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An overview of Two Landmark Trials:

• TAILORx

• RxPONDER



TAILORx trial
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What Does TAILORx tell us?













The results of this trial suggest that the 21-gene assay may identify 
up to 85% of women with early breast cancer who can be spared 
adjuvant chemotherapy

Especially
• those who are older than 50 years of age and have a recurrence 

score of 25 or lower

• as well as women 50 years of age or younger with a recur- rence
score of 15 or lower 



RxPONDER trial





▪ Primary endpoint: iDFS

▪ Key secondary endpoints: OS, distant DFS, local DFI, toxicity, QoL

RxPONDER: Adjuvant ET ± Chemotherapy in 
HR+/HER2- EBC With 1-3 Positive Lymph 
Nodes and RS ≤ 25

• Randomized phase III trial

Adults with HR+/HER2- EBC and 
1-3 positive LN without distant mets*; 

able to receive adjuvant taxane 
and/or anthracycline-based CT†; 
axillary staging by SLNB or ALND; 

RS 0-25‡

(N = 5015)

Chemotherapy followed by ET
(n = 2509) 

ET alone
(n = 2506)

*Protocol amended to exclude patients with pN1mic as only nodal disease after 2493 patients 
randomized. †Approved CT regimens: TC, FAC (or FEC), AC/T (or EC/T), FAC/T (or FEC/T); AC alone or 
CMF not allowed. ‡Patients with RS > 25 recommended to be treated with CT followed ET off study.

Stratified by RS score (0-13 vs 14-25), menopausal status 
(pre vs post), axillary surgery (ALND vs SLNB)

Baseline 
characteristics 
generally well 

balanced between 
treatment arms

• Objective to demonstrate chemotherapy benefit (if any) greater at higher vs lower RS

• No planned non-inferiority analysis



RxPONDER: iDFS (Primary Endpoint)



RxPONDER: Prespecified Analysis by Menopausal Status

• Menopausal status influences chemotherapy benefit 
for iDFS



Baseline Characteristics by Menopausal Status

Characteristic, %
Postmenopausa

l 
(n = 3350)

Premenopausa
l 

(n = 1665)
Age group
▪ < 40 yrs
▪ 40-49 yrs
▪ 50-59 yrs
▪ 60-69 yrs
▪ 70+ yrs

0.2
1.9

34.9
45.7
17.3

8.5
60.8
30.5
0.2
0

Recurrence score
▪ RS 0-13
▪ RS 14-25

44.8
55.2

38.7
61.3

Nodal dissection
▪ Full ALND
▪ Sentinel LN 

only
60.7
39.3

66.4
33.6

Characteristic, %

Postmenopausa

l 

(n = 3350)

Premenopausa

l 

(n = 1665)

Positive nodes
▪ 1
▪ 2
▪ 3

65.6

25.1

9.3

65.3

25.7

9.0

Grade
▪ Low
▪ Intermediate
▪ High

26.0

63.5

10.6

22.0

68.3

9.7

Tumor size
▪ T1
▪ T2/T3

59.1

41.9

56.2

43.9





IDFS by Menopausal Status 

Postmenopausal Premenopausal

HR: 0.97 (95% CI: 0.78-1.22; P = .82)

CT + ET
(n = 

1675)

ET
(n = 

1675)

Events 147 158

5-yr iDFS, % 91.6 91.9

Absolute difference, % NS

HR: 0.54 (95% CI: 0.38-0.76; P =
.0004)

CT + ET
(n = 834)

ET
(n = 831)

Events 51 91

5-yr iDFS, % 94.2 89.0

Absolute difference, % 5.2
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iDFS by RS and Menopausal Status 



OS by Menopausal Status 

Postmenopausal Premenopausal

HR: 0.96 (95% CI: 0.70-1.31; P = .79)

CT + ET
(n = 

1675)

ET
(n = 

1675)

Deaths 76 83

5-yr OS, % 96.2 96.1

Absolute difference, % NS

HR: 0.47 (95% CI: 0.24-0.94; P = .032)

CT + ET
(n = 834)

ET
(n = 831)

Deaths 12 25

5-yr OS, % 98.6 97.3

Absolute difference, % 1.3
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The premenopausal result

The analysis showed a convincing demonstration of 
chemotherapy superiority for  both Invasive Disease Free Survival 
and Overall Survival.

This is likely due to an imbalance in treatment caused by 
chemotherapy-induced  menopause?

•GnRHa use was reported for 16% of patients in the ET arm and 3% in the chemotherapy + 
ET arm

• 31 % of patients were age > 50 ,61% were age 40-50 ; chemotherapy-induced menopause is 
common  with older pre-menopausal patients

•The chemotherapy - menopause issue also affects both TAILORx & MINDACT



The postmenopausal result

No benefit from chemotherapy was demonstrated for patients with RS ≤25

•Numerically fewer distant recurrence events for chemotherapy + ET group but 

far  from achieving statistical significance in a superiority analysis

•There was no evidence for any subgroup effect

• In particular, results for the 1N+ and combined 2-3 N+ group were the same

• the confidence interval for the 2-3 N+ group is very broad as they make up only 34% of the  

postmenopausal population



RxPONDER results summary



Conclusions

✘ ”Premenopausal women with positive nodes and RS 0-25 likely benefit significantly
from chemotherapy”

✘ ”Postmenopausal women with 1-3 positive nodes and RS 0-25 can likely safely  
forego adjuvant chemotherapy without compromising IDFS”



Treatment De-Escalation Strategies in HR+/HER2- EBC

• TAILORx: Suggest that the 21-gene assay may identify up to 85% of women 
with early breast cancer who can be spared adjuvant chemotherapy

✓ those who are older than 50 years of age and have a RS of 25 or lower

✓ as well as women 50 years of age or younger with a RS of 15 or lower

• RxPONDER: In an interim analysis of adj CT for HR+/HER2- EBC with 1-3 
positive nodes and RS ≤ 25, postmenopausal women did not benefit, 
whereas premenopausal women did
• Premenopausal patients experienced a 46% decrease in iDFS events and a 

53% decrease in deaths, leading to a 5-yr OS absolute improvement of 1.3%
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