi médian = 6,6 ans

Objectif principal : survie sans maladie (récidives locales, a distance, déces

guelle gue soit la cause)
Compliance générale = 60%

Block et al, JNCI 2017 _H_
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Grade HR (95% CI) Pinteraction
G1 t { 1 1.04 (0.57 to 1.92) 78
G2 ' 1 085 (0.60 to 1.22)
G3 L ] 110 (0.73 to 1L67)
T size, cm
<2 I t 1 0.95 (0.65 to 1.349) 50
2-5 | —r1 — 091 (0.66 to 1.26)
=5 L { 1.18 (0.48 to 2.90)
Nodal status
Negative { 1.41 [0.86 to 2.30) a5
Positive —3—H 0.82 [0.54 to 1.06)
PgR status
egative L 4 0.63 (0.37 to 1.07) 20
Positive —— 102 (0.79 to 1.33)
Chemotherapy
Yes —{—— 090 (0.68 to 1.20) 75
No [ al | 0.96 (0.67 to 1.39)
Age,
4‘:53 { 095 (0.56 to 1.63) 82
55—65 1 092 (0.63 to 1.33)
B5—75 I i | 069 [0.45 to 1.08)
=75 h 098 (0.53 to 1.81)
Interval, mo
06 —_— 092 (0.72to 117} Bl
6-12 k it { 1.35(0.44 to4.13)
12-24 L i | 079 (0.35t0 1.77)
Previous HT
5y tamaoxifen L r 1.06 (0.50 to 2.25) 72
5y Al : : 1 0.80 (0.53 to 1.21)
2=3 y of tam to 2-3 y of Al I—l-l—l 057 (0.73 to 1.30)
Overall estimate i - - - _'ﬂ'— . 052 (0.74 to 1.1_5;. —
0.1 0.5 1 2 10
Favors 5y Favors 25y

Block et al, JINCI 2017



IA 5 ans > 5 ans HT incluant un IA : NSABP-B42

NSABP B-42: Disease-Free Survival

100
S & # Event v N=3966
> - vents .. ;s g
e Letrozole _— 292 v SUIVI medlan = 6,9 ans
= .
D g0 - Placebo ~ ----- 339 v' Plus d’accidents thrombo-
= emboliques artériels
3 - apres 2,5 ans IA
@ HR=0.85 (0.73-0.999) P=0.048
o 20
&

0 E T T T T T

0 2 4 6 7 8

L ~ Years After Randomization ok
Letrozole 1959 1813 1644 1225 216
Placebo 1964 1814 1639 1208 210

*P-value did not reach statistical significance level of 0.0418

Mamounas et al, abstract S1-05, SABCS 2016 _H_



IA 3 ans versus 6 ans > 2-3 ans tam : DATA trial

# Phase 3 randomisée, anastrozole
# N=1860
# Suivi médian = 4,2 ans

# Objectif principal : survie sans maladie (locale, a distance, 2"
cancer, déces quelle que soit la cause)

m Facteurs stratification : RH, N, HER2, durée tam

# Age médian=57 ans, 2/3 N+, 75% RE+ et RP+

__



Number at risk
(number censored)
6-year anastrozole
3-year anastrozole

Adapted disease-free survival (%)

Number at risk
(number censored)
6-year anastrozole,
oestrogen and
progesterone
receptor-positive
G-year anastrozole,
oestrogen or
progesterone
receptor-positive
3-year anastrozole,
oestrogen and
progesterone
receptor-positive
3-year anastrozole,

Adapted disease-free survival (%)

(

95% Cl 0-56-1-00; p=0-047

4 5

128 (108) 50 (184)

317(175) 132(349)
156(93)  64(180)

297 (169) 105 (345)

