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Hospital San Borja Arriaran, Santiago; J. Letzkus
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Tata Memorial Hospital, Mumbai; V. Parmar
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Centro di Riferimento Oncologico, Aviano; D. Crivellari

Azienda Sanitaria di Bolzano, Bolzano; C. Graiff

Ospedali Riuniti di Bergamo, Bergamo; C. Tondini
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Unita Operativa de Medicina Oncologica, Ospedale Ramazzini, Carpi; A. Fabrizio
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Ospedale Civile di Lecco, Lecco; M. Visini

Fondazione Salvatore Maugeri, Pavia; L. Pavesi

Ospedale degli Infermi, Rimini; L. Gianni

Ospedale di Circolo e Fondazione Macchi, Varese; G. Pinotti

Dipartimento di Oncologia, Azienda Ospedaliero-Universitaria di Udine, Udine; F. Puglisi
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Instituto de Enfermedades Neoplasicas, Lima; H.L. Gomez

South Africa

Sandton Oncology Centre, Johannesburg; D. Vorobiof
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Sahlgrenska University Hospital, Gothenburg; P. Karlsson
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Karolinska University Hospital, Stockholm; J. Bergh
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Skaraborg Hospital Skovde, Skovde; A. Nissborg

Southern Elfsborg Hospital Boras, Boras; P. Karlsson

Swiss Association for Clinical Cancer Research (SAKK), Switzerland
Centre Hospitalier Universitaire Vaudois, Lausanne; K. Zaman
Inselspital, Berne; M. Rabaglio

Kantonsspital St. Gallen, St. Gallen; T. Ruhstaller

Réatisches Kantonos-/Regionalspital, Chur; R. von Moos
Kantonsspital Basel, Basel; C. Rochlitz

Onkologiezentrum Thun-Berner Oberland, Thun; D. Rauch
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Brust-Zentrum Zurich, Zurich; C. Rageth

Kantonsspital Aarau (AG), Aarau; A. Schoenenberger

Tumor Zentrum Hirslanden Klinik, Aarau; R. Popescu
Kantonsspital Baden, Baden; C. Caspar
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Hospital Clinic i Provincial de Barcelona , Barcelona; M. Mufioz
Hospital Universitari Vall D' Hebron, Barcelona; M. Bellet
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Centro Oncologico MD Anderson, Madrid; A. Gonzélez Martin
Hospital Son Llatzer, Palma de Mallorca; J. G. Catalan

Clinica Univ. De Navarra, Pamplona; J. M. Aramendia

Instituto Valenciano de Oncologia, Valencia; M.A. Climent

Hospital Son Dureta (Palma de Mallorca), Palma de Mallorca; J. Rifa
Hospital Santiago De Compostela, Santiago de Compostela; R. Lopez
H.U. Arnau de Vilanova, Lleida; A. Llombart

Hospital Universitario Virgen Macarena, Sevilla; J.A. Virizuela
Hospital Clinico Universitario de Valencia, Valencia; A. Lluch
Hospital Ramon Y Cajal, Madrid; N. Martinez Jafez

Hospital Sant Joan de Reus, Reus; M. Melé

Hospital Reina Sofia De Cordoba, Cordoba; J.R. de la Haba
Hospital Dr Negrin, Las Palmas de Gran Canari; Negrin; U. Bohn
Hospital Sant Pau i Santa Tecla, Tecla; C. Pérez Segura

CENTRAL AND EAST EUROPEAN ONCOLOGY GRoUP (CEEOG); J. JASSEM
Poland

Medical University of Gdansk, Gdansk, Poland; J. Jassem

Serbia

Institute of Oncology & Radiology of Serbia, Belgrade, Serbia; Z. Neskovic-Konstantinovic

EUROPEAN ORGANISATION FOR RESEARCH AND TREATMENT OF CANCER (EORTC) ; N. DIF,

J. BOGAERTS, S. MARREAUD
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ZNA Middelheim, Antwerpen; A. Vandebroek

Cliniques Universitaires St-Luc UCL, Brussels; M. Berliere

U.Z. Gasthuisberg, Leuven; P. Neven

Centre Hospitalier Universitarie Sart Tilman, Liége; G. Jerusalem
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Institut Claudius Regaud, Toulouse; B. de Lafontan
Institut Jean Godinot, Reims; C. Jouannaud

