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PROTOCOL SUMMARY 
The purpose of this project is to: 1) implement a birth defects surveillance system in four hospitals in Kampala, Uganda, and 2) to conduct a nested case-control study to examine the association of maternal use of antiretroviral treatment (ART) and birth defects.

Four hospitals in Kampala, Uganda will be included in the surveillance system.  These four hospitals make up more than 75% of all births in Kampala.  Informative births (live and stillborn) regardless of gestational age that are registered as being born at the four hospitals will be included in the surveillance project. Informative births are those in which the newborn is formed well enough to ascertain whether or not there is a birth defect. Each newborn will be examined as soon as possible after birth. Infant measurements (weight and general condition) will be obtained and all newborns will be examined for major external birth defects by trained midwives.  Newborns with major birth defects will be photographed and the photographs will be used to classify the child’s diagnosis. Mothers will be consented before photographs are taken. As needed, the photos and verbatim descriptions will be sent to birth defects experts at either CDC or  International Clearinghouse for Birth Defects Surveillance and Research (ICBDSR) in Rome, Italy for confirmation of diagnoses and for coding of the birth defect using ICD-10 disease classification criteria. Demographic information, HIV status and obstetric information (parity status, number of pregnancies, live births, presence of physical defects of births of previous children) will be collected for all mothers. 
Every mother of an infant identified with a major external birth defect will be asked to participate in a case-control study.  Three controls will be selected for each case matched on hospital of delivery.  After consenting, each mother will be asked to respond to questions regarding types of medications taken during pregnancy, medical history and more detailed demographic information (educational level attained, socioeconomic status). 
Case reports/case series of rare/uncommon birth defects identified will be written and shared with the scientific community through in publications, conferences and meetings. Consent will be sought from mothers of newborns with rare/uncommon birth defects to do this. 
The surveillance program will provide crucial current data on the baseline prevalence of birth defects in Uganda while the case-control study will allow examination of the possible effects of antiretroviral treatment on infant outcomes. 
BACKGROUND AND SIGNIFICANCE 

Antiretroviral treatment (ART) in pregnancy has reduced the risk of vertical transmission of HIV, and it is therefore recommended that all pregnant women with HIV receive effective regimens to prevent the transmission of HIV to their infants1,2. An early start of treatment in pregnancy is important because it increases the probability of achieving undetectable HIV viral load before the end of pregnancy thereby reducing the risk of transmission3.  However, there have been concerns about the possibility of women on ART at conception or during the first trimester having an increased risk of having an infant with a birth defect. 
The Antiretroviral Pregnancy Registry (APR) was initiated to collect information about major teratogenic effects involving pregnant women who are exposed to antiretroviral therapies.  Data from 1989 – 2013 shows no increased risk of major birth defects of women on ART compared with the general population4.  Although the APR provides reassuring data, the main limitation is that it includes passive case reporting by participating physicians so the true denominator of the mother-infant population from which the newborns with birth defects arise is unknown.
Cohort studies have also been conducted that report more variable rates 5-8. The National Study of HIV in Pregnancy and Childhood and the National Institute of Child Health and Human Development International Site Development Initiative Perinatal Study, a prospective cohort study of HIV-1-infected women and their children conducted at multiple sites in Latin America and the Caribbean, found no difference in abnormality rates by class of ART exposure in the first trimester5,6.  Conversely, the Pediatric AIDS Clinical Trials Group 219 and 219 C found the rate of birth defects higher among children with first trimester efavirenz exposure compared to children without first trimester efavirenz exposure7.  The main limitations of these studies include:  small sample size that didn’t allow for capture of an adequate number of births to assess unexposed and exposed prevalence of these rare defects; birth defect types were not studied individually because of different embryologic origins; birth defects have been inappropriately grouped with other structural birth defects or with non-structural congenital anomalies such as chromosomal abnormalities and syndromes. 

Every year there are an estimated 7.9 million children born with a serious birth defect and 3.3 million of these are children under five years of age who die from their birth defect9.  However, comprehensive, reliable data on birth defects are not available for most developing countries. In many resource-poor settings, the baseline risk of birth defects is not known and monitoring birth defects is difficult or non-existent. Without comprehensive data on birth defects it is difficult to institute comprehensive and effective prevention and care services for these infants.  It is also difficult to evaluate the effect of medications to treat HIV/AIDS, malaria, and tuberculosis used throughout pregnancy on the incidence of adverse birth outcomes.    

There is very limited information on the prevalence of birth defects in Uganda or anywhere in Africa (Table 1).  Structural birth defects were first described in 1961 in a study done in Mulago hospital, where 5.4% of births (n=2068) were identified with a structural birth defect10.  More recently, a prevalence of 20.3 per 1000 births of structural defects was reported in a cohort of women (n= 2365 live births) enrolled in a hospital-based randomized placebo controlled trial determining the effect of helminths on pregnancy and child outcomes11; while Ochieng et al, reported 4.4% prevalence of external birth defects in a cross-sectional study (n=754) at Mulago Hospital, Kampala12. These previous studies had a limited sample size, differences in definitions, and differences in data collection methods. The March of Dimes Global Report on Birth Defects estimates that the prevalence of birth defects is 60.9 per 1000 in Uganda with a prevalence of neural tube defects of approximately 1.3 per 1000 9. 

With the introduction of new drugs into clinical use for the management of HIV, it remains important to collect data of pregnant women to evaluate the prevalence of birth defects. The purpose of this project is to: 1) implement a birth defects surveillance system in four main hospitals in, Kampala, Uganda focusing on major external structural birth defects; and 2) to conduct a nested case-control study to determine if maternal use of cotrimoxazole or ARTs during very early pregnancy is associated with a higher risk of birth defects in newborns.  Results from this study will provide background rates of birth defects in Kampala and provide baseline estimates of maternal medication use to treat HIV/AIDS in pregnancy and the prevalence of major external birth defects.    

Table 1: Available estimated birth defect prevalence in Uganda and United States per 1,000 births
	
	Mulago-Kampala10
	Uganda

March of Dimes9
	Entebbe11
	US Data13

	Total number of births
	2068
	1,222,000
	2365
	National prevalence

	Neural tube defects
	
	1.3
	0.84
	0.24

	Congenital malformations of the eyes
	
	0.3
	
	0.21

	Congenital malformations of the ear
	0.97
	0.5
	
	

	Oral facial clefts
	1.45
	1.4
	
	0.84

	Congenital absence, atresia and stenosis of large intestine
	0.48
	2.8
	
	0.48

	Congenital malformations of genitalia organs
	1.45
	7.5
	2.54
	

	Musculoskeletal defects
    Talipes

    Limb Defects

    Exomphalos

    Gastroschisis
	0.48

0.97
	8.7
	1.69

0.42
	0.28

0.21

0.37


OBJECTIVES

The objectives of this study are:

1 To establish a surveillance system for major external birth defects among all live and still births delivered, or registered as being born, at four hospitals in Kampala:
a. To determine the baseline prevalence of major external birth defects among live and still births of all gestational ages; 
b. To describe the distribution of gravidity, parity, age, and HIV infection of the population of women delivering at these hospitals; 

c. To describe the distribution of birth weight, prematurity and stillbirth among the deliveries at these hospitals; 

d. To compare the prevalence of major external birth defects, prematurity and low birth weight among newborns of HIV-negative women to those of HIV-infected women on ART and HIV-infected women not on ART.
2 To describe maternal risk factors associated with major external birth defects among newborns.
a. To determine if maternal use of cotrimoxazole or ARVs during very early pregnancy is associated with a higher risk of birth defects in newborns.
METHODS
This project consists of two components: 1) implementing a hospital based birth defects surveillance system and 2) conducting a nested-case control study within the surveillance project.  These activities will be conducted at four hospitals with a high volume of deliveries in Kampala, Uganda. The surveillance system will be conducted for at least one month prior to the implementation of the case-control study. A brief summary of the two components is given below.  The details of each component are described in more detail in the following sections of the protocol.
The birth defects surveillance system will include obtaining demographic and basic medical information for all births delivered at the participating hospitals (i.e. total number of informative births, maternal characteristics and infant characteristics). The information obtained is routinely collected by the hospitals through labor and delivery registry records, admission charts and/or antenatal cards or clinic records and will be summarized in the surveillance record. All infants will be examined for external birth defects by trained midwives. All women who deliver a baby with a major external birth defect will be asked if photographs can be taken of their child to help with the diagnosis of the birth defect.  Written informed consent will be obtained before photographs are taken.  
Cases for the case-control study will include all informative births (live and stillborn) regardless of gestational age with birth defects. Three controls will be selected for each case and will be matched based on hospital of delivery. The control newborns will be selected as soon as possible after a case newborn with a birth defect is identified.  All participants who agree to participate in the case-control study will provide written informed consent and be asked to respond to a short questionnaire.    

Rare/uncommon birth defects may be identified in this surveillance system. We shall write case reports/case series of rare birth defects identified and share the information with the scientific community to increase birth defects knowledge and stimulate birth defects research.  Written informed consent will be sought from mothers of newborns with rare/uncommon birth defects to write case reports/case series for publications and presentation at conferences and meetings. 
Birth Defects Surveillance
Study Population

Four hospitals in Kampala, Uganda will be included in this project.  Overall they have approximately 48,000 births annually which make up more than 75% of all births in Kampala.  
The hospitals include:  
1. Mulago Hospital
Mulago hospital is a public hospital administered by the Ministry of Health (MOH) and serves as reference hospital for all MOH health facilities in the country. Mulago offers services ranging from primary prevention and treatment of common diseases to tertiary services in many specialties such as paediatrics, obstetrics and gynecology, internal medicine, neurosurgery and others.  Mulago Hospital has two maternities (Upper and Lower) and the surveillance activities will be implemented first at Upper Mulago and then at Lower Mulago once the system is flowing smoothly in the Upper Mulago maternity. Mulago was chosen due to the high volume of deliveries (more than 30,000 births annually). The births from Mulago represent 38% of the total births of Kampala.  The HIV prevalence among women delivering at the unit is approximately 10%. 