100 100
804 g 204
=
.z
g
60 2 60
o
i
[
40+ g 40+ — 6-yearanastrozole, node-negative
E -==- 6-year anastrozole, node-positive
_él — 3-year anastrozole, node-negative
20- — 6-yearanastrozole < 50 7 3-yearanastrozole, node-positive
— 3-year anastrozole ) ™
Hazard ratio: 0-79 (95% Cl 0-62-1-02; p=0-066) Node-positive hazard ratio: 0-75
0 T T T T \ I 1 0 i | T
0 1 2 3 4 5 6 7 0 1 2 3
Number at risk
(number censored)
827(0) 789(0) 769(2) 698(52) 445(283) 182(533) 24(688) 0(711) 6-year anastrozole, 266(0)  257(0)  247(1) 224(17)
833(0) 801(4) 762(8) 692(49) 453(262) 169(525) 28(661) 0(688) node-negative
6-year anastrozale, 561(0) 532(0) 522(1) 474(35)
node-positive
100 — iranastrozole, 282(0) 75(0)  264(3) 243(16)
1ode-negative
r anastrozole, 551(0)  526(4) 498(5 449(33)
node-positive

2]
[=]
1

[=)]
o
1

£

—— B-year anastrozole, oestrogen and progesterone receptor-positive
--- 6-year anastrozole, oestrogen or progesterone receptor-positive
— 3-year anastrozole,oestrogen and progesterone receptor-positive
~77 3-year anastrozole,oestrogen or progesterone receptor-positive

]
=]
|

Oestrogen and progesterone receptor-positive hazard ratio:
0-70 (95% Cl 0-53-0-92; p=0-011)

estrogen or progesterone receptor-positive naZard ratio:
118 (95% €l 0-71-1-96; p=0-53)

0 T T T T T T 1
0 1 2 3 4 5 6 7
Follow-up starting 3 years after randomisation (years)
627(0) 601(0) 585(1) 533(38) 345(210) 149(395) 21(524) 0(544)
200(0) 188(0) 184(1) 165(14) 100(73) 33(134) 3(164) 0(167)
633(0) 611(0) 577(3) 529(28) 343(193) 132(389) 22(495) 0(516)
200(0) 150(4) 185(5) 163(21) 110(BS) 37(136) 6(166) 0(172)

3 7

9(225)  0(234)
15(463)  0(477)
12031  0(243)
16(430)  0(445)




Intérét traitement intermittent ? : SOLE

# Pré-clinique : sur des cellules privées d’estrogenes, la restauration de faibles
doses d’estrogenes pourrait avoir un effet cytotoxique

Letrozole intermittent (9 mois / 12) versus continu
Phase 3, N =4851
Suivi médian = 60 mois

H H & o

Objectif principal : survie sans récidive

=

Pas de différence : 85,8% vs 87,5% (HR=1,08; p=0,31)
Pas de différence en qualité de vie globale et El

=

Colleoni et al, abstract 503, ASCO 2017



Méta-analyse prolongation HT

Breast cancer-specific survival

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight [V, Fixed, 95% Cl Year IV, Fixed, 95% CI
3.1.1 Group |
SCOTTISH 0.405 0.228 4.4% 1.50([0.96, 2.34] 1996 =
ECOG -0.083 0.524 0.8% 0.92[0.33,2.57] 1996 Y E—
ATTOM -0128 0.069 484% 088[0.77,1.01] 2013 J
ATLAS -0186 0.073 43.3% 0.83[0.72 0.96) 2013
Subtotal (95% CI) 97.0% 0.88[0.80, 0.97] ¢
Heterogeneity. Chi*=6.10,df=3{(P=011); F=51%
Testfor averall effect. Z= 265 (P =0.008)
3.1.2 Groups Il and
ABCSG -0.562 0.36 1.8% 057[0.28,1.15] 2007 T
NSABP B-33 -0.211 0.456 1.1% 0.81[0.33,1.98] 2008
LATER -1.966 1.52 0.1% 0.14[0.01,2.75) 2016 *
Subtotal (95% CI) 3.0% 0.62[0.36, 1.07] -
Heterogeneity: Chi*=1.36, df= 2 (P=0.81); F=0%
Test for overall effect. Z=1.72 (F=0.08)
Total (95% CI) 100.0% | 0.87 [0.79, 0.96] ]
Heterogeneity: Chi*=8.99, df=6(P=017); F=33% 001 01 ) s 100

| Testfor overall effect: Z=2.91 {(F = 0.004)|
Test for subdgroup differences: Chif=1.54, df=1 (P=0.22), F= 34.9%