Centre Leon Berard, Lyon; T. Bachelot

Institut Bergonie, Bordeaux; H. Bonnefoi

Centre Georges Francois-Leclerc, Dijon; I. Desmoulins
Centre Rene Huguenin, Saint-Cloud; E. Brain

Institut Curie, Paris; J.Y. Pierga

Centre Eugene Marquis, Rennes; P. Kerbrat

C.H.R.U. de Limoges, Limoges; N. Tubiana-Mathieu
Clinique Mutualiste de I'Estuaire, Saint-Nazaire; V. Delecroix
Clinique De L'alliance, Tours; A. Fignon

Institut Gustave Roussy, Villejuif; M. Saghatchian

Israel

Rambam Medical Center, Haifa; G. Fried

Netherlands

The Netherlands Cancer Institute, Amsterdam; S. Sonke
Onze Lieve Vrouwe Gasthuis, Amsterdam; O. Leeksma
Leids Universitair Medisch Centrum, Leiden; J. Kroep
Portugal

Centro de Lisboa, Lisboa; A. Moreira

Turkey

Marmara University Hospital, Istanbul; F. Dane

GERMAN BREAST GRour (GBG); S. BucHHOLZz, K. REIBMULLER, S. LoiBL G. VON

MINCKWITZ

DRK Kiliniken Berlin Képenick, Berlin; A. Kleine-Tebbe

Praxis Dr. Tessen, Goslar; HW. Tessen

Martin-Luther-Universitat Halle-Wittenberg, Halle an der Saale; C. Thomssen
Universitatsfrauenklinik Erlangen, Erlangen; M.W. Beckmann

Klinikum Mittelbaden/Stadtklinik Baden-Baden, Baden-Baden; A. Hahn
Dr. Horst Schmidt Kliniken, Wiesbaden; F. Lorenz-Salehi

St. Vincentius Kliniken, Karlsruhe; O. Tomé

Klinikum Landshut GmbH, Landshut; I. Bauerfeind
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Krankenhaus der Barmherzigen Bruder, Regensburg; H. Stauder

ALL IRELAND COOPERATIVE ONCOLOGY RESEARCH GROUP (ICORG)
Beaumont Hospital, Dublin; L. Grogan

Mater Misericordiae Hospital, Dublin; J. McCaffrey

Mater Private Hospital, Dublin; J. McCaffrey

Univiversity College Hospital Galway, Galway; M. Keane

South Infirmary-Victoria University Hospital, Cork; S. O’Reilly

Adelaide, Meath & National Children’s Hospital, Dublin; J. Walshe
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ICR-CTSU ON BEHALF OF THE NATIONAL CANCER RESEARCH INSTITUTE (NCRI) BREAST
CLINICAL STUDIES GROUP, UNITED KINGDOM; R. COLEMAN, J. BLISS, A. GILLMAN, N. ATKINS
South Tyneside District Hospital, South Shields, Tyne & Wear; G. Mazdai
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lll. Supplementary Methods, Tables and Figures

Premenopausal status: Eligibility for both trials included premenopausal status, defined by
regular menses without exogenous hormones during the prior six months and/or estradiol level
in the premenopausal range; patients who had completed chemotherapy prior to entry into
SOFT were required to have a premenopausal estradiol level.

Study procedures: Patients were assessed with physical examination, menstrual and

medication documentation every three months for the first year, then every six months until year
6 and annually thereafter. Annual mammography and bone densitometry were recommended.
Blood tests and additional imaging were performed if medically indicated or according to local
practice. Targeted adverse events and other grade 3 or higher adverse events were collected
using Common Terminology Criteria for Adverse Events (CTCAE) v3.0. Patients completed
quality-of-life questionnaires consisting of linear analogue self-assessment (LASA) global and
symptom-specific indicators at baseline, every six months for 2 years, and then annually in

years 3 through 6.

Table S1. Patient, disease and treatment characteristics of 4690 patients randomized in TEXT
and SOFT, overall and according to patient cohort as defined by trial and chemotherapy
stratum. Number (%) of patients unless otherwise noted.

