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TAILORXx Study Design: 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
(N=1619 evaluable)
ASSIGN
Endocrine Therapy (ET)

Statistical Desi

Non-inferiority - IDFS

HR 1.332 (90 vs. 87% 5-yr DFS)
Type | 10%, type Il 5%

Full info- 835 IDFS events

Mid-Range RS 11-25
(N=6711 evaluable)
RANDOMIZE
Stratification Factors:

Menopausal Status, Planned Chemotherapy,
Planned Radiation, and RS 11-15, 16-20, 21-25

ARM D: High RS 26-100
(N=1389 evaluable)
ASSIGN
ET + Chemo

ARM B: Experimental Arm
(N=3399)
ET Alone

ARM C: Standard Arm
(N=3312)
ET + Chemo

Sparano et al. NEJM 2018
(PMID: 31157962)

This presentation is the intellectual property of the author/presenter. Contact joseph.sparano@mssm.edu for permission to reprint and/or distribute.




Adjuvant Chemotherapy Guided by a 21-Gene Expression Assay in Breast
Cancer

J.A. Sparano and Others | N Engl ] Med 2018; 379:111-121 025
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Figure S8. Continuous RS 11-25 and distant recurrence by age (</=50 vs. > 50 years). 9-



Clinical and Genomic Risk to Guide the Use of Adjuvant Therapy for Breast

Cancer
J.A. Sparano and Others | N Engl )] Med 2019; 380:2395-2405

Table 2. Recurrence, Second Primary Cancer, or Death, and Distant Recurrence at 9 Years, According to Use or Nonuse of Adjuvant Chemotherapy in Wome@n 50 Y@
Stratified According to Recurrence Score and Clinical Risk (Intention-to-Treat Population).* -
Estimated Probability Hazard Ratio for Estimated Estimat Hazard Ratio
of Recurrence, Recurrence, Second Probability Absolute for Distant

No. of Second Primary Primary Cancer, of Distant Chemotherapy Recurrence

Variable Patients Cancer, or Death or Death (95% Cl)y Recurrence Benefit (95% CI)}
percent percent percentage points

Recurrence score o
No chemotherapy 328 19.6+3.1 1.89 (1.18-3.04) 4.6x1.5 -0.2+2.1 1.00 (0.44-2.28)
Chemotherapy Low 343 9.5+1.8 48+1.5
No chemotherapy High 107 19.0+4.5 1.68 (0.76-3.72) 11.9+3.9 6.5+4.9 2.26 (0.70-7.34)
Chemotherapy High 108 16.3+5.8 5.5+£3.0
Recurrence score o
No chemotherapy 158 19.7+4.5 1.38 (0.74-2.57) 11.4+3.9 3.16 (1.01-9.94)
Chemotherapy 161 15.8+4.0 5.0+3.0
No chemotherapy 75 26.4:5.4 2.63 (1.14-6.05) 18.8+5.0 1.86 (0.73-4.74)
Chemotherapy 82 11.4+3.8 10.1+3.7




K. Kalinsky and Others

N Engl ] Med 2021; 385:2336-2347
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Z 4 04- %
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P=0.89
0.0 T T T T T T T T T

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

No. at Risk

Chemoendo- 1658 1515 1413 1298 1145 993 659 358 129 14
crine group

Endocrine- 1671 1568 1474 1343 1196 1030 679 364 137 21

only group

C Invasive Disease—free Survivarticipants

%: T; 0.8 Endocrine only
E E 5-Yr Invasive
=9 067 No.of  No.of Disease-free
gé Participants Events  Survival
% ¢ 04- %
= g Chemoendocrine 829 57 93.9
e.2 Endocrine Only 826 92 89.0
al 24 . s
: Hazard ratio for invasive disease recurrence, new
primary cancer, or death, 0.60 (95% Cl, 0.43-0.83)
P=0.002
0.0 T T T T T T T T T
0 1 2 3 4 5 6 7 8 9
Years since Randomization
No. at Risk
Chemoendo- 829 764 710 642 546 484 312 153 46 5
crine group
Endocrine- 826 760 703 622 542 463 290 138 44 2
only group




