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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 Investigator:

Dr. Hasan Ashraf


Project Name: Randomized, controlled clinical trial of day-care based and hospitalized management of severe pneumonia in children
Total Budget:
146,142                                    Beginning Date:
01.01.2006               Ending Date:
31.12.2007



Pneumonia is the leading cause of childhood morbidity and death in many developing countries including Bangladesh, causing about 2 million deaths worldwide each year. Pneumonia is an infection of the lungs, most commonly caused by viruses or bacteria like Streptococcus pneumoniae and Haemophilus influenzae. Depending on the clinical presentation, pneumonia can be classified as very severe, severe or non-severe, with specific treatment for each of them except for antibiotic therapy. Severe and very severe pneumonia require hospitalization for additional supportive treatment such as suction, oxygen therapy and administration of bronchodilator. In Bangladesh, the number of hospital beds is inadequate for admission of all pneumonia cases that require hospitalization; however, it is also important to provide institutional care to those children who cannot be hospitalized due to bed constraints. Provision of appropriate antibiotics and supportive cares during the period of stay at established day-care centres could be an effective alternative. The impetus for this study came from the findings of our recently completed study titled “Daycare-based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds”. This study successfully managed children (n=251), but it was not a randomized trial and thus direct comparison of the efficacy of management of severe pneumonia at the day-care centre, essential for building confidence for implementing this management policy, is not possible. We could not plan a randomized, controlled trial (RCT) because of ethical reasons. Now that we have data suggesting effectiveness as well as safety of the day-care based treatment for management of children with severe pneumonia, a RCT should be possible. 251 children with severe pneumonia were enrolled at the Radda Clinic from June 2003 to May 2005. The mean age was 7(7 (2-55) months, 86% infants, 63% boys and 91% breast-fed. History of cough was present in 99% cases, fever in 89% and rapid breathing in 67% cases. 44% children were febrile ((380C), 93% children had vesicular breath sound and 99% bilateral rales. 57% children were hypoxic with mean oxygen saturation of (93(4)%, which was corrected by oxygen therapy (98(3)%. 80% children had severe pneumonia and 20% had very severe pneumonia. The mean duration of clinic stay was (7(2) days. 234 (93%) children completed the study successfully, 11 (4.4%) referred to hospitals (only one participant had to visit hospital at night due to deterioration of his condition, 9 were referred to hospital at the time of clinic closure i.e., at 5 pm and one participant was referred to hospital during the morning hours) and 6 (2.4%) left against medical advice (LAMA). There was no death during the period of clinic stay but only four (1.6%) deaths occurred during the 3 months follow-up. The study indicated that treatment of severe pneumonia in children at the day-care centre is effective and safe and thus it is comparable to the hospital care. If the day-care based management is found to have comparable efficacy to that of hospitalized management of severe pneumonia in children then they could be managed at outpatient, day-care set ups reducing hospitalization and thus freeing beds for management of other children who needs hospitalized care. Additionally, availability of the treatment facility in community set-ups will be cost and time saving for the population. Children of either sex, aged 2-59 months, attending the Radda Clinic with severe pneumonia will be randomized to receive either the day-care management at the clinic or hospitalized management at the Institute of Child Health and Shishu Hospital (ICHSH). Children randomized to receive day-care treatment will stay at the clinic from 8 am-5 pm and will receive antibiotics and other supportive cares. At 5 pm, they would be send to respective homes with advice to bring back their children to the clinic next morning, and advised to provide other supports at home. The same management would be continued till improvement and discharged and followed up every 2 weeks for 3 months. Children randomized to receive hospitalized management would be admitted at ICHSH and receive standard treatment like antibiotics and other supportive cares. The same treatment would be continued for 24 hours/day (rather than 9 hours/day at the day-care clinic) till improvement and discharged and follow-up at the Radda Clinic every 2 weeks for 3 months. About 3000 children with pneumonia visit Radda Clinic each year and about 200 of them will have severe pneumonia requiring hospitalization. Thus, we hope to enroll 368 (184 in each site) children with severe pneumonia during 2-year study period. 
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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.


The efficacy of the day-care management of under-five children with severe pneumonia will be comparable to that of the hospitalized management. 

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).


· To develop and test a protocol, based on WHO-recommended ARI management, for the management of children with severe pneumonia at a day-care health centre.

· To compare the clinical efficacy of the day-care based management with that of hospitalized management of severe pneumonia in 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).

                                                                                                                                                                                          

Acute lower respiratory infection (ALRI), particularly pneumonia is the leading cause of childhood morbidity and death in the developing countries including Bangladesh (1). Acute respiratory infection (ARI) causes more than 2 million child deaths worldwide each year; most of these deaths are due to pneumonia and 90% of them occur in less-developed countries (2-4). Recent estimates suggest that 1.9 million (95% CI 1.6-2.2 million) children died from ARI throughout the world in 2000, and 70% of them occurred in Africa and Southeast Asia (5). ARI is also a major cause of visits to the outpatient and emergency departments as well as admissions to the hospitals. Although bronchiolitis, tracheobronchitis and pneumonia, each accounts for about one-third of ALRI cases, pneumonia is responsible for most ALRI deaths. Three studies that reported diagnoses in children who died of ALRI revealed that a median of 89% (range 71% to 100%) of ALRI deaths were associated with pneumonia (6-8). In Bangladesh, ALRI accounts for 25% of under-5 children deaths and 40% of infantile deaths (9). In a study conducted at the Dhaka Hospital of ICDDR,B in 1986-88 among 401 under-5 children with ALRI, it has been observed that the most common manifestation was pneumonia and a respiratory pathogen (both bacterial and viral) was identified in 30% cases.
 The case fatality rates were 14% in bacterial pneumonia and 3% in viral pneumonia (10). Bacterial infections play a major role as a cause of pneumonia in children in developing countries. Pooled data from lung aspiration studies, mostly from developing countries, reported 52-62% isolation rates of bacteria (11, 12). The case-fatality rate in severe ALRI in children aged 1-4 years is 10-15 times higher in the developing than in the developed countries (13, 14). It is an infection of the lungs, most commonly caused by viruses or bacteria. It is usually not possible to determine the specific cause of pneumonia by either clinical or chest X-ray features.  In children, Streptococcus pneumoniae and Haemophilus influenzae are the two most important bacterial pathogens (15, 16). Respiratory Syncytial Virus (RSV) is also an important cause of ARI among preschool children (10, 16). Emerging evidence suggests that Mycoplasma pneumoniae and Chlamydia pneumoniae may cause pneumonia among older children. Available data also suggests that mixed viral and bacterial infections are common in children in developing countries (10), which need to be treated with antibiotics. More recently, data from a large vaccine trial suggested Streptococcus pneumoniae to play a major role in the development of pneumonia associated with viral infections. The WHO recommendations for treatment of pneumonia are based on data that Streptococcus pneumoniae and Haemophilus influenzae are the most common causes of bacterial pneumonia in developing countries. Depending on clinical presentation, pneumonia can be classified as very severe, severe or non-severe with specific treatment guidelines available for each of them (6, 14, 17, 18). The WHO defines very severe pneumonia as clinical symptoms and signs of pneumonia (cough or difficulty breathing with one or more danger signs like cyanosis, convulsions, drowsiness, stridor in calm child or inability to drink, all signifying hypoxaemia or severe respiratory distress) and severe clinical malnutrition (6, 14, 17, 18). Severe pneumonia is defined as cough or difficulty breathing with lower chest wall in drawing with or without fast breathing defined as the respiratory rate ( 50 breaths per minute for children aged 2-11 months and ( 40 breaths per minute for children aged 12-59 months (6, 14, 17, 18). Lower chest wall in drawing is defined as inward movement of the bony structures of the lower chest wall with inspiration, observed while the child is at rest (19). Finally, non-severe pneumonia is defined as cough or difficulty breathing with fast breathing as defined earlier (6, 14, 17, 18). Antibiotic therapy is indicated irrespective of the severity of pneumonia. Proper management of children presenting in health centres and hospitals with respiratory symptoms is the cornerstone of acute respiratory infection control. To address the high mortality associated with ALRI, WHO launched a programme for control of ARI with the major objective to reduce the child mortality and to promote rational use of antibiotic. Current standard ARI case management recommends that children with cough and normal breathing be treated as outpatients without any antibiotics assuming viral infection or mild bacterial infections; those with rapid respiration (tachypnoea) indicating lower respiratory infection or pneumonia be treated with an antibiotic on an ambulatory basis (non-severe pneumonia); while those with chest wall in drawing (indicative of severe pneumonia) be admitted to hospital and treated with parenteral antibiotics and supportive cares (20, 21). Vaccination against measles, pertussis, Haemophilus influenzae type b (Hib) and Streptococcus pneumoniae can help decrease the incidence and lessen the severity of respiratory infections. However, newer vaccines against respiratory infections such as Hib and pneumococcal conjugate vaccines are not widely available in developing countries. Under-5 children with respiratory symptoms are brought to the general practitioners as well as to primary health care facilities for treatment. At these respective places, the health care providers are required to differentiate between acute upper respiratory infections (AURI) and acute lower respiratory infections (ALRI)/pneumonia, and categorize severity of pneumonia taking into consideration the nutritional status of the patients and provide either ambulatory therapy or refer patients for hospitalization, as appropriate.

