[image: image1.png]


[image: image2.png]



            Centre for Health & Population Research            RRC APPLICATION FORM







    FOR OFFICE USE ONLY

 Research Protocol
   RRC Approval:
 FORMCHECKBOX 
Yes /  FORMCHECKBOX 
No     Date: 14 June 2004
NUMBER:      2004-012


     ERC Approval:
 FORMCHECKBOX 
Yes /  FORMCHECKBOX 
No     Date: 19 July 2004     

     AEEC Approval:
 FORMCHECKBOX 
Yes /  FORMCHECKBOX 
No     Date:      
                                                                                                             
Project Title: 

A randomized controlled trial of the effects of iron supplementation and psychosocial stimulation on the development of iron deficient anemic children

Short protocol title (in 50 characters):  iron supplementation and psychosocial stimulation


Theme: (Check all that apply)
 FORMCHECKBOX 
  Nutrition





 FORMCHECKBOX 
   Environmental Health
 FORMCHECKBOX 
  Emerging and Re-emerging Infectious Diseases

 FORMCHECKBOX 
   Health Services
 FORMCHECKBOX 
  Population Dynamics 




 FORMCHECKBOX 
   Child Health
 FORMCHECKBOX 
  Reproductive Health




 FORMCHECKBOX 
   Clinical Case Management
 FORMCHECKBOX 
  Vaccine evaluation




 FORMCHECKBOX 
   Social and Behavioural Sciences 

 FORMCHECKBOX 
  HIV/AIDS


Key words: _ Iron Deficient Anemic Children, Iron Supplementation, Psychosocial Stimulation, Mental Development


Relevance of the protocol:

This proposal is an extension of a multi-country research program of growing micronutrient biofortified rice run by ADB and IPFRI with the long-term goal of reducing micronutrient deficiencies in Asia. The proposal concerns the first of two linked efficacy trials involving anemic children in Bangladesh.   In this trial, we will examine the effect of giving iron supplementation with or without psychosocial stimulation on the children's iron status and development, and determines if the population studied, benefits from iron supplementation, and for the first time test the effects of combining stimulation and iron on child development. If benefits are proven, the study would have great advocacy value for promoting micronutrient programs for young children, and highlight the importance of an integrated approach. 

In the second trial, we will examine the effect of giving biofortified rice with or without psychosocial stimulation. During the first trial, we will also pilot methods and develop the necessary research capacity for the second trial.

Centre’s priority: 

Children’s nutrition Iron supplementation), health, mental development (psychosocial stimulation)

Programmes

 FORMCHECKBOX 
   Child Health Programme



 FORMCHECKBOX 
   Health and Family Planning Systems Programme
 FORMCHECKBOX 
   Nutrition Programme




 FORMCHECKBOX 
   Population Programme
 FORMCHECKBOX 
   Programme on Infectious Diseases & Vaccine Science
 FORMCHECKBOX 
   Reproductive Health Programme

 FORMCHECKBOX 
   Poverty and Health  Programme


 FORMCHECKBOX 
   HIV/AIDS Programme

Principal Investigator: 
Dr. Jena D. Hamadani
Division: CSD           Phone: 8811751-60 Ext. 2331, 011808650
Address: ICDDR,B, Mahakhali, Dhaka                                                                     Email: <jena@icddrb.org>



Co-Principal Investigator(s):

Internal


Co-Principal Investigator(s):

External: Dr. Syed N. Huda, Institute of Nutrition and Food Sciences, Dhaka University (Male), 

Prof. Sally M. Grantham-McGregor, Centre for International Child Health, Institute of Child Health, University College London (Female),  Dr. John Beard, Pennsylvania State University (Male),
(Please provide full official address and Gender)


Co-Investigator(s): 

Internal: Dr. Fahmida Tofail


Co-Investigator(s): 

External: 
Prof. Andrew Tomkins Centre for International Child Health, Institute of Child Health, University College London (Male)
(Please provide full official address and Gender)


Student Investigator/Intern:

External

(Please provide full address of educational institution and Gender)


Student Investigator/Intern:

Internal (Centre’s staff)


Collaborating Institute(s):

Please provide full address 
Pennsylvania State University, Centre for International Child Health, Institute of Child Health, University College London 

Population: Inclusion of special groups (Check all that apply):

Gender






 FORMCHECKBOX 
   Pregnant Women

 FORMCHECKBOX 
   Male





 FORMCHECKBOX 
   Fetuses
 FORMCHECKBOX 
   Females 





 FORMCHECKBOX 
   Prisoners
 Age






 FORMCHECKBOX 
   Destitutes 
 FORMCHECKBOX 
   0 – 5 years





 FORMCHECKBOX 
   Service providers
 FORMCHECKBOX 
   5 – 9 years





 FORMCHECKBOX 
   Cognitively Impaired
 FORMCHECKBOX 
   10 – 19 years




 FORMCHECKBOX 
   CSW
 FORMCHECKBOX 
   20 – 64 years 




 FORMCHECKBOX 
   Others  (specify ____________________________)
 FORMCHECKBOX 
    65 + 





 FORMCHECKBOX 
    Animal
Project / study Site (Check all the apply):

 FORMCHECKBOX 
  Dhaka Hospital




 FORMCHECKBOX 
   Mirsarai

 FORMCHECKBOX 
  Matlab Hospital




 FORMCHECKBOX 
   Patyia

 FORMCHECKBOX 
  Matlab DSS area 
 FORMCHECKBOX 
   Other areas in Bangladesh: Rural areas to be decided
 FORMCHECKBOX 
  Matlab non-DSS area




 FORMCHECKBOX 
   Outside Bangladesh

 FORMCHECKBOX 
  Mirzapur




 
               name of country: ________________________

 FORMCHECKBOX 
  Dhaka Community




 FORMCHECKBOX 
   Multi centre trial
 FORMCHECKBOX 
  Chakaria






(Name other countries involved) 

 FORMCHECKBOX 
  Abhoynagar






______________________________________

Type of Study (Check all that apply):

 FORMCHECKBOX 
  Case Control study




 FORMCHECKBOX 
   Cross sectional survey

 FORMCHECKBOX 
  Community based trial / intervention


 FORMCHECKBOX 
   Longitudinal Study (cohort or follow-up)

 FORMCHECKBOX 
  Program Project (Umbrella)



 FORMCHECKBOX 
   Record Review

 FORMCHECKBOX 
  Secondary Data Analysis



 FORMCHECKBOX 
   Prophylactic trial

 FORMCHECKBOX 
  Clinical Trial (Hospital/Clinic)



 FORMCHECKBOX 
   Surveillance / monitoring

 FORMCHECKBOX 
  Family follow-up study



 FORMCHECKBOX 
   Others


Targeted Population (Check all that apply):

 FORMCHECKBOX 
  No ethnic selection (Bangladeshi)


 FORMCHECKBOX 
   Expatriates

 FORMCHECKBOX 
  Bangalee 





 FORMCHECKBOX 
   Immigrants

 FORMCHECKBOX 
  Tribal groups





 FORMCHECKBOX 
   Refugee


Consent Process (Check all that apply):

 FORMCHECKBOX 
  Written





 FORMCHECKBOX 
   Bengali language

 FORMCHECKBOX 
  Oral






 FORMCHECKBOX 
   English language

 FORMCHECKBOX 
  None


Proposed Sample size:




Total sample size: 425 ______________________ FORMCHECKBOX 

Sub-group: Placebo: 85 FORMCHECKBOX 
 only iron: 85 FORMCHECKBOX 
  Placebo +stimulation: 85 FORMCHECKBOX 
iron + stimulation: 85 FORMCHECKBOX 
Non-Anaemic: 85 FORMCHECKBOX 


Determination of Risk: Does the Research Involve (Check all that apply):

 FORMCHECKBOX 
  Human exposure to radioactive agents?


 FORMCHECKBOX 
   Human exposure to infectious agents?

 FORMCHECKBOX 
  Fetal tissue or abortus?



 FORMCHECKBOX 
   Investigational new drug 

 FORMCHECKBOX 
  Investigational new device?



 FORMCHECKBOX 
   Existing data available via public archives/source

           (specify________________________)

 FORMCHECKBOX 
   Pathological or diagnostic clinical specimen only

 FORMCHECKBOX 
  Existing data available from Co-investigator 

 FORMCHECKBOX 
   Observation of public behaviour








 FORMCHECKBOX 
   New treatment regime

Yes/No

 FORMCHECKBOX 
    FORMCHECKBOX 
   Is the information recorded in such a manner that subjects can be identified from information provided directly or through identifiers linked to the subjects?

 FORMCHECKBOX 
    FORMCHECKBOX 
  Does the research deal with sensitive aspects of the subject's behaviour; sexual behaviour, alcohol use or illegal conduct such as drug use?

Could the information recorded about the individual if it became known outside of the research:

 FORMCHECKBOX 
    FORMCHECKBOX 
    a.   place the subject at risk of criminal or civil liability?

 FORMCHECKBOX 
    FORMCHECKBOX 
    b.   damage the subject's financial standing, reputation or employability;  social  rejection,  lead to  stigma,   divorce etc.


Do you consider this research (Check one):

 FORMCHECKBOX 
  greater than minimal risk



 FORMCHECKBOX 
   no more than minimal risk

 FORMCHECKBOX 
   only part of the diagnostic test

Minimal Risk is "a risk where the probability and magnitude of harm or discomfort anticipated in the proposed research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical, psychological examinations or tests. For example, the risk of drawing a small amount of blood from a healthy individual for research purposes is no greater than the risk of doing so as a part of routine physical examination".


Yes/No

 FORMCHECKBOX 
    FORMCHECKBOX 
   Is the proposal funded?

If yes, sponsor Name: ADB DfID, Harvest Plus 


Yes/No

 FORMCHECKBOX 
    FORMCHECKBOX 
     Is the proposal being submitted for funding ?


If yes,  name of funding agency: (1)   ___________________________________________________________





         (2)   ___________________________________________________________

Do any of the participating investigators and/or their immediate families have an equity relationship (e.g. stockholder) with the sponsor of the project or manufacturer and/or owner of the test product or device to be studied or serve as a consultant to any of the above?

NO

IF YES, submit a written statement of disclosure to the Executive Director.

Dates of Proposed Period of Support                      Cost Required for the Budget Period ($)


     (Day, Month, Year - DD/MM/YY)                                                   Direct Cost      Indirect Cost         Total Cost
      Beginning date: 1st July 2004

Year-1
       
$ 49,173      
 $12,293
$   61,467






Year-2        ---------------     ----------------       ----------------


      End date: 30th June 2005






Year-3        ---------------     ----------------       ----------------

Year-4        ---------------     -----------------      ----------






Year-5        ---------------     ----------------       ----------------












TOTAL:US $ 61,467


Approval of the Project by the Division Director of the Applicant

The above-mentioned project has been discussed and reviewed at the Division level as well by the external reviewers. 

The protocol has been revised according to the reviewer’s comments and is approved.

Dr. M. A. Salam
_________________________          _____________________                   _______________________

Name of the Division Director                        Signature                                          Date of Approval


Certification by the Principal Investigator                             

                                                                                                        Signature of PI

I certify that the statements herein are true, complete                       

and accurate to the best of my knowledge. I am aware 
   Date: 07.06.2004
that any false, fictitious, or fraudulent statements or 

claims may subject me to criminal, civil, or administra- 
    Name of Contact Person (if applicable)
tive penalties. I agree to accept responsibility for the 

scientific conduct of the project and to provide the re- 


quired progress reports if a grant is awarded as a result
 

of this application.





































































































































Table of Contents

                                                                                                                                   Page Numbers
Face Page……………………………………………………………………………………1…

Project Summary…………………………………………………………………………… 7…

Description of the Research Project………………………………………………………8…

   Hypothesis to be tested…………………………………………………………………. 8…

      Specific Aims ……………….…………………………………………………………  8.. 

      Background of the Project Including Preliminary Observations………………………  .9
      Research Design and Methods………………………………………………………….12
      Facilities Available……………………………………………………………………   16
      Data Analysis……………………………………………………………………………16
      Ethical Assurance for Protection of Human Rights…………………………………… .16
      Use of Animals………………………………………………………………………… .17
      Literature Cited………………………………………………………………………..…17
      Dissemination and Use of Findings……………………………………………………   20
      Collaborative Arrangements…………………………………………………………..…20
Biography of the Investigators…………………………………………………………… 20
Budget ………………………………………….………………………………………….  22
Detailed Budget
…………………………….…………………………………………23
Budget Justifications………………………………………………………………………  24
Other Support……………………………………………….………………………………24

Appendix….1.…………………………………………………………………………………..
      Consent Forms in English………………………………………………………………27
      Consent Forms in Bangla ………………………………………………………………32








Appendix  2
Questionnaires


HOME stimulation………………………………………………………………..36

Parenting…………………………………………………………………………..42

Appendix 3

Comments of Reviewer # 1…………………………………………………………………42
Response to reviewer #1 comments………………………………………………………..44
Comments of Reviewer # 2………………………………………………………………... 45
Response to reviewer #2 comments………………………………………………………..46

    (     Check here if appendix is included

ROJECT SUMMARY: Describe in concise terms, the hypothesis, objectives, and  the relevant background of the project. Describe concisely the experimental design and research methods for achieving the objectives. This description  will serve as a succinct and precise and accurate description of the proposed research is required. This summary must be understandable and interpretable when removed from the main application. ( TYPE TEXT WITHIN THE SPACE PROVIDED).

Principal Investigator: Dr. Jena D. Hamadani

Project Name: A Randomized Controlled Trial Of The Effects Of Iron Supplementation And Psychosocial Stimulation On The Development Of Iron Deficient Anemic Children
Total Budget      $   61467                         Beginning Date: 1st July 2004         Ending Date: 30th June 2005


In developing countries, millions of young children fail to reach their full potential in mental development and subsequently they are unable to benefit fully from schooling hindering their lifetime economic prospects. Poor nutrition and high morbidity levels, poverty, poor parental education and stimulation in the home, all contribute to the children's poor development. These conditions frequently occur together increasing the risk of poor development. Iron deficiency is the most common nutritional problem, and is associated with poor psychomotor development and behavioral deficits in young children. In this study, we will examine the effect of giving iron supplementation with or without psychosocial stimulation on the children's iron status, morbidity, growth and development using a randomized controlled trial. The study will be located in rural villages, which are readily accessible to Dhaka. Mildly anemic children (Hb 90.0-109g/L) aged 22-26 months, will be identified and randomly assigned to 4 groups: Placebo (n=85), Ferrous sulphate; 30 mg/day (n=85); Stimulation + placebo (n=85), and Ferrous sulphate; 30 mg/day + stimulation (n=85). A fifth comparison group of 85 non-anemic children (Hb>109g/L) will be enrolled as controls. Psychosocial stimulation will include play demonstrations at home by a play leader (PL) who will be trained to visit homes and teach the mothers about childcare, health, nutrition and hygiene. Compliance will be measured through weekly records of supplementation and stimulation. All interventions will last 6 months and the following measurements will be made at the beginning and end of the study (i.e. after 6 months of intervention): mental and motor development of the children with the Bayley Scales of Infant Development; behaviour ratings using a modified version of Wolke’s ratings; Hb; ferritin; CRP and transferrin receptors using standard methods at ICDDRB; stimulation in the home and mothers knowledge and practices of health; hygiene; child development based on  a questionnaire used previously in Bangladesh, children's height, weight, MUAC and head circumference using standard methods every 3 months; and weekly morbidity history using a standard recording format. The treatment effect will be examined using multiple regression analyses, in addition, interaction between treatments will be examined.
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4. Prof. John Beard
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Medical Officer
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Professor/ Nutrition



Co-investigator

     

DESCRIPTION OF THE RESEARCH PROJECT

Hypothesis to be tested:


Concisely list in order, in the space provided, the hypothesis to be tested and the Specific Aims of the proposed study. Provide the scientific basis of the hypothesis, critically examining the observations leading to the formulation of the hypothesis.


1. In anemic, two-year-old children in rural Bangladesh, iron supplementation will improve their iron status, mental and psychomotor development, and growth and will lessen their morbidity.

2. In anemic, two-year-old deprived rural Bangladeshi children, psychosocial stimulation will improve their mental and psychomotor development.

3. In anemic two-year-old deprived rural Bangladeshi children, both treatments combined will have an additive effect.

Specific Aims:


Describe the specific aims of the proposed study. State the specific parameters, biological functions/ rates/ processes that will be assessed by specific methods (TYPE WITHIN LIMITS).