San Antonio Breast Cancer Symposium — December 6-10, 2022

Trial Assigning IndividuaLized Options for TReatment (TAILORX):
An Update Including 12-Year Event Rates

par DK Rate A€ l 2 d & K

Estimated Absolute 4 Clinical [\ No. Estimated Absolute
Chemo Benefit Risk Chemo Benefit
Not Stratified Stratified
by Clinical Risk by Clinical Risk
Low 671
(76%)
(_SE 2.2%)
qs Mg A +0.4%)
.1%)
High 215
(24%) Q@ +3.1%D
(+SE 5.4%)
Low 319
(67%) CA +5.9%
(+ .4%)
21-25 A +7.8§é>
4%)
High 157
(33%) Q +11.7% .
(+SE 7.2%)
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Sparano JA, Gray RJ, Makower DF, et al. N Engl J Med 379:111-121, 2018
Joseph AS, Robert JG, Peter MR, et al. N Engl J Med 380:2395-2405, 2019
Kevin K, William EB, Julie RG, et al. N Engl J Med 385:2336-2347, 2021
Sparano JA, Gray RJ, Makower DF, et al. SABCS 2022




NRG-BR009: Phase lll adjuvant trial evaluating the addition of adjuvant chemotherapy to Ovarian Function Suppression
plus Endocrine Therapy in premenopausal patients with pN0-1, ER-positive/HER2-negative breast cancer and an oncotype
~ recurrence score < 25 (OFSET)

NRG-BR009 SCHEMA

Premenopausal; resected ER-positive/HER2-negative BC
= pNO with RS 21-25 or 16-20 and high clinical risk™
= pN1 with RS 0-25

|
STRATIFICATION

* Nodal/RS Status (pNO RS 16-25 vs pN1 RS 0-15
and pN1 RS 16-25)

= N 4 A * Intent to receive CDK4/6 inhibitor (yes; no)
L BmEOMED, .
1t iﬁifﬁﬁﬁ:% ‘: J: % = Age (18-39;40 and older)
=3 |
HEMI T, FEHED RANDOMIZATION™
ERIEFERENS
Arm 1 Arm 2
Ovarian function suppression Adjuvant chemotherapy
+
Aromatase inhibitor Ovarian functi:n suppression
x 5 years -

Aromatase inhibitor
x 5 years 11
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Clinical Outcomes in Early Breast Cancer
With a High 21-Gene Recurrence Score of 26 t0 100

Assigned to Adjuvant Chemotherapy Plus Endocrine Therapy

A Secondary Analysis of the TAILORx Randomized Clinical Trial

Table 2. Kaplan-Meier Estimates of Clinical Outcomes at 5 Years for Patients With a Recurrence Score of 26 to 100
Assigned to Chemotherapy Stratified by Adjuvant Chemotherapy Regimen in the Intention-to-Treat Population®

Mean (SE) [95% ClI]
axane and Anthracycline nthracyclineé
Variable All Patients C clophosphamld Without Taxane \ and Taxane Other No Chemotherapy
1389 334 52 81 89
nvasive disease-free 87.6(1.0) 87.4 (2.0) 84 (5.6) 91.3(3.4) 79.7 (4.9)
survival [85.5-89.4] [83-90.8] [69.3-92.1] [81.5-96] [67.9-87.5]
Freedom from 93.0(0.8) 92.3(1.6) 88.5 (4.8) 95.5(2.5) 92.8(3.1)
recurrence of breast [91.4-94.4] [88.5-94.9] [74.6-95.1] [86.8-98.5] [83.6-97]
cancer at a distant site A %’\JZ %
Freedom from 91.0(0.8) 91.0(1.3) 90.1 (1.8) 93.6(1.7) 88.7 (4.8) 95.5(2.5) 84 (4.5)
recurrence of breast [89.1-92.5] [88-93.2] [86-93] [89.1-p6.2] [74.9-95.1] [86.8-98.5] [72.8-90.8]
cancer at a distant or
local-regional site
verall survival 95.9(0.6) 95.8/0.9) 96.7 (1.0) 97.2(1.1) 90.1(4.7) 97.2 (2.0) 90.7 (3.7)
[94.6-96.9] 93.56-97.2] [93.9-98.2] 93 -98.7] [75.8-96.2] [89.2-99.3] [80.3-95.7]
?

