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PROJECT 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 Investigators:
Mohammod Jobayer Chisti, M.B.B.S. (Internal)

Dr. Sufia Islam, M.Sc., Ph.D. (External)


Project Name: Risk factors for sclerema in infants with diarrhoeal disease

Total Budget: US$ 15,847
Beginning Date: As soon as fund available    Ending Date: One year from starting date



Sclerema is a diffuse, rapidly spreading, non-edematous, tallow-like hardening of the subcutaneous tissue. In septicaemia-associated sclerema, alterations in some biochemical parameters and inflammatory mediators have been reported. Sclerema neonatorum is an uncommon disorder of adipose tissue that has been observed to occur in severely ill neonates and young infants with sepsis, congenital heart disease (CHD), and hypothermia. This is not present in all patients with sepsis, indicating possible role of some, as yet undefined, factors in its development. This has also been observed to occur in some patients with diarrhoeal diseases; however, to our knowledge, sclerema associated with sepsis and diarrhoea has not been well described in medical literature. It would, therefore, be very interesting to understand factors that might be associated with sclerema in children with diarrhoeal diseases. The management and consequences of sclerema is also not well defined. Based on the results of a small study, children with sclerema and sepsis are routinely treated with blood transfusion at the Dhaka Hospital of ICDDR,B. 

We propose to study infants with diarrhoea and sclerema, with or without clinical sepsis and irrespective of sex and nutritional status to identify clinical risk factor(s) if any, and also to examine association of biochemical and/or inflammatory parameters with development of sclerema. Infant without sclerema, matched for  age, and admitted at the same time of the cases would also be studied to serve as the comparison group. Different biochemical indicators and inflammatory mediators would be measured in blood samples of the study children. The changes in the concentration of indicators in association with therapy for sclerema would be evaluated at defined time points during their hospitalization. We hope that this study might provide useful information on the risk factor(s) and pathogenesis of this condition, impact of various therapies in its management, and outcome of this condition.


KEY PERSONNEL (List names of all investigators including PI and their respective specialties)


Name  




Professional Discipline/ Specialty  
Role in the Project


1. Mohammod Jobayer Chisti 

Internal Medicine


Principal Investigator

2. Sufia Islam



Pharmacy



Principal 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.


We hypothesize that development of sclerema in infants  with diarrhoeal diseases with or without sepsis is associated with:

1. some identifiable clinical risk factor, and

2. biochemical abnormalities, and/or 

3. inflammatory mediators 


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 compare levels of selected biochemical parameters and inflammatory mediators in diarrhoeal children with and without sclerema. 

      2.    To identify potential clinical risk factors associated with sclerema in children with diarrhoeal illness.
Significance of the study

The findings of this  study might provide useful information on the clinical risk factors, and biochemical and inflammatory factors associated with development of sclerema in infants with diarrhoea. They, in turn, could help define future studies to better delineate the pathogenesis and implications of sclerema, and might be useful to clinicians in understanding the biochemical and inflammatory changes in sclerema and consider them in the management of such children. 

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).

                                                                                                                                                                                          

Sclerema is defined as a diffuse, rapidly spreading, non-edematous, tallow-like hardening of the subcutaneous tissue and usually occurs within few days to few weeks after birth but can occur also in older infant.The oldest reported infant with sclerema presented with pseudomonas septicaemia at the age of 106 days.( Amy J Urbatsch,MD June,2001,eMedicine,SN:), but in our Dhaka hospital of ICDDR,B the oldest reported infant presented with sclerema at the age of 10 months in 2003.This patient was presented with clinical sepsis and hospital acquired pneumonia along with diarrhoea.The overall  numbers of sclerema patients admitted to the Dhaka hospital of ICDDR,B ranges from 2 to 3 patients in a month. Sclerema is characterized by crystal deposition, primarily of triglycerides, in the subcutaneous fat. Using X-ray diffraction technique, the crystals present in involved subcutaneous fat in this condition has been shown to consist of triglycerides. An earlier work suggested an increased ratio of saturated to unsaturated fatty acids in the subcutaneous fat in epidermis and dermis (Horsfield GI, 1965; Urbatsch AJ et al. Sclerema Neonatum. June 11, 2001 eMedicine). Compared to the adult fat, infants have a higher saturated-to-unsaturated fatty acid ratio. It is suggested that this ratio is further increased in prematurity, hypothermia, shock, and metabolic abnormalities. The changes in the skin in patients with sclerema occur perhaps due to underdevelopment of the enzyme systems involved in desaturation of palmitic and stearic acid (Horsfield GI, 1965). 

Despite improved obstetric and pediatric care, septicemia still contributes greatly to neonatal morbidity and mortality, particularly in developing countries. Clinical profile in septicemia is severe as evidenced by the presence of sclerema neonatorum (Bhakoo, ON, 1974, Torrado A, 1973). As for pathogenesis, appropriate management of sclerema needs also to be defined. In a very small study, 7/10 (70%) infants with septicemia and generalized sclerema responded rapidly to exchange transfusion with fresh whole blood. Serum IgM and IgA levels of these patients increased consistently with exchange transfusions (Vain NE, 1980).  

Blood urea nitrogen, and plasma ammonia have been found to be elevated along with development of oilguria in sclerema neonatorum (SN) and associated condition such as Transient Hyperammonemia of the Newborn (THAN) (Lindenberg JA, 1987). The reported mortality rates in SN in different series range from 67-88%, with death occurring hours to days after the onset of the disease (Urbatsch AJ, 2001). Six or more features like lethargy, facial grimace, fever/hypothermia, abdominal distension, intestinal stasis, diarrhoea, regurgitation, and respiratory distress were present in severe neonatal septicemia in addition to at least one positive blood culture and sclerema (Narayanan I, 1982).
Sclerema is a special clinical presentation that needs to be differentiated from pseudoscleroderma, scleroderma of Buschke, and subcutaneous fat necrosis. The most common associated findings reported to occur among infants with sclerema are identical to those found in patients with THAN. Clinically, SFN may be differentiated from sclerema. SFN is an inflammatory disorder of adipose tissue that occurs mostly in full-term and post-term neonates. Typical lesions associated with SFN are asymptomatic, rubbery to firm, erythematous plaques or nodules on the cheeks, back, thighs or arms. The lesions may be focal or extensive. The SFN occurs in more or less sharply circumscribed areas, which are freely movable over subjacent muscle and bone and have a marked tendency to calcification and cyst formation (<www. Gpnotebook.co.uk, Jardine D et al, 1990>. Hughes W, 1948). Pseudoscleroderma is characterized by patchy or diffuse cutaneous fibrosis without other manifestations of scleroderma. On the other hand scleroderma of Buschke is a transient disease of sudden onset that often follows a febrile illness, especially streptococcal infections. Patchy sclerodermatous lesions occur on the neck and shoulders.  It has been suggested that most of the infants with sclerema suffer from some degree of dehydration, which might contribute to circulatory inadequacy by reducing the blood volume as well as hardening of fat and thickening of collagen fibers in the subcutaneous tissues (Hughes w, 1948).

The scheme to be followed in this study for clinical differentiation of from three other conditions are provided below:

	Sclerema
	SFN
	Scleroderma of Buschke
	Pseudoscleroderma

	It involves the subcutaneous tissue


	It involves the adipose tissue 
	It involves the skin
	It also involves skin

	It usually occurs in premature, LBW and    severely ill young infant
	It occurs mostly in full-term and post term neonates with an existence of inflammation but may be asymptomatic
	It usually follows a febrile illness, especially in streptococcus infection in  children
	It might occur in any children

	Lesion is tallow like hard and non-edematous
	Lesion is rubbery to firm, erythematous plaques or nodules
	Lesion is sclerodermatous
	Lesion is non-sclerodermatous

	Lesion is diffuse and tightly fixed with subjacent structure
	The lesion may be focal or extensive and occurs sharply in circumscribed areas which are freely movable over subjacent muscle and bone
	Lesion is patchy and represents high bound skin in involved area
	Lesion is patchy or diffuse but no high bound skin

	Lesion has no tendency to calcification or cyst formation
	Lesion has marked tendency to calcification and cyst formation
	Lesion occurs with extensive scaring and fibrosis of the involved area
	Lesion consists of confined fibrotic skin in involved area

	It usually starts from lower limbs and then rapidly spreads in trunks and whole body.
	Lesion usually occurs gradually on the cheeks, back, thighs or arms
	Lesion usually occur on neck and shoulders
	Any localized area of skin


Septicemia is a state of microbial invasion from a primary focus of infection into the blood stream, associated with clinical signs. In septic shock, serious bacterial infections at any body site with or without bacteraemia, are associated with important changes in the function of essentially every organ systems of the body. These changes are mediated mostly by elements of the host immune system against infection. Shock is associated with inadequate perfusion of major organ systems, and can either be reversible which respond to volume replacement, or irreversible which does not respond to volume replacement and/or appropriate pharmacologic intervention(s) and this can progress to multiple organ dysfunction syndrome (MODS). In sepsis, tumor necrosis factor (TNF) and interleukin (IL)-1 plays a major role. Both of these factors also help to localize the infections; however, once the infection becomes systemic, their effects are detrimental. Circulating levels of IL-6 correlate well with the outcome, and high levels of IL-6 are associated with mortality, although its role in pathogeneses is not clear. IL-8 is an important regulator of neutrophil function, which is synthesized and released in significant amounts during sepsis. IL-8 contributes to the lung injury and dysfunction of other organs (Sharma S, 2004). 
Metabolic changes occur in septicemia, which includechanges in serum electrolytes including magnesium, calcium and phosphate, and metabolism of glucose. Changes also occur in hepatic and renal functions, which are assessed by determining serum creatinine, BUN, bilirubin, alkaline phosphatase, alanine aminotransferase (ALT), aspartate aminotransferase (AST) and albumin. However, not all sepsis is presented with sclerema, and thus there may be some other factors playing a role in the development of sclerema.

Patients presenting to the Dhaka Hospital of ICDDR,B with diarrhoea and sclerema usually have other abnormalities such as hypernatraemia or hyponatraemia, acidosis, and hypothermia and sepsis. To our knowledge biochemical indicators and inflammatory mediators associated with sclerema and diarrhoea have not been described in medical literature. It would thus be interesting to identify factors that might have a role to play in the development of sclerema in such patients. 

Similar to pathogenesis, the need for specific therapy and therapeutic modalities for sclerema are not defined. A randomized controlled trial observed significant survival benefit in septic neonates with SN treated with exchange transfusion. Before 1948, the survival rate for sclerema neonatorum was about 25% (Hughes W, 1948). During a nine-month study period in 1959, the authors noted dehydrating diarrhoea as the most frequent associated illness in infants with sclerema. The beneficial effect of the exchange transfusion may be related to several mechanisms. It may correct metabolic disturbances such as acidosis, control circulatory shock, remove bacteria and endotoxins, increase phagocytic activity and improve humoral and cellular defense mechanism, and thus improve chances of survival of neonates with severe septicemia (Narayana I, 1982). Based on the results of this study, infants and young children admitted to the Dhaka Hospital of ICDDR,B with sclerema are routinely treated with fresh, whole human blood transfusion.
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). 


Research design:
This would be a matched case control study to identify clinical risk factors and determine biochemical changes and inflammatory responses among infants with diarrhoea and sclerema.

Patients
Infants admitted to the Dhaka Hospital of ICDDR,B with diarrhoeal diseases would be the larger study population, and those fulfilling the eligibility criteria (described below) would be invited to participate in the study. Since infants is the study population, written informed consent would be required from either of the parents or legal guardians of all participating children.  

Inclusion criteria:

1. Age:  0 to 12 months
2. Sex: Both

3. Duration of diarrhoea: Any duration

4. Sclerema: Doughy feeling of the skin, and tallow like hardening of the subcutaneous tissue

5. Control group: Age and sex matched infant with clinical sepsis without sclerema.

Exclusion criteria:

 Infants with:

1. Pseudoscleroderma

2. Scleroderma of Buschke and subcutaneous fat necrosis

3. Delayed milestones of development

Study duration: 12 months

Definitions:

1. Sclerema: Diffuse, rapidly spreading, non-edematous, tallow-like hardening of the subcutaneous tissue without the presence of any localized skin lesion.

2. Sepsis: Any three of tachypnoea, tachycardia, thermo-instability (hypo or hyperthermia), and abnormal WBC count  plus hypotension(without any sign of dehydration).

3. Diarrhoea: Three or more abnormally loose or watery stool in last 24 hours. 

a) Diagnosis: Initially the attending physician will diagnose the patient every one of which confirmed by the Principal Investigator (Internal) himself on the basis of clinical criteria mentioned in the study.

Treatment: Treatment will be provided to the patients presenting with sclerema according to the treatment guidelines followed at the Dhaka Hospital, including transfusion of fresh, whole human blood. If the patient have clinical sepsis with sclerema, aggressive antibiotic therapy is started immediately after sending relevent investigations.Feeding is given through nasogastric tube  maintaining adequate caloric value. But if the patient develop septic shock or ileus then nutrition is maintained by parenteral route.In case of premature baby and  severe malnutrition micronutrients are also given adequately. In case of infants <2 months of age initial antibiotic choice are Inj. Ampicillin and Inj. Gentamicin and infants >2 months of age group initial antibiotic choice are Inj. Ceftriaxone and Inj. Gentamicin.Infant presenting  with hypernatraemic dehydration and/or hyponatraemia and/or acidosis get  proper fluid therapy to  rehydrate the patient and to maintain normal serum sodium value.

Discharge Criteria: Regular hospital staff would provide care and treatment to the study patients, and refer or discharge them following standard practices of the Dhaka hospital, and the study will not influence any of them in any way. For the purpose of the study, the staff/investigators would monitor progress and outcome, and would help in the referral processes. The patients, upon discharge, will not be followed; however, when referred to other health facilities in the town study would make efforts to determine their outcome.

Explanatory variables: Would include prematurity, sepsis, hypernatraemia, hyponatraemia, hypoproteinaemia, dehydration, acidosis, hypothermia, hypomagnesaemia, and inflammatory parameters such as, TNF alpha, IL-1 and IL-8.
Sample size:

This will be a matched case controle study.The formula for the estimation of sample size is:

  
n=(pq+p(q()(z(+z()(/(p(-p)(
where,

   

p= proportion of controles

   

p1=proportion of cases where p1=p(RR(relative risk)

   

q=1-p and q1= 1-p1

    

z(=upper tail point of the standard normal distribution i.e in two sided test its value is 1.960 and

    

z(=the power of the study i.e if we take 80%  power for the study then z(=0.84

We would consider sclerema as case and sepsis as control. In a descriptive study in our hospital from 1996 to               2003 the proportion of clinical sepsis was found to be 60% i.e. p=0.6. If we assume that patient with sepsis have 1.5 times higher risk to develop sclerema i.e. a RR of 1.5, then p1 = p(RR = 0.6(1.5 = 0.9

Thus, n = (0.6(0.4 + 0.9(0.1)(1.96+0.84)2/(0.9-0.6)2

            

=0.33(7.84/0.09

            

=28.74

Therefore, 30 infants with sclerema will be enrolled as case. Two consecutively admitted, age-and sex-matched infants with sepsis but without sclerema would be admitted as controls following enrollment of each case. Thus our total estimated sample size will be 90 (30 cases and 60 controls). We hope that this sample size would enable us to provide useful data for defining and designing a more definitive study with adequate sample size in future.

Data Collection Procedures

Clinical: Age, sex, weight, length/height, W/A (Z score), W/H (Z score), MUAC, presence of pitting pedal oedema, vital signs, blood pressures, degree of dehydration on enrollment, and presence of sclerema. 

Laboratory Methods

Peripheral blood total and differential white cell counts, haematocrit, culture and sensitivity, total protein and pre-albumin, C-reactive protein (CRP), electrolytes (Na+, K+, Cl-, TCO2, Ca+, Mg+), urea and creatinine, ammonia. All of these tests will be performed in the laboratories of the East West University, except for peripheral blood total and differential white cell counts, haematocrit, and blood culture and sensitivity, which would be done at the laboratories under the Laboratory Sciences Division of ICDDR,B.  To perform these tests, we would collect 5.0 ml (about one teaspoonful) blood on day-1 (day of diagnosis) and seven days later by inserting a thin needle in a vein in the forearm of the participants. Additional test(s) might be performed if required for management of the patients, which would be decided by the regular hospital staff in accordance with the standard hospital practice. Skin biopsy (dermis and epidermis) would be done for patients if their parents/guardians consent to the procedure. This would be done in the Procedure Room of Dhaka hospital of ICDDR,B, adjacent to the Special Care Ward, and the histopathological findings would be recorded in the CRF. Biopsy would be done from the most affected lower limb under local anesthesia, taking all possible sterile precautions. It would be an incisional biopsy (wedge biopsy), and about 0.2-0.3cm of skin tag would be collected using a sterile razor blade suitable for skin biopsy, following which the wound would be closed by sterile skin suture material. The skin specimen would be sent to a competent histopathologist (to be identified from amongst those in the town) for processing, reading, and reports. The chances for local or systemic complications from this small incision would be minimal; appropriate treatment, mostly local surgical cleaning and effective antimicrobial therapy would be provided to those developing such problem, free of costs, at the Dhaka hospital.     
Limitations of the study:

This is a matched case control study conducted to help design a well-designed study in future, and thus lacks in a large number of sample size estimation, which might result in reduced power of the tests.

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).  


Centre’s existing facilities would be used, which would be adequate to meet the need of this study.

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).


Statistical issue:

A pre-tested Case Report Form (CRF) would be used to collect relevant information, which would be entered into a personal computer using SPSS. After completion of the study, all entered data would be edited and made error free. Continuous variables would be analysed by `t` test and categorical variables by Chi-Square test. Non-parametric tests would be applied for data that are not normally distributed. Soon after we would explore the relative risk and go for logistic regression to find out risk factors for sclerema. Statistical softwares, SPSS and EpiInfo, would be used to analyse data.
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.

Justifications for conducting this research in human subjects
Sclerema is a disease of humans, which is particularly noted to occur in neonates and young infants with severe illness. Although relatively rare, this complication of severe illnesses is associated with a high mortality. The exact pathophysiology and the risk factors for developing sclerema are also not known, and mostly for these reasons its effective treatment and management is also not available. There thus is a completing reason to undertake research studies to understand its pathophysiology and risk factors for prevention as well as management of this complication. Sine it is a human disease and it affects mostly neonates and young infants, meaningful studies can only be conducted in this age group of population. A case control design involving population in the same age range, who do not develop scleram, is required to identify risk factors. 

Protection of human rights

The intent of the research program, the study protocol, and the informed consent form to be used in the study will be submitted to the Ethical Review Committee of ICDDR,B, and the study would be initiated only after receiving approval of the Committee.