1. To determine the effect of iron supplementation, with or without psychosocial stimulation on the followings:

a. Hemoglobin levels and iron status (ferritin, TfR) 

b. Psychomotor and mental development 

c. Behavior during the developmental assessment

d. Morbidity and growth

e. 
2. To determine the effect of psychosocial stimulation with or without iron supplementation, on the followings:

a. Psychomotor and mental development 

b. Behavior during the developmental assessment

c. Mothers knowledge and practices in child rearing

3. To compare the developmental levels of the treated anemic groups with the non-anemic group at baseline and at the end of treatment 


Background of the Project including Preliminary Observations 


Describe the relevant background of the proposed study. Discuss the previous related works on the subject by citing specific references. Describe logically how the present hypothesis is supported by the relevant background observations including any preliminary results that may be available. Critically analyze available knowledge in the field of the proposed study and discuss the questions and gaps in the knowledge that need to be fulfilled to achieve the proposed goals. Provide scientific validity of the hypothesis on the basis of background information. If there is no sufficient information on the subject, indicate the need to develop new knowledge. Also include the significance and rationale of the proposed work by specifically discussing how these accomplishments will bring benefit to human health in relation to biomedical, social, and environmental perspectives. (DO NOT EXCEED 5 PAGES, USE CONTINUATION SHEETS).

                                                                                                                                                                                          

In developing countries, millions of young children fail to reach their full potential in mental development and subsequently they are unable to benefit fully from schooling. Thus many of the children fail to attain adequate educational levels, which hinders their lifetime economic prospects and has implications for the next generation. Poor nutrition and high morbidity levels, poverty, poor parental education and stimulation in the home, all contribute to the children's poor development. These conditions frequently occur together increasing the risk of poor development. In countries like Bangladesh, where poverty and poor nutrition are prevalent, there are serious implications not only for the individuals' future but also for national development. 
Micronutrient deficiencies as well as stunting and wasting are the main nutritional conditions thought to affect child development. 

Iron deficiency and child development

There is increasing evidence that iron deficiency anemia detrimentally affects children's development (Grantham-McGregor and Ani 2001). Many cross sectional studies have shown that iron deficiency is associated with poor psychomotor development and behavioral deficits in young children, and poor cognition and school achievement in school-aged children.  Furthermore, longitudinal studies have observed that children who are anemic in the first 3 years of life continue to have poorer cognition, school achievement and psychosocial well being than children who were not anemic (Grantham-McGregor and Ani 2001). However, anemia is associated with many adverse social and economic family circumstances (Lozoff et al. 1991;de Andraca et al. 1990), which may themselves adversely affect children's development. Therefore, only treatment trials of preventing or treating anemia can establish a causal relationship. 

Preventive trials are more difficult and expensive to run and most have had serious design problems (Morley et al. 1999;Williams et al. 1999). The limited evidence suggests that prevention of iron deficiency anemia produces benefits to development but they are small (Lozoff et al. 2003), and may be transient (Moffatt et al. 1994). Thus, more studies are required to be certain of the results.

Trials with anemic children are easier to run, as they require smaller samples with shorter treatment periods. In several studies, anemic children have been treated with iron however, they failed to catch up with non-anemic children in developmental levels (e.g. Walter et al. 1989;Lozoff et al. 1987;Lozoff et al. 1996). These data are difficult to interpret, as there were no placebo anemic groups. There are few randomized, control trials of iron treatment in anemic young children (Stoltzfus et al. 2001;Idjarinata and Pollitt 1993;Aukett et al. 1986). In two randomized trials, anemic children under four (Stoltzfus et al. 2001) or two years (Idjarinata and Pollitt 1993) achieved better development from iron supplementation. One of these studies was in Indonesia involved only 25 treated anemic children (Idjarinata and Pollitt 1993). The other study was in Zanzibar and  included  some severely anemic children with high incidence of malaria (Stoltzfus et al. 2001). Only children with Hb <80g/L showed significant benefits in motor development but improvement in language milestones occurred in children with all levels of Hb. A third randomized trial failed to show clear benefits (Aukett et al. 1986). Although many countries currently have a policy of supplementing young children with iron or micronutrients, the programs have frequently failed to be adequately implemented, often due to lack of political will. In order to persuade policy makers of the need to improve children's iron status, it is therefore essential to obtain further evidence from well-designed, randomized, controlled trials with mildly anemic children and adequate statistical power.

Iron deficiency and morbidity

There remain some uncertainties about whether  iron supplementation reduces or increases morbidity, particularly malaria. In 1999, a consensus statement from the International Nutritional Anemia Consensus Group (INACG Consensus Statement 1999) recommended that iron supplementation should be given to communities at high risk of iron deficiency but that information was still needed on all-cause morbidity. A more recent systematic review of 28 randomized controlled trials in children found no apparent harmful effect of iron-supplementation on overall incidence of infections but there was a small but statistically significant increase in diarrhea (Gera and Sachdev 2002). The proposed study will be based in an area where malaria is rare and we will monitor morbidity carefully.   

Stimulation and child development

Iron deficient children show reduced activity and more fearfulness, and are less likely to explore their environment than iron replete children and are thus less likely to acquire age appropriate skills (Grantham-McGregor and Ani 2001). One reason for the failure of some anemic children to catch up in development to non-anemic children following treatment may be that they have missed opportunities to explore their environment. Thus, they may require extra play experiences to catch up in development. In addition, many anemic children come from homes with low levels of stimulation and other psychosocial disadvantages (Grantham-McGregor and Ani 2001), which may exacerbate their poor level of development.  In previous studies in poor populations, it has been shown that teaching mothers how to play with their children and be responsive to them improves the children's development (WHO 1999). It is clear that in order to reach their developmental potential, disadvantaged children require not only good health and nutrition but also supportive and caring environments. In Jamaica (Grantham-McGregor et al. 1991), stunted children needed extra stimulation as well as food supplementation to catch up with non-stunted children. It is possible that the same situation occurs with anemic children. We, therefore, plan to examine the benefits of adding psychosocial stimulation to increased iron intakes to determine if there are additive effects.

Bio-fortification of rice 
Large-scale programs of iron supplementation are expensive and require continued investment of money over time. In addition, there are many problems in the delivery, compliance and perceived side effects. In populations, which use rice as the main weaning food as well as the main staple food, substituting micronutrient bio-fortified rice for the usually consumed rice is a more promising approach for children, who eat substantial amounts of rice. The rice could be locally grown and therefore, the program should be sustainable. This may prove to be the most cost efficient way to reduce iron deficiency in Asia. 

A multi-country research program of breeding iron-rich rice has been in progress since 2001. The approach consists of targeted breeding of staple crops to be micronutrient dense, high yielding, disease resistant and have cultural appeal (in terms of easy re-plantation, texture, color and taste) to promote both their local cultivation and consumption. 

This program has progressed to the stage of an efficacy feeding trial in convents in Manila in which 100 nuns are being fed either  “biofortified” rice or a low iron rice to determine if replacement of the type of rice in the diet can modify iron and zinc nutritional status.  The particular rice being used in the Philippines is culturally accepted and contains, on average, 7-8 ppm Fe compared to 1-2 ppm Fe in the control rice.  While these actual amounts of iron in rice are quite small, the incremental gain in absorbed iron should provide great benefit to a large proportion of individuals in rice consuming populations in Asia. Preliminary results indicate a benefit to the treated nuns' ferritin levels (J. Beard, personal communication). In the proposed 2nd trial of biofortified rice all selected children will have mild anemia (Hb 90.0 to 109g/L) in order to increase iron absorption.

Nutrition and health of Bangladeshi children under five years
The nutritional status of Bangladeshi children is extremely poor. It is estimated that among children under 5 years the prevalence of stunting (height for age <-2 z scores) is 45 % and wasting (weight for height <-2 z scores) is 10% (UNICEF 2004).   Ahmed (2000) reviewed studies of prevalence of anemia in Bangladesh. A rural national survey found 52.7% of children aged 6 to 60 months were anemic (Hb <110g/L). Subsequent small studies have found prevalence ranging from 81 to 49% with a suggestion of rural children having higher levels of anemia than urban children. However, severe anemia (Hb < 70g/L) was rare. 
There is little data on the etiology of anemia, but poor dietary iron intake is considered to be the main cause (Ahmed 2000). Vitamin A deficiency is common and may contribute to anemia (Ahmed et al. 2001). However, in Bangladesh there is a government policy of supplementing children under 5 years with vitamin A every 6 months and coverage is estimated to be good at 90% (UNICEF 2004). We were unable to locate robust data on the prevalence of deficiencies in riboflavin, folic acid or vitamin B12. A national survey in 1995-6 (Jahan and Hossain 1998) found that the diets of children aged one to three years have marked deficits in energy and protein, as well as iron; and approximately 60 % of iron came from cereal. Rice is the predominant weaning food, which is given as rice powder (suji), khichuri (mix of rice and beans) or rice alone (BBF 2000). A recent representative survey of 14 rural districts  (7,764 people of 0-60 years of age) found that anemia was associated with large families, poor sanitation and socioeconomic status, poor nutritional status and parasitic infection (Husain et al. 1997).  However, parasites are unlikely to be a major cause of anemia in two-year-old rural children (personal communication, Andrew Hall: Helen Keller Foundation, Bangladesh). 

It is clear that iron deficiency anemia is a major public health problem in young children in Bangladesh. The two proposed trials in anemic children explore ways to combat the problem.  We plan first to examine the effect of giving iron supplementation with and without stimulation, and in a second trial to examine the effects of substituting biofortified rice for the usually consumed rice. Both trials will be conducted in the same location. 

Research Design and Methods


Describe in detail the methods and procedures that will be used to accomplish the objectives and specific aims of the project. Discuss the alternative methods that are available and justify the use of the method proposed in the study. Justify the scientific validity of the methodological approach (biomedical, social, or environmental) as an investigation tool to achieve the specific aims. Discuss the limitations and difficulties of the proposed procedures and sufficiently justify the use of them. Discuss the ethical issues related to biomedical and social research for employing special procedures, such as invasive procedures in sick children, use of isotopes or any other hazardous materials, or social questionnaires relating to individual privacy. Point out safety procedures to be observed for protection of individuals during any situations or materials that may be injurious to human health. The methodology section should be sufficiently descriptive to allow the reviewers to make valid and unambiguous assessment of the project. (DO NOT EXCEED TEN PAGES, USE CONTINUATION SHEETS). 


Location of Trial

The study will be located in villages, which are readily accessible to Dhaka with the following characteristics: 
a) rice with a low iron content is habitually taken as the main staple food (this will ensure that we can use the same villages for the second trial).

b) anemia in two-year-old children is highly prevalent (over 40%).

Study design

The study is a randomized, controlled trial with a 2 by 2 factorial design. 340 mildly anemic children (Hb 90.0-109g/L) will be identified. Families in villages usually live in small houses surrounding a central space or "para" having much communication among families within each "para" To avoid "spill over" from one group to another of the stimulation effect, only one child will be chosen from each "para". Where more then one is available, we will take the one nearest to 24 months of age. They will be randomly assigned to 4 groups as follows:

1. Placebo (n=85)

2. Ferrous sulphate (n=85)

3. Stimulation + placebo (n=85)

4. Ferrous sulphate and stimulation (n=85)

A fifth comparison group of 85 non-anemic children (Hb>109g/L) living nearest to every other non-stimulated child and fulfilling all other selection criteria will be enrolled.

Sample

Children aged 22 to 26 months, with Hb 90-109g/L, living in the defined rural area, and whose parents consent will be enrolled. This age group has been chosen because in the 2nd trial of bio-fortified rice, younger children are unlikely to eat sufficient rice to modify their iron status. It is also the age when many poor children show marked declines in developmental levels. 

Exclusion Criteria: The following children will be excluded: those with any known cause of learning disability except poor nutrition based on mothers report of being backward like delay in motor milestones or having difficulties in learning and then any Bayley score below -2 sd using reference value from control rural group for this age range (from our previous study i.e. MDI and/or PDI <50), multiple births e.g. twins, congenital abnormality severe anemia or severe wasting. Children with severe wasting (weight for height  -3SD z score) or with severe anemia (Hb<90g/L), will be referred to Thana Health Complex for investigation and management.

Sample size: Calculations have been made using 80% power and a significance level of <0.05. In order to detect 0.33 of a standard deviation difference on the Bayley test, (equivalent to 5 points, which we found as a benefit in a previous study of stimulation in Bangladesh), we need 144 children in each treatment type (iron or stimulation) i.e. 72 in each group. This difference (0.33 SD) will also be detected in Hb and ferritin at the same power level and certainty. 
With a difference of 7 points between anemic and non-anemic we estimate a sample size of 74 subjects, and with 15% attrition there would be 85 in each group. The equation used is given below:

2(sd)2
n = ---------------- X f (αβ)


(M1-M2) 2
n: sample required, sd: 15 

α: 5% level of significance, β: 80% power, f= 8
M1-M2 = Difference = 5 for psychosocial stimulation and 7 for difference between anemic and non-anemic children
n=2*225*8/25=144 for stimulation and n= 2*225*8/49=74 for difference between anemic and non-anemic children
Identification of study participants: A house-to-house survey will be conducted in the study area, and after obtaining parental consent all children aged 22 to 26 months will have a finger prick capillary blood specimen taken and their Hb assessed using a haemocue. All children with Hb below 11 g/L blood will be invited to visit a local clinic where they will have an examination by a Doctor and a venepuncture will be performed and blood sample taken for assay for Hb, ferritin, transferrin receptors, and CRP using standard methods at ICDDRB. All iron deficient children (using WHO definitions) with Hb 90 to 109g/L fulfilling other selection criteria will be enrolled. 

Time-line
3 months--- training, identifying location, enrolment of sample and beginning intervention 

6 months ----intervention and post testing

3months ----- analyzing and reporting
Intervention 

All interventions will last 6 months. 

Psychosocial stimulation will include play demonstrations at home by a play leader (PL) who will be trained to visit homes and teach the mothers about childcare, health, nutrition and hygiene. They will also show the mothers how to play with children using toys in a way to promote good child development. We will use a curriculum, which has been used previously in Jamaica and Bangladesh but will modify it further for Bangladesh to make it more culturally appropriate. Studies in both the countries have demonstrated benefits to the children and their mothers. The PLs will visit the home of each child once a week and demonstrate play with toys made from waste materials. The toys will be left in the homes for a week. Each PL will visit 17 families a week. There will be one field supervisor for every 5 or 6 PLs and she will meet with each PL once a week to discuss the progress of their assigned children. Once every month she will accompany each PL on a day's visit. 

Iron supplementation will consist of 30 mg ferrous sulphate to be taken daily based on recommendations from both the WHO (2003) and IOM reports (2001).  A week's supply will be taken to the homes weekly by a field worker when one dose will be given. 

Placebo The placebo will look the same as the ferrous sulphate solution and neither the mothers nor field workers will know which group the children belong to. As with the ferrous sulphate, a week’s supply will be taken to the homes weekly by a field worker when one dose will be given. All anemic children in the placebo groups will be given a course of iron treatment at the end of the study for three months.

Compliance At each visit, the field worker will also record the amount of supplement/placebo left over from the previous week. Compliance checks will be done by the investigators through unexpected visits, in-between the weekly visits in a 10% sample. Studies of daily zinc supplementation in pregnant women (Osendarp 2001) and young infants (Osendarp 2002) in Dhaka slums that provided the supplements weekly showed adequate compliance of 86% and 85% respectively. In another study of weekly zinc and iron supplementation compliance was 80-90% (Baqui 2003). We therefore hope to achieve adequate compliance with our weekly supply and monitoring of supplement/placebo. Records will be kept of each play visit and the cooperation of the mothers will be rated by the visitors. The supervisors will rate the competence of the field worker at each supervised home visit. 

Measurements

The following measurements will be made in all enrolled children at the beginning and end of the study i.e. after 6 months of intervention:

Mental and motor development Testers blind to the children's group, will assess mental and motor development of the children with the Bayley Scales of Infant Development-II (Bayley 1993) in the presence of their mothers, at a field center.

The Bayley test has not been standardised for Bangladesh and there has been no study of validity here. However, we chose to use the Bayley test for several reasons. The test has been used in many developing countries, and has been the instrument of choice for much nutrition and child development research at this age in other countries like Indonesia (Idjradinata et al 1993) and Brazil (Grantham-McGregor et al. 1998). The Bayley has often been sensitive to changes following interventions (Hussaini et al. 1991;Idjradinata et al. 1993;Pollitt et al. 2000). The Bayley is the only test we know of for this age group that has been used here previously in research. In four recent studies the scores of urban and rural children were in the normal range and good inter-observer reliability and short term test-re-test stability were achieved (Hamadani et al. 2001;2002;Tofail et al. 2003;Black et al. in press). Furthermore sensible and predictable correlations were found between the scores and socio-economic conditions, parents' education, stimulation in the home and children's nutritional status. 
Because the Bayley had not been standardised in Bangladesh we have no intention of comparing these children’s scores with the test norms or children of other countries. Our aim is only to compare the development of groups of children within the same community. Furthermore, we are unaware of any other infant test that had been validated or standardised for Bangladesh. 