Cohort
No chemo- No chemo- Chemo- Prior Chemo-
Characteristic therapy therapy therapy therapy
TEXT SOFT TEXT SOFT Overall
N % N % N % N % N %

N Patients 1053 100 943 100 | 1607 100 1087 100 4690 | 100
Treatment assignment

Exemestane+OFS 526 50.0 | 470 | 49.8 806 50.2 544 50.0 | 2346 | 50.0

Tamoxifen+OFS 527 50.0 | 473 | 50.2 801 49.8 543 50.0 | 2344 | 50.0
Age at randomization

<35 41 3.9 14 15 191 11.9 224 20.6 470 10.0

35-39 123 11.7 68 7.2 289 18.0 312 28.7 792 16.9

40-44 362 344 | 259 | 275 561 34.9 341 314 | 1523 | 325

45-49 406 38.6 | 431 | 457 487 30.3 174 16.0 | 1498 | 31.9

>50 121 115 | 171 | 181 79 4.9 36 3.3 407 8.7

Median [IQR] 45 | [41-47] | 46 | [43-48] | 43 |[38-46] | 40 [36-44] | 43 | [39-47]
Hormone receptor status

ER+/PgR+ 983 934 | 882 | 935 | 1380 | 859 883 81.2 | 4128 | 88.0

ER+/ PgR- 61 5.8 28 3.0 186 11.6 145 13.3 420 9.0

ER+ / PgR unknown 1 0.1 14 15 7 0.4 19 1.7 41 0.9

ER-/ PgR+ 4 0.4 16 1.7 26 1.6 35 3.2 81 1.7

Other* 4 0.4 3 0.3 8 0.5 5 0.5 20 0.4
HER?2 status

Negative 990 940 |891 | 945 | 1318 | 820 839 77.2 | 4038 | 86.1

Positive 54 5.1 30 3.2 272 16.9 211 19.4 567 12.1

Unknown/Not done 9 0.9 22 2.3 17 1.1 37 34 85 1.8
No. nodes positive 835 79.3 | 865 | 917 542 33.7 470 432 | 2712 | 578
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Cohort

. No chemo- No chemo- Chemo- Prior Chemo-
Characteristic
therapy therapy therapy therapy
TEXT SOFT TEXT SOFT Overall

NO

N 1-3 216 20.5 78 8.3 688 42.8 418 385 1400 | 29.9

N 4+ 2 0.2 0 0.0 377 235 199 18.3 578 12.3
Tumor size

<lcm 206 19.6 | 234 | 2438 86 5.4 80 7.4 606 12.9

1-2cm 641 60.9 | 566 | 60.0 652 40.6 457 42.0 | 2316 | 494

>2-5cm 188 179 | 130 | 138 756 47.0 441 40.6 1515 | 32.3

>5¢cm 15 1.4 9 1.0 88 55 67 6.2 179 3.8

Unknown 3 0.3 4 0.4 25 1.6 42 3.9 74 1.6
Tumor grade

1 269 255 | 357 | 379 188 11.7 153 141 967 20.6

2 651 61.8 | 506 | 53.7 821 51.1 549 50.5 | 2527 | 53.9

3 121 115 61 6.5 589 36.7 348 32.0 1119 | 23.9

Unknown 12 1.1 19 2.0 9 0.6 37 3.4 77 1.6
Months from surgery to [1.1- [1.3- [0.9- [5.7- [1.1-
randomization, median [IQR] | 1.5 1.9] 1.8 2.4] 12 1.6] 8.0 10.1] 16 2.7]
Local-regional treatment

Mastectomy, no RT 272 25.8 233 24.7 406 25.3 219 20.1 1130 | 241

Mastectomy with RT 34 3.2 18 1.9 377 23.5 358 32.9 787 16.8

BCS with RT 727 69.0 | 670 | 71.0 797 49.6 492 453 | 2686 | 57.3

Other? 20 1.9 22 2.3 27 1.7 18 1.7 87 1.9
Prior endocrine therapy®

No, not allowed 1053 | 100.0 -- - 1607 | 100.0 - - 2660 | 56.7

No - - 899 | 95.3 - - 634 58.3 1533 | 32.7

Yes - - 44 4.7 - - 453 41.7 497 10.6
HER2-targeted therapy

Not HER2+ 999 949 | 913 | 96.8 | 1329 | 82.7 866 79.7 | 4107 | 87.6

HER2+, no therapy 45 4.3 28 3.0 130 8.1 70 6.4 273 5.8

HER2-targeted therapy 9 0.9 2 0.2 148 9.2 151 13.9 310 6.6

Abbreviations: BCS=breast-conserving surgery; ER=estrogen receptor; IQR=interquartile range;
PgR=progesterone receptor; OFS=ovarian function suppression; RT=radiotherapy,

'Other includes ER- and PgR-unknown, ER-unknown/PgR-positive, or ER- and PgR-negative.