Severe and very severe pneumonia require hospitalization for additional supportive treatment like oro or nasopharyngeal suction, when indicated, using a suction device; oxygen therapy to hypoxic children, bronchodilators to patients with bronchospasm, bronchodilatation by nebulizer if the patients fulfill the criteria for nebulization, and fluid and nutritional management and close monitoring. In Bangladesh, the number of hospital beds are inadequate for admission of all pneumonia cases that fulfill the criteria for hospitalization. Hospitalization may also not be possible for inability of the parents to visit a hospital due to distance or, financial reason (s), despite appropriate referral. However, it is also important to provide institutional care to those children who cannot be hospitalized, at least until stabilization of their acute conditions. If such children are sent home with antibiotics, it would be important to establish an expensive, home follow up system, without which a significant proportion of them would be expected to have a fatal outcome. Provision of broad-spectrum antibiotics and appropriate supportive care during the period of stay at established day-care centres could be an effective alternative. To examine this possibility, we have recently completed a study entitled “Daycare-based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds” (ICDDR,B Protocol No. 2002-036) at the Radda MCH-FP Centre, located in Mirpur Section-10, Dhaka, Bangladesh. The estimated catchment population of the Radda Clinic is about 1.5 million. The hypothesis of our recently completed study was that it would be possible to provide effective treatment and care to under-5 children with severe pneumonia at a day-care clinic set up, and if so, the need for hospitalization could be significantly reduced. The study examined if children, who required hospitalization according to WHO guidelines but were not hospitalized due to any reason, could be managed at a day-care facility (modified primary care set up), which is important to reduce morbidity and more importantly deaths among such children. We are impressed with the results, which suggested that this model of management is effective. 251 children with severe pneumonia were enrolled at the Radda Clinic from June 2003 to May 2005. The mean age was 7(7 (2-55) months, 86% were infants, 63% boys, and 91% breast-fed. On admission, history of cough was present in 99% cases, fever in 89%, rapid breathing in 67% and difficulty in breathing in 33% cases. On examination, 44% children were febrile ((380C), 97% children had tachypnoea with respiratory rate ( 50 per minute and 98% had lower chest wall in drawing. On auscultation, 93% children had vesicular breath sound and 99% bilateral rales. Most children were well nourished but 57% were hypoxic with mean oxygen saturation of (93(4)% on admission, which was corrected by oxygen therapy (98(3)%. According to WHO criteria, 80% children had severe pneumonia and 20% had very severe pneumonia. The mean duration of clinic stay was (7(2) days. 234 (93%) children completed the study successfully without any problem, 11 (4.4%) referred to hospitals (only one participant had to visit hospital at night due to deterioration of his condition, 9 were referred to hospital at the time of clinic closure i.e., at 5 pm and one participant was referred to hospital during the morning hours), and 6 (2.4%) left against medical advice (LAMA). There was no death during the period of clinic stay but only four (1.6%) deaths occurred during the 3 months follow-up period after discharge from the clinic. This study indicated that treatment of severe pneumonia in children at the day-care centre is effective and safe and thus it is comparable to the hospital care. Although this study successfully managed all children (n=251), but it was not a randomized trial and thus direct comparison of the effectiveness of management of severe pneumonia at the day-care centre, essential to recommend implementation of this management policy, is not possible. We could not plan for a RCT due to ethical reasons for our recently completed day-care pneumonia study. Now that we have data suggesting effectiveness as well as safety of the day-care based treatment and care of under-5 children with severe pneumonia, a RCT would now be possible. In the proposed study, we would identify under-5 children attending the outpatient department of the Radda Clinic with severe pneumonia and randomize them, in equal numbers, for management at the day-care centre (Radda Clinic) or hospital (ICHSH) subject to consent of respective parents/guardians. Children with very severe pneumonia, who needs hospitalization, would not be enrolled as they need hospital care and it would be unethical at this stage to enroll them in the proposed study. About 3000 children with a clinical diagnosis of pneumonia visit the clinic each year, and we estimate that about 200 of them will have severe pneumonia requiring hospitalization - the patient population of our study. We hope to enroll requisite 368 (184/site) children with severe pneumonia during 2-year study period. 

Rationale

We would identify under-5 children attending the Radda Clinic with severe pneumonia and randomize them, in equal numbers, into either the day-care centre (Radda Clinic) management or the hospitalised  (ICHSH) management. Once proven effective, such management could also be implemented in the rural areas of Bangladesh and potentially to other developing countries. The day-care based management is also expected to be a more cost effective intervention and contribute significantly to reduction of under-5 children mortality due to severe pneumonia. 

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). 


Study design
This will be a randomized, controlled clinical trial to compare the efficacy of the day-care based management and the hospital-based management of under-5 children with severe pneumonia. The outcome measures will include the success rate, case fatality rate, duration of illness, development of complications, patient’s compliance, compliance to home therapy, and cost of treatment of children receiving day-care management at the Radda Clinic and hospitalized management at the ICHSH. The Radda Clinic and ICHSH are both located in Mirpur area, within one kilometer of each other, and the study children are anticipated to have come from similar socio-demographic characteristics. 
Sample size
We estimated the sample size for severe pneumonia based on our success rate of 93% from the recently completed day-care pneumonia study and assuming the maximum expected success rate of 99% by providing the hospitalized management. With 80% power and 5% significance, the required sample size has been estimated to be 165 in each site. To allow for 10% dropouts due to any reason, a total of 368 (184 in each site) children with severe pneumonia would be required for both Radda Clinic and ICHSH.

Staff for management of the children at the day-care center and ICHSH
Trained doctors, nurses and research assistants who worked for the recently completed study entitled “Daycare-based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds” (ICDDR,B Protocol No. 2002-036) will provide care to children enrolled into the day-care based part of the proposed new study at the Radda Clinic. The health workers who were trained to prepare diets, feed children, educate and motivate mothers to comply with therapies and follow up will also work for the study. Trained doctors, nurses, research assistants and health workers with at least 2 years working experience at the ICDDR,B, Dhaka hospital will be recruited for the management of children admitted into hospitalized part of the study at  ICHSH. 
Key Activities

1. Identification of severe pneumonia cases among under-5 children attending the outpatient department of the Radda Clinic.

2. Enrollment of children fulfilling the eligibility criteria and give consent to study.

3. Randomization of the eligible children to either day-care management or hospitalized management. 

4. Management of children at either the day-care clinic (Radda Clinic) or hospital (ICHSH).

5. Provision of appropriate antibiotic therapy and supportive cares.

6. For day-care children, provision of antibiotic and other drugs, supportive care, and advice for home management during the night hours and motivation for clinic visits each morning.
7. Follow up at the Radda Clinic every 2 weeks for a period of 3 months after discharge from either the day-care clinic or the hospital.
8. Subsequent follow up system at home when day-care/hospitalized management is over and children do not show up for clinic follow up.
Inclusion criteria

· Age: 
2 to 59 months
· Sex:
Both boys and girls

· Severe pneumonia according to WHO criteria (Severe pneumonia is defined as cough or difficult breathing with lower chest wall in drawing with or without fast breathing which is defined as the respiratory rate ( 50 breaths per minute for children aged 2-11 months and ( 40 breaths per minute for children aged 12-59 months)

· Attend the Radda Clinic between 8:00 am to 2:00 pm (Sunday through Thursday)

· Written informed consent by respective parents/guardians

Exclusion criteria

· Very severe and non-severe pneumonia (as defined in page 9) 

· Nosocomial pneumonia 

· History of taking antibiotics for pneumonia within 48 hour prior to enrollment

· Chronic illnesses like tuberculosis, cystic fibrosis

· Congenital deformities/anomalies e.g. Down’s Syndrome, congenital heart disease

· Immunodeficiency

· Trauma/burn

· Bronchiolitis

· Bronchial asthma

· Lives far away from the Radda Clinic and ICHSH (outside 5 km radius from the respective study site)

· Parents/guardians not consenting for inclusion of their children in the study 
Randomization 

Children will be randomized to one of the two treatment groups (day-care at the Radda Clinic or hospital care at the ICHSH) after meeting eligibility (inclusion and exclusion) criteria and obtaining written informed consent of parents/guardians. We will use block randomization, and generate computer generated random number that will have been assigned to one of the two interventions. The random numbers, corresponding to specific interventions, will be sealed in an envelope numbered sequentially. Randomization will be done by a scientist of the Clinical Science Division (CSD) of ICDDR,B who will not be involved in the study in any other way. Until opening of the envelope, neither the patients nor the study physician will be aware of the treatment groups. Treatment assignments will be made at enrollment by opening the envelopes numbered sequentially, starting with the lowest number and moving towards successive higher numbers.