Behavior The children's behavior during the Bayley tests will be rated on five 9-point scales using a modified version of the scales developed by Wolke (1990). These ratings include infants’ activity (very still=1, overactive=9), emotional tone (unhappy=1, radiates happiness=9), approach or responsiveness to examiner in the first 10 minutes (avoiding=1, friendly and inviting=9), cooperation with test procedure (resists all suggestions=1, always complies=9), vocalization (very quiet=1, constant vocalization=9) and exploration of toys (little exploration =1, explores toys enthusiastically = 9)

Blood assays All anemic children will have venepunctures and blood sample assayed to determine Hb,  ferritin, CRP and transferrin receptors using standard methods at ICDDRB. The tests will be carried out prior to, and at the end of intervention. A finger prick sample will be done at 3 months to assess the intermediate prevalence of anaemia. Both Hb and Ferritin are the indicators that respond to iron therapy within a short period. TfR does not significantly improve the diagnosis of anaemia (iron deficiency vs. infection) over full blood count and CRP, but in settings with burden of
infectious diseases and iron deficiency, it is a more reliable adjunctive measure of iron status than ferritin. Several intervention studies have shown that improvement of these indicators indicate bioavailability of oral iron supplementation. The TfR/Ferritin ratio is very sensitive to an improvement in iron deficient erythropoiesis and some improvement in iron stores but they will not change if all the additional iron is going to bone marrow for Hb synthesis, in which case a change in Hb works if iron deficiency is the cause of the anemia (Beard 1999).

Mothers knowledge and practices of child rearing A questionnaire will be given at home to all mothers to assess stimulation in the home and mothers knowledge and practices of health, hygiene and child development. This will be based on one used previously in Bangladesh and Caldwell’s HOME inventory (Caldwell 1967).

Anthropometry The children's height, weight, MUAC and head circumference will be measured using standard methods every 3 months (Frisancho 1990;WHO 1983)
Morbidity A history of the days with diarrhea, anorexia, fever, difficulty in breathing, nasal discharge and cough will be assessed weekly during the home visits using a standard recording format. 

Reliabilities Inter-observer reliabilities will be assessed on all measurements before the study begins and during the study

Procedure

All enrolled children will have their development assessed and weight and height measured, and their mothers' knowledge and practices concerning childcare and development assessed by questionnaire. The intervention will then begin and continue for 6 months. Field workers will visit the home of each anemic child weekly to assess compliance and morbidity and deliver the supplement/placebo. One dose will be given and mothers urged to continue treatment daily. Stimulation activities will be carried out in the appropriate groups. The initial assessments will be repeated at the end of the interventions.

We will make available medical care in the villages for all study children, Weekly morbidity will be recorded and any problem would be referred to the study Physician, who will not know the group assignment and be instructed to treat any ill child with the usual therapy. 

We will resurvey all the children for their Hb status after 3 months and any child with Hb below 9g/L will be dropped from the study and will be treated. We will treat all children at the end of the study. 

Facilities Available

Describe the availability of physical facilities at the place where the study will be carried out. For clinical and laboratory-based studies, indicate the provision of hospital and other types of patient’s care facilities and adequate laboratory support. Point out the laboratory facilities and major equipment that will be required for the study. For field studies, describe the field area including its size, population,  and means of communications. (TYPE WITHIN THE PROVIDED SPACE).  


Laboratory tests for the study will be conducted at ICDDRB laboratory. We will rent a house in a centrally located village, to perform developmental tests, training of the staff, and venepunctures. A full time physician will be available on all weekdays during office hours to treat ill children. Data entry and subsequent analysis will be carried out at ICDDRB offices. 

Thana health complexes (THCs) nearest to villages will be used for referring the ill subjects. In case of severe diarrhea children will be referred to ICDDRB hospital, while for other serious illnesses requiring tertiary care, Dhaka Shishu Hospital (DSH) will be contacted. Liaison with THCs and DSH will be established to facilitate referrals.
Data Analysis


Describe plans for data analysis. Indicate whether data will be analyzed by the investigators themselves or by other professionals. Specify what statistical software packages will be used and if the study is blinded,  when the code will be opened. For clinical trials, indicate if interim data analysis will be required to monitor further progress of the study. (TYPE WITHIN THE PROVIDED SPACE).


The treatment effect will be examined using multiple regression analyses of the final outcome measures (blood values, Bayley scores, behavior ratings, anthropometry, etc) with initial values and the two treatments (supplemented and stimulated coded as dummy variables) as independent variables.  Interaction between treatments will be examined by calculating interaction terms and entering those into the multiple regression models. 

Ethical Assurance for Protection of Human Rights


Describe in the space provided the justifications for conducting this research in human subjects. If the study needs observations on sick individuals, provide sufficient reasons for using them. Indicate how subject’s rights are protected and if there is any benefit or risk to each subject of the study.

Written informed consent of one of the parents will be obtained after thorough explanation of the purpose of the study, requirements of participation, study procedures, and the risks and benefits to the child. Another person will be acting as witness at the time of consent signing.

Since the study subjects are anemic children and are always at risk of acquiring illnesses, they will be examined by the study physicians upon enrolment. During the study minor illnesses will be treated locally by the study physician, and for any major illness they will be referred to the nearest health centers. Liaison with the nearby health centers will be established and maintained to facilitate the referral. 

Some of the information collected may be considered sensitive in nature. Therefore, measures will be taken to ensure strict confidentiality of the information obtained.

Approval of the Ethical Review Committee of ICDDR,B would be required for initiation of the study.
Use of Animals

Describe in the space provided the type and species of animal that will be used in the study. Justify with reasons the use of particular animal species in the experiment and the compliance of the animal ethical guidelines for conducting the proposed procedures.

NA
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Dissemination and Use of Findings


Describe explicitly the plans for disseminating the accomplished results. Describe what type of publication is anticipated: working papers, internal (institutional) publication, international publications, international conferences and agencies, workshops etc. Mention if the project is linked to the Government of Bangladesh through a training programme.


· A link will be established with the government of Bangladesh to disseminate the result to all those concerned in the country by contacting the appropriate authorities. 

· We will present the findings at national and international meetings.

· We will publish the results in international journals.

· Findings from this study will eventually be used for modification of the 2nd trial of the effect of bio-fortified rice.

Collaborative Arrangements


Describe briefly if this study involves any scientific, administrative, fiscal, or programmatic arrangements with other national or international organizations or individuals. Indicate the nature and extent of collaboration and include a letter of agreement between the applicant or his/her organization and the collaborating organization. (DO NOT EXCEED ONE PAGE)


Child Development Unit of ICDDR,B has collaborated with Dr. Syed Nazmul Huda, Associate Professor of the Institute of Nutrition and Food Sciences of Dhaka University and Prof. Sally McGregor at the Center for International Child Health on several studies in the past 7 years. Recent relevant publications from the group are provided in the references (Hamadani et al. 2001;2002). Prof. Andrew Tomkins from the Center for International Child Health has also worked with the group on some of the projects.

New collaboration has been established with Prof. John Beard of the Pennsylvania State University.
Biography of the Investigators


Give biographical data in the following table for key personnel including the Principal Investigator. Use a photocopy of this page for each investigator.


1    Name


: Dr. Jena D. Hamadani

2    Present position

: Associate Scientist

3    Educational  background
: PhD in Child Development; 2004, MBBS; 1984
       (last degree and diploma & training

          relevant to the present research proposal)

List of ongoing research protocols  

(start and end dates; and percentage of time)

4.1.   As Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	Head of Child Development Unit at ICDDR,B.
	November, 2001
	30. November, 2004
	20

	2002-031
	November, 2001
	30. November, 2004
	20


4.2. As Co-Principal Investigator: none
	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.3.   As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	2002-007
	Oct 2002
	September 2004
	20

	2002-029
	Nov 2001
	Dec 2004
	10

	2003-023
	Aug 2003
	Jul 2006
	10


5.   Publications 

	Types of publications
	Numbers

	a)   Original scientific papers in peer-review journals                               
	20

	b)   Peer reviewed articles and book chapters                                                               
	

	c)   Papers in conference proceedings
	

	c)  Letters, editorials, annotations, and abstracts in peer-reviewed               journals  
	12

	c) Working papers
	

	b)  Monographs
	


6    Five recent publications including publications relevant to the present research protocol

1) Hamadani JD, Fuchs GJ, Osendarp SM, Huda SN, Grantham-McGregor SM. Zinc supplementation during pregnancy and effects on mental development and behavior of infants: a follow-up study. Lancet. 2002;360(9329):290-4.

2) Hamadani JD, Fuchs GJ, Osendarp SM, Khatun F, Huda SN, Grantham-McGregor SM. Randomized controlled trial of the effect of zinc supplementation on mental development of Bangladeshi infants. Am J Clin Nutr. 2001;74:381–6.

3) Black, M. M., Baqui, A. H., Zaman, K., Persson, L. A., Arifeen, S. E., Le, K., McNary, S. W., Parveen, M., Hamadani, J. D., and Black, R. E. (2004) Iron and zinc supplementation promote motor development and exploratory behavior among Bangladeshi infants. Am J Clin Nutr. In Press.

Abstracts:
4) Hamadani JD, Huda SN, Khatoon F., Grantham-McGregor SM. At which level of malnutrition do children tend to develop mental and psychomotor deficits and behavioural problems? Presented at the 10th ASCODD - 2003, Dhaka, Bangladesh.

5) Hamadani JD, Khatun F, Huda SN, Grantham-McGregor SM. Effect of psychosocial stimulation on mental development of malnourished children attending BINP Community Nutrition Centers presented at the 10th ASCON of ICDDR,B, June 2002, Dhaka, Bangladesh.

Detailed Budget for New Proposal


Project Title: A Randomized Controlled Trial Of The Effects Of Iron Supplementation And Psychosocial Stimulation On The Development Of Iron Deficient Anemic Children

Name of PI: Dr. Jena D. Hamadani


Protocol Number:                                             Name of Division: CSD


Funding Source:  ADB-DfID                               Amount Funded (direct):  49173         Total:  61467               Overhead (25%) 12293


Starting Date: 1st July 2004                     Closing Date: 30th June 2005


Strategic Plan Priority Code(s):


	Sl. No


	            Account Description
	Salary Support
	US $ Amount Requested

	
	            Personnel
	       Position
	Effort%
	Salary/mo
	1st Yr
	 2nd Yr
	3rd Yr

	1
	PI: Dr. Jena D. Hamadani (NOC-09)
	PI
	30
	1419
	5108
	
	

	2
	Physician (one- to be named, NOA-01)
	Study physician
	100
	741 
	  6,669 
	
	

	3
	Play Leaders (11 to be named, Sp level)
	Field staff
	100
	70 
	6,930 
	
	

	4
	Senior Filed Research Assistant (3 to be named, GS-04)
	Study staff
	100
	320 
	8,640 
	
	

	
	Sub Total


	27347
	
	

	             Supplies and Materials (Description of Items)

	5
	Bayley kit
	1000
	
	

	6
	Office supply
	806
	
	

	7
	Refreshments for mothers and children during the tests
	850
	
	

	
	Sub Totals
	2656
	
	


	
	Interdepartmental Services
	1st Yr
	2nd Yr
	3rd Yr

	8
	Lab cost anaemic children (ferritin, transferrin receptors, Hb) $23/child
	15,640 
	
	

	9
	Lab cost: non-anemic children (Hb, ferritin) $9/child
	  1,530 
	
	

	10
	Miscellaneous
	2000
	
	


TOTAL DIRECT COST: US$ 49173 Overhead @25%: US$ 12293, 
TOTAL COST: US$ 61467




Total Budget for the project including those that will be operated directly by CICH and ICDDR,B
	
	Time
	Time
	No.
	% Time
	Day
	Monthly
	Budget at
	*Total

	
	Day
	Mo
	Staff
	
	Rate
	Rate
	ICDDR,B
	

	Overall co-ordinator +employers costs
	
	12
	1
	100%
	
	
	
	70,000

	Maternal education & dev assessment coordinator
	
	12
	1
	30%
	
	1,419
	5,108
	5,108

	Physician
	
	9
	1
	100%
	
	741
	6,669
	6,669

	Senior maternal education supervisor
	
	9
	1
	100%
	
	1,000
	
	9,000

	Junior field supervisor
	
	9
	2
	100%
	
	268
	
	4,824

	Interviewer for HOME
	
	9
	2
	100%
	
	268
	
	4,824

	Technician for blood collection
	
	6
	1
	100%
	
	200
	
	1,200

	Health worker
	
	9
	6
	100%
	
	70
	
	3,780

	Play leaders
	
	9
	11
	100%
	
	70
	6,930
	6,930

	Testers
	
	9
	3
	100%
	
	320
	8,640
	8,640

	Per diem 77 dys london @ $85/dy 
	77
	
	
	
	
	85
	
	6,545

	Driver
	
	12
	1
	100%
	
	150
	
	1,800

	4 trips for PI & coordinators Bangladesh/London
	
	
	
	4*2000
	
	
	
	8,000

	1 trips for John
	
	
	
	4000
	
	
	
	4,000

	Consultancy for PI
	
	
	
	
	
	1,000
	
	12,000

	Consultancy for John
	
	
	
	
	
	5,500
	
	5,500

	Per diem in Bangladesh
	21
	
	
	
	100
	
	
	2,100

	Per diem in London
	20
	
	
	20 days
	130
	
	
	2,600

	Field station
	
	12
	
	
	
	120
	
	1,440

	Microbus
	
	
	
	
	
	
	
	14,000

	Petrol /maintenance
	
	12
	
	
	
	500
	
	6,000

	Insurance for vehicle
	
	
	
	
	
	
	
	313

	Transport for baseline & final tests
	
	
	
	425*5*2
	
	
	
	4,250

	Bayley kit
	
	
	1
	
	
	
	1,000
	1,000

	Toy materials
	
	
	
	
	
	
	
	1,000

	Lab cost ferritin, transferrin receptors, Hb, etc
	
	
	
	23/child twice
	
	340
	15,640
	15,640

	Non-anemic Hb, ferritin
	
	
	
	9/child twice
	
	85
	1,530
	1,530

	Haemocue
	
	
	
	
	
	
	
	1,300

	Cuvettes
	
	
	
	
	0.25
	1,000
	
	250

	Iron drops 
	
	
	
	
	10
	170
	
	1,700

	Placebo drops
	
	
	
	
	10
	170
	
	1,700

	Refreshments for mothers/children during tests
	
	
	
	
	2
	425
	850
	850

	Gifts for children
	
	
	10
	
	
	425
	
	4,250

	Wage loss for mothers
	
	
	2*425*2
	3
	2
	425
	
	2,550

	Medicine
	
	
	
	
	
	
	
	2,000

	Anthropomtric equipment
	
	
	
	
	
	
	
	1,341

	Office supply
	
	
	
	
	
	
	806
	2,000

	Misce
	
	
	
	
	
	
	2,000
	10,000

	Total (1)
	
	
	
	
	
	
	49,173
	236,634

	Overhead at ICDDRB (25%)
	
	
	
	
	
	
	12,293
	12,293

	Total to be operated by ICDDR,B
	
	
	
	
	
	
	61,467
	

	Total (2)
	
	
	
	
	
	
	
	248,928

	Contract costs
	
	
	
	
	
	
	
	2,000

	ICH overheads 46% on 3months @ 70000 per yr
	
	
	
	
	
	
	
	8,050

	Grand Total
	
	
	
	
	
	
	
	258,978



* Total budget to be operated by CICH includes the budget that will be operated by ICDDR,B.
Budget Justifications


Please provide one page statement justifying the budgeted amount for each major item.  Justify use of man power, major equipment, and laboratory services.

Personnel

PI will supervise the overall activities of the project. She will play the leading role in implementing the research in the field, pilot and train the appropriate personnel in all measurements, plan data entry, conduct analyses and write reports.

The three psychologists (SFRA) will test 425 children at the beginning and end of the study.  In the middle of the project when no test is scheduled they will act as data entry technicians so that we can keep them on board for the final tests.

For the stimulation group, we need one play leader to visit 4-5 homes every day making a total of 11.

Others

Bayley Kit: to test children’s development we need a Bayley kit.

Mothers’ and children’s refreshment during tests: when mothers and children visit our center for Bayley test, it sometimes take a long time and therefore they’ll be provided with refreshment.

Lab cost is required to assess children’s iron status at ICDDR,B.

Other Support

Describe sources, amount, duration, and grant number of all other research funding currently granted to PI or under consideration. (DO NOT EXCEED ONE PAGE FOR EACH INVESTIGATOR)

Heading Child Development Unit under CSD funded by DfID for a total of US$ 100000.00 for 5 years period from December 2001 to November 2006.

Principal Investigator of part of Child Development component of the project " Combined Interventions to Promote Maternal and Infant Health: Effects Over a Pregnancy Cycle and on Children 0-24 Months".

