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The Problem of Overtreatment



Oncotype Dx® Recurrence Score

Presented By Lisa Carey at 2018 ASCO Annual Meeting



Retrospective data on the benefits of chemotherapy based
upon OncotypeDx RS: Unclear in the Intermediate Group

NSABP- B20 Trial: TAM +/- (+C)MF (N=668)
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ALL PATIENTS HIGH RS (>/= 31)

10 yr DRFS 10 year DRFS
88% vs. 92%, p=0.02 61% vs. 88%, p=0.001



Rationale for TAILORX
- Target Population: HR+, HER2-neg, node-neg BCA

* 50% of all breast cancersin U.S.
e Adjuvant chemo recommended, but benefit small
* Most are overtreated

e Assay Selected: 21-Gene Assay (Recurrence Score)

* Two prospective validation studies in ER+, node-neg BCA
* Prognostic (B14 study - tamoxifen): low recurrence with ET if RS low
e Predictive (B20 study —tam +/- CMF): large chemo benefit if RS high
* Uncertain chemo benefit for mid-range RS

Paik et al. N Eng J Med 2004;351:2817-26; Paik et al. J Clin Oncol 2006;24:3726-34; Sparano J, Paik S. J Clin Oncol 2008; 26: 721-728
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TAILORXx 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 ASSIGH

Endocrine Therapy (ET) ET + Chemo

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

ARM B: Experimental Arm ARM C: Standard Arm
(N=3399) (N=3312)
ET Alone ET + Chemo
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TAILORx Randomized Trial



TAILORXx Methods: Key Eligibility Criteria
Met NCCN Guidelines for Recommending or Considering Adjuvant Chemotherapy

* Women with invasive breast cancer

Age 18-7/5 years

* Node-negative

* ER and/or PR-positive in local lab (before ASCO-CAP guidelines)
 HER2-negative in local lab

 Tumor size - 1.1-5.0 cm (or 0.6-1.0 cm and int-high grade)

* Willing to have chemotherapy treatment assigned or randomized
based on RS assay results
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TAILORXx Methods: Endpoints

* Primary endpoints:
* RS 11-25: IDFS
* RS 0-10: DRFI

Distant Local-Regional Contralateral Other Second Death
Recurrence Recurrence Breast Cancer Primary Cancer
Invasive disease-free X X X X X
survival (IDFS)
Distant recurrence-free X
interval (DRFI)
Relapse-free interval (RFI) X X
Overall survival (OS) X

Hudis et al. J Clin Oncol 2007; 25(15):2127-32
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TAILORXx Methods: Statistical Analysis Plan for RS 11-25

* Non-inferiority design for randomized arms
* [ntention-to-treat for primary analysis, as-treated analysis also planned

« Hazard ratio margin 1.322 for IDFS (5 year IDFS rate 90% vs. 87%)
* Null hypothesis of no difference, type | error rate 10% (1-sided), type Il 5%

» P values shown are stratified log-rank test, and hazard ratios shown are from
stratified proportional hazards models

« Sample size adjusted for non-adherence rate (12%) - Lachin-Foulkes correction
 Full information - 835 IDFS events

« Exploratory interaction tests for subgroups that may derive chemo benefit (ITT)

Joseph A. Sparano, MD 11



TAILORX Results - ITT Population: Demographics & Treatment
in RS 11-25 Arms (N=6,711)

» Patient characteristics
* Median age 55 years, and 33% were 50 or younger
* 63% had tumor size 1-2 cm and 57% had intermediate grade histology (57%)
 Clinical risk criteria: 74% low risk, 26% high risk

« Systemic Treatment
* Endocrine therapy
« Comparable adherence and duration in both arms
» Postmenopausal - included Al in 90%
* Premenopausal - included OS in 15%
* Chemotherapy
* Most common regimens were TC (56%) and anthracycline-containing (36%)

Joseph A. Sparano, MD 12



TAILORX 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

CHEMO + ET

ET Alone CHEMO + ET

ET Alone
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TAILORX Results — ITT Population: RS 11-25 (Arms B & C)
Other Secondary Endpoints

Relapse-Free Interval Overall Survival
CHEMO + ET CHEMO +ET
ET Alone ET Alone
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TAILORX Results: Summary

* Primary conclusions
— RS 11-25: ET was non-inferior to chemotherapy + ET (primary endpoint - ITT)

— RS 0-10: Distant recurrence rates very low (2-3%) with ET alone at 9 years

— RS 26-100: Significantly higher event rates, driven by more recurrences despite
adjuvant chemo plus ET

* Other observations
— Age — RS — Chemo treatment interaction:
« Some chemo benefit in women 50 or younger with a RS 15-25
» Greatest impact on distant recurrence with RS 21-25
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How Does This Affect Practice Tomorrow?<br />(for node-negative patients appropriate for chemo)



RXxPONDER Trial will address patients with positive lymph nodes



Thank youl!