Attendance at the day-care clinic
Children attending the outpatient department of the Radda Clinic with severe pneumonia according to WHO criteria between 8:00 am to 2:00 pm (Sunday through Thursday) will be screened by the research physician for inclusion and parents/guardians for those fulfilling the eligibility criteria and signing written informed consent will be invited to enroll their children into the study after explaining the purpose and procedures of the study, and the randomization process for determining the place for receiving the treatment. We will recruit at least 4 patients/week. The parents who will refuse to stay as an inpatient but would like to be treated as outpatient or vice versa will not be enrolled into the study as no consent will be taken from them, if they prefer to give their own choice for the study site. But, any parents who will refuse to consent for either of the treatment regime will receive normal treatment provided at the Radda Clinic. Children randomized to receive care at the Radda Clinic will be admitted to a separate room and managed according to the protocol between 8:00 am and 5:00 pm on all days of the week, including weekends and holidays, until resolution of the acute illness and stabilization of their general condition. The parents/guardians will be requested to bring their children to the clinic between the same hours for follow up assessments as described elsewhere. Baseline data (Identification, illness history, anthropometry, physical examination, treatment etc) will be collected from all subjects/parents as done in our recently completed study entitled “Day-care based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds” (ICDDR,B Protocol No. 2002-036). At the Radda Clinic, children will be treated with appropriate antibiotics and supportive cares like suction, oxygen therapy, and oral bronchodilator or nebulized with rapid-acting bronchodilator as appropriate. Once daily intramuscular ceftriaxone has been successfully used for the outpatient treatment of most severe bacterial pneumonias in children. It also represents the treatment of choice for patients who failed treatment with other antimicrobials and are clinically stable enough not to require hospitalization (22-25). Injection ceftriaxone is proposed in this day-care pneumonia study because of its single daily dose that could be ensured at the clinic with 100% compliance (a DOT is feasible at the clinic), which is very important for the day-care management of children with severe pneumonia. Therefore, we have planned to use parenteral (intramuscular/intravenous) 75-100 mg/kg of ceftriaxone as a single daily dose therapy for at least 5 days. The parents/guardians will be provided with the night dose of supportive medications, as required to continue that at home. The same treatment will continue daily until substantial improvement of the child’s condition has occurred for home management possible. The parents/guardians of all the patients will be provided with a referral slip to the nearest hospital (ICHSH/ICDDR,B, Dhaka hospital) and advised to visit there if his/her child’s condition deteriorate during night with sufficient knowledge which will be provided by giving health education routinely to identify the criteria for moving children to a hospital as mentioned in page 17 of the protocol. We already have an institutional collaborative arrangement with ICHSH/ICDDR,B Dhaka hospitals for admitting any sick child at night since the onset of our previous day-care pneumonia study protocol (From May 2003). If any child fails to attend the day-care clinic, a health worker will visit her/his home next morning and motivate her/his parents/guardian to comply with the daily clinic visits. After discharge from the clinic, they would be advised to come for follow up visits every 2 weeks for the next 3 months at the Radda Clinic. Morbidity (e.g., respiratory/diarrhoeal or others) with treatment advised as well as mortality, and anthropometric indices will be recorded during the follow-up visits. Necessary treatment will be provided to children during their follow up visits, if required free of cost from the study.

Attendance at the hospital (ICHSH)

Similarly, children attending the outpatient department of the Radda Clinic with severe pneumonia according to WHO criteria between 8:00 am to 2:00 pm (Sunday through Thursday) will be screened by the research physician for inclusion and parents/guardians for those fulfilling the eligibility criteria and signing written informed consent will be invited to enroll their children into the study after explaining the purpose and procedures of the study, and the randomization process for determining the place for receiving the treatment. Children randomized to receive hospitalized management will be shifted to the hospital (ICHSH) accompanied by the project health workers. Sick children will receive the following management at the Radda Clinic before sending them to ICHSH: Hypoxic (oxygen saturation <95% without oxygen therapy as recorded by the pulse oximeter) children will receive oxygen therapy, febrile (temperature >380C) children will receive antipyretic like syrup paracetamol, oropharyngeal or nasopharyngeal suction will be given by an electric suction device to clear the airways, nebulized salbutamol will be given to children fulfilling the criteria of nebulization (severe lower chest wall in drawing, respiratory rate (70/minute, grunting respiration, restlessness, inability to drink, or central cyanosis). The subjects will be transported from the Radda Clinic to ICHSH by auto rickshaw/rickshaw accompanied by our study health worker. Baseline data (Identification, illness history, anthropometry, physical examination, treatment etc) will be collected from all subjects/parents as done in our recently completed study entitled “Day-care based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds” (ICDDR,B Protocol No. 2002-036). They will stay at the ICHSH for the entire duration of illness and would receive similar treatment like antibiotics (injection ceftriaxone in a single daily dose of 75-100 mg/kg for 5 days) and other supportive cares like oro-and nasopharyngeal suction, oxygen therapy, oral or nebulized bronchodilator, and diets. The same treatment would be continued for 24 hours/day (rather than 9 hours/day at the day-care clinic) till improvement of the child’s condition. After improvement, they will be discharged from the hospital and advised to come for follow-up visits at the Radda Clinic every 2 weeks for the next 3 months. Morbidity (e.g., respiratory/diarrhoeal or others) with treatment advised as well as mortality, and anthropometric indices will be recorded during the follow-up visits. Necessary treatment will be provided to children during their follow up visits, if required free of cost from the study.

Nutritional therapy
Feeding of study children will have two components for the day-care management at the Radda Clinic: at day-care centre (8:00 am to 5:00 pm) and at home during the night period (5:00 pm to 8:00 am), but only one component for the hospitalized management at the ICHSH.

Diet at the day-care centre: As children with pneumonia can become overloaded with fluids easily, infants less than 12 months will receive milk-suji (67 kcal and 1.4 g protein /100 ml), 10 ml/kg per feed and children aged 12 months to 5 years will receive milk suji, 8 ml/kg per feed every 2 hours, at least 4 feeds between 8:00 am to 5:00 pm at the Radda Clinic. This feeding schedule will continue daily till the resolution of acute illness. Breast-feeding will be continued in all breast-fed children. 

Diet at home during night period: Mothers/caretakers of children will be provided with 3-4 feeds of milk-suji in a hot pot (to be supplied to them from the study) with advice to feed the child at specified intervals during the night (5:00 pm to 8:00 am). This feeding schedule during the night hours will also continue every day till the resolution of acute illness. The mother/caretaker will be advised to feed the supplied amount of milk suji during night hours and next morning till 8:00 am when they should bring back their children to the clinic. The amount of left over in the hot pot will be deducted from the supplied amount to obtain the actual amount consumed by the children while at home. Breast-feeding will be continued for children on breast milk. The mother/caretaker will be advised on the importance of giving the feeds at night.

Diet at the hospital (ICHSH): Infants less than 12 months will receive milk-suji (67 kcal and 1.4 g protein /100 ml), 10 ml/kg per feed every 2 hours (10 feeds per day) and those 12-59 months will receive the same milk-suji, 8 ml/kg per feed every 2 hours (10 feeds per day). Breast-feeding will be continued for children on breast milk. This feeding schedule will continue till the resolution of acute illness. 

Oxygen therapy

Oxygen will be given to children with hypoxia (oxygen saturation <95% without oxygen therapy as recorded by pulse oximeter). The oxygen saturation will be monitored regularly before and after oxygen administration by pulse oximeter. Oxygen supplies will be made available at all times. Oxygen therapy will be continued until signs of hypoxia (severe lower chest wall in drawing, respiratory rate ≥70/minute, grunting respiration, restlessness, inability to drink, or central cyanosis) disappear or the oxygen saturation remains stable at ≥ 95% without oxygen therapy as recorded by the pulse oximeter. Children remaining hypoxic (<95% by pulse oximeter) at 5:00 pm at the Radda Clinic will be shifted to either ICHSH or ICDDR,B Dhaka hospital for hospitalization.