· Protocol No.
: 2002-031

· Starting date
: Oct 2001

· Ending date
: Dec 2006

· Funding source: DfID (20% of my salary)

Co-investigator in the project "Effect of psychosocial stimulation and parental counseling on mental development of severely malnourished children attending the Nutrition and Rehabilitation Unit of Dhaka Hospital, ICDDR,B".

· Protocol No.
: 2002-007

· Starting date
: Oct 2002

· Ending date
: Sep 2004

· Funding source: SIDA-SAREC US$ 143286 (20% of my salary)

Co-investigator in the project "The Bangladesh Arsenic calamity and Reproduction: Does Arsenic contamination of drinking water result in fetal wastage, intra-uterine growth retardation, neonatal deaths, and impaired cognitive development, and to what extent can nutrition intervention reduce the risk".

· Protocol No.
: 2002-029

· Starting date
: Nov 2001

· Ending date
: Dec 2004

· Funding source: SAREC, USAID (10% of my salary)

Co-investigator in the project "Arsenic in tube well water and health consequences: phase-2". 

· Protocol No.
:  2003-023

· Starting date
: Aug 2003

· Ending date
: Jul 2006

· Funding source: SAREC, USAID (10% of my salary)
Principal Investigator of the UNICEF’s measurement of MINIMat’s protocol for 10 months from January 2004. Total funding is US$ 25316.00 by UNICEF and I am supported for 30% of my salary during that period.
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International Centre for Diarrhoeal Disease Research, Bangladesh

Voluntary Consent Form
Survey group
Protocol Number:  2004-12

Title of the Research Project:            

A randomized controlled trial of the effects of iron supplementation and psychosocial stimulation on the development of iron deficient anemic children


Principal Investigator: Dr. Jena D. Hamadani

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and risks involved in the study. Details of all procedures must be provided including their risks, utility, duration, frequencies, and severity. All questions of the subject must be answered to his/ her satisfaction, indicating that the participation is purely voluntary. For children, consents must be obtained from their parents or legal guardians. The subject must indicate his/ her acceptance of participation by signing or thumb printing on this form.

Introduction
Anemia is a serious health problem in Bangladesh particularly in young children and women. It may be associated with poor behavior and delay in mental development of children. 
Purpose of the research

We from the Clinical Sciences Division of ICDDR,B are conducting a research study to know if treatment of young anemic children will improve their mental development, growth and their mothers’ child rearing practices.

Why selected 

We are screening children in the age group of 22-26 months in your village to assess their Hb level for enrollment in our study. Your child is in this age group and we would, therefore, like to test your child.

What is expected from the patients/respondent?

If you allow us we’ll test your child’s blood by a finger prick to determine if s/he is anemic. Based on the result of your child’s Hb level you may be requested to allow your child to participate in our study. However, if s/he suffers from moderate/severe anemia we’ll help you treat him/her. 
Risk and benefits

There is no risk to your child and your child may be benefited if s/he is enrolled in this program. Drawing blood will only cause a little discomfort to your child and may cause a mild discoloration of his/her skin but will not harm the child. We’ll use sterile and disposable needle as well as all possible hygienic measures to draw your child’s blood. As part of the study your child will be examined by a doctor. You’ll also get to know your child’s Hb level.

Privacy, anonymity and confidentiality

Any information thought to be secret for you will remain strictly confidential. We would be happy to answer your questions about the study. You are welcome to contact me; Dr. Jena Hamadani at ICDDR,B hospital (Phone # 8811751-60, Ext-2331) or my colleagues anytime required. 

Future use of information

Some of the information collected from this study may be kept for future use however in such cases information and data supplied to other researchers, will not conflict with or violate the maintenance of privacy, anonymity and confidentiality of information identifying participants in any way.

Right not to participate and withdraw

Your child’s participation in the study is voluntary, and you are the sole authority to decide for and against your child’s participation in this study. Refusal to take part in the study will involve no penalty. 

If you agree to our proposal of enrolling your child in our study, please indicate that by putting your signature or your left thumb impression at the specified space below

Thank you very much for your cooperation

_______________________________
____________________

Signature or left thumb impression

 Date

of attendant/Guardian

____________________________
____________________

Signature or left thumb impression

Date 

of the witness
_______________________________
___________________

 Signature of the PI or his/her representative
Date

(NOTE: In case of representative of the PI, she/he shall put her/his full name and designation and then sign)







International Centre for Diarrhoeal Disease Research, Bangladesh

Voluntary Consent Form
Stimulation group
Protocol Number:  2004-12

Title of the Research Project:            

A randomized controlled trial of the effects of iron supplementation and psychosocial stimulation on the development of iron deficient anemic children

Principal Investigator: Dr. Jena D. Hamadani

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and risks involved in the study. Details of all procedures must be provided including their risks, utility, duration, frequencies, and severity. All questions of the subject must be answered to his/ her satisfaction, indicating that the participation is purely voluntary. For children, consents must be obtained from their parents or legal guardians. The subject must indicate his/ her acceptance of participation by signing or thumb printing on this form.



Introduction

Anemia is a serious health problem in Bangladesh particularly in young children and women. It may be associated with poor behavior and delay in mental development of children. Anemic children are also known to have lower interaction with their parents and other adults and siblings in the family.
Purpose of the research

We from the Clinical Sciences Division of ICDDR,B are conducting a research study to know if treatment of young anemic children will improve their mental development, growth and their mothers’ child rearing practices.

Why selected 

We examined your child’s Hb and found that s/he is mildly anemic and requires treatment to attain optimum mental development. Your child also needs more frequent attention and care. We aim to determine how anemic children will respond to treatment and to additional play at home. 

What is expected from respondent?

We would, therefore, like to request you and your child to participate in our study. We will visit you once a week for 6 months. During the visit we will show you how to care for your child, and how to play and chat with your child in a way to help him develop well. We will also show you how to make homemade toys. We hope you will continue playing and chatting in this way during the week and spend a little time each day playing with toys or looking at pictures with your child. We also hope to learn from you about the games you play with your child. In addition, we will provide you with a mixture every week, and we want you to feed the child 1.5 ml of the mixture every day. Some children will get the iron syrup at the beginning of the study; others will get sugar syrup to begin with but will get iron syrup at the end. But neither you nor us will know who is getting which mixture to begin with. On enrolment to the study and after 6 months we’ll test your child for his/her development. This means coming to the local office where we will give your child games to play. Children and mothers usually enjoy this. We will also test your child’s blood by drawing 5 ml of blood from his/her vein and visit your home to collect information about child’s environment on enrolment to the study and after 6 months. We’ll also check your child’s Hb status 3 months after beginning of the study by a finger prick.

Risk and benefits

There is no risk to your child and your child will rather be benefited if s/he is enrolled in this program. Drawing blood will only cause a little discomfort to your child and may cause a mild discoloration of his/her skin but will not harm the child. There is a remote possibility of local or systemic infection following venepuncture but we’ll try to prevent that by using sterile and disposable needle and syringes as well as all possible hygienic measure. Your child will be examined by a doctor on enrolment to the study and anytime s/he is ill. In case of illness basic treatment will be offered by our study doctor but if the child requires further treatment s/he’ll be referred to other Health Centers. You’ll also get to know your child’s Hb and iron status, level of his/her mental development and you’ll learn how to play and stimulate your child so that s/he will have better development.

Privacy, anonymity and confidentiality

Any information thought to be secret for you will remain strictly confidential. We would be obliged to provide your child’s information related to his/her medical condition(s), treatment, or results of all tests performed on your child, and would be happy to answer your questions about the study. You will be able to ask questions in relation to the study and you are welcome to contact me; Dr. Jena Hamadani at ICDDR,B hospital (Phone # 8811751-60, Ext-2331) or my colleagues anytime required. 

Future use of information

Some of the information collected from this study may be kept for future use however in such cases information and data supplied to other researchers, will not conflict with or violate the maintenance of privacy, anonymity and confidentiality of information identifying participants in any way.

Right not to participate and withdraw

Your child’s participation in the study is voluntary, and you are the sole authority to decide for and against you child’s participation in this study. You would also be able to withdraw your participation any time during the study. Refusal to take part in or withdrawal from the study will involve no penalty. 

If you agree to our proposal of enrolling your child in our study, please indicate that by putting your signature or your left thumb impression at the specified space below

 Thank you very much for your cooperation

_______________________________________

____________________

Signature or left thumb impression

 


Date

of attendant/Guardian

_______________________________________

____________________

Signature or left thumb impression of the witness


Date

_______________________________________

___________________

 Signature of the PI or his/her representative

 

Date

(NOTE: In case of representative of the PI, she/he shall put her/his full name and designation and then sign)






International Centre for Diarrhoeal Disease Research, Bangladesh

                                   Voluntary Consent Form

No stimulation group
Protocol Number:  2004-12

Title of the Research Project:            

A randomized controlled trial of the effects of iron supplementation and psychosocial stimulation on the development of iron deficient anemic children

Principal Investigator: Dr. Jena D. Hamadani

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and risks involved in the study. Details of all procedures must be provided including their risks, utility, duration, frequencies, and severity. All questions of the subject must be answered to his/ her satisfaction, indicating that the participation is purely voluntary. For children, consents must be obtained from their parents or legal guardians. The subject must indicate his/ her acceptance of participation by signing or thumb printing on this form.

Introduction

Anemia is a serious health problem in Bangladesh particularly in young children and women. It may be associated with poor behavior and delay in mental development of children. 

Purpose of the research

We from the Clinical Sciences Division of ICDDR,B are conducting a research study to know if treatment of young anemic children will improve their mental development, growth and their mothers’ child rearing practices.


Why selected 

We examined your child’s Hb and found that s/he is mildly anemic and requires treatment to attain optimum mental development. We aim to determine how anemic children will respond to treatment. 

What is expected from the patients/respondent?

We would, therefore, like to request you and your child to participate in our study. In this regard, we will provide you with a mixture every week, and ask you to give 1.5 ml of it to the child every day for 6 months. Some children will get the iron syrup at the beginning of the study; others will get sugar syrup to begin with but will get iron syrup at the end. But neither you nor us will know who is getting which mixture to begin with. On enrolment to the study and after 6 months we’ll test your child for his/her mental development. This means coming to the local office where someone will give your child games to play. Children and mothers usually enjoy this. We will also test your child’s blood by drawing 5 ml of blood from his/her vein and visit your home to collect information about child’s environment on enrolment to the study and after 6 months. We’ll also check your child’s Hb status 3 months after beginning of the study by a finger prick. 

Risk and benefits

There is no risk to your child and your child will rather be benefited if s/he is enrolled in this program. Drawing blood will only cause a little discomfort to your child and may cause a mild discoloration of his/her skin but will not harm the child. There is a remote possibility of local or systemic infection following venepuncture but we’ll try to prevent that by using sterile and disposable needle and syringes as well as all possible hygienic measure. Your child will be examined by a doctor on enrolment to the study and anytime s/he is ill. In case of illness basic treatment will be offered by our study doctor but if the child requires further treatment s/he’ll be referred to other Health Centers. You’ll also get to know your child’s Hb and iron status, and level of his/her mental development.

Privacy, anonymity and confidentiality

Any information thought to be secret for you will remain strictly confidential. We would be obliged to provide your child’s information related to his/her medical condition(s), treatment, or results of all tests performed on your child, and would be happy to answer your questions about the study. You will be able to ask questions in relation to the study and you are welcome to contact me; Dr. Jena Hamadani at ICDDR,B hospital (Phone # 8811751-60, Ext-2331) or my colleagues anytime required. We would, however, like to inform you that some tests would be performed at the end of the study, and thus their results would be available only then.

Future use of information

Some of the information collected from this study may be kept for future use however in such cases information and data supplied to other researchers, will not conflict with or violate the maintenance of privacy, anonymity and confidentiality of information identifying participants in any way.

Right not to participate and withdraw

Your child’s participation in the study is voluntary, and you are the sole authority to decide for and against you child’s participation in this study. You would also be able to withdraw your participation any time during the study. Refusal to take part in or withdrawal from the study will involve no penalty. 

Principle of compensation 

If you agree to our proposal of enrolling your child in our study, please indicate that by putting your signature or your left thumb impression at the specified space below

 Thank you very much for your cooperation

_______________________________________

____________________

Signature or left thumb impression

 


Date

of attendant/Guardian

_______________________________________

____________________

Signature or left thumb impression of the witness


Date

_______________________________________

___________________

 Signature of the PI or his/her representative

 

Date

(NOTE: In case of representative of the PI, she/he shall put her/his full name and designation and then sign)











International Centre for Diarrhoeal Disease Research, Bangladesh

Voluntary Consent Form
Non-anemic group

Protocol Number:  2004-12

Title of the Research Project:            

A randomized controlled trial of the effects of iron supplementation and psychosocial stimulation on the development of iron deficient anemic children

Principal Investigator: Dr. Jena D. Hamadani

Before recruiting into the study, the study subject must be informed about the objectives, procedures, and potential benefits and risks involved in the study. Details of all procedures must be provided including their risks, utility, duration, frequencies, and severity. All questions of the subject must be answered to his/ her satisfaction, indicating that the participation is purely voluntary. For children, consents must be obtained from their parents or legal guardians. The subject must indicate his/ her acceptance of participation by signing or thumb printing on this form.

Introduction

Anemia is a serious health problem in Bangladesh particularly in young children and women. It may be associated with poor behavior and delay in mental development of children. Anemic children are known to have lower interaction with their parents and other adults and siblings in the family.
Purpose of the research

We from the Clinical Sciences Division of ICDDR,B are conducting a research study to know if treatment of young anemic children will improve their mental development, growth and their mothers’ child rearing practices.


Why selected 

We examined your child’s Hb and found that s/he is not anemic and we would like to compare your child with other anemic children who live in your village. We aim to determine how anemic children will respond to treatment and to additional play at home.
What is expected from the patients/respondent?

We would, therefore, request you to and your child to participate in our study. On enrolment to the study and after 6 months we’ll test your child for his/her mental development. This means coming to the local center where someone will give your child games to play. Children and mothers usually enjoy this. We will also test your child’s blood by drawing 3 ml of blood from his/her vein and visit your home to collect information about child’s environment on enrolment to the study and after 6 months. 

Risk and benefits

There is no risk to your child and your child will rather be benefited if s/he is enrolled in this program. Drawing blood will only cause a little discomfort to your child and may cause a mild discoloration of his/her skin but will not harm the child. There is a remote possibility of local or systemic infection following venepuncture but we’ll try to prevent that by using sterile and disposable needle and syringes as well as all possible hygienic measure. Your child will be examined by a doctor on enrolment to the study and anytime s/he is ill. In case of illness basic treatment will be offered by our study doctor but if the child requires further treatment s/he’ll be referred to other Health Centers. You’ll also get to know your child’s Hb and iron status, and level of his/her mental development.

Privacy, anonymity and confidentiality

Any information thought to be secret for you will remain strictly confidential. We would be obliged to provide your child’s information related to his/her medical condition(s), treatment, or results of all tests performed on your child, and would be happy to answer your questions about the study. You will be able to ask questions in relation to the study and you are welcome to contact me; Dr. Jena Hamadani at ICDDR,B hospital (Phone # 8811751-60, Ext-2331) or my colleagues anytime required. We would, however, like to inform you that some tests would be performed at the end of the study, and thus their results would be available only then.

Future use of information

Some of the information collected from this study may be kept for future use however in such cases information and data supplied to other researchers, will not conflict with or violate the maintenance of privacy, anonymity and confidentiality of information identifying participants in any way.

Right not to participate and withdraw

Your child’s participation in the study is voluntary, and you are the sole authority to decide for and against you child’s participation in this study. You would also be able to withdraw your participation any time during the study. Refusal to take part in or withdrawal from the study will involve no penalty. 

