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PROLIFERATION| |ESTROGEN [RS=+0 up
© Ki-67 @ ER - 0.34 x ER Group Score
STK15 PR + 1.04 x Proliferation Group Score|
SUrvivin Bel2 + 0.10 x Invasion Group Score
Cyclin B1 SCUBE2 +0.05 x CD68
MYBL2 - 0.08 x GSTM1

GSTM1| | BAG1 - 0.07 x BAG1 P <0.00001
INVASION :
Stromelysin 3 CD68 Low Risk (RS <18) n = 338

Cathepsin L2 REFERENCE Intermediate Risk (RS 18-30) n = 149
Beta-actin High Risk (RS >31) n =
HER2 GAPDH
GRB7 RPLPO 0 2 4 6 8 10 12 14 16
HER2 GUS Years
UARE Paik et al. N Engl ) Med. 2004;351:2817-2826. Paik et al. N Engl J Med. 2004;351:2817-2826.

* Primary objective:

* Demonstrate that distant recurrence risk for patients with Low (<18) 95 (48%) | 31 (51%) | 5 (26%) ‘:301
alow RS is significantly lower than that for patients with a (S780)
high RS Intermediate (18-30) 40 (20%) | 14 (23%) | 4 (21%) | 58 (21%)

# Inclusion criteria
* ER + patients who received tamoxifen between 1993-1998 High (231) 65 (33%) | 16 (26%) | 10 (53%) | 91 (33%)

* Have FPET sample available

# Clinically eligible with follow-up data
+« Exclusion criteria Further analysis based on 200 node-negative cases only

* Insufficient tumor or RNA for RT-PCR

Toi et al, Cancet 2010; 116 (13): 3112-3118 Toi et al, Cancer 2010; 116 (13): 3112-3118
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Breast Cancer in the Japanese Populatio
Primary Endpoint: DRFI for Low RS vs. High RS - 7
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Toi et al, Cancer 2010; 116 (13): 3112-3118
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04 J
Tamoxifen + chemotherapy 218 8 _
03 4 Rs<1s Tamoxifen 135 4 P=061
02 Tamoxifen + chemotherapy 89 9 -
RS 18-30 Tamoxifen 45 4 P=039
0.1 4 — ‘Tamoxifen + chemotherapy "7 13
Rsz31 .. Tamoxifen ry 18 p<0001
T T T T T T
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RS, Recurrence Score result
Paik s, et al. Clin Oncol. 2006;24:3726-3734.
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88 y.0. women T2N1 — CR
neoANZ

Residual 0.4 cm invasive ductal carcinoma, nO
S Akashi-Tanaka, Surgical treatment 93(4), 2005

69 y.o woman T2NO, ER+, PgR+, HER2—
neocANZ
45cm  — 5.0cm(PD)
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Recurrence score

70 °
60 °
°

50 ° High-risk group
20 (n=16)
30 . Intermediate-risk
2 group (n=16)

10 H ) Low-risk group

0 (n=11)

CR(n=1) PR(n=16) NC(n=22) PD(n=4)

S Akashi-Tanaka et al Breast (2009)18:171-4

Neoadjuvant
Treatment

Intermediate High p-value
(GENEE)] (RS231)

Tamoxifen 14 2(67%) 2(33%) 2 (40%)
Anastrozole 29 5(63%) 3(30%) 3 (27%)
All 43 7 (64%) 5(31%) 5 (31%) 0.058

S Akashi-Tanaka et al Breast (2009)18:171-4
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Node-Neg patients:
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3% change

27% change

Node-Pos patients
1-3 nodes), n=17,

‘Yamauchi, Nakamura et al., ESMO 2011 70% change
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OncotypeDXI& cost benefit T & %

f(a==d- 9757 46.2% 26.9% -19.2%
10FEEFR 94.5% 95.0% 0.5%
QuLYs
MEMEIEFEEE  -0.246 -0.144 0.103
B 21.093 21.231 0.139
20.847 21.088 0.241
Costs
BrE 350000 350,000
{EEFEDHIR -108,041
BIfEA. XEE -41,881
BREDBE -46,113
10ALY 4 7= Y Offitk 636,753
Yamauchi et al., BMC Health Service Research, 2014
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Invasive ductal carcinoma, scirrhous
carcinoma,
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ER/PgR/HERZ/iG? 90/80/0

SWOG 8814: Breast Cancer-Specific Survival of
Node-positive Patients by Treatment and
the Recurrence Score® Group

BREAST CANCER-SPECIFIC SURVIVAL BY TREATMENT

Recurrence Score
Result < 18

Recurrence Score
Result 18-30

Stratified log-rank Stratified log-rank Stratified log-rank
P=0.56at 10 years P=0.89 at 10 years P=0.033 at 10 years

—— CAF->T(n =091, 10 events) =  CAF->T(n=57,10 events) — CAF > T (n = 71, 18 events)

= Tamoxifen (n = 55, 4 events) = Tamoxifen (n = 46, 11 events) = Tamoxifen (n = 47, 20 events)

H 8 & 8 1
Years since registration Years since registration Years since registration
10-yr BCSS 10-yr BCSS 10-yr BCSS
T: 92% vs CAFDT: 87% T: 70% vs CAFDT: 81% T: 54% vs CAF>T: 73%

