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Amifostine (WR-2721, YM-08310, chemical name: S-2-(3-aminopropylamino)-
ethylphosphorothioic acid) is an inorganic thiophosphate functioning as cytoprotector of 
normal tissues against ionizing radiation and chemotherapeutic agents. This drug was  used 
initially for radiation protection as military purpose. Nowadays, this agent has been approved 
by US Food and Drug Administration (FDA) and European Medicines Agency (EMEA) as 
routine use during  platinum chemotherapy and during radiotherapy for head and neck cancer. 
The main feature of this agent is to protect normal tissue from radiotherapy and/or 
chemotherapy by the mechanism of “selective cytoprotection”. This protection of normal 
tissues is generally associated with a preservation of cytotoxic effect of tumor by either 
radiotherapy or chemotherapy and hence is likely to increase therapeutic index. In other words 
if this selective cytoprotection is definitely proved, we could use this agent confidently to give 
more toxic therapy with expected lower toxicity and so the possibility of cure for cancer could 
be increased.  
 
In the past three decades, numerous clinical studies have investigated the effect of cyto-
protection with Amifostine. Evidence for normal tissue protection or reduction of acute 
toxicity from radio/chemotherapy is relatively clear; however, the issue of tumor protection 
has been continuously discussed1,2. With the available evidence, there are several  difficulties 
to resolve this concern. Firstly, most of the published studies planed to detect only difference 
in acute toxicity, had small sample size and so not enough statistical power to answer this 
question. Secondly, most of the trials report short term outcome for cancer treatment (median 
follow up 1-2 year) and therefore further follow up is needed to answer this question.  
 
 
This project will be focused on effect of Amifostine administered within the course of 
radiotherapy. The best way to overcome these difficulties and to get the final answer is to 
perform meta-analysis on survival outcome from individual patient data3. This will be more 
useful than literature based meta-analysis in this particular case because of the superiority of 
the reliable longer follow up data. It will be also possible to study the effect of Amifostine in 
different type of cancer.  
 
Therefore, the meta-analysis will be based on individual patient data3 and will used 
methodology similar to that used in the MACH-NC study4, the Breast Cancer Overview5, the 
Prophylactic Cranial Irradiation Overview6, and the Non Small Cell Lung Cancer Overview7. 
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A similar collaborative group comprising those involved in trials included in the project will 
be established and the meta-analysis will be conducted and reported on its behalf. 
 
Both published and unpublished studies will be included in the meta-analysis since there is 
evidence that both investigators and journal editors are more likely to publish trials with 
positive results8. Basic survival and prognostic information will be collected for all patients 
randomized in each study because this allows a more reliable and flexible approach, a more 
sensitive analysis and avoids the potential bias of post-randomization exclusion3,9. Updated 
follow-up information will be sought which will enable us to report on long-term survival.  
 
In summary, the constitution of this unique database aims to answer the most important 
clinical issue for Amifostine, i.e. the controversial question of tumor protection effect. It 
should provide a reliable contribution to this issue, ultimately useful for clinical practice.  
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�
$VVHVVPHQW� RI� WKH� UROH� RI� DPLIRVWLQH�ZLWK� UDGLRWKHUDS\� LQ� WKH� WUHDWPHQW� RI� FDQFHU� E\�
VWXG\LQJ�WKH�IROORZLQJ�FRPSDULVRQ�����
� � Radiotherapy  � Ò�� Ô�
  Radiotherapy + Amifostine  

 

Or 

 

� � Radiotherapy Chemotherapy  � Ò�� Ô�
  Radiotherapy Chemotherapy + Amifostine �
�
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7ULDOV�PXVW�
R Include patients with one of the following cancer : Lung Cancer, Head and Neck 

Cancer or Pelvic Carcinoma.��

R Include patients with non metastatic disease and no previous treatment for the current 

cancer 

R Be randomized in a way which precludes prior knowledge of treatment assignment. 

R Have started accrual in 1990 or after. 

R Have completed accrual before June 2002. 