If you agree to our proposal of enrolling your child in our study, please indicate that by putting your signature or your left thumb impression at the specified space below

Thank you for your cooperation

_______________________________________

____________________

Signature or left thumb impression of attendant/Guardian 

Date
_________________________________

____________________

Signature or left thumb impression of the witness

Date

_______________________________________

___________________

 Signature of the PI or his/her representative

 
Date

(NOTE: In case of representative of the PI, she/he shall put her/his full name and designation and then sign)
m¤§wZcÎ

Survey group
f’wgKv:

i³¯^íZv evsjv‡`‡ki GKwU gvivZ¥K ¯^v¯’¨-mgm¨v  we‡kl K‡i †QvU wkï‡`i Ges gwnjv†`i g‡a¨ †ewk †`Lv hvq| G‡Z ev”Pv‡`i AvPvi e¨envi Ges eyw× weKv‡k mgm¨v nq| 

M‡elYvi D‡Ïk¨:

Avgiv AvBwmwWwWAvi,wei wK¬wbK¨vj mv‡q‡Ým wWwfkb †_‡K GKwU M‡elYv Kvh©µg cwiPvjbv KiwQ| Avgiv Rvb‡Z Pvw”Q †h wPwKrmvi Øviv i³¯^íZvq Avµvš—wkï‡`i gvbwmK weKvk, kvwiixK e„w× Ges Zv‡`i gv‡q‡`i wkï cÖwZcvjb c×wZi DbœwZ nq wKbv| 

c×wZ: 

Avgiv GB M‡elYvq Aš—©f~³ Kivi Rb¨ GB MÖv‡gi 22-26 gvm eq‡mi wkï‡`i wn‡gv‡M­vwe‡bi gvÎv cix¶v KiwQ| Avcbvi wkïi eqm GB eqmmxgvi g‡a¨ Av‡Q Ges Avgiv Zv‡K cix¶v K‡i †`L‡Z PvB| 
AskMÖnYKvixi Kv‡Q cÖZ¨vwkZ: 

Avgiv Rvb‡Z Pvw”Q †h, Avcbvi wkï i³¯^íZvq f~M‡Q wKbv| Avcwb m¤§wZ w`‡j Avgiv Avcbvi wkïi AvOzj †_‡K GK‡dvUv i³ wb‡q cix¶v K‡i Zv †`L‡Z PvB | GB djvd‡ji Dci wfwË K‡i Avcbvi KvQ ‡_‡K AbygwZ wb‡q Avcbvi wkï‡K GB M‡elYvq †bqv n‡e| wKš‘ hw` Zvi i³¯^íZvi gvÎv Ggb _v‡K hvi Rb¨ wbwðZfv‡e wPwKrmvi cÖ‡qvRb †m‡¶‡Î Avgiv Zvi wPwKrmvi Rb¨ mvnvh¨ Kie|

myweav I Amyweav: 

Avcbvi wkï hw` GB M‡elbvq Aš—©fz³ nq Z‡e Zvi †Kvb ¶wZ n‡ebv eis †m DcK…Z n‡e| i³ †bqvi Rb¨ wkï mvgvb¨ e¨_v †c‡Z cv‡i Ges wkïi Pvgovi i‡Oi mvgvb¨ cwieZ©b NU‡Z cv‡i wKš— wkïi †Kvb ¶wZ n‡ebv| Avgiv i³ †bqvi Rb¨ wWm‡cv‡Rej wbWj e¨envi Kie Ges  hZUv m¤¢e meiKg ¯^v¯’¨ m¤§Z e¨e¯’v wbe|  M‡elYvi Ask wnmv‡e M‡elYvq Aš—©fz³ nIqvi mgq Avcbvi wkï‡K Wv³vi †`L‡eb GQvovI ‡h‡Kvb mgq wkï Amy¯’  n‡j Wv³vi Zvi wPwKrmv Ki‡eb| Avcwb Avcbvi wkïi wn‡gv‡M­vwe‡bi cwigvb Rvb‡Z cvi‡eb|

†MvcbxqZv: 

Avcbvi KvQ †_‡K †bqv mKj Z_¨ †Mvcb ivLv n‡e| G e¨vcv‡i Avcbvi †Kvb cÖkœ _vK‡j Avgiv mvb‡›` Zvi DËi w`e,  cÖ‡qvR‡b †h‡Kvb mgq Avcwb Avgvi mv‡_ ev Avgvi mnKgx©‡`i mv‡_ K‡jiv nvmcvZv‡ji GB bv¤^v‡i  (W: †Rbv wW. nvgv`vbx, †dvb bs- 8811751-60, G·- 2331) †hvMv‡hvM Ki‡Z cvi‡eb| 

fwel¨‡Z Z‡_¨i e¨envi: 

G M‡elYvi djvdj Avgiv fwel¨‡Z Ab¨ M‡elK‡`i mv‡_ M‡elYvi Kv‡R e¨envi Ki‡Z cvwi Z‡e †m‡¶‡ÎI †MvcbxqZv i¶v Kiv n‡e|

AskMÖnYKvixi AwaKvi: 

Avcbvi B”Qvi DciB Avcbvi wkïi  GB M‡elYvq AskMÖnb Kiv  wbf©i Ki‡e Ges GB e¨vcv‡i Avcbvi c~Y© AwaKvi _vK‡e| Z‡e M‡elYvq †hvM`vb Ki‡Z bv PvB‡j Avcwb ¶wZMÖ¯— n‡eb bv|

Avcwb hw`  GB M‡elYvq AskMÖnb Ki‡Z ivwR _v‡Kb Z‡e wb‡æ AbyMÖn K‡i Avcbvi ¯^v¶i ev evg nv‡Zi e„×v½ywji wUcmB w`‡eb| Avgv‡`i G Kv‡R mn‡hvwMZv Kivi Rb¨ Avcbv‡K A‡kl ab¨ev`|
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M‡el‡Ki ¯^v¶i




AskMÖnbKvixi ¯^v¶i

m¤§wZcÎ

Stimulation group
f’wgKv:

i³¯^íZv evsjv‡`‡ki GKwU gvivZ¥K ¯^v¯’¨-mgm¨v  we‡kl K‡i †QvU wkï‡`i Ges gwnjv†`i g‡a¨ †ewk †`Lv hvq| G‡Z ev”Pv‡`i AvPvi e¨envi Ges eyw× weKv‡k mgm¨v nq| i³ ¯^íZvi Kvi‡b wkïiv cwiev‡ii gv, evev, fvB, †evb ev Ab¨vb¨ m`m¨‡`i mv‡_ Kg ‡gjv†gkv K‡i|

M‡elYvi D‡Ïk¨:

Avgiv AvBwmwWwWAvi,wei wK¬wbK¨vj mv‡q‡Ým wWwfkb †_‡K GKwU M‡elYvq Kvh©µg cwiPvjbv KiwQ| Avgiv Rvb‡Z Pvw”Q †h wPwKrmvi Øviv i³¯^íZvq Avµvš—wkï‡`i gvbwmK weKvk, kvwiixK e„w× Ges Zv‡`i gv‡q‡`i wkï cÖwZcvjb c×wZi DbœwZ nq wKbv| 

c×wZ:

Avgiv Avcbvi wkïi i³ cix¶v K‡i †`‡LwQ †m mvgvb¨ i³ ¯^íZvq fzM‡Q Ges Zvi cwic~Y© eyw× weKv‡ki Rb¨ wPwKrmvi cÖ‡qvRb| GQvovI Avcbvi wkïi evowZ g‡bv‡hvM I hZœ cÖ‡qvRb| Avgiv †`L‡Z Pvw”Q †h, i³¯^íZvi Rb¨ wPwKrmv Ges evowZ †Ljva~jv w`‡j wkï‡`i wK DbœwZ nq|  

AskMÖnYKvixi Kv‡Q cÖZ¨vwkZ: 

Avgiv Avcbv‡K Ges Avcbvi wkï‡K GB M‡elYvq AskMÖnY Kivi Rb¨ Aby‡iva KiwQ| Avgiv AvMvgx 6 gv‡m cÖwZ mßv‡n GKevi K‡i Avcbvi evmvq †`Lv Ki‡Z Avme|  GB mv¶v‡Zi mgq Avgiv †`Lv‡ev wKfv‡e ev”Pvi hZœ wb‡Z nq, wKfv‡e Zvi mv‡_  †Lj‡Z nq Ges K_v ej‡Z nq hv Zvi cwic~Y© weKv‡ki mvnvh¨ Ki‡e| Avgiv AviI Avcbv‡K †`Lv‡ev wKfv‡e N‡ii-ˆZix †Ljbv evbv‡bv hvq|  Avgvi Avkv Kie mviv mßvn Avcwb ev”Pvi mv‡_ ‡mBfv‡e †Lj‡eb I K_v ej‡eb Ges cÖwZw`b ev”Pvi mv‡_ †Ljbv wb‡q †Ljvi Ges Qwe †`Lv‡bvi Rb¨ wKQy mgq w`‡eb| Avgiv AviI Avkv Kie Avcwb ev”Pvi mv‡_ hv hv †L‡jb Avgv‡`i‡K †kLv‡eb| GQvovI Avgiv Avcbv‡K cÖwZ mßv‡n GK †evZj wmivc w`e †hUv †_‡K Avcwb cÖwZw`b 1.5 Gg Gj (23 †dvUv) LvIqv‡eb| wKQy wkï M‡elYvi cÖ_g †_‡K AvqiY wmivc cv‡e| Ab¨ wkïiv ïi“‡ZB wPwbi wmivc cv‡e Ges M‡elYvi †k‡l AvqiY wmivc cv‡e| Z‡e Avgiv ev Avcbviv †KD Rvb‡ev bv †Kvb wkïiv cÖ_‡g †Kvb wmivcUv cv‡”Q| M‡elYvi ïi“‡Z Ges 6 gvm c‡i Avgiv Avcbvi wkïi eyw× cix¶v Kie| Gi Rb¨ Avcbvi wkï‡K wb‡q Avcbv‡K Avgv‡`i ¯’vbxq Awd‡m Avm‡Z n‡e †hLv‡b Avgiv Avcbvi wkï‡K wKQy †Ljv w`‡ev | gv Ges wkïiv mvaviYZ GB †Ljv¸‡jv †_‡K Avb›` cvq| GQvovI Avgiv M‡elYvi ïi“‡Z Ges 6 gvm c‡i Acbvi wkïi †_‡K   5 Gg Gj (1 Pv PvgP) i³ cix¶vi Rb¨ wbe Ges Avcbvi wkïi cvwicvwk©¡K cwi‡ek  m¤ú‡K© wKQy Z_¨ †bIqvi Rb¨  Avcbvi evmvq hv‡ev| GQvovI M‡elYvi 3 gvm c‡i Avgiv Avcbvi wkïi wn‡gv‡M­vwe‡bi gvÎv †`Lvi Rb¨ Av½yj †_‡K GK †dvUv i³ wb‡ev|  

myweav I Amyweav: 

Avcbvi wkï hw` GB M‡elYvq Aš—f~©³ nq Z‡e Zvi †Kvb ¶wZ n‡ebv eis †m DcK…Z n‡e| i³ †bqvi Rb¨ wkï mvgvb¨ e¨_v †c‡Z cv‡i Ges wkïi Pvgovi i‡Oi mvgvb¨ cwieZ©b NU‡Z cv‡i wKš— wkïi †Kvb ¶wZ n‡ebv| Lye Kg †¶‡Î ev”Pvi i³ †bIqvi ¯’v‡b A_ev kix‡i Bb‡dkb n‡Z cv‡i wKš‘ ‡mUv hv‡Z bv nq †mRb¨   i³ †bIqvi mgq Avgiv wWm‡cv‡Rej wbWj Ges wmwiÄ e¨envi Kie Ges hZUv m¤¢e meiKg ¯^v¯’¨ m¤§Z e¨e¯’v wbe| M‡elYvi Ask wnmv‡e M‡elYvq Aš—©fz³ nIqvi mgq Avcbvi wkï‡K Wv³vi †`L‡eb GQvovI ‡h‡Kvb mgq wkï Amy¯’¨ n‡j Wv³vi Zvi wPwKrmv Ki‡eb| Z‡e hw` Lye gvivZ¥K AmyL nq Avgvi Zv‡K Ab¨ ¯^v¯’¨ †mev †K‡›`ª cvVvevi e¨e¯’v Kie| Avcwb Avcbvi wkïi wn‡gv‡M­vweb Ges Avqi‡Yi gvÎv, Zvi eyw×i weKvk m¤ú©‡K  Rvb‡Z cvi‡eb| Avcwb AviI Rvb‡Z cvi‡eb wKfv‡e ev”Pvi mv‡_ †Lj‡j Ges Zv‡K DÏxcbv w`‡j Zvi eyw× weKvk AviI fvj n‡e|

†MvcbxqZv: 

Avcbvi KvQ †_‡K †bqv mKj Z_¨ †Mvcb ivLv n‡e| Avgiv Aek¨B Avcbvi wkïi ¯^v¯’¨ msµvš— mKj Z_¨ Ges cix¶vi djvdj Rvbv‡ev Ges cÖ‡qvRbxq wPwKrmv w`‡ev|  G e¨vcv‡i Avcbvi †Kvb cÖkœ _vK‡j Avgiv mvb‡›` Zvi DËi w`e cÖ‡qvR‡b †h‡Kvb mgq Avcwb Avgvi mv‡_ ev Avgvi mnKgx©‡`i mv‡_ K‡jiv nvmcvZv‡ji GB bv¤^v‡i 

( W: †Rbv wW. nvgv`vbx, †dvb bs- 8811751-60, G·- 2331) †hvMv‡hvM Ki‡Z cvi‡eb| 

fwel¨‡Z Z‡_¨i e¨envi: 

G M‡elYvi djvdj Avgiv fwel¨‡Z Ab¨ M‡elK‡`i mv‡_ M‡elYvi Kv‡R e¨envi Ki‡Z cvwi Z‡e †m‡¶‡ÎI †MvcbxqZv i¶v Kiv n‡e|

AskMÖnYKvixi AwaKvi: 

Avcbvi B”Qvi DciB Avcbvi wkïi GB M‡elbvq AskMÖnb Kiv wbf©i Ki‡e Ges GB e¨vcv‡i Avcbvi AwaKvi A¶zbœ _vK‡e| M‡elYv PjvKvjxb mg‡q Avcwb B”Qv Ki‡j M‡elYv †_‡K †ei n‡q †h‡Z cv‡ib| M‡elYvq †hvM`vb bv Ki‡j A_ev ‡h‡Kvb mgq M‡elYv †_‡K P‡j †M‡j  Avcbv‡K †KvbiKg ¶wZc~iY w`‡Z n‡e bv| 

Avcwb hw`  GB M‡elYvq AskMÖnb Ki‡Z ivwR _v‡Kb Z‡e wb‡æ AbyMÖn K‡i Avcbvi ¯^v¶i ev evg nv‡Zi e„×v½ywji wUcmB w`‡eb| Avgv‡`i G Kv‡R mn‡hvwMZv Kivi Rb¨ Avcbv‡K A‡kl ab¨ev`|
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M‡el‡Ki ¯^v¶i




AskMÖnbKvixi ¯^v¶i

m¤§wZcÎ

No-Stimulation group

f’wgKv:

i³¯^íZv evsjv‡`‡ki GKwU gvivZ¥K ¯^v¯’¨-mgm¨v  we‡kl K‡i †QvU wkï‡`i Ges gwnjv†`i g‡a¨ †ewk †`Lv hvq| G‡Z ev”Pv‡`i AvPvi e¨envi Ges eyw× weKv‡k mgm¨v nq| 

M‡elYvi D‡Ïk¨:

Avgiv AvBwmwWwWAvi,wei wK¬wbK¨vj mv‡q‡Ým wWwfkb †_‡K GKwU M‡elbv Kvh©µg cwiPvjbv KiwQ| Avgiv Rvb‡Z Pvw”Q †h wPwKrmvi Øviv i³¯^íZvq Avµvš—wkï‡`i gvbwmK weKvk, kvixwiK e„w× Ges Zv‡`i gv‡q‡`i wkï cÖwZcvjb c×wZi DbœwZ nq wKbv| 

c×wZ:

Avgiv Avcbvi wkïi i³ cix¶v K‡i †`‡LwQ †m mvgvb¨ i³ ¯^íZvq fzM‡Q Ges Zvi cwic~Y© eyw× weKv‡ki Rb¨ wPwKrmvi cÖ‡qvRb| Avgiv †`L‡Z Pvw”Q †h, i³¯^íZvi Rb¨ wPwKrmv w`‡j wkï‡`i wK DbœwZ nq|  

AskMÖnYKvixi Kv‡Q cªZ¨vwkZ: 

Avgiv Avcbv‡K Ges Avcbvi wkï‡K GB M‡elYvq AskMÖnY Kivi Rb¨ Aby‡iva KiwQ| Avgiv Avcbv‡K cÖwZ mßv‡n GK †evZj wmivc w`e †hUv †_‡K Avcwb cÖwZw`b 1.5 Gg Gj (23 †dvUv) LvIqv‡eb| wKQy wkï M‡elYvi cÖ_g †_‡K AvqiY wmivc cv‡e| Ab¨ wkïiv ïi“‡ZB wPwbi wmivc cv‡e Ges M‡elYvi †k‡l AvqiY wmivc cv‡e| Z‡e Avgiv ev Avcbviv †KD Rvb‡ev bv †Kvb wkïiv cÖ_‡g †Kvb wmivcUv cv‡”Q| M‡elYvi ïi“‡Z Ges 6 gvm c‡i Avgiv Avcbvi wkïi eyw× cix¶v Kie| Gi Rb¨ Avcbvi wkï‡K wb‡q Avcbv‡K Avgv‡`i ¯’vbxq Awd‡m Avm‡Z n‡e †hLv‡b Avgiv Avcbvi wkï‡K wKQy †Ljv w`‡ev | gv Ges wkïiv mvaviYZ GB †Ljv¸‡jv †_‡K Avb›` cvq| GQvovI Avgiv M‡elYvi ïi“‡Z Ges 6 gvm c‡i Acbvi wkïi †_‡K   5 Gg Gj (1 Pv PvgP) i³ cix¶vi Rb¨ wbe Ges Avcbvi wkïi cvwicvwk©¡K cwi‡ek  m¤ú‡K© wKQy Z_¨ †bIqvi Rb¨  Avcbvi evmvq hv‡ev| GQvovI M‡elYvi 3 gvm c‡i Avgiv Avcbvi wkïi wn‡gv‡M­vwe‡bi gvÎv †`Lvi Rb¨ Av½yj †_‡K GK †dvUv i³ wb‡ev|  

myweav I Amyweav:  

