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& Objectives (@

« Primary objective

— Compare the effect of 6 months versus 12 months of treatment
with trastuzumab in HER2+ over expression early breast cancer

— Primary endpoint: Disease-Free Survival (DFS)

+ local, regional, or distant recurrence, contralateral breast, second non-
breast malignancies, or death from any cause

« Secondary objectives
— Cardiotoxicity
— Overall survival
— Distant metastasis Free Survival

X Pivot et al, ESMO 2012, LBA5_PR



Statistical Methods (w5

* Non inferiority randomized trial

— 2% variation in terms of absolute difference of
recurrence

— The 95% CI HR margins should not cross the 1.15
boundary

— HR were estimated from the stratified Cox model




g Study design

trastuzumab up to 12 months

trastuzumab 6 months

Stratification ~

1. ER pos / neg S
2. Chemo: conco/ seq R stop trastuzumab

e N

0 3 6 9 12 15 18 21 24 30 mos

Mammographyl I l l lUp to 60 mos.

R: Randomization after informed consent
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Treatment

11.8%
15.5%
72.7%

56.9%
43.1%

88.2%
50.2%

I N
n=1690 n=1690
Type of Chemotherapy
No Anthracyclines 10.2%
Anthracyclines no taxanes 15.9%
Anthracyclines and Taxanes 73.9%
Concomitant Chemotherapy 57.5%
Sequential Chemotherapy 42.5%
Radiotherapy 87.7%
Hormonotherapy 50.6%
Trastuzumab duration, mean (sd) 11.8 (2.03)

6.3 (1.46)



/. DFS Events  ( «ii§

7.5 years median Follow-up

12 mos 6 mos
(n=1690) (n=1690)

DFS Events (n=704) 20.4% 21.2%
Local Recurrence 2.1% 2.5%
Regional Recurrence 1% 1.1%
Distant Recurrence 9.6% 11.1%
Controlateral Breast Cancer 1.6% 2%
2™ Primary Malignancy 4.6% 3.6%

Death 1.4% 1.1%




Disease Free Survival (.

ou CANCER
HR: 1.08 (95%Cl: 0.93-1.25) p=0.39
Non-inferiority margin = 1.15
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Subgroup effects
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Overall Survival @%g

o HR (95% Q1) P value
29pusted HR 1.13(092-1.39) 0.26
unadjusted KR 1.12(0.911.38) 0.29
adpsted HR' 1.07 (0.86-1.32) 0.5
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PERSEPHONE: 6 versus 12 months of
adjuvant trastuzumab in patients with HER2
positive early breast cancer: Randomised

phase 3 non-inferiority trial with definitive
4-year disease-free survival results

Helena Earl, Louise Hiller, Anne-Laure Vallier, Shrushma Loi, Donna Howe,
Helen Higgins, Karen McAdam, Luke Hughes-Davies, Adrian Harnett, Mei-
Lin Ah-See, Richard Simcock, Daniel Rea, Janine Mansi, Jean Abraham,
Carlos Caldas, Claire Hulme, David Miles, Andrew Wardley, David Cameron,
Janet Dunn, on behalf of the PERSEPHONE Trial Investigators

Cambridge University [J2 53 A EH UNIVERSITY OF NHS
Hospitals WARWICK P CAMBRIDGE National Institute for

NHS Foundation Trust —— Health Research
N T wsiwrco sv Prof Helena Earl MD PhL |
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Disease-free survival

96.1%
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Years from diagnosis

No. at Risk
12 months 2045 1887 1666
6 months 2043 1879 1647

meon s, 208ASCO  fascors mesno s Prof Helena Earl MD PhD

hitps./Awarwick ac ukfac/mediresearch/clufnals/cancer/perseghone
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Pre-defined
subgroup analysis
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_ 7
Conclusion S

PHARE failed to show that 6 months of trastuzumab
is non inferior to 12 months

|
0.93 I 1.25
#
: HR: 1.08 (95%Cl: 0.93-1.25) p=0.39
! L
1 1.15

PERSEPHONE Showed that 6 months of trastuzumab
is non inferior to 12 months

0.93 1.24

: HR: 1.07 (90%Cl: 0.93-1.24) p=0.01




San Antonio Breast Cancer Symposium®, December 4-8, 2018

Abs GS03-01. Randomized trial of low dose fﬂj
tamoxifen to prevent recurrence of breast =&
intraepithelial neoplasia. study TAM01

A.DeCensi*, M.Puntoni, A.Guerrieri Gonzaga, S.Caviglia, F.Avino, L.Cortesi,
M.Donadio, M.Grazia Pacquola, F.Falcini, M.Gulisano, M.Digennaro,
A.Carriello, K.Cagossi, G.Pinotti, M.Lazzeroni,D.Serrano, D.Branchi,
S.Campora, M.Petrera, T.Buttiron Webber, L.Boni and B.Bonanni

e MYepedali - IEO EudraCT Number

f}!’.‘{ﬁ‘ ollieta - Istituto Europeo 2007-007740-10

ot Bt di Oncologia W Barts and The London ClinicalTrials.gov
mmmmmm NCT01357772




San Antonio Breast Cancer Symposium®, December 4-8, 2018

Background

» IEN accounts for 15-25% of all breast neoplasms with
heterogenous spectrum of disorders (ADH, DCIS, LCIS).