Suction

Any thick secretion in the throat and nostrils will be removed by gentle suction given by an electric sucker machine at both Radda Clinic and ICHSH, and mothers of such children would be educated on how to clear the secretion in the throat by using finger covered with soft cloth.

Bronchodilator

If wheeze is present, a rapid-acting oral bronchodilator, salbutamol, will be administered in a dose of 1 mg 8 hourly for children below 1 year and 2 mg 8 hourly for children aged 1-5 years. Doses required during the night stay at home will be supplied to the mother/caretaker at 5:00 pm every day.

Bronchodilator by nebulizer

For immediate response, salbutamol, a rapid-acting bronchodilator will be administered by nebulizer. The response will be assessed after 15 minutes. If respiratory distress persists, the administration will be repeated. A decision on the child’s condition will be made on the basis of an assessment carried out at least 30 minutes after the last administration of the bronchodilator, since some children will respond then deteriorate quickly. Children who will remain in respiratory distress after a rapid-acting bronchodilator, nebulized salbutamol will be continued every 4 hours, if there is a good response. If necessary, it will be given every 2 hours. As the severity of the attack will decrease, therapy will be switched to oral salbutamol. As all study children will be under 5 years of age, we will use 0.5 ml liquid preparation that contains 5 mg/ml of salbutamol.

Criteria for moving from the Radda to hospital at 5:00 pm
After providing adequate supportive therapy such as oxygen therapy, suction therapy, bronchodilatation by nebulized salbutamol, the occurrence of the followings, at the clinic closure time (5:00 pm), will constitute criteria for moving patients from the Radda Clinic to a hospital:

· Hypoxia defined as oxygen saturation <95% without oxygen therapy, as recorded by the pulse oximeter

· Severe respiratory distress, defined as respiratory rate ≥ 70/minute

· Inability to drink

· Stridor (noisy breathing) in calm child  

· Grunting respiration

· Central cyanosis

· Restlessness

Management of complications
During the entire study period at the day-care clinic, any child developing life-threatening complications such as pneumothorax, pleural effusion, empyema, or those with pulmonary tuberculosis will be referred to the emergency department of ICHSH or Dhaka Shishu (Children) Hospital (DSH) for further management under special arrangement. Children, who would develop diarrhoea associated complications (e.g., severe dehydration, severe electrolyte imbalance, colitis, ileus etc.) will be referred to the ICDDR,B, Dhaka hospital and managed according to the routine management available at the hospital. Other minor common complications will be managed at the Radda Clinic according to WHO guidelines (6, 17). Children referred to other hospitals would be followed-up regularly by the research staff for the assessment of their final outcomes.

Management of day-care child who become sick at night
Appropriate institutional agreements have already been established during the conduction of the recently completed day-care pneumonia study with ICHSH and ICDDR,B, Dhaka hospital for referral of patients and their proper management including hospitalization of the child who would become sick at home during the night hours. The same arrangement will continue for this proposed new study. Children remaining sick at 5:00 pm at the Radda Clinic will also be admitted at ICHSH or ICDDR,B, Dhaka hospital. 

Procedures to be followed for early recognition of serious signs/symptoms

The mothers will be educated to watch for the following signs/symptoms and return their child quickly for hospitalisation for the following conditions:

· Breathing becomes difficult

· Breathing becomes fast

· Child unable to drink

· Child becomes sicker

· Child develops convulsion
· Child becomes drowsy
· Stridor develops in a calm child
Provision for health education for mothers on management of pneumonia

The health education will be provided to the mothers during their stay at the day-care centre (Radda Clinic)/hospital (ICHSH), to enable them make careful observation for the signs/symptoms of severe pneumonia and complications, and providing supportive care e.g. clearing of airways. Regarding feeding, the mothers will be encouraged to continue feeding their children during acute illness and increase the total amount of feeding after the illness (convalescence). Patients with significant nasal secretions will have the nose cleared by gentle suction and nose drops (saline) instilled if necessary, according to the standard practice. Mothers will also be educated on how they could clear secretions in the throat using finger covered with soft clothes, when to use antipyretic drug for febrile child (if temperature >101OF or 38OC), and providing Kangaroo Mother Care (KMC) for hypothermic infants. Patients with axillary temperature (actual reading) equal or greater than 38OC, as measured by a thermometer will receive oral paracetamol in a dose of 10-15 mg/kg/dose as needed, with a minimum period of 6 hours between doses. Mothers can administer paracetamol if they suspect fever in their child. Mother will also be asked to offer extra drinks and increase breast milk to the children during the course of illness. As discussed in the previous section, mothers will also be educated to watch for the serious signs/symptoms and return their child quickly for hospitalisation.

Patient cost

The total costs per patient will be calculated separately for the Radda Clinic and ICHSH. This will be done by the PI with the help of an investigator (Dr. Shakil Ahmed) of the Health Economics Unit (HEU) of the Public Health Sciences Division of ICDDR,B. The proposed research will compare average cost of the day-care management of severe pneumonia with that of hospitalized management. The facility perspective on costs will be used in this analysis. Every attempt will be made to document day-care and hospital management so that estimates of actual facility costs could be made. Ingredient approach will be used to do cost analysis and it will include time of healthcare providers and non-providers, drugs, medical supplies and overhead costs. Data collectors will collect cost information from the facilities by interviewing respective personnel and extracting information from records. Duration of reference period for costing study will be one year. The result will be the average cost of treating severe pneumonia under two different managements. 

Replication and future directions

After the successful completion of the study, sustainability of the protocol at Radda Clinic will be evaluated using only Radda Clinic staffs and facilities without the help and assistance of the research staffs and facilities. Then other suitable clinics (e. g. PSKP/NSDP) with adequate facilities will be identified and encouraged to implement the day-care management of severe pneumonia. Efforts will be made to modify clinics including staffing and logistic supports for implementation of day-care management of children with severe pneumonia. The facilities of the identified clinics will be improved by making arrangements like adequate space including beds for children, electric suction device for giving suction therapy, oxygen cylinder for oxy-therapy, provision for intravenous infusion therapy, bronchodilator, nebulizer and finally, pulse oximeter for assessing hypoxia, and “glucocheck” machines for measuring blood glucose.

Data and Safety Monitoring Board (DSMB)

We will propose for constituting a Data and Safety Monitoring Board  (DSMB) for oversighting implementation of the study and to ensure the safety of the study participants. The Ethical Review Committee will be requested for constituting a DSMB for the research protocol as per Centre’s procedure. The following names have been proposed for constituting the DSMB:




Dr. P. K. Bardhan, CSD, ICDDR,B




Dr. K. Zaman, PHSD, ICDDR,B

Outcome variables

We will compare the following outcome variables of children managed at the day-care clinic (Radda Clinic) with those managed at the hospital (ICHSH):

Primary

· Success rate 

Secondary

· Case fatality rate 
-day-care clinic/hospital 

-three months follow up 

· Duration of illness

· Development of complications

· Patient’s compliance 

· Compliance to home therapy 

· Cost of treatment

Definitions

Success: Successful treatment of pneumonia will be defined when it would be possible to manage the children at the day-care clinic without referral to hospital with full compliance to day-care management until discharge from the clinic, without premature discontinuation of the study due to any reason (LAMA) or do not have a fatal outcome during the entire period of clinic stay. 

Failure: Treatment will be considered to have failed for those who require referral to hospitals or are non-compliant to the day-care treatment before fulfilling the criteria for discharge or die during management at the day care centre.

Case fatality rate: is defined as the proportion (%) of children who would die during the period of stay at the Radda Clinic (case fatality rate at the clinic/hospital) and the proportion of children who would die during the period of 3 months follow up after discharge from the clinic (case fatality rate during follow up).

Asthma and wheeze: Asthma is an allergic, non-infectious condition, although attacks can be triggered by respiratory infections. Asthma is defined as a clinical condition marked by repeated attacks of wheezing resulting from narrowing of the airways due to bronchospasm. Wheezing signifies obstruction of airflow from the lungs due to narrowing of small airways due to infection or an allergic response. Recurrent episodes of wheezing suggest asthma. 

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).  