Informed Consent
Written informed consent will be obtained from parents/guardians of each participating child, in the presence of a witness, before they can be enrolled in the study. It would be the responsibility of the investigators to obtain valid written informed consent from the patients after adequate explanation of the aims, methods, anticipated benefits and potential hazards of the study. The investigator must also explain that the patients are completely free to refuse to participate in the study, and that they will retain rights to withdraw from the study at any time without providing any reason and without affecting their further treatment at the hospital for the current illness and in future. Patients will indicate their consent by signing the consent form or by putting their left thumb impressions (those who are unable to write), along with the date.
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.


This study will not use any animal.

Literature Cited


Identify all cited references to published literature in the text by number in parentheses. List all cited references sequentially as they appear in the text. For unpublished references, provide complete information in the text and do not include them in the list of Literature Cited. There is no page limit for this section, however exercise judgment in assessing the “standard” length.                                                                       
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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.

Results of this study will help understand roles of different biochemical indicators and inflammatory mediators associated with sclerema in infants with diarrhoea. 

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)


This is a collaborative study between the ICDDR,B: Center for Health and Population Research and the Department of Pharmacy, East West University, Dhaka, Bangladesh.

The laboratory works will be carried out both in ICDDR,B and Department of Pharmacy, East West 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



: Mohammod Jobayer Chisti

2. Present position


: Medical Officer, Clinical Sciences Division, ICDDR,B

3. Educational background

: MBBS

(last degree and diploma & training
  One year’s training in paediatrics from the Institute of Post Graduate 
relevant to the present research
                       Medicine and Research (IPGM&R) from July 1996 – June 1997

proposal)



  Two year’s training as a Clinical Fellow at the Dhaka Hospital, under the
                                                                         Clinical Sciences Division of ICDDR,B

  Completed an introductory course on Epidemiology and         

                                     

         Biostatistics organised by the Training and Education Unit (TEU) of





         ICDDR,B (19th August to 13th September,2001). 

                                   


   Medical Licensure: 26210


4. 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

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.2 
As Co-Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.3 
As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


5. Publications 

	Types of publications
	Numbers

	1. Original scientific papers in peer-review journals                               
	Two

	2. Peer reviewed articles and book chapters                                                               
	

	3. Papers in conference proceedings
	One

	4. Letters, editorials, annotations, and abstracts in peer-reviewed journals  
	

	5. Working papers
	

	6. Monographs
	


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

i. Effect of zinc supplimentation on immune and inflammatory responses in paediatric patients in shigellosis. Rubhana Raqib,Swapan Kumar Roy, Muhammad Jubayer Rahman,Tasnim Azim, Syeda Shegufta Ameer, Jobayer Chisti, Jan Anderson. Am J Clin Nutr2004;79:444-50
ii. Adaptive and Inflammatory Immune Responses in Patients Infected with Strains of Vibrio parahaemolyticus. Firdausi Qadri, Muhammad Shamsul Alam, Mitsuaki Nishibuchi,Taufiqur Rahman, Nur Haque Alam, Jobayer Chisti, Seiichi Kondo, Junichi Sugiyama, Nurul Amin Bhuiyan, Minnie M.Mathan, David A.Sack, and G. Balakrish Nair. J Infec Dis 2003;187:1085-96
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


: Sufia Islam

2. Present position

: Assistant Professor





  Department of Pharmacy





  East West University

3. Educational  background
:   (last degree and diploma & training  relevant to the present research proposal)

                                                     Degree:  Ph.D.  (Field of study: Pharmacy)

Training: 

October 90 – April 92: Worked as a Principal Investigator of a project entitled “Study of Absorption Promoting Oral Rehydration Solutions in Animal Models” at ICDDR,B.

May 92 – August 93: Worked in a project entitled “Role of Vitamin A and Zinc in Reducing Diarrhoea: a Randomized Double-blind Clinic based Trial with Community Follow-up” at ICDDR,B.

August 93 – December 2001: Worked as a Research Officer in the Clinical Sciences Division, ICDDR,B.

April 2002 – September 2002: Worked as visiting Fellow in Haffkin Institute Acharya Donde Marg Parel, Mumbai - 400 012. 

September 2002 to April 2003: Worked as Visiting Fellow in Department of Biological Science, Tata Institute of Fundamental Research, Homi Bhabha Road, Mumbai 400 005, India.  
January 2004 – till date: Working as Assistant Professor in Department of Pharmacy in East West University, Dhaka, Bangladesh.

Working Experience

1. Extensive experience on animal experiment that include animal operation and intestinal loop preparation and perfusion.

2. In Vitro studies with Ussing Chamber.

3. Estimation of the concentration of zinc in the biological samples by atomic absorption spectrophotometer (AAS)

4. Estimation of the concentration of Vit A by spectrophotometer and the HPLC.

5. Estimation of the concentration of polyethylene glycol in biological samples by spectrophotometer.

6. Estimation of serum bromide concentration by spectrophotometer and HPLC.

7. Estimation of fat by Van de Kamer titrimetric method.

8. Estimation of protein by Micro Kjeldahl method.

9. Determination of the concentration of malondialdehyde by spectrophotometer.

10. Assessing body composition of human and animal by using Bio Impendance Analysis.

11. Determination of concentration of nitrite in biological fluid using Griess reaction by spectrophotometer.

12. Estimation of the radioactivity of 14C PEG in biological samples by using beta counter.

4. Research Involvement

4.1 Project completed as PI

	Protocol Number
	Starting date
	End date
	Percentage of time

	Study of absorption promoting oral rehydration solutions in animal model.
	
	
	

	Validation of multifrequency BIA method with other standard laboratory methods
	
	
	

	Determination of the shelf life of pre-cooked oral rehydration salts packets: a three month study at community level
	
	
	

	Intestinal transport of different electrolyte solutions across small intestine of rabbit in vivo.
	
	
	

	Studies of intestinal water and electrolyte transport during dehydration, malnutrition and infection as a requirement of partial fulfillment of the degree of Doctor of Philosophy
	
	
	


4.2   List of ongoing research protocols  

 (start and end dates; and percentage of time)As Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.3   As Co-Principal Investigator 

  Efficacy of amylase resistant starch in children with cholera.

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.4   As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


5. Publications 

	Types of publications
	Numbers

	a. Original scientific papers in peer-review journals                               
	Seven

	b. Peer reviewed articles and book chapters                                                               
	

	c. Papers in conference proceedings
	Fourteen 

	d. Letters, editorials, annotations, and abstracts in peer-reviewed journals  
	

	e. Working papers
	One

	f. Monographs
	


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

· Islam S, Mahalanabis D, Chowdhury AKA, Sarker SA, Wahed MA, Rahman ASMH. Transport of water, sodium and glucose in animal models from electrolyte solutions with and without bicarbonate. Ind J Med Res 1996; 104:254-256

· Bardhan PK, Rahman ASMH, Islam S, Rahman M, Gyr K. Effect of tropisetron, a 5-hydroxytryptamine type 3 receptor blocker, on intestinal secretion induced by cholera toxin or deoxycholic acid in rabbits in vivo. The J Int Med Res 1993; 21:323-333.

· Bardhan PK, Rahman ASMH, Islam S, Rahman M, Gyr K. Octreotide (SMS 201 – 995) as an anti secretory agent in cholera toxin and bile acid induced intestinal secretion in an in vivo animal study. Int J Med Res 1994; 100:184-189.

· Islam S, Mahalanabis D, Chowdhury AKA, Wahed MA, Rahman ASMH. Glutamine is superior to glucose in stimulating water and electrolyte absorption across rabbit ileum. Dig Dis & Sciences 1997; 42(2):420-423.

· Islam S, Faruque ASG, Wahed MA, Fuchs GJ, Mahalanabis D. Shelf Life of pre-cooked rice oral rehydration salts packets. Southeast Asian J trop med Pub Health 1997; 28(4): 862-864.

· Islam S, Kabir I, Wahed MA, Goran MI, Mahalanabis D, Fuchs GJ, Khaled MA. Multifrequency bioelectrical impendance analysis to assess human body composition. Nutrition Research, 1999; 19(8): 1179-1188.

· Islam S, Abely M, Alam NH, Dossou F, Chowdhury AKA, Desjeux JF. Water and electrolyte salvage in an animal model of dehydration and malnutrition. JPGN, 2004;38:27-33. 

  APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh (ICDDR,B)

Voluntary Consent Form For Cases (Sclerema Patients)


Title of the Research Project: Risk factors for sclerema in infants with diarrhoeal disease 

Principal Investigator:  Mohammod Jobayer Chisti and Sufia Islam


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.

Name of the participant: …………………………………

Age:                          Sex:


Please feel free to ask any questions you may have about this study and the information given below. You will be given an opportunity to ask questions, and your questions will be answered. If you agree to our proposal of inclusion of your child in our study, we would provide you with a copy of this consent form.

Introduction

Sclerema is an uncommon skin problem that usually occurs in seriously ill newborns and young infants, but majority of them (67 – 88%) presenting at Dhaka hospital of ICDDR,B (Cholera Hospital) die within a short period of time. This problem has been observed to occur in association with sepsis and/or hypernatraemia, hyponatraemia, acidosis and hypothermia. Since this occurs only in a few, not in all patients with sepsis, it is possible that presence of some factors or changes in the body of the affected children. Because of this lack of knowledge, an effective prevention or treatment are not currently available. 

The study and its purpose

We are conducting a research study at this hospital, in collaboration with the East West University, Dhaka. The purpose of our study is to try to identify factors present in infants with sepsis and sclerema. Such information would help us develop a better research study in future to understand more about this condition, which is important for developing prevention and better treatment options. 

Who would be enrolled in the study?

In this study we would enroll infants with sepsis and sclerema. We would also enroll two infants against enrollment of an infant with sclerema, to study the differences in their characteristics, over a one-year period. 

We request you for allowing us to include your child in our study because she/he has developed sclerema. 

Methods: If you agree to our proposal for inclusion of your child in this study, the followings would be done:

1. Regular hospital doctors, nurses and other staff would provide the usual good care and treatment of this hospital to your child. Participating in this study will not change the treatment in any way. They would also determine the need and perform laboratory investigations, if required for management of your child. 

2. For the purpose of the study, we would ask you some question related to illness of your child, and would perform her/his thorough physical examination. We would collect 5.0 ml (about one teaspoonful) blood on the day of admission and seventh day of hospitalization for various laboratory tests. As transportation cost regarding routine referral (if necessary) will be paid by Hospital as a routine practice so this study will not pay the transportation cost.

3. We will diagnose sclerema by examining the child; however, a its correct diagnosis is only possible by performing a special microscopic examination of the affected skin (biopsy studies).  We would, therefore, request for your permission to collect a small piece (about 0.2-0.3 cm or 1/12th of an inch) of skin of your child by making an incision in his/her affected skin (usually lower limb).  

4. Your rights: Participation in this study is voluntary, and you are the one to decide for or against participation of your child in this study. If you don’t want, we would not include your child in this study. You would also be able to withdraw your child in this study at any time during the study without showing any cause. You would also be able to refuse drawing blood and/or skin biopsy for this study. Your child would receive the standard care and treatment of this hospital if you do not enroll your child in this study, and also if you withdraw your consent after enrollment of your child in the study, or refuse any or all of the special investigations. 
5. Risks:  There is no major risk to your child/relative from physical examination and collection of 5.0 ml of blood on two occasions i.e. a total of 10.0 ml (two teaspoonful). The collection of blood from a vein on the forearm of your child would not cause any problem except momentary pain during insertion of needle, a small chance of temporary (goes away in a few days without any treatment) bluish discolouration of the surrounding skin due to oozing of blood from the puncture site, and rare chance of local and systemic infections. We would take aseptic precautions and use one-time use syringes and needles to draw blood and avoid these problems. Skin for biopsy studies would be collected by a small incision in the affected skin, after cleaning the area with disinfectants and making the area painless by an injection (local anaesthesia surrounding the site. This may cause loss of a few drops of blood; however, the entire process would take less than 10 minutes, after which closure of the wound would stop bleeding. There is small chance of local and/or systemic infection; however, we would take adequate precautions to prevent them. If, despite taking of the precautions your child develops any problem in relation to collection of blood or skin biopsy, we would provide appropriate treatment at this hospital at our own costs. 

6. Benefits:  Your child may not directly benefit from participating in the study; however, she/he would be able to contribute to our understanding and knowledge, which would benefit other children with the problem in future. 

7. Confidentiality:  We would keep all information of your child, including results of her/his laboratory tests confidential, in a secured place under lock and key. None other than the staff of this research study and the Ethical Review Committee would have access to the information. We would like to inform you that disclosure of such information is also subject to the laws of the country. The name or identity of your child would not be used in publishing the results of this study. 

8. Right to ask questions: You would be able to ask us question about the illness and the study now, or at a later time and we would be happy to answer them. You should also be able to contact the principal investigator of this study personally at his office in this hospital or through telephone at the following address:

Dr. M. Jobayer Chisti, Clinical Sciences Division, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2308

You would be able to know about your rights as a study participants by contacting the following official of ICDDR,B, in person or through telephone:

 Mr. Bejoy Ratan Saha, Ethical Review Committee, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2115

Declaration by the parent/guardian:

The investigator(s) of the research project have explained to me the purpose, procedures, risks and benefits of this study; my rights as the study participant; and on confidential handling of the records of my child, including personal information. Based on these, I agree to my child’s participation in this study. I understand that I may end participation of my child in the study at any time without showing any cause, which will not change the care and treatment of my child at this hospital. I agree to the followings study procedures: 


Asking questions: 
Yes                    No
Physical examination:                Yes                    No

Blood draw:

Yes                    No
Access of medical records:
Yes                    No

Skin biopsy:       
Yes                    No

___________________________________
_________________________

__________________

Signature of Investigator/ representative
Signature of parent/guardian

Signature of witness

Date:         




Date: 




Date:

Consent of release of medical record Information:

I, _________________________, give my permission for the release of my child/relative’s medical records, including chart materials and laboratory results, to Dr. M. Jobayer Chisti of ICDDR,B and Dr. Sufia Islam of  East West University for the purpose of this research study, which might benefit young children in future.

I understand that the information will not be released/disclosed to anyone except for investigators of this study, and to the Ethical Review Committee of ICDDR,B in relation to reviewing ethical conduct of the study. I understood that release of such information is also subjected to the laws of the country.  I am assured that the name and identity of my child/relative would not be used in publishing the results of this study. 

All questions regarding this release may be directed to Dr. M. Jobayer Chisti at the following address:

Dr. Mohammod Jobayer Chisti

Clinical Sciences Division (CSD), ICDDR,B, Mohakhali,Dhaka-1212

Phone: 8811751-60,Ext-2308

Fax: 880-2-9885657

Email: chisti@icddrb.org

_____________________


__________________________

____________________

Signature of investigator


Signature/LTI of parents/guardian
Signature of witness

Date:                                                                     Date: 




Date:

 APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh (ICDDR,B)

Voluntary Consent Form For Controls  (Patients without Sclerema)


Title of the Research Project: Risk factors for sclerema in infants with diarrhoeal disease 

Principal Investigator: Mohammod Jobayer Chisti and Sufia Islam


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.


Name of the participant: …………………………………

Age:                          Sex:

Please feel free to ask any questions you may have about this study and the information given below. You will be given an opportunity to ask questions, and your questions will be answered. If you agree to our proposal of inclusion of your child in our study, we would provide you with a copy of this consent form.

Introduction

Sclerema is an uncommon skin problem that usually occurs in seriously ill newborns and young infants, but majority of them (67 – 88%) presenting at Dhaka hospital of ICDDR,B (Cholera Hospital) die within a short period of time. This problem has been observed to occur in association with sepsis and/or hypernatraemia, hyponatraemia, acidosis and hypothermia. Since this occurs only in a few, not in all patients with sepsis, it is possible that presence of some factors or changes in the body of the affected children. Because of this lack of knowledge, an effective prevention or treatment are not currently available.

The study and its purpose

We are conducting a research study at this hospital, in collaboration with the East West University, Dhaka. The purpose of our study is to try to identify factors present in infants with sepsis and sclerema. Such information would help us develop a better research study in future to understand more about this condition, which is important for developing prevention and better treatment options.

Who would be enrolled in the study?

In this study we would enroll infants with sepsis and sclerema. We would also enroll two infants against enrollment of an infant with sclerema, to study the differences in their characteristics, over a one-year period. 

Although your child did not develop sclerema, we are requesting for your permission to enroll your child in the study because we want to compare her/his findings with infants who developed sclerema. 

Methods: If you agree to our proposal for inclusion of your child in this study, the followings would be done:

1. Regular hospital doctors, nurses and other staff would provide the usual good care and treatment of this hospital to your child. Participating in this study will not change the treatment in any way. They would also determine the need and perform laboratory investigations, if required for management of your child. As transportation cost regarding routine referral ( if necessary) will be paid by Hospital as a routine practice so this study will not pay the transportation cost.

2. For the purpose of the study, we would ask you some question related to illness of your child, and would perform her/his thorough physical examination. We would collect 5.0 ml (about one teaspoonful) blood on the day of admission and seventh day of hospitalization for various laboratory tests. 

3. Your rights: Participation in this study is voluntary, and you are the one to decide for or against participation of your child in this study. You would also be able to withdraw your child in this study at any time during the study without showing any cause. You would also be able to refuse drawing blood and/or skin biopsy for this study. Your child would receive the standard care and treatment of this hospital if you do not enroll your child in this study or withdraw your consent after her/his enrollment, or refuse any or all of the special investigations. 

4. Risks:  There is no risk to your child/relative from physical examination, and collection of 5.0 ml of blood on two occasions i.e. a total of 10.0 ml (two teaspoonful) would not cause any problem except momentary pain during insertion of needle in the vein, small chance of temporary (goes away in a few days without any treatment) bluish discolouration of the surrounding skin due to oozing of blood from the puncture site, and rare chance of local and systemic infections. We would take aseptic precautions and use one-time use syringes and needles to draw blood and avoid these problems. In the event your child develops any problem in relation to collection of blood, we would provide appropriate treatment at no cost to you. 

9. Benefits:  Your child may not directly benefit from participating in the study; however, she/he would be able to contribute to our understanding and knowledge, which would benefit other children with the problem in future. 

10. Confidentiality:  We would keep all information of your child, including results of her/his laboratory tests confidential, in a secured place under lock and key. None other than the staff of this research study and the Ethical Review Committee would have access to the information. We would like to inform you that disclosure of such information is also subject to the laws of the country. The name or identity of your child would not be used in publishing the results of this study. 