Favors Extended ET Favors Control

Ibrahim et al, Med Oncol, 2017



Controlateral breast cancer

Odds Ratio Odds Ratio
Study or Suhgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
6.1.1 Group |
NSABF B-14 -0.198 0.369 7.5% 0.82 [0.40,1.69] 2001 T
ATTOM -0.073 0.047 343% 0.93[0.85,1.02] 2013 N
ATLAS -0.274 0129 247% 0.76 [0.59,0.98] 2013 i
Subtotal (95% Cl) 66.5% 0.89 [0.80, 1.00] 4

Heterogeneity: Tau®= 0.00; Chi*= 222, df=2 (P=0.33); F=10%
Test for overall effect: Z=1.95 (P = 0.05)

6.1.2 Groups lland Il

ABCSG -0.4 0504 4.4% 067 [0.25,1.80] 2007 I
WMAAT -0.494 0232 144% 0.61 [0.39, 0.96) 2008 =
NSAEP B-42 -0.693 0.227 14.8% 0.50[0.32,0.78] 2016 -
Subtotal (95% CI) 33.5% 0.56 [0.41, 0.76] L 2

Heterogeneity: Tau®= 0.00; Chi*=051,df =2 (P=0.77); F=0%
Test for overall effect: Z=3.74 (P = 0.0002)

Total (95% ClI) 100.0% | 0.74 [0.59, 0.93] | ‘
Heterogeneity: Tau®= 0.04; Chi*=11.64, df=5 (P = 0.04); F=57% ) i )
[Test for overall effect Z = 2.64 (P = 0.008) | xm 0.1 10 100
———= — Favors Extencded ET Favors Control
Test far subgroup differences: Chi*=8.02, df=1 (P=0.005),F=87.5%

Exclusion études MA-17R et IDEAL (bras standard avec prolongation HT)
Pas de différence en OS
Bénéfice en terme de dim récidive si N+ et RE+/RP+ surtout

H H =B =

MA sur données publiées

Ibrahim et al, Med Oncol, 2017



Conclusions

v

Apres 5 ans de Tam : stop / Tam 5 ans (N+?) /1A 2,5 a 5 ans (N+)
Apreés 5 ans IA : stop / IA au moins 2,5 ans / Tam ? (avis d’experts)
Apreés HT séquentielle : 3 ans IA (N+; RE+ et RP+ ?)

<A

v' Prendre en compte
« Risque de récidive (taille, grade, prolifération, N)
« Statut RE et RP
« Statut ménopausique
* Tolérance
« Rapport bénéfice / risque

<

Discussion RCP++

<

Décision partagée+++



Intérét blocage ovarien : SOFT et TEXT

2672 Patients underwent randomization
in TEXT

l

l

3066 Patients underwent randomization

in SOFT

|

!

1338 Were assigned to
exemestane plus ovarian
suppression

1334 Were assigned to
tamoxifen plus ovarian
suppression

1021 Were assigned to
exemestane plus ovarian
suppression

1024 Were assigned to
tamoxifen plus ovarian
suppression

1021 Were assigned to
tamoxifen

| |

l

2359 Were assigned to
exemestane plus ovarian

suppression
13 Were excluded from the
intention-to-treat
population
2 Had inadequate docu-
-

mentation of informed
consent
1 Was at a nonadherent
center
10 Withdrew consent

J

2346 Were included in the
intention-to-treat
population

2318 Started treatment
28 Never started
treatment

124 Withdrew consent
74 Were lost to follow-up

| |
2358 Were assigned to

tamoxifen plus ovarian
suppression

14 Were excluded from the
intention-to-treat
population

2 Were at a nonadherent
center
12 Withdrew consent

2344 Were included in the
intention-to-treat
population

2329 Started treatment
15 Never started
treatment

108 Withdrew consent
77 Were lost to follow-up

Pagani et al, NEJM, 2014




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

Characteristic Cohorts Cohorts (N=4690)
TEXT SOFT TEXT SOFT
(N=1053) (N=943) (N=1607) (N=1087)

