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EU Clinical Trials Register

Clinical trial results:
A Phase III Randomized Trial of Adjuvant Chemotherapy With or Without
Bevacizumab for Patients With Completely Resected Stage IB ( 4 cm) -
IIIA Non- Small Cell Lung Cancer (NSCLC)
Summary

Results information

EudraCT number 2007-003195-19
Trial protocol IE

31 January 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) 06-36

ISRCTN number  -
ClinicalTrials.gov id (NCT number) NCT00324805
WHO universal trial number (UTN)  -

Trial identification

Additional study identifiers

Notes:

Sponsors
Sponsor organisation name Cancer Trials Ireland
Sponsor organisation address 121 St Stephens Green, Dublin, Ireland, D02 H903
Public contact Clinical Project Manager, Cancer Trials Ireland (formally

ICORG) , Cancer Trials Ireland (formally ICORG), 353
16677211, info@cancertrials.ie

Scientific contact Clinical Project Manager, Cancer Trials Ireland (formally
ICORG) , Cancer Trials Ireland (formally ICORG), 353
16677211, 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

Notes:
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Results analysis stage
Analysis stage Final
Date of interim/final analysis 09 April 2016
Is this the analysis of the primary
completion data?

Yes

Primary completion date 20 October 2015
Global end of trial reached? Yes
Global end of trial date 31 January 2025
Was the trial ended prematurely? No
Notes:

General information about the trial
Main objective of the trial:
This randomized phase III trial studies chemotherapy and bevacizumab to see how well they work
compared to chemotherapy alone in treating patients with stage IB, stage II, or stage IIIA non-small cell
lung cancer that was removed by surgery. Drugs used in chemotherapy work in different ways to stop
the growth of tumor cells, either by killing the cells, by stopping them from dividing, or by stopping
them from spreading. Giving more than one drug (combination chemotherapy) may kill more tumor
cells. Monoclonal antibodies, such as bevacizumab, may interfere with the ability of tumor cells to grow
and spread. Bevacizumab also may stop the growth of non-small cell lung cancer by blocking the growth
of new blood vessels necessary for tumor growth.
The primary objective of the trial is to evaluate overall survival with chemotherapy with or without
bevacizumab used in the adjuvant setting in patients with resected stage IB (>= 4 cm) - IIIA non-small
cell lung cancer (NSCLC).

Protection of trial subjects:
This clinical study was conducted in accordance with the EU Directive 2001/20/EC and International
Conference on Harmonization (ICH) Harmonized Tripartite Guidelines for Good Clinical Practice (GCP)
and the appropriate regulatory requirements.
The trial was also conducted in accordance with ethical principles founded in the Declaration of Helsinki.
Background therapy:
N/A

Evidence for comparator:
The primary objective of the study is to compare overall survival with chemotherapy alone (Arm I) to
chemotherapy with bevacizumab (Arm II) in the adjuvant setting in patients with resected stage IB (≥ 4
cm) - IIIA non-small cell lung cancer (NSCLC).
Actual start date of recruitment 19 July 2007
Long term follow-up planned Yes
Long term follow-up rationale Scientific research
Long term follow-up duration 10 Years
Independent data monitoring committee
(IDMC) involvement?

No

Notes:

Population of trial subjects

Subjects enrolled per country
Country: Number of subjects enrolled Ireland
Country: Number of subjects enrolled United States
Country: Number of subjects enrolled Peru
Country: Number of subjects enrolled Canada
Country: Number of subjects enrolled South Africa
Worldwide total number of subjects
EEA total number of subjects

0
0
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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

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

1501 patients were enrolled to this study between  June 1, 2007 and September 20, 2013.
Recruitment details:

Recruitment

Pre-assignment
Screening details:
In order to be eligible for this trial, patients must have undergone complete resection of their non-small
cell lung cancer (NSCLC) [stage IB (≥ 4 cm)] - [IIIA (T2-3N0, T1-3N1, T1-3N2] prior to enrolment 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

Patients receive one of the following. For all, treatment repeats every 21 days for up to 4 courses in the
absence of disease progression or unacceptable toxicity.

REGIMEN 1: Vinorelbine ditartrate 30 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV over 60
minutes on day 1
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

Arm description:

Active comparatorArm type
CisplatinInvestigational medicinal product name

Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 1: Vinorelbine ditartrate 30 mg/m2 intravenously (IV) on days 1 and 8, cisplatin 75 mg/m2 IV
over 60 minutes on day 1
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

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:
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1

Gemcitabine HydrochlorideInvestigational medicinal product name
Investigational medicinal product code
Other name
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Powder for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1.

