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Treatment regimens

Arm A (standard treatment)

Docetaxel 75/100 mg/m? iv + trastuzumab sc (Herceptin SC®, 600 mg) +
pertuzumab (Perjeta®) 840 mg iv on day 1 starting dose, subsequently 420
mg iv, repeated every three weeks, six courses

Arm B (experimental treatment)

Trastuzumab emtansine (Kadcyla®) 3.6 mg/kg iv on day 1, repeated every
three weeks, six courses

Adjuvant therapy (both groups)

Epirubicin 90-100 mg/m?iv + Cyclophosphamide 600 mg/m? iv every three
weeks (Arm A: two courses, Arm B: four courses)

Trastuzumab eleven courses
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PREDIX HER2 - a randomized phase Il trial

A Docetaxel + trastuzumab sc + pertuzumab x 6

Trastuzumab sc x 11

>
NC/PD ER and/or PR positive:

Endocrine therapy for 5-10 years

B Trastuzumab emtansine x 6

900000
“JE N N N

In case of no change (NC) or progressive
i Mammography + . disease (PD), patients were offered switch of
FHOpSY oaa Ultrasound or MRI‘r o CTT ( ]' P
treatment arm

[




| -

N
202 randomly assigned

103 pts. allocated to standard Arm (A)
docetaxel + trastuzumab + pertuzumab

99 pts. allocated to experimental Arm (B)
trastuzumab emtansine

2 pts. consent withdrawn
1 pt. disseminated disease

100 pts. received 2 1 cycle
of chemotherapy = ITT

8 pts. received <6 cycles

99 pts. received 2 1 cycle
of chemotherapy = ITT

5 pts. received <6 cycles

74 pts. completed
treatment

18 pts. switched
treatment

9 pts. switched
treatment

85 pts. completed
treatment

1 pt. progressive disease

1 pt. withdrew consent

» 99 pts. underwent surgery

98 pts. underwent surgery




Objective response

All patients

Docetaxel, trastuzumab,

pertuzumab
N = 99 (%)

Trastuzumab
emtansine
N = 98 (%)

pCR
No pCR (SD or PR)
(PD by radiology)

ER and PR n_egive

a6 (47)
53 (54)
0

N = 33 (%)

a4 (45)
52 (53)
2(2)

N =39 (%)

chi? 2.049
p =0.359

pCR
No pCR

ER and/or PR positive

22 (67)
11 (33)

N = 66 (%)

23 (59)
16 (41)

N =59 (%)

Chi? 0.451
p = 0.502

pCR
No pCR

24 (36)
a2 (64)

21 (36)
38 (64)

Chi? 0.008
p = 0.929




Side effects

(CTC AE ver 4.0)

Trastuzumabh

emtansine
N =99 (%)

Docetaxel, trastuzumab,
pertuzumab
N = 100 (%)

Febrile neutropenia Grade 3-4 26 (26) 3(3)

Infection

Mucositis

Diarrhea

Colitis

Sensory neuropathy

Edema

Exanthema

Grade 1-2
Grade 3-4

Grade 1-2
Grade 3-4

Grade 1-2
Grade 3-4

Grade 3-4
Grade 1-2
Grade 3-4
Grade 1-2

Grade 1-2
Grade 3-4

15 (15)
11 (11)
53 (53)
1(1)
59 (59)
14 (14)
6(6)
30 (30)
1(1)
11(11)
44 (44)
3(3)

8 (8)
1(1)

34 (34)
0

7(7)
0
0
17 (17)
0
1(1)

8 (8)
0




Type of surgery

Docetaxel,
trastuzumab, Trastuzumab
pertuzumab emtansine Total
Surgery type N =99 (%) N =98 (%) N =197 (%)

Breast conserving surgery 48 (48) 47 (48) 95 (48)

Modified radical

mastectomy 36 (36) 40 (41) 76 (39)

Modified radical mastectomy
and primary reconstruction

Other 3(3) «(4) 7 (4)

12 (12) 7(7) 19 (10)
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Conclusions

Our data is based on a prospective randomized phase Il trial

No statistically significant difference in pCR rates between docetaxel,
trastuzumab and pertuzumab versus trastuzumab emtansine

Higher pCR rates for patients with Er and Pr negative cancers
Similar efficacy, irrespective of tumor size

Significantly less side effects in the trastuzumab emtansine group

Better quality of life during treatment with trastuzumab emtansine
(see Brandberg Y et al, abstr. 583)

Lack of response at early evaluation motivates switch of treatment with the
intention to improve outcome

Exploratory analysis: Early steep decrease of '8F-FDG uptake indicates that
PET/CT may be a useful tool to predict pCR




Phase Il Study Evaluating HER2 Heterogeneity as a Predictor

of Response to Neoadjuvant T-DM1 and Pertuzumab
(Dana-Farber Harvard Cancer Center 14-409)

Otto Metzger, Giuseppe Viale, Lorenzo Trippa, Tianyu Li, Denise Yardley, Ingrid
Mayer, Vandana Abramson, Carlos Arteaga, Laura Spring, Adrienne Waks,
Michalina Janiszewska, Eileen Wrabel, Michelle DeMeo, Shayna Stein, Franziska
Michor, Aditya Bardia, Tari King, Kornelia Polyak, Eric Winer and lan Krop
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Background: HER2 Heterogeneity

 HER2 heterogeneity is defined by the presence of at least two distinct clones of cells
with different levels of HER2 amplification within a tumor

 Estimates of prevalence of heterogeneity: 10-30% (depends on definition, population)

Scattered amplified Cluster of amplified
Vance GH et al. Arch Pathol Lab Med 2009

cells (rEd) cells (I'Ed) Viale et al. Modern Pathology 2013
Lee, HJ. Am I Clin Pathol 2014
Lee, HJ. Am ] Clin Pathol 2015
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Study Hypothesis and Rationale

 HER2 heterogeneity is associated with inferior pathologic complete response (pCR)
rate to neoadjuvant targeted anti-HER2 therapy

HER2 Heterogeneity Residual Disease

HER2-targeted Rx

—_—

Investigating the impact of HER2 heterogeneity on response to therapy is an important
step while we try to de-escalate chemotherapy and rely on HER2-targeted Rx
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Study Design

_ Single Arm
e Centrally-confirmed

HER2+ BC

* Stage lland Il T-DM1 + Pertuzumab g3w x 6
(N = 164)

& Image-guided research biopsies
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HER2 Heterogeneity: Method of Evaluation

2L R L HER2 Heterogeneity defined as either

1) HER2 positivity by FISH in > 5% and < 50%
of tumor cells (i.e., CAP guideline)
2) An area of tumor that tested HER2

Core Biopsy Site 2 negative.