Avcbvi wkï hw` GB M‡elYvq Aš—f©~³ nq Z‡e Zvi †Kvb ¶wZ n‡ebv eis †m DcK…Z n‡e| i³ †bqvi Rb¨ wkï mvgvb¨ e¨_v †c‡Z cv‡i Ges wkïi Pvgovi i‡Oi mvgvb¨ cwieZ©b NU‡Z cv‡i wKš— wkïi †Kvb ¶wZ n‡ebv| Lye Kg †¶‡Î ev”Pvi i³ †bIqvi ¯’v‡b A_ev kix‡i Bb‡dKkb n‡Z cv‡i wKš‘ ‡mUv hv‡Z bv nq †mRb¨   i³ †bIqvi mgq Avgiv wWm‡cv‡Rej wbWj Ges wmwiÄ e¨envi Kie Ges hZUv m¤¢e meiKg ¯^v¯’¨ m¤§Z e¨e¯’v wbe| M‡elYvi Ask wnmv‡e M‡elYvq Aš—©fz³ nIqvi mgq Avcbvi wkï‡K Wv³vi †`L‡eb GQvovI ‡h‡Kvb mgq wkï Amy¯’¨ n‡j Wv³vi Zvi wPwKrmv Ki‡eb| Z‡e hw` Lye gvivZ¥K  AmyL nq Avgvi Zv‡K Ab¨ ¯^v¯’¨ †mev †K‡›`ª cvVvevi e¨e¯’v Kie| Avcwb Avcbvi wkïi wn‡gv‡M­vweb, Avqi‡Yi gvÎv Ges Zvi eyw×i weKvk m¤ú©‡K  Rvb‡Z cvi‡eb| 

†MvcbxqZv: 

Avcbvi KvQ †_‡K †bqv mKj Z_¨ †Mvcb ivLv n‡e| Avgiv Aek¨B Avcbvi wkïi ¯^v¯’¨ msµvš— mKj Z_¨, Ges cix¶vi djvdj Rvbv‡ev Ges cÖ‡qvRbxq wPwKrmv w`‡ev|  G e¨vcv‡i Avcbvi †Kvb cÖkœ _vK‡j Avgiv mvb‡›` Zvi DËi w`e cÖ‡qvR‡b †h‡Kvb mgq Avcwb Avgvi mv‡_ ev Avgvi mnKgx©‡`i mv‡_ K‡jiv nvmcvZv‡ji GB bv¤^v‡i ( W: †Rbv wW. nvgv`vbx, †dvb bs- 8811751-60, G·- 2331)  †hvMv‡hvM Ki‡Z cvi‡eb| 

fwel¨‡Z Z‡_¨i e¨envi: 

G M‡elYvi djvdj Avgiv fwel¨‡Z Ab¨ M‡elK‡`i mv‡_ M‡elYvi Kv‡R e¨envi Ki‡Z cvwi Z‡e †m‡¶‡ÎI †MvcbxqZv i¶v Kiv n‡e|

AskMÖnYKvixi AwaKvi: 

Avcbvi B”Qvi DciB Avcbvi wkïi GB M‡elYvq AskMÖnb Kiv wbf©i Ki‡e Ges GB e¨vcv‡i Avcbvi © AwaKvi A¶zbœ _vK‡e| M‡elYv PjvKvjxb mg‡q Avcwb B”Qv Ki‡j M‡elYv †_‡K †ei n‡q †h‡Z cv‡ib | M‡elYvq †hvM`vb bv Ki‡j A_ev ‡h‡Kvb mgq M‡elYv †_‡K P‡j †M‡j  Avcbv‡K †KvbiKg ¶wZc~iY w`‡Z n‡e bv| 

Avcwb hw`  GB M‡elYvq AskMÖnb Ki‡Z ivwR _v‡Kb Z‡e wb‡æ AbyMÖn K‡i Avcbvi ¯^v¶i ev evg nv‡Zi e„×v½ywji wUcmB w`‡eb| Avgv‡`i G Kv‡R mn‡hvwMZv Kivi Rb¨ Avcbv‡K A‡kl ab¨ev`|
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M‡el‡Ki ¯^v¶i




AskMÖnbKvixi ¯^v¶i

m¤§wZcÎ

Non-anemic group
f’wgKv:

i³¯^íZv evsjv‡`‡ki GKwU gvivZ¥K ¯^v¯’¨-mgm¨v  we‡kl K‡i †QvU wkï‡`i Ges gwnjv†`i g‡a¨ †ewk †`Lv hvq| G‡Z ev”Pv‡`i AvPvi e¨envi Ges eyw× weKv‡k mgm¨v nq| i³ ¯^íZvi Kvi‡Y wkïiv cwiev‡ii gv, evev, fvB, †evb ev Ab¨vb¨ m`m¨‡`i mv‡_ Kg ‡gjv†gkv K‡i|

M‡elYvi D‡Ïk¨:

Avgiv AvBwmwWwWAvi,wei wK¬wbK¨vj mv‡q‡Ým wWwfkb †_‡K GKwU M‡elYv Kvh©µg cwiPvjbv KiwQ| Avgiv Rvb‡Z Pvw”Q †h wPwKrmvi Øviv i³¯^íZvq Avµvš—wkï‡`i gvbwmK weKvk, kvwiixK e„w× Ges Zv‡`i gv‡q‡`i wkï cÖwZcvjb c×wZi DbœwZ nq wKbv| 

c×wZ:

 Avgiv Avcbvi wkïi i³ cix¶v K‡i †`‡LwQ †m i³ ¯^íZvq fzM‡Qbv Ges GB MÖv‡g †hme wkï i³¯^íZvq f~M‡Q Zv‡`i mv‡_ Avcbvi wkï‡K Zzjbv Kie |    Avgiv †`L‡Z Pvw”Q †h, i³¯^íZvi Rb¨ wPwKrmv Ges evowZ †Ljva~jv w`‡j wkï‡`i wK DbœwZ nq|

AskMÖnYKvixi Kv‡Q cÖZ¨vwkZ: 

Avgiv Avcbv‡K Ges Avcbvi wkï‡K GB M‡elYvq AskMÖnY Kivi Rb¨ Aby‡iva KiwQ| M‡elYvi ïi“‡Z Ges 6 gvm c‡i Avgiv Avcbvi wkïi eyw× cix¶v Kie| Gi Rb¨ Avcbvi wkï‡K wb‡q Avcbv‡K Avgv‡`i ¯’vbxq Awd‡m Avm‡Z n‡e †hLv‡b Avgiv Avcbvi wkï‡K wKQy †Ljv w`e|  gv Ges wkïiv mvaviYZ GB †Ljv¸‡jv †_‡K Avb›` cvq| GQvovI Avgiv M‡elYvi ïi“‡Z Ges 6 gvm c‡i Acbvi wkïi †_‡K 3 Gg Gj (Avav Pvg‡Pi GKUz †ewk) i³ cix¶vi Rb¨ wbe Ges Avcbvi wkïi cvwicvwk©¡K cwi‡ek  m¤ú‡K© wKQy Z_¨ †bIqvi Rb¨  Avcbvi evmvq hv‡ev| 
myweav I Amyweav:  

Avcbvi wkï hw` GB M‡elYvq Aš—©f~³ nq Z‡e Zvi †Kvb ¶wZ n‡ebv eis †m DcK…Z n‡e| i³ †bqvi Rb¨ wkï mvgvb¨ e¨_v †c‡Z cv‡i Ges wkïi Pvgovi i‡Oi mvgvb¨ cwieZ©b NU‡Z cv‡i wKš‘ wkïi †Kvb ¶wZ n‡ebv| Lye Kg †¶‡Î ev”Pvi i³ †bIqvi ¯’v‡b A_ev kix‡i Bb‡dKkb n‡Z cv‡i wKš‘ ‡mUv hv‡Z bv nq †mRb¨   i³ †bIqvi mgq Avgiv wWm‡cv‡Rej wbWj e¨envi Kie Ges hZUv m¤¢e meiKg ¯^v¯’¨ m¤§Z e¨e¯’v wbe| M‡elYvi Ask wnmv‡e M‡elYvq Aš—©fz³ nIqvi mgq Avcbvi wkï‡K Wv³vi †`L‡eb GQvovI ‡h‡Kvb mgq wkï Amy¯’¨ n‡j Wv³vi Zvi wPwKrmv Ki‡eb| Z‡e hw` Lye gvivZ¥K  AmyL nq Avgvi Zv‡K Ab¨ ¯^v¯’¨ †mev †K‡›`ª cvVvevi e¨e¯’v Kie| Avcwb Avcbvi wkïi wn‡gv‡M­vweb Ges Avqi‡Yi gvÎv, Zvi eyw×i weKvk m¤ú©‡K  Rvb‡Z cvi‡eb| 

†MvcbxqZv: 

 Avcbvi KvQ †_‡K †bqv mKj Z_¨ †Mvcb ivLv n‡e| Avgiv Aek¨B Avcbvi wkïi ¯^v¯’¨ msµvš— mKj Z_¨, Ges cix¶vi djvdj Rvbv‡ev Ges cÖ‡qvRbxq wPwKrmv w`‡ev|  G e¨vcv‡i Avcbvi †Kvb cÖkœ _vK‡j Avgiv mvb‡›` Zvi DËi w`e cÖ‡qvR‡b †h‡Kvb mgq Avcwb Avgvi mv‡_ ev Avgvi mnKgx©‡`i mv‡_ K‡jiv nvmcvZv‡ji GB bv¤^v‡i ( W: †Rbv wW. nvgv`vbx, †dvb bs- 8811751-60, G·- 2331)  †hvMv‡hvM Ki‡Z cvi‡eb| 

fwel¨‡Z Z‡_¨i e¨envi: 

G M‡elYvi djvdj Avgiv fwel¨‡Z Ab¨ M‡elK‡`i mv‡_ M‡elYvi Kv‡R e¨envi Ki‡Z cvwi Z‡e †m‡¶‡ÎI †MvcbxqZv i¶v Kiv n‡e|

AskMÖnYKvixi AwaKvi: 

Avcbvi B”Qvi DciB Avcbvi wkïi GB M‡elYvq AskMÖnb Kiv wbf©i Ki‡e Ges GB e¨vcv‡i Avcbvi A¶zbœ AwaKvi _vK‡e| M‡elYv PjvKvjxb mg‡q Avcwb B”Qv Ki‡j M‡elYv †_‡K †ei n‡q †h‡Z cv‡ib | M‡elYvq †hvM`vb bv Ki‡j A_ev ‡h‡Kvb mgq M‡elYv †_‡K P‡j †M‡j Avcbv‡K †KvbiKg ¶wZc~iY w`‡Z n‡e bv| 

Avcwb hw`  GB M‡elYvq AskMÖnb Ki‡Z ivwR _v‡Kb Z‡e wb‡æ AbyMÖn K‡i Avcbvi ¯^v¶i ev evg nv‡Zi e„×v½ywji wUcmB w`‡eb| Avgv‡`i G Kv‡R mn‡hvwMZv Kivi Rb¨ Avcbv‡K A‡kl ab¨ev`|
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M‡el‡Ki ¯^v¶i




AskMÖnbKvixi ¯^v¶i
ST ID /__/__//__/__//__/__/  


 HOME STIMULATION QUESTIONNAIRE 
      cwi`k©‡bi ZvwiL /__/__/__/__/__/__/       
Name of the interviewer: __________

           Starting time : ___________                          Ending time : ___________          

   
ev”Pvi bvg t ______________________     
 gv‡qi bvg t __________________________

1. cwiev‡ii †gvU m`m¨ msL¨v (ev”Pv mn Ges GKB ivbœvq Lvq)

/__/__/

2. fvB †ev‡bi msL¨v (RxweZ)





/__/__/
3. ev”Pvi Rb¥ µg (RxweZ Rb¥)




          /__/__/ 
4.  me cwievi wgwj‡q 6 eQ‡ii bx‡P wkïi †gvU msL¨v (GB ev”Pv e¨ZxZ)
/__/__/
5. ev”Pvi evev GKmv‡_ _v‡K wKbv ? bv=1,  nu¨v=2



/__/
6. hw` ÔbvÔ Zvn‡j †Kb?  1=dead, 2=separated/divorced, 

/__/
 
3=living abroad, 4=others , 9= c&ª‡Rvh¨ bq 




Organization of Physical and Temporal Environment

 7. mvavibZ gv‡qi Abycw¯’wZ‡Z ev”Pv‡K †K †`Lv‡kvbv K‡i? (Kgc‡¶ 2 N›Uvi †ekx mgq evB‡i _v‡K)  
 
     1= `yB Gi AwaK wfbœ wfbœ e¨w³





/__/
     2 =me mgq GKB e¨w³ /gv me mgq ev”Pvi mv‡_ _v‡K/`yB R‡bi g‡a¨ †h †Kvb GKRb  

  8. 12 eQ‡ii Kg eq¯‹ †Kvb e¨w³ ev”Pv‡K KL‡bv †`Lv †kvbv K‡i wKbv|             
/__/


1=nu¨v 12 eQ‡ii Kg eq¯‹ e¨w³i Kv‡Q ‡i‡L hvq /gv‡S gv‡S GKv ‡i‡L hvq,     

     2=bv, me mgq 12 eQ‡ii AwaK e¨w³i Kv‡Q ‡i‡L hvq 


 9.  mvavibZ c&ªwZ mßv‡n ev”Pv‡K Kq w`b †`vKv‡b wb‡q hvq ?   

     1=bv/ mßv‡n GKeviI bv, 2=nu¨v, / mßv‡n GKevi ev Zvi †ewk



/__/

10. mvavibZ c&ªwZ mßv‡n  ev”Pv‡K  DVv‡bi / evoxi evB‡i  KvQvKvwQ †Kv_vI wb‡q ‡M‡Qb  wKbv
 

     1= †bqwb/ 1evi wbqwQ,  2=nu¨v, `yevi ev Zvi †ewk wbqwQ  




/__/

11. MZ 1 eQ‡i KZevi ev”Pv‡K `~‡i †Kv_vI MÖv‡gi evB‡i †eov‡Z wb‡q wM‡q‡Qb ?
 
/__/


1= †bqwb/ 1evi wbqwQ,  2=nu¨v,`yevi ev Zvi †ewk wb‡qwQ

12. mvavibZ c&ªwZ mßv‡n Kq w`b evev ev”Pvi †`Lv †kvbvq mvnvh¨ K‡i (†Mvmj, Kvco e`jv‡bv, LvIqv‡bv BZ¨vw`)|  /__/


1=bv, cÖwZw`b K‡ibv/ evev bvB

     2=nu¨v, cÖwZw`b 
                                                                

   

13. ev”Pvi N‡ii wfZ‡i †Ljvi cwi‡ek wbivc` Ges wec`gy³| 1=bv, 2=nu¨v (†hgb ewU, P‚jv, gvPv BZ¨vw`)

/__/
14. ev”Pvi N‡ii wfZ‡i †Ljvi cwi‡ek cwi¯‹vi cwi”Qbœ| 1=bv, 2=nu¨v

/__/

15. ev”Pvi N‡ii wfZ‡i †Ljvi RvqMv †Ljvi Rb¨ h‡_ô | (‡d¬v‡i mn‡R Pjv †djv/†Lj‡Z cv‡i)  1=bv, 2=nu¨v  /__/

16. ev”Pvi N‡ii evB‡i (DVvb) †Ljvi RvqMv cwi¯‹vi cwi”Qbœ , wbivc` I wec`gy³| 1=bv, 2=nu¨v

/__/

    17.N‡ii wfZi wewfbœ Ni mvRv‡bvi wRwbl (†W‡Kv‡ikb wcm) Ges Qwe Øviv mvRv‡bv †MvQv‡bv| ( †hgb- dzj`vwb,  Qwe /Qwemn  K¨v‡jÛvi Kgc‡¶ `ywU) 1=bv, 2=nu¨v  






/__/
18. N‡ii wfZi Lye †ekx AÜKvi|  1= nu¨v 2= bv





/__/






Stimulation 

19. mvavibZ c&ªwZ mßv‡n Kq w`b  ev”Pv †iwWI ev K¨v‡mU †kv‡b? 



