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Supplementary Appendix 1 Approved chemotherapy regimens for the HERA Trial 
Regimen class Regimens 
ALL REGIMENS Patient must have received at least four cycles of an approved (neo-) adjuvant chemotherapy regimen. In all cases, the 

maximum cumulative allowable dose of doxorubicin (A) is 360mg/m2 and of epirubicin (E) is 720mg/m2 
Anthracyclines 
with no taxanes 

Regimens in this category that are allowed for the HERA trial include the association of either A or E with 
cyclophosphamide (C) with or without 5-fluorouracil (F), and A or E as single agents or combined with C and followed by 
several cycles of CMF (where M is methotrexate). 
Minimum allowable starting doses of A or E associated with C with or without F: 
AC:  60mg/m2  
CAF/FAC:  50mg/m2 (q21d or q28d)  
EC:  90mg/m2  
  75mg/m2 (day 1 q21d) if given for a minimum of 6 cycles  
FEC/CEF:  50mg/m2 (days 1 and 8 q28d) 
  75mg/m2 (day 1 q21d) 
  60mg/m2 (day 1 q21d) if given for a minimum of 5 cycles 
Minimum allowable starting doses of A or E as single agents or combined with C and followed by CMF (described 
below): 
A:  75mg/m2  
E:  90mg/m2   

Anthracyclines 
and taxanes 

Regimens in this category that are allowed for the HERA trial include sequential or combined anthracyclines (A or E) and 
taxanes (paclitaxel [P] and docetaxel [D]). A or E may be combined with C with or without F. 
Minimum allowable starting doses of A or E (with or without C and/or F) followed by P or D (sequential regimens): 
A:  60mg/m2 
FAC:  50mg/m2 
E:  90mg/m2 

  60mg/m2 (day 1 q21d) if followed by D 100mg/m2 (day 1 q21d) if given for a minimum of 5 cycles 
FEC:  75mg/m2  
P:  175mg/m2/3-hour 
  75 mg/m2 (q7d) 
D:  100mg/m2  
Minimum allowable starting doses of A and E (with or without C and/or F), and P and D given concurrently (combined 
regimens): 
A:  50mg/m2 
E:  75mg/m2 

P:  135mg/m2/3-hour 
D:  60mg/m2/1-hour 

Non-anthracycline 
regimens 

Regimens in this category that are allowed for the HERA trial include C combined with methotrexate (M) and F (CMF). 
The minimum starting dose of C is 100mg/m2/day days 1-14 if given orally and 600mg/m2 per injection if given 
intravenously. The recommended starting dose per injection of M is 40mg/m2 and of F is 600mg/m2. 
CMF given day 1 and 8 every 28 days with oral C is the preferred schedule. Other CMF schedules are acceptable but 
should be used preferentially in patients who cannot tolerate oral C. 

Other regimens Any regimen that is part of a chemotherapy trial which has been approved a priori by the HERA Executive Committee A 

A An updated list of these trials can be obtained from the BrEAST Data Centre. Chemotherapy trials that are initiated while recruitment to the 
HERA trial is ongoing can be added to this list following approval from the Executive Committee. 

Legend: A=doxorubicin; C=cyclophosphamide; D=docetaxel; E=epirubicin; F=5-fluorouracil; M=methotrexate; P=paclitaxel; T=taxane 



  

Supplementary Appendix 2 – Additional Acknowledgements 

We would like to acknowledge the following F. Hoffman-La Roche personnel: C Barton, M Jahn, B Reeger, 

B Vanhauwere, W Verhoofstad, H Weber and P Wermuth. 

We would like to acknowledge the contributions of the following researchers and clinicians: O Stoss (Kassel, 

Germany), J Forbes (ANZ BCTG, Newcastle, Australia), A Coates (ANZ BCTG, Sydney, Australia) and K I 

Pritchard (NCIC CTG, Toronto, Canada). 

The following clinicians entered patients in the trial: 

M Lichinitser, N.N. Blokhin Cancer Research Center, Moscow (105); I Lang, National Institute of Oncology,  

Budapest (94); H Iwata, Aichi Cancer Center, Aichi (53); U Nitz, Universitaetsklinikum, Duesseldorf (53); V 

Müller, Universitaetsklinik Eppendorf, Hamburg (53); G Steger, Akh Univ. Kliniken Wien, Wien (51); A 

Wardley, Christie Hospital, Manchester (47); I Smith, Royal Marsden Hospital and Institute of Cancer 

Research, London (44); J Baselga, Vall d'Hebron University Hospital, Barcelona (44); Ri Lopez Sanchez, 

Isthmian Medical Research Center, Panama (43); N Harbeck, Krankenhaus Rechts Der Isar, Muenchen (43); 

L Gianni, Istituto Nazionale Per Lo Studie E La Cura Dei Tumori, Milano (43); R Khasanov, Tatarstan 