Assessment performed by central laboratory
(European Institute of Oncology, Milan) and
blinded to treatment outcome

Vance GH et al. Arch Pathol Lab Med 2009
Bartllett JM et al. J Clin Pathol 2011
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Objectives

Primary

To investigate the relationship between pCR (defined as Residual Cancer Burden = 0)
and intratumor heterogeneity of HER2 amplification

Secondary

Safety and tolerability

Objective response rate

Disease-free survival and overall survival

Translational
Digital Spatial Profiling (DSP) of HER2 heterogeneity

. 40
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Statistical Considerations

* 160 patients to detect differences in pCR rate in the heterogeneous and non-heterogeneous
groups assuming:
= pCR rate of 40% in the overall population and 20% in the heterogenous population
= 85% of enrolled patients will be evaluable for intratumor heterogeneity

» Effect-sizes (pCR heterogeneous versus non-heterogenous) according to prevalence of
heterogeneity

Heterogeneity Prevalence | 90% power
9% vs. 43%
17% vs. 46%
22% vs. 48%

* Analyses conducted using a stratified test to prevent confounding between hormone
receptor status and pCR
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Baseline Characteristics

Characteristic T-DM1 plus Pertuzumab
N (%) N =163

Median tumor size (IQR) 2.8cm (2.1-3.8 cm)

Hormone receptor status, n (%)
ER+ and/or PR+ 112 (68.7%)
ER- and PR- 51 (31.3%)

Clinical stage
I 1 (0.6%)
[ 138 (84.7%)
1l 24 (14.7%)

HER2 IHC (central evaluation)
2+ 40 (24.5%)
3+ 121 (74.2%)
Missing 2 (1.2%)
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Safety Profile

Common Adverse Events (AEs) Exposure to study treatment

Adverse Event G1 G2 N (%)
(n=163) N (%) N (%)
Cycles of T-DM1 + Pertuzumab( n)

|Fatigue 109 (67) 15(9) 2-5 E1)5(2)(95)
Diarrhea

I 86 (53)  15(9) T-DM1 dose reduction, n (%) 18 (11)
|Nausea 86 (53) 11 (7)

Epistaxis 50 (36)

AST 56 (34) 2 (1)
ALT 52(32) 8(5)
Platelet count 13 (8) 6 (4)

AEs leading to tx discontinuation 2 (1.2%)
No Grade 4 or higher AEs

Infusion-related reaction ¢ (3.7) 30 (18)
Rash 37 (33)
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Results: Prevalence of Heterogeneity

16/157(10%) of evaluable cases were classified as HER2 heterogenous
* 13 (81%) hormone receptor positive and 3 (19%) hormone receptor negative

Example: Core biopsy site 1 amplified and site 2 non-amplified

&

FISH ratio = 3.85 . FISH ratio=1.1
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Effect of Heterogeneity on pCR

Pathologic Complete Response
Residual Cancer Burden Class 0

D < 0.001
\

The study met its primary endpoint by

demonstrating a significant association

between HER2 heterogeneity and pCR
adjusted by ER status (p < 0.001)

0

Heterogeneous Non-Heterogenous
N =16 N =141
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pCR by Hormone Receptor Status

Pathologic Complete Response
Residual Cancer Burden Class 0

p=0.01

Overall HR neg HR pos
48 N =109
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Exploratory Analyses: pCR by HER2 IHC

Pathologic Complete Response
Residual Cancer Burden Class 0

p = 0.002

The association between HER2
heterogeneity and pCR remained
significant when adjusted by ER status
and HER2 IHC status (p = 0.002)

HER2 2+ HER2 3+
N=37 N=118
presenren ar: 2019 ASCO :‘::q':r:frw o i i PRESENTED BY: Otto Metzger
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Exploratory Analyses: pCR by HER2 IHC

Pathologic Complete Response Pathologic Complete Response
Residual Cancer Burden Class 0 Residual Cancer Burden Class 0

p = 0.002

S — p=0.10

HER2 2+ HER2 3+ HER2 2+ HER2 3+
N=37 N=118 N=25 N=114
(all cases) (excluding HER2 heterogeneous)
w200 ASCO B0 e T o
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Translational Research: Digital Spatial Profiling

Measurement of HER2 protein level in multiple areas of each case
* FFPE slides stained with oligonucleotides antibodies (i.e. HER2)
* Pan-CK to select regions of interest (ROIs)
* Quantification via nCounter Assay (NanoString Technologies)

Patient Selection

* 30 cases

* Heterogeneous and non-heterogeneous cases (with or without pCR)
* Core biopsy site 1 and 2 profiled

» 3-4 Regions of Interest (ROI) per site

4 AT 0
#ASCO19
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Conclusions

Our study met its primary endpoint by demonstrating a significant association between HER2
heterogeneity and pCR

= This effect was independent of ER status and HER2 protein expression by IHC

The use of a clinical definition of HER2 heterogeneity defined by FISH should facilitate efforts
to validate in other studies

T-DM1 plus Pertuzumab is a well tolerated regimen with 95% of pts completing six cycles of tx
®" |nthe non-heterogeneous group pCR rate is 55%

HER2 heterogeneous cancers may represent a distinct subset of HER2+ breast cancer
= Lower rates of pCR

= Lower levels of HER2 protein expression
= Possibly require different treatment approaches
PRESENTED AT: 2019 ASCO
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Cancer de mama, Tamoxifeno e desfechos clinicos

Varias mulheres com RE+ apresentam recidivas tardias.
Sendo este um desfecho importante de morte para pacientes com
cancer de mama RE+

60—
50
Control
450% }
204 3#3
i Aot syears
E of tamcuifen
g 0= %5 3
3
é
W7
W04
151 15-year gain 11-8% (SE 1.3)
10 - Logrank 2p-<0 00001
” T T 1
0 5 10 15

Years

Fig 1. Rigk of recurrence in >10,000 women
diagnosed with ER+ (80%) or ER-unknown
(20°0) early stage breast cancer who either
received no adjuvant systenuc therapy

(control) or tamoxifen alone.

Early Breast Cancer Trialists Group meta analyses

Recurrence-free
benefit from TAM

Breast cancer mortality (ER+ vs ER-)

ER+

ER-

Adaptado de: Demicheli, et al., BMC Cancer, 2010






Estudo ATLAS
DESENHO DO ESTUDO

Continue TAM therapy
= to 10 years
(n = 6,454)

Eligibility (n = 12,894)*

Early breast cancer (BC)
Completed 5 y of TAM

Stop TAM therapy
= at 5 years
(n = 6,440)

Lancet. 2013 Mar 9;381(9869):805-16



Estudo ATLAS

RESUkTADOS Recorréncia . Mortalidade por cancer de mama

50— -®- Continue tamoxifen to 10 years =

—m- 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+ =210years: RR 0-75 (0-62-0-90) - =210years: RR 0-71 (0-58-0-88)

All years: log-rank p=0-002 All years: log-rank p=0-01
&
2 30
2 1
2 .
g 2.8%
= 20 .
E
=
o 15-0%

12:2%
10 -
6-0%
5-8%
0 I I I I I I
0 5 10 15 0 5 10 15
(Diagnosis) (ATLAS (End of (10years (Diagnosis) (ATLAS (End of (10 years
entry) treatment) since entry) entry) treatment) since entry)

Lancet. 2013 Mar 9;381(9869):805-16



Benefit from letrozole as extended adjuvant therapy
after sequential endocrine therapy: A randomized,
phase lll study of the Gruppo Italiano Mammella (GIM)