R Compare between radiotherapy with Amifostine and radiotherapy without Amifostine 

or between radiotherapy plus chemotherapy with Amifostine and radiotherapy plus 

chemotherapy without Amifostine 

R Administer Amifostine during only the course of radiotherapy or during the course of 

concurrent chemoradiotherapy 

R Use radiotherapy with curative intent 
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Data from all published and unpublished randomized trials making the above comparisons in 
cancer patients will be sought using electronic database searching for the period 1966-2003 
(Medline, Embase, Cancerlit, CINAHL, ACP Journal Club, Cocharne DSR, DARE, CCT 
meta-register, HealthSTAR/Ovid HealthSTAR), hand searching (review articles, meeting 
proceedings of ASCO, ASTRO, ECCO, ESTRO, ECCO, ESMO from 1994-2003) and by 
contacting experts in the field.  
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The search strategy used was  
1.for MEDLINE/ EMBASE/HealthSTAR/ CINAHL/ Cancerlit :  
 (EXP "Amifostine" OR " Ethyol”.mp OR  “WR-2721”.mp OR “YM-08310”.mp OR “S-2-(3-
aminopropylamino)-ethylphosphorothioic acid 2)”.tw) AND (Cochrane Maximally Sensitive 
Search Strategy for Randomized Controlled Trial)  
2.for ACP Journal Club, Cochrane DSR, DARE, CCT 
(EXP "Amifostine" OR " Ethyol”.mp OR  “WR-2721”.mp OR “YM-08310”.mp OR “S-2-(3-
aminopropylamino)-ethylphosphorothioic acid 2)”.tw) 
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$SSHQGL[� $ describes the trials comparing radiotherapy (+ chemotherapy) + Amifostine 
versus radiotherapy (+ chemotherapy) alone which accrued during the period 1995-2002 and 
are potentially eligible for the meta-analysis. Twenty-two trials including 2 341 patients were 
identified. Two categories of trials have been identified: 1) trials in which only radiotherapy is 
the treatment ; 2) trials in which chemo + radiotherapy is the treatment. 
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The main endpoint will be RYHUDOO� VXUYLYDO, because of expected availability of data, its 
importance and because of the reliability of the measurement.  
Secondary endpoints as failure-free survival will be also considered as well as the type of first 
recurrence by type of cancer.  
�
����352*1267,&�)$&7256�
The prognostic factors (groups) that will be considered are : 
 

o Age (50 or less, 51-60, 61+). 
o Sex (male, female). 
o Site (lung, head and neck, pelvis)  
o Histology (squamous cell, adenocarcinoma, other)  
o Stage (Early, I or II versus late, III, IV) 

�



�

 

5

�
�
���'$7$�&2//(&7,21�$1'�48$/,7<�&21752/�
 

 
For each eligible trial, the main investigator will be asked to provide the following basic data 
for survival and prognostic factors for DOO�randomized patients.  
  
o Date of birth or age. 
o Sex. 
o Site. 
o Histology. 
o Stage. 
o Allocated treatment. 
o Date of randomization. 
o Date of last follow-up. 
o Survival status. 
o Date and type (loco-regional or distant) of first failure.  
o Whether excluded from trial analysis. 
o Reason for exclusion (if applicable). 
o Whether received at least one dose of amifostine.  
 
$SSHQGL[�% gives the suggested format and coding to send the data to the Secretariat. All 
data will be checked for internal consistency and consistency with trial protocol and published 
report. Range checks will be performed and extreme values will be checked with the trialists. 
Each trial will be analyzed individually, and the resulting survival analyses and trial data will 
be sent to the trialists for verification. 
�
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The aim of the analysis is to obtain and analyse data from all randomized patients included in 
all of the relevant randomized trials. 
 
With more than 2 000 patients it would be possible to detect, with a power of 80% (two-sided 
test), an absolute reduction in survival from 50 % to 44 % at 2-years. Therefore, the study will 
have enough power to exclude clinically important difference. 
 
The principal analysis will be performed on the endpoint of overall survival. Additional 
analyses will be performed on the endpoints of failure-free survival. 
 
The analysis will be performed on an LQWHQWLRQ�WR�WUHDW basis, that is, patients will be 
analysed according to the treatment allocated, irrespective of whether they received that 
treatment. The stratified (by trial) logrank test will be used. The hazard ratio for individual 
trials and for overall comparison will be computed using fixed effect model. The hazard ratio 
will be reported with their 95% confidence interval.  
 
Results will also be presented as absolute differences at relevant time points calculated from 
the hazard ratio and baseline event rate for patients not allocated amifostine9; proportional 
hazards are assumed. χ2 heterogeneity tests7 will be used to test for gross statistical 
heterogeneity. Survival curves will be presented as simple (non-stratified) Kaplan-Meier 
curves. All p-values will be two-sided. 
 
