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The Trial Assigning Individualized
Options for Treatment (TAIL ORXx)

when the recurrence score is low (0 to 10), it is prognostic for a very
low rate of distant recurrence (2%) at 10 years that is not likely to be
affected by adjuvant chemotherapy.

The recurrence score based on the 21-gene assay ranges from 0 to 100
and is predictive of chemotherapy benefit when it is high, whether a
high score is defined as 31 or higher, or 26 or higher.

The Trial Assigning Individualized Options for Treatment (TAILORx) was
designed to address these gaps in our knowledge by determining
whether chemotherapy is beneficial for women with a mid-range
recurrence score of 11 to 25.



11,232 Patients were preregistered

959 Did not register
182 Were ineligible
551 Withdrew
33 Had medical reason
159 Had other reasons
34 Did not report a reason

A

10,273 Registered and were assigned
to a treatment group

\J \J

A
1629 Had recurrence score =10

A J

and were assigned to receive
endocrine therapy alone

3458 Had recurrence score 11-25
and were randomly assigned to
receive endocrine therapy alone

3449 Had recurrence score 11-25
and were randomly assigned to

1737 Had recurrence score =26
and were assigned to receive

receive chemoendocrine therapy

chemoendocrine therapy

10 Were excluded 59 Were excluded 137 Were excluded 348 Were excluded
3 Were ineligible 4 Were ineligible 6 Were ineligible 7 Were ineligible
7 Did not have 55 Did not have 131 Did not have 341 Did not have
—— trial-period infor- —— trial-period infor- —— trial-period infor- trial-period infor-
mation, follow- mation, follow- mation, follow- mation, follow-
up information, up information, up information, up information,
or either or either or either or either
\J \J A\ v
1619 Were included in the main 3399 Were included in the main

analysis
56 Withdrew consent for
continued follow-up

3312 Were included in the main
analysis
2704 Received assigned treat-

analysis
3214 Received assigned treat-
ment with endocrine

1389 Were included in the main
analysis

25 Withdrew consent for

ment with adjuvant continued follow-up
93 Were lost to follow-up therapy only chemotherapy 25 Were lost to follow-up
185 Received adjuvant 608 Did not receive chemo-
chemotherapy therapy

116 Withdrew consent for
continued follow-up
224 Were lost to follow-up

148 Withdrew consent for
continued follow-up
208 Were lost to follow-up




> 1. Characteristics of the Patients in the Intention-to-Treat Population at Baseline.®
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Months

No. at Risk

Chemoendocrine therapy 3312 3204 3104 2993 2849 2645 2335 1781 1130 523
Endocrine therapy 3399 3293 3194 3081 2953 2741 2431 1859 1197 537




Metastatic free survival

B Freedom from Recurrence at a Distant Site
1.0 — - -
0.9+
0.8-
0.7
0.6
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0.4
- Hazard ratio for recurrence at a distant site, 1.10 (95% Cl, 0.85-1.41)
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Months

Probability of Freedom from
Recurrence at a Distant Site

No. at Risk

Chemoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
Endocrine therapy 3399 3318 3239 3147 3033 2833 2537 1947 1267 581




Table 2. Estimated Survival Rates According to Recurrence Score
and Assigned Treatment in the Intention-to-Treat Population.=

End Point and Treatment Group Rate at 5 Yr Rate at 9 Yr

percent
Invasive disease—free survivalf
Score of =10, endocrine therapy 94 0:£0.6 84.0x1.3
Score of 1125, endocrine therapy 92 8+0.5 823.3520.9
Score of 11— 25, chemoendocrine therapy 93.1:0.5 84 .3:20.8
Score of =226, chemoendocrine therapy 87.6=1.0 7S . T2
Freedom from recurrence of breast cancer
at a distant site
Score of =10, endocrine therapy 99.3:+0.2 96.81+0.7
Score of 1125, endocrine therapy 982.0+0.3 94 .53+0.5
Score of 1125, chemoendocrine therapy 98.2+0.2 95.0+0.5
Score of =26, chemoendocrine therapy 93 .0:0.8 86.8:1.7
Freedom from recurrence of breast cancer
at a distant or local-regional site
Score of =10, endocrine therapy 98 _ 8:0.3 95.0+0.8
Score of 11 - 25, endocrine therapy 96.9+-0.3 92 . 2+0.6
Score of 11-25, chemoendocrine therapy 97 .0+0.3 92.9:+0.6
Score of =26, chemoendocrine therapy 91 . 0+0.8 B84 8+1.7
Owverall survival
Score of =10, endocrine therapy 98.0+0.4 93 .7+0.8
Score of 1125, endocrine therapy 98.0+0.2 93 .94+0.5
Score of 1125, chemoendocrine therapy 98.1:+0.2 93 .83+0.5
Score of =26, chemoendocrine therapy 95.9:0.6 829 .3+1.4



Table 3. Estirmated Survival Rates According to Recurrence Score
and Assigned Treatment among Wormen S0 Years of Age or Younger
in thhe Intention-to-Treat Population.=
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Take home message for Premenopausal
patients with score 16 to 25

* Exploratory analyses indicated that chemotherapy was associated
with some benefit for women 50 years of age or younger who had a
recurrence score of 16 to 25 (a range of scores that was found in 46%
of women in this age group). A greater treatment effect from
adjuvant chemotherapy has been noted in younger women,7 which
may be at least partly explained by an antiestrogenic effect associated
with premature menopause induced by chemotherapy.



