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EU Clinical Trials Register

Clinical trial results:
A Randomized Phase III Trial of Adjuvant Therapy Comparing
Chemotherapy Alone (Six Cycles of Docetaxel Plus Cyclophosphamide
or
Four Cycles of Doxorubicin Plus Cyclophosphamide Followed by
Weekly Paclitaxel) to Chemotherapy Plus Trastuzumab in
Women with Node-Positive or High-Risk Node-Negative
HER2-Low Invasive Breast Cancer

Summary

Results information

EudraCT number 2011-004943-32
Trial protocol IE

02 June 2025Global end of trial date

Result version number v1 (current)
This version publication date
First version publication date

Trial information

Sponsor protocol code CTRIAL (ICORG) 11-24 NSABP B-47

ISRCTN number  -
ClinicalTrials.gov id (NCT number) NCT01275677
WHO universal trial number (UTN)  -

Trial identification

Additional study identifiers

Notes:

Sponsors
Sponsor organisation name Cancer Trials Ireland
Sponsor organisation address RCSI House, 121 St. Stephen's Green, Dublin, Ireland, D02

H903
Public contact Clinical Trials Information, Cancer Trials Ireland, 353

016677211, info@cancertrials.ie
Scientific contact Clinical Trials Information, Cancer Trials Ireland, 353

016677211, info@cancertrials.ie
Notes:

Is trial part of an agreed paediatric
investigation plan (PIP)

No

Paediatric regulatory details

Does article 45 of REGULATION (EC) No
1901/2006 apply to this trial?

No

Does article 46 of REGULATION (EC) No
1901/2006 apply to this trial?

No
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Notes:

Results analysis stage
Analysis stage Final
Date of interim/final analysis 02 June 2025
Is this the analysis of the primary
completion data?

Yes

Primary completion date 31 July 2017
Global end of trial reached? Yes
Global end of trial date 02 June 2025
Was the trial ended prematurely? No
Notes:

General information about the trial
Main objective of the trial:
To determine whether the addition of trastuzumab to chemotherapy (TC or AC-WP) improves invasive
disease-free survival (IDFS) in women with resected node-positive or high-risk node-negative breast
cancer which is reported as HER2-low by all HER2 testing performed.
Protection of trial subjects:
This clinical study was designed, implemented and reported in accordance accordance with the
International Conference on Harmonization (ICH) Harmonized Tripartite guidelines for Good Clinical
Practice (GCP), with applicable local regulations SI 190 of 2004 as amend and European Directive
2001/20/EC. The trial was also conducted in accordance with ethical principles founded in the
Declaration of Helsinki.
Written informed consent was required for participation.
Background therapy:
N/A

Evidence for comparator:
The primary objective is to compare chemotherapy alone (Six cycles of Doxetaxel Plus
Cyclophosphamide  or Four cycles of Doxorubicin Plus Cyclophosphamide followed by weekly Paclitaxel)
versus chemotherapy regimen plus Trastuzumab.
Actual start date of recruitment 08 February 2011
Long term follow-up planned No
Independent data monitoring committee
(IDMC) involvement?

Yes

Notes:

Population of trial subjects

Subjects enrolled per country

Notes:

Subjects enrolled per age group
In utero 0

0Preterm newborn - gestational age < 37
wk

0Newborns (0-27 days)
0Infants and toddlers (28 days-23
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months)
Children (2-11 years) 0

0Adolescents (12-17 years)
Adults (18-64 years)
From 65 to 84 years
85 years and over
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Subject disposition

This study closed to accrual with a total of 3270 patients enrolled worldwide.
Recruitment details:

Recruitment

Pre-assignment
Screening details:
Patients with Resected Node-Positive or High-Risk Node-Negative Invasive Breast Cancer determined to
be HER2-low. Patients must have a life expectancy of at least 10 years (excluding their diagnosis of
breast cancer) and fulfil all of the inclusion criteria and none of the exclusion criteria.

Period 1 title Overall Trial (overall period)
YesIs this the baseline period?
Randomised - controlledAllocation method

Blinding used Not blinded

Period 1

Arms
Are arms mutually exclusive? Yes

Arm I (Chemotherapy)Arm title

GROUP IA: Patients receive docetaxel IV over 60 minutes and cyclophosphamide IV over 30 minutes on
day 1. Treatment repeats every 3 weeks for 6 cycles in the absence of disease progression or
unacceptable toxicity.

GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles in the absence of disease
progression or unacceptable toxicity. Beginning 2-3 weeks after last dose of doxorubicin hydrochloride
and cyclophosphamide, patients also receive paclitaxel IV over 60 minutes once weekly for 12 doses in
the absence of disease progression or unacceptable toxicity.