Radda MCH-FP Centre: We have selected the day-care centre at Mirpur-10, Dhaka, Bangladesh operated by the Radda MCH-FP centre (Radda Clinic) as one of the primary sites for the day-care management of severe pneumonia. Currently, this centre provides primary care for common childhood illnesses including pneumonia on an outpatient basis. The severe pneumonia cases requiring hospitalization are usually referred to the Institute of Child Health and Shishu (Children) Hospital (ICHSH)/Dhaka Shishu (Children) Hospital (DSH) for admission; however, many of them cannot be admitted at these places due to shortage of beds. About 3000 children with a clinical diagnosis of pneumonia visit the Radda Clinic each year and about 200 of them are diagnosed to be cases of severe pneumonia requiring hospitalization. Between June 2003 to May 2005, the “Daycare-based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds” (ICDDR,B Protocol No. 2002-036) was conducted at the Radda Clinic through creation of a separate space for day-care of children with severe pneumonia, and additional research staffs and logistic support between 8:00 am to 5:00 pm every day for 7 days a week including holidays. We have recently completed the study after enrolling 251 children with severe pneumonia, 93% of them could be successfully managed at the clinic. The proposed day-care management part of the study will be conducted at the Radda Clinic.

Institute of Child Health and Shishu (Children) Hospital (ICHSH): We have selected the Institute of Child Health and Shishu Hospital, Mirpur-2, Dhaka, Bangladesh as the other primary site for the hospitalized management part of the study. The ICHSH was established in 1994 with an objective to provide health care facilities to children from Mirpur and adjacent areas of the city, and other parts of the country, provide training to doctors and paramedics in child health, and to conduct research activities in collaboration with other institutes/organizations. Current collaborative studies between ICHSH and ICDDR,B include studies on Hib vaccination and the Pneumococcal disease burden in children of Bangladesh and the “Daycare-based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds” (ICDDR,B Protocol No. 2002-036). The hospital has both outpatient facilities (about 450 children visit the facility each day) and 100 bed inpatient facilities of paediatric medicine and surgery, and neonatology. As the Radda Clinic and the ICHSH are both located in Mirpur area, within one kilometer of each other, the study children are anticipated to have come from similar socio-demographic characteristics. We will have a separate pay ward at ICHSH consisting of 8 beds exclusively for our study children. We will also have our own study team consisting of physicians, nurses, research assistants, health workers and adequate facilities such as oxygen cylinder, electric suction device, nebulizer, pulse oximeter, glucochek machine for the management of our study cases. We will be able to enroll maximum 8 children at any time to be kept into the study. Children randomized to get hospitalized treatment will be directly admitted into our study pay ward. We will also sign an MOU with ICHSH through our ERID office before starting the 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).


We will use SPSS Windows (version 10) program for data entry and both SPSS for Windows and EpiInfo for data analyses. Adequate care/effort will be taken to ensure data quality including editing and consistency checks. Proportions will be compared with the chi-square test with Yates’ correction or the Fisher exact test when indicated. Normally distributed continuous data will be compared using the Student t test and non-normally distributed data will be compared using the Mann-Whitney U test. We will calculate odds ratios with 95% CIs for selected outcomes. Stepwise logistic regression will also be done where needed. Dropout children will also be included in the analysis up to time of dropout. We may perform a supplementary analysis, excluding the children withdrawn from the study. The duration of stay at the clinic/hospital will be compared using survival analysis and the log rank test. For all statistical testing, the level of statistical significance will be set at p<0.05.

The study specific data analysis plan of the protocol is given below:

Success rate- The success rates between the two groups will be compared by x2 test. 

Case fatality rate- The case fatality rates between two groups will be compared by x2 test, or Fisher’s Exact test, as indicated. The risk factors for increased case fatality in any group will be evaluated by calculating odds ratios with 95% CIs; Causes of case fatality in both groups will also be evaluated. The case fatality rates during the day-care clinic/hospital stay and during the three months follow up period will be analyzed separately.

Duration of illness- Median durations of illness of the two groups will be calculated and compared by non-parametric test (Mann-Whitney U test) or, the mean duration of illness between the two groups will be compared by using Student t test,  depending on the distribution of the data.

Development of complications- Complication rates between the two groups will be compared separately by x2 test, or Fisher’s Exact test, as indicated. The risk factors for increased rate of complications in any group will be evaluated by calculating the odds ratios with 95% CIs.

Patient’s compliance- The compliance rates between the two groups will be compared by x2 test, or Fisher’s Exact test. The reasons for non-compliance will also be evaluated in both groups.

Compliance to home therapy- The compliance rate to home therapy between two groups will be compared by x2 test or Fisher’s Exact test. The reasons for non-compliance will also be evaluated.

Cost of treatment- The proposed research will compare average cost of the day-care management of severe pneumonia with that of hospitalized management. The facility perspective on costs will be used in this analysis. Every attempt will be made to document day-care and hospital management so that estimates of actual facility costs could be made. Ingredient approach will be used to do cost analysis and it will include time of healthcare providers and non-providers, drugs, medical supplies and overhead costs. Data collectors will collect cost information from the facilities by interviewing respective personnel and extracting information from records. Duration of reference period for costing study will be one year. The result will be the average cost of treating severe pneumonia under two different managements. 

Ethical Assurance for Protection of Human Rights

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

Written, informed consent would be required for participation of each patient in the study, which would be conducted according to Good Clinical Practices (GCP) and the Declaration of Helsinki and relevant national guidelines with prior approval by the RRC and ERC. Before enrolment, mothers will be informed about the health status of their child as s/he is suffering from severe pneumonia, the mortality of which varies from 3-14% but majority of them improved with specific treatment. As severe pneumonia requires hospitalization, which is not always possible, we developed a protocol to compare the clinical effectiveness of the day-care management with that of hospitalized management. Children randomized to receive day-care management will stay at the Radda Clinic from 8:00 am to 5:00 pm every day and receive standard treatment like antibiotics and supportive cares. The same drug and supportive cares will be provided at 5:00 pm for night hours. Children randomized to receive hospitalized management will be admitted at the ICHSH where they will receive antibiotics and supportive cares. The danger signs like convulsions, cyanosis, drowsiness, inability to drink, stridor in calm child, severe malnutrition will be informed to the mothers and trained how to recognize these danger signs to take the child to hospitals for admission. Mothers of children who would be treated at the Radda Clinic will be informed about the institutional agreements with ICHSH/ICDDR,B Dhaka hospitals for proper management including facilities for hospitalization of the child who would become ill at home during the night hours. Children who would remain sick at 5:00 pm at Radda Clinic will be admitted at the ICHSH/ICDDR,B, Dhaka hospital.
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.


The 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.


The findings of the study will be disseminated through presenting the results at national, and/or regional and/or international scientific conferences, and would also through publication in peer-reviewed medical journals.

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 will be a collaborative study between the Radda MCH-FP Centre, the Institute of Child Health and Shishu (Children) Hospital (ICHSH), and the ICDDR,B, Dhaka, Bangladesh with the University of Basel, Switzerland.

Biography of the Investigators


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


1    Name


:

Dr. Hasan Ashraf

2    Present position

:

Associate Scientist

3    Educational  background
:

M. D. 

       (last degree and diploma & training

          relevant to the present research proposal)

List of ongoing research protocols  

(start and end dates; and percentage of time)

4.1.   As Principal Investigator

	Protocol Number
	Starting date
	End date
	Percentage of time

	2003-018
	01.05.2005
	30.04.2006
	20%

	2002-036
	01.05.2003
	31.12.2005
	10%

	
	
	
	

	
	
	
	


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

	a)   Original scientific papers in peer-review journals                               
	15

	b)   Peer reviewed articles and book chapters                                                               
	

	c)   Papers in conference proceedings
	

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

	e) Working papers
	

	f) Monographs
	


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

1) Ashraf H, Ahmed S, Fuchs GJ, Mahalanabis D. Persistent diarrhoea: associated infection     and     response to a low lactose diet. J Trop Pediatr 2002;48:142-8.

2)
Ashraf H, Mahalanabis D, Mitra AK, Tzipori S, Fuchs GJ. Hyperimmune bovinecolostrum in the treatment of shigellosis in children: a double-blind randomized, controlled trial. Acta Paediatr 2001;90:1373-8.

3) Ashraf H, Hildebrand P, Meier R, Beglinger C, Gyr N. Induction of artificial fat maldigestion by tetrahydrolipstatin assessed by the 13C-hiolein breath test in healthy volunteers. A double-blind controlled pilot study. Digestion 2000;62:159-63.

4) Ashraf H, Rahman MM, Fuchs GJ, Mahalanabis D. Folic acid in the treatment of acute watery diarrhoea in children: a double-blind, randomized, controlled trial. Acta Paediatr 1998;87:1113-5.