Premenopausal with score 0 to15

e Conversely, in the 40% of women 50 years of age or younger who had
a recurrence score of O to 15, the rate of distant recurrence was
approximately 2% at 9 years among those who had been assigned
(either randomly or nonrandomly) to endocrine therapy alone.



Postmenopausal scores;

e . When all recurrence score cohorts (<10, 11 to 25, and 226) and
treatment-group assignments were considered, there were significant
differences in the rates of invasive disease—free survival, recurrence,
and death .
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Are we dare enough to extend this to N+7??

This article was published on December 1, 2021, at NEJM.org. N Engl J Med 2021;385:2336-47. DOI: 10.1056/NEJM0a2108873 Copyright © 2021
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9383 Women were registered for screening

4300 Were excluded
164 Were ineligible
84 Had no recurrence score
——=| 1035 Had recurrence score >25
2372 Declined to participate
23 Had recurrence

622 Had other or unknown reason

v

5083 Underwent randomization

l l

2547 Received chemotherapy
followed by endocrine therapy

2536 Received endocrine therapy only

29 Were ineligible -— - 36 Were ineligible
\J .
2507 Were eligible 2511 Were eligible
10 Withdrew consent just after randomization 24 Withdrew consent just after randomization
2497 Were included in the analysis 2487 Were included in the analysis
2353 Accepted treatment assignment 2085 Accepted treatment assignment




Table 1. Baseline Characteristics of the Participants.*

Endocrine-Only Chemoendocrine
Group Group All Participants
Characteristic (N=2507) (N=2511) (N=5018)

Median age (range) — yr 57.2 (18.3-86.0) 57.9 (28.0-87.6) 57.5 (18.3-87.6)

Age category — no. (%)

<40yr 80 (3.2) 67 (2.7) 147 (2.9)
40-49 yr 547 (21.8) 530 (21.1) 1077 (21.5)
S0-59 yr 838 (33.4) 837 (33.3) 1675 (33.4)
60—69 yr 761 (30.4) 777 (30.9) 1538 (30.6)
=70 yr 281 (11.2) 300 (12.0) 581 (11.6)

Menopausal status — no. (96)

Premenopausal 831 (33.1) 834 (33.2) 1665 (33.2)
Postmenopausal 1676 (66.9) 1677 (66.8) 3353 (66.8)

Recurrence score — no. (%)

0-13 1071 (42.7) 1076 (42.9) 2147 (42.8)
14-25 1436 (57.3) 1435 (57.1) 2871 (57.2)

Axillary surgery — no. (%6)

Axillary lymph-node dissection, with or without 1571 (62.7) 1569 (62.5) 3140 (62.6)
sentinel-node mapping

Sentinel-node biopsy without axillary lymph-node 936 (37.3) 942 (37.5) 1878 (37.4)
dissection

Positive nodes — no. (%)

1 node 1647 (65.7) 1628 (64.8) 3275 (65.3)
2 nodes 623 (24.8) 643 (25.6) 1266 (25.2)
3 nodes 229 (9.1) 231 (9.2) 460 (9.2)
Not reported 8 (0.3) 9 (0.4) 17 (0.3)



A Invasive Disease-free Survival, All Participants D Distant Relapse—free Survival, All Participants
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=8 04- % = é 044 %
:Es Chemoendocrine 2437 220 922 - § Chemoendocrine 2487 150 94.9
'g 2 Endocrine Only 2497 261 a0 '2 3 Endocrine Only 2497 175 939
0.24  Hazard ratio for invasive disease recurrence, new 0.2 Hazard ratio for distant recurrence or death,
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Endocrine- 2497 2328 2177 1965 1738 1493 969 502 181 23 Endocrine- 2497 2348 2207 2002 1784 1540 1013 533 190 24
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B Invasive Disease-free Survival, Postmenopausal Participants
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Endocrine only
;g > Chemoendocrine
E.; 5-Yr Invasive
~ 06 No.of  No.of Disease-free
¢ Participants Events  Survival
%é 0.4+ %
w8 Chemoendocrine 1658 163 913
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C Invasive Disease-free Survival, Premenopausal Participants
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A Postmenopausal Women