Lucia Del Mastro!2?, Mauro Mansutti3, Giancarlo Bisagni*, Riccardo Ponzone>, Antonio Durando®, Laura
Amaducci’, Alessandra Fabi®, Antonio Fassoldati®, Andrea Michelotti'®, Antonio Pazzola'!, Enrichetta Valle!?,
Giovanni Sanna?3, Stefania Gori'#4, Sabino De Placido®®, Ornella Garrone®, Michela Donadio®, Paolo Bruzzi?,
Claudia Bighin?, Matteo Lambertini'?, Francesca Poggio? on behalf of the Gruppo Italiano Mammella (GIM)

1. DIMI, University of Genova; 2. Ospedale Policlinico San Martino, Genova; 3. ASIU Udine University Hospital; 4. Azienda USL/IRCCS Reggio Emilia; 5.
Candiolo Cancer Institute, Torino; 6. Citta della Salute e della Scienza ASO S. Anna, Torino; 7. Dipartimento oncologico Ospedale Faenza; 8. Regina Elena
National Cancer Institute, Roma; 9. Ferrara University Hospital, Ferrara; 10. Ospedale S. Chiara, Pisa; 11. Ospedale Civile SS Annunziata; Sassari; 12.
Ospedale Oncologico A. Businco, Cagliari; 13. Azienda Ospedaliera Universitaria; Sassari; 14. Ospedale Sacro Cuore Don Calabria, Negrar; 15. Universita

Federico Il, Napoli; 16. S. Croce e Carlo Teaching Hospital, Cuneo
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GIM4 Study Design

Control arm
s R |
Postmenopausal at randomization

ER+ and/or PR+

T1-3; NO-N+
No sign of disease recurrence Extended arm
Tam for 2-3 yrs

N=2056
Recruitment in 64 centres in Italy (GIM group), 2005-2010
Median follow-up: 10.4 years (IQR 8.8-11.4)

ClinicalTrials.gov: NCT01064635; EudraCT: 2005-001212-44
presentenar. 2019 ASCO o — PRESENTED BY:
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GIM4 end-points and study populations
* Primary study end-point

* |nvasive Disease Free Survival (DFS)]‘ (local recurrence, distant metastases, contralateral or ipsilateral breast tumour,

excluding ductal carcinoma in situ, second primary malignancy, death from any cause, and loss to follow-up or end of study)

* |Intention-To-Treat population: DFS was computed from the date of randomization to the date of
the event (or last follow-up) in the overall patient population

* Landmark analysis: patients with a DFS event or lost to follow up before treatment divergence (2
to 3.3 years after randomization, defpending on the duration of pre-random HT) were excluded.
DFS was computed from the time of treatment divergence to the date of the event
* Secondary end-points
e QOverall survival

* Adverse events Beneficio absoluto em DFS (8anos) de 4%, HR: 0,77

1. Hudis, J Clin Oncol 2007; 25: 2127-32
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Trial profile

2056 patients randomized

1030 1026
assigned to Control arm assigned to Extended arm

1030 eligible for ITT analyses 1026 eligible for ITT analyses

82 had a DFS event or 83 had a DFS event or
were lost to follow up
before divergence

were lost to follow up
before divergence

948 eligible for Landmark 943 eligible for Landmark
analyses analyses
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Baseline characteristics

Control arm Extended arm
2-3 year letrozole | 5-year letrozole
n=1030 n=1026
Age, median (range) 60 (34-86) 61 (41-89)

Tumor size pT1 704 (68%) 703 (68%)
pT2 261 (25%) 252 (25%)
pT3-4 34 (3%) 43 (4%)
Unknown 31 (3%) 28 (3%)
Nodal status pNO 581 (56%) 568 (55%)
pN1-2-3 411 (40%) 428 (42%)
Unknown 38 (4%) 30 (3%)
Histological grade G1 156 (15%) 161 (16%)
G2 564 (55%) 589 (57%)
G3 221 (21%) 213 (21%)
Unknown 89 (9%) 63 (6%)
HR status ER+ and PR+ 855 (83%) 866 (84%)
ER+ or PR+ 153 (15%) 146 (14%)
Uknown 22 (2%) 14 (1%)
HER2 status Positive 63 (6%) 60 (6%)
Negative 851 (83%) 833 (81%)
Unknown 116 (11%) 133 (13%)
Prior (neo)adjuvantCT No 455 (44%) 450 (44%)
Yes 557 (54%) 565 (55%)
nknown 18 (2%) 11 (1%)
Prior duration of tamoxifen, years 2.4 (1.9-3.3) 2.5 (1.9-3.3)
Median (IQR)
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Disease-Free Survival - ITT population. N=2056

Extended arm

Control arm

N. pts 10-y estimated
N. pts with event DFS (%) 95% ClI

Jd Control 1030 219 74 70-77
Extended 1026 189 73-81 HR 0.84, 95% Cl 0.69-1.03; p=0.09
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>
o
=
v
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I 1
12 13

Number at risk
Control 1030 999
Extended 1026 990

Median follow up: 10.4 years

' ' \ 9
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DFS first events by treatment

Control arm Extended arm
2-3-year letrozole 5-year letrozole

First event
Distant recurrence
Local recurrence

Second primary cancer
Breast
Non -breast

Death without recurrence

Total first events

" #ASCO1 10
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events/patients
control  extended HR (95%Cl) P interaction
Age (vears) < 26/258 36/252 ; 1.22 (0.73-2.05) 0.384
DFS 61/354 0.80 (0.56-1.12)
5 46/201 : 0.65 (0.44-0.96)

Subgroup analysis 7 18/49 0.80 (0.36-1.74)

Tumor size 108/6592 97/6 0.85 (0.64-1.11) 0.725
56/234 /i ; 0.77 (0.52-1.15)

: 0.61 (0.23-1.59)

0.55 (0.06-5.25)

Nodal status 539 / : 0.62 (0.44-0.87)
<118 1.08 (0.81-1.46)
0.07 (0.00-1.62)

Histological Grade 20/ 4 0.79 (0.42-1.51)

G2 /] 0.84 (0.63-1.10)
¢ 0.83 (0.51-1.34)
Gx / i 0.70 (0.24-2.02)

Hormone receptor * ER+ and PR+ 0/ 789 3/79 0.80 (0.64-1.02)
ER + or PR+ 9/ i 0.93 (0.54-1.58)

HER2 status * negative . 7. 0.91 (0.
positive / : 0.19 (0.0

Previous Tamoxifen <=2.5 years /5 T0/461 0.87 (0.64-1,19)
86/482 0.80 (0.59-1.08)

Previous chemotherapy NO I 53/419 0.76 (0,.53-1.09)
YES 09/517 103/519 0.91 (0.69-1.20)
Unknown (1] 1.00 (0.03-39.5)

All patients 183/948 156/943 0.81 {0.65-1.01)

*24 pts with missing HR and 221 pts with Extended Control
missing HER2 status excluded === better better ™

. #ASCO1S 12
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Overall Survival

ITT population N=2056 Landmark analysis N=1891

Extended arm

Control arm ;

Extended arm

Control arm

]
L

N. pts 8-y estimated
N. pts with event 05 (%) 95% Cl

Control 948 86 92 90-93
Extended 943 76 92 90-94

N.pts 10-y estimated
N.pts with event 0S (%) 95% Cl

Control 1030 116 90 88-92
Extended 1026 96 91 89-93

o
Q
"l

")
=}
1

X
oQ
1

Overall Survival (%)