Examination of hospital logbooks at Mulago showed that approximately 60% of the births were to women who received their antenatal care (ANC) and prevention of mother-to-child transmission (PMTCT) care at Mulago Hospital and 33 % to women who received their care in other health facilities in the Kampala area. An estimated 7% were self-referred without previous antenatal care. The most common medical reasons for referral to Mulago included hemorrhage, pre-eclampsia, failure to progress, obstructed labour, previous C-section, multiple pregnancy, high parity and intrauterine fetal death. We have been advised that very few, if any, women are referred to Mulago for delivery because of a prenatal diagnosis of a birth defect. Reason for referral will be documented for each delivery.

Note: Mulago Hospital is currently undergoing major re-construction, and all Mulago maternity services will be transferred to Kawempe general hospital.  During this time, all Mulago staff -including surveillance study staff – will be working at Kawempe health centre.  At Kawempe, the BD surveillance activities will continue as described until construction is completed and all services are transferred back to available at Mulago Hospital.
2. Rubaga Hospital 

Rubaga Hospital is a private Catholic mission not-for-profit hospital. Over ninety percent of women who deliver at the hospital attend ANC/PMTCT at the hospital and bring their ANC/PMTCT cards at the time of delivery. Rubaga has approximately 7000 deliveries annually and the antenatal HIV sero-prevalence is approximately 4.8% (2012 hospital annual report).
3. Nsambya Hospital

St. Francis Hospital Nsambya is a private Catholic mission not-for-profit hospital. Over ninety percent of women who deliver at the hospital attend ANC/PMTCT at the hospital and bring their ANC/PMTCT cards at the time of delivery. In 2012, the hospital registered over 6736 deliveries and the HIV prevalence among women delivering at the maternity unit was 5.1% (2012 hospital annual report). 

4. Mengo Hospital 

Mengo Hospital is a private Anglican mission hospital located in Kampala district. Over ninety percent of women who deliver at the hospital attend ANC/PMTCT at the hospital and bring their ANC/PMTCT cards at the time of delivery. In 2012, the hospital registered approximately 6,000 deliveries and the HIV sero-prevalence among pregnant women attending antenatal care services is approximately 6.2% (2012 hospital annual report).  

Inclusion Criteria
All informative births (live and stillborn) regardless of gestational age that are registered as being born at the four hospitals will be included in the surveillance project. Informative births are those in which the newborn is well formed enough to ascertain whether or not there is a birth defect. For example, macerated newborns/stillbirths are not informative.  Birth defects may be diagnosed at birth, during the newborn hospitalization period, and before discharge from the hospital in order to be included.  It is not possible to due follow up of children born with birth defects that were not diagnosed before discharge from the hospital.

Exclusion Criteria

Infants born out of hospital, at non-participating hospitals, macerated stillbirths, and infants with birth defects diagnosed after discharge from the hospital will be excluded from the study.  Infants born with birth defects in surrounding hospitals, health centers or at home will not be included in the surveillance project. 

Routine Care at Surveillance Hospitals
Currently, pregnant women who are in established labor are admitted to the labor ward throughout the day and night. The women are admitted and triaged at a central location. Demographic information and antenatal history are recorded in the hospital file.  Those who attended ANC/PMTCT at the hospital where they are giving birth will have their ANC/PMTCT information pulled from medical records.  Routine history and examination are done to determine the stage of labor and potential mode of delivery before a mother is admitted. HIV status is established based on documentation on the woman’s ANC/PMTCT card if she attended ANC/PMTCT at another health center or their hospital ANC file.  HIV status is documented in the card or in the file with a code for identifying mothers receiving PMTCT services. These codes are used nationally by all the PMTCT sites to ease referral and are always accompanied by dates when the action is performed.  The codes include:
· * - counselled not tested

· T – tested, results not given

· TR ‑ tested negative, results given?
· TRR‑ tested positive, results given?
· TRRD ‑ tested positive, drug given to mother to take home

· ART-T mother is initiated on ART for treatment (If CD4 < 350 or WHO Stage 3 or 4) on the visit 
· ART-P mother is initiated on ART for prophylaxis. i.e. Option B +  (If CD4 > 350 or WHO Stage 1 or 2) on the visit 
· ART-K  mother is already on ART for her own health prior to the first ANC visit  
· Baby given nevirapine syrup or baby is offered nevirapine syrup

For women whose HIV status is uncertain or unknown an HIV test will be conducted.  The timing of the test depends on the stage of labor i.e. if mother is not yet in established labor, the test will be done after she is registered. If the mother is in established labor or second stage, the test will be conducted after delivery. Women are tested using Determine® HIV-1/2, an easy-to-use, rapid (15-minute) test using a small amount of whole blood collected using a venous stick.  If negative, results will be given to the woman.  If the results are weakly positive or positive, then a second test will be administered - Clearview® HIV 1/2 STAT-PAK® assay (a single use, immunochromatographic test) which uses whole blood from a finger stick.  If these results are negative, the results will be reported back to the woman.  If STAT-PAK is weakly positive then the Uni-Gold Recombigen (TM) HIV rapid HIV test will be used using whole blood from the finger stick.  All the participating hospitals have HIV counseling and testing in the labor ward that is provided on a 24 hour, 7 days a week basis by the midwives and counselors.   
Normal procedure allows for the mother and newborn to rest for one hour before being transferred to the postnatal ward for up to a 24-hour observation followed by discharge. The mother’s information and newborn status are recorded in the delivery register and mother’s file. The information is later transferred to the records office where it is entered into a birth and death registration database by the records staff.  Although the hospital policy indicates that postpartum women and their infants will stay in hospital 24 hours after delivery, they are often discharged earlier because of crowding in the maternity area.
Whenever there is any concern about the infant's health condition, as determined by the midwife, the baby is transferred to the Special Care Nursery according to the hospital guidelines where the newborn is attended by Nursery nurses and doctors. All newborns with birth defects are transferred to the Special Care Nursery for observation and care.  Upon arrival at special care, the infant is triaged and provided with support if necessary. The mother is informed of the baby’s condition and any supportive care that may be required.  If the infant does not require resuscitative support or immediate intervention for the birth defect, s/he is discharged from the special care once clinically stable and feeding well.  The mother is given an outpatient referral for follow-up of the birth defect and any other necessary services prior to discharge.  

Surveillance activities
All newborns will be examined by a trained surveillance midwife within 2 hours of birth - or as soon as is feasible - without interrupting the first breastfeeding. A systematic approach that is “head to toe” and “front to back” will be used to examine every newborn to identify major external birth defects. During this examination, standard measurements will be collected including weight, head circumference, body length and general condition and recorded in the medical record.  Examination of all newborns will be conducted by the surveillance midwife in the presence of the mother/relative where possible in the delivery room. The exam and any measurements and pictures of babies with birth defects may take place in the delivery area or in the Special Care Nursery. All care of newborns with birth defects will be offered the routine special care at the hospital. The surveillance project will not provide any additional services beyond a careful external examination related to the birth defects noted.


Data Collection

All data will be collected using Android-based tablets with paper forms as a back-up. All data collection forms will be programmed using OpenDataKit (ODK), an open source data collection platform. For every newborn born in the four participating hospitals, a surveillance form will be completed by the midwife (Appendix 1).  Each mother/newborn pair will be assigned a unique study identification number that will be generated automatically by the tablets. For multiple deliveries, a form will be completed for each newborn with an extension after the unique identifier indicating order of birth.  For example, for twins the identifier would be xxxx.1 and xxxx.2 with the first number corresponding to the child that was born first and the second number corresponding to the child that was born second. All data entered on the tablet will be encrypted. Only completed forms will be transcribed and transmitted to the main application server. A partially filled form will be saved in the tablets and then will be transmitted only after completion. 
The information will be collected by the surveillance midwife either before delivery if the mother is not yet in established labor or after delivery if the mother is in established labor. Briefly, variables to be collected for this surveillance project include:

1. Mother’s characteristics: 
a. Demographic information (age, tribe, address)
b. Clinic  information (clinic attended, date of first visit, number of visits) 
c. Obstetric history (date of last menstrual period, number of pregnancies, previous births with birth defect)
d. HIV status (HIV positive, current ART regimen)  
2. Infant characteristics:

a. Sex
b. Type of delivery (vaginal, c-section)

c. Date of birth

d. Newborn characteristics
i. gestational age (based on last menstrual period)

ii. birth weight
iii. head circumference

iv. body length

v. birth defects 
3. Birth outcomes

i. live birth

ii. stillbirth (any informative stillbirth, which is defined as one where a birth defect can be identified)

iii. spontaneous abortion (any informative spontaneous abortion, which is defined as one where a birth defect can be identified)

Validation rules will be setup at the time of data entry and an error message will appear on the screen to reconfirm data in case the data falls out of the validation rules. The application will also have skip patterns.

Taking Photographs of Newborns with Birth Defects
Only mothers who deliver a child with a birth defect will be asked if photographs of her child can be taken.  Written consent will be obtained from mothers who agree to participate in the case control study (Appendices 2-4) before the photographs are taken.  Those mothers who do not agree to participate in the case control study will also be asked if study staff can take photographs of their newborn for surveillance purposes and written consent will be obtained before photographs are taken (Appendices 8-10).
Photographs will be taken by the trained surveillance midwife using the Android-based tablet.  Specific instructions on the angles and lighting required will be provided to the midwives as per International Clearinghouse for Birth Defects Surveillance and Research (ICBDSR) Training Program guidelines (see Training section). Photographs will be taken from several views, including a view of the entire fetus or newborn plus several focused views of the birth defect(s).  The data collection software, ODK, will link the photographs of the infant with the mother’s surveillance information. The study ID number will be included in the photographs as a back-up in case the software linking fails. 

Final Diagnosis of Birth Defect and Notification of Results

The photographs will be used to establish or confirm the final diagnosis by ICBDSR and to classify the birth defect based on the ICD-10 code. ICBDSR will send the results to the study team. The study team will review the diagnosis made by the hospital and by ICBDSR.  If the diagnoses are the same no action will be taken.  If the final diagnosis by ICBDSR differs from the preliminary diagnosis made by hospital staff, the study team will contact the mother by phone (Appendix 12), provide this information to her and suggest appropriate follow up for the child if necessary.    