/__/


 1=G‡Kev‡i ï‡bbv/ mßv‡n GKev‡ii Kg ï‡b , 2=GKevi ev Zvi †ewk


20. mvavibZ c&ªwZ mßv‡n Kq w`b  ev”Pv  †Uwjwfkb †`‡L?





 /__/
        1=G‡Kev‡i †`‡Lbv/ mßv‡n GKev‡ii Kg †`‡L 2=GKevi ev Zvi †ewk


21. Kgc‡¶ wZbwU (3) eo‡`i eB ev cwÎKv ev g¨vMvwRb N‡i Av‡Q (ag©MÖš’ mn, Z‡e ¯‹zj eB Qvov)



      (¯^P‡¶ †`L‡Z n‡e)   1=bv, 2=nu¨v





 22. Kgc‡¶ wZbwU (3) ¯‹z‡ji cvV¨ eB N‡i Av‡Q 






 /__/
     (¯^P‡¶ †`L‡Z n‡e) 1=bv, 2=nu¨v



23. mvavibZ  mßv‡n Kgc‡¶ GKw`b Avcwb eB, Le‡ii KvMR ev cwÎKv c‡ob ?

        /__/   

      1=bv, 2=nu¨v

24. mvavibZ c&ªwZ mßv‡n Kq w`b evev ev”Pvi mv‡_ †L‡jb ? (wbqg †g‡b †Ljv ‡hgb- ej, 



jy‡KvPzwi †Ljv/Qov/nvZZvwj) (†cÖve Ki‡Z n‡ebv)





/__/
      1=evev bvB/ KLbI ‡L‡j bv/ mßv‡n `yev‡ii Kg , 2= mßv‡n `yevi ev Zvi †ewk                    

25. mvavibZ c&ªwZ mßv‡n Kq w`b  evev/gv Qvov evoxi (12 eQ‡ii Dc‡i) Ab¨ eo †KD ev”Pvi mv‡_ †L‡jb ? (wbqg †g‡b †Ljv ‡hgb- ej, jy‡KvPzwi †Ljv/Qov/nvZZvwj) (†cÖve Ki‡Z n‡ebv)




/__/
           1=eo †KD †L‡j bv/ mßv‡n `yev‡ii Kg,     



2=mßv‡n `Õyevi ev Zvi †ewk                                  

26. mvavibZ gv‡m KZevi evox‡Z †gngvb/ AvZ¡xq¯^Rb Av‡m?       



     /__/


1=bv/ gv‡m `yev‡ii Kg       2= gv‡m `yevi ev Zvi †ewk         






Maternal Involvement   

27. MZ mßv‡n Avcwb wK Avcbvi ev”Pv‡K Mvb ev Qov  ïwb‡q‡Qb?



 /__/
       1=bv, 2=nu¨v    


28. MZ mßv‡n Avcwb Avcbvi ev”Pv‡K Mà e‡j ïwb‡q‡Qb?




/__/
       1=bv, 2=nu¨v    






29. Avcwb hLb N‡ii LuywU-bvwU Kv‡R (ivbœv evov, †avqv aywq) e¨¯— _v‡Kb ZLb ev”Pv‡K Kv‡Q ewm‡q 



Ii mv‡_ K_v (M‡íi Q‡j K_vevZ©v) e‡jb?





 /__/


0= Lye Kg,  1=gv‡S gv‡S, 2=†ewki fvM mgq



30. MZ mßv‡n KZw`b Avcwb Avcbvi ev”Pv‡K wKQy wkwL‡q‡Qb ?



/__/
      (†hgb:‡Kvb wKQyi bvg wkLv, nvZ Zvwj)


       1=wKQyB bv/ cÖwZw`b bv, 2= cÖwZw`b

     31. MZ mßv‡n KZw`b Avcwb ev”Pvi mv‡_ †Kvb †Ljbv ev wRwbm w`‡q †L‡j‡Qb ?

/__/
   
 1=bv /ïay GKevi, 2=`yevi ev Zve †ewk

32.MZ mßv‡n KZw`b Avcwb  ev”Pvi mv‡_ †L‡j‡Qb? (wbqg †g‡b †Ljv †hgb-jy‡KvPzwi, nvZZvwj, ej)?  
/__/


1=bv/ïay GKevi, 2=`yBevi ev Zvi †ekx

33. MZmßv‡n Avcwb ev eo †KD ev”Pv‡K (12 eQ‡ii Dci) AuvKvAvwK Kivi Rb¨ KvMR-Kjg, †cwÝj, is †cwÝj     



w`‡q‡Qb? 
1=bv, 2=nu¨v                 





/__/

34. MZmßv‡n  Avcwb ev eo †KD ev”Pv‡K eB  ev g¨vMvwR‡b Qwe †`wL‡q‡Qb?



  /__/  

     1=bv,  2=nu¨v



35. mv¶vrKvi PjvKvjxb mg‡q gv ev”Pv‡K kvš— Ges e¨¯— ivLvi Rb¨ †Kvb e¨e¯’v K‡i‡Qb| 
/__/

1=bv, 2=nu¨v

36. mv¶vZKv‡ii cy‡iv mgq gv ev”Pvi w`‡K †Lqvj ‡i‡L‡Qb|



/__/


1=bv, 2=nu¨v   

Play Materials 

(ev”Pv hv hv w`‡q †L‡j AbyMÖn K‡i Avgv‡K †`Lvb (†Kbv †Ljbv, evox‡Z evbv‡bv †Kvb †Ljbv ,N‡ii wRwbm cÎ hv w`‡q ev”Pv †L‡j-¯^P‡¶ †`L‡Z n‡e)

      37. N‡ii wRwbl w`‡q †Ljbv ˆZix K‡i ev”Pv‡K †Lj‡Z †`b?  (†hgb t †KŠUvi g‡a¨ ¸wU  w`‡q) 

            1=bv, 2=nu¨v








/__/
38. eo †KD N‡ii wRwbm w`‡q ev”Pv†K †Lj‡Z †`q? (†hgb- PvgP. evwU)
1=bv/ ïay GKUv wuRwbm w`‡q , 2= 2/3 Uv wuRwbm w`‡q      

39. ev”Pvi Dc‡hvMx Qwei eB Av‡Q ? (¯‹z‡ji eB Qvov)




/__/


1=bv, 2=nu¨v


40. ev”Pvi wK Ggb †Kvb †Kbv †Ljbv Av‡Q hvi wewfbœ UzK‡iv †Rvov w`‡q wRwbl ˆZix Kiv hvq?  (†hgb-  Ni evbv‡bv, mvRv‡bv, 

     GKUvi g‡a¨ Av‡iKUv ivLv)    1=bv, 2=nu¨v





  
/__/

41. ev”Pv wK Ggb †Kvb †Ljv †L‡j hv‡Z ïay nv‡Zi Av½yj e¨envi Ki‡Z nq? (SzbSzwb, ¸wU, †QvU PvKvIqvjv †Ljbv, big 

     †Ljbv Squeezy toy)         1=bv,  2=nu¨v   






/__/


42. ev”Pv‡K Qy‡UvQywU K‡i †Lj‡Z nq Ggb †Kvb †Ljbv Av‡Q wKbv (†hgb- my‡Zv ev jvwV w`‡q ‡Vjvi ev Uvbvi †Kvb †Ljbv ev 

      ej)|  1=bv, 2=nu¨v






            
/__/

 43. ev”Pv wK Kvc‡oi eo cyZzj ev Ab¨vb¨ †Kvb big †Ljbv (Cuddly toys) w`‡q †Ljv K‡i?



 1=bv, 2=nu¨v 









 /__/

 44.ev”Pvi ‡Kvb cyZzj ev Ggb †Kvb †Ljbv mvgMÖx Av‡Q hv w`‡q †m wewfbœfv‡e ‡m‡R ev Awfbq K‡i †Lj‡Z cv‡i?

      (†hgb- nvwocvwZj †Ljv ev †gvevBj †dvb w`‡q †Ljv)  1=bv, 2=nu¨v



/__/

 45. ev”Pvi Ggb †Kvb †Ljbv Av‡Q hv w`‡q Mvb-ev`¨ evRv‡bv hvq? (N›Uv, euvwk, †Xvj) 1=bv, 2=nu¨v
/__/

      46. evox‡Z †Ljbv ivLvi wbwÏ©ó RvqMv Av‡Q? 1=bv, 2=nu¨v 





/__/
 47. ev”Pvi G¸‡jv Qvov Avi Ab¨ †Kvb †Ljbv Av‡Q ? 1=bv, 2=nu¨v




/__/    
     D‡j­L Ki“b   ____________________________________________

                               
Avoidance, Restriction and Punishment

48. MZ mßv‡n Avcwb ev”Pv‡K †g‡i‡Qb wKbv? 1= nu¨v 2= bv,




/__/   

49. cwi`k©‡bi mgq gv ev”Pv‡K kvw¯Zi fq †`wL‡q‡Qb| 1= nu¨v 2= bv                                            /__/

50.cwi`k©‡bi mgq gv ev”Pv‡K ‡g‡i‡Qb/ av°&v w`‡q‡Qb/ SvuwK‡q‡Qb|  1= nu¨v 2= bv,


/__/

51. cwi`k©‡bi mgq gv ev”Pv‡K  eKv w`‡q‡Qb|  1= nu¨v 2= bv,




/__/
52. cwi`k©‡bi mgq gv ev”Pvi KvRKg© Ges Pjv‡divq evav w`‡q‡Qb | (†hgb- Ab¨ RvqMvq hvIqvi

         evav w`‡”Q wKbv, †Rvi K‡i ewm‡q ivL‡Q wKbv) (wec`RbK KvR Kiv Qvov)   1= nu¨v, 2=bv     

/__/ 





Emotional and Verbal Response of Mother

   53. cwi`k©bKvjxb mg‡q mvavibZ gv ev”Pvi K_vi Rev‡e K_vq DËi w`‡q‡Qb| 



1=bv, 2=nu¨v(hw` ev”Pv K_v bv e‡j Zvn‡j DËi ÔbvÔ n‡e) 




/__/
   54. cwi`k©bKvjxb mg‡q gv ev”Pvi mv‡_ ¯^Ztù‚Z©fv‡e K_v  e‡j‡Qb| (Z‡e eKv w`‡h ev fq †`wL‡q bv) 

           1=bv, 2=nu¨v









/__/
   55. cwi`k©bKvjxb mg‡q gv mv¶vZKvi MÖnYKvix mv‡_ Ab¨ †h †Kvb wel‡q K_v e‡j‡Qb|

    1= bv  2= nu¨v









/__/
   56.  cwi`k©bKvjxb mg‡q gv Zvi g‡bi fve mn‡R Ges my›`ifv‡e cÖKvk K‡i‡Qb| 

         (ïay Ônu¨vÔ ev ÔbvÔ bq)  1=bv, 2=nu¨v           




  

/__/
   57. cwi`k©bKvjxb mg‡q gv ¯^Ztù‚Z©fv‡e Zvi ev”Pvi ¸bvejx ev e¨en †ii cÖksmv K‡i‡Qb| 

  1=bv, 2=nu¨v           








/__/

  58. cwi`k©bKvjxb mg‡q hLbB gv ev”Pvi mv‡_ K_v ej‡Q ZLb Zvi ejvi wfZ‡i Av`i I DòZvi fve cÖKvk †c‡qvwQj|  

       1=bv, 2=nu¨v 









/__/

  59. cwi`k©‡bi mgq gv ev”Pvi Av`i K‡i‡Qb, nvZ eywj‡q‡Qb ev Pzgy w`‡q‡Qb|  1=bv, 2=nu¨v
           /__/

  60. cwi`k©bKvjxb mg‡q gv ev”Pvi wei“‡× Awf‡hvM K‡i‡Qb| (M‡e©i mv‡_ bq weiw³i mv‡_) 1= nu¨v, 2=bv
 /__/

  Parenting Questionnaire

wkïi cwiPh©v wel‡q cÖkœvejx

1| 
ev”Pv‡K jvjb cvjb Ki‡Z †M‡j ev fvjgZ gvbyl Ki‡Z †M‡j Avgiv Rvwb gv Gi 

         f‚wgKv me‡P‡q †ekx Avcwb wK g‡b K‡ib? G e¨vcv‡i GKRb gv‡qi wK  Kibxq ?

------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

------------------------------------------------------------------------------------------------

GLb Avwg Avcbv‡K GB welq ¸wj wb‡qB wKQy cÖkœ Ki‡ev Ges cÖ‡kœi PviwU DËi eje| Avcwb  fvj K‡i †f‡e ej‡eb Avcbvi Rb¨ †Kvb DËiwU me‡P‡q wVK| Avcwb †Kvb cÖkœ eyS‡Z bv cvi‡j `qv K‡i wRÁvmv Ki‡eb| Avcwb  Avgv‡K †h DËi ¸wj w`‡”Qb †m¸‡jv Avgiv ïay M‡elbvi Kv‡RB e¨envi Kie| Avi Ab¨ Kv‡iv mv‡_ G wel‡q Av‡jvPbv Kie bv|

2|
(bvg)†K ¯^vfvweK Av`i hZœ w`‡j †hgb, KvR Kivi mgq hw` Kvu‡` Zvn‡j KvRUv †i‡L I‡K †Kv‡j wb‡q _vgv‡j ev I †hUv Pvq Zv Avcbvi mv‡a¨i g‡a¨ _vK‡j I‡K w`‡jb- G iKg Av`i Ki‡j ev”Pv bó n‡q hvq? Avcwb wK g‡b K‡ib?


 n¨uv bó 
           


 bó nIqvi              
bó nIqvi                 
bv KLbB

    
 n‡q hv‡eB



m¤¢ebvB †ekx                
 m¤¢vebv Kg
     
  bón‡e bv                             


    0

     

 1


     2


3

3|(bvg)†K cÖksmv Ki‡jb, †hgb- Zvi †PvL ev †Pnviv ev Rvgv Kvco my›`i ej‡j ev †Kvb fvj KvR Ki‡j fvj ej‡jb- GiKg ¯^vfvweK cÖksmv Ki‡j ev”Pvi g‡a¨ AnsKvi  n‡q hv‡e? Avcwb wK g‡b K‡ib?

AnsKvi n‡eB
AnsKvi nIqvi 

GKUz AnsKvi

n‡eB bv



m¤¢ebv †ekx

n‡Z cv‡i




    0

    
  1


     2


   3

4|K_v bv ïb‡j ev `yóvwg Ki‡j I(bvg)†K gvi‡Z n†e, bv gvi‡j gvbyl n‡e bv| Avcwb wK g‡b K‡ib ?


Aek¨B gvi †`qvi

gv‡Sgv‡SB


GKUz AvaUz

GK`g gvi


`iKvi Av‡Q

gvi‡Z nq


gvi‡Z nq

†`qv hv‡ebv

   
      0


      1



     2


      3

5|
Avcwb hZB e¨¯� _v†Kb bv †KbGB Kv‡Ri dvu‡K dv‡uK †hgb-Ni cwi¯‹vi ev ivbœv Kivi mgq Ii mv‡_ K_v ejvi Ges ‡Ljv Kivi Lye `iKvi Av‡Q? Avcwb wK g‡b K‡ib ?

 LyeB `iKvi     gv‡S g‡a¨`iKvi

GKUz AvaUz`iKvi

GK`g
`iKvi
bvB    

   

   
3

   2


  1    


0 

6|
ev”Pv Lye †QvU _vK‡ZB †hgb- wZb eQi eqm nevi Av‡MB I‡K A,Av,K,L wjLv‡Z Ges AsK †hgb- †QvU ‡QvU †hvM we‡qvM wkLv‡bv `iKvi| G e¨vcv‡i Avcwb wK g‡b K‡ib ?


Aek¨B
gv‡S g‡a¨

GKUz AvaUz

bv Geq‡m


`iKvi

`iKvi

         †kLv‡bv `iKvi

GK`g `iKvi bvB

             0


    1


     2


      3

7|
I(bvg) hLb wb‡R wb‡R †L‡Z wkL‡e ZLb I‡K GKv GKv †L‡Z w`‡q Avcbvi Avi †Lqvj ivLvi `iKvi bvB? Avcwb wK g‡b K‡ib ?