Pemetrexed DisodiumInvestigational medicinal product name
Investigational medicinal product code
Other name

Solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

VinorelbineInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 1: Vinorelbine ditartrate 30 mg/m2 intravenously (IV) on days 1 and 8, cisplatin 75 mg/m2 IV
over 60 minutes on day 1 .

Arm II (Chemotherapy, Bevacizumab)Arm title

Patients receive chemotherapy as in Arm I. Patients also receive Bevacizumab IV over 30-90 minutes on
day 1. Treatment with bevacizumab repeats every 21 days for up to 1 year.

Arm description:

ExperimentalArm type
BevacizumabInvestigational medicinal product name

Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
Patients receive chemotherapy as in Arm I. Patients also receive bevacizumab IV over 30-90 minutes on
day 1. Treatment with bevacizumab repeats every 21 days for up to 1 year.

CisplatinInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 1: Vinorelbine ditartrate 30 mg/m2 intravenously (IV) on days 1 and 8, cisplatin 75 mg/m2 IV
over 60 minutes on day 1
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

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:
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1
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Gemcitabine HydrochlorideInvestigational medicinal product name
Investigational medicinal product code
Other name

Powder for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1.

Pemetrexed DisodiumInvestigational medicinal product name
Investigational medicinal product code
Other name

Solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

Vinorelbine TartrateInvestigational medicinal product name
Investigational medicinal product code
Other name

Concentrate for solution for infusionPharmaceutical forms
Routes of administration Intravenous use
Dosage and administration details:
Patients receive chemotherapy as in Arm I. Patients also receive bevacizumab IV over 30-90 minutes on
day 1. Treatment with bevacizumab repeats every 21 days for up to 1 year.

Number of subjects in period
1[1]

Arm II
(Chemotherapy,
Bevacizumab)

Arm I
(Chemotherapy)

Started 749 752
269599Completed

Not completed 483150
Adverse Event  - 203

Adverse event, non-fatal 62  -

Death 6 9

Other  - 2

Progression 7 35

Did not start therapy 12 17

Alternative therapy 4 8

Other reasons 7 26

Other (Complicating disease) 1 9

Withdrawal by subject 51 174

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: A total of 1,501 patients were enrolled in this study. Due to differences in the reporting of
specific data fields between the US and EU registries, a countrylevel breakdown of enrolled patients is
not available.

Page 6Clinical trial results 2007-003195-19 version 1 EU-CTR publication date:  of 11



Baseline characteristics

Reporting groups
Reporting group title Arm I (Chemotherapy)

Patients receive one of the following. For all, treatment repeats every 21 days for up to 4 courses in the
absence of disease progression or unacceptable toxicity.

REGIMEN 1: Vinorelbine ditartrate 30 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV over 60
minutes on day 1
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

Reporting group description:

Reporting group title Arm II (Chemotherapy, Bevacizumab)

Patients receive chemotherapy as in Arm I. Patients also receive Bevacizumab IV over 30-90 minutes on
day 1. Treatment with bevacizumab repeats every 21 days for up to 1 year.

Reporting group description:

Arm II
(Chemotherapy,
Bevacizumab)

Arm I
(Chemotherapy)

Reporting group values Total

1501Number of subjects 752749
Age categorical
Units: Subjects

Age continuous
Units: years

arithmetic mean 60.860.7
-± ±standard deviation

Gender categorical
Units: Subjects

Female 374 381 755
Male 375 371 746

Ethnic Origin
Units: Subjects

Hispanic or Latino 19 29 48
Not Hispanic or Latino 680 688 1368
Unknown or Not Reported 50 35 85

Race
Units: Subjects

American Indian or Alaskan Native 1 5 6
Asian 22 16 38
Native Hawaiian or Other Pacific
Islander

3 2 5

Black or African American 74 57 131
White 642 660 1302
More than one race 0 0 0
Unknown or Not Reported 7 12 19
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End points

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

Patients receive one of the following. For all, treatment repeats every 21 days for up to 4 courses in the
absence of disease progression or unacceptable toxicity.

