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TAILORX Methods: Treatment Assignment & Randomization
Accrued between April 2006 — October 2010

Preregister - Oncotype DX RS (N=11,232)

Register (N=10,273)
| |

ARM A: Low RS 0-10 Mid-Range RS 11-25 ARM D: High RS 26-100
(N=1629 evaluable) (N=6711 evaluable) (N=1389 evaluable)
ASSIGN RANDOMIZE sl
Endocrine Therapy (ET) Wy A ET + Chemo
Stratification Factors: Menopausal
Status, Planned Chemotherapy, Planned
5y DDFS 97% Radiation, and RS 1115, 16.20, 21-25
Sparano JA, et al. NEJM 2015.
ARM B: Experimental Arm ARM C: Standard Arm
(N=3399) (N=3312)
ET Alone ET + Chemo
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TAILORXx Results - ITT Population: RS 11-25 (Arms B & C)

836 IDFS events (after median of 7.5 years), including 338 (40.3%) with recurrence as fist event, of which 199 (23.8%) were distant

Primary Endpoint Secondary Endpoint
Invasive Disease-Free Survival Distant Relapse-Free Interval
%
ol R et % 08| P=048
= Hazard Ratio Arm B vs. Arm C (95% CI) o Hazard Ratio Arm B vs. Arm C (95% CI)
0 1.08 (0.94,1.24 ®
g o8 ( ) 3 0.6 1.10 (0.85,1.41)
2 8
o — Arm C CHEMO+ET c -
0.4 o - ArmC CHEMO +ET
7] o ET Aleifie = 04
« AmB £ ; § — Am B ET Alohe
o
0.2- & 02
< 0.
w
o
0.0 - S 0.0
0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108
Number at risk Months Number at risk Months
—— 3312 3204 3104 2993 2849 2645 2335 1781 1130 523 —— 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
— 3399 3293 3194 3081 2953 2741 2431 1839 1197 537  —— 3399 3318 3239 3147 3033 2833 2537 1947 1267 581
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TAILORX Results: Association between Continuous RS 11-25 and 9-Year Distant
Recurrence Rate by Treatment Arms Stratified by Age (</=50 vs.>50 Years)
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S— A'mB':..“y"
—— Arm C CHEMO « ET

Age <= 50
Adjusted for tumor size and grade / !/
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Recurrence Score
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Age > 50
Adjusted for tumor size and grade
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Recurrence Score

RS modeled with a natural spline with 2 degrees of freedom, adjusted for tumor size and grade ’
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Sparano JA, et al. N Engl J Med. 2019;380(25):2395-2405



St. gallen 2019 Voting
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1.{6FEE + N WEE  Chemo + ET
41.7%

2.0FS+ A3 WEL  OFS + ET
25.0%

3.AFEEE + OFS+ N mEE  Chemo + OFS + ET
10.4%

4. TAMODdJ+ Tamoxifen only

16.7%

5. Abstain
6.2%

Burstein HJ, et al .Ann Oncol. 2019 Aug 2.



58%

A
| |
\ i J
12% 7%
Oncotype DXZ 9 NE High clinical risk: Grade1 & T>3cm,

ERFZ1IE. N(-)EFID
58+12+7=77% DT EARE
EWSC&ICir3mn

Grade2 & T>2cm,
Grade3 & T>1cm

Sparano JA, et al. N Engl J Med. 2019;380(25):2395-2405
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Sparano J, et al. SABCS GS4-10
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Development and Validation of a Tool Integratir &=
~the 21-Gene Recurrence Score and
Clinical-Pathological Features to Individualize
Prognosis and Prediction of Chemotherapy
Benefit in Early Breast Cancer

Joseph A. Sparano, MD'; Michael R. Crager, PhD? Gong Tang, PhD?; Robert J. Gray, PhD?; Salomon M. Stemmer, MD®; and
Steven Shak, MD?
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Oncotype IQ. Exact Sciences. Physician Portal.
https://online.genomichealth.com