Republic Oncological Hospital, Kazan (41); C Barrios, Hospital Sao Lucas Da PUCRS,  Porto Alegre (41); P 

Mallmann, Universitaet Koeln, Koeln (39); P Lohrmann, Klinikum Lippe Lemgo,  Lemgo (39); F Feng-Yi, 

Chinese Academy Of Medical Science, Cancer Institute & Hospital, Beijing (39); C Huang, National Taiwan 

University Hospital, Taipei (36); V Semiglazov, Petrov Research Institute Of Oncology, St. Petersburg (36); 

M Piccart, Jules Bordet Institute, Brussels (35); M Untch, Universtaetsklinikum Grosshadern, Muenchen 

(35); E Vrdoljak, University Hospital Split, Split (34); L Tseng, Veterans General Hospital, Taipei (33); J 

Mayordomo, Hosp. Clinico Universitario De Zaragoza, Zaragoza (33); S Yu, Tongji Medical University, 

Wuhan (32); I Ron, Ichiluv Medical Centre, Tel Aviv (32); M Eckart, Onkologische Schwerpunktpraxis, 

Erlangen (31); Z Shen, Cancer Hospital, Fudan University,  Shanghai (30); A Lluch Hernandez, Hospital 

Clinico Universitario De Valencia, Valencia (28); C Koehne, Staedt. Kliniken Gmbh, Oldenburg (28); J 

Jassem, Medical University, Gdansk (28); C Price, Bristol Oncology Centre, Bristol (27); A Vindevoghel, 



  

Sainte-Elisabeth Hospital, Namur (27); E Jakobsen, Vejle Sygehus, Vejle (26); J Pedrini, Hospital Nossa 

Senhora Da Conceiçao, Amech, Porto Alegre (26); A Goldhirsch, Instituto Europeo Di Oncologia, Milano 

(25); A Pluzanska, Medical Academy Of Lodz, Lodz (25); C Mendiola, Hospital Universitario 12 De 

Octubre, Madrid (25); M Toi, Tokyo Metropolitan Komagome General Hospital, Tokyo (25); A Veronesi, 

Centro Di Riferimento Oncologico, Aviano (25); K I  Pritchard, Toronto Sunnybrook Regional Cancer 

Centre, Toronto (24); J Bergh, Karolinska Hospital,  Stockholm (24); M Climent, Instituto Valenciano De 

Oncologia, Valencia (24); D Otero-Reyes, Hospital Cima San Jose, San Jose De Costa Rica (23); M Hall, 

Mount Vernon Hospital, Middlesex (23); M Brunt, University Hospital Of North Staffordshire, Staffordshire 

Oncology Centre, Stoke-On-Trent (23); P Sanchez-Rovira, Hospital General De Especialidades Ciudad De 

Jaen, Jaen (22); S Song, The Pla 307 Hospital,  Beijing (22); C Focan, Clinique St-Joseph, Liege (22); S- 

Chen, Chang-Gung Memorial Hospital - (Lin Kou), Taoyuan (22); F Haslbauer, Lkh Voecklabruck, 

Voecklabruck (21); J Degreve, Az Vub, Medische Oncologie, Brussels (21); Z Guan, Sun Yat-Sen 

University Of Medical Science, Cancer Center, Guangzhou (21); R Agrawal, Royal Shrewsbury Hospitals 

NHS Trust, Shrewsbury (21); C Lohrisch, British Columbia Cancer Agency, Vancouver Centre, Vancouver 

(21); R Greil, Lkh Salzburg, Salzburg (21); G Perez-Manga, Hospital Gregorio Maranon,  Madrid (21); N 

Bengtsson, University Hospital 5, Umea (21); Y Bang, Seoul National University Hospital, Seoul (21); R 

Coombes, Charing Cross Hospital, London (20); P Gascon, Hospital Clinic I Provincial,  Barcelona (20); D 

Wallwiener, Universitaetsklinikum, Tuebingen (20); T Chao, Tri-Service General Hospital, Taipei (19); B 

Kaufman, Sheba Tel Hashomer, Ramat Gan (19); S Chen, Changhua Christian Hospital, Changhua (19); T 

Suarez Sahui, Hospital Regional Issste Merida, Merida (19); C Sohn, Universtaetskliniken, Heidelberg (19); 

R Kadlecek, F.D. Roosevelt Hospital, Banska Bystrica (18); F Morales-Vasques, Instituto Nacional De 

Cancerologia, Mexico City (18); D Dodwell, Cookridge Hospital,  Leeds (18); D Cameron, Western General 

Hospital, Edinburgh (18); B Thurlimann, Kantonsspital St. Gallen,  St. Gallen (18); V Haahr, Viborg-
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Minami, National Cancer Center Hospital East, Chiba (13); I Koza, National Cancer Institute, Bratislava 
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