* No benefit to CAF over time . * Strong benefit to CAF over time
Interaction P = 0.021 h
for low Recurrence Score results for high Recurrence Score results

AlbainKs, et al. L 010;11(1):55-65, s ult
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2 4 Positive nodes
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‘ Node negative
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Dowsett M, et al. J Clin Oncol. 2010;28(11):1829-1834.
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https://online.genomichealth.com/Login.aspx

CLINICAL PRACTICE GUIDELINE OF BREAST CANCER
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SYSTEMIC ADJUVANT TREATMENT - HORMONE RECEPTOR-POSITIVE - HER2-NEGATIVE DISEASE®
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Register

Specimen Enrolled 10,071 pts
banking (2006-2010)

Oncotype DX™ Assay

RS <10 RS >25
RIVEVEE bR+
N=1626 RIVE Y HE

(15.9%)

N=6897 N=1730
(67.3%) (16.9%)

Primary study group

Patient Characteristics and Treatment:

FIVESARBT —L SUEIARF F—L

(Recurrence Score® result <11) ~ (Recurrence Score® result 11-25)

No. eligible patients 1626 6897
Median age (IQR) - yrs 58 (50-64) 55 (48-62)
%

Post-menopausal

e e
Median tumour size 1.5(1.2-2.0) 1.5(1.2-2.0)
(IQR) - cm

Histologic grade
Low 34% 29%
Intermediate 59% 57%
High 7% 14%

ER expression
PER expression

Surgery
Lumpectomy
Mastectomy

« Endocrine therapy in low Recurrence Score® risk group: Al in 59%, tamoxifen in 34%, sequential tamoxifen-
Alin 1%, OFS plus other therapy (3%), or other / unknown (3%)
+ Chemotherapy given to 6 patients in low Recurrence Score® risk group: (1 of whom recurred)




TAILORx Patients with Recurrence Score Results 0-10 on Endocrine
Therapy: Less Than 1% Risk of Distant Recurrence at 5 Years

P
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5 year DRFI Rate
99.3%
(95% Cl 98.7%, 99.6%)

n=1626
Median follow-up 69 months

interval probability

Distant recurrence-free

Low risk,u%li"l‘)b%/ﬁ']ﬁﬁ']ftcé(dﬁﬁ? BE

free margins
PN+ 0-3 LN and
pNO high risk RS>11

pT>2cm
G2-3

Sparano JA et al. N EnglJ Med 2015

Phase III WSG-Plan B Trial
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uPA/PAI-11
HR-
age <35 years Recurrence Score®

result distribution among
2,569 HR+ tumors were:
<18 (53%), 18-30

* Endocrine therapy and RT according to national guidelines (34%), 2 31 (13%)

Gluz O et al, San Antonio Bre: incer Symposium® 2011; Abstract $4-3.

WSG PlanB Trial: Multivariate Analysis

Recurrence
Scoret

[
status
R

Local grad

Ki-67 semi
quantitati

for Event-Free Survival

All Recurrence Score® results Recurrence Score® results 212

UmvanaleHR — Mu\tw;rmzHR — umnnmm — Mmmnmuk -

(95%C)
Fractionally ranked
(sfweasn | 291052350 | w00 | 1940121,302) 410021761 | 001 239020477
percentiie)

PN13vpNO 2.49(1.48,4.20) | 0.001

ns, not significant zetal. P er P126)

Israel Registry Outcome Study:
Distant Recurrence by Recurrence Score® Risk Group

=930

Recurrence Risk (%)

—_—r

Recurrence Score” risk group

The number of patients with distant recurrence by Recurrence Score” risk group (low / intermediate / high):

8/479,20/362 and 6 / 89, respectively

The rate of distant recurrence in the low Recurrence Score” risk group is 0.5% within 5 years compared to

4% for the high Recurrence Score” risk group

S Stemmer et al. Presented at ECC 2015 (Poster P152)

WSG PlanB Trial: 3-year Event-free Survival by
Recurrence Score® Result in Centrally-assessed
HR-positive Patients

Recurrence Score® result
0-11

Event-free survival

Low / intermediate risk:

3 year EFS 98%

High risk:

3 year EFS 92%

risk w/o

Intermediate and high-risk patients
received chemotherapy

30
Months

SWOG S1007: RxPONDER Trial

[{
Patients consent to study-sponsored RS testing, discussion of
potential trials, tumor tissue submission and linkage to cancer

registry data

|

STEP 1 RE( TION
Tumor tissue submission for RS

5,600
Physician and patients
discuss randomization

knowing the RS

N= 1,600
Record chosen therapy and
followed for vital status
through cancer registry

egative breast cancer

y

(N= 600)

ed at ECC 2015 (Poster P126)

RS already Available

randomization knowing t

STEP 2 RANDOMIZATION

STEP 2 REGISTRATION/
RANDOMIZATION
N=4,000
Randomization
stratified by
1.RS
0-13 vs. 14-25
2. Menopausal status
3. Axillary node
dissection vs.
Sentinel node.
biopsy.

Physician and patients discuss

the RS

N=2,000
Chemotherapy;
appropriate endocrine
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