11. Right to ask questions: You would be able to ask us question about the illness and the study now, or at a later time and we would be happy to answer them. You should also be able to contact the principal investigator of this study personally at his office in this hospital or through telephone at the following address:

Dr. M. Jobayer Chisti, Clinical Sciences Division, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2308

You would be able to know about your rights as a study participants by contacting the following official of ICDDR,B, in person or through telephone:

Mr. Bejoy Ratan Saha, Ethical Review Committee, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2115

Declaration by the parent/guardian:

The investigator(s) of the research project have explained to me the purpose, procedures, risks and benefits of this study; my rights as the study participant; and on confidential handling of the records of my child, including personal information. Based on these, I agree to my child’s participation in this study. I understand that I may end participation of my child in the study at any time without showing any cause, which will not change the care and treatment of my child at this hospital. I agree to the followings study procedures: 


Asking questions: 
Yes                    No
Physical examination:                Yes                    No

Blood draw:

Yes                    No
Access of medical records:
Yes                    No

__________________________________
_____________________________
__________________

Signature of Investigator/ representative
Signature/LTI of parent/guardian
Signature of witness

Date:         




Date: 




Date:

Consent of release of medical record Information:

I, _________________________, give my permission for the release of my child/relative’s medical records, including chart materials and laboratory results, to Dr. M. Jobayer Chisti of ICDDR,B and Dr. Sufia Islam of  East West University for the purpose of this research study, which might benefit young children in future.

I understand that the information will not be released/disclosed to anyone except for investigators of this study, and to the Ethical Review Committee of ICDDR,B in relation to reviewing ethical conduct of the study. I understood that release of such information is also subjected to the laws of the country.  I am assured that the name and identity of my child/relative would not be used in publishing the results of this study. 

All questions regarding this release may be directed to Dr. M. Jobayer Chisti at the following address:

Dr. Mohammod Jobayer Chisti

Clinical Sciences Division (CSD), ICDDR,B, Mohakhali,Dhaka-1212

Phone: 8811751-60,Ext-2308

Fax: 880-2-9885657

Email: chisti@icddrb.org

_____________________


__________________________

____________________

Signature of investigator


Signature/LTI of parent/guardian
Signature of witness

Date:                                                                     Date: 




Date:

Detailed Budget for New Proposal


Project Title: Risk factors of sclerema in infants with diarrhoeal disease 

Name of PI: Dr. Mohammod Jobayer Chisti and  Sufia Islam

Protocol Number:2005-2006                                             Name of Division: Clinical Sciences Division


Funding Source: To be identified     Budget: (direct cost): US$12005
Total: US$15847   Overhead (%): US$3842

Starting date: As soon as fund is available               
Closing date: One year from initiation of the study


Strategic Plan Priority Code(s): Child Health, Code No. 3

	Sl. No


	            Account Description
	Salary Support
	US $ Amount Requested

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

	01
	Dr. Mohammod Jobayer Chisti


(NOA, Step 4)                                               
	PI
	20%
	197x12
	2364
	
	

	02
	Medical Officer (NOA, Step 4)                                               
	Co-Investigator
	10%
	99x12
	1188
	
	

	03
	Lab Assistant (GS2)
	
	20%
	52x12
	624
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	Sub Total


	4176
	
	

	
	
	
	
	

	
	Consultants (Dr. Sufia Islam)
	PI (20%)
	197x12
	2364
	
	

	
	Local Travel
	
	100
	
	

	
	International Travel
	
	
	
	

	
	Sub Total
	
	2464
	
	

	

	

	             Supplies and Materials (Description of Items)

	
	Printing and publication
	200
	
	

	
	Xerox, Mimeograph etc
	200
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	Sub Total
	400
	
	


	
	Other Contractual Services
	1st Yr
	2nd Yr
	3rd Yr

	
	Repair and Maintenance
	
	
	

	
	Rent, Communications, Utilities
	
	
	

	
	Training Workshop, Seminars
	
	
	

	
	Printing and Publication
	
	
	

	
	Staff Development
	
	
	

	
	
	
	

	
	
	
	

	
	Sub Total
	
	
	

	
	Interdepartmental Services


	
	
	

	
	Contribution by ICDDR,B

	
	Pathological tests: Blood for TC & DC  90X2 times @1.2
	216
	
	

	
	                                Hematocrit 90X2 times @1.2
	216
	
	

	
	Microbiological tests Blood culture 30 @6.84
	206
	
	

	
	Contribution by East West University
	
	
	
	

	
	Biochemistry tests:
	Serum Na, K, Cl, TCO2 90X 2 times @5.5
	990
	
	

	
	
	Total serum Ca 90X2 times @ 3.2
	576
	
	

	
	
	Serum Mg 90X2 times @6.84
	1231
	
	

	
	
	Blood urea 90X2 times @ 1.8
	324
	
	

	
	
	Creatinine 90X2 times @ 2.2
	396
	
	

	
	
	Serum Ammonia 90X2 times @4.5
	810
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	X-Rays
	
	
	

	
	Patients Study
	
	
	

	
	Research Animals
	
	
	

	
	Biochemistry and Nutrition
	
	
	

	
	Transport
	
	
	

	
	Xerox, Mimeographs etc.
	
	
	

	
	
	
	
	

	
	Sub Total
	4965
	
	

	
	Total Direct Cost
	12005
	
	

	
	Indirect Cost (32%)
	3842
	
	

	
	Capital Expenditure
	
	
	

	
	Grand Total
	15847
	
	

	
	
	
	
	


Budget Justifications

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


1. The laboratory costs reflect actual costs of only the reagents and necessary supplies required for the tests

2. Personnel costs reflect the actual cost.

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)


APPENDIX-3

Check List



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



1. Face Sheet Included                     









(       


2. Approval of the Division Director on Face Sheet   







(

3. Certification and Signature of  PI on Face Sheet, #9 and #10 






(

4. Table on Contents











(

5. Project Summary 











(

6. Literature Cited











(

7. Biography of Investigators










(

8. Ethical Assurance











(

9. Consent Forms (for case and control) 








(

10. Detailed Budget 













(
(cwiwkó)

Avš—©RvwZK D`ivgq M‡elYv †K›`ª (AvB wm wW wW Avi, we),

XvKv, evsjv‡`k

‡ivMxi ‡¯^”Qvq AskMÖn‡bi AbygwZ cÎ (†é&‡j‡igv †ivMx)

wcZvgvZvi/Awffve‡Ki  m¤§wZ cÎ 

M‡elbvi wk‡ivbvg: Wvqwiqv Avµvš— wkï‡`i (1 ermi eqmx ch©š—)  

Ô†é†j‡igvÕi Rb¨ SzwKcyb© Kvib mgyn|

cÖavb M‡el‡Ki bvg : gynv¤§` †hvev‡qi wPkZx Ges mywdqv Bmjvg

M‡elbvq AskMÖnbKvixi bvg : . . . . . . . . .eqm: . . . . wjsM:. . . . . 

bx‡Pi M‡elYvi m¤§wZ cÎwU m¤ú‡K© Avcbvi †Kvb cÖkœ _vK‡j wbwØ©avq Avgv‡`i Kv‡Q Ki‡Z cv‡ib| Avcbv‡K cÖkœ Kivi my‡hvM †`qv n‡e Ges Avgiv Avcbvi cÖ‡kœi D i †`qvi Rb¨ mva¨gZ †Póv Ki‡ev| hw` Avcwb Avcbvi wkï‡K Avgv‡`i M‡elYvq Aš—©f~³ Ki‡Z ivwR _v‡Kb Z‡e Avgiv Avcbv‡K m¤§wZ c‡Îi GKwU Kwc mieivn Kie|

†é&†j‡igv P‡g©i GKwU weij mgm¨v hv mvavibZ: gvivZ¥K Amy¯’ wkï‡`i g‡a¨ n‡q _v‡K, wKš— †ekxi fvM i“Mx (kZKiv 67 †_‡K 88 fvM) Aí mg‡qi g‡a¨ gviv hvq| Avgiv †`‡LwQ †h GB mgm¨v †mcwmm Ges/A_ev i‡³ je‡bi AvwaK¨ ev ¯^íZv, A¤­Zv e„w× Ges kix‡ii ZvcgvÎv †ekx K‡g †M‡Q Ggb wkï‡`i   g‡a¨ †`Lv hvq| Z‡e Avgiv Rvwbbv †Kb GB mgm¨v ïaygvÎ Aí wKQy wkï‡`i nq, wKš— Ab¨‡`i nq bv| m¤¢eZ: Gi wcQ‡b †Kvb Kvib Av‡Q hv Avgiv Rvwbbv| Avi †mB R†b¨B GB mgm¨vi ‡Kvb cÖwZ‡iva e¨e¯’v ev fvj wPwKrmv †bB| 

M‡elYv Ges Gi D‡Ïk¨

Avgiv GB nvmcvZv‡j, Bó I‡qó wek¦we`¨vjq, XvKvi mnvqZvq, GKwU M‡elbv KiwQ| GB M‡elYvi D‡Ïk¨ GB gvivZ¡K mgm¨vi mv‡_ m¤cK©hy³ SzwK m¤§‡Ü Rvbv G ai‡bi Ávb Avgv‡`i‡K fwel¨‡Z M‡elYvi gva¨‡g G wel‡q eyS‡Z mnvh¨ Ki‡e, d‡j GB mgm¨vi cÖwZ‡iva Ges/A_ev Kvh©Ki wPwKrmv c×wZ MÖn‡b mvnvh¨ Ki‡Z cv‡i| 

Kv‡`i M‡elYvq Aš—©fy³ Kiv n‡e :

GB M‡elYvq †h me wkï‡`i ‡mcwmm I †é&‡j‡igv Av‡Q Zv‡`i, Ges Zzjbv Kivi R†b¨ †h me ev”Pv†`i ‡mcwmm Av‡Q wKš‘ †é&j‡igv bvB Zv‡`i Aš—©fy&³ Ki‡ev| Gfv‡e Avgiv Zv‡`i kvixwiK ‰ewk‡ói Zzjbv Ki‡Z cvi‡ev| †h‡nZz Avcbvi wkï †é†j‡igv n‡q‡Q ‡m R†b¨ Avgiv Zv‡K Avgv‡`i M‡elYvq Aš©—f~³ Kivi Rb¨ Avcbv‡K Aby‡iva KiwQ|

M‡elbvi c×wZ

hw` Avcwb Avcbvi wkï‡K Avgv‡`i M‡elYvq Aš—f~©³ Kivi Avgv‡`i cÖ¯—v‡e ivwR _v‡Kb Z‡e wb‡gœv³ cÏwZ MÖnb Kiv n‡e :

1. nvmcvZv‡ji wbqwgZ Wv³vi, bvm© I Ab¨vb¨ Kgx©iv Avcbvi wkï‡K GB nvmcvZv‡ji gvbm¤§Z wPwKrmv ‡`‡eb| GB M‡elbvq †Kvb Kg©x Zv ‡Kvb fv‡e cwieZ©b Ki‡e bv, Z‡e Zviv wkïi wPwKrmvi R‡b¨ wK wK cix¶vi cÖ‡qvRb Zv wbb©q Ki †eb Ges Zv m¤úbœ Ki‡eb| ‡h‡nZz nvmcvZvj KZ„c¶ GB nvmcvZvj †_‡K Ab¨ nvmcvZv‡j i“Mx cvVv‡bvi †¶‡Î (hw` cÖ‡qvRb nq) wbqwgZ fv‡e hvZvqvZ LiP enb K‡i _v‡K ZvB GB M‡elbv †_‡K hvZvqvZ LiP enb Kiv n‡e bv|

2. GB M‡elYvi R‡b¨ Avgiv Avcbv‡K wkïi Amy¯’Zv msµvš— wKQy cÖkœ Kie Ges Zvi mvwe©K kvixwiK cwi¶v Kie| GB M‡elYvq wewfbœ cix¶vi Rb¨ Avgiv Zvi evûi wkiv †_‡K 5 wgwjwjUvi (1 Pv PvgP cwigvb) i³ fwZ©i  w`b I Zvi mvZ w`b c‡i msMÖn Kie| 

3. Avgiv Avcbvi wkï‡K kvixwiK cix¶v K‡i †é&‡j‡igv wbY©q Kie| Avµvš— Z¡‡Ki we‡kl Avbywe¶wbK cix¶vi (Z¡K ev‡qvcwm) gva¨‡g Zv mwVK fv‡e wbY©q m¤¢e| †m R†b¨ Avµvš— Z¡‡Ki ev‡qvcwm cix¶vi R‡b¨ Zv †_‡K †K‡U mvgvb¨ cwigvb Z¡‡Ki bgybv (0.2-0.3 †m:wg: ev cÖvq 1/12 BwÂ) msMÖ‡ni Rb¨ Avcbvi AbygwZ PvB‡ev| 

4. Avcbvi AwaKvi: Avcbvi wkïi GB M‡elYvq Ask MÖnb Kiv Avcbvi wm×‡š—i Dci wbf©i K‡i| Ask MÖn‡bi c‡iI, †h †Kvb mgq †Kvb Kvib D‡j­L bv K‡i, Avcwb Avcbvi m¤§wZ cÖZ¨vnvi Ki‡Z cv‡ib|   

Avcwb GB M‡elYvq Avcbvi wkïi i³ msMÖn ev Z¡‡Ki bgybv msMÖn A_ev `yÕwUi e¨cv‡iB A¯^xK…wZ Rvbv‡Z cv‡ib| hw` Avcbvi wkï‡K M‡elYvq Aš—fy³ bv K‡ib, M‡elYv †_‡K bvg cÖZ¨vnvi K‡ib, A_ev †h †Kvb GKwU ev me ¸i“Z¡c~Y© cwi¶v Ki‡Z A¯^xK…wZ Rvbvb ‡m‡¶‡Î I Avcbvi wkï nvmcvZv‡ji gvbm¤§Z hZœ I wPwKrmv †c‡Z _vK‡e|

5. M‡elYvi SzwK: kvixwiK cix¶vq †Kvb SzuwK bvB, Ges 5 wg:wj: K‡i 2 evi †gvU 10 wgwjwjUvi (2 Pv PvgP ) K‡i i³ msMÖ‡ni Kvi‡b †Kvb ¶wZ n‡e bv| i³ msMÖn Kivi mgq ‡m mvgvb¨ Ges mvgwqK e¨_v Ges myuB XyKv‡bvi Av‡k cv‡ki Z¡‡K mvgb¨ i³¶i‡bi Kvi‡b Zv bxj eY© avi‡bi  mvgvb¨ m¤¢vebv _v‡K, Z‡e K‡qKw`‡bi g‡a¨B Zv wPwKrmv QvovB ¯^vfvweK n‡q hvq| G Qvov i³ msMÖ‡ni RvqMvq msµg‡bi mgvb¨ I kix‡ii †ivMRxevbyi msµg‡bi ¶xb m¤¢vebv Av‡Q| Z‡e GKevi e¨envh© wmwiÄ I myuP, Ges Z¡‡Ki Rxevbygy³ Kiv mn me ai‡bi e¨e¯’v †b‡ev hv‡Z Gme mgm¨v bv nq| ev‡qvcwm M‡elYvi Rb¨ Z¡‡Ki mgvb¨ Ask A¯¿cPv‡ii gva¨‡g msMÖn Kiv n‡e| A¯¿cPv‡ii Av‡M Z¡‡Ki Av‡k-cv‡k Bb‡RKk‡bi gva¨‡g Aek K‡i e¨_vwenxb Kiv n‡e| Z¡K msMÖ‡ni mgq K‡qK‡dvUv i³cvZ n‡Z cv‡i, wKš‘ `k wgwb‡Ui Kg mg‡qi g‡a¨ cy‡iv KvR †kl n‡q hv‡e Ges H ¶Z ‡mjvB K‡i eÜ Kivi ci i³cvZ eÜ n‡e| A¯¿cPv‡ii Kvi‡b H ¯’v‡b msµg‡bi mvgvb¨ m¤¢vebv Av‡Q| Z‡e Zv Gov‡bvi Rb¨ Avgiv h‡_ó mZ©KZv Aj¤^b Ki‡ev| hw` Avcbvi wkïi G ai‡bi †Kvb mgm¨v †`Lv †`q Z‡e Avgiv Avgv‡`i Li‡P evsjv‡`‡k cªvc¨ m¤¢ve¨ m‡e©v”P wPwKrmv †mev w`‡ev|

6. M‡elYvq Ask MÖn‡bi DcKvi: Avcbvi wkï M‡elYvq Ask MÖn‡bi d‡j  mivmwi †Kvb DcKvi cv‡e bv|  Z†e †m Avgv‡`i G wel‡q eyS‡Z I Ávb mg„× Ki‡Z mvnvh¨ Ki‡e, hv fwel¨‡Z Ab¨ wkï‡`i Kv‡R jvM‡e|

7. Z‡_¨i ‡MvcbxqZv: Avgiv Avcbvi wkïi M‡elbvi djvd‡ji bw_cÎ mn mg¯— Z_¨ wbivc` ¯’v‡b †Mvcb ivL‡ev Ges Zv G M‡elbvi Kgx ev ÕbxwZ ch©vjPbv KwgwUiÕ m`m¨ Qvov Ab¨ †KD ‡`L‡Z cvi‡eb bv| Avgiv Avcbv‡K Av‡iv Rvbv‡Z PvB †h G ai‡bi Z_¨ cÖKvk †`‡ki AvBb Abyhvqx n‡q _v‡K| GB M‡elbvi djvdj mþÜxq †Kvb Z‡_¨ Avcbvi wkïi bvg ev cwiPq e¨envi Kiv n‡e bv

8. cÖkœ Kivi AwaKvi: Avcbvi wkïi Amy¯’Zv Ges M‡elbv m¤ú‡K© †h †Kvb mgq Avg‡`i‡K †h †Kvb cÖkœ Kivi AwaKvi Avcbvi Av‡Q Ges Lywk g‡b Avgiv Zv‡`i D i ‡`‡ev| Avcwb PvB‡j GB M‡elbvi cÖavb M‡el‡Ki mv‡_ e¨w³MZ fv‡e G nvmcvZv‡j Zvi Awd‡m A_ev †Uwj‡dv‡b wb‡æv³ wVKvbvq †hvMv‡hvM Ki†Z cvi‡eb:

Wv: †gv: †hvev‡qi wPkZx, wm.Gm.wW AvB wm wW wW Avi we| †Uwj‡dvb bs-8811751-60 m¤cÖmvib-2308

M‡elYvq AskMÖnbKvixi AwaKvi m¤ú‡K© Avcbvi hw` AviI †Kvb cÖkœ _v‡K Z‡e e¨w³MZ fv‡e A_ev †Uwj‡dv‡b Rbve weRq mvnvi mv‡_ wbæ wVKvbvq †hvMv‡hvM Ki‡Z cv‡ib|

Rbve weRq mvnv, Bw_K¨vj wiwfD KwgwUi mwPevjq, AvB wm wW wW Avi, we, gnvLvjx, XvKv 1212. †Uwj‡dvb bs-8811751-60 m¤cÖmvib-2115 

AskMÖnbKvixi †Nvlbv:

GB M‡elYvi M‡elK, GB M‡elbvi D‡Ïk¨, c×wZ,SzwK, DcKvwiZv, M‡elYvq AskMÖnbKvix wnmv‡e Avgvi AwaKvi, e¨w³MZ Z_¨mn M‡elYvi djvd‡ji ‡MvcbxqZv m¤ú‡K© Avgv‡K e‡j‡Qb| Gm‡ei Dci wfw  K‡i G M‡elYvq Avwg Avgvi wkïi AskMÖn‡b m¤§Z AvwQ, Ges Avwg eyS‡Z †c‡iwQ ‡h, Avwg B”Qv Ki‡j †h †Kvb mgq †h †Kvb Kvi‡b Avgvi wkïi AskMÖnb eÜ K‡i w`‡Z cvwi Ges Gi d‡j GB nvmcvZv‡j Ae¯’vb Kv‡j Avgvi wkïi hZœ ev wPwKrmvq †Kvb cwieZ©b Ki‡e bv|  Avwg Avgvi wkïi nvmcvZv†ji bw_cÎ †`Lvi AbygwZ w`w”Q| Avwg bx‡Pi welq¸wji mv‡_ GKgZ:

   
nu¨v
 

bv : cÖkœ c‡Îi D i ‡`qv

   
nu¨v

  
bv : i³ msMÖn

   
nu¨v


bv : Pg© ev‡qvcwm

   
nu¨v

  
bv : †gwWK¨vj †iKW© †`Lvi AbygwZ †`qv

  
nu¨v


 bv : kvixwiK ch©‡e¶b

   
nu¨v


bv : M‡elYvMv‡ii cix¶v wbwi¶v

wcZvgvZv/

M‡el‡Ki/



Awffve‡Ki ¯^v¶i/
¯^v¶xi ¯^v¶i :

cÖwZwbwai ¯^v¶i






ZvwiL:

ZvwiL:







wcZvgvZv/






Awffve‡Ki bvg






e„×v½ywji Qvc









ZvwiL:

‡gwW‡Kj †iKW© Z_¨ cÖKv‡ki AbygwZ cÎ :

Avwg GB M‡elYvi D‡Ï‡k¨ Avgvi ev”Pvi/AvwZ¥‡qi bw_ c‡Îi Z_¨vw` I M‡elbvMv‡ii cix¶vi djvdj mn nvmcvZv‡j Zvi mKj †iKW© cÖKv‡ki Rb¨ AvB wm wW wW Avi, we-i Wv: †hvev‡qi wPkwZ I Bó-I‡q&ó wek¦we`¨vj‡qi Wv: mywdqv Bmjvg‡K AbygwZ w`w”Q, hv †_‡K fwel¨‡Z †QvU ev”Pv‡`i DcKv‡i Avm‡Z cv‡i|

Avwg eyS‡Z †c‡iwQ †h, Gme Z_¨vw` GB M‡elbvi M‡elK, AvB wm wW wW Avi, we-i Bw_K¨vj wiwfD KwgwU hviv GB M‡elbvi b¨vq AvPib ch©‡e¶b K‡i _v‡Kb Zv‡`i e¨wZZ Ab¨ Kv‡iv Kv‡Q cÖKvk Kiv n‡e bv| Avwg G I ey‡SwQ †h, G ai‡bi Z_¨ cÖKvk †`‡ki AvBb Abyhvqx n‡q _v‡K| Avgvi ev”Pvi/AvZ¥x‡qi bvg I cwiPq cÖKvk bv Kivi wbðqZv Avgv‡K †`qv n‡q‡Q|

cÖKvk msµvš— †h †Kvb wKQy m¤ú‡K© Wv: †hvev‡qi wPkZxi Kv‡Q wbæ wVKvbvq Rvbv hv‡e|

Wv: †gv: †hvev‡qi wPkZx, wm.Gm.wW, AvB wm wW wW Avi we| 

†Uwj‡dvb bs-8811751-60G·‡Ubmb-2308

M‡el‡Ki/



Awffve‡Ki ¯^v¶i


¯^v¶xi ¯^v¶i


cÖwZwbwai ¯^v¶i


evg e„×v½ywji Qvc


ZvwiL:

ZvwiL:




ZvwiL:

Case Report Form (CRF)

Study Name: Risk Factors for sclerema in infants with diarrhoel disease

1. Patient’s name: …………………………………………………………………………..


2. Date of admission                                                                  




3. Month of admission                                                                                  

[In numbers, e.g. January=1, February = 2 etc]


4. Year of admission


5. ID                                                                                                        

     

6. Hospital no:                                                                              


7. Address:                                                                                                           

1=within Dhaka city, 2=within Dhaka district, 3= outside Dhaka district

                                           

8. Sex                                                                                                                   

1=male, 2=female


9. Age (months)                                                                                          


10. Gestational age at birth (Weeks
)                                                                 

History of Present Illness (at admission)


11. Diarrhoea:                                                                                                       

1=watery, 2=invasive, 3=persistent


12. Duration of diarrhoea prior to admission (days)                                   



13. Number of stools/day                                                                           


14.  Vomiting:                                                                                                       

1=yes, 2=no


15. Duration of vomiting prior to admission (days)                                    



16. Number of vomits/day                                                                        



17. Feeding history:                                                                                                                                                                           

            1=breast fed, 2=partially breast fed, 3=non breast fed


18. Loss of appetite                                                                                            

1=yes, 2=no


19. Duration of loss of appetite (days)                                                           


20. Fever:                                                                                                             

1=yes, 2=no


21. Duration of fever (in days) [code 00 if no fever]






22. Cough:                                                                                                            

1=yes; 2=no


23. Duration (in days) of cough [code 00 if no cough]





24. Convulsion before admission:                                                                        

1=yes, 2=no


25. Hours before passed last urine                                             




26. ORS before admission                                                                                     

1=packet; 2=home made; 3=none


27. Amount of ORS (in litres) before admission                                   



28. ORS preparation:                                                                                           

            1=appropriate; 2=not appropriate


29. IV fluid before admission (including at SSW)                                                 

1=yes; 2=no


30. Immunization:                                                                                                 

1=complete; 2=partial; 3=none


31. Socioeconomic status:                                                                                    

1=rich; 2=middle class; 3=poor

32. Other symptoms (specify with duration):_______________________________________

________________________________________________________________________

Initial Evaluation (at admission)


33. Radial pulse (rate/min)                                                                         


34. Radial pulse volume                                                                                       

1=good; 2=moderate; 3=low/absent


35. Systolic blood pressure (mm of Hg)                                              
 


36. Diastolic blood pressure (mm Hg) 







37. Respiratory rate/min)                                                               



38. Chest in drawing









1=present; 2=absent


39. Nasal flaring               








1=present; 2=absent

40. Temperature ((C)                                                                                   

          .

(Rectal)


41. Pedal oedema                                                                                                            

1=yes; 2=no


42. Cyanosis                                                                                                          

1=yes; 2=no


43. Jaundice                                                                                                           

1=yes; 2=no


44. Clubbing                                                                                                          

1=yes; 2=no


45. Admission weight (Kg)                                                                                                   .


46. Admission length/height (cm)                                                                                        .

                    

47. W/A%                                                                                                   


48. ZW (z score)                                                                                           


49. W/L%                                                                                                    


50. WL (z score)                                                                                                      


51. L/A%                                                                                                    


52. LA (z score)                                                                                                      


53. Malnutrition grading                                                                                      

1=marasmus; 2=marasmic kwashiorkor; 3=kwashiorkor; 4=normal


54. Admission dehydration                                                                             

1=no sign; 2=some; 3=severe


55. Liver size (cm)                                                                                             

 [Code 00 if not palpable]

56. Spleen                                                                                                        

1=palpable; 2=not palpable


57. Abdominal distension                                                                               

1=yes; 2=no


58. Bowel sounds

1=present; 2=absent


59. Mental status                                                                                               

1=normal; 2=irritable; 3=lethargic; 4=convulsing; 5=comatose


60. Knee jerks                                                                                                    

1=normal; 2=exaggerated


61. Pupil                                                                                                          

1=normal; 2=constricted; 3=dilated; 4=anisocoria


62. Neck rigidity                                                                                              

1=present; 2=absent


63. Convulsion at admission                                                                           

1=yes; 2=no


64. If convulsion at admission, type                                                                

1=generalized; 2=focal


65. Sclerema                                                                                                   

 1=yes; 2=no


66. Excessive thirst (take water very eagerly)                                              

1=yes; 2=no


67. Associated condition at admission                                                         

1=pneumonia; 2=sepsis; 3=meningitis; 4=septic shock 5=pneumonia+sepsis; 6=pneumonia+septic shock; 7=pneumonia+meningitis

68. Clinical Diagnosis: ________________________________________________


69. Blood glucose on admission (mmol/L)                                                                           .

[Code 999 if not done]


70. Total episodes of hypoglycaemia                                                                 

{Code 99 if never]


71. Hyperglycaemia (>11 mmol/l)                                                                    

1=yes; 2=no


72. Admission total WBC/cu.mm                                                              


73. Admission poly%                                                                                             


74. Admission lymphocytes (%)                                                                                       


75. Admission immature poly%                                                                            


76. Admission Hct%                                                                                         


77. Admission platelets,/cu.mm                                                                 


78. Admission RBC fragments, %                                                                                        .


79. Admission C reactive protein                                                                    


80. Admission sodium, mol/L                                                                   


81. Admission potassium; mmol/L                                                                                       .


82. Admission chloride; mmol/L                                                                   


83. Admission TCO2; mmol/L                                                                                              .


84. Admission creatinine; micromol/L                                                       


85. Admission osmolality; mosm/L                                                            


86. Admission calcium (mmol/L
)                                                                                         .


87. Admission Magnesium; mmol/L                                                                                    .


88. Admission NH3 (mmol/L)                                                                  


89. Admission IgG                                                                               


90. Admission IgM                                                                                      


91. Admission IL-1                                                                                         


92. Admission TNF-alpha                                                                             


93. Stool culture                                                                                                 

1=no growth; 2=ND; 3=V. cholerae (any type), 4= S. dyst 1; 5=S. flex,   6=Other Shigella, 7=S.typhi, 8=Other Salmonalae, 9=polymicrobial, 10=others


94. Blood culture

1=no growth, 2=ND, 3=E. coli, 4=Klebseillae, 5=Pneumococcus, 6=H. influenzae,     7=S. typhi, 8=Other Salmonalae, 9=Pseudomonas, 10=Acenitabactor, 11=polymicrobial, 12=others

95. CSF cells/mm3                                                                           


96. CSF protein (g/L)                                                                                                      .


97. CSF culture                                                                               

Hospital course


98. Initial admission to                                                                                    

1=SSW; 2=GW; 3=SCU


99. Duration of stay at SSW (days)                                                          


100. Duration of stay at GW                                                                       


101. Duration of stay at SCU                                                                      


102. Total duration of stay at hospital                                           


103. Rehydration fluid administered                                                       

      1=none, 2=ORS, 3=ORS+IV Fluid, 4=IV Fluid only


104. Shock after admission                                                                     

1=yes, 2=no


105. Major IV fluid                                                                               

1=acetate, 2=acetate+dextrose, 3=1/2 acetate+dextrose                

4=NS, 5=NS+dextrose, 6=1/2 NS+dextrose


106. Total IV fluid received (GW+SCU), ml                          


107. Convulsion after admission                                                             

1=yes, 2=no


108. If convulsion after admission, type                                                  

1=generalized, 2=focal


109. Major antibiotics treated with                                                        

1=Ampi+Genta, 2=Ceftria+Genta, 3=Cipro+Cloxa, 4=Ceftria+Cipro,

5=Ceftazid+claxa, 6=Chloramphenicol


110. Blood transfusion

1=Yes, 2=no

111.     Skin biopsy result:_____________________________________________________


112      Outcome

1=usual discharge, 2=DORB, 3=absconded, 4=referred, 5=death

(cwiwkó)

Avš—©RvwZK D`ivgq M‡elYv †K›`ª (AvB wm wW wW Avi, we),

XvKv, evsjv‡`k

Kb‡Uªv‡ji ‡¯^”Qvq AskMÖn‡bi AbygwZ cÎ (†é&‡j‡igv bvB Ggb †ivMx)

wcZvgvZvi/Awffve‡Ki  m¤§wZ cÎ 

M‡elbvi wk‡ivbvg: Wvqwiqv Avµvš— wkï‡`i (1 ermi eqmx ch©š—)  

Ô†é†j‡igvÕi Rb¨ SzwKcyb© Kvib mgyn|

cÖavb M‡el‡Ki bvg : gynv¤§` †hvev‡qi wPkZx Ges mywdqv Bmjvg

M‡elbvq AskMÖnbKvixi bvg : . . . . . . . . .eqm: . . . . wjsM:. . . . . 

bx‡Pi M‡elYvi m¤§wZ cÎwU m¤ú‡K© Avcbvi †Kvb cÖkœ _vK‡j wbwØ©avq Avgv‡`i Kv‡Q Ki‡Z cv‡ib| Avcbv‡K cÖkœ Kivi my‡hvM †`qv n‡e Ges Avgiv Avcbvi cÖ‡kœi D i †`qvi Rb¨ mva¨gZ †Póv Ki‡ev| hw` Avcwb Avcbvi wkï‡K Avgv‡`i M‡elYvq Aš—©f~³ Ki‡Z ivwR _v‡Kb Z‡e Avgiv Avcbv‡K m¤§wZ c‡Îi GKwU Kwc mieivn Kie|

†é&†j‡igv P‡g©i GKwU weij mgm¨v hv mvavibZ: gvivZ¥K Amy¯’ wkï‡`i g‡a¨ n‡q _v‡K, wKš— †ekxi fvM i“Mx (kZKiv 67 †_‡K 88 fvM) Aí mg‡qi g‡a¨ gviv hvq| Avgiv †`‡LwQ †h GB mgm¨v †mcwmm Ges/A_ev i‡³ je‡bi AvwaK¨ ev ¯^íZv, A¤­Zv e„w× Ges kix‡ii ZvcgvÎv †ekx K‡g †M‡Q Ggb wkï‡`i g‡a¨  †`Lv hvq| Z‡e Avgiv Rvwbbv †Kb GB mgm¨v ïaygvÎ Aí wKQy wkï‡`i nq, wKš— Ab¨‡`i nq bv| m¤¢eZ: Gi wcQ‡b †Kvb Kvib Av‡Q hv Avgiv Rvwbbv| Avi †mB R†b¨B GB mgm¨vi ‡Kvb cÖwZ‡iva e¨e¯’v ev fvj wPwKrmv †bB| 

M‡elYv Ges Gi D‡Ïk¨

Avgiv GB nvmcvZv‡j, Bó I‡qó wek¦we`¨vjq, XvKvi mnvqZvq, GKwU M‡elbv KiwQ| GB M‡elYvi D‡Ïk¨ GB gvivZ¡K mgm¨vi mv‡_ m¤cK©hy³ SzwK m¤§‡Ü Rvbv G ai‡bi Ávb Avgv‡`i‡K fwel¨‡Z M‡elYvi gva¨‡g G wel‡q eyS‡Z mnvh¨ Ki‡e, d‡j GB mgm¨vi cÖwZ‡iva Ges/A_ev Kvh©Ki wPwKrmv c×wZ MÖn‡b mvnvh¨ Ki‡Z cv‡i| 

Kv‡`i M‡elYvq Aš—©fy³ Kiv n‡e :

GB M‡elYvq †h me wkï‡`i ‡mcwmm I †é&‡j‡igv Av‡Q Zv‡`i, Ges Zzjbv Kivi R†b¨ †h me ev”Pv†`i ‡mcwmm Av‡Q wKš‘ †é&‡j‡igv bvB Zv‡`i Aš—©fy&³ Ki‡ev| Gfv‡e Avgiv Zv‡`i kvixwiK ‰ewk‡ói Zzjbv Ki‡Z cvi‡ev| Avgiv Avgv‡`i M‡elYvq Avcbvi ev”Pv‡K Aš—f~©³ Kivi Rb¨ Aby‡iva KiwQ hv‡Z †é‡&j‡igv  Av‡Q †miKg evP&Pvi j¶Y ¸‡jvi mv‡_ Avcbvi ev”Pvi j¶Y ¸‡jv Zzjbv Ki‡Z cvwi| 

M‡elbvi c×wZ

hw` Avcwb Avcbvi wkï‡K Avgv‡`i M‡elYvq Aš—f~©³ Kivi Avgv‡`i cÖ¯—v‡e ivwR _v‡Kb Z‡e wb‡gœv³ cÏwZ MÖnb Kiv n‡e :

9. nvmcvZv‡ji wbqwgZ Wv³vi, bvm© I Ab¨vb¨ Kgx©iv Avcbvi wkï‡K GB nvmcvZv‡ji gvbm¤§Z wPwKrmv ‡`‡eb| GB M‡elbvq †Kvb Kg©x Zv ‡Kvb fv‡e cwieZ©b Ki‡e bv, Z‡e Zviv wkïi wPwKrmvi R‡b¨ wK wK cix¶vi cÖ‡qvRb Zv wbb©q Ki †eb Ges Zv m¤úbœ Ki‡eb| ‡h‡nZz nvmcvZvj KZ„c¶ GB nvmcvZvj †_‡K Ab¨ nvmcvZv‡j i“Mx cvVv‡bvi †¶‡Î (hw` cÖ‡qvRb nq) wbqwgZ fv‡e hvZvqvZ LiP enb K‡i _v‡K ZvB GB M‡elbv †_‡K hvZvqvZ LiP enb Kiv n‡e bv|

10. GB M‡elYvi R‡b¨ Avgiv Avcbv‡K wkïi Amy¯’Zv msµvš— wKQy cÖkœ Kie Ges Zvi mvwe©K kvixwiK cwi¶v Kie| GB M‡elYvq wewfbœ cix¶vi Rb¨ Avgiv Zvi evûi wkiv †_‡K 5 wgwjwjUvi (1 Pv PvgP cwigvb) i³ fwZ©i  w`b I Zvi mvZ w`b c‡i msMÖn Kie| 

11. Avcbvi AwaKvi: Avcbvi wkïi GB M‡elYvq Ask MÖnb Kiv Avcbvi wm×‡š—i Dci wbf©i K‡i| AskMÖn‡bi c‡iI, †h †Kvb mgq †Kvb Kvib D‡j­L bv K‡i Avcwb Avcbvi m¤§wZ cÖZ¨vnvi Ki‡Z cvi‡eb|  