» Dose de-escalation now considered given lack of benefit
of XRT+5 yr tamoxifen on mortality in DCIS.

» Tamoxifen side effects, including Endom Ca, DVT and
menopausal symptoms, are a barrier for prevention.

» The minimal active dose of tamoxifen is unknown.

» Our hypothesis: a lower dose (5 mg/d) and a shorter
duration (3y) was as effective and less toxic than 20 mg/d.
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Lower doses non inferior to 20 mg/d in decreasing
ki-67 in a randomized presurgical trial

40 Tamoxifen Untreated controls
D 1m 5m 20m
S 5 20 g g g
g3 [
>
20 0
R
tCU B 20
g i Tam vs Control P<.0001
S Dose-response P=.81
-40
-60 n=39 n=40 n=35 n=29 n=34

DeCensi et al. JNC/ 95: 779, 2003
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Study Design

Women _
aged <75 yrs Tamoxifen 3 yr treatment
with IEN (ADHor ® | R 5 mg/day +
LCIS or ER+ve or at least
unk DCIS) Placebo 2 yr FU

Primary endpoint: Incidence of invasive breast cancer or DCIS

« 500 participants enrolled from 14 centers in ltaly
» Visit and QoL every 6 months, Mx every year
« Median follow up = 5.1 years (IQR 3.9-6.3)
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Main subject and tumor characteristics (n = 500)

- |Tamoxifen N=253 | Placebo N=247

Age, mean (SD) 54 (9.6) 54 (9.1)
Pre-menopausal, % 46 44
BMI, mean (SD) 25.7 (5.8) 25.3 (4.2)
ADH, % 20 20
LCIS, % 11 10
DCIS, % 69 70
ER/PR+ve/unknown, % 66 / 34 67 /33
HER 2-neu 3+, % 8 9
Quadrantectomy/Mastectomy % 84/16 82/18

Radiotherapy, % 43 43
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— Placebo 8 ——— Placebo
90+ —— Tamoxifen & 50- — Tamoxifen
3 3
= =
5 40, Log-rank p=0.024 5 40 - Log-rank p=0.018
[&] (o
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San Antonio Breast Cancer Symposium®, December 4-8, 2018

Serious adverse events

I N

Endometrial cancer 1 A 0
DVT or PE 1 1
Other neoplasms 4 6
Coronary heart disease 2 2
Other 3 5
Death 1 2
Total 12 16

20 mg/d, expected Endometrial Cancer: 2.7; DVT+PE: 2.4’

'NSABP-P1 trial (Fisher et al. JNC/ 90:1371-88, 1998)



mean score (95%ClI)
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Vaginal dryness or
pain at intercourse

A+

|

mean score (95%Cl)

P=0.57

—&— Placebo —®— Tamoxifen
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Musculoskeletal palnl
Arthralgla

| <1

P=0.84

—&— Placebo —®— Tamoxifen

0 6 12 18 24 30 36
Months

BCPSC, Stanton et al. JNC/ 97:448-456, 2005



Daily hot flashes frequency

San Antonio Breast Cancer Symposium®, December 4-8, 2018

Daily hot flashes score

Frequency by Intensity

12 18 24 30 36 0 6 12

—a— Placebo . Tamoxifen 10 - —e— Placebo —e— Tamoxifen
. 1 8 | [
NPl - ; . il .__\‘
! it
—1 = ' — \
4 - ' :
IP = 0.05| 2 P=018

18 24 30 36
Months

Sloan, Loprinzi et al. JCO 19:4280, 2001
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Estimate of treatment impact at 5 years

Number needed to treat* 22 (95% ClI, 20-27)

Number needed to harm** 218 (95% CI, 193-265)
L

Likelihood of benefit 10 (218/22)

*S year cumulative incidence of breast events: 6.4% on T and 11.0% on P
**5 year cumulative incidence of SAE: 0.87% on T and 0.41% on P
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Conclusions
« Tamoxifen 5 mg/day for 3 years halves the recurrence of breast
intraepithelial neoplasia in line with 20 mg/day (HR=0.58, 95% Cl, 0.42-0.81)’

* Low dose Tamoxifen decreased contralateral breast cancer by 75%,
suggesting a strong preventive potential

» Rate of endometrial cancer and DVT/PE on 5 mg (0.85/1000 py) not different
from placebo and 2.5 times lower than 20 mg?