Writing and publishing case reports / case series of newborns with rare birth defects
After complete collection of surveillance and case-control activities, additional consent to write and publish case reports/case series shall be sought from mothers of newborns birth defects considered rare/uncommon at the preliminary diagnosis level. Separate consent forms shall be used for this (Appendix 13, 14 and 15). There will be no specific data collection forms used for the case reports/case series, since the clinical presentation of the rare birth defects will vary. The demographic information and clinical collected during the surveillance and case-controls shall be used to initiate the writing of the case reports.   Surveillance and case-control data of these newborns shall be shared with birth defects experts to advice on additional information needed for case reports/ series write-up. Additional information for the write-ups shall be obtained from the mothers by telephone communications.  


Case Definition for Birth Defects
For this study, the following birth defects will be included:
1. Anencephaly (Q00.0):  A congenital malformation characterized by the total or partial absence of the cranium vault, the covering skin, and the brain missing or reduced to small mass.  Includes craniorachischisis and infants with iniencephaly and other neural tube defects such as encephalocele and open spina bifida, when associated with anencephaly. Excludes acephaly, that is, absence of head observed in amorphous acardiac twins.

2. Craniorachischisis (Q00.1) Craniorachischisis refers to the presence of anencephaly with a contiguous spine defect without meninges covering the neural tissue (rachischisis). It might be limited to the cervical region or affect the entire spine. Newborns with craniorachischisis also might have spinal retroflexion resembling the body habitus of newborns with iniencephaly.   

3. Iniencephaly (Q00.2) Iniencephaly is a rare and complex NTD involving the occiput and inion, resulting in extreme retroflexion of the head variably combined with occipital encephalocele or rachischisis of the cervical and thoracic spine. In iniencephaly, the cranium is always closed. This fact helps to differentiate iniencephaly from cases of anencephaly with spinal retroflexion.
4. Encephalocele (Q01.0-Q01.2, Q01.8-Q01.9):  A congenital malformation characterized by herniation of the brain and or meninges through a defect in the skull.  Encephalocele is not counted when present with spina bifida.
5. Microcephaly (Q02): a congenitally small cranium, defined by an occipito‑frontal circumference (OFC), 3 standard deviation below the age‑ and sex‑appropriate distribution curves. Excludes: microcephaly associated with anencephaly or encephalocele.
6. Spina bifida (Q05.0-Q05.9):  A family of congenital malformation defects in the closure of the spinal column characterized by herniation or exposure of the spinal cord and or meninges thorough an incompletely closed spine.  Includes: meningocele, meningomyelocele, myelocele, myelomeningocele, and rachischisis.  Spina bifida is not counted when present with anencephaly.  Excludes: spina bifida occulta, and sacrococcygeal teratoma without dysraphism. 
7. Anophthalmia (Q11-Q11.1), Microphthalmia (Q11.2):  Apparently absent or small eyes.  Some normal adnexal elements and eyelids are usually present.  In microphthalmia, the corneal diameter is usually less than 10mm, and the antero-posterior diameter of the globe is less than 20 mm.
8. Anotia/Microtia (Q16.0, Q17.2): A congenital malformation characterized by absent parts of the pinna (with or without atresia of the ear canal) commonly expressed in grades (I-IV) of which the extreme form (grade IV) is Anotia, absence of pinna.  Excludes: small, normally shaped ears, imperforate auditory meatus with a normal pinna, dysplastic and low set ears.
9. Cleft palate alone (Q35.1-Q35.9, Q38.5, Q87.0):  A congenital malformation characterized by a closure defect of the hard and or soft palate behind the foramen incisivum without cleft lip.  Includes, submucous cleft palate.  Excludes cleft palate with cleft lip, cleft uvula, functional short palate, and high narrow palate.

10. Cleft lip with or without cleft palate (Q36.0, Q36.9) (Q37.0-Q37.9):  A congenital malformation characterized by partial or complete clefting of the upper lip, with or without clefting of the alveolar ridge or the hard palate.  Excludes midline cleft or upper or lower lip and oblique facial fissure (going towards the eye).
11. Imperforate anus (Q42.3):  A congenital malformation characterized by absence of continuity of the anorectal canal or of communication between rectum and anus, or narrowing of anal canal, with or without fistula to neighboring organs.  The rectum may terminate as a blind sac, with no communication to the colon, or may open to the urethra, bladder, or vagina. Excludes mild stenosis which does not need correction, and ectopic anus.
12. Hypospadias (Q54.0-Q54.3, Q54.8-Q54.9):  A congenital malformation characterized by the opening of the urethra on the ventral side of the penis, distally to the sulcus.  Includes penile, scrotal and perineal hypospadias.  Excludes ambiguous genitalia.
13. Talipes equinovarus/clubfoot (Q66.0, Q66.8):  A complex deformity of the foot, with three basic characteristics: 1) the affected foot points downward (plantar or equine flexion); 2) the toes point inward (adduction of the foot); and 3) the sole is angled inward (varus deformity of the entire foot). The defect varies in severity and can affect one or both feet. This defect has different names in different countries; it is also known as clubfoot.          
14. Limb reduction deficiencies (Q71.0-Q73.8):  A congenital malformation characterized by total or partial absence or severe hypoplasia of skeletal structures of the limbs.  Excludes: mild hypoplasia with normal shape of skeletal parts, brachydactylic, finger or toe reduction directly associated with syndactyly, general skeletal dysplasia and sirenomelia.
15. Exomphalos/Omphalocele (Q79.2):  A congenital malformation characterized by herniation of abdominal contents through the umbilical insertion and covered by a membrane which may or may not be intact.  Excludes gastroschisis, hypoplasia of abdominal muscles, and a skin covered umbilical hernia.
16. Gastroschisis (Q79.3):  A congenital malformation characterized by visceral herniation usually through a right side abdominal wall defect to one side of an intact umbilical cord and not covered by a membrane.  Excludes hypoplasia of abdominal muscles, skin covered umbilical hernia and omphalocele. 

Classification and Coding of Birth Defects
Because The International Classification of Diseases and Related Health Problems (ICD-10) codes lack specificity for some birth defects, an adaptation by the Royal College of Paediatrics and Child Health will be used to code the birth defects.  Coding will only be done by staff  who have been trained on ICD-10 coding.  In the event that a particular defect is difficult to code, coding with be deferred and requested of experts at either CDC or the International Clearinghouse for Birth Defects Surveillance and Research (ICBDSR) in Rome, Italy based on the description of the defect(s) and the photos. The coding of the birth defects done at the hospital will be verified by the ICBDSR birth defects program manager who will assign the final diagnosis code. All birth defects where there is a question of diagnosis and/or classification will be verified by ICBDSR. In addition, the photographs may be used for training purposes for this surveillance.  
The following codes will be used for this surveillance project:
· Congenital malformations of the central nervous system
· Neural tube defects:

· Anencephaly (Q00.0)

· Craniorachischisis (Q00.1)

· Iniencephaly (Q00.2)

· Encephalocele (Q01.0-Q01.2, Q01.8-Q01.9)
· Microcephaly (Q02)
· Spina bifida (Q05.0-Q05.9)
· Congenital malformations of eyes 

· Anophthalmia (Q11-Q11.1)
· Microphthalmia (Q11.2)
· Congenital malformations of ear 

· Anotia/Microtia (Q16.0, 17.2 )
· Oral facial clefts

· Cleft palate alone (Q35.1-Q35.9,Q38.5,Q87.0)
· Cleft lip alone (Q36.0, Q36.9)
· Cleft lip with cleft palate (Q37.0-Q37.9) 
· Congenital absence, atresia and stenosis of large intestine

· Imperforate anus (Q42.3)
· Congenital Malformations of Genital Organs 

· Hypospadias (Q54.0-Q54.3, Q54.8-Q54.9)
· Malformations of the musculoskeletal system including

· Talipes equinovarus/clubfoot (Q66.0, Q66.8)
· Limb reduction deficiencies (Q71.0-Q73.8)
· Exomphalos/Omphalocele (Q79.2)

· Gastroschisis (Q79.3)

Estimated Number of Cases
The four hospitals included in this surveillance project have approximately 48,000 births annually. The time period for this surveillance project is approximately 4 years during which period we would expect to capture approximately 192,000 births.  Assuming a birth defects prevalence range of 1.3 per 1000 birth for central nervous system defects to 8.7 per 1000 births  for musculoskeletal defects (Table 1), we would expect 250 – 1613 infants born with each major external birth defect during this time period. 
Nested Case-Control Study

The case-control study will enroll mothers of newborns with birth defects as cases and mothers of newborns without birth defects as controls.  Each eligible mother will be asked if she would be willing to participate in the case-control study. After consenting, each mother will be asked to respond to a short list of questions.  

Case Selection
A case newborn will be defined as any newborn  identified in any of the four surveillance hospitals during the study time period with any birth defect listed above. 

Control Selection

Newborns without birth defects will serve as controls for the nested case-control study.

Control newborns will be selected using incidence density sampling (IDS; i.e. they will be selected as soon as possible after a case newborn with a birth defect is identified). Three control newborns will be selected for each case from the surveillance cohort. Controls will include  newborns of women who meet the study criteria (i.e., give birth at the surveillance hospital where the newborn with a birth defect was identified). Mothers of newborns that do not have a birth defect will be asked if they want to participate in the study after they have given birth and the midwife has examined the newborn and classified the child as not having a birth defect.   


Matching

Cases and control will be identified and matched on the respective hospital where the delivery occurred. All cases and controls will be hospital matched. Information regarding the number of cases identified will be obtained from the birth defects surveillance system on a daily basis and controls will be selected from women presenting for delivery the same day and continuing until three controls are identified and consent to participate in the study.   