*Other includes BCS without RT, or RT unknown.
®0ral endocrine therapy prior to randomization was allowed in SOFT while premenopausal status was
(re)established; 3 patients had aromatase inhibitor, all others tamoxifen. In the SOFT prior chemotherapy
cohort, average duration was 16 weeks (IQR, 10-22 weeks); in the SOFT no chemotherapy cohort,
average duration was 5 weeks (IQR, 2-8 weeks).
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Table S2. Patient, disease and treatment characteristics of 4690 patients randomized in TEXT
and SOFT, overall and according to treatment assignment. Number (%) of patients unless
otherwise noted.

Treatment Assignment
Characteristic Exemestane +OFS Tamoxifen +OFS Overall
N % N % N %
N Patients 2346 100 2344 100 4690 100
Age at randomization
<35 231 9.8 239 10.2 470 10.0
35-39 419 17.9 373 15.9 792 16.9
40-44 748 31.9 775 33.1 1523 325
45-49 731 31.2 767 32.7 1498 31.9
> 50 217 9.2 190 8.1 407 8.7
Median [IQR] 43 [39-47] 43 [39-47] 43 [39-47]
Hormone receptor status
ER+/PgR+ 2061 87.9 2067 88.2 4128 88.0
ER+/ PgR- 207 8.8 213 9.1 420 9.0
ER+ / PgR unknown 22 0.9 19 0.8 41 0.9
ER-/ PgR+ 44 1.9 37 1.6 81 1.7
Other" 12 0.5 8 0.3 20 0.4
HER?2 status
Negative 2017 86.0 2021 86.2 4038 86.1
Positive 288 12.3 279 11.9 567 12.1
Unknown/Not done 41 1.7 44 19 85 1.8
No. nodes positive
NO 1362 58.1 1350 57.6 2712 57.8
N 1-3 685 29.2 715 30.5 1400 29.9
N 4+ 299 12.7 279 11.9 578 12.3
Tumor size
<lcm 299 12.7 307 13.1 606 12.9
1-2cm 1165 49.7 1151 49.1 2316 49.4
>2-5cm 759 324 756 32.3 1515 32.3
>5cm 88 3.8 91 3.9 179 3.8
Unknown 35 15 39 1.7 74 1.6
Tumor grade
1 478 20.4 489 20.9 967 20.6
2 1269 54.1 1258 53.7 2527 53.9
3 563 24.0 556 23.7 1119 23.9
Unknown 36 15 41 1.7 77 1.6
Local-regional treatment
Mastectomy, no RT 560 23.9 570 24.3 1130 24.1
Mastectomy with RT 387 16.5 400 17.1 787 16.8
BCS with RT 1351 57.6 1335 57.0 2686 57.3
Other? 48 2.0 39 1.7 87 1.9
Cohort
No chemotherapy TEXT 526 224 527 22.5 1053 225
No chemotherapy SOFT 470 20.0 473 20.2 943 20.1
Chemotherapy TEXT 806 344 801 34.2 1607 34.3
Prior chemotherapy SOFT 544 23.2 543 23.2 1087 23.2
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Characteristic Treatment Assignment
Exemestane +OFS Tamoxifen +OFS Overall
HER2-directed therapy
Not HER2+ 2046 87.2 2061 87.9 4107 87.6
HER2+, no therapy 133 5.7 140 6.0 273 5.8
HER2-directed therapy 167 7.1 143 6.1 310 6.6

Abbreviations: BCS=breast-conserving surgery; ER=estrogen receptor; IQR=interquartile range;
PgR=progesterone receptor; OFS=ovarian function suppression; RT=radiotherapy,

'Other includes ER- and PgR-unknown, ER-unknown/PgR-positive, or ER- and PgR-negative.
*Other includes BCS without RT, or RT unknown.
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Table S3. Sites of first disease-free survival event, overall and according to treatment
assignment, after a median follow-up of 68 months.