Sparano J, et al. JCO2020






9 Year Event Rates by Recurrence Score
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RS 0-10 (Arm A)

* 3% distant recurrence with ET alone

o
o

RS 11-25 (Arms B & C)

*» 5% distant recurrence rate overall

<
o

e
P

" RS 0-10 ET alone (Arm A)
B RS 11-25 ET alone (Arm B)
RS 11-25 ET+CT (Arm C)

* < 1% difference for all endpoints
* |DFS (83.3 vs. 84.3%)

<o
N

Probability of disease-free survival (at 2 years)

* DRFI (94.5 vs. 95.0%) B RS 26-100 ET+CT (Arm D)
* RFI(92.2 vs. 92.9%) 1t e ey
I
No. at risk
= 8 1,619 1568 1,523 1,470 1,406 1,310 1,153 867 S11 213
RS 26 100 (Arm D) .3,399 3,293 3,194 3,081 2,953 2,741 2,431 1,859 1,197 537

3,312 3,204 3,104 2,993 2,849 2,645 2,335 1,781 1,130 523

. 13% diStant recurrence deSpite ChemO B 1380 1,201 1,174 1,000 986 617 463 320 187 77

TE+MRNILETEFEARAR !
S-1 (POTENTERER : N(-)BXIER)

Sparano JA, et al. N Engl J Med. 2018;379(2):111-121.
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D: BC Specific Survival Low Risk (RS < 18)

0.75

- . NIVEVEAIZITTHD

Treatment
Tamoxifen only (n=55; 4 BC deaths)
CAF-T (n=91; 10 BC deaths)

Stratified log-rank test p = 0.56 at 10 years
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0.00
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E: BC Specific Survival Intermediate Risk (RS 18-30)
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1.00
1

Treatment
Tamoxifen only (n=46; 11 BC deaths)
CAF-T {n=57; 10 BC deaths)
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Johnston S, et al. ESM02020
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RxPONDER Results: Accrual and ITT population

S1007 Consort Diagram

\

Registered for screening (n = 9,383)
Feb 2011 to Sept 2017

Not randomized (n = 4.300)
Ineligible (n =164)
No RS (n= 84)
RS > 25 (n =1,035)
Refusal (n=2,372)
Recurrence (n =23)

v Other / unk. (n = 622)

A

Randomized

. Chemotherapy followed by
Endocrine therapy only "
= endocrine therapy
(n =2,536) (n = 2,547)
- _ Withdrew consent (n = 2)
Ll IS (0 i) ™ Ineligible (n = 36)
A A

Analyzed (n = 2,506) Analyzed (n = 2,509)
Includes 4% who refused trt Includes 7% who refused trt
assignment assignment

_/

v 50% randomized to chemotherapy
received TC (4 or 6 cycles)

v" Ovarian function suppression use in

premenopausal pts (6-month post
randomization data)

o 16%.in the ET arm and 3% in
Chemotherapy + ET arm
v’ 2 treatment-related deaths in ET arm
(stroke) and 3 in chemotherapy + ET arm
(sepsis, typhlitis, and liver necrosis)



Baseline Characteristics by Treatment Arm

Baseline variable Endocrine Therapy (n=2,506 Chemotherapy (n=2,509 Overall (n=5,015
[Race @000
| White 0000000000 64.9% 66.4% 65.7%
| Black 0000000000000 4.8% 5.1% 5.0%
| Asian 0000000000000 6.8% 6.1% 6.5%
Other/Unknown 23.5% 22.3% 22.9%
| Hispanic 00
13.0% 11.9% 12.4%
 No 67.6% 68.9% 68.3%
| Unknown @000 19.4% 19.3% 19.3%
33.2% E43ET  33% 33.2% 33.2%
Postmenopausal 66.8% =Bl 0 66.8% 66.8%
RS 0-13 42.7% RS 0-1314-725 = b 42.8%
| RS1425 =000 57.3% A6 o 57.2%
Nodal Dissection
Full ALND 62.7% R 62.5% 62.6%
Sentinel nodes only 374% | SN only 37% 37.5% 37.4%
Positive Nodes
B . 659% | n1{@ 66% 65.0% 65.5%
. 24.9% o 25.7% 25.3%
9.2% nzﬂﬂ 25% 9.2% 9.2%
Grade 000000000 N 109
24.6% 318 0% 24.7% 24.7%
641% | Grade 1 25% 66.1% 65.1%
| Hgh 000000000 11.3% 9.2% 10.3%
Grade 2 66%
58.5% 57.7% 58.1%
| 273 41.5% 42.3% 41.9%