Age at randomization — no. (%)

<35yr 41 (3.9) 14 (1.5) 191 (11.9) 224 (20.6) 470 (10.0)

35-39 yr 123 (11.7) 68 (7.2) 289 (18.0) 312 (28.7) 792 (16.9)

40-49 yr 768 (72.9) 690 (73.2) 1048 (65.2) 515 (47.4) 3021 (64.4)

=50 yr 121 (11.5) 171 (18.1) 79 (4.9) 36 (3.3) 407 (8.7)
Lymph-node status — no. (%)

Negative 835 (79.3) 865 (91.7) 542 (33.7) 470 (43.2) ?_?12

Positive 218 (20.7) 78 (8.3) 1065 (66.3) 617 (56.8) 1978 (42.2)
Tumor size — no. (%)%

=2 cm 847 (80.4) 800 (84.8) 738 (45.9) 537 (49.4) 2922

=2 cm 203 (19.3) 139 (14.7) 844 (52.5) 508 (46.7) 1694 (36.1)
HER2 positive — no. (%) 54 (5.1) 30 (3.2) 272 (16.9) 211 (19.4) 56?@
Interval from surgery to randomization

—mo

Median 1.5 1.8 1.2 8.0 1.6

Interquartile range 1.1-1.9 1.3-2.4 0.9-1.6 5.7-10.1 1.1-2.7
Endocrine therapy before randomization — 44 (4.7) — 453 (41.7) —

— no. (%)§

Pagani et al, NEJM, 2014




A Disease-free Survival

B Freedom from Breast Cancer

00— 100
904 ‘-\—..T'____“——_F_-—__:_- 80+ __-__-——-_______:
B0+ B0+
70+ 704
SUiVi = 5 No. of —_ No. of
= £ 60 Patients £ 60 Patients
. a8 eyl No. of with 5-¥r a gl Mo. of with 5-Yr
68 mois 5 Patients Event % 5 Patients Event %
= =
£ 40 Exemestane-OS 2346 216 1.1 & 407 — Exemestane-05 2346 175 92.8
304 —— Tamaoxifen-05 2344 298 B7.3 30 —— Tamexifen-05 2344 262 33.8
20 Hazard ratio for recurrence, second invasive cancer, 20 Hazard ratio for recurrence, 0.66 (95% CI, 0.55-0.80)
ar death, 0.72 (35%& Cl, 0.60-0.85) P<0.001
104 104
P<0.001
u T T T I T 1 D T T I T T 1
] 1 2 3 4 5 [ [i] 1 2 3 4 5 6
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Exemestane— 2346 22117 2128 1848 1517 1289 B6B Exemestane— 2346 2223 2138 1863 1534 1309 879
(9] 05
Tamoxifen— 2344 2247 2148 1845 1486 1261 B34 Tamoxifen— 2344 2253 2156 1858 1503 1281 B44
05 05
C Freedom from Recurrence of Breast Cancer at a Distant Site D Overall Survival
00— 100
ELE 50+
B0~ B0+
704 No. of 70 No. of
£ 60 Patients £ 60- Patients
= Mo.of  with 5.¥r “ Mo. of with  5-Yr
g 50+ Patients  Event % € 30+ Patients Event %
E 404 Exemestane-05 2346 142 938 E 40 —— Exermestane-05 2346 102 959
30d — Tamozxifen-05 2344 183 92.0 30d — Tamoxifen—05 2344 52 56.9
op4 Hazard ratio for recurrence, 0.78 (95% Cl, 0.62-0.97) 30 Hazard ratio for death, 1.14 (95% CI, 0.86-1.51)
P=0.02 P=0.37
104 104
u T T I I T 1 G T I I T T 1
li] 1 2 3 4 5 [ 1] 1 2 3 4 5 6
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Exemnestane— 2346 2232 2150 1379 1543 1318 B30 Exemestane— 2346 2271 2235 1980 1831 1353 538
05 05
Tamoxifen— 2344 2264 2174 1892 1540 1318 874 Tamoxifen— 2344 2298 2246 1997 1659 1424 952
05 05