REGIMEN 1: Vinorelbine ditartrate 30 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV over 60
minutes on day 1
REGIMEN 2: Docetaxel 75 mg/m2 IV and cisplastin 75 mg/m2 IV on day 1
REGIMEN 3: Gemcitabine hydrochloride 1200 mg/m2 IV on days 1 and 8, cisplatin 75 mg/m2 IV on day
1
REGIMEN 4 (non-squamous histology only): Pemetrexed disodium 500mg/m2 IV and cisplatin 75
mg/m2 IV on day 1

Reporting group description:

Reporting group title Arm II (Chemotherapy, Bevacizumab)

Patients receive chemotherapy as in Arm I. Patients also receive Bevacizumab IV over 30-90 minutes on
day 1. Treatment with bevacizumab repeats every 21 days for up to 1 year.

Reporting group description:

Primary: Overall Survival
End point title Overall Survival[1]

Please refer to the summary attachment (download of results posted on ClinicalTrials.gov) for all results
related to Primary and Secondary Endpoints.

End point description:

PrimaryEnd point type

From registration to death, up to 10 years
End point timeframe:

Notes:
[1] - No statistical analyses have been specified for this primary end point. It is expected there is at
least one statistical analysis for each primary end point.
Justification: 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 were not available.
Please refer to  summary attachment (download from ClinicalTrials.gov) which contains End Point results
and associated statistical analysis.

End point values
Arm I

(Chemotherapy
)

Arm II
(Chemotherapy
, Bevacizumab)

Reporting groupSubject group type Reporting group

Number of subjects analysed 749 752
Units: Months
number (confidence interval 95%)  ( to ) ( to )

Statistical analyses
No statistical analyses for this end point
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Adverse events

Adverse events information[1]

Assessed every 3 weeks while on treatment and for 30 days after the end of treatment
Timeframe for reporting adverse events:

Adverse event reporting additional description:
One patient who did not start treatment submitted an adverse event report

SystematicAssessment type

4.0Dictionary version
Dictionary name CTCAE

Dictionary used

Frequency threshold for reporting non-serious adverse events: 5 %

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: 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 were not available.
Please refer to  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

20 December 2007 Addendum #4 (Protocol Version dated 26-Jun-2007):
Updates included to changes to patient selection criteria.

Protocol Addendum #1-3 were incorporated to Protocol version 01-Jun-2007 prior
to activation.

27 June 2008 Addendum #5 (Protocol Version date 12-Feb-2008):
Updates included changes to tests required, updated eligibility criteria and
administrative changes

13 August 2009 Addendum #7 (Protocol Version dated 18-Feb-2009)
Updates included scientific and therapeutic changes, updates to eligibility criteria
and administrative changes.

13 August 2009 Addendum #6 (Protocol Version dated 7-Jan-2009)
Updates included scientific and therapeutic changes, updates to eligibility criteria
and administrative changes.

23 September 2010 Addendum #8 (Protocol version dated  10-Jun-2010)
Updates included therapeutic changes, administrative changes, changes to
eligibility criteria.
and
Addendum #9 (Protocol version dated 30-Jul-2010)
Updates included administrative changes, updates to the eligibility criteria, and
changes  bevacizumab adverse reactions.

21 October 2011 Addendum# 10 (Protocol Version dated 26-Aug-2011)
This amendment updated the CTEP CTCAE Version 3.0 to CTCAE version 4.0
conversion.

20 March 2012 Addendum #11 (Protocol Version dated 8-Dec-2011)
Updates included changes made in response to the Action Letter for Bevacuzimab
(rhuMAb VEGF, NSC 704865) issued by the NCI dated 15 Dec 2011.
The risk of ovarian failure was added to the Patient Information Leaflet and
Consent Form. This risk is only applicable to female, premenopausal patients and
does not pose a risk to the majority of patients that will be eligible for this trial.
Accrual of premenopausal women was suspended until approval by Irish Medicines
Board and Central Ethics Committee was in place.

11 October 2012 Addendum #12 (Protocol Version dated29-Jun-2012)
Updates included clarification and emphasis of existing eligibility criteria, new
instruction referring sites to the Bevacuzimab CAEPR for side effects of
Bevacuzimab and additional administrative updates.

05 December 2014 Addendum #13 (Protocol Version dated 18-Jun-2014)
Changes included reformatting of entire protocol including the removal of the
Informed Consent document from the protocol and other administrative changes.
and
Addendum #14 (Protocol Version dated 20-Jun-2014)
Changes included updated CAEPR for Bevacizumab, updates to risks of the study
and other administrative changes.

17 April 2015 Addendum #15 changes (Protocol Version dated 19-Dec-2014)
Updates included the replacement of 'Bevacizumab' with the word 'medications' to
clarify risks are related to all study agents and other administrative changes.
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Notes:

Were there any global interruptions to the trial?  No

Interruptions (globally)

Limitations and caveats

None reported
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