Arm description:

Active comparatorArm type
CyclophosphamideInvestigational medicinal product name

Investigational medicinal product code
Other name

Powder for solution for injectionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IA: Patients receive docetaxel IV over 60 minutes and cyclophosphamide IV over 30 minutes on
day 1. Treatment repeats every 3 weeks for 6 cycles.

GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles.

DocetaxelInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IA: Patients receive docetaxel IV over 60 minutes and cyclophosphamide IV over 30 minutes on
day 1. Treatment repeats every 3 weeks for 6 cycles in the absence of disease progression or
unacceptable toxicity.
GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles in the absence of disease
progression or unacceptable toxicity.
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DoxorubicinInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles in the absence of disease
progression or unacceptable toxicity. Beginning 2-3 weeks after last dose of doxorubicin hydrochloride
and cyclophosphamide, patients also receive paclitaxel IV over 60 minutes once weekly for 12 doses in
the absence of disease progression or unacceptable toxicity.

Doxorubicin HydrochlorideInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusion, Powder for concentrate
and solution for solution for infusion

Pharmaceutical forms

Routes of administration Intravenous use
Dosage and administration details:
GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles in the absence of disease
progression or unacceptable toxicity. Beginning 2-3 weeks after last dose of doxorubicin hydrochloride
and cyclophosphamide, patients also receive paclitaxel IV over 60 minutes once weekly for 12 doses in
the absence of disease progression or unacceptable toxicity.

PaclitaxelInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles in the absence of disease
progression or unacceptable toxicity. Beginning 2-3 weeks after last dose of doxorubicin hydrochloride
and cyclophosphamide, patients also receive paclitaxel IV over 60 minutes once weekly for 12 doses in
the absence of disease progression or unacceptable toxicity.

Arm II (Chemotherapy, Trastuzamab)Arm title

GROUP IIA: Patients receive docetaxel and cyclophosphamide as in Group IA. Patients also receive
trastuzumab IV over 30-90 minutes on day 1. Courses repeat every 3 weeks for 1 year in the absence of
disease progression or unacceptable toxicity.

GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB. Patients also receive trastuzumab IV over 30-90 minutes weekly for 12 doses and then every 3
weeks for subsequent doses. Treatment repeats every 3 weeks for 1 year in the absence of disease
progression or unacceptable toxicity.

Arm description:

Active comparatorArm type
CyclophosphamideInvestigational medicinal product name

Investigational medicinal product code
Other name

Powder for solution for injectionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IIA: Patients receive docetaxel and cyclophosphamide as in Group IA.
GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB.

DocetaxelInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate and solvent for solution for infusionPharmaceutical forms
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Routes of administration Intravenous use
Dosage and administration details:
GROUP IIA: Patients receive docetaxel and cyclophosphamide as in Group IA.
GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB.

DoxorubicinInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate and solvent for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB.

Doxorubicin HydrochlorideInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB.

PaclitaxelInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB.

TrastuzumabInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
GROUP IIA: Patients receive docetaxel and cyclophosphamide as in Group IA. Patients also receive
trastuzumab IV over 30-90 minutes on day 1. Courses repeat every 3 weeks for 1 year in the absence of
disease progression or unacceptable toxicity.
GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB. Patients also receive trastuzumab IV over 30-90 minutes weekly for 12 doses and then every 3
weeks for subsequent doses. Treatment repeats every 3 weeks for 1 year in the absence of disease
progression or unacceptable toxicity.

Number of subjects in period
1[1]

Arm II
(Chemotherapy,
Trastuzamab)

Arm I
(Chemotherapy)

Started 1630 1640
15981602Completed

Not completed 4228
No follow up 26 37

No Clinical follow up 1 4
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Not at risk of recurrence 1 1

Notes:
[1] - The number of subjects reported to be in the baseline period are not the same as the worldwide
number enrolled in the trial. It is expected that these numbers will be the same.
Justification: This trial was sponsored by Cancer Trials Ireland in Europe however was led and sponsored
by NCI in the US. Due to differences in the reporting of specific data fields in the US and EU, certain
data is not available.
We are therefore uploading and posting a summary attachment (download from ClinicalTrials.gov).
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Baseline characteristics
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End points

End points reporting groups
Reporting group title Arm I (Chemotherapy)

GROUP IA: Patients receive docetaxel IV over 60 minutes and cyclophosphamide IV over 30 minutes on
day 1. Treatment repeats every 3 weeks for 6 cycles in the absence of disease progression or
unacceptable toxicity.

GROUP IB: Patients receive doxorubicin hydrochloride IV over 15 minutes and cyclophosphamide IV over
30 minutes on day 1. Treatment repeats every 2 or 3 weeks for 4 cycles in the absence of disease
progression or unacceptable toxicity. Beginning 2-3 weeks after last dose of doxorubicin hydrochloride
and cyclophosphamide, patients also receive paclitaxel IV over 60 minutes once weekly for 12 doses in
the absence of disease progression or unacceptable toxicity.