HR 0.82, 95% Cl 0.62-1.07; p=0.149 HR 0.86, 95% Cl 0.63-1.18; p=0.357

T Y T
& 7 7

1 2 3 ; 6 7 g 0 25 49 1 3 5 7

920 883 B49 B06 132 588 1 54

1030 1020 1004 927 886 853 : : . =5 :
- . 017 80 860 BO7 725 601 426 230 66

1026 1018 1004 ‘ 942 913 861

Time 0 is time when treatment diverged in the two arms (i.e. 2-3 yrs after randomization)
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Selected side effects

Control arm Extended arm
2-3-year letrozole 5-year letrozole
(n=983) (n=977)

Grade 1-2 Grade 3-4 Grade 1-2 Grade 3-4

[T o5 (7%) 7 (1%)  95(10%) 9 (1%)
119 (12%) 127 (13%)
31 (3%) 35 (4%)
47 (5%)? 81 (8%)°
5 (<1%) 9 (1%)
32 (3%) 22 (2%)
7 (1%) 19 (2%)
1 (<1%) 6 (1%)

Arthralgia 263 (27%) 22 (2%) 311 (32%) 29 (3%)

a. 103 pts (10%) and b. 79 pts (8%) had baseline osteoporosis
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adjuvant Al studies
years

5-year letrozole 0.81
5vs7/8 (0.65-1.00)

2/3-year letrozole

6-year anastrozole 5/6 vs 8/9 0.79
(0.62-1.02)

3-year letrozole

5-year letrozole

: 0.85

5-year letrozole 7.5 vs 10 1.007

(0.87-1.16)

ittt s 2.5-year letrozole
Al 5 years
Al 3-2y 5-year anastrozole 0.92

' 2-year anastrozole

1. Mamounas; Lancet Oncol. 2019; 20:88-99; 2. Blok; J Natl Cancer Inst 2018; 110:40-48; 3. Gnant; SABCS 2017;
2. 4. Tjan-Heijnen ; Lancet Oncol 2017; 18:1502-11
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Conclusions

» After 2 to 3 years of tamoxifen, extended adjuvant treatment with
additional 5 years of letrozole, is associated with a 19% reduction in
iDFS events (HR 0.81; 0.65-1.00; p=0.051)

* These findings are consistent with the results of previous studies and
suggest that tamoxifen for 2 to 3 years followed by Al for 5 to 6 years
is a strategy of extended treatment which could be considered in
breast cancer patients at residual risk of BC recurrence

O estudo foi negativo, mas talvez em pacientes de alto risco.
Quem sao os pacientes de alto risco?
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Integration of Clinical Variables for the Prediction of
Late Distant Recurrence in Patients With Estrogen
Receptor—Positive Breast Cancer Treated With 5 Years

of Endocrine Therapy: CTS5

Mitch Dowsett, Ivana Sestak, Meredith M. Regan, Andrew Dodson, Giuseppe Viale, Beat Thiirlimann,
Marco Colleoni, and Jack Cuzick

https://www.cts5-calculator.com/

Dowsett et all. J Clin Oncol, 2018;36:1941-1948.
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#514: Clinical validity of CTS5 for estimating risk of late recurrence in unselected, non-trial

The ROYAL MARSDEN
NHS Foundation Trust

patients with early ER+ breast cancer

Juliet Richman?, Alistair Ring!, Mitch Dowsett!, Ivana Sestak?

Q Queen Mary

University of London

1Royal Marsden Hospital NHS Foundation Trust, *Centre for Cancer Prevention, Queen Mary University, London

Introduction

The Clinical Treatment Score at 5 years (CTS5) is a prognostic tool to
estimate distant recurrence risk after 5 years of endocrine therapy for
postmenopausal women with estrogen receptor positive (ER+) breast
cancer. It incorporates tumour size, grade, lymph node burden and
patient age at diagnosis and was developed and validated in the ATAC and
BIG 1-98 trials of endocrine therapy in postmenopausal women’. It is
freely available at www.cts5-calculator.com.

Objective
To determine whether the CTS5 can be extrapolated to unselected patients
including pre-menopausal women for prediction of late distant recurrence.
If validated CT55 could be used as a decision aid for extended endocrine
therapy beyond 5 years.

Methods

The CTS5 was tested in a retrospective cohort of patients from the Royal
Marsden. Patients were selected only on the basis of being diagnosed with
early ER+ breast cancer from 2000-2007 and being alive and distant
recurrence-free at 5 years. No other clinical variable was used for patient
selection. The primary endpoint was distant recurrence in years 5-10. The
primary cohort for analysis was post-menopausal women.

Results Post-menopausal
(N=1662)
Age (years), median (IQR) 62.5 (57-70)
HER2 negative 1383 (83.2%)
Tumour size (mm), median (IQR) 18(12.27)
Grade 1 356 (21.4%)
Grade 2 919 (55.3%)
Grade 3 387 (23.3%)
Node negative 1211 (72.9%)
Chemotherapy 468 [28.2%)
<1 year endocrine therapy 70(4.2%)
12-48 months endocrine therapy 55(3.3%)
48-72 months endocrine therapy 1318 (79.3%)
72 months endocrine therapy 219 (13.2%)
Distant recurrence after 5 years 149 (9.0%) |
Deaths after S years 388 (23.4%) !.9”}
Time to DR (years), median (IQR) B.3(5.7-11.2) 107 t?.é«ls;n}_'

Table 1: Baseline characteristics and endpoint events of past- and pre-menopausal cohorts

CTS5 performs well in pre- and post-menopausal women

Continuous and categorical increase in CTSS score is associated with

increased risk of late DR for both pre- and postmenopausal women.
i

Post-menopausal
(n=1662, DR=107)

CT55 (continuous)

CTSS low Reference

CTSS intermediate 2.28(1.32-393) 0.003
CTS5 high 3.81(2.27-6.41) <0.0001
No chemotherapy 2.26(1.68-3.03) <0.0001
Chemotherapy 1.93(1.32-2.82) 0.001

Table 2: HR for late distant recurrence with continuous CTSS and 3 risk categories.

CTS5 categorises women into risk groups

CTS5 stratifies the post-menopausal cohort into 3 distinct risk groups with
similar separation in post-menopausal women to the combined BIG1-
98/ATAC training cohart. The separation was less distinct for pre-menopausal
women.

Postmenopausal Premenopausal
g, 8
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Figure 1: Kaplan-Meier curves showing recurrence events by risk category,

CTS5 calibrates well in post-menopausal women

_84

£ | —=—  Observed low

!s.m =+ Prodicted low

' —=— Obsarved inlarmediate

% | \ —+—  Predicind intermediate
—e—  Obsarved high

gg —=— Pradicied high

\
L] [} 7 B 2 10

Folow-up tme
Figure 2: Observed versus expected events 5m lﬂg postmenopausal cohart.
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onclusions

CT55 has prognostic value in an unselected cohort of women, including pre-
menopausal women, and regardless of chemotherapy treatment.