Pagani et al, NEJM, 2014




Subgroup No. of Patients No. of Patients with Event
Exermestane— Tamoxifen— Exemestane— Tamoxifen—
oS 0s 05 0s
All patients 2346 2344 216 298
Cohort
Mo chemotherapy
TEXT 526 527 22 40
SOFT 470 473 20 30
Chemotherapy
TEXT 206 201 93 130
SOFT 544 543 i1 58
Lymph-node status
MNegative 1362 1350 70 115
Positive 984 994 146 1283
0.25

5-Yr Disease-free
Hazard Ratio (95% ClI) Survival (%)
Fyemestane— Tamoxifen—
' 0s os
i | 0.72 (0.60-0.85) 91.1 87.3
—— 0.54 (0.32-0.92) 96.1 93.0
— - 0.68 (0.38-1.19) 95.8 93.1
—- 0.69 (0.53-0.90) 89.8 84.6
—- 0.84 (0.62-1.13) 84.3 20.6
- 0.60 (0.45-0.81) 95.1 91.6
= B 0.79 (0.64-0.98) 85.6 81.4
| T | T I L 1
050 100 200 4.00

Exemestane— QS Better

Tamoxifen—OS Better

among All Patients and According to Patient Cohort.

Figure 3. Results of the Cox Proportional-Hazards Model for the Comparison of Disease-free Survival, According to Treatment Group,

The solid vertical line at 0.72 indicates the overall hazard-ratio estimate. The x axis is scaled according to the natural logarithm of the
hazard ratio. The size of the squares is inversely proportional to the standard error of the hazard ratio. Among patients who received
chemotherapy, the patients in TEXT began receiving chemotherapy concurrently with adjuvant ovarian suppression with triptorelin,

whereas those in SOFT had completed all chemotherapy before enrollment.

Pagani et al, NEJM, 2014




SOFT : intérét du BO en association au tam ?

Table 1. Characteristics of Patients in the Primary Analysis, Overall and According to Chemotherapy Cohort.*
No Chemotherapy Prior Chemotherapy Overall
Characteristic (N=949) (N=1084) (N=2033)
Age at randomization
Median — yr 46 40 43
Distribution — no. (%)
<35yr 14 (1.5) 219 (20.2) 233 (11.5)
35-39 yr 78 (8.2) 309/(28.5 387 (19.0)
40-49 yr 522/(48.2 1224 (60.2)
=50 yr 155 (16.3) 34 (3.1) 189 (9.3)
Lymph-node status — no. (%)
Negative 861 (90.7) 463 (42.7) 1324 (65.1)
Positive 709 (34.9)
Tumor size — no. (%)
<2em 806 (84.9) 526 (48.5) 1332 (65.5)
>2cm 513 (47.3) 649 (31.9)
Tumor grade — no. (%) 1
1 389|(41.0) 151/(13.9) 540 (26.6)
2 483((50.9) 523)(48.2) 1006 (49.5)
3 65 (6.8) 374 (34.5) 439 (21.6)
HER2-positive — no. (%) 40 (4.2) 196 (18.1) 236 (11.6)
Interval from surgery to randomization — mo
Median 1.8 3.0 3.2
Interquartile range 1.2-2.4 5.8-10.3 1.7-8.33
Endocrine therapy before randomization — no. (%) 47 (5.0) 475 (43.8) 522 (25.7)

Francis et al, NEJM, 2015



Disease-free Survival
100-

80
70
60
50+
40+

Patients (%)

