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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/m? and of epirubicin (E) is 720mg/m?

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/m?
CAF/FAC:  50mg/m?(q21d or g28d)
EC: 90mg/m?

75mg/m? (day 1 g21d) if given for a minimum of 6 cycles
FEC/CEF:  50mg/m? (days 1 and 8 q28d)
75mg/m? (day 1 g21d)
60mg/m? (day 1 g21d) 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/m?
E: 90mg/m?

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/m?
FAC: 50mg/m?
E: 90mg/m?
60mg/m? (day 1 g21d) if followed by D 100mg/m? (day 1 g21d) if given for a minimum of 5 cycles
FEC: 75mg/m?
P: 175mg/m?/3-hour
75 mg/m? (q7d)
D: 100mg/m?
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/m?
E: 75mg/m?
P: 135mg/m?3-hour
D: 60mg/m?/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/m?/day days 1-14 if given orally and 600mg/m? per injection if given
intravenously. The recommended starting dose per injection of M is 40mg/m? and of F is 600mg/m>.

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 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
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