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(ASAN mmono  EXtended Al treatment after 5+ years

REAST CANCER
SIUM®

of prior endocrine therapy: methods

Meta-analysis of individual patient data on
postmenopausal women with ER-positive (99%) or
ER-unknown (1%) tumours in trials of:

Any third-generation Al (exemestane, anastrozole,
letrozole) vs no further adjuvant therapy following:

a) = 5 years of tamoxifen alone (n=7,500)
b) = 5-10 years of tamoxifen then Al (n=12,600)
c) = 5 years of Al alone (n=4,800)

ty of the author/presenter. Contact them at richard.gray®@ndph.ox.ac.uk for permission to reprint and/or distribute



Endocrine treatment prior to treatment

divergence
Trial (recruitment period) (a) Tamoxifen alone (b) Tamoxifen then Al (c) Al alone
ABCSG Vla (1990-1995) 442 393 =
MA.17 (1998-2002) 4959 - -
NSABP B-33 (2001-2003) 1550 - -
ATENA (2001-2005) 358 - -
SALSA (2004-2010) - 3392 =
GIM 4 (2005-2015) - 2031 -
NSABP B-42 (2006-2010) 1532 2387
DATA (2006-2009) - 1827 -
LATER (2007-2012) 174 138 39
IDEAL (2007-2011) - 1263 510
AERAS (2007-2012) - (=255) (=1442)
MA.17R (2009-2015) - 1473 386
All trials (% with data) 7,483 (100%) 12,304 (98%) 4764 (70%)
Median follow-up (yrs) 4.9 6.1 6.5

Methods: ‘landmark’ analysis for trials that
randomised before treatment divergence

* DATA (Tam 2-3yrs then 6 vs 3 years Ana) , GIM 4 (5 vs 2-3 years Let),
IDEAL (5 vs 2.5 years Let), SALSA (5 vs 2 years Ana) randomised
prior to treatment divergence

* Analyses exclude recurrences, second primary cancers,
or deaths prior to point of treatment divergence:

Recurrences excluded Deaths excluded
140 vs 143 79 vs 79



(a) Trials of Al after =5 years of Tamoxifen

. alone
Any recurrence (distant, ~ Distant Breast cancer
local or new primary) Recurrence mortality
7483 women 7483 women 7483 women
50 | 1 50 50
RR 0-67 (0-57-0-79) RR 077 (0-63-0-93) RR 0-77 (0-59-1-00)
40 Logrank 2p < 0-00001 | 45 | Logrank 2p = 0:008| 44 Logrank 2p = 0-05
5-y gain 3:6% (Cl 21 - 5:1) 5-y gain 1-5% (CI 0-3 - 2'8) 5-y gain 0-8% (CI -0-1 - 1:7)
30 30 30
E/o I C?gl_;g,l E/U r Cogi_;g: 20 Control
B o . Oo i Ou
u'_\%cc. ? 1 ty 95 .-,°m 52% gsi [=] g.goﬁ,
10} et A0 Al 10 Al
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5 6 7 8 9 10 years 5 6 7 8 9 10 years 5 6 7 8 9 10 years
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(b) Trials of Extended Al following 5-10 years of
Tamoxifen then Al
s S Distant Breast cancer
\ Recurrence mortality
11387 women 11387 women 11387 women
50 50 - 1 50
RR 0-82 (0-73-0-93) RR 0-92 (0-80-1-07) RR 0-93 (0-77-1-12)
40 Logrank 2p = 0-002] 4 Logrank 2p =029 44| Logrank 2p = 0-45
5-y gain 2:1% (Cl 1:0 - 3-2) 5-y gain 1-0% (Cl 0-0 - 1-9) 5-y gain 0-2% (Cl -0'5 - 0-8)
30 30+ 1 30+
2/‘3 Cogtzroofl 2n° r Cogtgol' 20 ¢ Control
o, . -0, % 1%
%“i.oc. 71 CK‘: 85% CI 5.3:%2 954(: %‘éoi
10 -3 Alj 10; Al1 10} Al
__-='-"‘::::_ T 1:____.:_____7_'-_:-_‘—':.
0 !_.r_a—»l i . . 0 _——FF'___F . . . 0 —-——-—'T_)-.----.
5 6 7 8 9 10 years 5 6 7 B8 8 10 years 5 6 7 8 9 10 years
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(c) Trials of Extended Al following 5 years of Al alone