Informed Consent
All participants (case mothers and control mothers) will provide written informed consent to participate in the case-control study (Appendices 2-7). Although the age of majority in Uganda is 18, parental consent will not be sought because pregnant girls and women less than 14 -17 years of age are considered emancipated minors and do not need parental consent, according to the 2014 UNCST guidelines.  We will seek parental consent (Appendices 3 and 6) for mothers <14 years of age. After obtaining parental consent, we will then seek assent (Appendices 4 and 7) from mothers < 14 years of age. Case and control mothers will be asked to consent to respond to a short questionnaire and case mothers will be asked to allow photographs to be taken of their child.  Consent forms will be available in English and Luganda and a Certificate of Translation will be obtained. Each participant will be offered a copy of the consent form. 

Refusals
Information on case mothers and control mothers who decline to join the study will be documented so that a response rate can be calculated.  

Data Collection
All participants (cases and controls) will be asked to respond to a short questionnaire (Appendix 11) which will collect information regarding their HIV status, types of medications taken during pregnancy, and medical history.  Participants will be shown pictures of various medications and combination of medications to facilitate ascertainment of specific medication use. The participant’s medical records will also be reviewed if available during the admission. Antenatal and ART records will be reviewed for all HIV positive women to verify collected information regarding treatment regimen where feasible. The questionnaire will take approximately 30 minutes to complete and will be completed by the midwife.  

Sample Size

The four hospitals included in this surveillance project have a total of approximately 48,000 births annually. The time period for this surveillance project is 4 years during which period we would expect to capture approximately 192,000 births.  Assuming a prevalence range of 1.3 – 8.7 per 1000 births for each major external birth defect (Table 1), we would expect 250 – 1613 infants born with each major external birth defect during this time period.  
The number of cases needed in order to detect varying odds ratio estimates with confidence type 1 error rate 0.05 (α) and power (1-β) of 80% are given in Table 2 assuming 10% exposure among controls. Using a 1:3 case-control ratio, this study aims to enroll a minimum of 213 cases per category of birth defect (i.e. congenital malformations of the central nervous system; congenital malformations of eyes; congenital malformations of ear; oral facial clefts; congenital absence, atresia and stenosis of large intestine; congenital malformation of genital organs and malformations of the musculoskeletal system) and 639 controls in order to detect an odds ratio of 1.9 
Table 2: Number of cases needed to detect varying odds ratio estimate  

with a Type 1 error rate of 0.05 (α) power (1-β) of 80% and a case control ratio of 1:3;
	Odds ratio
	Cases
	Controls

	1.5
	588
	1764

	1.6
	426
	1278

	1.7
	326
	978

	1.8
	259
	777

	1.9
	213
	639

	2.0
	179
	537


( calculated using http://sampsize.sourceforge.net/iface/s3.html
DATA MANAGEMENT AND ANALYSIS 
Once all data are collected on a specific electronic form, the surveillance midwife will click the “Finish” button and the encrypted data will be sent to a secure server located in the MUJHU office. The date and time will automatically be recorded for each record. Each record will be reviewed by the data manager/assistant data manager on a daily basis and any inconsistencies will be resolved as quickly as possible.  In case of loss of Internet connection, the data will be transmitted to the server once Internet connectivity is restored. On a weekly basis, the data manager will crosscheck the data in the database with the log books to make sure there are no missing records.  If paper forms are used, completed forms will be collected daily by authorized surveillance personnel and stored in a locked file cabinet.  These forms will be taken to the data room at the MUJHU research house for data entry. Once the forms have been data entered, the surveillance form will be stored in a locked file cabinet. 
All electronic data collection forms will be transferred into a central server maintained and secured by the MUJHU research team at Mulago Hospital.  To ensure patient confidentiality, both the paper and electronic data collection tools will only be handled by authorized surveillance personnel who are directly involved in data management and analysis.  For analysis, key identifiers will be removed from the analytical database and be password protected. The data will be exported to STATA statistical program for analysis as comma separated version (CSV) file format for analysis. 
The overall data management will be supervised by the program manager.  The central database will be set up and located at MUJHU Research Collaboration data center and managed by the data manager. The program manager, data manager and assistant data manager will have access to the data and will ensure the completeness, accuracy, safety, and confidentiality of the data. Permission to access the data for use will require authorization from the PI, program manager or designee. All data will be kept for at least five years after completion of the project in accordance with local regulation.
Quality control/quality assurance

All records collected for the surveillance portion of this study will be reviewed by the Data Manager on a daily basis to check for completeness.  The number of records will be compared to the delivery register on a daily basis and with the birth and death certificates on a weekly basis.    If a birth was missed in the surveillance system, information will be abstracted from existing records, the reason for missing the record will be determined and the study process will be revised if necessary. In addition, antenatal and ART records will be reviewed for all HIV positive women to verify collected information regarding treatment regimen. For those that received antenatal care outside the four surveillance hospitals, a sample of records will be reviewed.  Feedback will be provided to staff on a regular basis to keep them informed of the progress and to identify and rectify any problems with the system. The database provides for checking for duplicate cases.
Overall, real time quality control will be done for all data collected for this project (i.e. the surveillance portion and the case-control study).  A secondary QA/QC will be conducted by a research assistant/data manager on a weekly basis.  Any inconsistencies found will be given to the project manager who will review the study file and fill in the missing information when available.  Feedback on the study progress, missing information etc. will be given to all study staff on a regular basis. At the beginning of the study the feedback will be given more regularly (daily), then weekly, then monthly.  Weekly progress reports will be generated to assess missing data and to identify any issues related to data collection. Quality assurance will include weekly comparison of total number of registered births with numbers of examined newborns. 
Protection of computerized files

All data collected for this project will be protected in confidential computer files.  The following safeguards will be implemented to protect files so that the accuracy and the confidentiality of the data can be maintained at all times:

· All personal identifiers that are on the tablets will be encrypted.  

· Computer files containing programs, documents, or confidential data will be stored in computer systems that are protected from accidental alteration and unauthorized access.  Computer files will be protected by password systems controlled sharing, and routine daily backup procedures.  
· Password protection will impose user name and password log in requirements to prevent unauthorized access.  Each user name will be assigned limited access rights to files and directories at varying levels to control file sharing.  

· Whenever practical, electronic data files will not contain names or other personal identifiers other than the identification number. 

· Photographs of birth defects are de-identified and will only contain the mother’s study ID.

· In addition to these guidelines, staff will comply with the data security and storage agreement of their assigned hospital.
Data Analysis

Data analysis for this study will be conducted in two phases: 1) prevalence of birth defects and other adverse infant health outcomes from the birth defects surveillance activities and 2) nested case-control analysis.  The data analysis plan for each method is described below.
Birth Defects Surveillance Analysis

Descriptive statistics of the population included in the surveillance project will be generated including maternal characteristics and infant characteristics (Appendix 13).  This includes the distributions of birth weight, parity, maternal age, maternal use of antiretroviral therapies and other medication used during early pregnancy as well as distributions of prematurity and stillbirth. In addition, information regarding basic demographic information of those individuals who refused to participate in this study will be examined.

Prevalence will be calculated for each major birth defect by aggregating the number of unduplicated hospital case newborns as the numerator, and the total number of hospital live births and stillbirths as the denominator. An infant or fetus with multiple birth defects will be counted as a separate case for each defect.  Prevalence will be expressed per 10,000 births (live and stillbirths) and described in respect to the different maternal characteristics using the following formula: 
Number of live or stillbirths with birth defect during four year time period   X 10,000
Number of live births and stillbirths during four year time period
Table X:  Prevalence estimates 
	Condition
	# of Cases
	Prevalence estimate
(95% CI)

	Anencephaly
	
	

	Spina bifida
	
	

	Encephalocele
	
	

	Craniorachischisis
	
	

	…
	
	


Maternal age-specific, maternal tribe-specific and infant sex prevalence estimates will also be calculated using the following formula:

Number of cases with birth defect in group X during four year time period     X 10,000
Number of live births and stillbirths in group X during four year time period

Table X:  Prevalence of birth defect X by maternal age

	Maternal Age (years)
	# of Cases
	# of births
	Prevalence* (95% CI)

	< 20
	
	
	

	20 – 29
	
	
	

	30 – 39
	
	
	

	>40
	
	
	



*cases per 10,000 births
The prevalence of adverse birth outcomes including preterm birth, low birth weight, and stillbirths will be described using all unduplicated cases of small for gestational age (SGA) live births and stillbirths as the numerator and all live births and stillbirths during the surveillance period as the denominator.
Number of (SGA or still births) cases during four year time period     X 10,000
Number of live births and stillbirths during four year time period
Confidence intervals (CI) for each prevalence estimate will be calculated using a Poisson distribution since it is assumed that the number of cases will be small (<30).  Comparison of the difference of prevalence estimates will be done using Fischer’s exact chi square test for proportions that may be very small. Fischer’s P value of <5% will be interpreted as significant differences. 
Nested Case-Control 
This analysis will utilize information obtained from both the case newborns and the control newborns.  Each category of birth defect will be analyzed separately (i.e. congenital malformations of the central nervous system; congenital malformations of eyes; congenital malformations of ear; oral facial clefts; congenital absence, atresia and stenosis of large intestine; congenital malformation of genital organs and malformations of the musculoskeletal system).  The same controls will be used for each category of birth defect.  If there is more than a 1:3 case:control ratio, all controls will be used in the analysis for that specific birth defect.

For each category of birth defect, mothers and newborns in case and control groups will be described bydemographic characteristics such as age and HIV status.  Descriptive statistics will include frequencies and percentiles to characterize distributions of the categorical variables; and means, standard deviations, and ranges of values to characterize distributions of continuous variable data.  The information utilized for this analysis will be obtained from the questionnaire (Appendix 11).
Exposures ascertained in the questionnaire will be dichotomized as present or absent among the cases and controls.  It will then be determined if there is a crude disease-exposure association by estimating the odds ratio for each 2 x 2 table.  Next, the presence or absence of an association will be examined by adjusting for potential confounding variables (e.g. use of folic acid during pregnancy) to determine if the magnitude of the odds ratio is increased or diminished by this adjustment.  

In order to explore the individual and joint effects of a number of potential risk factors on the risk of disease, conditional logistic regression analysis will be utilized.  The dependent variable will be the presence or absence of a birth defect.  Factors potentially related with risk of a birth defect will be evaluated as potential confounders and will be adjusted for in regression modeling. Effect measure modification will also be evaluated.

