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(pT1la, pTlb), no nodal involvement (pNO), low No role for extended adjuvant
proliferation, low grade or low “genomic risk” tamoxifen beyond 5 years

No OFS

High/Intermediate degree of ER and PgR OFS + Tam or OFS + Exemestane
expression, intermediate tumor burden Extended Tam in some cases
pTlc, pT2, pNO or pN1 (1-3), intermediate

or high proliferation or grade, and/or

intermediate “genomic risk”
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ESO-ESMO 3rd international consensus guidelines for breast cancer in
young women (BCY3)

Shani Paluch-Shimon * ', Olivia Pagani ™', Ann H. Partridge *, Omalkhair Abulkhair °,
Maria-Jodo Cardoso °, Rebecca Alexandra Dent ', Karen Gelmon ¥, Oreste Gentilini ",
Nadia Harbeck ', Anita Margulies ', Dror Meirow *, Giancarlo Pruneri |, Elzbieta Senkus ™,
Tanja Spanic ", Medha Sutliff °, Luzia Travado *, Fedro Peccatori **, Fatima Cardoso ™" *

(Tamowifen alone for 5 years s indicated fo low risk patent. |

Siwitching to an A, after 5 years of tamoxifen, should be considered for women who have become definitvely post-menopausal
Tamoxifen for 10 years should be considered in high-rick patients, iftolerated.
(The additon of a GnRH agonistto tamaxifen s indicated in patients at Righer rsk who remain premenapausal dter chemorherapy. |

Als along are contra-indicated in pre-menopausal women.

The combination of an aromatase infibitor and a CnRH agonist (or ovarian ablation| should be considered in high risk
(paients i tolerated
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Adjuvant Endocrine Therapy for Women With Hormone
Receptor—Positive Breast Cancer: American Society of
Clinical Oncology Clinical Practice Guideline Update on
Ovarian Suppression

Harold J. Burstein, Christina Lacchetti, Holly Anderson, Thomas A. Buchholz, Nancy E. Davidson,
Karen E. Gelmon, Sharon H. Giordano, Clifford A. Hudis, Alexander J. Soiky, Vered Stearns, Eric P. Winer, and
Jennifer J. Griggs

Recommendation 1.1

The Panel recommends that higher-risk patients should receive ovarian suppression in addition to adjuvant endocrine therapy, whereas lower-risk
patients should not

Recommendation 1.2

Women withstage l or stage lll breast cancers who would ordinarily be advisedto receive adjuvant chemotherapy should receive ovariansuppressionin
addtion to endocrine therapy.

Recommendation 1.3
Women with stage | or Il breast cancers at higher risk of recurrence, who might consider chemotherapy, may also be offered ovarian suppression in
addition to endocrine therapy.

Recommendation 1.4
| Women with stage | breast cancers not warranting chemotherapy should receive endocrine therapy but not receive ovarian suppression.

Recommendation 1.5
Women with node-negative cancers 1 cm or less (T1a, T1b} should receive endocrine therapy but not receive ovarian suppression.

TEXT e SOFT

* |nvestigated
— The role of aromatase inhibitor [TEXT+SOFT]
— The role of ovarian function suppression (OFS)

TEXT

Pop |l women with esponsive early breast cancer who should 2 H —

receive OFS from the start of adjuvant therapy. Joint Analysis (N=4690)
Enrollment Novernber 2003 through April 2011 Median follow-up 5.7 years

Final accrual: 2672 (revised target: 2639)

SOFT
Stratify: T i + OFS (Tripf ) Population: Pramenopausal women with endocrinesresponsive early braast cancer who remain
3 od premenopausal aftor chemotherapy or after surgery alone.
Chema planny Enrollment Decamber 2003 through January 2011
®= Nodal Status = Final accrual: 3066 (target. 3000)

E +OFS (Trip ) Primary Analysis (n= 2033)

Median follow-up 5.6 years
Stratify:

= priorchemo Tamoxifen
o IntendeiOrs Tamoxifen + OFS
= Nodal Status

Exemestane + OFS

OFS=Ovarian function suppression
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Characteristics
by Trial and Chemotherapy Use
No Chemotherapy Chemotherapy
Median Age | 45yr Median Age | 43 yr
TEXT LN+ 21% LN+ 66%
- TEXT -
TEXT  |No T-size>2cm 19% Chemo T-size>2cm 53%
Chemo
N=1053 Grade 3 12% N=1607 |Grade 3 37%
Surgery to | Median Surgery to | Median
random. 1.5 mo random. 1.2 mo
Median Age | 46 yr Median Age | 40 yr
SOFT LN+ 9% SOFT LN+ 57%
SOFT No T-size>2cm 14% Prior T-size>2cm 47%
Chemo Chemo
N=1419 Grade 3 7% N=1628 Grade 3 35%
Surgery to | Median Surgery to | Median
random. 1.8 mo random. 8.0 mo

SOFT




Primary Analysis: Disease-free Survival

5.6 years median follow-up

100
Tk

801 T+OFS ——
60

40
Pts Events 5yr% HR 95%Cl P
0] T 1018 160 847

T+OFS 1015 139 866 83 66-1.04 10

Percent Alive and Disease-Free

o 1 2 3 4 5 &
Years since Randomization

Primary analysis in overall population not significant (p=0.10)
Multivariable Cox model HR=0.78 (95% Cl 0.62-0.98) p=0.03

Premenopausal No Chemotherapy

No Chemotherapy No Chemotherapy
Breast Cancer-Free Interval Distant Recurrence-Free Interval
100 100
80] T+oFs — 80{ Toops ——
E+OFS —— E+OFS ——

D
o

60

40
Pts EvenMHR 95% Cl

N
o

Pts@ 5-yr % HR 95% CI
47

Percent without Breast Cancer

Percent without Distant Recurrence

20{ T 476 24| 958 20T 6 | 986
T+OFS 473 23\ 95.1 )95 .54-169 T+OFS 47 7 98.7 1.16 .39-344
0 E+OFS 470 14 \\97.1/ 59 31-1.14 E+OFS 470\ 3 993 52 .13-207
0 1 2 3 4 5 6 0 1 2 3 4 5

Years since Randomization Years since Randomization

Cohort selected for low risk clinicopathologic features
90% 2 age 40yr, 91% node negative, 85% tumor <2cm, 41% grade 1
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Premenopausal after Prior Chemotherapy

Prior Chemotherapy Prior Chemotherapy
Breast Cancer-Free Interval Distant Recurrence-Free Interval
100 ) 100
§ é x
3 80 3 80| 1iors ——
g ' E+OFS ——
® 60 £ 60
@ 2
5 [a)
2 40 5 40
; Pts Event{ 5-yr% HR 95% CI é Pts Events|5-yr % JHR 95% CI
g 201 T 542 116| 780 Z 24T 542 90 | 836
® T+OFS 542 97 825 .78 .60-1.02 8 T+OFS 542 82 848 187 .64-1.17
o E+OFS 544 80| 857 .65 .49-087 o 0 E+OFS 544 67 878 |72 52-098
. . . [ - - . .
0 1 2 3 4 5 6 0 1 2 4 5 6
Years since Randomization Years since Randomization

T+OFS v T: Absolute improvement in 5-yr BCFl 0f4.5%

E+OFS v T: Absolute improvement in 5-yr BCFl of 7.7% and 5-yr DRFI of 4.2%

Adjuvant Tamoxifen Plus Ovarian Function Suppression
Versus Tamoxifen Alone in Premenopausal Women With
Farly Breast Cancer: Patient-Reported Outcomes in the
Suppression of Ovarian Function Trial

Kavte ikt W

g
Rickard D. Gebe. M.

J Clin Oncol 2016; 34:1601-1610.

® Tamoxifen Tamoxifen + OFS
GLOBAL
INDICATOR 6 months 24 months 60 months
Physics! well-being : + : ' 4 : : L :
Mood I | i il (.
| | | | | |
Coping effort | < | [ | | =
| |
Treatment burden P : : : o :
Health perception | |‘ | (. [
T T T T T ! T ! T T T T T T I ! T T T T T T ! ! T
-60 50 40 -20 -20 -8 0 8 20 60 50 -40 -30 -20 -8 0 8 20-60 -50 40 -30 -20 -8 0 8 20
€« —> < —> < —
Waorsening Improving Worsening Improving Worsening Impraving

Change in QoL Score From Baseline (mean with 95% Cl;
+ 8 is the minimal clinically meaningful change in QoL scores)

OFS added to tam: worse endocrine symptoms and sexual
functioning during the first 2 years of treatment. Effects were less
pronounced for patients with prior chemotherapy, the cohort that

benefited most from OFS in terms of disease control
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TEXT