Avcwb GB M‡elYvq Avcbvi wkïi i³ msMÖn ev Z¡‡Ki bgybv msMÖn A_ev `yÕwUi e¨cv‡iB A¯^xK…wZ Rvbv‡Z cv‡ib| hw` Avcbvi wkï‡K M‡elYvq Aš—fy³ bv K‡ib, M‡elYv †_‡K bvg cÖZ¨vnvi K‡ib, A_ev †h †Kvb GKwU ev me ¸i“Z¡c~Y© cwi¶v Ki‡Z A¯^xK…wZ Rvbvb ‡m‡¶‡Î I Avcbvi wkï  

   nvmcvZv‡ji gvbm¤§Z hZœ I wPwKrmv †c‡Z _vK‡e|

12. M‡elYvi SzwK: kvixwiK cix¶vq †Kvb SzuwK bvB, Ges 5 wg:wj: K‡i 2 evi †gvU 10 wgwjwjUvi (2 Pv PvgP ) K‡i i³ msMÖ‡ni Kvi‡b †Kvb ¶wZ n‡e bv| i³ msMÖn Kivi mgq ‡m mvgvb¨ Ges mvgwqK e¨_v Ges myuB XyKv‡bvi Av‡k cv‡ki Z¡‡K mvgb¨ i³¶i‡bi Kvi‡b Zv bxj eY© avi‡bi  mvgvb¨ m¤¢vebv _v‡K, Z‡e K‡qKw`‡bi g‡a¨B Zv wPwKrmv QvovB ¯^vfvweK n‡q hvq| G Qvov i³ msMÖ‡ni RvqMvq msµg‡bi mgvb¨ I kix‡ii †ivMRxevbyi msµg‡bi ¶xb m¤¢vebv Av‡Q| Z‡e GKevi e¨envh© wmwiÄ I myuP, Ges Z¡‡Ki Rxevbygy³ Kiv mn me ai‡bi e¨e¯’v †b‡ev hv‡Z Gme mgm¨v bv nq| hw` Avcbvi wkïi G ai‡bi †Kvb mgm¨v †`Lv †`q Z‡e Avgiv Avgv‡`i Li‡P evsjv‡`‡k cªvc¨ m¤¢ve¨ m‡e©v”P wPwKrmv †mev w`‡ev|

13. M‡elYvq Ask MÖn‡bi DcKvi: Avcbvi wkï M‡elYvq Ask MÖn‡bi d‡j  mivmwi †Kvb DcKvi cv‡e bv|  Z†e †m Avgv‡`i G wel‡q eyS‡Z I Ávb mg„× Ki‡Z mvnvh¨ Ki‡e, hv fwel¨‡Z Ab¨ wkï‡`i Kv‡R jvM‡e|

14. Z‡_¨i ‡MvcbxqZv: Avgiv Avcbvi wkïi M‡elbvi djvd‡ji bw_cÎ mn mg¯— Z_¨ wbivc` ¯’v‡b †Mvcb ivL‡ev Ges Zv G M‡elbvi Kgx ev ÕbxwZ ch©vjPbv KwgwUiÕ m`m¨ Qvov Ab¨ †KD ‡`L‡Z cvi‡eb bv| Avgiv Avcbv‡K Av‡iv Rvbv‡Z PvB †h G ai‡bi Z_¨ cÖKvk †`‡ki AvBb Abyhvqx n‡q _v‡K| GB M‡elbvi djvdj mþÜxq †Kvb Z‡_¨ Avcbvi wkïi bvg ev cwiPq e¨envi Kiv n‡e bv

15. cÖkœ Kivi AwaKvi: Avcbvi wkïi Amy¯’Zv Ges M‡elbv m¤ú‡K© †h †Kvb mgq Avg‡`i‡K †h †Kvb cÖkœ Kivi AwaKvi Avcbvi Av‡Q Ges Lywk g‡b Avgiv Zv‡`i D i ‡`‡ev| Avcwb PvB‡j GB M‡elbvi cÖavb M‡el‡Ki mv‡_ e¨w³MZ fv‡e G nvmcvZv‡j Zvi Awd‡m A_ev †Uwj‡dv‡b wb‡æv³ wVKvbvq †hvMv‡hvM Ki†Z cvi‡eb:

Wv: †gv: †hvev‡qi wPkZx, wm.Gm.wW AvB wm wW wW Avi we| †Uwj‡dvb bs-8811751-60 m¤cÖmvib-2308

M‡elYvq AskMÖnbKvixi AwaKvi m¤ú‡K© Avcbvi hw` AviI †Kvb cÖkœ _v‡K Z‡e e¨w³MZ fv‡e A_ev †Uwj‡dv‡b Rbve weRq mvnvi mv‡_ wbæ wVKvbvq †hvMv‡hvM Ki‡Z cv‡ib|

Rbve weRq mvnv, Bw_K¨vj wiwfD KwgwUi mwPevjq, AvB wm wW wW Avi, we, gnvLvjx, XvKv 1212. †Uwj‡dvb bs-8811751-60 m¤cÖmvib-2115 

AskMÖnbKvixi †Nvlbv:

GB M‡elYvi M‡elK, GB M‡elbvi D‡Ïk¨, c×wZ,SzwK, DcKvwiZv, M‡elYvq AskMÖnbKvix wnmv‡e Avgvi AwaKvi, e¨w³MZ Z_¨mn M‡elYvi djvd‡ji ‡MvcbxqZv m¤ú‡K© Avgv‡K e‡j‡Qb| Gm‡ei Dci wfw  K‡i G M‡elYvq Avwg Avgvi wkïi AskMÖn‡b m¤§Z AvwQ, Ges Avwg eyS‡Z †c‡iwQ ‡h, Avwg B”Qv Ki‡j †h †Kvb mgq †h †Kvb Kvi‡b Avgvi wkïi AskMÖnb eÜ K‡i w`‡Z cvwi Ges Gi d‡j GB nvmcvZv‡j Ae¯’vb Kv‡j Avgvi wkïi hZœ ev wPwKrmvq †Kvb cwieZ©b Ki‡e bv|  Avwg Avgvi wkïi nvmcvZv†ji bw_cÎ †`Lvi AbygwZ w`w”Q| Avwg bx‡Pi welq¸wji mv‡_ GKgZ:


   
nu¨v
 
  bv : cÖkœ c‡Îi D i ‡`qv

   
nu¨v

  bv : i³ msMÖn

   
nu¨v

  bv : Pg© ev‡qvcwm

   
nu¨v

  bv : †gwWK¨vj †iKW© †`Lvi AbygwZ †`qv

   
nu¨v

  bv : kvixwiK ch©‡e¶b

   
nu¨v

  bv : M‡elYvMv‡ii cix¶v wbwi¶v

wcZvgvZv/

M‡el‡Ki/



Awffve‡Ki ¯^v¶i/
¯^v¶xi ¯^v¶i :

cÖwZwbwai ¯^v¶i






ZvwiL:

ZvwiL:







wcZvgvZv/






Awffve‡Ki bvg






e„×v½ywji Qvc









ZvwiL:

‡gwW‡Kj †iKW© Z_¨ cÖKv‡ki AbygwZ cÎ :

Avwg GB M‡elYvi D‡Ï‡k¨ Avgvi ev”Pvi/AvwZ¥‡qi bw_ c‡Îi Z_¨vw` I M‡elbvMv‡ii cix¶vi djvdj mn nvmcvZv‡j Zvi mKj †iKW© cÖKv‡ki Rb¨ AvB wm wW wW Avi, we-i Wv: †hvev‡qi wPkwZ I Bó-I‡q&ó wek¦we`¨vj‡qi Wv: mywdqv Bmjvg‡K AbygwZ w`w”Q, hv †_‡K fwel¨‡Z †QvU ev”Pv‡`i DcKv‡i Avm‡Z cv‡i|

Avwg eyS‡Z †c‡iwQ †h, Gme Z_¨vw` GB M‡elbvi M‡elK, AvB wm wW wW Avi, we-i Bw_K¨vj wiwfD KwgwU hviv GB M‡elbvi b¨vq AvPib ch©‡e¶b K‡i _v‡Kb Zv‡`i e¨wZZ Ab¨ Kv‡iv Kv‡Q cÖKvk Kiv n‡e bv| Avwg G I ey‡SwQ †h, G ai‡bi Z_¨ cÖKvk †`‡ki AvBb Abyhvqx n‡q _v‡K| Avgvi ev”Pvi/AvZ¥x‡qi bvg I cwiPq cÖKvk bv Kivi wbðqZv Avgv‡K †`qv n‡q‡Q|

cÖKvk msµvš— †h †Kvb wKQy m¤ú‡K© Wv: †hvev‡qi wPkZxi Kv‡Q wbæ wVKvbvq Rvbv hv‡e|

Wv: †gv: †hvev‡qi wPkZx, wm.Gm.wW, AvB wm wW wW Avi we| 

†Uwj‡dvb bs-8811751-60G·‡Ubmb-2308

M‡el‡Ki/



Awffve‡Ki ¯^v¶i


¯^v¶xi ¯^v¶i


cÖwZwbwai ¯^v¶i


evg e„×v½ywji Qvc


ZvwiL:

ZvwiL:




ZvwiL:

(cwiwkó)

Avš—©RvwZK D`ivgq M‡elYv †K›`ª (AvB wm wW wW Avi, we),

XvKv, evsjv‡`k

‡ivMxi ‡¯^”Qvq AskMÖn‡bi AbygwZ cÎ (†é&‡j‡igv †ivMx)

wcZvgvZvi/Awffve‡Ki  m¤§wZ cÎ 

M‡elbvi wk‡ivbvg: Wvqwiqv Avµvš— wkï‡`i (1 ermi eqmx ch©š—)  

Ô†é†j‡igvÕi Rb¨ SzwKcyb© Kvib mgyn|

cÖavb M‡el‡Ki bvg : gynv¤§` †hvev‡qi wPkZx Ges mywdqv Bmjvg

M‡elbvq AskMÖnbKvixi bvg : . . . . . . . . .eqm: . . . . wjsM:. . . . . 

bx‡Pi M‡elYvi m¤§wZ cÎwU m¤ú‡K© Avcbvi †Kvb cÖkœ _vK‡j wbwØ©avq Avgv‡`i Kv‡Q Ki‡Z cv‡ib| Avcbv‡K cÖkœ Kivi my‡hvM †`qv n‡e Ges Avgiv Avcbvi cÖ‡kœi D i †`qvi Rb¨ mva¨gZ †Póv Ki‡ev| hw` Avcwb Avcbvi wkï‡K Avgv‡`i M‡elYvq Aš—©f~³ Ki‡Z ivwR _v‡Kb Z‡e Avgiv Avcbv‡K m¤§wZ c‡Îi GKwU Kwc mieivn Kie|

†é&†j‡igv P‡g©i GKwU weij mgm¨v hv mvavibZ: gvivZ¥K Amy¯’ wkï‡`i g‡a¨ n‡q _v‡K, wKš— †ekxi fvM i“Mx (kZKiv 67 †_‡K 88 fvM) Aí mg‡qi g‡a¨ gviv hvq| Avgiv †`‡LwQ †h GB mgm¨v †mcwmm Ges/A_ev i‡³ je‡bi AvwaK¨ ev ¯^íZv, A¤­Zv e„w× Ges kix‡ii ZvcgvÎv †ekx K‡g †M‡Q Ggb wkï‡`i   g‡a¨ †`Lv hvq| Z‡e Avgiv Rvwbbv †Kb GB mgm¨v ïaygvÎ Aí wKQy wkï‡`i nq, wKš— Ab¨‡`i nq bv| m¤¢eZ: Gi wcQ‡b †Kvb Kvib Av‡Q hv Avgiv Rvwbbv| Avi †mB R†b¨B GB mgm¨vi ‡Kvb cÖwZ‡iva e¨e¯’v ev fvj wPwKrmv †bB| 

M‡elYv Ges Gi D‡Ïk¨

Avgiv GB nvmcvZv‡j, Bó I‡qó wek¦we`¨vjq, XvKvi mnvqZvq, GKwU M‡elbv KiwQ| GB M‡elYvi D‡Ïk¨ GB gvivZ¡K mgm¨vi mv‡_ m¤cK©hy³ SzwK m¤§‡Ü Rvbv G ai‡bi Ávb Avgv‡`i‡K fwel¨‡Z M‡elYvi gva¨‡g G wel‡q eyS‡Z mnvh¨ Ki‡e, d‡j GB mgm¨vi cÖwZ‡iva Ges/A_ev Kvh©Ki wPwKrmv c×wZ MÖn‡b mvnvh¨ Ki‡Z cv‡i| 

Kv‡`i M‡elYvq Aš—©fy³ Kiv n‡e :

GB M‡elYvq †h me wkï‡`i ‡mcwmm I †é&‡j‡igv Av‡Q Zv‡`i, Ges Zzjbv Kivi R†b¨ †h me ev”Pv†`i ‡mcwmm Av‡Q wKš‘ †é&j‡igv bvB Zv‡`i Aš—©fy&³ Ki‡ev| Gfv‡e Avgiv Zv‡`i kvixwiK ‰ewk‡ói Zzjbv Ki‡Z cvi‡ev| †h‡nZz Avcbvi wkï †é†j‡igv n‡q‡Q ‡m R†b¨ Avgiv Zv‡K Avgv‡`i M‡elYvq Aš©—f~³ Kivi Rb¨ Avcbv‡K Aby‡iva KiwQ|

M‡elbvi c×wZ

hw` Avcwb Avcbvi wkï‡K Avgv‡`i M‡elYvq Aš—f~©³ Kivi Avgv‡`i cÖ¯—v‡e ivwR _v‡Kb Z‡e wb‡gœv³ cÏwZ MÖnb Kiv n‡e :

16. nvmcvZv‡ji wbqwgZ Wv³vi, bvm© I Ab¨vb¨ Kgx©iv Avcbvi wkï‡K GB nvmcvZv‡ji gvbm¤§Z wPwKrmv ‡`‡eb| GB M‡elbvq †Kvb Kg©x Zv ‡Kvb fv‡e cwieZ©b Ki‡e bv, Z‡e Zviv wkïi wPwKrmvi R‡b¨ wK wK cix¶vi cÖ‡qvRb Zv wbb©q Ki †eb Ges Zv m¤úbœ Ki‡eb| ‡h‡nZz nvmcvZvj KZ„c¶ GB nvmcvZvj †_‡K Ab¨ nvmcvZv‡j i“Mx cvVv‡bvi †¶‡Î (hw` cÖ‡qvRb nq) wbqwgZ fv‡e hvZvqvZ LiP enb K‡i _v‡K ZvB GB M‡elbv †_‡K hvZvqvZ LiP enb Kiv n‡e bv|

17. GB M‡elYvi R‡b¨ Avgiv Avcbv‡K wkïi Amy¯’Zv msµvš— wKQy cÖkœ Kie Ges Zvi mvwe©K kvixwiK cwi¶v Kie| GB M‡elYvq wewfbœ cix¶vi Rb¨ Avgiv Zvi evûi wkiv †_‡K 5 wgwjwjUvi (1 Pv PvgP cwigvb) i³ fwZ©i  w`b I Zvi mvZ w`b c‡i msMÖn Kie| 

18. Avgiv Avcbvi wkï‡K kvixwiK cix¶v K‡i †é&‡j‡igv wbY©q Kie| Avµvš— Z¡‡Ki we‡kl Avbywe¶wbK cix¶vi (Z¡K ev‡qvcwm) gva¨‡g Zv mwVK fv‡e wbY©q m¤¢e| †m R†b¨ Avµvš— Z¡‡Ki ev‡qvcwm cix¶vi R‡b¨ Zv †_‡K †K‡U mvgvb¨ cwigvb Z¡‡Ki bgybv (0.2-0.3 †m:wg: ev cÖvq 1/12 BwÂ) msMÖ‡ni Rb¨ Avcbvi AbygwZ PvB‡ev| 

19. Avcbvi AwaKvi: Avcbvi wkïi GB M‡elYvq Ask MÖnb Kiv Avcbvi wm×‡š—i Dci wbf©i K‡i| Ask MÖn‡bi c‡iI, †h †Kvb mgq †Kvb Kvib D‡j­L bv K‡i, Avcwb Avcbvi m¤§wZ cÖZ¨vnvi Ki‡Z cv‡ib|   

Avcwb GB M‡elYvq Avcbvi wkïi i³ msMÖn ev Z¡‡Ki bgybv msMÖn A_ev `yÕwUi e¨cv‡iB A¯^xK…wZ Rvbv‡Z cv‡ib| hw` Avcbvi wkï‡K M‡elYvq Aš—fy³ bv K‡ib, M‡elYv †_‡K bvg cÖZ¨vnvi K‡ib, A_ev †h †Kvb GKwU ev me ¸i“Z¡c~Y© cwi¶v Ki‡Z A¯^xK…wZ Rvbvb ‡m‡¶‡Î I Avcbvi wkï nvmcvZv‡ji gvbm¤§Z hZœ I wPwKrmv †c‡Z _vK‡e|

20. M‡elYvi SzwK: kvixwiK cix¶vq †Kvb SzuwK bvB, Ges 5 wg:wj: K‡i 2 evi †gvU 10 wgwjwjUvi (2 Pv PvgP ) K‡i i³ msMÖ‡ni Kvi‡b †Kvb ¶wZ n‡e bv| i³ msMÖn Kivi mgq ‡m mvgvb¨ Ges mvgwqK e¨_v Ges myuB XyKv‡bvi Av‡k cv‡ki Z¡‡K mvgb¨ i³¶i‡bi Kvi‡b Zv bxj eY© avi‡bi  mvgvb¨ m¤¢vebv _v‡K, Z‡e K‡qKw`‡bi g‡a¨B Zv wPwKrmv QvovB ¯^vfvweK n‡q hvq| G Qvov i³ msMÖ‡ni RvqMvq msµg‡bi mgvb¨ I kix‡ii †ivMRxevbyi msµg‡bi ¶xb m¤¢vebv Av‡Q| Z‡e GKevi e¨envh© wmwiÄ I myuP, Ges Z¡‡Ki Rxevbygy³ Kiv mn me ai‡bi e¨e¯’v †b‡ev hv‡Z Gme mgm¨v bv nq| ev‡qvcwm M‡elYvi Rb¨ Z¡‡Ki mgvb¨ Ask A¯¿cPv‡ii gva¨‡g msMÖn Kiv n‡e| A¯¿cPv‡ii Av‡M Z¡‡Ki Av‡k-cv‡k Bb‡RKk‡bi gva¨‡g Aek K‡i e¨_vwenxb Kiv n‡e| Z¡K msMÖ‡ni mgq K‡qK‡dvUv i³cvZ n‡Z cv‡i, wKš‘ `k wgwb‡Ui Kg mg‡qi g‡a¨ cy‡iv KvR †kl n‡q hv‡e Ges H ¶Z ‡mjvB K‡i eÜ Kivi ci i³cvZ eÜ n‡e| A¯¿cPv‡ii Kvi‡b H ¯’v‡b msµg‡bi mvgvb¨ m¤¢vebv Av‡Q| Z‡e Zv Gov‡bvi Rb¨ Avgiv h‡_ó mZ©KZv Aj¤^b Ki‡ev| hw` Avcbvi wkïi G ai‡bi †Kvb mgm¨v †`Lv †`q Z‡e Avgiv Avgv‡`i Li‡P evsjv‡`‡k cªvc¨ m¤¢ve¨ m‡e©v”P wPwKrmv †mev w`‡ev|