Reporting group description:

Reporting group title Arm II (Chemotherapy, Trastuzamab)

GROUP IIA: Patients receive docetaxel and cyclophosphamide as in Group IA. Patients also receive
trastuzumab IV over 30-90 minutes on day 1. Courses repeat every 3 weeks for 1 year in the absence of
disease progression or unacceptable toxicity.

GROUP IIB: Patients receive doxorubicin hydrochloride, cyclophosphamide, and paclitaxel as in Group
IB. Patients also receive trastuzumab IV over 30-90 minutes weekly for 12 doses and then every 3
weeks for subsequent doses. Treatment repeats every 3 weeks for 1 year in the absence of disease
progression or unacceptable toxicity.

Reporting group description:

Primary: Percentage of Patients Alive and Free from Invasive Disease (IDFS)
End point title Percentage of Patients Alive and Free from Invasive Disease

(IDFS)

Please refer to the summary attachment (download from ClinicalTrials.gov) for the reported results for
all end points.

End point description:

PrimaryEnd point type

5 years
End point timeframe:

Statistical analyses
No statistical analyses for this end point
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Adverse events

Adverse events information[1]

Day 1 of first dose through 30 days after Day 1 of last dose.
Timeframe for reporting adverse events:

Adverse event reporting additional description:
B-47 used standard AE reporting based on the descriptions and grading scales found in the revised NCI
Common Terminology Criteria for Adverse Events (CTCAE) version 4.0.
Please refer to the attached summary report (download from ClinicalTrials.gov) for all reported adverse
events.
Assessment type

4Dictionary version
Dictionary name CTCAE

Dictionary used

Notes:
[1] - There are no non-serious adverse events recorded for these results. It is expected that there will
be at least one non-serious adverse event reported.
Justification: This trial was sponsored by Cancer Trials Ireland in Europe however was led and sponsored
by NCI in the US. Due to differences in the reporting of specific data fields in the US and EU, certain
details required for validation of trial results in EudraCT are not available to us.
We are therefore uploading and posting a summary attachment (download from ClinicalTrials.gov) which
contains details of adverse events reported for this trial.
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More information

Substantial protocol amendments (globally)

Were there any global substantial amendments to the protocol?  Yes

Date Amendment

13 December 2011 Protocol Amendment 1_15 September 2011

This version of the protocol was the first version approved in Ireland.

20 January 2012 Protocol Amendment 2_13 December 2011
Updates included:
- Administrative changes
- Update to Tests, exams, and other requirements during therapy and through
Year 1.
- Update to AE Reporting Requirements.
- Update to TRASTUZUMAB information
- Update to NSABP B-47 sample consent form.

14 February 2013 Protocol Amendment 4_2 April 2013
Updates included:
- Administrative changes.
- Update to Section on Drug Administration.
- Update to Study Entry and Withdrawal Procedure. All site staff (NSABP and CTSU
sites) will use OPEN to enrol patients.

14 February 2013 Protocol Amendment 3_02 April 2013
Updates include:
- Administrative changes
- Update to requirements for entry, treatment and follow up.
- Update regarding baseline specimen collection.
- Update to treatment regimen, If paclitaxel is held, trastuzumab should be
continued.
- Update to Trastuzumab ordering procedure for U.S and non-U.S sites.
- Update to AE Reporting procedure if internet connectivity is disrupted.

17 October 2014 Protocol Amendment 5_16 April 2014
Updates included:
- Administrative changes
- Update to patient enrolment section of the protocol for instructions on using the
Oncology Patient Enrolment Network (OPEN)
- Update to Cancer Trials Support Unit (CTSU) Information Resources.
- Update to  process of submission for completed CRFs (with the exception of
patient enrolment forms), clinical reports, and other documents
- Update to AE reporting process
- Update to Sample Consent Form

02 July 2015 Protocol Amendment 6_28 November 2014
Updates included:
- Administrative changes
- Update to contraception requirements for women of reproductive potential
randomized to Arm 2.
- Update to reporting via CTEP-AERS of pregnancy, fetal death, or death neonatal.
- Update to Treatment Consent Form.

20 July 2016 Protocol Amendment 7_26 May 2016
Updates included:
- Administrative changes
- Update to CAEPR Version 2
- Addition of test for AMH levels.
- Update to statistical considerations for B-47 Menstrual History study .
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23 April 2018 Protocol Amendment 8_8 Feb 2018 - included non-substantial updates.

Notes:

Were there any global interruptions to the trial?  No

Interruptions (globally)

Limitations and caveats

None reported
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