* Menopausal symptoms not worsened except for a borderline effect on hot
flashes

« Our results have external validity and are generalizable

'Allred et al. NSABP B-24 trial. JCO 30:1268-73, 2012
2Fisher et al. NSABP-P1 trial. JNC/ 90:1371-88, 1998




Tamoxifen for Prevention of Breast Cancer:
Report of the National Surgical Adjuvant Breast and
Bowel Project P-1 Study

Bernard Fisher, Joseph P. Costantino, D. Lawrence Wickerham, Carol K.
Redmond, Maureen Kavanah, Walter M. Cronin, Victor Vogel, André
Robidoux, Nikolay Dimitrov, James Atkins, Mary Daly, Samuel Wieand,
Elizabeth Tan-Chiu, Leslie Ford, Norman Wolmark, and other National
Surgical Adjuvant Breast and Bowel Project Investigators

40 Invasive Noninvasive 40
§ O Placebo 40
o
S 30] @ Tamoxifen - 30 S O] Placebo
© xe ®T if
€ |P<.00001 S a0 ® Tamoxifen
2 20- | | P<.002 20 | | 5 | P<.003
- Fig: 5. l?umulauve rat.es o 20 |
S of invasive e.ndm.netnal ;
o _ L cancer occurring in par- (1]
5 10 10 ticipants receiving pla- S 10+ -
o cebo or tamoxifen. The P g !
0 P! 0 value is two-sided. O 0 1
Year0 1 2 3 4 5 60 1 2 3 4 5 6 Year0 1 2 3 4 5 6
#Events Rate/1,000 #Events Rate/1,000 #Events Rate/1,000
o 175 43.4 O 69 15.9 o 15 5.4
e 89 220 e 35 1.7 e

Fig. 2. Cumulative rates of invasive and noninvasive breast cancers occurring in partici-
pants receiving placebo or tamoxifen. The P values are two-sided.

Reducao 49% Journal of the National Cancer Institute, Vol. 90, No. 18, September 16, 1998
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Adjuvant Tamoxifen Reduces Subsequent Breast Cancer in
Women With Estrogen Receptor—Positive Ductal
Carcinoma in Situ: A Study Based on NSABP Protocol B-24

D. Craig Allred, Stewart ]. Anderson, Soonmyung Paik, D. Lawrence Wickerham, Iris D. Nagtegaal,

Sandra M. Swain, Elefetherios P. Mamounas, Thomas B. Julian, Charles E. Geyer Jr, Joseph P. Costantino,
Stephanie R. Land, and Norman Wolmark
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40 | 10-year P<.001
Overall P=.003

Breast Cancer—Free
Survival (%)

20 4{ - Placebo group (n = 274): 84 events
= Tamoxifen group (n = 284): 58 events
0 2 4 6 8 10 12 14
Time Since Surgery (years)
No. at risk
Placebo 274 262 237 208 180 156 144 51
Tamoxifen 284 270 254 235 218 198 169 69

Table 3. Multivariate Analyses™ of Patients With DCIS in NSABP B-24

Time to Any Breast Cancer As

First Event
Model Variablet HR 95% CI P
Patients with known ER status (n = 732)
Treatment (placebo# v tamoxifen) 0.643 0.481 t00.861 .003

Age at entry, years (= 49% v = 50) 0.608 0.457t00.812 < .001
All patients with follow-up (n = 1,799)

Treatment (placebo# v tamoxifen) 0.687 0.563t00.837 < .001

Age at entry, years (= 49% v = 50) 0.621 0510t00.756 < .001




Table 4. Cumulative Incidence of Developing Subsequent Breast Cancer

After Treatment at 10 Years in Patients With ER-Negative DCIS in

NSABP B-24*
Placebo Tamoxifen
Event (%) (%) HR 95% CI Pt
Any breast cancer
Total 29 21 0.84 045t01.58 | .59
Central 23 27 1.09 047t0251| .85
Institutional 28 15 058 0.22t01.56 | .28
Ipsilateral breast cancer
Total 18 21 1.06 051t02.20| .87
Central 19 24 1.23 048t03.20 | .67
Institutional 16 18 0.84 027to266 | .77




( ) SABCS, December 4 -8, 2018

€ LaRanses Extended Aromatase Inhibitor
treatment following 5 or more years of
endocrine therapy: a meta-analysis of
22,192 women in 11 randomised trials

Early Breast Cancer Trialists’
Collaborative Group

All authors declare no relevant conflict of interest

R

ter. Contact them at richard.gray@ndph.ox.ac.uk for permission to repri




( donavono  Extended Al treatment after 5+ years
of prior endocrine therapy: methods