21. M‡elYvq Ask MÖn‡bi DcKvi: Avcbvi wkï M‡elYvq Ask MÖn‡bi d‡j  mivmwi †Kvb DcKvi cv‡e bv|  Z†e †m Avgv‡`i G wel‡q eyS‡Z I Ávb mg„× Ki‡Z mvnvh¨ Ki‡e, hv fwel¨‡Z Ab¨ wkï‡`i Kv‡R jvM‡e|

22. Z‡_¨i ‡MvcbxqZv: Avgiv Avcbvi wkïi M‡elbvi djvd‡ji bw_cÎ mn mg¯— Z_¨ wbivc` ¯’v‡b †Mvcb ivL‡ev Ges Zv G M‡elbvi Kgx ev ÕbxwZ ch©vjPbv KwgwUiÕ m`m¨ Qvov Ab¨ †KD ‡`L‡Z cvi‡eb bv| Avgiv Avcbv‡K Av‡iv Rvbv‡Z PvB †h G ai‡bi Z_¨ cÖKvk †`‡ki AvBb Abyhvqx n‡q _v‡K| GB M‡elbvi djvdj mþÜxq †Kvb Z‡_¨ Avcbvi wkïi bvg ev cwiPq e¨envi Kiv n‡e bv

23. cÖkœ Kivi AwaKvi: Avcbvi wkïi Amy¯’Zv Ges M‡elbv m¤ú‡K© †h †Kvb mgq Avg‡`i‡K †h †Kvb cÖkœ Kivi AwaKvi Avcbvi Av‡Q Ges Lywk g‡b Avgiv Zv‡`i D i ‡`‡ev| Avcwb PvB‡j GB M‡elbvi cÖavb M‡el‡Ki mv‡_ e¨w³MZ fv‡e G nvmcvZv‡j Zvi Awd‡m A_ev †Uwj‡dv‡b wb‡æv³ wVKvbvq †hvMv‡hvM Ki†Z cvi‡eb:

Wv: †gv: †hvev‡qi wPkZx, wm.Gm.wW AvB wm wW wW Avi we| †Uwj‡dvb bs-8811751-60 m¤cÖmvib-2308

M‡elYvq AskMÖnbKvixi AwaKvi m¤ú‡K© Avcbvi hw` AviI †Kvb cÖkœ _v‡K Z‡e e¨w³MZ fv‡e A_ev †Uwj‡dv‡b Rbve weRq mvnvi mv‡_ wbæ wVKvbvq †hvMv‡hvM Ki‡Z cv‡ib|

Rbve weRq mvnv, Bw_K¨vj wiwfD KwgwUi mwPevjq, AvB wm wW wW Avi, we, gnvLvjx, XvKv 1212. †Uwj‡dvb bs-8811751-60 m¤cÖmvib-2115 

AskMÖnbKvixi †Nvlbv:

GB M‡elYvi M‡elK, GB M‡elbvi D‡Ïk¨, c×wZ,SzwK, DcKvwiZv, M‡elYvq AskMÖnbKvix wnmv‡e Avgvi AwaKvi, e¨w³MZ Z_¨mn M‡elYvi djvd‡ji ‡MvcbxqZv m¤ú‡K© Avgv‡K e‡j‡Qb| Gm‡ei Dci wfw  K‡i G M‡elYvq Avwg Avgvi wkïi AskMÖn‡b m¤§Z AvwQ, Ges Avwg eyS‡Z †c‡iwQ ‡h, Avwg B”Qv Ki‡j †h †Kvb mgq †h †Kvb Kvi‡b Avgvi wkïi AskMÖnb eÜ K‡i w`‡Z cvwi Ges Gi d‡j GB nvmcvZv‡j Ae¯’vb Kv‡j Avgvi wkïi hZœ ev wPwKrmvq †Kvb cwieZ©b Ki‡e bv|  Avwg Avgvi wkïi nvmcvZv†ji bw_cÎ †`Lvi AbygwZ w`w”Q| Avwg bx‡Pi welq¸wji mv‡_ GKgZ:

   
nu¨v
 

bv : cÖkœ c‡Îi D i ‡`qv

   
nu¨v

  
bv : i³ msMÖn

   
nu¨v


bv : Pg© ev‡qvcwm

   
nu¨v

  
bv : †gwWK¨vj †iKW© †`Lvi AbygwZ †`qv

  
nu¨v


 bv : kvixwiK ch©‡e¶b

   
nu¨v


bv : M‡elYvMv‡ii cix¶v wbwi¶v

wcZvgvZv/

M‡el‡Ki/



Awffve‡Ki ¯^v¶i/
¯^v¶xi ¯^v¶i :

cÖwZwbwai ¯^v¶i






ZvwiL:
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wcZvgvZv/






Awffve‡Ki bvg






e„×v½ywji Qvc









ZvwiL:

‡gwW‡Kj †iKW© Z_¨ cÖKv‡ki AbygwZ cÎ :

Avwg GB M‡elYvi D‡Ï‡k¨ Avgvi ev”Pvi/AvwZ¥‡qi bw_ c‡Îi Z_¨vw` I M‡elbvMv‡ii cix¶vi djvdj mn nvmcvZv‡j Zvi mKj †iKW© cÖKv‡ki Rb¨ AvB wm wW wW Avi, we-i Wv: †hvev‡qi wPkwZ I Bó-I‡q&ó wek¦we`¨vj‡qi Wv: mywdqv Bmjvg‡K AbygwZ w`w”Q, hv †_‡K fwel¨‡Z †QvU ev”Pv‡`i DcKv‡i Avm‡Z cv‡i|

Avwg eyS‡Z †c‡iwQ †h, Gme Z_¨vw` GB M‡elbvi M‡elK, AvB wm wW wW Avi, we-i Bw_K¨vj wiwfD KwgwU hviv GB M‡elbvi b¨vq AvPib ch©‡e¶b K‡i _v‡Kb Zv‡`i e¨wZZ Ab¨ Kv‡iv Kv‡Q cÖKvk Kiv n‡e bv| Avwg G I ey‡SwQ †h, G ai‡bi Z_¨ cÖKvk †`‡ki AvBb Abyhvqx n‡q _v‡K| Avgvi ev”Pvi/AvZ¥x‡qi bvg I cwiPq cÖKvk bv Kivi wbðqZv Avgv‡K †`qv n‡q‡Q|

cÖKvk msµvš— †h †Kvb wKQy m¤ú‡K© Wv: †hvev‡qi wPkZxi Kv‡Q wbæ wVKvbvq Rvbv hv‡e|
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PROJECT 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 Investigators:
Mohammod Jobayer Chisti, M.B.B.S. (Internal)

Dr. Sufia Islam, M.Sc., Ph.D. (External)


Project Name: Risk factors for sclerema in infants with diarrhoeal disease

Total Budget: US$ 15,847
Beginning Date: As soon as fund available    Ending Date: One year from starting date



Sclerema is a diffuse, rapidly spreading, non-edematous, tallow-like hardening of the subcutaneous tissue. In septicaemia-associated sclerema, alterations in some biochemical parameters and inflammatory mediators have been reported. Sclerema neonatorum is an uncommon disorder of adipose tissue that has been observed to occur in severely ill neonates and young infants with sepsis, congenital heart disease (CHD), and hypothermia. This is not present in all patients with sepsis, indicating possible role of some, as yet undefined, factors in its development. This has also been observed to occur in some patients with diarrhoeal diseases; however, to our knowledge, sclerema associated with sepsis and diarrhoea has not been well described in medical literature. It would, therefore, be very interesting to understand factors that might be associated with sclerema in children with diarrhoeal diseases. The management and consequences of sclerema is also not well defined. Based on the results of a small study, children with sclerema and sepsis are routinely treated with blood transfusion at the Dhaka Hospital of ICDDR,B. 

We propose to study infants with diarrhoea and sclerema, with or without clinical sepsis and irrespective of sex and nutritional status to identify clinical risk factor(s) if any, and also to examine association of biochemical and/or inflammatory parameters with development of sclerema. Infant without sclerema, matched for  age, and admitted at the same time of the cases would also be studied to serve as the comparison group. Different biochemical indicators and inflammatory mediators would be measured in blood samples of the study children. The changes in the concentration of indicators in association with therapy for sclerema would be evaluated at defined time points during their hospitalization. We hope that this study might provide useful information on the risk factor(s) and pathogenesis of this condition, impact of various therapies in its management, and outcome of this condition.


KEY PERSONNEL (List names of all investigators including PI and their respective specialties)


Name  




Professional Discipline/ Specialty  
Role in the Project


3. Mohammod Jobayer Chisti 

Internal Medicine


Principal Investigator

4. Sufia Islam



Pharmacy



Principal 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.


We hypothesize that development of sclerema in infants  with diarrhoeal diseases with or without sepsis is associated with:

4. some identifiable clinical risk factor, and

5. biochemical abnormalities, and/or 

6. inflammatory mediators 


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).


2. To compare levels of selected biochemical parameters and inflammatory mediators in diarrhoeal children with and without sclerema. 

      2.    To identify potential clinical risk factors associated with sclerema in children with diarrhoeal illness.
Significance of the study

The findings of this  study might provide useful information on the clinical risk factors, and biochemical and inflammatory factors associated with development of sclerema in infants with diarrhoea. They, in turn, could help define future studies to better delineate the pathogenesis and implications of sclerema, and might be useful to clinicians in understanding the biochemical and inflammatory changes in sclerema and consider them in the management of such children. 

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).

                                                                                                                                                                                          

Sclerema is defined as a diffuse, rapidly spreading, non-edematous, tallow-like hardening of the subcutaneous tissue and usually occurs within few days to few weeks after birth but can occur also in older infant.The oldest reported infant with sclerema presented with pseudomonas septicaemia at the age of 106 days.( Amy J Urbatsch,MD June,2001,eMedicine,SN:), but in our Dhaka hospital of ICDDR,B the oldest reported infant presented with sclerema at the age of 10 months in 2003.This patient was presented with clinical sepsis and hospital acquired pneumonia along with diarrhoea.The overall  numbers of sclerema patients admitted to the Dhaka hospital of ICDDR,B ranges from 2 to 3 patients in a month. Sclerema is characterized by crystal deposition, primarily of triglycerides, in the subcutaneous fat. Using X-ray diffraction technique, the crystals present in involved subcutaneous fat in this condition has been shown to consist of triglycerides. An earlier work suggested an increased ratio of saturated to unsaturated fatty acids in the subcutaneous fat in epidermis and dermis (Horsfield GI, 1965; Urbatsch AJ et al. Sclerema Neonatum. June 11, 2001 eMedicine). Compared to the adult fat, infants have a higher saturated-to-unsaturated fatty acid ratio. It is suggested that this ratio is further increased in prematurity, hypothermia, shock, and metabolic abnormalities. The changes in the skin in patients with sclerema occur perhaps due to underdevelopment of the enzyme systems involved in desaturation of palmitic and stearic acid (Horsfield GI, 1965). 

Despite improved obstetric and pediatric care, septicemia still contributes greatly to neonatal morbidity and mortality, particularly in developing countries. Clinical profile in septicemia is severe as evidenced by the presence of sclerema neonatorum (Bhakoo, ON, 1974, Torrado A, 1973). As for pathogenesis, appropriate management of sclerema needs also to be defined. In a very small study, 7/10 (70%) infants with septicemia and generalized sclerema responded rapidly to exchange transfusion with fresh whole blood. Serum IgM and IgA levels of these patients increased consistently with exchange transfusions (Vain NE, 1980).  

Blood urea nitrogen, and plasma ammonia have been found to be elevated along with development of oilguria in sclerema neonatorum (SN) and associated condition such as Transient Hyperammonemia of the Newborn (THAN) (Lindenberg JA, 1987). The reported mortality rates in SN in different series range from 67-88%, with death occurring hours to days after the onset of the disease (Urbatsch AJ, 2001). Six or more features like lethargy, facial grimace, fever/hypothermia, abdominal distension, intestinal stasis, diarrhoea, regurgitation, and respiratory distress were present in severe neonatal septicemia in addition to at least one positive blood culture and sclerema (Narayanan I, 1982).
Sclerema is a special clinical presentation that needs to be differentiated from pseudoscleroderma, scleroderma of Buschke, and subcutaneous fat necrosis. The most common associated findings reported to occur among infants with sclerema are identical to those found in patients with THAN. Clinically, SFN may be differentiated from sclerema. SFN is an inflammatory disorder of adipose tissue that occurs mostly in full-term and post-term neonates. Typical lesions associated with SFN are asymptomatic, rubbery to firm, erythematous plaques or nodules on the cheeks, back, thighs or arms. The lesions may be focal or extensive. The SFN occurs in more or less sharply circumscribed areas, which are freely movable over subjacent muscle and bone and have a marked tendency to calcification and cyst formation (<www. Gpnotebook.co.uk, Jardine D et al, 1990>. Hughes W, 1948). Pseudoscleroderma is characterized by patchy or diffuse cutaneous fibrosis without other manifestations of scleroderma. On the other hand scleroderma of Buschke is a transient disease of sudden onset that often follows a febrile illness, especially streptococcal infections. Patchy sclerodermatous lesions occur on the neck and shoulders.  It has been suggested that most of the infants with sclerema suffer from some degree of dehydration, which might contribute to circulatory inadequacy by reducing the blood volume as well as hardening of fat and thickening of collagen fibers in the subcutaneous tissues (Hughes w, 1948).

The scheme to be followed in this study for clinical differentiation of from three other conditions are provided below:

	Sclerema
	SFN
	Scleroderma of Buschke
	Pseudoscleroderma

	It involves the subcutaneous tissue


	It involves the adipose tissue 
	It involves the skin
	It also involves skin

	It usually occurs in premature, LBW and    severely ill young infant
	It occurs mostly in full-term and post term neonates with an existence of inflammation but may be asymptomatic
	It usually follows a febrile illness, especially in streptococcus infection in  children
	It might occur in any children

	Lesion is tallow like hard and non-edematous
	Lesion is rubbery to firm, erythematous plaques or nodules
	Lesion is sclerodermatous
	Lesion is non-sclerodermatous

	Lesion is diffuse and tightly fixed with subjacent structure
	The lesion may be focal or extensive and occurs sharply in circumscribed areas which are freely movable over subjacent muscle and bone
	Lesion is patchy and represents high bound skin in involved area
	Lesion is patchy or diffuse but no high bound skin

	Lesion has no tendency to calcification or cyst formation
	Lesion has marked tendency to calcification and cyst formation
	Lesion occurs with extensive scaring and fibrosis of the involved area
	Lesion consists of confined fibrotic skin in involved area

	It usually starts from lower limbs and then rapidly spreads in trunks and whole body.
	Lesion usually occurs gradually on the cheeks, back, thighs or arms
	Lesion usually occur on neck and shoulders
	Any localized area of skin


Septicemia is a state of microbial invasion from a primary focus of infection into the blood stream, associated with clinical signs. In septic shock, serious bacterial infections at any body site with or without bacteraemia, are associated with important changes in the function of essentially every organ systems of the body. These changes are mediated mostly by elements of the host immune system against infection. Shock is associated with inadequate perfusion of major organ systems, and can either be reversible which respond to volume replacement, or irreversible which does not respond to volume replacement and/or appropriate pharmacologic intervention(s) and this can progress to multiple organ dysfunction syndrome (MODS). In sepsis, tumor necrosis factor (TNF) and interleukin (IL)-1 plays a major role. Both of these factors also help to localize the infections; however, once the infection becomes systemic, their effects are detrimental. Circulating levels of IL-6 correlate well with the outcome, and high levels of IL-6 are associated with mortality, although its role in pathogeneses is not clear. IL-8 is an important regulator of neutrophil function, which is synthesized and released in significant amounts during sepsis. IL-8 contributes to the lung injury and dysfunction of other organs (Sharma S, 2004). 
Metabolic changes occur in septicemia, which includechanges in serum electrolytes including magnesium, calcium and phosphate, and metabolism of glucose. Changes also occur in hepatic and renal functions, which are assessed by determining serum creatinine, BUN, bilirubin, alkaline phosphatase, alanine aminotransferase (ALT), aspartate aminotransferase (AST) and albumin. However, not all sepsis is presented with sclerema, and thus there may be some other factors playing a role in the development of sclerema.

Patients presenting to the Dhaka Hospital of ICDDR,B with diarrhoea and sclerema usually have other abnormalities such as hypernatraemia or hyponatraemia, acidosis, and hypothermia and sepsis. To our knowledge biochemical indicators and inflammatory mediators associated with sclerema and diarrhoea have not been described in medical literature. It would thus be interesting to identify factors that might have a role to play in the development of sclerema in such patients. 

Similar to pathogenesis, the need for specific therapy and therapeutic modalities for sclerema are not defined. A randomized controlled trial observed significant survival benefit in septic neonates with SN treated with exchange transfusion. Before 1948, the survival rate for sclerema neonatorum was about 25% (Hughes W, 1948). During a nine-month study period in 1959, the authors noted dehydrating diarrhoea as the most frequent associated illness in infants with sclerema. The beneficial effect of the exchange transfusion may be related to several mechanisms. It may correct metabolic disturbances such as acidosis, control circulatory shock, remove bacteria and endotoxins, increase phagocytic activity and improve humoral and cellular defense mechanism, and thus improve chances of survival of neonates with severe septicemia (Narayana I, 1982). Based on the results of this study, infants and young children admitted to the Dhaka Hospital of ICDDR,B with sclerema are routinely treated with fresh, whole human blood transfusion.
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). 


Research design:
This would be a matched case control study to identify clinical risk factors and determine biochemical changes and inflammatory responses among infants with diarrhoea and sclerema.

Patients
Infants admitted to the Dhaka Hospital of ICDDR,B with diarrhoeal diseases would be the larger study population, and those fulfilling the eligibility criteria (described below) would be invited to participate in the study. Since infants is the study population, written informed consent would be required from either of the parents or legal guardians of all participating children.  

Inclusion criteria:

6. Age:  0 to 12 months
7. Sex: Both

8. Duration of diarrhoea: Any duration

9. Sclerema: Doughy feeling of the skin, and tallow like hardening of the subcutaneous tissue

10. Control group: Age and sex matched infant with clinical sepsis without sclerema.

Exclusion criteria:

 Infants with:

4. Pseudoscleroderma

5. Scleroderma of Buschke and subcutaneous fat necrosis

6. Delayed milestones of development

Study duration: 12 months

Definitions:

4. Sclerema: Diffuse, rapidly spreading, non-edematous, tallow-like hardening of the subcutaneous tissue without the presence of any localized skin lesion.

5. Sepsis: Any three of tachypnoea, tachycardia, thermo-instability (hypo or hyperthermia), and abnormal WBC count  plus hypotension(without any sign of dehydration).

6. Diarrhoea: Three or more abnormally loose or watery stool in last 24 hours. 

b) Diagnosis: Initially the attending physician will diagnose the patient every one of which confirmed by the Principal Investigator (Internal) himself on the basis of clinical criteria mentioned in the study.