TRAINING

A four day training will be conducted for all staff involved in this project (new and current hospital midwives working in the labor wards and doctors at the hospital).  The training course will be based on the Training Program on Surveillance and Prevention of Birth Defects and Preterm Births developed by the ICBDSR and Birth Defects Surveillance: Establishing a Surveillance Program developed by CDC’s Center for Birth Defects and Developmental Disabilities.  The ICBDSR course is an intensive, theoretical and practical course that blends knowledge and practice in a skill-based workshop. The primary goal is to help countries promote primary prevention and the health of children with birth defects by developing and strengthening surveillance activities, developing expertise, building technical capacity, and promoting international cooperation.

The overarching goal of the ICBDSR Training Program is to provide participants with the knowledge and skills to begin or strengthen a surveillance mechanism for birth defects. The program is intensive and demanding, and includes a web-based pre-course module. The program covers:

· Overview of birth defects and preterm births (recognition and proper diagnosis)
· Birth defects surveillance: introduction, logic model, case studies 
· Newborn exams

· Method of taking photograph of birth defects

· Method of describing birth defects to be included
· Data collection (tools, variables, completion, timelines, validation/quality control)

· Classification and coding 

· Data management and analysis 

· Quality improvement: initial, ongoing, common pitfalls, tips 

· Metrics and population impact 

· Presenting findings and disseminations
The CDC facilitator’s guide and the photo atlas will also be used in conjunction with the ICBDSR Training Program. The implementation of the surveillance system will begin after the training has been completed.  Instructors of the training course will be available during this period to assist staff with all aspects of the surveillance including data collection, newborn exam, and classification of birth defect. 

ETHICAL CONSIDERATIONS
This birth defects surveillance program and case-control study will comply with local and international regulations in regard to Good Clinical Practice, Human Subjects Protection, institutional review board guidelines and the Office of Human Research Protections (OHRP).  Prior to initiation, the protocol will be reviewed by the Joint Clinic Research Center (JCRC) Institutional Review Board, Uganda National Council for Science and Technology (UNCST), CDC IRB and the participating hospitals’ Research Ethics committees, where required. The consent forms will be translated and submitted for IRB approval. Both the surveillance staff and relevant hospital staff will be trained in confidentiality and Basic Human Subjects Protection to ensure a high level of ethical conduct. 
Informed consent procedures
Informed consent/assent for taking photographs only, will be sought from mothers of newborns with birth defects who participate in only the surveillance component of the project (Appendices 8, 9 and 10). 
Informed consent for writing case reports and or case series will be sought from mothers of newborns with rare or uncommon birth defects (Appendices 13, 14 and 15)
Informed consent/assent for taking photographs and participating in the case-control study will be obtained from mothers of newborns with birth defects who meet the case control eligibility criteria (Appendices 2, 3 and 4). Consent from mothers identified as appropriate controls for the case-control study will also be obtained (Appendices 5, 6 and 7).  
Informed consent will be obtained from all mothers 14 years and older (in English or Luganda). Parental consent will not be sought for teen age mothers to participate because pregnant girls between 14-17 years of age are considered emancipated minors in Uganda and do not require parental consent to participate in a research study, according to the 2014 UNCST guidelines. However, we will seek parental consent (Appendices ,36 and 14) for mothers <14 years. After obtaining parental consent, we will then seek assent (Appendices 4, 7 and 15) from mothers < 14 years of age. The consent forms will explain the study procedures and study staff will be available to answer any questions the mother may have.  
The consent forms include a description of the voluntary nature of their participation, as well as potential risks and benefits of participation. A copy of the informed consent will be provided to all participants. A Certificate of Translation will be obtained for all consent forms.
Informed consent will be obtained by the surveillance midwife or other approved study staff using paper forms.  Completed informed consent forms (ICFs) will be given to the Nurse Coordinator for review and filed in a double locked cabinet.  At the end of each shift, the Nurse Coordinator will give all completed ICFs to the study coordinator. The study coordinator will review all the ICFs and ensure that the correct version of the consent form was used; the subject, witness, and surveillance midwife (or other approved study staff) have properly dated the consent form; and all sections have been completed appropriately. If any sections of the ICF are filled out incorrectly, or are incomplete, the study coordinator will return them to the Nurse Coordinator on duty for revision. The study coordinator will be responsible for taking all completed ICFs to the Regulatory Affairs Coordinator/designee at MUJHU on a weekly basis.  Quality Control personnel will review each ICF for completeness, accuracy, and regulatory compliance prior to being filed and kept in a locked study file cabinet/cupboard.
Risks

There are no anticiapted risks. Mothers of newborns identified with birth defects may experience psychological stress about the event.  Counseling and care related to the birth defect will be provided to the family prior to discharge by hospital staff according to normal hospital procedures. 
Benefits
There are no anticipated benefits to participants in this study.  The surveillance program is intended to strengthen the examination of newborns at delivery in the existing hospitals through detailed examination of all newborns. The newborns with birth defects may benefit from accurate timely identification of their birth defects when referred for appropriate care and intervention according to normal hospital guidelines.  A preliminary diagnosis will be given to the mother before discharge from the hospital. Once the final diagnosis of the birth defect is confirmed by ICBDSR it will be will be reported back to the surveillance team. Mothers will receive further notification by phone, only if the final diagnosis defers from the initial diagnosis (Appendix 12). 
Confidentiality

All study staff will receive training in ethical protection of study participants. Study training will emphasize the importance of keeping all study data strictly confidential. Patient identifiers will be collected during the study period in order to avoid duplicates, link surveillance data with photographs and the case-control questionnaire. However, no identifying information will be maintained in the final electronic study database. All electronic databases will be encrypted and password protected to ensure confidentiality. Access to electronic data will be restricted to select team members who will also have to undergo the ethics training and signed a confidentiality agreement. If any paper forms are used, they will be stored in locked cabinets in locked offices of the healthcare facility while data collection is ongoing; informed consent forms will be stored in a separate locked cabinet.   All electronically collected data will be encrypted and password protected.
Data ownership, sharing, and governance

Throughout the study – as well as afterwards - the data will be stored electronically and will be de-identified before storage.  This also includes the photographs of the newborns with birth defects.  These photographs will be taken with the tablet and will immediately be part of the record for that specific woman.  The photographs will not include any identifying information when they are taken nor will they have any identifying information when they are stored.  In addition, all paper forms (such as consent forms) will be destroyed as per Uganda guidelines after five years.

Standard operating procedures (SOPs) will be developed for this study.  The SOPs will be kept in the essential documents binder for the study therefore ensuring that if there is a change of staff that this information will be reviewed with the new staff person.  The data management SOP will clearly state that the data are to be de-identified before being electronically stored and will clearly outline the process for de-identification and destruction of any paper forms collected during this study.  The SOP will also include the length of time the data will be kept, it will reference the appropriate regulations and will state who is responsible for the data. All SOPs for this study must be reviewed and approved by the Science Office at CDC Division of Global HIV/AIDS before study implementation.
Data generated under this project will be kept with MUJHU and a de-identified dataset will be shared with collaborators at CDC.  The resources developed through the project, including standard operating procedures, data collection tools, etc. may be shared with the scientific community.  
CHALLENGES AND LIMITATIONS
The occurrence of birth defects is relatively rare therefore the program will need to examine large numbers of newborns to establish a true estimate of the prevalence in the facilities. In this surveillance project, midwives will be given additional duties including completing the surveillance form for all women delivering at the participating hospitals, taking photographs of newborns identified with  birth defects, and administering a short questionnaire to the mothers. This may increase the workload of midwives in the maternity wards.  We propose to hire surveillance staff to aid the existing midwives in the participating facilities, where feasible, to avoid additional burden placed on the existing hospital personnel. The surveillance staff will work with the hospital midwives to ensure that newborns are examined and included in the surveillance.   They will work together with the hospital midwives to examine the newborns and cover all shifts 24 hours a day and 7 days a week.  They will be rotated on a need basis, depending on the number of deliveries on each ward.  The midwives will be trained on the surveillance proposal including the case control study, the newborn examination, and types of birth defects.  They will be supervised by the respective nurse coordinator at each site. In addition, standardization of the external examination by trained midwives will control for variation of skill and knowledge about birth defects. Some defects are not obvious or occur in multiples and may pose a challenge in a busy clinical setting. To confirm a definitive diagnosis, narrative descriptions of birth defects will be written and photographs of the defect will be taken. These will be  reviewed by a team of experts at CDC Atlanta and ICBDSR in Rome to further confirm the classification of the defect(s). However, some mothers may not give consent to photographs for various reasons, therefore an illustration of the defect will be drawn by the study staff and the case will still be included in the surveillance project.  The written narrative description is extremely important for all case newborns, and especially for those whose mothers do not give permission for photographs.
A limitation of the surveillance project and case-control study is that they are hospital based and not population-based.  Therefore, the results are not representative of the population of Uganda.  
MANAGING ADVERSE EVENTS

The participants involved in the surveillance activities and case-control study involve women who are pregnant and ready to deliver their child.  Study staff will be the midwives and other hospital staff who have contact with these individuals as part of their normal job duties.  For the purposes of this study, the midwives will interact with these women when they complete the surveillance form, take pictures of infants with birth defects and complete information for the case-control study.  This study does not include an intervention and will not interfere with normal hospital care and treatment that is provided to these women during their stay. If a woman has a medical problem before, during or after their delivery, or if they deliver an infant with a birth defect, have a stillborn infant or die from childbirth, the hospital will provide regular care to these women.  This study will not interrupt regular activities at the hospitals but will only collect information and take photographs of infants with birth defects.  This study will not be involved with, nor modify in any way, the medical care received by women delivering at the participating hospitals. 

Possible unanticipated problems that might occur during the conduct of this study include breach of confidentiality, inclusion of ineligible subjects or a breach in study procedures.   Staff involved with this project will be trained to prevent these situations and regular monitoring of study activities will be conducted to identify any irregularities. In the event that any project materials or equipment (tablets, paper forms, etc.) are lost or stolen, study staff will immediately inform the PI who will then contact CDC.  Information will be obtained regarding the loss or breach occurring and as to whether any materials containing identifying information were included. A written statement of the events surrounding the loss of confidential data will be submitted to the PI within two business days.