E
SYMPOSIUM®

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)

. richard.gray@ndph.ox.ac.uk o




Endocrine treatment prior to treatment divergence

Trial (recruitment period)
ABCSG Vla (1990-1995)
MA.17 (1998-2002)
NSABP B-33 (2001-2003)
ATENA (2001-2005)
SALSA (2004-2010)

GIM 4 (2005-2015)
NSABP B-42 (2006-2010)
DATA (2006-2009)

LATER (2007-2012)
IDEAL (2007-2011)
AERAS (2007-2012)
MA.17R (2009-2015)

All trials (% with data)
Median follow-up (yrs)

(a) Tamoxifen alone

442
4959
1550

358

7,483 (100%)
4.9

(b) Tamoxifen then Al

393

3392
2031
1532
1827
138
1263

(=255)
1473

12,304 (98%)

6.1

(c) Al alone

510
(=1442)
386
4764 (70%)
6.5
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(a) Trials of Al after =5 years of Tamoxifen alone

Any recurrence (distant, Distant
local or new primary) Recurrence
7483 women 7483 women
| 50 L
RR 067 (0-57-0'79) RR 077 (0:63-0-93)
Logrank 2p < 0-00001 | 44 Logrank 2p = 0-008
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Breast cancer
mortality

7483 women

1

RR 0-77 (0-59-1-00)

Logrank 2p = 0-05 |
5-y gain 0-:8% (CI -0'1 - 1-7) i
Control
6% |
“T%
Al
- . -.—'__”‘ ‘
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5 6 7 8 9 10 years

nem at richard.gray@ndph.ox.ac.uk for permission to reprint and/or distribute
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(b) Trials of Extended Al following 5-10 years of
Tamoxifen then Al

Any recurrence

11387 women |

RR 0-82 (0-73-0-93)
Logrank 2p = 0:002 |
5-y gain 2:1% (C1 10 - 3-2)

-

Control’
9-2%
71% |
4 Al
_ .ff—‘f” o

- |

6 7 8 9 10 years

Distant Breast cancer
Recurrence mortality
11387 women 11387 women
50
RR 092 (0-80-1-07) RR 093 (0:77-1-12)
40 _ Logrank 2p =029 | 44 Logrank 2p = 0-45
5-y gain 1-0% (C1 0-0 - 1-9) 5-y gain 0:2% (CI -05 - 0-8)
30} 130t
3/0 ' Cont2r°o/I‘ 20 ¢ Control
b N o () 19
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(c) Trials of Extended Al following 5 years of Al alone

Any recurrence

3322 women
50
HE 076 (lf)-61-0-95)
ogrank 2p =002
« 5-y gain 1:2% (Cl -0'6 - 3-1) ~
30 ¢
20 1 Control
% T‘g%r
N 6, °/°
10} ¥ Al-
0 Q/WFF
5 6 7 8 9 10 years

esenter. Contact them at richard.gray@ndph.ox.ac.uk for permission to reps

Distant
Recurrence

3322 women

RR 0-78 (0-59-1-04)
Logrank 2p = 0:09
5-y gain 0:3% (Cl -1-2 - 1-7)

20 ¢ Control’

T%

"% Ci 4-4%

10 ¢ Al-
0 ..d”""k‘.r‘.

5 6 7 8 9 10 years

Breast cancer

mortality
3322 women
1 50
RR 0-99 (0-68-1-44)
40 Logrank 2p = 097
5-y loss 0:2% (Cl -0-9 - 1:3)
20 } Al
% 2:7%
b - e 2.40A
10 ¢} Control -
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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 -E of O-E Al : Control (& CI)
(a) Tamoxifen alone 272/3718 383/3765 -61-7 1555 B 067 (0055 083)
(7°3%) (10-2%) :
(b) Tamoxifen then Al510/5664 606/5723 -516 2677 . 0:82(0:70 097)
(9-:0%) (10-6%) : *
(c) Al alone 134/1661 174/1661 -2014 74-4 - 076 (0:56  1:02)
(81%) (10-5%) i
Total 916/ 1163/ _ . . N . . X
. 916/, 1163 -1337 4976 b 0 7642'()0"1090 0835)
(8:3%) (10-4%) ‘ o
B 99% or <= 95% confidence intervals . . 4 4 . . : .
0 05 10 15 20
Heterogeneity between 3 categories: x: =41;p>01;NS Al better Al worse

Treatment effect 2p < 000001

tual property of the author/presenter. Contact them at richard.gray@ndph.ox.ac.uk for permission to reprir