The scope of women in whom CTS5 can be applied extends beyond that of
the development cohort.

Calibration of CTS5 in pre-menopausal women was less accurate than in
post-menopausal women.

CTS5 requires further testing in pre-menopausal women and women with
HER2+ breast cancer.

The predictive ability of CTS5 for benefit from extended endocrine therapy is
unknown therefore CTS5 should be used to identify a group in whom risk of
recurrence is so low that extended therapy could not possibly be beneficial
CTS5 could be used in conjunction with other prognostic models to further
risk stratify women who fall into the intermediate risk categories (fig. 3)

e 3 Froposed extended endocrine therapy decision algoithm, adapted trom Richman and Dowsett, NCRO, 2018,
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CTS5 categorises women into risk groups

CTSS stratifies the post-menopausal cohort into 3 distinct risk groups with
similar separation in post-menopausal women to the combined BIG1-
98/ATAC training cohort. The separation was less distinct for pre-menopausal

women.
Postmenopausal Premenopausal

2

4.9%(3.2-1.5) 49%(2.8-86)
BS%(54-13.2)

90

10.9% (B.0-14.9)
12.0%(8.0-17.8)

16.9% (13.0-21.8)

Distant recurrence free (%)
i}

= Low, n=700 (41.2%) Low, n=314 (41%)
Intermediate, n = 549 (33%) = Intermediate, n=261 (34.1%)
—— High,n= 413 (21 9%) | = High, n=191 (24 9%)

L —_-————r———y— —

5 6 7 B8 9 10 5 € 7 8 9 10
Follow-up lime [years] Follow-up time [years)

BIG1-98/ATAC

3.0% (2.4-3.6)

7.3%(6.3.8.5)

90

80

18.9% (17.1-20.9)

—— Low, n=4885 (42.7%)
= Intermediate, n=3698 (32.3%)
e e High, n=2863 (25.0%)

Distart recurrence free (%)

5 6 7 B 9 10
Follow-up time [years)

Figure 1: Kaplan-Meier curves showing recurrence events by risk category.




Trans-aTTom: Breast Cancer Index predicts
benefit of extended endocrine therapy in
HR+ breast cancers treated in the Adjuvant
Tamoxifen — To Offer More? (aTTom) trial

J. Bartlett, D. Sgroi, K. Treuner, Y. Zhang, T. Piper, R. Salunga, |. Ahmed, K. Basnet, E.
Brachtel, S. Pirrie, C.A. Schnabel, and D. Rea on behalf of the Trans-aTTom Study Group
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Breast Cancer Index (BCl)

* BCI isI an 11-gene expression molecular signature comprised of two functional
CENES

* Molecular Grade Index (MGI) - 5 genes measuring tumor proliferative status
* HOXB13 and IL17BR (H/I) — 2 gene ratio measuring estrogen signaling

* The BCI test provides both a prognostic BCl score for the risk of cumulative

(0-10 years) and late (post-5 years) distant recurrence, and a prediction of the
likelihood of EET benefit based on BCI (H/I)

* BCI (H/1) predicted endocrine response across several different endocrine
treatment backgrounds with significant treatment to biomarker interaction®-

* BCI (H/1) predicted benefit from extended endocrine therapy in a cohort from
the MA.17 triall

* The current study further examines the predictive performance of the BCl
(H/1) in the EET setting in patients treated in the aTTom trial

1. Sgroi DC et al INCI 2013; 105(14):1036-42
2. ZhangYetal.CCR 2013; 19(15):4196-205
3. Sgroi DC et al. Cancer Res 2012; 72 (Supppl.): Abstract P2-10-5
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aTTom Parent Study 8863 enrolled

1539 <4 years
* 6956 early stage patients who l piiof tAmoxiten

completed at least 4 years of 7324 randomized
tamoxifen randomized to either stop after 4+ years of
or continue tamoxifen for an tamoxifen

additional 5 years v \,

Demonstrated benefit from 10 years 3656 CONTINUE 3668 STOP
tamoxifen in disease-free interval (DFI)

* HR: 0.86, 95% Cl 0.77-0.96, (p=0.006 )

Extended tamoxifen treatment was
associated with a significant increase
in endometrial cancer (p<0.0001)

* Data available to 12.6 years median N Z
follow-up (2017) N=6956

Gray R et al. J Clin Oncol 2013; 31: (suppl; abstr 5). (78% > 55 years Old, 50% T1 , 38% TZ, 31% nOde-pOSitiVE)

102 ER-negative 95 ER-negative

at a median 8.9 years of follow-up 84 DCIS/LCIS 4 }‘ 87 DCIS/LCIS

3470 CONTINUE 3486 STOP
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Study Objectives and Endpoints

* Objectives
* Primary objective - to determine whether BCI (H/I) status (High vs Low)
is predictive of the benefit of 10 years versus 5 years of tamoxifen

» Secondary objective - to evaluate whether BCI (H/I), as a continuous
index, demonstrates a statistically significant treatment to biomarker
interaction with extended tamoxifen treatment

* Endpoints
* Primary endpoint - Recurrence-Free Interval (RFI) including local,
regional and distant recurrences

* Secondary endpoint - Disease-Free Interval (DFI) including local,
regional, distant recurrences and contralateral breast cancer

7 #AS
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Trans-aTTom Case Flow

Eligible aTTom patients (N=6956)

Patients with available tissue collected (N=2594)

Excluded by pathology review (n=579)

- Lack of invasive tumor

Patients tested with BCl and IHC (N=2015) - Insufficient tumor content

TMA core missing (N=31)

Resulted BCI & IHC analysis (N=1984)

HR negative (N=162)

HR positive with BCl results (N=1822)

Nodal status unconfirmed (N=221)

Node-negative (N=1018)

meeaa: 2019ASCO

ANNUAL MEETING

Node-positive (N=583)
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Patient Characteristics pHe oo i -

<50 265 (12%) 97 (16%)
50-59 765 (36%) 208 (34%)
60-60 612 (29%) 163 (27%)
>70 494 (23%) 147 (24%)

Menopause

No statistically significant differences Pre 70 (3%) 25 (4%)

Post 1798 (84%) 527 (86%)

were observed between aTTom N+ e 61 (3%) 23 (%)
and Trans-aTTom N+ cohorts il el S U

Tumor Size
T 968 (45%) 275 (45%)
T2 903 (42%) 262 (43%)
T3 95 (4%) 28 (5%)
Unknown 170 (8%) 50 (8%)
Histological Grade
Well differentiated - grade | 313 (15%) 92 (15%)
Moderately differentiated - grade Il 953 (45%) 272 (44%)
Poorly differentiated - grade ll| 467 (22%) 133 (22%)
Unknown 403 (19%) 118 (19%)
Histology
Ductal 1473 (69%) 442 (71%)
Lobular 265 (12%) 73 (12%)
Tubular 28 (1%) B (1%)
Other/Mixed 70 (3%) 17 (3%)
Unknown 300 (14%) 75 (12%)

| #ASCO19 ¢
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Relative Benefit of Extended Tamoxifen by BCli
(H/1) Status: Trans-aTTom N+ cases

I?vors 10-year Favors 5-year

All N+ Patients 0.88 (0.65-1.18) | N=583

BCI (H/l)-Low N=296 (51%)