The respective IRB’s  will be notified by email within 2 business days of becoming aware of the incident and the appropriate forms will be filed by the PI. Appropriate changes to the protocol will be implemented if necessary.
STUDY TIMELINE
Data collection for the birth defects surveillance and case-control study will be conducted over a four year period. The key activities include protocol development, ethical approvals/clearance, and training of study staff, implementation and case-control study closure, data analysis and dissemination of results.  A detailed timeline is included in Appendix 14. The investigators and sponsors hope that after PEPFAR funding for the project is terminated the MOH will find a way to continue support for birth defects surveillance in these Kampala hospitals.
DISSEMINATION PLAN
Reports and publications of collected data will be presented in aggregate form, except for rare/uncommon birth defects where consent to publish case reports/case series was obtained. The names or other identifiers of participating individuals will not be presented in any publication.  Reports will be written so that no person may be individually identified, even indirectly. Results will be disseminated locally to the participating hospitals, key stakeholders, and the Ministry of Health through continuing medical education (CMEs) and workshops. Results from this study will also be presented at national, regional, and international meetings, and submitted to international peer-reviewed journals as applicable.
STUDY MONITORING

As the study sponsor, the CDC may conduct monitoring or auditing of study activities to ensure the scientific integrity of the study and to ensure the rights and protection of study participants.  Monitoring and auditing activities may be conducted by:

· CDC staff (“internal”)

· authorized representatives of CDC (e.g., a contracted party considered to be “external”)

· both internal and external parties

Monitoring or auditing may be performed by means of on-site visits to the Investigator’s facilities or through other communications such as telephone calls or written correspondence.  The visits will be scheduled at mutually agreeable times, and the frequency of visits will be at the discretion of CDC.  During the visit, any study-related materials may be reviewed and the Investigator along with study staff should be available for discussion of findings.

The study may also be subject to inspection by regulatory authorities (national or foreign) as well as the International Ethics Committees/Institutional Review Boards to review compliance and regulatory requirements.
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Appendix 1: Data Collection Form for Birth Defects Surveillance 
	Hospital

	Lubaga        Mengo           Nsambya          Mulago  Upper       Mulago Lower     
 5C        Annex          Private                                                                    

	Mother:  ANC #______________ /NA           PMTCT #:_____________ /NA         ART #:___________/NA  Other identification #: _______ IP #:_______ Unique ID #:_______

	Mother’s name:   (Surname/Family Name)___________________  
First name______________________________

	Father’s  Surname/Family name: ___________________ 

First name____________________________ 

	Tribe: Ganda               Soga            Ankole                       Other: _____________   Village/LC1:______________________                            


	Maternal Information

	Mother’s age: (completed years)____ or   Mother’s date of birth: ___/___/_____  (day/month/year)    

	Date of first ANC visit: ___/___/_____   (day/month/year)          Unknown  


	LNMP: ___/___/_____   (day/month/year)                                    Unknown          

Received antenatal care:  Yes             No         
If yes,  How many times:___  and where:_____________________ 

	Was the mother referred to this hospital for delivery of this pregnancy:   

             Yes             No           
If yes, specify reason for referral below:

             Self-referral           Hypertension         Obstructed labour         
             Febrile illness    Antepartum Haemorrhage      Others specify _________

	Obstetric history:
Total number of previous pregnancies:_____________

     Live births: _____            Stillbirths:______        Spontaneous abortions: ______

     Twin pregnancy:_____   Triplet pregnancy:____

	Past pregnancies affected with a birth defect: Yes     No     N/A   Unknown 
If yes,  specify which pregnancy(ies) (birth order):______ 

       Specify birth defect (s) for each affected pregnancy:_____________________________ 
       Unknown 
       Year(s) when it happened:__________ (yyyy)   or    Unknown 


	Mother’s HIV status:  HIV- Positive          HIV- Negative       Unknown       

If positive, specify if on ART :  Yes        No          

What ART Regimen is she currently on?   

TDF/3TC+EFV            TDF/3TC+NVP             AZT/3TC+NVP           AZT/3TC+EFV       TDF/3TC+ATV/r           others  specify  ______________________________
If yes, date when ART started: ___/___/_____   (day/month/year)    
ART information from:  Mother’s ANC card    Mother’s self-reported       

	Fetus/Infant Information (complete one form for each infant)

	Date of birth: ___/___/____
                     (day/month/year)                           
	Type of delivery:  Vaginal         C-Section 
Did mother have any delivery complication: Yes    No 
Delivery complications: Breech  Nuchal cord   Other      If other, please specify:________

	Sex:      Male                  Female             Unclear               Weight (grams): _________
Head circumference (cm):​​​​                 Body length (cm): _________  

Gestational age  (Use completed weeks): ______

Best estimation: LMP _________  ultrasound _______  other__________

	Outcome at birth:                                                                     

Live birth                                       Stillbirth                    Spontaneous abortion 

	Was this a multiple birth:  Yes         No        
if yes, specify timing:  1st Born        2nd Born      3rd Born    

	Did the infant die after delivery, and before discharge:     Yes            No    Date of death: ___/___/___


	Born with a birth defect:  Yes          No              If No, skip to comments section              


	Infant Examination for MAJOR EXTERNAL BIRTH DEFECTS

	Central nervous system:      
	Orofacial clefts:

	· Anencephaly
	· Cleft lip

	· Craniorachischisis
	· Cleft palate

	· Iniencephaly
	· Cleft lip and palate

	· Encephalocele (with and without hydrocephalus)
	Malformations of digestive system and genital organs

	· Microcephaly
	

	· Spina bifida with hydrocephalus
	· Imperforate anus 

	· Spina bifida without hydrocephalus
	· Hypospadias 

	· Malformations of eye and ear:
	Musculoskeletal:          

	· Anophthalmia
	· Talipes equinovarus / Clubfoot 

	Microphthalmia
	· Reduction defects of the limb(s) 

	· Anotia
	· Exomphalos (omphalocele)

	· Microtia
	· Gastroschisis

	· Other, specify______________________________________________________________________________


	Has the mother given consent to taking photograph of the child?     Yes           No     

	Photograph taken (newborns with BD only):   Yes           No           N/A
Mother’s phone number:                                                                           


	List all birth defects present (starting with major defects)
	Full Description of Defect (including location, size etc.)
	ICD-10 code

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


	Comments 

	


	Was the Birth Defect Confirmed?  Yes          No    

If yes, Doctor’s signature:________________________ and date: ___/___/_____   (day/month/year)   

	Completed by:_________________________ Date of Report: ___/___/_____   (day/month/year)   

	QC initials: ____________________________Date of Report: ___/___/_____   (day/month/year)   

	


Appendix 2: Consent form – cases
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Research Participant Information and Consent Form for Infants with Birth Defects 
(For mothers 14 years and above) 
Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:             

1. Why is this study being done?

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study of children born with birth abnormalities. Birth abnormalities occur in about three out of every 1000 babies, but the causes of most birth abnormalities are not known.  Birth abnormalities can be prevented only if these causes are understood.  
2. What is the purpose of this research?  

The purpose of this research is to find out how many babies are born with birth abnormalities.  We will also try to understand the possible causes of birth abnormalities. 
3. What will happen if you join this study?

You are being asked to join the study because your child has been identified as having a birth abnormality. If you agree to take part we would like to take photographs of your child and ask you some questions. You don’t have to do both parts of the study if you don’t want to.  You can still join the study and only participate in one part. We may also review your medical records to make sure that the information we are recording is correct.
If you agree, the study staff will take the photographs of your child. The photographs will be used by experts to confirm the type of birth abnormality your child has. Taking photographs should take about 10 minutes. The photographs will be included in the study file.  Only the study staff will have access to these photographs. The study team will only contact you by phone if the type of birth defect confirmed by the experts is different from what you were told in the hospital.
If you agree to take part in the study you will be asked to answer some questions. The questions will take about 30 minutes or so.  You will be asked questions about your pregnancies, your health (including medicines taken before and during the first three months of pregnancy), family history, routine activities, and whether you work.  Some of the questions ask about HIV status.  You may find it difficult to discuss your pregnancy.  The questions cover many topics because we don’t know what causes most birth abnormalities.  You may choose not to answer these questions or stop the interview at any time.
4. What risks are involved in this study?

There are a few risks to you if you are in this study.  Mothers of newborns  with a birth abnormality may experience stress.  Counseling and care related to the birth abnormality will be provided to the family prior to discharge by hospital staff according to normal hospital procedures.
If you are HIV positive, when people see the study staff asking you questions, they may question whether  you or your child are HIV infected. However, all women giving birth at this hospital will be asked to respond to some questions.  Every effort will be made by the study staff to protect you and your child’s privacy.
5. What are the benefits in joining this study?

There are no benefits to being in this study.  Having your child’s picture taken may help to confirm the kind of birth abnormality your child has.  Newborn babies with birth abnormality will be referred for appropriate care and treatment according to normal hospital procedures.
6. Do you have to pay anything for being in this research?

No. You do not have to pay for being in this study. 
7. Will you be paid for taking part in this study?

No. You will not receive any payment for taking part in this study.
8.
Can you leave the research study before it ends?

Yes. Your decision to agree to take part in this study is completely voluntary. If you agree to join the study, you have the right to withdraw at any time.  If you choose not to answer the questions it will not affect your care at (name of hospital). You can stop taking part in this study at any time.  Your care and treatment will be the same no matter what you decide. 

9. Confidentiality:
  Just like when you talk to your doctor, everything you tell us will be kept private.  Any information with your name on it will be kept in a locked area. Only study staff with permission will be able to look at this information. The photograph will not have your name on it. A summary of the study results will be printed in a report.  In the study report you will not be identified by your name.
As the study sponsor, CDC may monitor or audit study activities. The reason for this would be to make sure that the study is being done the way it is supposed to be done. It would also make sure that your rights and health are protected. Your personal medical information will be kept confidential.
10. Whom should you call if you have questions about this research?