Exemestane+OFS Improved DFS

Percent Alive and Disease-Free

80

60

40

20

Years since Randomization

Difference 3.8% at 5 years No. Patients HR (95% Cl)  5-yrDFS %
541 DFS E+OFS T+OFS E+OFS T+OFS
91.1% :
\: All Patients 2346 2344 'i- : 911 873
87.3% Cohort
No chemotherapy, TEXT ~ 526 527 ——— 9.1 930
—— Exemestane+OFS (N=2346) No chemotherapy, SOFT 470 473 958 931
— Tamoxifen+OFS (N=2344) Chemotherapy, TEXT 806 801 I b s a6
Prior chemotherapy, SOFT 544 543 —-I-é- 843 806
Evenls HR 95%CI P Lymph Node Status
E+OFS 216 072 0.60-0.85 0.0002 Negative 1362 1350 — | 951 916
TOFS 208 Positive o o B w0 ol
0‘ 1‘ 2‘ é 4 5‘ 6‘ 25 50 72 10 20 40
a »

Y »
Favors E+OFS  Favors T+OFS

5.7 years median follow-up
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Women Who Received Chemotherapy

Chemotherapy, TEXT Prior Chemotherapy, SOFT Chemotherapy, TEXT Prior Chemotherapy, SOFT
Breast Cancer-Free Interval Breast Cancer-Free Interval Distant Recurrence-Free Interval Distant Recurrence-Free Interval
5-yr BCFI 5+yr DRFI
100 915% 100 SYBCFL g4 91.8% 9100 547 DRFI
o o 86.1% 2 9 88.0%
p | et \: : o Xﬁ:
e e H 5
88 wo% 880 o E 80 g 80 846%
B i - -
ﬁ 601 — Exemestane+OFS (N=806) g 601 —— Exemestane+OFS (N=544) E 60 | — Exemestane+OFS (N=806) £ 60 {—— Exemestane+OFS (N=544)
a —— Tamoxifen+OFS (N=801) o —— Tamoxifen+OFS (N=543) g —— Tamoxifen+OFS (N=801) g —— Tamoxifen+OFS (N=543)
5 5 a a
2 2w ER) el
3 H £ s
5 Bews W wnol § g Eeenls HR swCl Z Frents HR WL in Events  HR 9540l
4 E+OFS 78 064 048085 5 E+OFS 72 082 060112 8 E+OFs 69 077 056106 g E+OFS 61 081 056113
. [ o T+OFS s
glTHoFs 18 gL THOFS % $ ha 88 § glmors 7
0 1 2 3 4 5 6 0 1 2 3 4 5 6 0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years since Randomization Years since Randomization Years since Randomization Years since Randomization

I 66% N+; 53% T-size >2cm; 30% <40 years I I 57% N+; 47% T-size >2cm; 49% <40 years I

Absolute improvement with exemestane+OFS
5-yr freedom from breast cancer: 5.5% in TEXT and 3.9% in SOFT
5-yr freedom from distant recurrence: 2.6% in TEXT and 3.4% in SOFT

Women Who Did Not Receive Chemotherapy

No Chemotherapy, TEXT No Chemotherapy, SOFT

Breast Cancer-Free Interval N=1996 Breast Cancer-Free Interval
5-yr BCFI :
100 97.6% 53’; EOC/HH
g e = 51[]0 1
c () o
& 94.6% £ 0 948%
% ¢]
© 7]
2 —— Exemestane+OFS (N=526) Jos -
60 ” o —— Exemestane+OFS (N=470)

a —— Tamoxifen+OFS (N=527 = 60
5 amoxifen+OFS (N=327) @ °° | — Tamoxifen+OFS (N=473)
£ 2 4
3 B
2 H
) Events HR 95% Cl Z Events HR 95% Cl
g By £ 9 vents b
5 [TOFS B 041020m 8 7| e+ors 12 053 026-1.06
&9 8 | T+oFs 23

o 1 2 3 4 5 6

Years since Randomization 0 ! 2 s 4 5 6

Years since Randomization
| 9% <40years; 15%T-size >2cm; 8%N+ |

| 16%<40years; 19%T-size >2cm; 21%N+ |

Some women have excellent prognosis with highly-effective endocrine therapy
alone >97% breast cancer-free at 5 years when treated with exemestane+OFS
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Global QoL