IDFS in Overall Population by Treatment Arm

© A CET 5-year IDFS 92.4%
- \
=29 + ET 5-year IDFS 91.0%
o
@
Vo
Do 4
Ec:n‘ CET (N = 2,509; 198 events)
~ ET (N = 2,506; 249 events)
22 Adjusted HR = 0.81; 95% CI 0.67-0.98; p=0.026
To
L]
=
8
Zo 5 year IDFS Absolute Difference: 1.4%
o
D_ —
o T T T T T T T T T

0 1 2 3 4 5 6 7 8 9
Years since randomization

Number at risk
CET 2509 2277 2104 1883 1648 1397 857 403 122 4
ET 2506 2327 2161 1910 1696 1404 846 397 135 11

CET = Chemotherapy + Endocrine Therapy: ET = Endocrine Therapy Alone

447 observed IDFS events (54% of expected at final analysis) at a median follow-up of 5.1 years



IDFS Stratified by Menopausal Status

Premenopausal
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‘gg N CET (M=834, 51 svenls)
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1= —————ae___ FT5vyear IDF5919%
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B CET S-year IDFS 91 B%
]
aﬂ
o
%o CET (N=1,675; 147 events)
E ET {N=1,675; 158 events)
Hs =5 Adesied HE = 0097, 35% G 0.78-1 22, p=0.8t
=1
'Sﬁ No Statistically Significant IDFS Difference
g
Q 1 L T T T T 1 T L] L
4] 1 2 3 4 5 5] T g O
Years since randomization
MNumber at risk
CET 1675 1514 1400 1268 1113 843 585 287 88 3
ET 1675 1567 1462 1308 167 975 G601 28 104 9

IS

. =

Distant 39 4 03 (27%
Local-Regional 0 :4 24%7_'
Contralateral 10 L 19{6%) |
Mon-Breast Primary 44 47 81 (30%)
Recurrence Not Classified a4 ¥ 16 (5%)
Creath not due to Recurrence or Second Primary ah ar T2 (24%)

Mumber at sk
CET
ET

&M TRl T4 625
8§31 VB0 699 EB02

Yewrs since andomization

535 454 272 116 34
529 429 245 99 31 ps

IG

i P
Local-Regional 2] 17 25 {18%)
Contralateral 4 12 (0%
Hen-Ereast Primary 10 10 20(14%) |
Recurmrancs Not Classified 1 1 2{1%)
Dwath not due to Recurrence or Second Primary £ - f {2%)

Absolute Differance in Distant Recurrance as 1% site: 0.3% (2.3% CET va. 2.6% ET)

Abszolute Difference in Distant Recurrence as 1 site: 2.9% (3.1% CET vs. 6.0% ET)




IDFS Stratified by Recurrence Score and Menopausal Status
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IDFS Stratified by Number of Nodes and Menopausal Status
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D ATF1982-1993 n=436

Intermediate-risk patients

10yRFS

At nOMD 93.5%  6.5%

risk factorl

B: nohD 88.2% 11.8%
risk factor2~5

C: n+ 75.0%  25.0%

Risk factor
pT>2cm
Grade2,3

IREIREED

D
HER2 +
35 AR

R Horii, British Journal of Cancer 2007 97 : 654
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High clinical risk: Gradel & T>3cm,
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