If you want to know more about this research, or you have any research related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541 044. 
If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Centre, Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.
WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance

I have read and/or have been told what the study is about.  I have been asked to allow my child’s photographs be taken and to answer questions about myself and my pregnancy.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is my choice and that I can leave at any time.   I freely give my consent to participate in this study.  I voluntarily request that I be included in this study.      

Please tick:
____​​​​________ Yes     _____________ No     I allow photographs to be taken of my child 
____________  Yes     _____________ No     I allow questions to be asked about my pregnancy

___________________________             ________________________ 
      ___________

Participant’s Name (Print)                         Participant’s signature                       Date

                                                                       Or Thumb Print                 
For study participants who can’t read or write: 
I attest that the information contained in this written consent form has been read and explained to the participant. The purpose, procedures, risks and benefits of the study have been explained to her and she has voluntarily accepted to take part in this study.

For those placing thumbprint only: 
I attest that the participant who states that her name is_______________________________.
Has placed her thumb print on this Consent form of her free will on this day of______________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

 Name (Print)                                                Signature   Or Thumb Print                  Date                               
Witness to consent process (For all participants):
______________________         _____________________        __________________

Witness to Consent process               Witness’ signature                      Date

Name (Print)
Study staff obtaining consent: 
I have explained the purpose of this study to the participant and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

___________________________                  _______________________        _______________

Name of person obtaining consent     

Signature                                          Date

(Print)
Flesch-Kincaid 7.7
Appendix 3: Parental consent form - Cases
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Parental Consent Form for Infants with Birth Defects born to Mothers under 14 years of age

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:            
1. Why is this study being done?

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study of children born with birth abnormalities. Birth abnormalities occur in about three out of every 1000 babies, but the causes of most birth abnormalities are not known.  Birth abnormalities can be prevented only if these causes are understood.  

2. What is the Purpose of this research?  

The purpose of this research is to find out how many babies are born with birth abnormalities.  We will also try to understand the possible causes of birth abnormalities. 

3. What will happen if you join this study?

You are being asked to allow your daughter and grandchild to join the study because your grandchild has been identified as having a birth abnormality and your daughter is under 14 years of age. If you agree, we would like to take photographs of your grandchild and ask your daughter some questions. You don’t have to agree to both parts of the study if you don’t want to.  Your daughter and or grandchild can still join the study and only participate in one part. We may also review your daughter’s medical records to make sure that the information we are recording is correct.

If you agree for your grandchild to be in this study, the study staff will take the photographs of your grandchild. The photographs will be used by experts to confirm the type of birth abnormality your grandchild has. Taking photographs should take about 10 minutes.    The photographs will be included in the study file.  Only the study staff will have access to these photographs.  

If you agree for your daughter to take part in the study, she will be asked to answer some questions. The questions will take about 30 minutes or so.  Your daughter will be asked questions about her pregnancies, her health (including medicines taken before and during the first three months of pregnancy), family history, routine activities, and whether she works.  Some of the questions ask about HIV status.  She may find it difficult to discuss her pregnancy.  The questions cover many topics because we don’t know what causes most birth abnormalities.  She may choose not to answer these questions or stop the interview at any time.

4. What risks are involved in this study?

There are a few risks to your daughter if she is in this study.  Mothers of newborns  with a birth abnormality may experience stress.  Counseling and care related to the birth abnormality will be provided to the family prior to discharge by hospital staff according to normal hospital procedures.

If she is HIV positive, when people see the study staff asking her questions, they may question whether she or her child are HIV infected. However, all women giving birth at this hospital will be asked to respond to some questions.  Every effort will be made by the study staff to protect her and your grandchild’s privacy.

5. What are the benefits in joining this study?

There are no benefits to being in this study.  Having your grandchild’s picture taken may help to confirm the kind of birth abnormality your grandchild has.  Newborn babies with birth abnormality will be referred for appropriate care and treatment according to normal hospital procedures. 

6. Do you have to pay anything for being in this research?

No. Your daughter will not have to pay for being in this study. 

7. Will you be paid for taking part in this study?

No. Your daughter will not receive any payment for taking part in this study.

8.
Can you leave the research study before it ends?

Yes. Your decision to agree to let your daughter take part in this study is completely voluntary. If you agree that she and your grandchild can join the study, you have the right to withdraw at any time.  If she chooses not to answer the questions it will not affect her care at (name of hospital). Your daughter and grandchild can stop taking part in this study at any time.  Their care and treatment will be the same no matter what you decide. 

9. Confidentiality:

  Just like when you talk to your doctor, everything you tell us will be kept private.  Any information with her name on it will be kept in a locked area. Only study staff with permission will be able to look at this information. The photograph will not have her name on it. A summary of the study results will be printed in a report.  In the study report she will not be identified by her name.
As the study sponsor, CDC may monitor or audit study activities. The reason for this would be to make sure that the study is being done the way it is supposed to be done. It would also make sure that her rights and health are protected. Her personal medical information will be kept confidential.
10. Whom should you call if you have questions about this research?

If you want to know more about this research, or you have any research related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541 044. 

If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Centre Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________


Statement of Acceptance:

I have read and/or have been told what the study is about.  I have been asked to allow my grandchild’s photographs to be taken and to allow my daughter to answer questions about herself and her pregnancy.  

I have been given a chance to ask questions and I feel that my questions have been answered.  I know that my daughter and grandchild being in this study is my choice and that they can leave at any time.   I freely give my consent for my daughter and grandchild to participate in this study.  I voluntarily request that they be included in this study.      
Please tick:
____​​​​​​​​​​____  Yes     _______No     I allow photographs to be taken of my grandchild

________  Yes     _______ No     I allow questions to be asked about my daughter’s pregnancy

_______________________            _____________________ 
      ___________

Parent’s Name (Print)                Parent’s signature                       Date

                                                          Or Thumb Print                 

For individuals who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent. The purpose, procedures, risks and benefits of the study have been explained to her and she has voluntarily accepted to take part in this study.

For those placing thumbprint only: 

I attest that the parent who states that his/her name is_______________________________.

Has placed his/her thumbprint on this Consent form of his/her free will on this day of______________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)
______________________  _____________________        __________________

Witness to Consent process               Witness’ signature                      Date

Name (Print)
Study Staff obtaining Consent: 

I have explained the purpose of this study to the parent and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

________________________     __________________        _______________

Name of person 


          Signature

               Date                                          

obtaining consent     



(Print)

Flesch-Kincad:  8.0

Appendix 4: Assent form - Cases
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Assent Form for Case Mothers < 14 years of age to participate in case-control study 

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration
Date:

1. Introduction

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) invite you to be in a research study.  Please ask questions if there is anything you don’t understand. 

2. Why is this study being done?  

The purpose of this research is to try to understand the possible causes of birth abnormalities. You are being asked to join the study because your child has been identified as having a birth abnormality.

3. What do you want me to do if I decide to be in this study? 
If you agree to take part we would like to take photographs of your child and ask you some questions. You don’t have to do both parts of the study if you don’t want to.  You can still join the study and only participate in one part. We may also review your medical records to make sure that the information we are recording is correct.

4. How long will you need me in this study? 
The time will not be long. Taking photographs should take about 10 minutes. The photographs will be used by experts to confirm the type of birth abnormality your child has.

You will also be asked some questions. The questions cover many topics because we don’t know what causes most birth abnormalities. The questions will take about 30 minutes or so
5. What risks are involved in this study?

There are a few risks to you if you are in this study.  You may get some stress when we ask you some questions.    You may choose not to answer these questions or stop the interview at any time.

6. What are the benefits in joining this study?

There are no benefits to being in this study.  Having your child’s picture taken may help to confirm the kind of birth abnormality your child has.  
7.
Do I have to be in this study?

No you do not have to be in the study if you do not want to join. If you agree to take part, you can stop at any time.  Your care will be the same no matter what you decide. 
8. Who should I call if I have questions about this study?

If you have any questions, you can ask me or your (parent).  You can also call the doctors running this study: Dr. Philippa Musoke or Dr. Linda Barlow-Mosha.  They can be reached at telephone number 0414541 044 

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance:

I was told about the study. I asked questions. I had my questions answered. I want to be in the study. 

_______________________            _____________________ 
      ___________

Participant’s Name (Print)                Participant’s signature                       Date

                                                          Or Thumb Print                 

For study participants who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the participant. The purpose, procedures, risks and benefits of the study have been explained to her and she has voluntarily accepted to take part in this study.

For those placing thumbprint only: 

I attest that the participant who states that her name is_______________________________, has placed her thumbprint on this consent form of her free will on this day of _______________________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to assent process (For all participants)
______________________  _____________________        __________________

Witness to Assent process          Witness’ signature                      Date

Name (Print)
Study staff obtaining assent: 

I have explained the purpose of this study to the participant and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

________________________     __________________        _______________

Name of person 


          Signature

               Date                                          

Obtaining Assent     



(Print)

Flesch-Kincad:  6.0

Appendix 5: Consent form – controls
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Research Participant Information and Consent Form for Infants without Birth Defects 
(For mothers 14 years and above)
Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:             

1. Why is this study being done?

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study of children born with birth abnormalities. Birth abnormalities occur in about three out of every 1000 babies, but the causes of most birth abnormalities are not known.  Birth abnormalities can be prevented only if these causes are understood.  
2. What is the Purpose of this research?  

The purpose of this research is to find out how many babies are born with birth abnormalities.  We will also try to understand the possible causes of birth abnormalities. 
3. What will happen if you join this study?

You are being asked to join the study because your child was born without a birth abnormality. If you agree to take part in this study you will be asked to answer some questions. The questions will take about 30 minutes or so.  You will be asked questions about your pregnancies, your health (including medicines taken before and during the first three months of pregnancy), family history, routine activities, and whether you work.  Some of the questions ask about HIV status.  You may find it difficult to discuss your pregnancy.  The questions cover many topics because we don’t know what causes most birth abnormalities.  You may choose not to answer these questions or to stop the interview at any time. We may also review your medical records to make sure that the information we are recording is correct.
4. What risks are involved in this study?