E+OFS
® T+OFS ®T OE+OFS

6 mos 24 mos 60 mos
1 I |
. . e _ - |
Physical wellbeing B * *
1 I I
| I I
I I I
1 | 1
-, 'P'
Mood . 3 =
1 I 1
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» I o L
. . 2 3
Coping effort L g i e
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Treatment burden . e ES
S
60 50 -40 30 20 -8 O 8 20-60 -50 40 -30 -20 -8 O 8 20-60 -50 40 -30 20 -8 0 8 20
< —> < — - —>

9

L e i ~ I L e
Change of QoL Score from Baseline (Mean with 95% Cl)
(% 8 is the minimal clinically meaningful change of QoL scores)

Bernhard J Lancet Oncol. 2015 Jul;16(7):848-58

P 9

Very young women
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All women < 35 years of age in SOFT and TEXT

SOFT prior chemotherapy
cohort age < 35 years
100

80
60

40

— Prior chemotherapy T
20 Frior chemotherspy T+OFS
—— Prior chemotherspy E-OFS

Free
From Breast Cancer (%)

0 1 2 3 4 5 6

Time Since Randomization (years)
No. a1 nsk
T 7 70 58 56 a5 L n
T+OFS 77 70 5 62 51 39 21
E-OFS 8 78 ¥l 86 59 / 2
C
TEXT chemotherapy

cohort age < 35 years

100
80
60
40

20 Chematharapy T-OFS
e Chematherapy E<OFS
. v T r v v

0 1 2 3 4 1] 6
Time Since Randomization (years)

Free
From Breast Cancer (%)

No. at risk
TOFS 66 6 58 4 41 40 27
E-OFS 79 73 L] 13 “ a“N N

B

SOFT prior chemotherapy
cohort age = 35 years

s Prior chemotherapy T
20 Prior chemotherapy T-OFS
w— Priof chematherapy E<OFS

Free
From Breast Cancer (%)

0 1 2 3 4 5 €
Time Since Randomization (years)
No. at risk

T 36 31 312 261 246 180 104
T+OFS 356 340 317 284 243 182 113
E.OFS 337 322 307 287 240 183 100

D

TEXT chemotherapy
o cohort age > 35 years
= 100 T
3
o 80+
&
g o 60
EEB 4
2
@ 204 Chamotharapy T+DFS
E e Chamatharapy E<OFS
g e
0 1 2 3 4 &5 6

Time Since Randomization (years)
Mo. at risk
T-OFS 576 565 526 440 372 350 252
E.OFS 671 541 5290 483 384 I?% 272

385 HER2- pts <35
93% received CT

Saha P e al JCO 35, June 27, 2017

Treatment adherence
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Use of Permanent
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Saha P e al JCO 35, June 27, 2017
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Early discontinuation and non-adherence to adjuvant hormonal
therapy are associated with increased mortality in women with
breast cancer Dawn L. Hershman, Breast Caacer Res Trear 2011 April ; 126(2): 529-537.
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[=] (=1
= w— Corinuation 80.7% = —neronce §17%
> 0254 w— Discontinuaton 73.6% 2 025{ == Non-Adberorce 77.8%
L% Logrank. P < 0.0001 [ Logrank, P < 00001
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000 = 2 ) . 0001, , ) v .
] 2 4 8 8 10 0 2 4 ] 8 10
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Both early discontinuation and non-adherence to HT were common and
associated with increased mortality. Interventions to improve
continuation of and adherence to HT may be critical toimprove BC
survival.

Timing of OFS
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Timing of OFS with Chemotherapy

== Is beneficial to start OFS as quickly as possible,
concurrently with chemotherapy?

= Or might concurrent administration be detrimental?

== lIs it equally beneficial to wait and see if chemotherapy
induces menopause thereby avoiding costly OFS?

< Should age be taken into consideration when deciding
when to start OFS?