Abbreviation: CMF, cyclophosphamide/methotrexate/5-fluorouracil.
“ Five-year Kaplan-Meier estimates (percent), standard error, and 95% confidence intervals shown.

TCEA-TTHELERAONTELT,

JAMA Oncol. 2020;6(3):367-374
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FIG. 2 Distribution of
Recurrence Score result by
tumor subtype using TAILORx

cutoffs
Total
Overall 610,350
Ductal carcinoma, NOS 504,362
Lobular carcinoma, classic type 49,819
Lobular carcinoma, other variants 5069
Invasive carcinoma, mixed 25,329
Mucinous carcinoma 16,116
Papillary carcinoma 4159
Tubular carcinoma 3599
Cribriform carcinoma 1897

ILCTIERS highh A%

Ann Surg Oncol (2018) 25:3158-3164
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The Distribution and Outcomes of Impact of the 21-gene recurrence score on outcome in patients

the 21-Gene Recurrence Score in with invasive lobular carcinoma of the breast
T1-T2NO Estrogen Receptor-Positive NCIOSEERD T —4& X—X  N=7316

Breast Cancer With Different B 10 e e |

Histologic Subtypes N=5153 . 5-BCCS rate 93% vs 94%
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Table S1. Characteristics of patients by assigned treatment in intention-to-treat population

Recurrence Score

Recurrence Score 11 to 25

Recurrence Score 26

0-10 or Higher
Study Arm Arm A Arm B Arm C Arm D
Assigned Treatment Endocrine Therapy Endocrine Chemoendocrine Chemoendocrine
Therapy Therapy Therapy
Number 1619 3399 3312 1389
Age (years)
Median (range) 58 (25-75) 55 (23-75) 55 (25-75) 56 (23-75)
</= 40 58 (4%) 154 (5%) 157 (5%) 79 (6%)
41-50 371 (23%) 985 (29%) 920 (28%) 330 (24%)
51- 60 563 (35%) 1235 (36%) 1206 (36%) 512 (37%)
61-70 518 (32%) 868 (26%) 895 (27) 395 (28%)
71-75 109 (7%) 157 (5%) 134 (4%) 73 (5%)
Menopausal Status
Pre 478 (30%) 1212 (36%) 1203 (36%) 407 (29%)
Post 1141 (70%) 2187 (64%) 2109 (64%) 982 (71%)
Tumor size (cm)
Median (interquartile 1.5(1.2, 2.0) 1.5(1.2,2.0) 1.5(1.2,2.0) 1.7(1.3,2.3)
Mean — cm (+/- SD) 1.74 (+/-0.76) 1.71 (+/-0.81) | 1.71(+/-0.77) 1.88 (+/-0.99)
stribution —no./total
</=1.0 202 (12%) 446 (13%) 423 (13%) 188 (14%)
L P EWoY PY-eT: m) —nm\ aam: 244 w:
21-3.0 297 (18%) 640 (19%) 625 (19%) 348 (25%)
3.1-4.0 83 (5%) 122 (4%) 119 (4%) 91 (7%)
>/=4.1 19 (1%) 41 (1%) 40 (1%) 20 (1%)
Unknown 0 0 2 1
Histologic grade
Low 530 (34%) 959 (29%) 934 (29%) 89 (7%)
Intermediate | 931 (59%) 1884 (57%) 1837 (57%) 590 (43%)
High 111 (7%) 439 (13%) 445 (14%) 681 (50%)
Unknown 47 117 96 29
ER expression
Negative 5(0%) 6 (0%) 3(0%) 40 (3%)
Positive 1614 (100%) 3393 (100%) | 3309 (100%) 1349 (97%)
PgR expression
Negative 28 (2%) 267 (8%) 251 (8%) 405 (30%)
Positive 1555 (98%) 3072 (92%) 2989 (92%) 948 (70%)
Unknown 36 60 72 36
Clinical Risk
Low 1227 (78%) 2440 (74%) 2359 (73%) 589 (43%)
High 345 (22%) 842 (26%) 855 (27%) 770 (57%)
Unknown 47 117 98 30