Effect on recurrence in years 0-1 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 -E of O-E Al : Control (&Cl)
(a) Tamoxifen alone 97/7174 156/7181 -284 606 - 063 (045 0-87)
(1-4%/y) (2:2%y) ;
(b) Tamoxifen then Al177/10863 173/10991 05 845 —
(1-6%/y) (1-6%/y) :
(c) Al alone 48/3201 48/3202 00 231 - o
(1-5%y)  (1'5%y) :
L
Total 322/ 377/ 27 : <t : . ;
N 21238 21374 278 1683 l 0-848 (gp7=23030 986)
(1:5%/y) (1-8%ly) :
& 99% or == 95% confidence intervals - . . S - : - ,
0 05 10 15 20
Heterogeneity between 3 categories: 13 = 87; p = 0-01 Al better Al worse

Treatment effect 2p = 0:03

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




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 Ratio Ratio
Prior therapy Al control -E of O-E Al : Control (& C)
(a) Tamoxifen alone 502340 502347  -30 227 - eate
(21%ly)  (2:1%ly)
(b) Tamoxifen then Al 137/7255 137/7239 -02 650 "
(19%Jy)  (1'9%ly) Q '
(c) Al alone 29/2294 512293 -11-3 195 ) ! 056 (0-:31  1:00)

(1:3%y)  (2:2%ly)

216/ 238/  _14 . <= o : :
M Total 11889 11879 146 107-2 L 0 8?32230’753; N; 055)
(1-8%ly) (2:0%ly)

& 99% or == 95% confidence intervals \ . . - . - 4 - ’

0 05 10 15 20

Heterogeneity between 3 categories: xi =50;p=008 Al better Al worse
Treatment effect 2p > 0-1; NS

“ontact them at richard.gray@ndph.ox.ac.uk for permission to reprint and/or distr

tellectual property of the author/presenter. Co




Summary: effect of extended Al therapy after 5-10 yrs on
recurrence differs by type of prior endocrine therapy

50

40 |

30 |

20 |

%

5% Cl

10}

Prior tamoxifen (a)

7483 women

RR 067 (0-57-0-79)
Logrank 2p < 0-00001
5-y gain 3:6% (Cl 2:1 - 51)

Control’
10:7%
71%
"
.
6 7 8 9 10 years

Prior Al (b +¢)

14709 women

50 |
RR 0-81 (0-73-0-90)
40 | Logrank 2p = 0-00010 |
5-y gain 1-9% (Cl 1:0 - 2:8)

30 |
20 | Control |
% 8:9%
i 70%
10 } a Al-

‘ L

0 r N A |
S 6 7 8 9 10 years

m at richard.gray@ndph.ox.ac.uk |
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Combined results from all trials of Extended Al
following 5-10 years of any prior endocrine therapy

53888

il ual property the author/presente

Distant
Any recurrence Recurrence
22192 women 22192 women
1 50
RR 076 (0-70-0-83) RR 085 (0:77-0-95)
Logrank 2p < 0-00001 | 40 Logrank 2p = 0-004
5-y gain 2:5% (C1 1-7 - 3-3) 5-y gain 1-1% (C10-4 - 1-7)
L 30 L
Control' 20} Control’
93% | % 61%
s Ci 51%
_:,---: Al' 10} Al
_e— ' = r_____,:_:'_—r_;__.~‘
5 6 7 8 9 10 years 05 6 7 8 9 10 years

Breast cancer

mortality
22192 women
50
RR 0-89 (0-77-1-02)
40 Logrank 2p =009 .
5-y gain 0-3% (Cl -0-2 - 0'8)
4 30 s

20 | Control
% 1%
el .80/°
10} Al-
5 6 7 8 9 ™ years

“ontact them at richard.gray@ndph.ox.ac.uk for permission to reprint and/or distribute



Recurrence by site — combined results from all trials

Category

Site of recurrence

Distant
Isolated local

Contralateral

. Any recurrence

& 99% or === 95% confidence intervals

Events/Women
Allocated Allocated Logrank Variance

582/11043 671/11149

171/11043 228/11149

163/11043 264/11149

Al events Ratio of annual event rates

O-E of O-E

-526 3009 .