Several comparisons of the results of amifostine in JURXSV�RI�WULDOV classified according to the 
type of cancer are planned as exploratory analyses :  

- Head and neck cancer versus Lung cancer versus cancer in the pelvic area. 
- Intravenous infusion of Amifostine versus subcutaneous injection of Amifostine 
- Effect of Amifostine in radiotherapy alone versus effect in chemo-radiotherapy 

For these analyses a hazard ratio will be calculated for each trial and a pooled hazard ratio 
calculated for each treatment category. A test for interaction will be used to investigate if there 
are any substantial differences in the effect of treatment between these treatment categories.   
 
To study the interaction between treatment effect and FRYDULDWHV, e.g. sex, analyses stratified 
by trial will be performed for each value of this covariate. The results will be then combined 
to give overall hazard ratios for male and female and compared by a test for heterogeneity. 
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Given the large number of trial characteristics, there may be interactions between them that 
could potentially confound these analyses. If we encounter substantial heterogeneity within 
main meta-analysis we will further explore the potential influence of these factors using multi-
level modelling techniques. Hazard ratios for overall survival will also be calculated 
excluding any trials that are clear outliers as sensitivity analyses. 
 
Before analyzing the data, the analysis plan will be finalized following discussion between the 
members of the secretariat and of the steering committee.  
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In order to complete the meta-analysis successfully, three groups with specific functions have 
been created : 1) the Secretariat 2) the Steering Committee 3) the Meta-analysis of Amifostine 
in RadioTherapy (MAART) Trialists’ Collaborative Group. 
 
The Secretariat is in charge of the coordination of the meta-analysis. It is responsible for 
completing the trial register and for inviting investigators to provide data available on 
patients. The Secretariat is also in charge of checking, processing and analyzing the data. 
Finally, the Secretariat is responsible for preparing reports, publications and works in very 
close collaboration with the Steering Committee.  
 
The Steering Committee will include international experts in the field of oncology, and 
radiotherapy, and experts in meta-analysis. The list of its members is given on the following 
page. The Steering Committee will support the Secretariat with medical and methodological 
expertise, help determine trials relevant to the overview, and promote contact between 
investigators and all the collaborators. 
 
The MAART Trialists’ Collaborative Group will include the investigators responsible for 
trials included in the meta-analysis. The members of the Secretariat and the Steering 
Committee will also be included in this group. It will be responsible for providing the 
Secretariat with data on patients and for discussing the reports prepared by the Steering 
Committee and the Secretariat.  
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The Secretariat, located in the Biostatistics Department at Institut Gustave Roussy, will be 
responsible for liaising with trialists. The main database will be run by the Secretariat. All 
data, updating and correction should be sent there. All supplied data will remain confidential 
and used exclusively for the meta-analysis. At the request of MedImmune which supported 
the project by an unrestricted grant, the database may be sent to an independent expert for the 
purpose of checking the analysis. This expert will destroye the database after his work. A 
meeting of all group members will be organized by the Secretariat to discuss the preliminary 
results. 
 
7LPHWDEOH�
�

• June 2004: Invitation of the investigators to collaborate 
• July 2004-March 2005: data collection and checking 
• April 2005: preliminary analysis and trialists meeting 
• October 2005: presentation of preliminary results at the ESTRO meeting 
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Any publication arising from this project will be made in the name of the MAART Group and 
include a list of all collaborators. 
 
$FNQRZOHGJPHQW�
 
The project is supported by an unrestricted grant for MedImmune Oncology. Funding sources 
will not have any role in the data collection, analysis, interpretation or writing of the report. 
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$SSHQGL[�$�� Description of the trials comparing radiotherapy (+ chemotherapy) + Amifostine versus radiotherapy 
(+chemotherapy) alone 
 
See abbreviations on page 20 and references on pages 21-26.  
 