Treatment Assignment

Sites of First Disease-free Survival Event | Exemestane+OFS | Tamoxifen+OFS Overall
N % N % N %
N Patients 2346 100.0 2344 100.0 4690 100.0
N disease-free survival events 216 9.2 298 12.7 514 11.0
Local 23 1.0 28 1.2 51 1.1
Contralateral breast 9 0.4 27 1.2 36 0.8
Regional + above 9 0.4 30 1.3 39 0.8
Soft tissue / distant lymph nodes * above 4 0.2 6 0.3 10 0.2
Bone + above 54 2.3 65 2.8 119 25
Viscera + above 75 3.2 105 4.5 180 3.8
Second (non-breast) invasive cancer* 38 1.6 32 1.4 70 15
Death without prior cancer event 2 0.1 5 0.2 7 0.1
Death without prior cancer event, ) 01 i i ’ 0.0
recurrence suspected

Abbreviations: OFS=ovarian function suppression

*Gynecologic cancer occurred in 7 patients assigned to exemestane+OFS and 9 assigned to
tamoxifen+OFS, including endometrial cancer in 2 and 5 patients, respectively.
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Table S4. Status of patients on protocol-assigned treatment after 68 months median follow-up, overall and according to cohort and
treatment assignment. After median follow-up 68 months, 14% of patients have stopped all protocol-assigned treatment early
(including those who never started).

Cohort

Status of Protocol- Prior
assigned No chemotherapy | No chemotherapy Chemotherapy Chemotherapy Trgatment
Treatment TEXT SOFT TEXT SOFT Assignment

E+OFS | T+OFS | E+OFS | T+OFS | E+OFS | T+OFS | E+OFS | T+OFS | E+OFS | T+OFS | Overall

% % % % % % % % % % %

N Patients N=526 | N=527 | N=470 | N=473 | N=806 | N=801 | N=544 | N=543 | N=2346 | N=2344 | N=4690
Status overall
Continuing 27.0 28.8 34.9 39.3 21.0 24.2 39.3 36.3 29.4 31.1 30.2
Completed 58.4 60.5 41.9 48.0 64.1 64.9 47.4 52.7 54.5 57.7 56.1
Stopped early 13.5 10.4 21.3 114 13.8 10.1 12.5 10.7 14.9 10.6 12.8
Never started 11 0.2 19 1.3 11 0.7 0.7 0.4 12 0.6 0.9

Notes for Table S4:

E+OFS=exemestane (Aromasin® [Pfizer]) 25 mg orally daily with ovarian function suppression.

T+OFS=tamoxifen 20 mg orally daily with ovarian function suppression.

OFS: GnRH analogue (triptorelin 3.75 mg by intramuscular injection every 2843 days), bilateral oophorectomy or bilateral ovarian irradiation (with
biochemical confirmation of cessation of ovarian function after 2 months); 16% of patients have opted to undergo bilateral oophorectomy or
bilateral ovarian irradiation at some point during adjuvant therapy.

In TEXT, all patients started OFS with GnRH analogue triptorelin for at least 6 months, after which patients could opt to undergo bilateral
oophorectomy or ovarian irradiation at any time. If chemotherapy was administered, then triptorelin and chemotherapy started concomitantly; oral
endocrine therapy started after chemotherapy was completed. If chemotherapy was not administered, then oral endocrine therapy started 6 to 8
weeks after initiation of triptorelin, to allow for a decline in ovarian estrogen production.

In SOFT, tamoxifen was to start at randomization, and exemestane was to begin 6 to 8 weeks after initiation of OFS; patients who had been taking
tamoxifen at the time of randomization and were assigned to exemestane+OFS were permitted to continue tamoxifen until exemestane was
initiated. The use of GnRH analogue, bilateral oophorectomy or bilateral ovarian irradiation was by patient preference and patients who began with
GnRH analogue could opt to undergo surgery or irradiation at any time.
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Figure S1. Cox proportional hazards model results of disease-free survival treatment comparison for all
patients and according to subgroups. Median follow-up is 68 months. The solid vertical line is placed at
0.72, the hazard ratio estimate for all patients. The x-axis is scaled according to the natural logarithm of
the hazard ratio. The size of the box is inversely proportional to the standard error of the hazard ratio.