~ RS 0-10 | RS11-25 | RS 26-100

-3 [=1.0cm

2024
16%

ANG + 4234
69%

188%
15%

T1b(FEAED13%UNADTLRL

J.A. Sparano and Others

N Engl ] Med 2018; 379:111-121
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F -year Cumulative Incidence of Distant Metastasis Multicenter (JCOG), retrospective study

20 - n=4758
Gray's test P=.021 Endocrine therapy +

sHR 0.56 (95% Cl, 0.34-0.92) Endocrine therapy -
Adjusted sHR 0.54 (95% CI, 0.32-0.93)

b 9-year DDFS

10 - « ETvs. non-ET: 96.2% vs. 82.9%
(HR 0.51, P <.001)

9-year DFS

* ET vs. non-ET: 93.6% vs. 83.5%

0 re— —TrtrrTrrrTreTremrer
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (HR039’P<001)

Time since surgery, y

Cumulative incidence of distant metastasis, %

No. at risk

EEnd:cripe thherapy + 3796971 3%355 3669925 351 8901 2477175 1235655 14832 8 EZI:E,‘J ‘: Ui %?&E&?T% U S
ndocrine therapy - O =+ ~ =% ~
ncotype DXDIEMER AL (LA Ly

Takahashi Y, et al. ASCO 2023 Poster #538
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Abstract GS2-07: Updated results from a phase 3 randomized
clinical trial in participants (pts) with 1-3 positive lymph nodes
(LN), hormone receptor-positive (HR+) and HER2-negative
(HER2-) breast cancer (BC) with recurrence score (RS) < 25

randomized to endocrine therapy (ET) +/- chemotherapy (CT):
SWOG S1007 (RxPONDER) @

RxPONDER update

IDFS absolute benefit

pNImi 206 (12.4%) 7.3% (HR=0.44) *22 IDFS events
pN1 1403 (84.7%) 4.8% (HR =0.64)

SNIMIDIDES 4 X A E 72220 & 7 < immature T
155 h. BESTE. BRGNS

Kalinsky KM, et al. Abstract GS2-07. 2021 SABCS
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Lymphovascular invasion in hormone-positive,
human epidermal growth factor-negative, low-
burden axillary disease in early breast cancer

patients tested for oncotype DX recurrence score N=107

Table 1. Lymphovascular invasion and its relation to oncotype DX RS and Ki-67 expression in invasive breast cancer

B

Pathological biomarkers @ LVI-positive rate 1 p
Negative n the cohort (%

ODX-RS 73 34 317

High 12 3 (2.8

Low 61 31 \7;9J 111 0.29
Ki-67 expression 73 34 1.7

High 35 14 13

Low 38 20 19 043 051

LVI = lymphovascular invasion, ODX-RS - oncotype DX recurrence score
Low ODX-RS < 25, High ODX-RS =226
Low Ki-67 < 15, High Ki-67 215

Oncotype DX-RS & [37HEE L 72 LD T,
ICU X7z 2 EH V)

Contemp Oncol (Pozn) 2022;26(2):139-143.
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