A Distant Breast cancer
ny recurrence Recurrence mortality
3322 women 3322 women 3322 women
50 50 {1 50
RR 0-76 (0-61-0-95) RR 0-78 (0-59-1-04) RR 0-99 (0:68-1-44)
40 Logrank 2p = 0:02] 4q Logrank 2p =009 4p Logrank 2p = 0-97 |
5-y gain 1-2% (Cl -0°6 - 3-1) 5-y gain 0:3% (C1 -1:2-1-7) 5-y loss 0-2% (Cl -0'9 — 1-3)
30 30 {1 30
20 Conirol ] 20 Control] 20 Al
o 7:9% | % 47% | % 2:7%
95% G 6‘6:% 65% CI 4.4o/° 8% Ci 24%
10 ¥ Al{ 10 Al 10 Control 1
‘__‘__:=§;—_-:'_' _d_,_i__;i
0 A“'__r—"‘i‘ 0 7__.___4,..-—‘_} . " _______='_=__:|_—-—-—~i .
5 6 7 8 9 10 years 5 6 7 8 9 10 years 5 6 7 8 9 10 years
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Effect on recurrence by prior endocrine therapy

Events/Women Al events Ratio of annual event rates
. Allocated Allocated Logrank Variance Ratio Ratio
Prior therapy Al control O-E of O-E Al : Control (& Cl)
(a) Tamoxifen alone 272/3718 383/3765 -61-7 1555 .i 0-67 (0-55  0-83)
(7-3%) (10-2%) !
(b) Tamoxifen then Al510/5664 606/5723 -516 2677 . 0-82 (0-70 — 0-97)
(9-0%) (10:6%) ,
(c) Al alone 134/1661  174/1661 -20-4 744 —.—' L 0-76 (0-56 — 1-02)
(81%) (10-5%) i
. Total 9111%43 1163/ g ~1337 4976 4 0-764 (0-700 — 0-835)
| 2 0-:00001
(8:3%)  (10:4%) ; 5
W 99% or === 95% confidence intervals ' z i 4 ‘
0 05 10 15 20
Heterogeneity between 3 categories: ;{ﬁ =41;p>01; NS Al better ‘ Al worse

Treatment effect 2p < 0-00001
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Effect on recurrence in years 0-1 after treatment
divergence by prior endocrine therapy

Events/woman-years Al events Ratio of annual event rates
y Allocated  Allocated Logrank Variance Ratio Ratio
Prior therapy Al control O-E of O-E Al : Control (& CI)
I
(a) Tamoxifen alone 97/7174  156/7181 -284 606 —-— 0-63 (045  0-87)

(1-d%ly)  (2:2%/y)

(b) Tamoxifen then Al177/10863 173/10991 05 845 B’
(1-6%/y) (1-6%/y) :

(c) Al alone 48/3201 48/3202 0-0 231
(1-5%/y) (1-5%/y)

M Total 322/ 377/ _27.8 1683 <I= 0848 (0729 - 0986)
1238 : 2p = 003

2 21374
(1-5%ly)  (1-8%ly)

& 99% or ~=1= 95% confidence intervals

0 05 10 15 20
Heterogeneity between 3 categories: ;(i =87;p=001 Al better | Al worse
Treatment effect 2p = 0-03
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Effect on recurrence in in years 2-4 after
treatment divergence by prior endocrine therapy

Events/woman-years Al events Ratio of annual event rates
Allocated Allocated Logrank Variance Ratio Ratio

Prior therapy Al control 0-E of O-E Al : Control (& ClI)