5) Ashraf H, Mitra AK, Mahalanabis D, Dhaka, Bangladesh of the International Working group on persistent diarrhoea. Evaluation of an algorithm for the treatment of persistent diarrhoea; a multicentre study. Bull World Health Organ 1996;74:479-89.          
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                                                                  APPENDIX

International Centre for Diarrhoeal Disease Research, Bangladesh

                                   Voluntary Consent Form


Title of the Research Project:  Randomized, controlled clinical trial of day-care based and hospitalized management of severe pneumonia in children

Principal Investigator: Dr. Hasan Ashraf

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.


Information for the Study Participant and Consent: Please ask our study staff to explain any words or information you do not understand. If you agree to take part in the study, we will give you a copy of this consent form. 

Introduction: Pneumonia is the leading cause of childhood morbidity and death in many developing countries including Bangladesh, causing about 2 million deaths worldwide each year. Pneumonia is an infection of the lungs, most commonly caused by viruses or bacteria like Streptococcus pneumoniae and Haemophilus influenzae. Depending on the clinical presentation, pneumonia can be classified as very severe, severe or non-severe, with specific treatment for each of them except for antibiotic therapy. Severe and very severe pneumonia require hospitalization for additional supportive treatment such as suction, oxygen therapy and administration of bronchodilator. In Bangladesh, the number of hospital beds is inadequate for admission of all pneumonia cases that require hospitalization; however, it is also important to provide institutional care to those children who cannot be hospitalized due to bed constraints. Provision of appropriate antibiotics and supportive care during the period of stay at established day-care centres could be an effective alternative. The impetus for this study came from the findings of our recently completed study titled “Daycare-based management of severe pneumonia in under-5 children when hospitalization is not possible due to the lack of beds”, ICDDR,B Protocol No. 2002-036. This study successfully managed children (n=251), but it was not a randomized trial and thus direct comparison of the effectiveness of management of severe pneumonia at the day-care centre, essential for building confidence for implementing this management policy, is not possible. 

Purpose of the study: If the day-care based management is found to have comparable effectiveness to that of hospitalized management of severe pneumonia in children then they could be managed at outpatient, day-care set ups reducing hospitalization and thus freeing beds for management of other children who needs hospitalized care. Such management could also be implemented in rural areas of Bangladesh and potentially to other developing countries. This could potentially be a more cost effective intervention and contribute to reduction of under-5 children mortality due to severe pneumonia.
Study Procedures: As your child is suffering from severe pneumonia, s/he has to stay either at the Radda Clinic or the Institute of Child Health and Shishu Hospital (ICHSH). If randomized to receive the day-care management, s/he would stay at the Radda Clinic from 8:00 am to 5:00 pm every day and will receive standard treatment like antibiotics and other supportive cares including fluid and nutrition, oxygen therapy, bronchodilator (oral or by nebulizer). S/he will receive injection ceftriaxone 75-100 mg/kg as a single daily dose for at least 5 days. The same treatment will be provided to the parents/caregivers at 5:00 pm daily for night hours to be taken at home. The same management will continue on a daily basis till substantial improvement of the child’s condition and discharged. If randomized to receive hospitalized management, s/he would stay at the ICHSH overnight from the day of admission till discharge and will also receive standard treatment like antibiotics and other supportive cares. S/he will receive injection ceftriaxone 75-100 mg/kg as a single daily dose for at least 5 days. After discharge from either the day-care clinic or the hospital, children would be followed up every 2 weeks for 3 months at the Radda Clinic. If your child during the treatment at the day-care clinic develops any complication or become sick at night that requires hospitalization, we would arrange that at either the ICHSH or ICDDR,B, Dhaka hospital. 

Benefits: Your child would receive full treatment of her/his illness free of cost for participation into the study, whether at the day-care clinic or at the hospital.

Risks and procedures to minimize them: No major risk is involved for participation into this study. We will perform a chest x-ray for the diagnosis and treatment of severe pneumonia. 

Rights: You are the only person to decide for and against participation of your child into the study. You may refuse enrollment of your child in the study, and may withdraw your consent at any time during the study without showing any reason and without any penalty.

Alternatives: If your child does not participate/withdraw from the study after initial participation, your child would receive the usual routine treatment available at the Radda Clinic/ ICHSH for her/his current as well as future illnesses.

Confidentiality: All the information obtained from your child would be kept confidential and stored in a safe place, under lock and key, and none other than the staff of this study, and regularity authorities such as Ethical Review Committee of ICDDR,B would have an access to this information. The name or identity of your child would not be disclosed while publishing the results of this study.

Compensation: Your child will be treated free of cost but neither you have to pay us nor we would pay you for participation of your child in this study.

Answering parents’/guardians’ questions: You would be able to freely ask questions about the study now, and would also be able to contact the investigators of this study afterwards at the address given below. We would be happy to provide you the update of the health status and x-ray report of your child whenever available.

Parents’/guardians’ Consent: I have read this consent form/the investigators have informed me on the details of the research study. Full and satisfactory answers have also been provided to all of my questions. I have also been told that I would be able to ask questions about the study. 

If you agree to our request for participation of your child into the study, please indicate that by signing or putting your left thumb impression at the specified space below.

Patient’s name:



Patient’s I.D. No:

____________________________

____________________________              _____________

Parent’s Name   
              
 

Parent’s Signature /LTI     


Date 

_____________________________    
________________________________    
____________

Investigator/Representative’s Name     
Investigator/Representative’s Signature
Date

___________________________

________________


____________

Witness’s Name

           

Witness’s Signature


Date

Contact Address of the Investigators

Name:






Telephone Number

Dr. Hasan Ashraf





8811751-60 Ext. 2313

Dr. N. H. Alam





8811751-60 Ext. 2332

Dr. Selina Akhter Jahan
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Avš—R©vwZK D`ivgq M‡elYv †K›`ª, evsjv‡`k

‡¯^”Qv m¤§wZcÎ

M‡elYv cÖK‡íi wk‡ivbvg t wbev©Pb cÖYvjxi gva¨‡g †W-†Kqvi wfwËK Ges nvmcvZvj e¨e¯’vcbvq wkï‡`i gvivÍK wbD‡gvwbqv †iv‡Mi wPwKrmv|

cÖavb M‡elK t Wvt nvmvb Avkivd

[M‡elYvq Aš—©f‚w³ Ki‡Yi c~‡e© M‡elYvq Aš—©f‚w³Kvix‡K M‡elYvi D‡Ïk¨, cÖwµqv Ges M‡elYvi myweav cvIqv I G‡Z †Kvb SzuwK Av‡Q wKbv GBme wel‡q AeMZ Ki‡Z n‡e| M‡elYv cÖwµqv m¤^‡Ü we¯—vwiZ Rvbv‡Z n‡e| †hgb-SzuwK, mgq, myweav-Amyweav BZ¨vw` AskMÖnYKvixi mš—wói Rb¨ Zvi hveZxq cÖ‡kœi DËi w`‡Z n‡e Ges Zv-I Rvbv‡Z n‡e †h AskMÖnY KivUv m¤ú~Y© Hw”QK| wkï‡`i †¶‡Î wcZvgvZv wKsev cÖK…Z AwffveK †_‡K m¤§wZ wb‡Z n‡e| M‡elYvq AskMÖnbKvix Aek¨B bvg mB A_ev e„×vs¸wji Qvc Øviv Zvi m¤§wZ Rvbv‡e|]

M‡elYvq AskMÖnYKvix‡`i Rb¨ Z_¨ Ges m¤§wZ

‡Kvb kã A_ev Z_¨ Avcwb ey‡S bv _vK‡j, Avgv‡`i M‡elYv Kgx©‡`i‡K Zv eY©bv Kivi Rb¨ Aby‡iva Ki“b| Avcwb hw` GB M‡elYvq AskMÖnb Ki‡Z ivwR nb, Zvn‡j Avgiv GB m¤§wZ c‡Îi GKwU Kwc Avcbv‡K cÖ`vb Ki‡ev| 