TABLE A1: RANDOMIZED TRIALS OF RADIOTHERAPY (+ CHEMOTHERAPY) + AMIFOSTINE VERSUS  RADIOTHERAPY (+ CHEMOTHERAPY) IN NSCLC 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
______________________________________________________________________________________________________________________ 
Lungµ 146 1997-99 RT: 55-60 Gy, 2 Gy/F, 5 F/ week  340 mg/m² iv. 15-30 mins # 1, Antonadou  
     before RT (Sem Rad Onc 2002) 
      (IJROBP 2001) 
 
NSCLC 73 1997-99 RT: 55-60 Gy, 2 Gy/F, 5F/ week 300 mg/m² iv. over 10 mins # 2, Antonadou 
   CT concurrently:  15 mins before RT (IJROBP 2003) 
   P 60 mg/m² weekly RU  (ASCO 2000) 
   Cb AUC 2 weekly  
 
Lung% 45 1998-99 RT:55-60 Gy to the primary site 340 mg/m² daily iv. over 10 mins # 3, Antonadou 
   CT induction:   15-30 mins before RT (Sem Rad Onc 2002) 
   3-4 cycles of platinum based CT  
 
Lung* 60 1997-99 RT: 64 Gy for NSCLC 500 mg VF # 4, Koukourakis 
   RT: 50-60 Gy for SCLC 20 mins before each RT (JCO 2000) 
      (ECCO 1999) 
__________________________________________________________________________________________________________________________________________ 
µ 23 patients with SCLC, % 19 patients with SCLC, * NSCLC, 36 patients, SCLC, 20 patients, thymona, 3 patients, neuroendocrine mediatinal tumor, one 
patient. Trial stratified by site (lung, head and neck, pelvis) with 140 patients overall.
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TABLE A1 (followed) 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
_________________________________________________________________________________________________________________________ 
 
NSCLC 62 1998-2001 RT: 69.6 Gy/ 6 weeks, 1.2 Gy/F, 2 F/d 500 mg iv twice weekly # 5, Komaki  
   CT concurrently: E oral, 50 mg bid  before chemo-RT (ASCO 2004) 
   30 mins before each RT day 1-10, d29  (Sem Rad Onc 2002) 
   C 50 mg/m² iv d1,8,29,36  (ASTRO 2002, 2001) 
      (ASCO 2001) 
 
NSCLC 60 1997-2000 RT: 60-66 Gy, 2 Gy/F, 5 F/ week During induction CT, # 6, Leong 
   CT induction:   740 mg/m² iv day1, 22 (JCO 2003) 
   P 175 mg/m² d1,22 over15 min, 30 mins before CT (ASCO 2001) 
   Cb AUC 6 d1,22 During concurrent CT-RT 
   CT concurrently:  740 mg/m² iv over 15 min 
   P 60 mg/m² d43,50,57,64,71,78 d43,50,57,64,71,78  
     30mins before CT 
 
NSCLC 243 1998-2002 RT: 69.6 Gy, 1.2 Gy/F, 2 F/ day 500 mg iv over 5 mins x 4/ week # 7, Movsas(RTOG 98-01) 
   CT Induction:   during course of RT Werner-Wasik 
   P 225 mg/m²/3hr iv d1,22  (ASTRO 2003) 
   Cb AUC 7.5 d1, 22  (ASCO 2003) 
   CT concurrently:  (Sem Rad Onc 2002) 
   P 50 mg/m² d43,50,57,64,71,78 
   Cb AUC 2 d43,50,57,64,71,78     
__________________________________________________________________________________________________________________________ 
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TABLE A1 (followed) 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
_________________________________________________________________________________________________________________________ 
NSCLC    123 1998-2002 RT: 64.8 Gy/ 36 F/ 7.5 week 500 mg iv weekly 15-30 mins # 8, Senzer                       
   CT concurrently: before CT  (Sem Onc 2002) 
   P 50 mg/m² and Cb AUC 2 weekly x 7 200 mg iv daily 15-30 mins       
   CT adjuvant:  before RT 
   G 1000 mg/m² d1,8,15 every 28 days Initially over 10 mins then bolus 
   C 80 mg/m² d8 
________________________________________________________________________________________________________________________ 
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TABLE A2: RANDOMIZED TRIALS OF RADIOTHERAPY (+ CHEMOTHERAPY) + AMIFOSTINE VERSUS  RADIOTHERAPY (+ CHEMOTHERAPY) IN HNSCC 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
________________________________________________________________________________________________________________________ 
 
HNSCC 315 1995-97 RT: definitive 66-70 Gy 200 mg/m² iv. over 3 mins # 9, Brizel 
        : postop high risk 60-64 Gy 15-30 mins before each RT (JCO 2000) 
         : postop low risk 50-54 Gy ,  (IJROBP 2000) 
   1.8-2 Gy/ F   (ASCO 1998, 1999) 
      (ASTRO 1998, 1999) 
      (ESTRO 1998) 
      (JCRCO 1998) 
      (ASTRO 1997) 
      Momm 
      (IJROBP 2001) 
 