(a) Tamoxiien alone 125/7895 177/7670 -303 722 _._' 0:66 (0-49 — 0-89)
(1-6%fy)  (2:3%ly) :

(b) Tamoxifen then Al96/13767 296/13756 -51-9 118-3 o 065 (0-51  0-82)

(1-4%y)  (2:2%ly)

(c) Al alone 57/4323 75/4326  -91 318 —a—— 075(048 —1-18)
(1-3%7y)  (1-7%ly)

Total 378/ 548/ _g1.3 222 4> LN .
[ ] SR S, -8Ts222a ¢ 0663 |(,o<5u§am£ 756)
(1-5%y) (2:1%ly) !
& 99% or === 95% confidence intervals : - .
0 05 1-0 15 2:0
Heterogeneity between 3 categories: ;(g =06;p>01; NS Al better | Al worse

Treatment effect 2p < 0-00001
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Effect on recurrence in years 5+ after treatment
divergence by prior endocrine therapy

Events/woman-years Al events

Ratio of annual event rates
Allocated Allocated Logrank Variance i
Al

Ratio

Ratio

Prior therapy control O-E of O-E Al : Control (& CI)
(a) Tamoxifen alone 50/2340 50/2347  -3-0 227 =
(2-1%4y) (2-1%/y)
(b) Tamoxifen then Al 137/7255 137/7239 -02 650 ]
(1:9%fy)  (1'9%dy)
(c) Al alone 29/2294 51/22903 -11-3 195 — . 0-56 (0-31 — 1-00)
(1-3%/y) (2:2%/y)
B Total 216/ 238/ 14 . <= - - .
11889 1187 146 1072 0 3732(;)03512- Né 055)
(1-8%/y) (2:0%y) !
‘B 99% or =1= 95% confidence intervals ! . ! :
0 05 10 1:5 20
Heterogeneity between 3 categories: ?.: =50;p=008 Al better Al worse
Treatment effect 2p » 0-1; NS
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Summary: effect of extended Al therapy after 5-10 yrs
on recurrence differs by type of prior endocrine therapy

Prior tamoxifen (a)

7483 women

50 +
RR 067 (0-57-0-79)
40 Logrank 2p < 0-:00001 |
5—Y gain 36% (CI 24— 5'1)

30
P Control
o. 3 ontrol
Rt
f-——-i’"'_"j j
o B
0 I e

Y e
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Prior Al (b +¢)

14709 women

RR 0-81 (0-73-0-90)
Logrank 2p = 0-00010
5-y gain 1-9% (Cl 1-0 — 2-8)
Control
89%
7-0%
= Al-
_11'11-‘"_7.
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Combined results from all trials of Extended Al
following 5-10 years of any prior endocrine therapy

Distant Breast cancer
Any recurrence Recurrence mortality
22192 women 22192 women 22192 women
50 ¢ 150 50
RR 0-76 (0-70-0-83) RR 0-85 (0-77-0-95) RR 0-89 (0-77-1-02)
a0t Logrank 2p < 0-00001 | 40 Logrank 2p = 0-004 | 44 Logrank 2p = 0-09 |
5-y gain 2-5% (C11-7 - 3-3) 5-y gain 1-1% (C1 0-4 - 1-7) 5-y gain 0-3% (Cl -0-2 - 0-8)
30 130 30
207 Control| 20 Control | 20 Control
et 9'5:',3 oo, 19 o 31%
T0% | ssin 5-19 | stal 2.8%,
10 ot Al 10 Al 10 Al
.-"_':-—_‘:-::-__._____-. - ’__—_-.
e s _
0 —— . 0 e i 0 L Sy _-:..
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Recurrence by site = combined results from all trials