GK`g

GKUz †Lqvj 

gv‡S gv‡S

 me mgq


`iKvi bvB

ivL‡jB n‡e

G‡m †`L‡Z n‡e  
†Lqvj ivL‡Z n‡e  

             0


    1


     2


      3

8|
‡Kvb KvR wkL‡Z †M‡j ev”Pv wKQyUv wVK fv‡e K‡i wKQyUv fzj fv‡e K‡i| GLb †Kvb KvR cy‡ivUv wVK fv‡e Ki‡Z †kLv‡bvi Rb¨ Avcwb wK Ki‡eb-


1. †hUzKz wVK fv‡e Ki‡Z †c‡i‡Q Zvi Rb¨ evi evi cÖksmv Ki‡eb      1



/__/


2. †hUzKz fzj K‡i‡Q Zv evi evi wVK Ki‡Z ej‡eb|      0

9|
LvIqv‡bvi mgq ev”Pv hw` wVKgZ †L‡Z bv Pvq Z‡e wK wK Kvq`v K‡i LvIqv‡bv hvq? (‡hgb- †h LveviUv ev”Pi Rb¨ Ri“ix †mUv †L‡Z bv PvB‡j Avcwb wK K‡i LvIqv‡eb)|


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

10|
ev”Pv hv‡Z K_v ej‡Z Ges eyS‡Z cv‡i †m Rb¨ Avcwb wK wK Ki‡Z cv‡ib(Avcbvi g‡Z wK wK Ki‡j ev”Pviv ZvovZvwo K_v ej‡Z I eyS‡Z wkL‡e  )

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

11|
Avcbvi ev”Pv‡K wb‡æwjwLZ wRwbm w`‡q wK wK †kLv‡Z cv‡ib | (gv hw` ÕbvÕ DËi †`q ev †Kvb DËi bv †`q Zvn‡j probe Ki‡Z n‡e bv)

11/A Qwei  eB   ............................................................................................................

11/ B cyZzj
............................................................................................................

11/ C    KvMR Ges Kjg
................................................................................................

12|
wb‡æi KvR¸‡jvi gva¨‡g   Avcbvi ev”Pv‡K wK wK †kLv‡Z cv‡ib?


12/ A Kvco covi mgq t
................................................................................


12/ B †Mvm‡ji mgq t
...............................................................................


12/ C evB‡i wb‡q Nyivi mgqt
..............................................................................

13|
Avcbvi ev”Pv‡K hLb wKQy †kLv‡Z Pv‡”Qb, ZLb hw` †m Ab¨ wKQy Ki‡Z Pvq, ZLb Avcwb wK K‡ib? (hw` gv ev”Pv‡K Kv‡R wdwi‡q Avbvi wel‡q BwZevPK DËi †`q Zvn‡j †m¸wj wj‡L iv†Lb- Ges Gici  wRÁvmv K‡ib) Zvic‡iI hw` †m AvMÖn bv †`Lvq ZLb wK K‡ib?


-------------------------------------------------------------------------------------------------------------

14|
‡Kvb wRwbl ev KvR w`‡q ev”Pv‡K e¨¯Z ivL†Z Avcwb KZUv fvj cv‡ib?


‡ek fvjB cvwi

†gvUvgywU cvwi

GKUz AvaUz cvwi
GK`g cvwi bv


    3

       2



1                 0 

15|
 ev”Pv wei³ Ki‡Z _vK‡j ev”Pvi mv‡_ ivM bv K‡i  wb‡R‡K kvš� ivL‡Z KZUv fvj cv‡ib|


‡ek fvjB cvwi

†gvUvgywU cvwi

GKUz AvaUz cvwi
GK`g cvwi bv

             3


    2


     1


0      









Appendix-3
Reviewers comment and our response
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Reviewer 1

Page 1 of 2

Title:  
Research program on the use of iron biofortified rice: Two efficacy trials of the effects of reducing iron deficiency anemia and providing psychosocial stimulation on the development of children
Summary of Referee’s Opinions: Please see the following table to evaluate the various aspects of the proposal by checking the appropriate boxes. Your detailed comments are sought on a separate, attached page.

	
	Rank Score

	
	High


	Medium
	Low

	Quality of project


	X
	
	

	Adequacy of project design


	
	X
	

	Suitability of methodology


	X
	
	

	Feasibility within time period


	X
	
	

	Appropriateness of budget

I do not have information on funds requested.
	
	
	

	Potential value of field of knowledge


	X
	
	


CONCLUSIONS

I support the application:

a)  without qualification



b)  with qualification



      - on technical grounds-X                             X



      -  on level of financial support


I do not support the application










Page 2 of 2

Detailed Comments

Please briefly provide your opinions of this proposal, giving special attention to the originality and feasibility of the project, its potential for providing new knowledge and the justification of financial support sought; include suggestions for modifications (scientific or financial) where you feel they are justified. (Use additional pages if necessary)

Title:
Research program on the use of iron biofortified rice: Two efficacy trials of the effects of reducing iron deficiency anemia and providing psychosocial stimulation on the development of children
PI:

JD Hamadani


My review will focus only on project one, for which funding is being requested. Overall, this is a potentially important project with clear implications for improving children’s iron status at a population level. The combination of stimulation and iron supplementation is  particularly noteworthy, given the increasing recognition that the behavioral-developmental consequences of nutritional deficiencies are not due just to inadequate nutrition per se, but also reflect the nature of the interactions of the poorly nourished child with their environment. Care has also been taken to assess potential confounders that might impact upon outcomes (eg., morbidity, mother knowledge of child rearing). However, there also are some issues with regard to this proposal that need to be considered to ensure that the potential value of this research is realized. These issues are as follows:

1. I understand the rationale for choosing two year old children as the study population (page 6), namely linking the findings of this study to the larger fortified rice study. However, evidence indicates that if children are iron deficient anemic prior to two years of age there may be permanent changes in neurotransmitter function that are not remediable by subsequent iron supplementation. If this is in fact occurring then there is a reduced likelihood of the authors being able to demonstrate supplementation effects. If significant supplementation effects do not occur then it will not be clear whether the lack of findings are due to iron supplementation not working or that the supplementation occurred too late. Ideally it would have been better to also have a group that was supplemented earlier. This additional group is probably impractical due to financial and logistical constraints, but failing that is there any chance of obtaining measures of iron status on children sometime in the year before they enter the study to see to what degree early iron deficiency moderates the impact of later supplementation (there are obvious ethical issues here in that if a younger child is severely anemic they would need to be treated and would be unavailable to be in the study)?

2. A six month trial period is being proposed. Will this be long enough for the stimulation to compensate for the two previous years when, presumably the child was under-stimulated. The author notes that the stimulation component has worked previously in Jamaica and Bangladesh, but is the duration of the stimulation and the age at which is was started comparable to these earlier studies. If so, then the investigators choice of age and duration is appropriate. If not then better justification is needed for the six months trial period. 

3. The stimulation component involves weekly visits to the home by a play leader who will show the mother how to play with the child. It is important to be able to validate that mothers actually followed up on the demonstrations.  Without such validation if the stimulation effect is not significant it will be unclear whether this is due to no stimulation effect or mothers not carrying out the stimulation. As a cross-check, at each weekly visit I would recommend the play leader observe and rate the infants level of spontaneous play with the toys. If the stimulated infant’s level of spontaneous play with the toys reflects what had been demonstrated the previous week this is evidence that the mothers have been following through (and since you also have a non-stimulation group we would not expect to see such weekly changes in play behavior in this group).  If the stimulated infants level of spontaneous play is not changing over each week, reflecting what should have been demonstrated, this suggests that mothers are not following through. 

4. Group assignment is by “para”. It is not clear on what basis the paras will be matched to ensure that group differences are due to the manipulations and not para characteristics. 

5. Several statistical issues. The power calculations are unclear to me. Specifically, it is unclear if the figure of 147 children per treatment refers to supplementation or stimulation effects, in which case 85 per group is appropriate or to the 4 group design, in which case 85 per group would be low. Clarification would be helpful. It is also not clear to me why the investigator is using multiple regression with dummy coding for group when the 4 group design (5 with non-anemic) seems to clearly call for a MANOVA. Regression is appropriate when you have continuous predictors and you do not want to lose power by dichotomizing such predictors. This is not the case here.   

Response to reviewer 1

I have responded to the reviewer's comments below in the order he raised the points.

1. We agree with the reviewer that theoretically younger children would be more likely to benefit. However, there is little information on whether anemic children at any time in the first three years will benefit from iron therapy (Grantham-McGregor and Ani 2000) and it is important to find out if and when they benefit.  A study in Zanzibar showed benefits to children's language development at this age (Stoltzfus et al 2001) but several non-randomized trials have failed to find benefits in the first two years. We particularly need to know if children in the third year of life benefit because it has implications for the use or biofortified rice. It is not until around 24 months that children begin to eat sufficient rice to hypothesize that it could improve their iron status.  As the project is part of the program to develop biofortified rice we have no choice but to target this age range. If we identify children younger then wait for them to reach 24 months it would take too long and as the reviewer points out would entail leaving the children anemic for a long time. We are planning to seek funding to repeat the study with younger children.

2. Although the previous studies have usually been conducted for longer, we have had interim measurements in several studies that have shown improvements in around 6 months (Grantham-McGregor and  Desai 1975, Grantham-McGregor et al 1991, Meeks Gardner et al 2003)

3. We agree it would be useful to have a measure of whether the mother is playing during the week. We will develop a scale for this purpose.

4. We will only take one child from each para and randomization will take pace at the child’s level.

5. Perhaps we were not clear about the sample size. The power is adequate if we have 85 in each group. This means that 170 altogether will receive iron (iron alone =85, iron and play=85) and 170 will receive play (play alone =85, and play + iron =85).  It is a 2 x 2 design, so we will code the treatment, given iron (yes/no) n= 170 in each category, and given play (yes/no) again n=170 in each category. We will also look for interactions. We prefer to use multiple regression analyses for this design.  Multiple regression  allows us to control for any confounding variables as well as initial scores. This is the strategy we usually use and we have consulted with Tim Cole Professor of Biostastistics at the Institute of Child Health and he agrees.  
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Grantham-McGregor S M, Ani C. (2001) A review of studies on the effect of iron deficiency on cognitive development in children. Journal of Nutrition 131: 649-668 

Grantham-McGregor SM & Desai P. A home visiting intervention programme with Jamaican mothers and children. Develop Med Child Neurol, 17, 605-613,1975.
Grantham‑McGregor SM, Powell CA, Walker SP & Himes J. Nutri​tional supplementation, psychosocial stimulation and development of stunted children: The Jamaican Study. Lancet, 338, 1‑5, 1991.

Meeks Gardner J, Walker SP, Powell C, Grantham-McGregor S.  A randomized controlled trial of the effects of a home-visiting intervention on cognition and behaviour in term low birth weight infants J Pediat 143,634-639, 2003 

Stoltzfus R, kvalsvig J, Chwaya H, Montresor A, Albonico M, Tielsh J, Savioli L, Pollit E (2001) Effects of iron supplement and and anhelmintic treatment on motor and language development of preschool children in Zanzibar: double blind placebo controlled trial. British Medical Journal 323, 1389

Reviewer # 2

Page 1 of 2

Title:  
Research program on the use of iron biofortified rice: Trial 1: Efficacy trial of iron supplementation and providing psychosocial stimulation on the development of children
Summary of Referee’s Opinions: Please see the following table to evaluate the various aspects of the proposal by checking the appropriate boxes. Your detailed comments are sought on a separate, attached page.

	
	Rank Score

	
	High


	Medium
	Low

	Quality of project


	√
	
	

	Adequacy of project design


	√
	
	

	Suitability of methodology


	
	√
	

	Feasibility within time period


	√
	
	

	Appropriateness of budget   (not provided)

	
	
	

	Potential value of field of knowledge


	√
	
	


CONCLUSIONS

I support the application:

a)  without qualification



b)  with qualification
(minor)


      - on technical grounds

       √

      -  on level of financial support


I do not support the application








Detailed Comments

Please briefly provide your opinions of this proposal, giving special attention to the originality and feasibility of the project, its potential for providing new knowledge and the justification of financial support sought; include suggestions for modifications (scientific or financial) where you feel they are justified. (Use additional pages if necessary)

Title:Trial 1. Randomised controlled trial of iron supplementation and psychosocial stimulation in Bangladesh (Grantham-McGregor et al).

PI:

JD Hamadani


Reviewer’s comments: 
This proposal is for a study in which 340 iron-deficient mildly anaemic children, aged 22-26 months at enrolment, will be randomly allocated to either:

· Iron alone (30mg ferrous sulphate/day for 6 months, delivered weekly)

· Stimulation alone (weekly home visits for 6 months, including health education)

· Iron + stimulation

· Placebo

A further group of 85 non-anaemic children will be studied for comparison. The main outcomes are iron status, motor and mental development, and behaviour. Secondary outcomes are child growth and morbidity, and mothers’ knowledge and practices. 

Overall comment: This is an important study. It addresses the contentious question as to whether iron supplementation benefits child development, and for the first time addresses whether an integrated approach of iron supplementation plus stimulation would be advantageous, as lack of stimulation may constrain a benefit from iron. 

Design: This is a robust randomised, placebo-controlled treatment trial with 80% power to detect a 0.33SD difference in the main outcomes (iron status and development). Inclusion of a placebo group will avoid problems that have beset other trials. Although the specific research questions may be better studied in younger children, the study findings will be linked to an intervention trial of biofortified rice for which younger children would be inappropriate. 

Sample size: The study may not have statistical power to detect a significant effect of supplementation on morbidity, as the incidence of the main childhood infections (diarrhoea and respiratory infections) may be relatively low in children aged 2 years. Nevertheless, the morbidity data will be helpful as iron absorption is depressed during illness and thus may limit the effect of the supplement. 

Methods: Only one dose/week is supervised. If adherence is low, the study will be compromised. Thus I would question the description ‘efficacy trial’. Ideally the doses should be supervised. Consideration should be given to at least 3 supervised doses per week.. 

No mention is made of taking venous blood from the non-anaemic controls. They appear to have only an initial haemocue Hb. Consideration should be given to collecting comparative iron status data for this group on enrolment and completion.  

Age at enrolment needs to be clarified (22-26 months stated on p4; 21-27 months at testing stated on p5, so possibly 22-28m when actually enrolled). 

Ethics: Some may question the non-treatment of mildly-anaemic children in the placebo group. This group is essential in my view. Without this group, uncertainties regarding interpretation of the findings will remain. In most developing countries mildly anaemic children would not be treated by the health service even when identified. I therefore do not have any ethical concerns regarding this study. 

Response to reviewer 2
This reviewer considers the proposed study to be very important and has only a few comments. We have replied to them below in the order they were mentioned. 

1. "Although the specific research questions may be better studied in younger children, the study findings will be linked to an intervention trial of biofortified rice for which younger children would be inappropriate". 

We agree that the effect of iron deficiency may be more important in younger children however the question remains important for the millions of anemic children aged two years. In addition as the reviewer recognizes, this study is a preliminary study to one looking at the effects of bio-fortified rice.  Children younger than two years old are unlikely to eat sufficient rice to change their iron status, we therefore have to study children this age. 

2. The reviewer is concerned that we may not have sufficient power to detect group differences in morbidity. 

Morbidity is not a main outcome and a recent systematic review of the effect of iron treatment on morbidity (Gera and Sachdev  2002) found no effect on overall incidence of infectious disease but a slight increase in diarrhea. However (as the reviewer suggests)  it would be useful to know whether  the number of days ill effects the children's development or the response to treatment. Furthermore, in a recent study children aged 12 to 35 months in Bangladesh (Rahman et al 2001) had a longitudinal prevalence of diarrhea of between 32 and 39 days per year and of lower respiratory tract infection of 3 to 5 days per year. We calculate that we will be able to detect a difference between the groups in longitudinal prevalence of 0.3 of a SD of the mean number of days ill with diarrhea and all types of illness combined with a power of 80 % and a significance level of 0.05. However, we are unlikely to be able to detect differences in episodes of illness or longitudinal prevalence of other individual illnesses. 

3. The reviewer is concerned that the mothers may not give the iron. 

We will give each mother a bottle with sufficient ferrous sulphate mixture for one week and the health visitor will give one dose each week She will also assess the amount left every week. We will allow for the compliance in the analyses. Unfortunately we will not have resources to go to the homes every day. However, ICDDRB has found reasonable cooperation from mothers in similar studies.

4. The reviewer questions whether we should do venepunctures on all the children including the non-anemic. 

We prefer not to do venepunctures on the non-anemic as we are concerned that the mothers will not be happy with this and the fewer children who have to have venepunctures the better. However we agree we should repeat the Hb using a haemacue at the end so we can identify children who have become anemic. As the non-anemic children are for comparison purposes and are not part of the randomized trial we felt this difference in treatment was acceptable. If the ethics committee disagrees and thinks we should venepuncture the non-anemic group we would be prepared to. 

5. Age on enrolment is 22 to 26 months, there was a typing error and is corrected.
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                           Check List


      After completing the protocol, please check that the  following selected items have been included.

1.  Face Sheet Included               X           


2.  Approval of the Division Director on Face Sheet   
  X  


3.  Certification and Signature of  PI on Face Sheet, #5


X  


4.  Table of Contents
       X  

5. Project Summary 
    X  


6.  Literature Cited
    X  


7. Biography of Investigators
         X  


8.  Ethical Assurance

     X  


9.  Consent Forms

    X  


10.  Detailed Budget 

     X  
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