-294 971 =
-51-8 1041 -
9—133'7 4976
0o 05
Al better

Treatment effec

t richard.gray@ndph.ox.ac.uk for |

Ratio Ratio
_ Al : Control (& CI)

0-84 (0:72  0-97)
074 (057  0-96)

0:61(0:47 078)

0764 (0-700 0:835)

2p < 000001
10 15 20
Al worse

t 2p < 0:00001




50

40

30 ¢

20

%
o

Recurrence by nodal status — all trials

Node-negative

10620 women

RR 0-82 (0:71-0-95)
Logrank 2p = 0-:009

5-y gain 1-1% (Cl1 0-1 - 2-0)
Control’

6:2%

51%
Al-

i i k

6 7 8 9 10 years

50t

40 ¢

30

20

%

wsC

10}

0

N 1-3
6919 women

RR 074 (0-:64-0-85)
Logrank 2p = 0-00003

5-y gain 3:8% (Cl 22 - 5°4)

Control

35

i {*]

e §/: Al

‘/:’*‘"A;J
-/’.»/F:""_ = A A

0o 1 2 3 4 5 years

t richard.gray@ndph.ox.ac.uk |

30

20

%

10

s ’/%' +12:2%
! /?I %f’l Al

0 "
0 1 2 3 4

N 4+

1621 women

RR 0-71 (0-56-0-89)
Logrank 2p = 0-003
5-y gain 777% (C1 3'9 - 11:6)

Control
)+ 19-9%

. . A

5 years




Bone fracture and death without recurrence

fas %))
o o

one fracture incidence
W
o

14026 women

RR 1-24 (1:10-1-39)
Logrank 2p = 0-0003 .
5-y loss 1-8% (Cl1 0-8 - 2:8)

20t Al

% | Bone fracture g:gz:

@10 ontrol -
0 \ : , . .

0 1 2 3 4 5 years

22192 women

50+
8 RR 1-08 (0-95-1-23)
40} Logrank 2p =024
£ 5-y loss 0:4% (Cl -0-1 - 1-0)
Q
S30}
3
o
£
= 2°° Death without Al
£ % 3:8%
‘595“-0' recurrence 3:3%
310 Control -

0 M
0 1 2 3 4 5 years

them at richard.gray@ndph.ox.ac.uk for pRmission to reprint and/or distribute
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C ssmaono - Conclusions: Benefits and risks of Al after 5+

SYMPOSIUM®

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

R
* Absolute benefits increase the more nodes were involved
* Risk of bone fracture increased by =25%

n at richard.gray@ndph.ox.ac.uk |
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SABCS, December 4 -8, 2018
AR Limitations
SIUM
* 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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A PROSPECTIVE RANDOMIZED MULTI-CENTER OPEN-LABEL
PHASE III TRIAL OF EXTENDING AROMATASE-INHIBITOR
ADJUVANT THERAPY TO 10 YEARS - RESULTS FROM 1697
POSTMENOPAUSAL WOMEN IN THE N-SAS BC 05 TRIAL:
ARIMIDEX EXTENDED ADJUVANT RANDOMIZED STUDY (AERAS)

Shoichiro Ohtani', Kotaro lijima?, Kenji Higaki', Yasuyuki Sato’, Yasuo Hozumi‘, Yoshie Hasegawa®, Hiroyuki
Takei®, Maki Tanaka’, Hiroshi Yagata®, Hideji Masuoka®, Masahiko Tanabe?, Chiyomi Egawa'®, Yoshifumi Komoike',
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REAST CANCER
SYMPOSIUM'

—— .

- Treatment with an aromatase inhibitor (Al) for 5 years as up-front monotherapy or after tamoxifen
therapy for 2-3 years is the treatment of choice for hormone-receptor-positive breast cancer
In postmenopausal women.

+ Extending endocrine therapy is an important treatment of choice for reducing the risk of late
breast cancer recurrence.

- Recently, DATA, IDEAL, MA17R, and NSABP B42 trials showed that extended Al therapy reduced
the occurrence of secondary breast tumors. However, they had no or only a small impact on DDFS.

- Several studies investigated the safety and efficacy of additional treatment with Als after
a sequential regimen of tamoxifen and Al for 5 years. Only the AERAS study investigated
the safety and efficacy of the same Al between for 10- and 5-years treatments.



S N-SASBC 05 (AERAS) study design

BREAST CANCER
SYMPOSIUM

R

Primary endpoint : DFS

Secondary endpoints:
« OS

DDFS

» Safety

HRQOL
Cost-effectiveness

UMIN : 000000818

Postmenopausal women with primary breast cancer who
had received 4 years 9 months to 5 years 2 months of
adjuvant theﬁpy with anastrozole

Amendment; postmenopausal women who had received tamoxifen and
then received anastrozole for more than 2 years, a total of 5 years of
adjuvant therapy, were also allowed.