Treatment: Treatment will be provided to the patients presenting with sclerema according to the treatment guidelines followed at the Dhaka Hospital, including transfusion of fresh, whole human blood. If the patient have clinical sepsis with sclerema, aggressive antibiotic therapy is started immediately after sending relevent investigations.Feeding is given through nasogastric tube  maintaining adequate caloric value. But if the patient develop septic shock or ileus then nutrition is maintained by parenteral route.In case of premature baby and  severe malnutrition micronutrients are also given adequately. In case of infants <2 months of age initial antibiotic choice are Inj. Ampicillin and Inj. Gentamicin and infants >2 months of age group initial antibiotic choice are Inj. Ceftriaxone and Inj. Gentamicin.Infant presenting  with hypernatraemic dehydration and/or hyponatraemia and/or acidosis get  proper fluid therapy to  rehydrate the patient and to maintain normal serum sodium value.

Discharge Criteria: Regular hospital staff would provide care and treatment to the study patients, and refer or discharge them following standard practices of the Dhaka hospital, and the study will not influence any of them in any way. For the purpose of the study, the staff/investigators would monitor progress and outcome, and would help in the referral processes. The patients, upon discharge, will not be followed; however, when referred to other health facilities in the town study would make efforts to determine their outcome.

Explanatory variables: Would include prematurity, sepsis, hypernatraemia, hyponatraemia, hypoproteinaemia, dehydration, acidosis, hypothermia, hypomagnesaemia, and inflammatory parameters such as, TNF alpha, IL-1 and IL-8.
Sample size:

This will be a matched case controle study.The formula for the estimation of sample size is:

  
n=(pq+p(q()(z(+z()(/(p(-p)(
where,

   

p= proportion of controles

   

p1=proportion of cases where p1=p(RR(relative risk)

   

q=1-p and q1= 1-p1

    

z(=upper tail point of the standard normal distribution i.e in two sided test its value is 1.960 and

    

z(=the power of the study i.e if we take 80%  power for the study then z(=0.84

We would consider sclerema as case and sepsis as control. In a descriptive study in our hospital from 1996 to               2003 the proportion of clinical sepsis was found to be 60% i.e. p=0.6. If we assume that patient with sepsis have 1.5 times higher risk to develop sclerema i.e. a RR of 1.5, then p1 = p(RR = 0.6(1.5 = 0.9

Thus, n = (0.6(0.4 + 0.9(0.1)(1.96+0.84)2/(0.9-0.6)2

            

=0.33(7.84/0.09

            

=28.74

Therefore, 30 infants with sclerema will be enrolled as case. Two consecutively admitted, age-and sex-matched infants with sepsis but without sclerema would be admitted as controls following enrollment of each case. Thus our total estimated sample size will be 90 (30 cases and 60 controls). We hope that this sample size would enable us to provide useful data for defining and designing a more definitive study with adequate sample size in future.

Data Collection Procedures

Clinical: Age, sex, weight, length/height, W/A (Z score), W/H (Z score), MUAC, presence of pitting pedal oedema, vital signs, blood pressures, degree of dehydration on enrollment, and presence of sclerema. 

Laboratory Methods

Peripheral blood total and differential white cell counts, haematocrit, culture and sensitivity, total protein and pre-albumin, C-reactive protein (CRP), electrolytes (Na+, K+, Cl-, TCO2, Ca+, Mg+), urea and creatinine, ammonia. All of these tests will be performed in the laboratories of the East West University, except for peripheral blood total and differential white cell counts, haematocrit, and blood culture and sensitivity, which would be done at the laboratories under the Laboratory Sciences Division of ICDDR,B.  To perform these tests, we would collect 5.0 ml (about one teaspoonful) blood on day-1 (day of diagnosis) and seven days later by inserting a thin needle in a vein in the forearm of the participants. Additional test(s) might be performed if required for management of the patients, which would be decided by the regular hospital staff in accordance with the standard hospital practice. Skin biopsy (dermis and epidermis) would be done for patients if their parents/guardians consent to the procedure. This would be done in the Procedure Room of Dhaka hospital of ICDDR,B, adjacent to the Special Care Ward, and the histopathological findings would be recorded in the CRF. Biopsy would be done from the most affected lower limb under local anesthesia, taking all possible sterile precautions. It would be an incisional biopsy (wedge biopsy), and about 0.2-0.3cm of skin tag would be collected using a sterile razor blade suitable for skin biopsy, following which the wound would be closed by sterile skin suture material. The skin specimen would be sent to a competent histopathologist (to be identified from amongst those in the town) for processing, reading, and reports. The chances for local or systemic complications from this small incision would be minimal; appropriate treatment, mostly local surgical cleaning and effective antimicrobial therapy would be provided to those developing such problem, free of costs, at the Dhaka hospital.     
Limitations of the study:

This is a matched case control study conducted to help design a well-designed study in future, and thus lacks in a large number of sample size estimation, which might result in reduced power of the tests.

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).  


Centre’s existing facilities would be used, which would be adequate to meet the need of this study.

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).


Statistical issue:

A pre-tested Case Report Form (CRF) would be used to collect relevant information, which would be entered into a personal computer using SPSS. After completion of the study, all entered data would be edited and made error free. Continuous variables would be analysed by `t` test and categorical variables by Chi-Square test. Non-parametric tests would be applied for data that are not normally distributed. Soon after we would explore the relative risk and go for logistic regression to find out risk factors for sclerema. Statistical softwares, SPSS and EpiInfo, would be used to analyse data.
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.

Justifications for conducting this research in human subjects
Sclerema is a disease of humans, which is particularly noted to occur in neonates and young infants with severe illness. Although relatively rare, this complication of severe illnesses is associated with a high mortality. The exact pathophysiology and the risk factors for developing sclerema are also not known, and mostly for these reasons its effective treatment and management is also not available. There thus is a completing reason to undertake research studies to understand its pathophysiology and risk factors for prevention as well as management of this complication. Sine it is a human disease and it affects mostly neonates and young infants, meaningful studies can only be conducted in this age group of population. A case control design involving population in the same age range, who do not develop scleram, is required to identify risk factors. 

Protection of human rights

The intent of the research program, the study protocol, and the informed consent form to be used in the study will be submitted to the Ethical Review Committee of ICDDR,B, and the study would be initiated only after receiving approval of the Committee.

Informed Consent
Written informed consent will be obtained from parents/guardians of each participating child, in the presence of a witness, before they can be enrolled in the study. It would be the responsibility of the investigators to obtain valid written informed consent from the patients after adequate explanation of the aims, methods, anticipated benefits and potential hazards of the study. The investigator must also explain that the patients are completely free to refuse to participate in the study, and that they will retain rights to withdraw from the study at any time without providing any reason and without affecting their further treatment at the hospital for the current illness and in future. Patients will indicate their consent by signing the consent form or by putting their left thumb impressions (those who are unable to write), along with the date.
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.


This study will not use any animal.
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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.

Results of this study will help understand roles of different biochemical indicators and inflammatory mediators associated with sclerema in infants with diarrhoea. 

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)


This is a collaborative study between the ICDDR,B: Center for Health and Population Research and the Department of Pharmacy, East West University, Dhaka, Bangladesh.

The laboratory works will be carried out both in ICDDR,B and Department of Pharmacy, East West 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.


7. Name



: Mohammod Jobayer Chisti

8. Present position


: Medical Officer, Clinical Sciences Division, ICDDR,B

9. Educational background

: MBBS

(last degree and diploma & training
  One year’s training in paediatrics from the Institute of Post Graduate 
relevant to the present research
                       Medicine and Research (IPGM&R) from July 1996 – June 1997

proposal)



  Two year’s training as a Clinical Fellow at the Dhaka Hospital, under the
                                                                         Clinical Sciences Division of ICDDR,B

  Completed an introductory course on Epidemiology and         

                                     

         Biostatistics organised by the Training and Education Unit (TEU) of





         ICDDR,B (19th August to 13th September,2001). 

                                   


   Medical Licensure: 26210


10. 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

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.2 
As Co-Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.3 
As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


11. Publications 

	Types of publications
	Numbers

	7. Original scientific papers in peer-review journals                               
	Two

	8. Peer reviewed articles and book chapters                                                               
	

	9. Papers in conference proceedings
	One

	10. Letters, editorials, annotations, and abstracts in peer-reviewed journals  
	

	11. Working papers
	

	12. Monographs
	


12. Five recent publications including publications relevant to the present research protocol

iii. Effect of zinc supplimentation on immune and inflammatory responses in paediatric patients in shigellosis. Rubhana Raqib,Swapan Kumar Roy, Muhammad Jubayer Rahman,Tasnim Azim, Syeda Shegufta Ameer, Jobayer Chisti, Jan Anderson. Am J Clin Nutr2004;79:444-50
iv. Adaptive and Inflammatory Immune Responses in Patients Infected with Strains of Vibrio parahaemolyticus. Firdausi Qadri, Muhammad Shamsul Alam, Mitsuaki Nishibuchi,Taufiqur Rahman, Nur Haque Alam, Jobayer Chisti, Seiichi Kondo, Junichi Sugiyama, Nurul Amin Bhuiyan, Minnie M.Mathan, David A.Sack, and G. Balakrish Nair. J Infec Dis 2003;187:1085-96
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.


6. Name


: Sufia Islam

7. Present position

: Assistant Professor





  Department of Pharmacy





  East West University

8. Educational  background
:   (last degree and diploma & training  relevant to the present research proposal)

                                                     Degree:  Ph.D.  (Field of study: Pharmacy)

Training: 

October 90 – April 92: Worked as a Principal Investigator of a project entitled “Study of Absorption Promoting Oral Rehydration Solutions in Animal Models” at ICDDR,B.

May 92 – August 93: Worked in a project entitled “Role of Vitamin A and Zinc in Reducing Diarrhoea: a Randomized Double-blind Clinic based Trial with Community Follow-up” at ICDDR,B.

August 93 – December 2001: Worked as a Research Officer in the Clinical Sciences Division, ICDDR,B.

April 2002 – September 2002: Worked as visiting Fellow in Haffkin Institute Acharya Donde Marg Parel, Mumbai - 400 012. 

September 2002 to April 2003: Worked as Visiting Fellow in Department of Biological Science, Tata Institute of Fundamental Research, Homi Bhabha Road, Mumbai 400 005, India.  
January 2004 – till date: Working as Assistant Professor in Department of Pharmacy in East West University, Dhaka, Bangladesh.

Working Experience

13. Extensive experience on animal experiment that include animal operation and intestinal loop preparation and perfusion.

14. In Vitro studies with Ussing Chamber.

15. Estimation of the concentration of zinc in the biological samples by atomic absorption spectrophotometer (AAS)

16. Estimation of the concentration of Vit A by spectrophotometer and the HPLC.

17. Estimation of the concentration of polyethylene glycol in biological samples by spectrophotometer.

18. Estimation of serum bromide concentration by spectrophotometer and HPLC.

19. Estimation of fat by Van de Kamer titrimetric method.

20. Estimation of protein by Micro Kjeldahl method.

21. Determination of the concentration of malondialdehyde by spectrophotometer.

22. Assessing body composition of human and animal by using Bio Impendance Analysis.

23. Determination of concentration of nitrite in biological fluid using Griess reaction by spectrophotometer.

24. Estimation of the radioactivity of 14C PEG in biological samples by using beta counter.

9. Research Involvement

9.1 Project completed as PI

	Protocol Number
	Starting date
	End date
	Percentage of time

	Study of absorption promoting oral rehydration solutions in animal model.
	
	
	

	Validation of multifrequency BIA method with other standard laboratory methods
	
	
	

	Determination of the shelf life of pre-cooked oral rehydration salts packets: a three month study at community level
	
	
	

	Intestinal transport of different electrolyte solutions across small intestine of rabbit in vivo.
	
	
	

	Studies of intestinal water and electrolyte transport during dehydration, malnutrition and infection as a requirement of partial fulfillment of the degree of Doctor of Philosophy
	
	
	


4.2   List of ongoing research protocols  

 (start and end dates; and percentage of time)As Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.3   As Co-Principal Investigator 

  Efficacy of amylase resistant starch in children with cholera.

	Protocol Number
	Starting date
	End date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


4.4   As Co-Investigator  


	Protocol Number
	Starting date
	Ending date
	Percentage of time

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


10. Publications 

	Types of publications
	Numbers

	g. Original scientific papers in peer-review journals                               
	Seven

	h. Peer reviewed articles and book chapters                                                               
	

	i. Papers in conference proceedings
	Fourteen 

	j. Letters, editorials, annotations, and abstracts in peer-reviewed journals  
	

	k. Working papers
	One

	l. Monographs
	


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

· Islam S, Mahalanabis D, Chowdhury AKA, Sarker SA, Wahed MA, Rahman ASMH. Transport of water, sodium and glucose in animal models from electrolyte solutions with and without bicarbonate. Ind J Med Res 1996; 104:254-256

· Bardhan PK, Rahman ASMH, Islam S, Rahman M, Gyr K. Effect of tropisetron, a 5-hydroxytryptamine type 3 receptor blocker, on intestinal secretion induced by cholera toxin or deoxycholic acid in rabbits in vivo. The J Int Med Res 1993; 21:323-333.

· Bardhan PK, Rahman ASMH, Islam S, Rahman M, Gyr K. Octreotide (SMS 201 – 995) as an anti secretory agent in cholera toxin and bile acid induced intestinal secretion in an in vivo animal study. Int J Med Res 1994; 100:184-189.

· Islam S, Mahalanabis D, Chowdhury AKA, Wahed MA, Rahman ASMH. Glutamine is superior to glucose in stimulating water and electrolyte absorption across rabbit ileum. Dig Dis & Sciences 1997; 42(2):420-423.

· Islam S, Faruque ASG, Wahed MA, Fuchs GJ, Mahalanabis D. Shelf Life of pre-cooked rice oral rehydration salts packets. Southeast Asian J trop med Pub Health 1997; 28(4): 862-864.

· Islam S, Kabir I, Wahed MA, Goran MI, Mahalanabis D, Fuchs GJ, Khaled MA. Multifrequency bioelectrical impendance analysis to assess human body composition. Nutrition Research, 1999; 19(8): 1179-1188.

· Islam S, Abely M, Alam NH, Dossou F, Chowdhury AKA, Desjeux JF. Water and electrolyte salvage in an animal model of dehydration and malnutrition. JPGN, 2004;38:27-33. 

  APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh (ICDDR,B)

Voluntary Consent Form For Cases (Sclerema Patients)


Title of the Research Project: Risk factors for sclerema in infants with diarrhoeal disease 

Principal Investigator:  Mohammod Jobayer Chisti and Sufia Islam


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.

Name of the participant: …………………………………

Age:                          Sex:


Please feel free to ask any questions you may have about this study and the information given below. You will be given an opportunity to ask questions, and your questions will be answered. If you agree to our proposal of inclusion of your child in our study, we would provide you with a copy of this consent form.

Introduction

Sclerema is an uncommon skin problem that usually occurs in seriously ill newborns and young infants, but majority of them (67 – 88%) presenting at Dhaka hospital of ICDDR,B (Cholera Hospital) die within a short period of time. This problem has been observed to occur in association with sepsis and/or hypernatraemia, hyponatraemia, acidosis and hypothermia. Since this occurs only in a few, not in all patients with sepsis, it is possible that presence of some factors or changes in the body of the affected children. Because of this lack of knowledge, an effective prevention or treatment are not currently available. 

The study and its purpose

We are conducting a research study at this hospital, in collaboration with the East West University, Dhaka. The purpose of our study is to try to identify factors present in infants with sepsis and sclerema. Such information would help us develop a better research study in future to understand more about this condition, which is important for developing prevention and better treatment options. 

Who would be enrolled in the study?

In this study we would enroll infants with sepsis and sclerema. We would also enroll two infants against enrollment of an infant with sclerema, to study the differences in their characteristics, over a one-year period. 

We request you for allowing us to include your child in our study because she/he has developed sclerema. 

Methods: If you agree to our proposal for inclusion of your child in this study, the followings would be done:

12. Regular hospital doctors, nurses and other staff would provide the usual good care and treatment of this hospital to your child. Participating in this study will not change the treatment in any way. They would also determine the need and perform laboratory investigations, if required for management of your child. 

13. For the purpose of the study, we would ask you some question related to illness of your child, and would perform her/his thorough physical examination. We would collect 5.0 ml (about one teaspoonful) blood on the day of admission and seventh day of hospitalization for various laboratory tests. 

14. We will diagnose sclerema by examining the child; however, a its correct diagnosis is only possible by performing a special microscopic examination of the affected skin (biopsy studies).  We would, therefore, request for your permission to collect a small piece (about 0.2-0.3 cm or 1/12th of an inch) of skin of your child by making an incision in his/her affected skin (usually lower limb).  

15. Your rights: Participation in this study is voluntary, and you are the one to decide for or against participation of your child in this study. If you don’t want, we would not include your child in this study. You would also be able to withdraw your child in this study at any time during the study without showing any cause. You would also be able to refuse drawing blood and/or skin biopsy for this study. Your child would receive the standard care and treatment of this hospital if you do not enroll your child in this study, and also if you withdraw your consent after enrollment of your child in the study, or refuse any or all of the special investigations. 
16. Risks:  There is no major risk to your child/relative from physical examination and collection of 5.0 ml of blood on two occasions i.e. a total of 10.0 ml (two teaspoonful). The collection of blood from a vein on the forearm of your child would not cause any problem except momentary pain during insertion of needle, a small chance of temporary (goes away in a few days without any treatment) bluish discolouration of the surrounding skin due to oozing of blood from the puncture site, and rare chance of local and systemic infections. We would take aseptic precautions and use one-time use syringes and needles to draw blood and avoid these problems. Skin for biopsy studies would be collected by a small incision in the affected skin, after cleaning the area with disinfectants and making the area painless by an injection (local anaesthesia surrounding the site. This may cause loss of a few drops of blood; however, the entire process would take less than 10 minutes, after which closure of the wound would stop bleeding. There is small chance of local and/or systemic infection; however, we would take adequate precautions to prevent them. If, despite taking of the precautions your child develops any problem in relation to collection of blood or skin biopsy, we would provide appropriate treatment at this hospital at our own costs. 

17. Benefits:  Your child may not directly benefit from participating in the study; however, she/he would be able to contribute to our understanding and knowledge, which would benefit other children with the problem in future. 

18. Confidentiality:  We would keep all information of your child, including results of her/his laboratory tests confidential, in a secured place under lock and key. None other than the staff of this research study and the Ethical Review Committee would have access to the information. We would like to inform you that disclosure of such information is also subject to the laws of the country. The name or identity of your child would not be used in publishing the results of this study. 