f~wgKv

evsjv‡`k I Dbœqbkxj †`‡k wbD‡gvwbqv wkï †ivM Ges wkï g„Zz¨i GKwU cÖavb Kvib| mviv we‡k¦ cÖwZeQi 20 j¶ wkï wbD‡gvwbqv †iv‡M g„Zz¨eib K‡i|  wbD‡gvwbqv n‡”Q dzmdz‡mi GKwU msµgb, hv e¨vK‡Uwiqv ev fvBivm Øviv n‡q _v‡K|  †÷ªc‡UvK°vm wbD‡gvwb Ges wn‡gvwdjvm Bbd¬z‡qwÄ bvgK RxevYy Øviv mvaviYZt wkï‡`i wbD‡gvwbqv n‡q _v‡K| wbD‡gvwbqv†K mvaviYZt Lye gvivZ¥K, gvivZ¥K Ges gvivZ¥K bq GB wZb fv‡M fvM Kiv nq Ges Gw›Uev‡qvwUK Øviv wPwKrmv Kiv nq| gvivZ¥K Ges Lye gvivZ¥K wbD‡gvwbqv †ivMx‡K nvmcvZv‡j fwZ© K‡i wPwKrmv Kiv nq| GB mg¯— †ivMx‡K wPwKrmvi Rb¨ mvKkvb, Aw·‡Rb, eª‡¼vWvB‡jUvi, †beyjvBRvi Gi cÖ‡qvRb nq| evsjv‡`‡k gvivZ¥K wbD‡gvwbqvq Avµvš— †ivMxi fwZ©i Rb¨ cÖ‡qvRbxq msL¨K kh¨vi Afve i‡q‡Q| †h mKj wkï‡`i‡K nvmcvZv‡j kh¨vi Afv‡e fwZ© Kiv hvq bv, Zv‡`i‡K cÖvwZôvwbK †mev cÖ`vb Kiv cÖ‡qvRb| cÖwZwôZ †W-‡Kqvi †m›Uv‡i _vKvi mg‡q Gw›Uev‡qvwUK, mvKmvb, Aw·‡Rb BZ¨vw`i e¨e¯’v Kiv‡K nvmcvZv‡j fwZ©i GKwU weKí c×wZ wnmv‡e we‡ePbv Kiv hvq| GB M‡elYvi DcvË  ÔÔweQvbvi Afv‡e nvmcvZv‡j fwZ© n‡Z bv cviv 5 eQ‡ii Kg eq‡mi wkï‡`i †W-‡Kqvi wK¬wb‡K gvivZ¥K wbD‡gvwbqv †iv‡Mi wPwKrmv wk‡ivbv‡gi M‡elYv n‡Z M„wnZ hv AwZ m¤cÖwZ m¤úbœ n‡q‡QÕÕ (ICDDR,B Protocol No. 2002-036)| GB M‡elYvq 251 Rb gvivZ¥K wbD‡gvwbqv †iv‡M Avµvš— wkï‡K mvdj¨RbK fv‡e wPwKrmv Kiv n‡q‡Q| wKš‘ Gi wbe©vPb c×wZ  Randomized Controlled Trial (RCT)  bv nIqvq Avgv‡`i GB bZzb M‡elYv Kivi wm×vš— wb‡Z n‡q‡Q|

M‡elYvi D‡Ïk¨

gvivZ¥K wbD‡gvwbqvq Avµvš— wkï‡`i Dchy³ wPwKrmvi e¨e¯’v †W-‡Kqvi wK¬wb‡K Ges nvmcvZv‡j Zzjbvg~jK fv‡e cÖ‡qvM Kiv n‡e| ZLb nvmcvZv‡ji ewn©wefv‡M Ges cÖwZwôZ †W-‡Kqvi †m›Uv‡i gvivZ¥K wbD‡gvwbqv †ivMx‡K Dchy³ wPwKrmv †`Iqv m¤¢e n‡e| d‡j, nvmcvZv‡j fwZ© n«vm cv‡e Ges Ab¨ †iv‡M Avµvš— wkï‡`i Rb¨ nvmcvZv‡ji kh¨v Aegy³ Kiv m¤¢e n‡e| evsjv‡`k Ges we‡klfv‡e Ab¨vb¨ Dbœqbkxj †`‡ki cj­x GjvKvq GB e¨e¯’vcbv cÖ‡qvM Kiv †h‡Z cv‡i| Bnv m¤¢vebvgq GKwU AwZ mvkªqx cÖ‡qvM, hv gvivZ¥K wbD‡gvwbqv Øviv Avµvš— Abya© 5 eQi eqmx wkï‡`i g„Zz¨i SyuwK Kgv‡bvi Rb¨ we‡kl Ae`vb ivL‡e|

M‡elYvi c×wZ

Avcbvi wkï gvivZ¥K wbD‡gvwbqv †iv‡M fyM‡Q|  Zv‡K ivÇv wK¬wb‡K A_ev wgicyi wkï nvmcvZvj (ICHSH) G fwZ© Kiv n‡e| †W-‡Kqvi e¨e¯’vcbv MÖnb Kivi Rb¨ wbe©vPb Kiv n‡j, wkï‡K ivÇv wK¬wb‡K mKvj 8Uv n‡Z weKvj 5 Uv ch©š— cÖwZw`b Dchy³ Gw›Uev‡qvwUK I Ab¨vb¨ c×wZ †hgb, Aw·‡Rb, eª‡¼vWvB‡jUi, †beyjvBRvi Øviv wPwKrmv Kiv n‡e| †m Aš—Zt 5 w`b ‰`wbK 1Uv K‡i ‡mdUªvqvKRb Bb‡RKkb cv‡e| cÖwZw`b weKvj 5 Uvq GB wPwKrmv e¨e¯’v evox‡Z cÖ‡qvM Kivi Rb¨ cÖ`vb Kiv n‡e| wkïi Ae¯’vi DbœwZ n‡j QywU †`Iqv n‡e| hw` wkï‡K nvmcvZvj e¨e¯’vcbvi Rb¨ wbe©vPb Kiv nq, Zvn‡j nvmcvZv‡j fwZ©i w`b n‡Z nvmcvZvj Qvovi AvM ch©š— Zv‡K wgicyi wkï nvmcvZv‡j _vK‡Z n‡e Ges Dchy³ wPwKrmv †`Iqv n‡e| wkï‡K ‡mdUªvqvKRb Bb‡RKkb cÖwZw`b 1Uv K‡i 5 w`b †`Iqv n‡e| nvmcvZvj A_ev †W-‡Kqvi wK¬wbK n‡Z QywU nIqvi c‡i cieZ©x 3 gvm cÖwZ 2 mßvn ci ci 1 evi K‡i ivÇv wK¬wb‡K follow up Gi Rb¨ wkï‡K wb‡q Avm‡Z n‡e| †W-‡Kqvi wK¬wb‡K wPwKrmvaxb Ae¯’vq hw` wkï iv‡Î Amy¯’¨ nq A_ev Lye RwUj Ae¯’v †`Lv †`q, Zvn‡j Avgiv wkï‡K ICDDR,B K‡jiv nvmcvZvj A_ev wgicyi wkï nvmcvZv‡j (ICHSH) fwZ©i e¨e¯’v Ki‡ev|

myweavw`

Avcbvi wkï hw` GB M‡elYvq AskMÖnb K‡i, Z‡e Zv†K ivÇv wK¬wbK A_ev wgicyi wkï nvmcvZv‡j Zvi Amy¯’Zvi Rb¨ webvg~‡j¨ m¤ú~b© wPwKrmv Kiv n‡e|

SzuwK I SzuwK Kgv‡bvi c×wZ

GB M‡elYvq AskMÖn‡b eo ai‡bi †Kvb SzuwK †bB|  ïaygvÎ mwVK wbD‡gvwbqv wba©vi‡bi Rb¨ wkïi ey‡Ki X-ray Kiv n‡e|

M‡elYvq AskMÖnbKvixi AwaKvi

GB M‡elYvq Avcbvi wkïi AskMÖnb m¤ú~Y© †¯^”Qvg~jK| B”Qv Ki‡j Avcwb Avcbvi wkï‡K GB M‡elYvq Aš—©f~³ Ki‡Z cv‡ib| †Kvb Kvib Ges fZz©wK Qvov M‡elYv PjvKvjxb Ae¯’vq, †h †Kvb mgq Avcwb Avcbvi m¤§wZ cÖZ¨vnvi Ki‡Z cvi‡eb|

weKí e¨e¯’v

M‡elYvq AskMÖn‡bi c‡iI Avcbvi wkï‡K cÖZ¨vnvi K‡i wb‡Z cv‡ib| eZ©gvb A_ev fwel¨r Amy¯’Zvi Rb¨ Avcbvi wkï ivÇv wK¬wbK A_ev wgicyi wkï nvmcvZv‡j cÖPwjZ wPwKrmv myweav cv‡eb|

Z‡_¨i †MvcbxqZv i¶v

Avcbvi wkïi †_‡K cvIqv Z_¨ I djvdj Zvjve× Avjgvix‡Z †Mvcb ivLv n‡e| Gme Z_¨ GB M‡elYvq RwoZ M‡elK I Kg©x Ges wbqš¿bKvix KZ…©c¶ †hgb AvB.wm.wW.wW.Avi.,we.Õi ÓbxwZ ch©v‡jvPbv KwgwUÓ Qvov Ab¨ †KD Rvb‡Z cvi‡e bv| M‡elYvi djvdj cÖKv‡ki mgq †Kv_vI Avcbvi wkïi bvg ev cwiP‡qi D‡j­L _vK‡e bv|