Y Stratification Factor
= Nodal status
Registration * Pnor adjuvant chemotherapy
Randomization * Choice of tamoxifen or anastrozole
1‘/ - Institubon
STOP GROUP CONTINUAL GROUP
NO EXTENDED USE OF anastrozole EXTENDED USE OF anastrozole for an

additonal 5 years

I ‘
FOLLOW UP (median follow up period:4.9Y) ‘
[ 1697 Patients Randomized in ITT, Nov 2007-Nov 2012 J
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(( . Patient Demographics and Disease Characteristics (1)

S'I"M

§uue v

STOP GROUP CONTINUAL GROUP
(N=843) (N=840)
n(%) n(%)
Median age Years 64.5 64.3
BMI 233 23.3
T-stage T1 437 (51.8) 449 (53 4)
T2 378 (44.8) 358 (42.6)
T3/T4 28 (3.3) 33 (3.9)
N-stage NO 667 (79.1) 650 (77.3)
N1 163 (19.3) 171 (20.3)
N2 13 (1.5) 19(2.2)
Hormone receptor ER + 836 (99.1) 830 (98.8)
PgR + 627 (74.3) 618 (73.5)
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Qg Patlent Demographics and Disease Characteristics (2)

0 e M
STOP GROUP CONTINUAL GROUP
(N=843) (N=840)
n(%) n(%)
Radiotherapy Yes 457 (54.2) 456 (54.2)
No 383 (45.4) 385 (45.8)
Adjuvant Yes 332 (39.3) 328 (39)
chemotherapy
NO 509 (60.3) 512 (60.9)
Endocrine therapy TAM—ANA 76(9) 75(8.9)

In first 5 years ANA 772 (91) 774 (91.1)




( } Duration of Study Treatment

BREAST CANCER
SYMPOSIUM'

e m@ - Median duration of treatment was 4.9 years in both groups

- Overall, 75.2% of patients in STOP group and 70.1% of patients
in CONTINUAL group completed 5 years of study treatment

Reason of STOP GROUP CONTINUAL
early termination (%) GROUP (%)
Adverse events 0 9.6
Patient refusal 3 7.4
Changing hospital 2.2 2.2
Breast cancer recurrence 1.3 5.4
Second cancer 5.4 1.9

(not breast-related)
Other 4.1 29
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Sy DFS rate
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Hazard ratio

events/patients

P-value
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1000 2000
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eventday

CONT

aloc

STOP
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DFS Subgroups

BREAST CANCER
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0ure M )

10

08

DDFS

04

02

00

CONT
STOP

Distant Disease-Free Survival
W{ﬁ? 2% Contlnual group

+ Censored

Sy DDFS rate 94.3% StOP group

Number of _
events/patients Hazard ratjo P-value
23/831
0.514 P=0.0077
47/828
1000 h | 2000 3000
eventday

CONT STOP

aloc



Local
recurrence

Distant
recurrence

Contralateral
breast cancer

Second primary
Cancer

Death

ALL Events
STOP GROUP (n=828)

No. of Pts

47

« [ [HIL=][

%

3.8
5.6
0.8

4.3

0.3

CONTINUAL GROUP (n=831)

No. of Pts

B El

%
1.8
2.7
0.7

1.5

0.4
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: 21_ Predefined Adverse Events
STOP GROUP CONTINUAL GROUP
(N=783) (N=783)

Any Grade=3 Any Grade23

Bone fractures 1.1% 0.1% 2.8% 0.5%

Osteoporosis 28% 0.1% 33% 0.3%

Arthralgia 1.7% 0.1% 19.2% 0.8%

Stiff joints 4.9% 0% 1.7% 0.3%

Hot flashes 3.2% 0% 6.7% 0.5%

Headache | 1.8% 0% 2.1% 0.1%
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SYMPOSIUM

+ The extension of treatment with an adjuvant aromatase
inhibitor (anastrozole) to 10 years resulted in significantly
higher rates of disease-free survival and distant disease-
free survival than those with no additional anastrozole.

- However, the rate of overall survival with anastrozole was
not higher than the rate of survival with no additional
anastrozole.




Diagnosis and _ 0-5 years of Distant recurrence
primary surgery endocrine therapy* (beyond 5 years)

o Clinically detectable Women with early
breast cancer No response (0-5 years) or late
owing to 2 (>5 years) distant
w Treated primary resistance e R recurrence
breast cancer ’ 1. »
** Micrometastases
: 50% of women with
micrometastases
Early distant after surgery
d E arly recurrence
acquired | 9
resistance k Exit dormancy
before 5 years
b —_— f — h - l "
40% — Partial - Enter - Exit i
response dormancy : dormancy
after
5years
Micrometastases Dormant Late distant
— (distant disease- recurrence
- free at 5 years)
i Maintain
c dormancy
Early ER’ 50% of women with residual
gar?::::r a micrometastases after surgery Wit with 5o
\eems—r distant recurrence
60% v
Complete
| response - j R
https://doi.org/10.1038/ Cured
s41571-018-0145-5
Cured Dormant Long-term
NATURE REVIEWS | CLINICAL ONCOLOGY dormant

Cure and long-term dormancy are clinically indistinguishable
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CTS(® CALCULATOR

The CTS(®) is an online model for clinicians to
predict late distant metastasis for women with
ER-positive breast cancer who are recurrence-
free 5 years after endocrine therapy. Patients
should always seek advice from their doctors
when interpreting the results from this tool.