HNSCC 26 1996-98 RT: 64 Gy / 22-23 days, 2Gy/F, 2 F/d 150 mg/m² iv over 3 mins # 10, Bourhis 
     15-30 mins before each RT (IJROBP 2000) 
      (ASCO 1999) 
 
HNSCC 67 Not available RT: conventional fractionation 200 mg/m² # 11, Veerasarn  
   dose not specified 30 mins before each RT (ECCO 2003) 
 
HNSCC* 40 1997-99 RT: 64-70 Gy   500 mg VF # 4, Koukourakis 
     20 mins before each RT (JCO 2000) 
      (ECCO 1999) 
________________________________________________________________________________________________________________________ 
* Trial stratified by site (lung, head and neck, pelvis) with 140 patients overall.
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TABLE A2: (followed) 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
________________________________________________________________________________________________________________________ 
 
HNSCC 50 1997-98 RT : 60-74 Gy , 2 Gy/ F, 5F/ week 300 mg/m² iv. # 12, Antonadou 

   CT concurrently : Cb 90 mg/m²  30 mins before each RT (IJROBP 2002) 
   once a week    (ASTRO 1998) 

 
HNSCC 28 1995-96 RT: 60 Gy, 2 Gy/ F, 5 F / week  500 mg iv. immediately # 13, Buntzel 
   CT concurrently: before carboplatin only (Sem Rad Onc 2002) 
   Cb 70 mg/m² d1-5, 29-34 not given during RT alone (Cancer Invest 2001) 
      (ECCO 1999) 
      (Annal Oncol 1998) 
      (ASCO 1997, 1998) 
      (ORLN 1997)  
      (abst.ORLN 1997) 
      (Supportive care 
      in cancer 1998) 
      (abst.JCRCO 1998) 
      (abst. Annal Hem 1998) 
      (abst. Supportive Care 
      Cancer 1997)  
      (ESMO 1996)  
________________________________________________________________________________________________________________________ 
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TABLE A2: (followed) 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
________________________________________________________________________________________________________________________ 
 
HNSCC 137 Not available RT: 60-70 Gy, 2 G/F 300 mg/m² iv d1-5, 21-25 # 14, Buntzel  
   CT concurrently: over 3 mins before CT (ASTRO 2001) 
   Cb 70 mg/m² d1-5, 21-25 60 mins before RT 60  
     Day of RT alone: 200 mg/m² iv  
     Over 3 mins, 30 mins before RT  
 
HNSCC 56 1996-99 RT: 60 Gy (R0), 70 Gy (R1/2) 250 mg iv daily before each RT # 15, Vacha 
   CT concurrently:   (Strahlen Onk 2003) 
   Cb 70 mg/m² d1-5   (Strahlen Onk 1999) 
   week 1 and 5   (ESTRO 1998) 
      Marx (JCRCO 2000) 
 
HNSCC 48 Not available  RT: 72 Gy (46 Gy + Boost) 500 mg VF�  # 16, Braaksma 
 (planned 60)  CT concurrently : 15-30 min before each RT (ESTRO 2002) 
   P 60 mg/m² d1,8,15,22  (ASTRO 2002) 
________________________________________________________________________________________________________________________ 
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TABLE A2: (followed) 
_______________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
________________________________________________________________________________________________________________________ 
 
HNSCC 38 1995-96 RT: 80 Gy, 2Gy/d week 2-3 200 mg/m² iv over 15 mins # 17, Giglio 
           1.5 Gy/F 2 F/d week 5-6, 8-9 15 mins before CT (ASCO 1997) 
   CT alternating with RT:  100 mg/m² before each RT 
   C 20 mg/m² + Fu 300 mg/m²     
    + FA 20 mg/m² d1-4 
          at week 1-4-7-10 
 
HNSCC 170 19??-2002 RT: 66-72 Gy   250 mg/m² iv 10 min # 18, Patni 
   CT: C 40 mg/m² weekly Before RT 4 days/ week (ASCO 2004) 
______________________________________________________________________________________________________________________________________________ 
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TABLE A3: RANDOMIZED TRIALS OF RADIOTHERAPY (+ CHEMOTHERAPY) + AMIFOSTINE VERSUS  RADIOTHERAPY (+ CHEMOTHERAPY) IN PEVIS CANCER  
____________________________________________________________________________________________________________________________________________ 
Sites Number Inclusion Treatment description Amifostine  Reference 
  of patients period      
 randomized     
________________________________________________________________________________________________________________________ 
 