BCI (H/l)-High 0.35 (0.15 - 0.86) | N=287 (49%)

| | |
0.5 1.0 1.5 2.0 2.5 3.0

Hazard Ratio (mean+95% CI)
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Benefit of Extended Tamoxifen is Dependent on the
Classification of BCI (H/I)

All N+ Patients BCI (H/1)-Low BCI (H/l)-High

= 10-year
- S-year

= 10-year
= S-.year

= 10-year
= BS-year

HR: 0.88 (0.65-1.18) HR: 1.07 (0.69-1.6 HR: 0.35 (0.15-0.86)

Risk of Recurrence (%)
Risk of Recurrence (%)

—_—
S~
[
Qo
=
2
-
-
(3}
@D
(14
s
-
2
e

| | ] |
11 13 1 1 13
Years Years Years

No. atrisk No. atrisk No. atrisk
10-year 291 259 225 196 174 151 102 10-year 141 122 105 91 82 10-year 150 137 120 105 92

S-year 292 273 242 217 181 148 95 S5-year 155 147 136 126 107 S5-year 137 126 106 91 74
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Absolute Benefit of Extended Tamoxifen by BCI
(H/1) Status
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Summary of BClI (H/I) as Predictive Biomarker for EET

Study Cohort Relative Risk Reduction i a
P-Value

Treatment: Extended Al vs Placebo

MA.17 H/1-High OR: 0.35 (0.16-0.75); p=0.007
(n=249)1 H/I-Low OR: 0.68 (0.31-1.52), p=0.35

Treatment: Extended TAM vs Stop

Trans-aTTom N+ H/1-High HR: 0.35 (0.15-0.86); p=0.027
(n=583) H/l-Low HR: 1.07 (0.69-1.65), p=0.768

0.03

0.01

1. Sgroi DC et al INCI 2013; 105(14):1036-42 2. Simon et al, INCI 2009 101:1446-1452
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Summary of BCI (H/1) as Predictive Biomarker all trials

Interaction

Study Cohort Relative Risk Reduction
P-Value

Treatment: Adjuvant TAM vs none

Stockholm H/I-High HR: 0.35 (0.19-0.65); p=0.0005
(n=600)" H/l-Low HR: 0.67 (0.36-1.24), p=0.204

Treatment: Extended Al vs Placebo

MA.17 H/I-High OR: 0.35 (0.16-0.75); p=0.007
(n=249)2 H/I-Low OR: 0.68 (0.31-1.52), p=0.35

Treatment: Extended TAM vs Stop

Trans-aTTom N+ H/I-High HR: 0.35 (0.15-0.86); p=0.027
(n=583) H/I-Low HR: 1.07 (0.69-1.65), p=0.768

0.03

1. ZhangY et al. CCR 2013; 19(15):4196-205 2. Sgroi DC et al INCI 2013; 105(14):1036-42
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Conclusions

* BCI (H/1) was predictive of endocrine response and identified a subset
of HR+, N+ patients with significant benefit from 10 years vs 5 years
of tamoxifen therapy

* 51% of N+ patients were identified as BCI (H/l)-Low and showed no
statistically significant benefit from an additional 5 years of extended
tamoxifen treatment

* These data provide further validation and establish level 1B evidence?
for BCl as a predictive biomarker of benefit from extended endocrine
treatment and outcome

1. Simonet al, INCI 2009 101:1446-1452
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Objetivos educacionais:

 Neoadjuvancia o que vem ai?

* Duracao de endocrinoterapia adjuvante

* Duracao de trastuzumabe adjuvante

* De-escalonamento de radioterapia em pacientes idosas



Do all patients with HER2 positive breast cancer require one year of adjuvant trastuzumab?
A systematic review and meta-analysis

iel Boldt*, Ricardo Fernandes?, Ted Vandenberg’
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Hypothesis: A shorter duration of adjuvant trastuzumab is
non-inferior to one year of treatment.

* Outcomes: DFS (primary) and 05 (secondary)
= Population: Adjuvant HER2+ breast cancer patients
= Search Method:

— PubMed, EMBASE and The Cochrane Library were
searched for eligible randomized trials
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= Potential cost and resource savings, especially in resource
limited regions .

Lesther Comtact info: Paul Stewart @thic on o




Primary Outcome DFS — Forest Plot
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Study or Subgroup Weight

Haza;'d itatlo _ Hazard Ratio
IV, Random, 95% CI IV, Random, 95% CI

HORG 4.5%
PERSEPHONE 29.0%
PHARE 41.2%
SHORT HER 11.6%
SOLD 13.8%

Total (95% CI) 100.0%

1.34 [0.85, 2.10]

1.07 [0.90, 1.28]
1.08 [0.93, 1.25]
1.12 [0.85, 1.49]

1.39[1.07,1.79]

1.13 [1.03, 1.24]

1

Heterogenery Tau® = 0.00; Chi® = 3.78, df = 4 (P = 0.44); F = 0% 0.5 0.7

Test for overall effect: Z = 2. 55 (P = 0.01)

Secondary Outcome OS — Foress
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~  Hazard Ratio

Study or Subgroup Weight

1.5 2

-
1

Favours [= 6m herceptin) Favours [lyear herceg
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IV, Fixed, 95% C1 IV, Fixed, 95% CI

HORG 2.0%
PERSEPHONE 36.7%
PHARE 41.0%
SHORT HER 8.8%
SOLD 11.4%

Total (95% CI 100.0%

Heterogeneity: Chi* = 1.05,df = 4 (P = 0.90); I = O%
Test for overalleffect: Z = 2.1 (P = 0.032)

1.45 [0.57, 3.67)

1.14 [0.92, 1.42) —
1.13 [0.92, 1.39] —

1.07 [0.69, 1.68]

1}

1.36 [0.92, 2.01]

1.16 [1.02, 1.32]
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De-escalating Adjuvant Trastuzumab in Human Epide
D

" - .
Stage Breast Cancer: A Systemic Review and Meta-analysis ‘ a
Hadar Goldvaser!?, Yasmin Korzets??,Daniel Shepshelovich?, Rinat Yerushalmi?, Michal Sarfaty?, Domen Ribnikar!, Paaladinesh Thavendiranathan* Eitan Amirl
Division of Medical Oncology, University of Toronto and Princess Margaret Cancer Centre, Canada, ‘Davidoff Cancer Center, Sackler Faculty of Medicine, Tel Aviv University iation Oncology, University of Toronto and Pri
Margaret Cancer Centre, Canada ! Ted Rogers Program in Cardiotoxicity Prevention, Toronto General Hospital, Peter Mun 1ada

Introduction
~ One year of adjuvant trastuzumab in combination with chemotherapy is the Figure 1A: Hazard ratio for DFS
standard of care in early-stage HER2 positive breast cancer.
| = Existing data on shortening trastuzumab treatment show conflicting results
)‘- Dbjc:ﬂu: To conduct a meta- analysis of prospective trials comparing abbreviated
| early-stage HER2 positive breast

Methods

A search of PubMed and abstracts from key conferences between 2008-2018 to o 3

> Yo s X'+ T W0 i
identified randomized trials that compared abbreviated trastuzumab therapy to yomnench s
one year of treatment in early-stage HER2 positive breast cancer was conducted frethpamie

gy 0o BT B T P N

Hazard ratios (HRs) and 95% confidence intervals (Cl) were extracted for disease " i R T
free survival (DFS) and overall survival (OS).