EventsWomen Al events Ratio of annual event rates
Allocated Allocated Logrank Variance Ratio
Category Ly control O-E ofO-E __Al:Control  (&Cl)
Site of recurrence
Distant 582/11043 671/11149 -52:6 3009 -._ 0-84 (0-72 — 0-97)
(5:3%) (6:0%)
Isolated local 171/11043 228/11149 -29-4 971 _._ 0-74 (0-57 — 0-96)
(1:5%) (2:0%) !
Contralateral 163/11043 264/11149 -51-8 1041 - 0-61 (0-47 078)
(1-5%) (2-4%) !
. Any recurrence 916/ 1163/ _133-7 4976 4> 0-764 (0-700 — 0-835)
11043 9 : 2p < 0:00001
(8:3%) (10-4%)
B 999% or === 95% confidence intervals ; :
0 05 10 15 20
Al better Al worse

Treatment effect 2p < 0-00001
Intellectual property of the author/presenter. Contact them at gichard.gray@ndph.ox.ac.uk for permission to reprint and/or distribute



Recurrence by nodal status — all trials

Node-negative N1-3 N 4+
10620 women 6919 women 1621 women

50 + 50 50
RR 0-82 (0-71-0-95} RR 0-74 (0-64-0-85) RR 0-71 (0-56-0-89)
a0 |  Logrank 2p =0009 Logrank 2p = 0-00003] 49 Logrank 2p = 0:003
5-y gain 11% (C1 01 - 2:0) 5-y gain 3-8% (CI 2-2 - 5-4) 5-y gain 7-7% (Cl 3-9 - 11-6)

30 30 30
ontrol
20 © Control’ 20 Control] 20 _{199%

9;0m B:%% °/o 1 2.5:/0 o. o
5 % 315%Cl ___’-é 8.7% 5% Tl )-’i 12,29/0
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Bone fracture and death without recurrence

14026 women 22192 women
50 50 |
8 RR 1-24 (1-10-1-39) ] RR 1-08 (0-95-1-23)
G a9 | Logrank 2p = 0-0003 S 40 Logrank 2p = 0-24
2 5-y loss 1:8% (C1 0:8 - 2:8) = 5-y loss 04% (C1 =01 - 1-0)
f= Q
30| 230
g 3
g 20 £ 20
- r Al = r h with Al
o o 9-6% o Deat W|t Out -Qo,
ey Bone fracture 78%| S recurrence 38%
m 10 ¢ __+—KLontrol 210 Control
v
W —u
0 ; : : 0 e
0o 1 2 3 4 5 years 0 1 3 4 5 years
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)
(&ﬁg‘ﬁﬁ?&ﬁ Conclusions: Benefits and risks of Al after 5+
years of prior endocrine therapy
» =35% proportional reduction in recurrence for women who
have received =5 years of tamoxifen

* = 20% proportional reduction in risk of recurrence for women
receiving Al (with or without prior tamoxifen)

* Recurrence reductions apparent in first two years following
prior tamoxifen, but not until the third year following prior Al

* Absolute benefits increase the more nodes were involved
* Risk of bone fracture increased by =25%
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< Jsnpaong Limitations
SYMPOSIUM
* Short follow-up: 10 or more years of follow-up is
needed to assess the effects of extending Al on breast
cancer mortality

* Need to obtain more information on side-effects, for
example bone fractures

* Impact of Als on Quality of Life was not assessed
* One trial (AERAS) still to be included
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04 SABCS, December 4 -8, 2018
ém acse Acknowledgements

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)

Writing Committee: Richard Gray, Rosie Bradley, Jeremy Braybrooke, Lucy
Davies, Robert Hills, Hongchao Pan, Richard Peto, Stewart Anderson, Hanna
Bandos, Joe Costantino, Michael Gnant, Jim Ingle, Hiroji Iwata, Judith Kroep,
Christos Markopoulos, Lucia Del Mastro, EIma Meershoek-Klein Kranenbarg,
Shoichiro Ohtani, Sabino de Placido, Lois Shepherd, Guenther Steger,
Cornelius van de Velde, Nicholas Zdenkowski, Jonas Bergh, Kathleen
Pritchard, Sandra Swain, Eleftherios Mamounas, Paul Goss

Trialists who shared their data; 22,000 women in 11 trials
The funding bodies
‘_?% CANCER Medical

RESEARCH Research
,@ UK MRC Council