Read mork

4 ctsS-calculator.com

Tumour size (mm)
Tumour Grade
Patient age (years)

Number of nodes involved

CALCULATE RESULT =

Grade 1




CTS(® CALCULATOR

Tumour size (mm)
Tumour Grade
Patient age (years)

Number of nodes involved

UPDATE RESULT =

40

Grade 2

65

CT55 SCORE 5-10 YEAR RISK

5.01 28.3%

CTS5 RISK GROUP

High



CTS(® CALCULATOR

Tumour size (mm)
Tumour Grade
Patient age (years)

Number of nodes involved

UPDATE RESULT =

20

Grade 2

65

CTS5 SCORE

3.28

5-10 YEAR RISK

5.7%

CTS5 RISK GROUP

Intermediate



No genomic test
required (patient
unlikely to benefit

CTSS result from extended
endocrine therapy)
Completed Low
5 years ;
endocrine
thera ;
¥ Borderline
Offer genomic test
Intermediate e for late recurrence
clinical risk (e.g. PAMS50, BCl or
EPClin)
Borderline
Calculate
CTS5

https://doi.org/10.1038/
541571-018-0145-5

No genomic test
required; extended
endocrine therapy
should be offered

NATURE REVIEWS | CLINICAL ONCOLOGY

Genomic test result

Consider
Intermediate extended
genomic risk endocrine
Risk of late therapy
recurrence might
be great enough
to justify extended
endocrine therapy
Recommend

extended

Risk of late
recurrence high
enough to warrant
extended endocrine

therapy

Recommend
extended
endocrine therapy



Adjuvant Endocrine Therapy for Women With
Hormone Receptor—Positive Breast Cancer: ASCO
_Clinical Practice Guideline Focused Update

"™ Harold J. Burstein, MD, PhD?; Christina Lacchetti, MHSc?; Holly Anderson, RN®; Thomas A. Buchholz, MD*; Nancy E. Davidson, MD?;
&2 Karen A. Gelmon, MD®; Sharon H. Giordano, MD*; Clifford A. Hudis, MD7; Alexander J. Solky, MD®; Vered Stearns, MD®;

enads oosv

:. Eric P. Winer, MD!; and Jennifer J. Griggs, MD!°
o,
® TABLE 4. Prognostic Factors for Recurrence After 5 Years of Adjuvant Endocrine
Therapy
Factor Relationship
Anatomic stage
Nodal status N+ > N-=*
Tumor size Risk increase with increased T

Tumor pathology

Higher grade Higher grade > lower grade''**

Lower levels of ER expression Higher ER < lower ER
Genomic assay

Intrinsic subtype Luminal A < B**

21-gene recurrence score Lower < higher**

PAM 50 ROR score Lower < higher'=!/

Breast cancer index score Lower < higher'##°

EndoPredict clinical score Lower < higher?*

J Clin Oncol 37:423-438. © 2018 by American Society of Clinical Oncology



Take-home messages 1

e Estudos ainda nao publicados

* 6 meses de trastuzumabe razoavel para pacientes
com alto risco cardiaco e em contextos com acesso
limitado a medicacao.

* Sem dados ainda para pacientes que receberam
duplo bloqueio (neo)adjuvante ou para aquelas em
tratamento com paclitaxel e trastuzumabe ( APT
trial).



Take-home messages 2

e Estudo ainda nao publicado

 Tamoxifeno baixa dose seria uma excelente opcao
para pacientes apresentando sintomas importantes
com a dose convencional ou possuem risco
aumentado de toxicidade G3 devido as
comorbidades.

e Opcao atrativa de quimioprofilaxia para pacientes
com hiperplasia atipica e neoplasia lobular in situ

* Aplicavel para CDIS RE negativo?



Take-home messages 3

A forma correta de escrita da palavra é estendido. A palavra extendido esta errada.
Estendido € o participio do verbo estender. ... Assumindo fung¢ao de adjetivo, a

palavra estendido € sinbnima de estirado, aberto, desenrolado, esticado, deitado,
dilatado e morto, entre outras.

Estendido ou extendido - Davidas de Portugués no Dicio
https://duvidas.dicio.com.br/estendido-ou-extendido/




Take-home messages 3

 Tarefa dificil: em quais pacientes nao fazer terapia
estendida? Pacientes e médicos tendem a super-
estimar os riscos de recidiva

* Acesso limitado aos testes moleculares

 Pacientes com osteoporose/osteopenia em terapia
estendida: qual a seguranca em manter
bifosfonados além de 3-5 anos?



Obrigado!




