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Anti -HERZ2 adjuvant therapy:
CHALLENGES WITH EVIDENCE

A Lesschemotherapy(de-escalation)
A Durationof Trastuzumablongerversusshorter
A Additionof other agents (escalation)

A ER+ HER2+



Impact of adjuvant  trastuzumab on long -term outcome

Hazard Rate of Relapse

In early -stage HERZ2 -positive breast cancer
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Adjuvant Trastuzumab Trials: >13,000 Patients
2005 Was a Good Year

HERA (ex-USA)

ECIRG 006 (global)

- Observation /====
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= chemotherapy B cyclophosphamide H pocetaxel B carboplatin Trastuzumab Paclitaxel

FISH = fluorescence /n sifw hybridization
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Node + 100% B31
Node + 85% N9831
Node. + 7070 CIRG
Node + 70% HERA

Romond ef al. N EnglJ Med 2005,
Piccart-Gebhart ef afl N EngiJ Med 20035;
Slamon et af. SABCS 2006
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Cardiomyopathy is the main toxicity of trastuzumab

Cochrane analysis of adjuvant trastuzuamb
— 8 randomized trials (7 utilized anthracycline backbone)
— 11,991 women
5.11x higher risk of CHF with trastuzumab
— 2.5% vs 0.4%
1.83x higher risk LVEF decline with trastuzumab
— 11.2% vs 5.6%
Anthracyclines augment the risk of cardiac damage

Moja L et al. Cochrane Database Syst Rev 2012;18

Trastuzumab Cardiotoxicity in the Elderly

SEER database analysis of 45,537 elderly women w/ early stage breast cancer
3 yr Adjusted Incidence Rate Ratios for Heart Failure

Adjusted
Chemotherapy,/biologic therapy
Trastuzumab 1.43-2.21

Anthracycline + trastuzumab 1.87-2.87
Anthracycline : 1.02-1.23
Other chemotherapy . 0.95-1.18

Chen J et al, J Am Coll Cardiol 2012; 60:2504-12



Proportion of patients who could not
receive trastuzumab after AC due to
unacceptable cardiac function

NO9831: 151/2992 5%
B-31: 147/2091 7%

Romond et al. JCO 2012;30:3792-99
Advani et al. JCO 2016;34:581-88




Anti -HERZ2 adjuvant therapy:
CHALLENGES WITH EVIDENCE

A Lesschemotherapy(de-escalation)



Less chemotherapy: anthracyclines, yes or not?

BCIRG 006 Trial Design

4 XxXAC 4 x Docetaxel
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or high Ac>TH EERBRTT N

risk N- 1 Year Trastuzumab
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Receptor Status

Slamon D et al. Ca Research 2015;76: Abstr S5-04
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Less chemotherapy: anthracyclines, yes or not?

BCIRG 006 Disease Free Survival

Patients Events HR (85% C.l.) P
=—AC-T "1073 328 1 (reference)

—AC-TH 1074 269 0.72(0.61-0.85) <0.0001
TcH 1075 278 0.77 (0.65-0.90) 0.0011
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Less chemotherapy: anthracyclines, yes or not?

BCIRG 006 DFS Lymph Node Positive

Patients Events HR (95% C.1.) P
—AC-T 764 265 1 (reference)
—AC-TH 764 217 0.72 (0.61 - 0.87) <0.001
TCH 766 224 0.75(0.63-090) 0.0018
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Less chemotherapy: anthracyclines, yes or not?

BCIRG 006
Patients with >10% relative LVEF decline

AC—TH TCH
n=1,042 n=1,031

Number of 200 97
Patients 19.2%

Slamon D et al. Ca Research 2015;76: Abstr S5-04




Less chemotherapy: anthracyclines, yes or not?

BCIRG006: Therapeutic Index

Disease-free survival events 269 279

Grade 3/4 congestive heart failure 21 (2%) 4 (0.4%)

‘ Treatment-related leukemia 7 0

Slamon et al, SABCS 2015



Less chemotherapy: anthracyclines, yes or not?

APT: Study Design

HER2+ ol EEEEGGEEEELGGE
ER*+ or ER- S T TR TR TR TH TR TH R

Node Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12

<3cm
N=410 ‘

FOLLOWED BY 13 EVERY 3 WEEK DOSES OF TRASTUZUMAB (6 mg/kg)*

Tolaneyet al, NEJM 2015 & ASCO 2017



Less chemotherapy: anthracyclines, yes or not?

Patient Characteristics

Age
<50 132 33
50-70 233 57

270
Size of Primary Tumor

T1a <0.5cm 17 19
Tib >0.5<1.0 124 31
Tic >1.0-2.0 169 42

T2 >2.0-53.0
Histologic Grade

|  Well differentiated 44 "

Il Moderately differentiated 131 32

lil Poorly differentiated 228 56
HR Status (ER and/or PR)

Positive 272 67

Negative 134 33

Tolaneyet al, NEJM 2015 & ASCO 2017



Less chemotherapy: anthracyclines, yes or not?

Disease-Free Survival

L\—I_

0.8
1

DFS Event N (%) Time to event
[months:
mean(range)]

0.6

Any recurrence or death 23(5.7)

Local/Regional Recurrence® 5((1.2)
Ipsilateral axilla (HER2+) 3 29 (12-54)
Ipsilateral breast (HER2+) 2 51 (37-65)

New Contralateral Primary Breast Cancer 6(1.5)
HERZ+ 1 56
HER2- 3 36 (12-59)
Unknown 2 87 (84.-90)

0.4

[Ctont Recurrence 100 _[4v 76w |

Death
Non-breast cancer related 8 (2.0) 58 (13-71)
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All patients 406 388 385 378 362 347 247 120 34

Tolaneyet al, NEJM 2015 & ASCO 2017




Less chemotherapy: anthracyclines, yes or not?