& ) Figure 1C: Hazard ratio for DFS by nodal involvement
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Loco/regional/adjuvante

Objetivos educacionais:

 Neoadjuvancia o que vem ai?

* Duracao de endocrinoterapia adjuvante
e Duracao de trastuzumabe adjuvante

* De-escalonamento de radioterapia em pacientes idosas



RT vs HT EXCLUSIVA EM IDOSAS EC | RE+

Adjuvant endocrine monotherapy versus adjuvant breast radiation alone in healthy older women with
stage |, estrogen receptor-positive breast cancer: An analysis of the National Cancer Database
Anthony H. Bui, Manjeet Chadha, Theresa H. Shao, Naamit K. Gerber, Sarah P. Cate, Susan K. Boolbol, Nicole J. Zubizarreta
Icahn School of Medicine at Mount Sinai, New York, NY; New York University School of Medicine, New York, NY

INTRODUCTION

+ The NCCN guidelines state that breast radiation therapy (RT) may
be omitted in patients >70 years of age with estrogen receptor-
positive (ER+), clinically node-negative, T1 breast cancer (BC) who
receive adjuvant endocrine therapy (ET).

+ Available data on older patients notes that local relapses are the
mos! frequent site of failure, and distant relapse rates are low.

+ The side effects of ET are nol inconsequential and negatively affect
QoL

OBJECTIVE

To examine overall survival (OS) in women 270 years of age treated by
lumpectomy ET, RT, or ET+RT in the NCDB

METHODS

+ The 2004-2013 NCDB was queried for women 270 years of age
with ER+, HER-2 negative, stage | BC who underwent lumpectomy
and had a minimum of ane year of follow-up.
Women who received no adjuvant therapy and women who
received any chemotherapgy were excluded.
To limit the analysis to healthy women, we also excluded subjects
3 i a

.

RESULTS

Table 1. Median Survival Time and 5-Year Survival Probability, by Modality

Table 2. Comparison of Adjuvant Therapies - Adjusted Hazard Ratios®

Wa identified a tolal of 60,896 women, of whom 41,683 (68.5%)
underwent ET+RT, 11,036 (18.1%) ET, and 8,177 (13.4%) RT.
Median follow-up was 5.1 years (Interquartile Range [IQR] 3.1-7.3)
in women who underwent ET+RT, 4.1 years (IQR 2.5-6.2) for ET,
and 5.8 years (IQR 3.7-8.1) for RT.

(IQR 72:78), 79 years (IQR 75-83) for ET, and 77 years (IQR 73-81)
for AT.

+ Unadjusted comparison of OS between the three treatment groups
was performed using Kaplan-Meier statistics and the log-rank test.

+ Adjusted survival analyses were performed using Cox proportional
hazards regression.

Median Survival S-year Survival Hazard Ratio
Adjuvant Modality .o Years (95% CI) Probability (95% CI) e (85°% Cl) pvakss
Endocrine+Radiation
Trorapy (EToAT T76(1LSANE)  09% (906:91.2%) ETvs ETsRT 1429 (1.358-1.504) <0001
E“mc"{"E“'TIhe’ap* 969 (9.49-10.09)  81.4% (80.5-82.3%) RTvs. ETsRT  1276(1.212-1.343) <0001
“a"‘a";’F'{'T?m“ 11.08 (10.77-11.28) 85.7% (84.8-86.5%) RTvs. ET 0893 (0.840-0.949) 00003

Figure 1. Kaplan-Meler Curves, by Modality

Product-Limit Survival Estimates
T e ok = 0001
., "‘\.‘_
o8 :
N HT+RT
. Ty o
E ]} .\- _.\' \
I HT NN
£ a RT
L |
¢ % 150
Tolowup Mosthy
Ayt Tharapy E ETRT o1

“Adjusted lor year of diagnosis, fumor grade, margin stalus, progeslerone
receplor stalus, race, ethnicity, insurance, lacilily fype, median 2ip code
income, residence, and distance from hospital

CONCLUSION

* To our knowledge, this is the first large study comparing RT and ET
monatherapy in healthy older women with stage |, ER+ BC.

* The OS with RT alone is not inferior to ET alone, and in this study
population is noted to be better.

+ However, both RT and ET alone appear to be inferior to ET+RT,

While this analysis has various limitations not dissimilar from other

NCDB database studies, our abservations warrant further research

with prospective studies.

Icahn School

of Medicine at
lgllgglnt ASCO 2019
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TARGIT E(Iderly): Prospective phase Il trial of intraoperative radiotherapy (IORT)
in elderly patients with small breast cancer
Frederik Wenz for the TARGIT E trialists

Uriversity Medical Censer Mannheim, University of Heidelberg, Germany
University Hospita! Freiburg, Germany

@ = Risk-adapted. multicentric, inlermational, single arm, phase Il trial
g [ClinicalTrials.gov: NGTO1295987, Neumaier el al BMC Cancer 2012)
=8 = Based on TARGIT-A protocol (expenmental arm, risk adapted design)
3 = 5ot up to test the efficacy of a single dose of IORT in a well-selected
o group of elderly patients with small breast cancer with no risk factos
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Local Relapse
Free Survival

10 violation of stopping rules at median ffu of 33 months
s LRR (4 local recurrences), 2.5y LRFS 99.8%, 5y LRFS 98.5%
ry good OS (20 deaths), 2.5y OS 98.8%, 5y OS 91.4%

Conclusion

£0Mmacy, frecerh warsBunkin Il do

Radioterapia intraoperatdéria com
INTRABEAM, em pacientes 2 70 anos

Critérios de inclusido 542 pacientes

> 70 anos 73% IORT
<3,5cm, NO 21% IORT+WBRT

unifocal 5% WBRT

AV (-) 1% s6 CIR

CDIS extenso (-)
ASCO 2019



TARGIT E(lderly): Prospective phase Il trial of intraoperative radiotherapy (IORT)
in elderly patients with small breast cancer

» Risk-adapted, multicentric, international, single arm, phase Il trial
(ClinicalTrials.gov: NCT01299987, Neumaier et al BMC Cancer 2012)

+» Based on TARGIT-A protocol (experimental arm, risk adapted design)

« Set up to test the efficacy of a single dose of IORT in a well-selected
group of elderly patients with small breast cancer with no risk factors

r Elderly pts with small breast cancer (2 70yrs)