19. Right to ask questions: You would be able to ask us question about the illness and the study now, or at a later time and we would be happy to answer them. You should also be able to contact the principal investigator of this study personally at his office in this hospital or through telephone at the following address:

Dr. M. Jobayer Chisti, Clinical Sciences Division, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2308

You would be able to know about your rights as a study participants by contacting the following official of ICDDR,B, in person or through telephone:

 Mr. Bejoy Ratan Saha, Ethical Review Committee, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2115

Declaration by the parent/guardian:

The investigator(s) of the research project have explained to me the purpose, procedures, risks and benefits of this study; my rights as the study participant; and on confidential handling of the records of my child, including personal information. Based on these, I agree to my child’s participation in this study. I understand that I may end participation of my child in the study at any time without showing any cause, which will not change the care and treatment of my child at this hospital. I agree to the followings study procedures: 


Asking questions: 
Yes                    No
Physical examination:                Yes                    No

Blood draw:

Yes                    No
Access of medical records:
Yes                    No

Skin biopsy:       
Yes                    No

___________________________________
_________________________

__________________

Signature of Investigator/ representative
Signature of parent/guardian

Signature of witness

Date:         




Date: 




Date:

Consent of release of medical record Information:

I, _________________________, give my permission for the release of my child/relative’s medical records, including chart materials and laboratory results, to Dr. M. Jobayer Chisti of ICDDR,B and Dr. Sufia Islam of  East West University for the purpose of this research study, which might benefit young children in future.

I understand that the information will not be released/disclosed to anyone except for investigators of this study, and to the Ethical Review Committee of ICDDR,B in relation to reviewing ethical conduct of the study. I understood that release of such information is also subjected to the laws of the country.  I am assured that the name and identity of my child/relative would not be used in publishing the results of this study. 

All questions regarding this release may be directed to Dr. M. Jobayer Chisti at the following address:

Dr. Mohammod Jobayer Chisti

Clinical Sciences Division (CSD), ICDDR,B, Mohakhali,Dhaka-1212

Phone: 8811751-60,Ext-2308

Fax: 880-2-9885657

Email: chisti@icddrb.org

_____________________


__________________________

____________________

Signature of investigator


Signature/LTI of parents/guardian
Signature of witness

Date:                                                                     Date: 




Date:

 APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh (ICDDR,B)

Voluntary Consent Form For Controls  (Patients without Sclerema)


Title of the Research Project: Risk factors for sclerema in infants with diarrhoeal disease 

Principal Investigator: Mohammod Jobayer Chisti and Sufia Islam


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.


Name of the participant: …………………………………

Age:                          Sex:

Please feel free to ask any questions you may have about this study and the information given below. You will be given an opportunity to ask questions, and your questions will be answered. If you agree to our proposal of inclusion of your child in our study, we would provide you with a copy of this consent form.

Introduction

Sclerema is an uncommon skin problem that usually occurs in seriously ill newborns and young infants, but majority of them (67 – 88%) presenting at Dhaka hospital of ICDDR,B (Cholera Hospital) die within a short period of time. This problem has been observed to occur in association with sepsis and/or hypernatraemia, hyponatraemia, acidosis and hypothermia. Since this occurs only in a few, not in all patients with sepsis, it is possible that presence of some factors or changes in the body of the affected children. Because of this lack of knowledge, an effective prevention or treatment are not currently available.

The study and its purpose

We are conducting a research study at this hospital, in collaboration with the East West University, Dhaka. The purpose of our study is to try to identify factors present in infants with sepsis and sclerema. Such information would help us develop a better research study in future to understand more about this condition, which is important for developing prevention and better treatment options.

Who would be enrolled in the study?

In this study we would enroll infants with sepsis and sclerema. We would also enroll two infants against enrollment of an infant with sclerema, to study the differences in their characteristics, over a one-year period. 

Although your child did not develop sclerema, we are requesting for your permission to enroll your child in the study because we want to compare her/his findings with infants who developed sclerema. 

Methods: If you agree to our proposal for inclusion of your child in this study, the followings would be done:

5. Regular hospital doctors, nurses and other staff would provide the usual good care and treatment of this hospital to your child. Participating in this study will not change the treatment in any way. They would also determine the need and perform laboratory investigations, if required for management of your child. 

6. For the purpose of the study, we would ask you some question related to illness of your child, and would perform her/his thorough physical examination. We would collect 5.0 ml (about one teaspoonful) blood on the day of admission and seventh day of hospitalization for various laboratory tests. 

7. Your rights: Participation in this study is voluntary, and you are the one to decide for or against participation of your child in this study. You would also be able to withdraw your child in this study at any time during the study without showing any cause. You would also be able to refuse drawing blood and/or skin biopsy for this study. Your child would receive the standard care and treatment of this hospital if you do not enroll your child in this study or withdraw your consent after her/his enrollment, or refuse any or all of the special investigations. 

8. Risks:  There is no risk to your child/relative from physical examination, and collection of 5.0 ml of blood on two occasions i.e. a total of 10.0 ml (two teaspoonful) would not cause any problem except momentary pain during insertion of needle in the vein, small chance of temporary (goes away in a few days without any treatment) bluish discolouration of the surrounding skin due to oozing of blood from the puncture site, and rare chance of local and systemic infections. We would take aseptic precautions and use one-time use syringes and needles to draw blood and avoid these problems. In the event your child develops any problem in relation to collection of blood, we would provide appropriate treatment at no cost to you. 

20. Benefits:  Your child may not directly benefit from participating in the study; however, she/he would be able to contribute to our understanding and knowledge, which would benefit other children with the problem in future. 

21. Confidentiality:  We would keep all information of your child, including results of her/his laboratory tests confidential, in a secured place under lock and key. None other than the staff of this research study and the Ethical Review Committee would have access to the information. We would like to inform you that disclosure of such information is also subject to the laws of the country. The name or identity of your child would not be used in publishing the results of this study. 

22. Right to ask questions: You would be able to ask us question about the illness and the study now, or at a later time and we would be happy to answer them. You should also be able to contact the principal investigator of this study personally at his office in this hospital or through telephone at the following address:

Dr. M. Jobayer Chisti, Clinical Sciences Division, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2308

You would be able to know about your rights as a study participants by contacting the following official of ICDDR,B, in person or through telephone:

Mr. Bejoy Ratan Saha, Ethical Review Committee, ICDDR,B, Mohakhali, Dhaka 1212, Telephone No. 8811751 through 8811760; Extension 2115

Declaration by the parent/guardian:

The investigator(s) of the research project have explained to me the purpose, procedures, risks and benefits of this study; my rights as the study participant; and on confidential handling of the records of my child, including personal information. Based on these, I agree to my child’s participation in this study. I understand that I may end participation of my child in the study at any time without showing any cause, which will not change the care and treatment of my child at this hospital. I agree to the followings study procedures: 


Asking questions: 
Yes                    No
Physical examination:                Yes                    No

Blood draw:

Yes                    No
Access of medical records:
Yes                    No

__________________________________
_____________________________
__________________

Signature of Investigator/ representative
Signature/LTI of parent/guardian
Signature of witness

Date:         




Date: 




Date:

Consent of release of medical record Information:

I, _________________________, give my permission for the release of my child/relative’s medical records, including chart materials and laboratory results, to Dr. M. Jobayer Chisti of ICDDR,B and Dr. Sufia Islam of  East West University for the purpose of this research study, which might benefit young children in future.

I understand that the information will not be released/disclosed to anyone except for investigators of this study, and to the Ethical Review Committee of ICDDR,B in relation to reviewing ethical conduct of the study. I understood that release of such information is also subjected to the laws of the country.  I am assured that the name and identity of my child/relative would not be used in publishing the results of this study. 

All questions regarding this release may be directed to Dr. M. Jobayer Chisti at the following address:

Dr. Mohammod Jobayer Chisti

Clinical Sciences Division (CSD), ICDDR,B, Mohakhali,Dhaka-1212

Phone: 8811751-60,Ext-2308

Fax: 880-2-9885657

Email: chisti@icddrb.org

_____________________


__________________________

____________________

Signature of investigator


Signature/LTI of parent/guardian
Signature of witness

Date:                                                                     Date: 




Date:

Detailed Budget for New Proposal


Project Title: Risk factors of sclerema in infants with diarrhoeal disease 

Name of PI: Dr. Mohammod Jobayer Chisti and  Sufia Islam

Protocol Number:2005-2006                                             Name of Division: Clinical Sciences Division


Funding Source: To be identified     Budget: (direct cost): US$12005
Total: US$15847   Overhead (%): US$3842

Starting date: As soon as fund is available               
Closing date: One year from initiation of the study


Strategic Plan Priority Code(s): Child Health, Code No. 3

	Sl. No


	            Account Description
	Salary Support
	US $ Amount Requested

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

	01
	Dr. Mohammod Jobayer Chisti


(NOA, Step 4)                                               
	PI
	20%
	197x12
	2364
	
	

	02
	Medical Officer (NOA, Step 4)                                               
	Co-Investigator
	10%
	99x12
	1188
	
	

	03
	Lab Assistant (GS2)
	
	20%
	52x12
	624
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	Sub Total


	4176
	
	

	
	
	
	
	

	
	Consultants (Dr. Sufia Islam)
	PI (20%)
	197x12
	2364
	
	

	
	Local Travel
	
	100
	
	

	
	International Travel
	
	
	
	

	
	Sub Total
	
	2464
	
	

	

	

	             Supplies and Materials (Description of Items)

	
	Printing and publication
	200
	
	

	
	Xerox, Mimeograph etc
	200
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	Sub Total
	400
	
	


	
	Other Contractual Services
	1st Yr
	2nd Yr
	3rd Yr

	
	Repair and Maintenance
	
	
	

	
	Rent, Communications, Utilities
	
	
	

	
	Training Workshop, Seminars
	
	
	

	
	Printing and Publication
	
	
	

	
	Staff Development
	
	
	

	
	
	
	

	
	
	
	

	
	Sub Total
	
	
	

	
	Interdepartmental Services


	
	
	

	
	Contribution by ICDDR,B

	
	Pathological tests: Blood for TC & DC  90X2 times @1.2
	216
	
	

	
	                                Hematocrit 90X2 times @1.2
	216
	
	

	
	Microbiological tests Blood culture 30 @6.84
	206
	
	

	
	Contribution by East West University
	
	
	
	

	
	Biochemistry tests:
	Serum Na, K, Cl, TCO2 90X 2 times @5.5
	990
	
	

	
	
	Total serum Ca 90X2 times @ 3.2
	576
	
	

	
	
	Serum Mg 90X2 times @6.84
	1231
	
	

	
	
	Blood urea 90X2 times @ 1.8
	324
	
	

	
	
	Creatinine 90X2 times @ 2.2
	396
	
	

	
	
	Serum Ammonia 90X2 times @4.5
	810
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	X-Rays
	
	
	

	
	Patients Study
	
	
	

	
	Research Animals
	
	
	

	
	Biochemistry and Nutrition
	
	
	

	
	Transport
	
	
	

	
	Xerox, Mimeographs etc.
	
	
	

	
	
	
	
	

	
	Sub Total
	4965
	
	

	
	Total Direct Cost
	12005
	
	

	
	Indirect Cost (32%)
	3842
	
	

	
	Capital Expenditure
	
	
	

	
	Grand Total
	15847
	
	

	
	
	
	
	


Budget Justifications

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


3. The laboratory costs reflect actual costs of only the reagents and necessary supplies required for the tests

4. Personnel costs reflect the actual cost.

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)
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Check List



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



11. Face Sheet Included                     
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12. Approval of the Division Director on Face Sheet   







(

13. Certification and Signature of  PI on Face Sheet, #9 and #10 
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18. Ethical Assurance
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Case Report Form (CRF)

Study Name: Risk Factors for sclerema in infants with diarrhoel disease

111. Patient’s name: …………………………………………………………………………..


112. Date of admission                                                                  




113. Month of admission                                                                                  

[In numbers, e.g. January=1, February = 2 etc]


114. Year of admission


115. ID                                                                                                        

     

116. Hospital no:                                                                              


117. Address:                                                                                                           

1=within Dhaka city, 2=within Dhaka district, 3= outside Dhaka district

                                           

118. Sex                                                                                                                   

1=male, 2=female


119. Age (months)                                                                                          


120. Gestational age at birth (Weeks
)                                                                 

History of Present Illness (at admission)


121. Diarrhoea:                                                                                                       

1=watery, 2=invasive, 3=persistent


122. Duration of diarrhoea prior to admission (days)                                   



123. Number of stools/day                                                                           


124.  Vomiting:                                                                                                       

1=yes, 2=no


125. Duration of vomiting prior to admission (days)                                    



126. Number of vomits/day                                                                        



127. Feeding history:                                                                                                                                                                           

            1=breast fed, 2=partially breast fed, 3=non breast fed


128. Loss of appetite                                                                                            

1=yes, 2=no


129. Duration of loss of appetite (days)                                                           


130. Fever:                                                                                                             

1=yes, 2=no


131. Duration of fever (in days) [code 00 if no fever]






132. Cough:                                                                                                            

1=yes; 2=no


133. Duration (in days) of cough [code 00 if no cough]





134. Convulsion before admission:                                                                        

1=yes, 2=no


135. Hours before passed last urine                                             




136. ORS before admission                                                                                     

1=packet; 2=home made; 3=none


137. Amount of ORS (in litres) before admission                                   



138. ORS preparation:                                                                                           

            1=appropriate; 2=not appropriate


139. IV fluid before admission (including at SSW)                                                 

1=yes; 2=no


140. Immunization:                                                                                                 

1=complete; 2=partial; 3=none


141. Socioeconomic status:                                                                                    

1=rich; 2=middle class; 3=poor

142. Other symptoms (specify with duration):_______________________________________

________________________________________________________________________

Initial Evaluation (at admission)


143. Radial pulse (rate/min)                                                                         


144. Radial pulse volume                                                                                       

1=good; 2=moderate; 3=low/absent


145. Systolic blood pressure (mm of Hg)                                              
 


146. Diastolic blood pressure (mm Hg) 







147. Respiratory rate/min)                                                               



148. Chest in drawing









1=present; 2=absent


149. Nasal flaring               








1=present; 2=absent

150. Temperature ((C)                                                                                   

          .

(Rectal)


151. Pedal oedema                                                                                                            

1=yes; 2=no


152. Cyanosis                                                                                                          

1=yes; 2=no


153. Jaundice                                                                                                           

1=yes; 2=no


154. Clubbing                                                                                                          

1=yes; 2=no


155. Admission weight (Kg)                                                                                                   .


156. Admission length/height (cm)                                                                                        .

                    

157. W/A%                                                                                                   


158. ZW (z score)                                                                                           


159. W/L%                                                                                                    


160. WL (z score)                                                                                                      


161. L/A%                                                                                                    


162. LA (z score)                                                                                                      


163. Malnutrition grading                                                                                      

1=marasmus; 2=marasmic kwashiorkor; 3=kwashiorkor; 4=normal


164. Admission dehydration                                                                             

1=no sign; 2=some; 3=severe


165. Liver size (cm)                                                                                             

 [Code 00 if not palpable]

166. Spleen                                                                                                        

1=palpable; 2=not palpable


167. Abdominal distension                                                                               

1=yes; 2=no


168. Bowel sounds

1=present; 2=absent


169. Mental status                                                                                               

1=normal; 2=irritable; 3=lethargic; 4=convulsing; 5=comatose


170. Knee jerks                                                                                                    

1=normal; 2=exaggerated


171. Pupil                                                                                                          

1=normal; 2=constricted; 3=dilated; 4=anisocoria


172. Neck rigidity                                                                                              

1=present; 2=absent


173. Convulsion at admission                                                                           

1=yes; 2=no


174. If convulsion at admission, type                                                                

1=generalized; 2=focal


175. Sclerema                                                                                                   

 1=yes; 2=no


176. Excessive thirst (take water very eagerly)                                              

1=yes; 2=no


177. Associated condition at admission                                                         

1=pneumonia; 2=sepsis; 3=meningitis; 4=septic shock 5=pneumonia+sepsis; 6=pneumonia+septic shock; 7=pneumonia+meningitis

178. Clinical Diagnosis: ________________________________________________


179. Blood glucose on admission (mmol/L)                                                                           .

[Code 999 if not done]


180. Total episodes of hypoglycaemia                                                                 

{Code 99 if never]


181. Hyperglycaemia (>11 mmol/l)                                                                    

1=yes; 2=no


182. Admission total WBC/cu.mm                                                              


183. Admission poly%                                                                                             


184. Admission lymphocytes (%)                                                                                       


185. Admission immature poly%                                                                            


186. Admission Hct%                                                                                         


187. Admission platelets,/cu.mm                                                                 


188. Admission RBC fragments, %                                                                                        .


189. Admission C reactive protein                                                                    


190. Admission sodium, mol/L                                                                   


191. Admission potassium; mmol/L                                                                                       .


192. Admission chloride; mmol/L                                                                   


193. Admission TCO2; mmol/L                                                                                              .


194. Admission creatinine; micromol/L                                                       


195. Admission osmolality; mosm/L                                                            


196. Admission calcium (mmol/L
)                                                                                         .


197. Admission Magnesium; mmol/L                                                                                    .


198. Admission NH3 (mmol/L)                                                                  


199. Admission IgG                                                                               


200. Admission IgM                                                                                      


201. Admission IL-1                                                                                         


202. Admission TNF-alpha                                                                             


203. Stool culture                                                                                                 

1=no growth; 2=ND; 3=V. cholerae (any type), 4= S. dyst 1; 5=S. flex,   6=Other Shigella, 7=S.typhi, 8=Other Salmonalae, 9=polymicrobial, 10=others


204. Blood culture

1=no growth, 2=ND, 3=E. coli, 4=Klebseillae, 5=Pneumococcus, 6=H. influenzae,     7=S. typhi, 8=Other Salmonalae, 9=Pseudomonas, 10=Acenitabactor, 11=polymicrobial, 12=others

205. CSF cells/mm3                                                                           


206. CSF protein (g/L)                                                                                                      .


207. CSF culture                                                                               

Hospital course


208. Initial admission to                                                                                    

1=SSW; 2=GW; 3=SCU


209. Duration of stay at SSW (days)                                                          


210. Duration of stay at GW                                                                       


211. Duration of stay at SCU                                                                      


212. Total duration of stay at hospital                                           


213. Rehydration fluid administered                                                       

      1=none, 2=ORS, 3=ORS+IV Fluid, 4=IV Fluid only


214. Shock after admission                                                                     

1=yes, 2=no


215. Major IV fluid                                                                               

1=acetate, 2=acetate+dextrose, 3=1/2 acetate+dextrose                

4=NS, 5=NS+dextrose, 6=1/2 NS+dextrose


216. Total IV fluid received (GW+SCU), ml                          


217. Convulsion after admission                                                             

1=yes, 2=no


218. If convulsion after admission, type                                                  

1=generalized, 2=focal


219. Major antibiotics treated with                                                        

1=Ampi+Genta, 2=Ceftria+Genta, 3=Cipro+Cloxa, 4=Ceftria+Cipro,

5=Ceftazid+claxa, 6=Chloramphenicol


220. Blood transfusion

1=Yes, 2=no

111.     Skin biopsy result:_____________________________________________________


112      Outcome

1=usual discharge, 2=DORB, 3=absconded, 4=referred, 5=death
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