C Disease-free Survival According to Tumor Size D Disease-free Survival According to Hormone-Receptor Status
>l cm
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=lcm 205 196 194 184 98 31 1 HR-positive 272 263 258 249 128 40 5
slem 201 194 191 182 95 36 - HR-negative 134 127 127 117 65 27 0

Tolaneyet al, NEJM 2015 & ASCO 2017



Less chemotherapy: anthracyclines, yes or not?

Cardiac Toxicity

w @ @ @

Baseline 12 weeks 6 months 12 months

@ ECHO or MUGA

Cardiac event N % (95% CI)
Symptomatic Congestive Heart Failure* 2 0.5 (0.1-18)
Asymptomatic Declines in LVEF** 13 3.2 (1.7-5.4)

*Both patients had normalization of LVEF after discontinuation of trastuzumab
**11 of 13 were able to resume trastuzumab therapy after an interruption of trastuzumab

Tolaneyet al, NEJM 2015 & ASCO 2017



Adjuvant chemotherapy: yes or not?

RESPECT TRIAL: HER2-positive elderly patient
Age: 70 - 80 years old
Stage: | (pT>0.5cm), lIA, IIB, IlIA / MO

Stratification Factors for
Randomization
. Age at registration: 70-75/76-80
. PS:0/1
. Hormone receptor status*: +/

. Pathological nodal status: +/- Rand°m|zat|0n

. Institution

*>10% positive by IHC method

o b monoth Trastuzumab + Chemotherapy
stuzumab monotherapy Trastuzumab (1 year) + Chem. *herapy

‘Trastuzumab (1 year) (Investigator’s choice from

PTX/DTX/AC/EC/FEC/CMF/TC/TCbH)

Primary endpoint: Disease-free Survival

Secondary endpoints: OS, RFS, AEs, HRQOL, comprehensive geriatric

assessment (CGA), cost-effectiveness (utility) e




Adjuvant chemotherapy is standard of care

Primary Endpoint of DFS: Not Achieved

STATISTICS:

10 2UATSTILSE
w reguired numbers of events =120
08 ‘ No pts= 260

power of 80% for a 95% (Cl) with a HR

06 of H to H+CT not to exceed 1.69
04 RESULTS:

s A blinded interim analysis showed that
0z : the number of events was much fewer

Disease Free Survival Probability

18

= T R than expected, and the statistical

o power of the non-inferiority test based

0 ! ¢ g ! 5 L ! on HR was not assured.
Time from randomization (years)

% G el s 4 . 5 : Hence, restricted mean survival time
gop 11 M9 105 8 ¥ u 6 (RMST) was calculated as a
supplementary endpoint for
interpreting the relative benefit of H ‘

DFS at 3 years was 94.8% in H+CT group vs 89.2%
in H group (HR=1.42; 95% Cl, 0.68 to 2.95, P=0.35)
The difference in RMST between arms at 3 years
was -0.45 months (95% Cl, -1.71 to 0.80)

Sawaki et al, ASCO 2018



Anti -HERZ2 adjuvant therapy:
CHALLENGES WITH EVIDENCE

A Durationof Trastuzumablongerversusshorter
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9 weeks vs 1 year adjuvant trastuzumab in combination
with chemotherapy: results of the phase lll multicentric
Italian Short-HER study

PF Conte, G. Bisagni, A. Frassoldati, A. Brandes, E. Anselmi, F. Giotta, M. Aieta,
V. Gebbia, A. Musolino, O. Garrone, C. Taverniti, G. Cavazzini, A. Turletti,
D. Rubino, A. Ferro, E. Picardo, F. Piacentini, S. Balduzzi, R. D'Amico, V. Guarneri

Medical Oncology 2, Istituto Oncologico Veneto IRCCS
DiISCOG-University of Padova, Italy
On behalf of the Short-HER Study Team

meevmy: ASCO ANNUAL MEETING 17 - #ASCO17
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Short-HER: Study Design

EUDRAGT rumbar: 2007-004326-24
NCI CinicalTrials gov number. NCTQD623278

(
HER2+, Node
positive or High
Risk Node
negative

\.

Pts 265 yrs recelved Docetaxel 80 mg/isgm
11% of the pts In the long am recelved paclitaxel 175 mg/sqm

Randomization

|
18 mos
v

ACE0/600 or FEC8&0 Docetaxe! H 8 mg/kg load
ECS0/600 q3w 100 q3w + 6 mgkg q 3 wks
qaw
H 4 mg/kg foad.
Stratification factors: HR status, Nodal status = 2 mgg WKy
Radiotherapy and hormonal therapy started at the completion of ChemoRx, when indicated

o ASCO ANNUAL MEETING 17 #ASCO17
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Conte PF et al ASCO 2017




Total planned amount of chemotherapy and
trastuzumab in the two treatment arms
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Short-HER: Disease Free Survival
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Short-HER: Overall Survival

Courtesy of PF Conte
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San Antonio Breast Cancer Sympasium - December 5-9, 2017 ¢.a- B'G
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e A randomized phase lll study of adjuvant
trastuzumab for a duration of 9 weeks
versus 1 year, combined with adjuvant

taxane-anthracycline chemotherapy, for
early HER2-positive breast cancer

The Synergism Or Long Duration (SOLD) trial

H Joensuu, J Fraser, H Wildiers, R Huovinen, P Auvinen, M Utriainen,
P Nyandoto, KK Villman, P Halonen, H Granstam-Bjorneklett, L Lundgren,
T Turpeenniemi-Hujanen, J Yachnin, D Ritchie, T Huttunen, R Paridaens,

P Canney, VJ Harvey, PL Kellokumpu-Lehtinen, H Lindman
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