Pelvis 207 1999-2000 RT: definitive 65-70 Gy 340 mg/m² iv. over 3-5 mins # 19, Athanassiou 
        : postop 50 Gy 15-30 mins before RT (IJROBP 2003) 
   1.8-2 Gy/ F, 5 F / week   (ECCO 2001) 
 
Pelvis* 40 1997-99 RT: 50 Gy + brachytherapy 500 mg VF # 4, Koukourakis 
     20 mins before each RT (JCO 2000) 
      (ECCO 1999) 
 
Pelvis 47 2000-01 RT: 50 Gy, midline 500 mg daily iv over 6 mins # 20, Kouvaris 
   2 Gy/F, 5 F / week  15-30 mins before RT (Strahlen Onk 2003) 
 
Colorectal  124 Not available RT: 50-60 Gy, 2Gy/F, 5 F/ week 300 mg/m² iv daily # 21, Antonadou  
   CT concurrently: Fu based once weekly   (ECCO 2003) 
   or during the first and the last week of RT  (ASCO 2003) 
 
Cervix Uteri 20 Not available RT: external beam RT and intracavitary RT  825 mg/m² 15 min # 22, Gallardo 
   CT: C 20 mg/m² for 5 days in 2 before CT (Int J Gyn Cancer 1999) 
   cycles during intracavitary RT 
   C 100 mg/m² x 2 cycles during 
   external beam RT 
________________________________________________________________________________________________________________________ 
* Trial stratified by site (lung, head and neck, pelvis) with 140 patients overall.  
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$EEUHYLDWLRQV�
 
CT = Chemotherapy,  
d = day,  
F = Fraction,  
RT = Radiotherapy.  
 
HNSCC= Head and neck squamous cell carcinoma,  
NSCLC = Non-small cell lung cancer,  
SCLC = Small Cell Lung Cancer,  
sc = subcutaneous. 
 
C = cisplatin,  
Cb = carboplatin,  
E = Etoposide (VP-16),  
FA= Folinic Acid,  
Fu = 5-FU,  
G = Gemcitabine,  
P = Paclitaxel. 
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The preferred format for the information is described on the following pages. However, if a 
different format is more convenient for you, this should cause no great difficulty as long as it 
is fully specified. 
 
 
:$<6�2)�6(1',1*�7+(�'$7$ 
 
EITHER: 1. As long as it will not cause delay, WKH� HDVLHVW�ZD\� IRU�XV� WR� UHFHLYH� WKH�

GDWD�LV�E\�H�PDLO1. We should be able to read any standard floppy disk2 or 
compact disk if you let us know its specification. Please accompany any 
disk with a printout of its contents. 

 
OR:  2. Send a lineprinter listing from your computer, (preferably with blank lines 

between each line of data to help us avoid punching errors), giving as much 
as possible of the information requested on the form. 

 
OR:  3. If you would prefer to enter the individual patient data onto forms, please 

contact the secretariat (tel: 33 1 42 11 45 65 ; fax: 33 1 42 11 52 58). 
 
 
It is important when trying to achieve a synthesis of the results of many different trials to 
include DOO�SDWLHQWV ever UDQGRPL]HG, whether eligible or not, whether or not they received 
their allocated treatment, whether properly followed up or not. Please try to get as near as 
possible to that ideal (or, at least please indicate where post randomization exclusions or 
losses have occurred), as long as to do so will not delay you sending us data. If it will cause a 
delay, then send us what you can now, and send the extra information later. 
 
3OHDVH�� ILOO� RXW� DQG�PDLO� �RU� ID[�� WKH�HQFORVHG� IRUP�WR� WKH� VHFUHWDULDW� WR� IDFLOLWDWH�GDWD�
SURFHVVLQJ��
 
------------------ 
 
1 Our e-mail address is :   jppignon@igr.fr. If sending data via email, please encrypt the 
data and let us know how it has been encrypted in a separate email. 
 