Subgroup

Age
>65 yr
55-65yr
<55 yr

Grade
Intermediate or high
Low

Tumor size
T2or T3
T1

Nodes
2 or 3 positive
1 positive
Sentinel node

Full axillary lymph-node dissection

Recurrence score
14-25
0-13

Overall

No. of

1180

1637
511

2433
850

1360
1966

1146
2181
1306
2022

1837
1492
3328

No. of
Participants Events

138
145
49

265
62

173
159

133
199
118
214

126
332

Hazard Ratio for Invasive Disease Recurrence,
New Primary Cancer, or Death (95% Cl)
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0.50 0.75 1.00 1.50 2.00
—t —-—

Chemoendocrine Endocrine Therapy
Therapy Better Alone Better

1.05 (0.75-1.47)
0.94 (0.68—1.30)
1.15 (0.66—2.03)

1.06 (0.83-1.35)
0.91 (0.55-1.50)

1.07 (0.80-1.45)
0.95 (0.70-1.30)

1.22 (0.87-1.71)
0.90 (0.68-1.19)
0.78 (0.54-1.12)
1.19 (0.91-1.55)

1.01 (0.77-1.33)
1.01 (0.71-1.44)
1.02 (0.82-1.26)




B Premenopausal Women

Subgroup

Age
=50 yr
45-49yr
<45 yr

Grade
Intermediate or high
Low

Tumor size
T2or T3
Tl

Nodes
2 or 3 positive
1 positive
Sentinel node

Full axillary lymph-node dissection

Recurrence score
14-25
0-13

Overall

No. of
Participants

509
615
531

1280
357

728
925

574
1081
556
1099

1015
640
1655

No. of
Events
44
46
59
125
23

80
69

55
RS
60
89

113
36
149

0.98 (0.54-1.78)
0.46 (0.25-0.86)
0.49 (0.28-0.84)

0.58 (0.41-0.84)
0.67 (0.29-1.55)

0.64 (0.41-0.99)
0.53 (0.32-0.88)

0.62 (0.36-1.06)
0.57 (0.37-0.87)
0.61 (0.36-1.02)
0.60 (0.39-0.91)

0.63 (0.43-0.91)
0.49 (0.24-0.99)
0.60 (0.43-0.83)

Hazard Ratio for Invasive Disease Recurrence,
New Primary Cancer, or Death (95% Cl)
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Table 2. Invasive Disease—free Survival, According to Recurrence Score and Treatment (Intention-to-Treat Population).*

Recurrence-Score Category No. of Invasive Disease—free Hazard Ratio for Recurrence
and Type of Therapy Participants Survival at 5 Yr (95% CI)T
percent

Premenopausal women

=10, endocrine only 174 92.4:2.2 0.47 (0.18-1.20)
=10, chemoendocrine 151 96.6=1.7

11-15, endocrine only 277 93.3x1.7 0.68 (0.33-1.37)
11-15, chemoendocrine 287 95.5+1.4

1620, endocrine only 254 83.8:2.6 0.57 (0.35-0.94)
16-20, chemoendocrine 269 91.5=1.9

21-25, endocrine only 118 85.2:3.6 0.63 (0.30-1.31)
21-25, chemoendocrine 121 92.4:2.8

Women =50 yr

=10, endocrine only 145 91.0:2.6 0.31 (0.10-0.94)
=10, chemoendocrine 135 97.9:1.5

11-15, endocrine only 247 93.1=1.8 0.71 (0.33-1.51)
11-15, chemoendocrine 235 95.4=1.6

16—20, endocrine only 227 85.1£2.6 0.58 (0.33-1.00)
1620, chemoendocrine 224 92.2:2.0

21-25, endocrine only 107 80.0:£4.3 0.56 (0.27-1.17)

21-25, chemoendocrine 98 90.0+3.6



Postmenopausal women

=10, endocrine only
=10, chemoendocrine
11-15, endocrine only
11-15, chemoendocrine
1620, endocrine only
16-20, chemoendocrine
21-25, endocrine only
21-25, chemoendocrine
Women >50yr

=10, endocrine only
<10, chemoendocrine
11-15, endocrine only
11-15, chemoendocrine
16-20, endocrine only
16-20, chemoendocrine
21-25, endocrine only

21-25, chemoendocrine

434
434
454
524
525
454
451
255

463
472
554
577
431
406
266
246

92.7+1.4
92.7+1.4
95.8+1.0
93.5+1.2
90.8+1.5
93.2+1.3
93.2+1.3
84.8:+2.5

93.1+1.3
95.5+1.0
93.6x1.1
91.2+1.4
92.1+1.3
92.8+1.3
86.9+2.3
81.81+2.7

0.72 (0.44-1.18)

1.30 (0.88-1.92)

0.91 (0.57-1.43)

1.13 (0.75-1.70)

0.78 (0.48-1.26)

1.22 (0.83-1.79)

0.86 (0.56-1.32)

1.17 (0.77-1.76)