J
International German

-- Herlev DK Mannheim UKL Meiningen Hellos
cT1cT2 (£3.5cm)
cNO MO Montpellier F Berlin DRK Magdeburg UKL
ductal-invasive histology
= no risk factors: . Marsellle F Hamburg Agaplesion Cologne UKL
(@) multifocality/- centricity
=
7)) E:ﬁ :2‘0"5”: ‘ Leon Berard F Cologne Mehrheim Hannover UKL
(@) 5 Bordeaux F LMU Munich Nuernberg Nord
%‘ p BC%;?TNE ‘ ~ TR::‘:‘O?_C‘; r;:::_"n_?' Palthroi“ogyj _ | Nantes F Westerstede Homburg UKL
— . | > » £ n \JI" mn "}ll
no 20 Gy Other histology ’
o riskfactors | | I Margins < 1mm (< 10 mm Germany Dijon F Regensburg UKL Essen UKL
[pN+, L1
m -.— mulitfocality/-centricity Frauenfeld CH Munich DRK Ludwigsburg
EIC 1
[_ET“O" ] ' _._ Bottrop Marienhospital Hamburg UKL
Hamburg Jerusalem Hamm St. Barbara

Adjuvant/postop WBRT 46 Gy '
(pN1: 50 Gy, pN2: 50 Gy + RNI) ‘
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TARGIT E(lderly): Prospective phase Il trial of intraoperative radiotherapy (IORT) —
in elderly patients with small breast cancer E
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University Medical Center Mannheim, University of Heidelberg, Germany
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Overall Survival

» no violation of stopping rules at median f/u of 39 months
= very low LRR (4 local recurrences), 2.5y LRFS 99.8%,|5y LRFS 98.5%
< very good OS (20 deaths), 2.5y OS 98.8%,|5y OS 91.4%

Conclusion

contact: frederik. wenz@uniklinik-freiburg.de
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Risk stratification in early stage luminal breast cancer patients treated with and without RT

Charlotta Wadsten', Pat Whitworth?, Rakesh Patel*, Jess Savala®, Fredrik Warnberg®, Troy Bremer® ¢ ﬁ . ’fﬁ'*

&

’
'Department of Surgical and Perioperative Science, Umea University, Sweden. ?Nashville Breast Center, Nashville, TN, Good Samaritan Cancer Center, Los Gatos, CA. * Department of Surgical Sciences, Uppsala University. Sweden. ** PreludeDx, Laguna Hills, CA. “F a-‘k UPRALA

UNIVERSITIT
BACKGROUND

o o, 8 o . . TABLE 1 - POPULATION
s ————————— ¢ The biologic risk signature identifies

10+ ipsilateral breast t (IBE) risk in luminal . "
Stage 1 resscance () peents vesied magicaly, wih o subgroups of patients with early- ALL LUMINAL CASES (nedz3) LUMNAL A- NOCT,

without adjuvant raciotherapy (RT), -RE(%) *RTOH ™) 10-YEAR IBE RISK #/- RT, (n=57)

H H Age Group
stage BC who will benefit from RT v ot =

8
This cohort was from Uppsala University and Vasterd ek # o
L IS CO! was from NIversi 5 . Tumor Size G
aspials diagnosed with Stage 1 BC and reated surgcaly In Luminal A* breast cancer, the T o e HR [95%C  PValue
between 1987 and 2004. Treatment was neither randomized . - - >=10mm 17 8 218
nor stricty rules based, incluing adiuvant RT, homane signature provides both prognostic [, RT 051 (026-088 003
therapy (HT), and chematherapy (CT). d dicti lue for RT benefit Grade 14 2 ] 7 389
+ Blomarkers (HER?, PR, KI67, COX2, p16INK4A, FOXAY bR LA LU TR ol i PEEEOTEERS Roguies 20 RN e
and SIAH2) were assessed on tissue microamays in cr
PreludeDx's CLIA lab by board-certified pathologists. Risk 10-YEAR IBE RISK No % 74 376 LuminalA 077 [043-137) 037
groups were calculated using biemarkers and the clinical Yes 2 47
factors age and size. Amultivariate Cox proportional hazards 0% Luminal A €T 071 [025-204) 052
analysis was used fo delermine hazard ratio for biologic No 20 80 137
signature. The 10-year IBE risk was assessed using Kaplan- % Yes 25 75 286 yr 075 [0.46-124] 0.26
Meler survival analysis — 0% HT ' “ ' '
£ o 1 il o & N Mastectomy 060 [023-153 028
+ There were 423 luminal cases with biomarker data having 54 5 % ]
PACIONSS Teasen w PI)-SF W) TIesvacRonT, % RGICALLY AND EITHER WIT WITHOUT RADIATION THERAPY (R
received RT, 160 received HT, and 47 received CT. In a multi- - - SEOAAT At BITEHWEH U5 WO HOS Ll E (RT)
variate analysis, the biologic signature (HR = 1.6, p =0.019) r +
and RT (HR = 0.51, p = 0.027) were associated with IBE risk % =5 . BORZR BCAERY
adjusting for other treatments (HT and CT) and Luminal A AT +AT -RAT +AT
status (p = 0.37). Luminal A* status was defined as PR neg . Rk i, | Provaionion | (N) WGk, O Previienon | 04
(<1%), KIBT neg (< 15%) and HER2 neg (<3) Low Risk +/- RT  Elevated Risk +/- RT % Lon el 088-10] 4% (+-4%) 26 [093-10] 3% (+5%) 69
+ For patients over 50 years of age with luminal A disease and W-AT WaAT

treated without CT (n = 205), the biologic signalure identified a DISCUSSION Elevated Risk [0.73-10] 15% (+/-14%) 38 [091-10] 4% (+/-6%) 72
subset of patients with an elevated risk; 15% (+/- 14%) 10-year

IBE risk without RT (n = 38) compared o a 4% (+/-6%) IBE risk » A biological risk signature based on 7 biomarkers and clinic-pathological faclors identified a group of patients with invasive Luminal A breas! cancer with a 10-year risk of 15% for local

with RT (n = 72), while patients with a low biologic signature recurrence, and a substantial benefit from RT. Alow risk group with a 4% risk of local recurrence at 10 years was also identified, with a minimal absolute benefit from RT.

risk had a 10-year IBE risk of 4% (+/- 4%) without RT (n = 26)

and 3% (+/-5%) IBE risk with RT (n = 68) » With further prospective validation, the biologic signature identified herein may provide a tool enabling improved management for women diagnosed with early luminal breast cancer
Copyright 2019 | Prelude Corp. | 26051 Merit Circle, Suite 103 | Laguna Hills, CA | Corresponding Author: Troy Bremer | bremer@preludedx com | For further information about Prelude, contact Steve Shivers dx.com
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Loco/regional/adjuvante
Objetivos educacionais: Conclusoes

* Neoadjuvancia o que vem ai? TDM1, como alternativa, na impossibilidade clinica
de QT + Duplo blogueio com trastuzumabe e pertuzumabe.

e Duracao de endocrinoterapia adjuvante: Verificar fatores de risco, Utilizar TCS5
(pos-menopausa) ou se possivel BCI. Se axila +, com BCl alto, manter 10 anos.

* Duracao de trastuzumabe adjuvante: Ainda 12 meses, porém, em casos de bom
prognostico, sem de-escalonamento de QT, 6 meses pode ser uma op¢ao.

e De-escalonamento de radioterapia em pacientes idosas: Ainda nao se tem uma
ferramenta testada para omitir a radioterapia adjuvante. Nos casos de pacientes
idosas, de bom progndstico, a radioterapia intraoperatoria com intrabeam é uma
alternativa segura e com baixas taxas de eventos adversos.
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