 
2 The preferred specification would be PC compatible, 3.5" disk, ASCII Format. Data can be in other 
format (Excel, Dbase, SAS  etc.), but please indicate which format has been used.   
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Meta-Analysis of Amifostine in Cancer 

6XJJHVWHG�FRGLQJ�DQG�IRUPDW�IRU�VHQGLQJ�GDWD�E\�QHWZRUN�PDLO�RU IORSS\�GLVN 

Column Variable     Format/Coding 

2-11  Patient identifier    10 characters 

13-20  Date of birth     dd/mm/yyyy, 99999999=Unknown 

  or age      6 blanks (columns 13-18), 2 digits (columns 19-20), 99=Unknown 

22  Sex      1=Male, 2=Female, 9=Unknown 

 
24-25 Site of primary tumor                1 = Lung cancer, 2 = Mediastinal tumor (e.g. Thymoma),  
                  3 = Head and neck cancer, 4 = Rectal cancer, 5 = Colon cancer 

6 = Bladder cancer, 7 = Endometrial cancer, 
8 = Uterine cervix cancer, 9 = Prostate cancer,  
10 = Other pelvic tumor  
 

27  Histology     1= Squamous cell carcinoma, 2=Adenocarcinoma, 3= Small cell lung cancer  
4 = Transitional cell carcinoma (bladder cancer), 5= Sarcoma 

        6 = Other histology 

29  Tumor stage     1 = Early stage (I, II), 2 = Late stage (III,IV) 

31  Treatment allocated    1=No Amifostine, 2=Amifostine 

33-40  Date of randomization   dd/mm/yyyy, 99999999=Unknown 

42-49  Date of last follow-up or death  dd/mm/yyyy, 99999999=Unknown 

51  Survival status     0=Alive, 1=Dead 
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�
Suggested coding for sending data (followed)      0HWD�$QDO\VLV�RI�$PLIRVWLQH�LQ�&DQFHU�
Column Variable     Format/Coding 
 

53  Failure      0=No, 1=Yes 

55-62  Date of first failure    dd/mm/yyyy, 99999999=Unknown 

64  Type of failure     Loco-regional =1, Distant = 2, 9=Unknown 

66  Excluded from your analysis   0=No, 1=Yes 

68-79  Reasons for exclusion    12 characters 

81  Received at least one dose of amifostine 0=No, 1=Yes 

 
�



 
 
 
 
 
 0HWD�DQDO\VLV�RI�$PLIRVWLQH�LQ�5DGLRWKHUDS\ 

 

29

�
Name of contact clinician :..................................................................  Name of trial :......................................................................................  

Date trial opened for patient entry :........................................ (dd/mm/yy) Date trial closed to patient entry...............................................................  

Please list the treatments used in each arm of the trial : 

 $UP��.............................................................................................. $UP��.......................................................................................................  

 $UP��.............................................................................................. $UP��............................................................................................  

I am able to use suggested coding :                  Yes       /        No   
 
Please indicate : 
. The TNM or staging classification used :  

..........................................................................................................................................................................................................................  

..........................................................................................................................................................................................................................  

. The Performance status coding used : WHO  ECOG  Karnofsky  Other  

 If other, specify : ..................................................................................................................................................................................  
 
*XDUDQWHH�RI�&RQILGHQWLDOLW\�RI�,QGLYLGXDO�7ULDO�5HVXOWV�
 Any data supplied will remain the property of the trialist(s) who supplied it.  
 This data will remain confidential and will not be used, circulated or distributed in any way that allows access to individual trial data. 
 
 I wish my data to remain confidential  :  Yes        / No  
 
 I enclose a copy of the trial protocol :  Yes       / No   Signature ..............................................................................................  
 

 
Any data supplied will remain the property of the trialist(s) who supplied it,These data will remain confidential and will not be used, circulated or distributed in any way that allows access to individual patient data 

3OHDVH�UHWXUQ�WR�-HDQ�3LHUUH�3LJQRQ�±�,QVWLWXW�*XVWDYH�5RXVV\�
����UXH�&DPLOOH�'HVPRXOLQV�±�������9LOOHMXLI�FHGH[�)UDQFH�

��)D[������������������±�H�PDLO���MSSLJQRQ#LJU�IU�
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Villejuif, June 28, 2004 

 
Dear Colleague, 
 
The purpose of this letter is to solicit your help and collaboration in the meta-analysis of 
amifostine in radiotherapy (MAART).  
 
We have identified 22 randomized trials (around 2 000 patients) comparing Amifostine + 
radiotherapy to radiotherapy or Amifostine + chemo-radiotherapy to chemo-radiotherapy. The 
main objective is to study the impact of Amifostine on overall survival. We will also assess 
the impact of Amifostine separately on failure-free survival. Finally we will be able to study if 
some patients benefit more than other from the use of Amifostine. 
 