304
20
10

0

. _M

Tamoxifen

0

No. at Risk
Tamoxifen 1018
Tamoxifen-0S 1015

T T T T | I
1 2 3 4 5 6

Years since Randomization

951 895 847 719 525 309
966 927 878 742 556 349

Francis et al, NEJM, 2015

No. of

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

Tamoxifen 1018 160 84.7
Tamoxifen-OS 1015 139  86.6

Hazard ratio for recurrence, second invasive cancer,
or death, 0.83 (95% Cl, 0.66-1.04)
P=0.10




B End Points, Overall and According to Chemotherapy Cohort

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

Tamoxifen—-0S Tamoxifen Tamoxifen—0S Tameoxifen Tamoxifen—-0S Tamaexifen

End Point Hazard Ratio (95% Cl) P Value

Disease-free survival

All patients 1015 1018 139 160 86.6 84.7 0.83 (0.66-1.04) 0.10
Prior chemotherapy

Mo 473 476 3z 38 93.4 93.3 0.83 (0.52-1.34) 096

Yes 542 542 107 122 80.7 fil 0.82 (0.64-1.07)

Freedom from breast
cancer

All patients 1015 1018 120 140 85.4 86.4 0.81 (0.63-1.03) 0.09
Prior chemotherapy

Mo 473 476 23 24 95.1 95.8 0.95 (0.54-1.69) 0.54

Yes 542 542 97 116 825 780 0.78 (0.60-1.02)

Freedom from distant
recurrence

All patients 1015 1018 89 96 91.3 90.7 0.88 (0.66-1.18) 040
Prior chemotherapy

Mo 473 476 7 & 98.7 98.6 1.16 (0.39-3.44) 0.62

Yes 542 42 8z 90 84.8 83.6 0.87 (0.64-1.17)

#Duerall survival E

All patients 1015 1018 47 39 96.7 95.1 E 0.74 {ﬂ.Sl—l.ﬂ?}
Prior chemotherapy E

No 473 476 8 2 99.2 99.8 : 3.84 (0.81-18.08( 003)

Yes 542 542 39 57 94.5 90.9 E 0.64 (0.42-0.96)

025 050 100 200 400
Tamoxifen—OS  Tamoxifen
Better Better

Francis et al, NEJM, 2015




A Freedom from Breast Cancer

B Freedom from Di

stant Recurrence

100+ 100
m_\% 30+ R~ ————
80 804
. 70+ No. of . 70+ No. of
& 504 Patients 5-Yr £ g0 Patients 5-Yr
2 5ol No.of with Rate Hazard Ratio 2 s No.of with Rate Hazard Ratio
3 0 Patients Event % (95% CI) 3 ‘0 Patients Event % (95% Cl)
S | Tamoxifen 1018 140 [86.4 > | Tamexifen 1018 9 [90.7
30| Tamoxifen— 1015 120 | 88.4| 0.81 (0.63-1.03) 30| Tamoxifen— 1015 89 |91.3 |0.88 (0.66-1.18)
204 OS5 204 OS5
Exemestane— 1014 94 | 90.9| 0.64 (0.49-0.83) Exemestane— 1014 70 |93.0 |0.71 (0.52-0.96)
104 10
0s 0s
0 T T T T T | 0 T | T | T 1
0 1 2 3 4 5 [ 0 1 2 3 4 5 6
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Tamoxifen 1018 956 900 855 728 533 314 Tamaoxifen 1018 966 915 875 755 559 333
Tamoxifen—OS 1015 970 932 286 752 568 356 Tamoxifen—OS 1015 977 943 901 772 582 363
Exemestane—0S 1014 957 912 869 766 550 342 Exemestane—05 1014 962 920 882 783 562 352
C Mo Chemotherapy, Freedom from Breast Cancer D Mo Chemotherapy, Freedom from Distant Recurrence
100 100
]
90 90
80 80
. 704 No. of . 704 No. of
& 0- Patients 5-Yr & oo Patients 5-Yr
2 5ol Mo.of with Rate Hazard Ratio 2 s No.of with Rate Hazard Ratio
g Patients Event % (95% CI) 8 Patients Event % (95% C1)
it — e —
& 40 Tamoxifen 476 24 [958 = 49 Tamoxifen 476 6 |98.6
30+ Tamoxifen— 473 23 | 95.1|0.95 (0.54-1.69) 30+ Tamoxifen— 473 7 |98.7|1.16 (0.39-3.44)
204 OS5 204 OS5
Exemestane— 470 14 |97.1|0.59 (0.31-1.14) Exemestane— 470 3 99.3 | 0.52 (0.13-2.07)
104 10
05 0s
0 T T T T T 1 0 T T T T T 1
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Tamoxifen 476 461 445 429 377 277 169 Tamaoxifen 476 465 449 436 126 284 176
Tamoxifen—O5 473 454 447 429 373 285 179 Tamoxifen—0O5 473 458 453 437 385 293 184
Exernestane—05 470 443 425 414 374 278 176 Exermestane—0S 470 444 479 419 381 283 180