1872 HER2-negative patients in TEXT / SOFT
Received adjuvant CT and LH-RH
BCFI defined from 1 year after final dose of CT
About 5-years median follow-up

Breast Cancer-Free Interval (BCFI) Distant Recurrence-Free Interval (DRFI|

» N \‘—"“—n\_

»
B B

o=
z e B

&

AYear
N Events BCFI% 2 SE MR (95%CI)

AYear
N Events DRF%2SE MR (95% CI)

— Concurrent (TEXT| 1242 116  908:09 0.96(0.€0-1.53)
— Sequentid (SOFT) 630 71 905127

Percent freefrom b reast cancer

— Concurrent (TEXT) 1242 147 89.1:1.0 1.11(0.72-172)
——Sequentiel (SOFT) €30 84 89.0£2.9

5

Percant freefrom distant recurrence
"
57

©
©

1 2 H 3 H

wnd
=)

0 1 1 3 4

Years since landmark [imepoint Years since landmark timepoint
(1 yoar after last dose of chemotherapy) (1 year after last doss of chemotherapy)
Age <40 Age > 40
Breast Cancer-Free Interval (BCFl) Breast Cancer-Free Interval (BCFl)
A B
" \ i ﬁ““‘—*——E
g 50 g o
S c
8 g
i 50 E )
= =5
€ E
£ g
g 4o 4-Year g © AYeer
pe N_Events BCFI%+SE HR(95% C) pe N Events BCFI% 4SE HR (35%C)
£ j0]— Concurrent (TEXT) 360 €5 848420 1.13(0.69188) ¥ o | —Corcurrent(TeXT) €82 82 s08:11 L10(0.57-214)
£ —Saguential (SOFT) 332 €0  B2S435 2 -—Sequentia (SOFT) 298 24 91734
0 [

o 1 2 3 4 S o 1 2 3 4 5
Years since landmark fimepoint Years since andmark fimepoint
(2 year after last dose of chemotherapy) (1 year efter lest dose of chemotherapy)

12/25/17

12



12/25/17

Trial Design ABCSG-12

1,803 patients
Endocrine-responsive (ER and/or PR positive)
No chemotherapy except neoadjuvant
Treatment duration: 3 years
Accrual 1999-2006

<10 positive nodes

Tamoxifen 20 mg daily
Tamoxifen 20 mg daily
Zoledronic acid 4 mg g6mo

Anastrozole 1 mg daily

Goserelin
3.6 mgg28d
3 years

Anastrozole 1 mg daily
Zoledronic acid 4 mg g6mo

Z0——4>»N—-—=200Z>»>

Similar Outcomes with OFS+Anastrozole or OFS+Tamoxifen

Median age 45 yrs | o T

£ 3

T1 t 75(y §® No of Mazwraio (B5% CO  Puyake ; ® Noof Mazsdmto (8SRCH  Puabe
u mO r 0 § ety v TAM Cor Logrank O eents s TAM Cox Logrank

BB 130 1130880145 015 038 1 — M 53090 163(10510262 00 0028

—-— TAM 117790 -= TAM 337900
%

NO 66% . W TR

2 X ¥ & & noM ® I 2N ¥ &4 K D N o®

Time Since Rancomzatic Time Since Rardomizaticn, morths

Patverts at ra
ANA B M6 B0 W

Gradel1/2 75% == ==

Preop CT 5%

Gnant et al Ann Oncol 2014 Nov 17

13



ATLAS Trial Design

Continue TAM therapy
I to 10 years

= *

Eligibility (n = 12,894) (n = 6,454)

Early breast cancer (BC)
Completed 5 y of TAM Stop TAM therapy
at 5 years

(n = 6,440)

*Of the study’s entire population
ER+ 53%; ER- 10%; unknown ER status 37%

Recurrence was defined as first recurrence of any form of BC after ATLAS entry.

Davies C et al. Lancet 2012

smwlative inadence (%)

7 o
V. ' 505 g H°
S p=0.002 p=0.01 %
v : I B i
0 5 10 0 5 10

(Diagnosis) ATLAS End of

Il:ml-Jvll.- 15)
entry) treatment) entry
5-Qyears 10-14years  a15years

Continue tamoxifen to 10 years 117% 138% 164%
Stop tamoxifon at 5 years
Rate ratio, from (O-EyV
Log-tank O-€ and varianceV

10% premenopausal 25% N+
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Conclusions

* In premenopausal women several options
now available, according torisk
(individualized treatment !!!)

* Combined ET is very effective and
manageable also in very young women

* Quality of life should be taken into
consideration when proposing ET

Open questions

* Define the additive impact of chemotherapy,
if any, in very young women

* Endocrine resistance
Drugs addressing endocrine resistance under
evaluation in early disease

* Pharmaco-genetic (CYP2-D6/CYP19)
 BMI
* What isthe optimal ET in HER2+ patients
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Thank you
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