No. Patients HR {95% CI) HR(95% CI) P-Value*  No. Evenis 5-yr DFS %
E+OFS T+OFS E+OFS T+OFS E+OFS T+OFS
All Patients 2346 2344 : 0.72 (0.60-0.85) 0002 216 298 511 873
Age at Randomization : 75
=35 231 239 0.84 (0.57-1.25) 45 54 B29 785
35.39 419 373 [ 0.67 (0.46-0.96) 51 B6 B7E 829
40-44 748 775 | 0.73 (0.53-0.93) 67 a7 512 866
45.49 731 7T 0.71 (0.48-1.05) 41 B0 D44 925
=50 27 190 -——m—1— 0.49 (0.24-0.99) 12 el 044 892
Lymph Mode Status ! 08
phO 1362 1350 BB : 0.60 (0.45-0.81) 70 115 951 916
phi+ 1-3 B85 Ti5 —— 0.65 (0.48-0.89) B4 98 511 866
phi+ 4+ 289 279 —— 0.95 (0.70-1.29) a2 85 729 688
Tumor Size : 32
=1em 293 307 ———a—— 0.52 (0.26-1.04) 12 23 966 912
1-Zem 1165 1151 0.82 (0.61-1.11) 78 g5 938 924
= 2.5 cm 759 756 ! 0.76 (0.58-0.97) 12 146 B52 805
=5cm BB 91 —a— : 0.45 (0.23-0.90) 12 26 BET  69.8
Unknown 35 39 I 2 B
Tumor Grade : 95
1 478 489 | 0.70 (0.41-121) 22 33 952 943
2 1269 1258 £| 0.75 (0.58-0.97) 101 132 524 896
3 563 556 [ 0.71 (0.54-0.92) 92 128 BAS 783
Unknown 6 41 : 1 5
Hormone Receptor Status | 40
ER+ f PgR+ 2061 2067 | 0.68 (0.56-0.83) 185 240 522 883
ER+/ PgR- 207 23 i—‘— 0.80 (0.53-121) 41 51 BOS  76.0
ER-/ PgR+ 44 37 —:—-—- 1.48 (D.43-5.08) 7 4 B77 908
Other 34 7 | 3 3
HER2 Status ' =01
Megative 2017 2021 . s : 0.63 (0.52-0.76) 1683 258 g21  a7.2
Positive 288 279 — - 1.25 (D.80-1.94) 45 35 B50D 872
Unknowrn 41 44 [ 7 5 B25 894
[ T T ! L] ) 1
25 50 1.0 20 4.0
-« '

Favors E+OFS  Favors T+OFS

*P-Value for “All Patients” is the stratified log-rank test; for other variables, P-Value is test of heterogeneity of the
treatment effect across subgroups, using test of treatment-by-variable interaction from stratified Cox model, with

“Unknown” or “Other” group omitted from the test.

Abbreviations: CI denotes confidence interval, E exemestane, ER estrogen receptor, HR hazard ratio, OFS ovarian

function suppression, PgR progesterone receptor, T tamoxifen.
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Figure S2. Kaplan-Meier estimates of (A,D) disease-free survival, (B,E) breast-cancer free interval and distant recurrence-free
interval (C,F), according to treatment assignment, among cohorts of patients who did not receive chemotherapy. Median follow-up is
68 months. Abbreviations: Cl=confidence interval; E=zexemestane; HR=hazard ratio; OFS=ovarian function suppression;pts=patients;

T=tamoxifen.
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Figure S3. Kaplan-Meier estimates of (A,D) disease-free survival, (B,E) breast-cancer free interval and distant recurrence-free
interval (C,F), according to treatment assignment, among cohorts of patients who were selected to receive chemotherapy. Median
follow-up is 68 months. Abbreviations: Cl=confidence interval; E=exemestane; HR=hazard ratio; OFS=ovarian function suppression;

pts=patients; T=tamoxifen.
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