E Prior Chemotherapy, Freedom from Breast Cancer

100
g0
20
__ 704 No. of
X 604 Patients 5-Yr
2 ¢ MNo.of with Rate Hazard Ratio
k 40 Patients Event %  (95% Cl)
S | Tamoxifen 542 116 | 78.0
30 Tamoxifen— 542 97 | 82.5|0.78 (0.60-1.02)
204 05
Exemestane— 544 80 | 85.7]0.65 (0.49-0.87)
10+
05
ﬂ I | I | I 1
0 1 2 3 4 5 3]
Years since Randomization
Mo. at Risk
Tamoxifen 542 494 455 426 352 233 144
Tamoxifen—05 542 516 435 456 378 283 176
Exemestane—05 544 514 487 455 391 273 166

F Prior Chemotherapy, Freedom from Distant Recurrence

100-
gﬂ-x
80
_ 704 No. of
X 604 Patients 5-Yr
2 5o No.of with Rate Hazard Ratio
_'q::- 40 Patients Event % (95% ClI)
B | Tamoxifen 542 %0 [&36
30 Tamoxifen- 542 82 |84.8 |0.87 (0.64-1.17)
204 OS5
Exemestane— 544 67 | 87.8 ]0.72 (0.52-0.98)
104
0s
0 | T | | | |
0 1 2 3 4 5 &
Years since Randomization
No. at Risk
Tarmaxifen 542 501 466 439 369 274 156
Tamaoxifen—-0S5 542 519 480 463 386 239 178
Exernestane—05 544 513 491 463 401 230 172

Francis et al, NEJM, 2015



" SOFT
m N=240 patients, RH+, HER2-, <35 ans
m Survie sans cancer du seina 5 ans :
m 67,1% (IC 95%, 54,6-76,9%) Tam
m 75,9% (1C95%, 64,0-84,4%) tam + BO
m 83,2% (IC95%, 72,7-90,0%) exemestane + BO

w TEXT

m N=145 patients, RH+, HER2-, < 35 ans
m Survie sans cancer du seina 5 ans:
m 79,2% (IC 95%, 66,2-87,7%) tam + BO
m 81,6% (IC95%, 69,8-89,2%) exemestane + BO

Saha et al, JCO, 2017



Conclusions blocage ovarien

v' Exemestane + BO : Alternative recevable si Cl Tamoxiféne
v' HT + BO : a discuter si

« Patiente tres jeune

Risque élevé de rechute

Reprise cycles apres chimiothérapie ?
Tolérance+++

Rapport bénéfice / risque

v Discussion Réunion Concertation Pluridisciplinaire ++
v Décision partagée+++



v Prolonger la durée de ’hormonothérapie ne rend pas
service a toutes les femmes

v’ A privilégier si N+ surtout
v Essais futurs : SSR objectif principal++, biomarqueurs,
associations avec autres thérapies (inhibiteurs CDK4/6)

v Ajouter un blocage de la fonction ovarienne ne rend
pas service a toutes les femmes

v’ A privilégier si femmes tres jeunes, reprise cycles, risque
éleve de rechute

v Rapport bénéfice / risque