¶wZc~iY
webvg~†j¨ Avcbvi wkïi wPwKrmv Kiv n‡e| Avcbvi wkïi Rb¨ †Kvb A_© LiP Ki‡Z n‡e bv Ges GB M‡elYvq AskMÖn‡bi Rb¨ Avcbv‡KI †Kvb iKg A_© †`qv n‡e bv|

M‡elYvq AskMÖnbKvixi cª‡kœi DËi cÖ`vb

Avcbvi wkïi AmyL A_ev GB M‡elYv mg‡Ü †Kvb cÖkœ _vK‡j Avcwb Zv GLb wKsev cieZ©x‡Z Ki‡Z cvi‡eb| Avcwb PvB‡j cieZ©x‡ZI Avcbvi cÖ‡kœi DË‡ii Rb¨ GB M‡elYvi M‡elK‡`i mv‡_ bx‡Pi wVKvbvq †hvMv‡hvM Ki‡Z cvi‡eb|  Avcwb PvB‡j, Avcbvi wkïi X-ray  wi‡cvU© Avcbv‡K Rvbv‡bv n‡e|

gvZv wcZvi / Awffve‡Ki m¤§wZ

m¤§wZcÎ Avwg c‡owQ| Avgv‡K M‡elYvi Kg©x GB M‡elYvi e¨vcv‡i we¯—vwiZ Rvwb‡q‡Qb| Avgvi mKj cÖ‡kœi m¤ú~Y© Ges m‡š—vlRbK DËi †`Iqv n‡q‡Q| Avgv‡K GI Rvbv‡bv n‡q‡Q †h, cieZ©x‡Z Avwg Avgvi wkïi M‡elYvi e¨vcv‡i cÖkœ Ki‡Z cvi‡ev| 

Avcwb Avgv‡`i M‡elYvq Avcbvi wkïi AskMÖn‡Y m¤§Z _vK‡j AbyMÖn K‡i bx‡Pi wbw`©ó ¯’v‡b Avcbvi ¯^v¶i/evg e„×v½ywji wUcmB w`b|

‡ivMxi bvgt  ----------------------------------
‡ivMxi µwgK b¤^it   ---------------------

ÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑ

ÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑ

ÑÑÑÑÑÑÑÑÑÑÑ

Awffve‡Ki bvg


Awffve‡Ki ¯^v¶i/wUcmwn
                ZvwiL

ÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑ

ÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑ

ÑÑÑÑÑÑÑÑÑÑÑ

M‡el‡Ki/cÖwZwbwai bvg

M‡el‡Ki/cÖwZwbwai ¯^v¶i

      ZvwiL

ÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑÑ
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¯^v¶xi bvg



¯^v¶xi ¯^v¶i


      ZvwiL

M‡el‡Ki mv‡_ †hvMv‡hv‡Mi wVKvbv t

M‡el‡Ki bvg





     ‡Uwj‡dvb b¤^i

Wvt nvmvb Avkivd





8811751 - 60 / 2313

Wvt byi nK Avjg





8811751 - 60 / 2332

Wvt †mwjbv Av³vi Rvnvb
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Detailed Budget for New Proposal

Project Title: Randomized, controlled clinical trial of day-care based and hospitalized management of severe pneumonia in children  

Name of PI: Dr. Hasan Ashraf



Name of Division: Clinical Sciences Division

Amount Funded (direct): US$ 110,713        Total: US$ 146,142

Overhead (32%): US$ 35,428 

Starting Date: 01.01.2006                                    



Closing Date: 31.12.2007

	Personnel
	Effort %
	Salary
	First  Year
	Second      Year                   
	Total

	
	
	
	
	1st  6 m
	2nd  6 m
	

	Dr. Hasan Ashraf, PI
	20%
	1849
	       4,438 
	 2,330
	 2,330
	       9,097 

	Dr. N. H. Alam, Co-Investigator
	5%
	2,524
	       1,514
	   795
	   795
	       3,105

	Dr. Shakil Ahmed, Co-Investigator
	4%
	1147
	          551
	
	
	          551

	Medical Officer, Co-Investigator-1
	100%
	325
	       3,900 
	 1,950
	 1,950
	       7,800 

	Medical Officer, Co-Investigator-1
	100%
	325
	       3,900 
	 1,950
	
	       5,850 

	Sr. Research Assistant-1
	100%
	422
	       5,064
	 2,659
	 2,659
	     10,381 

	Sr. Study Nurse-1
	100%
	270
	       3,240 
	 1,620
	 1,620
	        6,480 

	Research Assistant-1+1
	100%
	205
	       4,920 
	 2,460
	 2,460
	        9,840 

	Study Nurse- 4
	100%
	110
	       5,280
	 2,640
	
	       7,920

	Field Assistant-1
	100%
	170
	       2,040
	 1,071
	 1,071
	       4,182 

	Health Worker- 3 
	100%
	85
	       3,060 
	 1,530
	 1,530
	       6,120 

	Sub Total
	 
	 
	     37,907 
	19,004
	14,414
	     71,325 

	International travel: To disseminate findings at Int. Scien. Conf.
	 
	 
	 
	
	 4,000
	       4,000 

	Sub Total
	 
	 
	 
	
	 4,000
	       4,000 

	Supplies and Materials (Description of items)
	 
	 
	 
	
	
	 

	Medicines
	 
	 
	       2,000 
	 1,000
	
	       3,000 

	Office Supplies
	 
	 
	       1,000 
	   500
	
	       1,500 

	Non-stock supplies
	 
	 
	          300 
	   200
	
	          500 

	Sub Total
	 
	 
	        3,300 
	 1,700
	
	       5,000 

	Other Contractual Services
	 
	 
	 
	
	
	 

	Repair and Maintenance
	 
	 
	          200 
	   200
	
	          400 

	Rent, Communication, Utilities
	
	
	     15,000
	 8,000
	
	     23,000

	Printing & Publication
	 
	 
	          500 
	   200
	
	          700 

	Fax, DHL, E.mail & other utilities
	 
	 
	          400 
	   400
	
	          800 

	Sub Total
	 
	 
	     16,100 
	 8,800
	
	      24,900 

	Interdepartmental Services
	 
	 
	 
	
	
	 

	Patients food
	 
	 
	       1,500 
	  500
	
	       2,000 

	Laboratory Test
	 
	 
	          300 
	  100
	
	          400 

	X-ray
	 
	 
	          500 
	  300
	
	          800 

	Transport
	 
	 
	          500 
	  500
	
	        1,000 

	Sub Total
	 
	 
	       2,800 
	 1,400
	
	        4,200 

	Capital Expenditure
	 
	 
	 
	
	
	 

	Furniture
	 
	 
	          200 
	
	
	          200 

	Sub Total
	 
	 
	          200 
	
	
	          200 

	Equipment
	 
	 
	      
	
	
	        

	Pulse Oximeter-1
	
	           830
	          830
	
	
	          830

	Oxygen cylinder-1
	
	           258
	          258
	
	
	          258

	Sub Total
	
	
	      1,088
	
	
	       1,088

	Direct  Cost
	
	
	     61,325 
	30,904
	18,414
	    110,713

	Indirect cost (32% Overhead)
	 
	 
	      19,646 
	  9,889
	 5,893
	      35,428 

	Total Project Cost
	 
	 
	     81,041 
	40,794
	24,307
	    146,142 


Budget Justifications


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


1.
Salaries of personnel are requested according to the percentage of work of each person involved in the study.

2.
Laboratory costs are estimated as per ICDDR,B, ICHSH and Radda Clinic laboratory charges for each test.

3. Capital expenditure includes cost of items considered to be essential to support the study such as computer, printer and accessories, file cabinet, pulse oximeter, oxygen cylinder, or furniture etc. 

4. Local travel includes the charge for sending the patients to their home. 

5. International travel is requested for dissemination of study findings and other study related matters.

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)


1. Protocol Number: 2002-036; Source: University of Basel, Switzerland and SDC, Switzerland; Amount: US$ 72,000; Duration: 2 years.

2. Protocol Number: 2003-018; Source: University of Basel, Switzerland and SDC, Switzerland; Amount: US$ 76,937; Duration: 1 year.

                          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


(

10.  Detailed Budget 

(



To                        : 






Date: 
11 December 2005

From                    : 

Subject                : 

Revised on: 6th January 2005
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