You will notice that your trial(s) is (are) appropriate for the meta-analysis, and we would like 
very much to include it, should you have no objections. 
 
The enclosed protocol gives further details on the background to the meta-analysis and 
details on the methodology that will be used to combine the results of all relevant randomized 
trials. The information to be collected for all randomized patients concerns age, sex, tumor 
site, histology, stage, treatment allocated, date of randomization, date of last follow-up, 
survival status, dates and type of first failure and whether to receive at least one dose of 
Amifostine. This information is also necessary for randomized patients excluded from your 
analysis. We would additionally like to know, if possible, the reason for exclusion. 
 
We would be very grateful if you could complete and return the enclosed form giving details 
of whether you are willing to participate in this project and what data you would be able and 
willing to contribute. If you prefer that we contact a statistician or data center for further 
information we would appreciate if you could let us know whom we should get in touch with. 
We would very much appreciate receiving a copy of your protocol. 
 
We do realize that each trial represents a great deal of hard work on the part of the 
investigators. Any data supplied will remain confidential and be used only for the purpose of 
the meta-analysis. Any publication arising from this project will be submitted in the name of 
DOO collaborators, and will in no way detract from publications of individual trials. We plan to 
present the results of the meta-analysis at an international meeting of collaborators to be held 
in 2005.  

 
 

 
…/… 
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 5HJLVWUDWLRQ�IRUP�

 

� �
 
Trial / Protocol number__________________________________________________________  
 
Trial Publication _______________________________________________________________  
 
______________________________________________________________________________________ 
 
Name of Investigator ___________________________________________________________  
 
Address _____________________________________________________________________  
 
____________________________________________________________________________  
 
Telephone _____________________________ Fax __________________________________  
 
Email _______________________________________________________________________  
 
Are you willing to take part in the Meta-analysis?    yes  no 
 
Are the details of your trial correct?     yes  no 
 
Is the most recent publication cited in the publication list?   yes  no 
 
If no, please give correct details___________________________________________________  
 
____________________________________________________________________________  
 
 
Do you know of any other relevant trials not listed in the protocol?  yes  no 
 
If yes, please provide details _____________________________________________________  
 
____________________________________________________________________________  
 
Is a copy of the trial protocol enclosed?     yes  no 
 
If different from above, please give details of the appropriate contact for the collection of trial 
data 
 
Name _______________________________________________________________________  
 
Address _____________________________________________________________________  
 
____________________________________________________________________________  
 
Telephone _____________________________ Fax __________________________________  
 
Email  
 

 
Any data supplied will remain the property of the trialist(s) who supplied it,  These data will remain confidential and will 
not be used, circulated or distributed in any way that allows access to individual patient data 

�
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Please indicate which of the following survival and prognostic factor 

     

  information you would be able to supply for each patient randomized       

    \HV� QR�     \HV� QR�      
        �7UHDWPHQW�DOORFDWHG�      �6WDJH�710�   

        �'DWH�RI�UDQGRPL]DWLRQ�      �&DXVH�RI�GHDWK�
        �6XUYLYDO�VWDWXV�       �'DWH�RI�ILUVW�IDLOXUH�
        �'DWH�RI�GHDWK�ODVW�IROORZ�XS�     �7\SH�RI�IDLOXUH�
        �3HUIRUPDQFH�VWDWXV�       �:KHWKHU�H[FOXGHG�IURP�RZQ�DQDO\VLV�
        �+LVWRORJ\�       �5HDVRQ�IRU�H[FOXVLRQ�   
       �        �5HFHLYHG�DW�OLVW���F\FOH�RI�DPLIRVWLQH�

 
 

 
 
Did the trial have a target for patient accrual ?  yes   no  Target ___ 
 
Did the trial reach its target accrual ?    yes   no 
 
What method was used to conceal randomization ? 
 
Sealed envelope  Central telephone  Other 
 
What method of randomization was used in this trial ? 
 
Simple   Permuted Blocks  Minimization  Other 
 
What, if any, stratification factors were used ? _________________________________________  
 
What proportions was the trial designed to have in each arm ? (e.g.1:1) ________________________  

 
 
 
 
 
 
 
 

Any data supplied will remain the property of the trialist(s) who supplied it,  These data will remain confidential and will not be used, circulated or  
distributed in any way that allows access to individual patient data 
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