There are a few  risks to you if you are in this study.  If you are HIV positive, when people see the study staff asking you questions, they may question whether that you or your child are HIV infected. However, all women giving birth at this hospital will be asked to respond to some questions.  Every effort will be made by the study staff to protect you and your child’s privacy.
5. What are the benefits in joining this study?

There are no benefits to being in this study.  
6. Do you have to pay anything for being in this study?

No. You do not have to pay for being in this study. 
7. Will you be paid for being in this study?

No. You will not receive any payment for participating in this study.
8. Can you get out of the study before it ends?

Yes. Your decision to agree to take part in this study is completely voluntary. If you agree to join the study, you have the right to withdraw at any time.  If you choose not to answer the questions it will not affect your care at (name of hospital). You can stop taking part in this study at any time.  Your care and treatment will be the same no matter what you decide. 
9. Confidentiality:
Just like when you talk to your doctor, everything you tell us will be kept private.  Any information with your name on it will be kept in a locked area. Only study staff with permission will be able to look at this information. A summary of the study results will be printed in a report.  Individuals will not be identified in the report. In the study report you will not be identified by your name.
As the study sponsor, CDC may monitor or audit study activities. The reason for this would be to make sure that the study is being done the way it is supposed to be done. It would also make sure that your rights and health are protected. Your personal medical information will be kept confidential.
10. Whom should you call if you have questions about this study?

If you want to know more about this study, or you have any study related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541 044. 
If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Centre Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.
WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance
I have read and/or have been told what the study is about.  I have been told that I will be asked questions about my pregnancy.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is my choice and that I can leave at any time.   I freely give my consent to participate in this study.  I voluntarily request that I be included in this study.      

Please tick:
___________  Yes     _________ No     I allow questions to be asked about my pregnancy

___________________________             ________________________ 
      ___________

Participant’s Name (Print)                         Participant’s signature                       Date

                                                                       Or Thumb Print                 
For study participants who cannot read or write: 
I attest that the information contained in this written consent form has been read and explained to the participant. The purpose, procedures, risks and benefits of the study have been explained to her and she has voluntarily accepted to take part in this study.

For those placing thumbprint only: 
I attest that the participant who states that her name is__________________________________.
Has placed her thumbprint on this Consent form of her free will on this day of_____________________
Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)
___________________________  _____________________        __________________

Witness to Consent process               Witness’ signature                               Date

Name (Print)

Study staff obtaining consent: 
I have explained the purpose of this study to the participant and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

___________________________                  _______________________        _______________

Name of person obtaining consent     

Signature                                          Date

(Print)
Flesch-Kincad:  7.7
 Appendix 6: Parental Consent form – controls
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Parental Consent Form for Infants without Birth Defects 
(For mothers under 14 years of age)
Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:             

1. Why is this study being done?

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study of children born with birth abnormalities. Birth abnormalities occur in about three out of every 1000 babies, but the causes of most birth abnormalities are not known.  Birth abnormalities can be prevented only if these causes are understood.  
2. What is the Purpose of this research?  

The purpose of this research is to find out how many babies are born with birth abnormalities.  We will also try to understand the possible causes of birth abnormalities. 

3. What will happen if you join this study?

You are being asked to allow your daughter and grandchild to join the study because your grand child was born without a birth abnormality and your daughter is under 14 years of age. If you agree, we would like to ask your daughter to answer some questions. The questions will take about 30 minutes or so.  Your daughter will be asked questions about her pregnancies, her health (including medicines taken before and during the first three months of pregnancy), family history, routine activities, and whether she works.  Some of the questions ask about HIV status.  She may find it difficult to discuss her pregnancy.  The questions cover many topics because we don’t know what causes most birth abnormalities.  She may choose not to answer these questions or to stop the interview at any time. We may also review her medical records to make sure that the information we are recording is correct.

4. What risks are involved in this study?

There are a few  risks to you if she is in this study.  If she is HIV positive, when people see the study staff asking her questions, they may question whether she or her child are HIV infected. However, all women giving birth at this hospital will be asked to respond to some questions.  Every effort will be made by the study staff to protect her and your grandchild’s privacy.
5. What are the benefits in joining this study?

There are no benefits to being in this study.  
6. Do you have to pay anything for being in this study?

No. Your daughter does not have to pay for being in this study. 
7. Will you be paid for being in this study?

No. Your daughter will not receive any payment for participating in this study.
8. Can you get out of the study before it ends?

Yes. Your decision to agree to let your daughter take part in this study is completely voluntary. If you agree that she and your grandchild can join the study, you have the right to withdraw at any time.  If she chooses not to answer the questions it will not affect her care at (name of hospital). She can stop taking part in this study at any time.  Her care and treatment will be the same no matter what she decides. 
9. Confidentiality:
Just like when you talk to your doctor, everything she tells us will be kept private.  Any information with her name on it will be kept in a locked area. Only study staff with permission will be able to look at this information. A summary of the study results will be printed in a report.  Individuals will not be identified in the report. In the study report she will not be identified by her name.
As the study sponsor, CDC may monitor or audit study activities. The reason for this would be to make sure that the study is being done the way it is supposed to be done. It would also make sure that her rights and health are protected. Her personal medical information will be kept confidential.
10. Whom should you call if you have questions about this study?

If you want to know more about this study, or you have any study related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541 044. 
If you have questions related to her rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Centre Research and Ethics Centre.  You can contact him at telephone number 0414 270 622 or 0414 270 283.
WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance

I have read and/or have been told what the study is about.  I have been asked to allow my daughter to answer questions about herself and her pregnancy.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that my daughter and grandchild being in this study is my choice and that they can leave at any time.   I freely give my consent for my daughter and grandchild to participate in this study.  I voluntarily request that they be included in this study.      

Please tick:
____  Yes     ____ No     I allow questions to be asked about my daughter’s pregnancy.
___________________________             ________________________ 
      ___________

Participant’s Name (Print)                         Participant’s signature                       Date

                                                                       Or Thumb Print                 
For study participants who cannot read or write: 
I attest that the information contained in this written consent form has been read and explained to the parent. The purpose, procedures, risks and benefits of the study have been explained to her/him and she/he has voluntarily accepted to take part in this study.

For those placing thumbprint only: 
I attest that the parent who states that her/his name is__________________________________.

Has placed her thumbprint on this Consent form of her/his free will on this day of_____________________
Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)
___________________________  _____________________        __________________

Witness to Consent process               Witness’ signature                               Date

Name (Print)

Study staff obtaining consent: 
I have explained the purpose of this study to the parent and have answered all of her/his questions to the best of my knowledge; she/he understands the purpose, procedures, risks and benefits of this study.

___________________________                  _______________________        _______________

Name of person obtaining consent     

Signature                                          Date

(Print)
Flesch Kincad: 7.7
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Assent Form for Control Mothers < 14 years of age to participate in case-control study 

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration
Date:

1. Introduction

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) invite you to be in a research study.  Please ask questions if there is anything you don’t understand. 

2. Why is this study being done?  

The purpose of this research is to try to understand the possible causes of birth abnormalities. You are being asked to join the study because your child was born without a birth abnormality.

3. What do you want me to do if I decide to be in this study? 
If you agree to take part we would like to ask you some questions. You don’t have to be in the study if you don’t want to. We may also review your medical records to make sure that the information we are recording is correct.
4. How long will you need me in this study? 
The time will not be long. You will be asked some questions. The questions cover many topics because we don’t know what causes most birth abnormalities. The questions will take about 30 minutes or so.
5. What risks are involved in this study?

There are a few risks to you if you are in this study.  You may get some stress when we ask you some questions.    You may choose not to answer these questions or stop the interview at any time.

6. What are the benefits in joining this study?

There are no benefits to being in this study.    

7.
Do I have to be in this study?

No you do not have to be in the study if you do not want to join. If you agree to take part, you can stop at any time.  Your care will be the same no matter what you decide. 

8. Who should I call if I have questions about this study?

If you have any questions, you can ask me or your (parent).  You can also call the doctors running this study: Dr. Philippa Musoke or Dr. Linda Barlow-Mosha.  They can be reached at telephone number 0414541 044 

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance:

I was told about the study. I asked questions. I had my questions answered. I want to be in the study. 

_______________________            _____________________ 
      ___________

Participant’s Name (Print)                Participant’s signature                       Date

                                                          Or Thumb Print                 

For study participants who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the participant. The purpose, procedures, risks and benefits of the study have been explained to her and she has voluntarily accepted to take part in this study.

For those placing thumbprint only: 

I attest that the participant who states that her name is_______________________________, has placed her thumbprint on this consent form of her free will on this day of _______________________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)
______________________  _____________________        __________________

Witness to Assent process          Witness’ signature                      Date

Name (Print)
Study staff obtaining assent: 

I have explained the purpose of this study to the participant and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

________________________     __________________        _______________

Name of person 


          Signature

               Date                                          

Obtaining Assent     



(Print)

Flesch Kincad: 5.7
Appendix 8: Consent form for photographs during surveillance  
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Participant Information and Consent Form for Photographing of newborns with Birth Defects 

(For mothers 14 years and above) 

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research     Collaboration

Date:             

1. Why are we seeking permission to photograph your child?
(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study to estimate the number of children born with birth abnormalities and to accurately diagnose the types of defects. Knowing the correct number of babies born with defects and the different types of birth abnormalities helps to properly plan for their care. 

You are being asked for permission to take a photograph of your child because your child has been identified as having a birth abnormality. 
If you agree, to have a photograph of your baby taken the photographs will be used by experts to confirm the type of birth abnormality your child has. Taking photographs should take about 10 minutes. The photographs will be included in the study file.  Only the study staff will see these photographs. The study team will only contact you by phone if the type of birth defect confirmed by the experts is different from what you were told in the hospital.

2. What risks are involved in taking the photographs?

There are a few risks to you and your baby. If you accept to take the photographs, the session will be done in privacy and photographs will only be shared with study staff. Mothers of newborns  with a birth abnormality may experience stress.  Counseling and care related to the birth abnormality will be provided to the family prior to discharge by hospital staff according to normal hospital procedures. Every effort will be made by the study staff to protect you and your child’s privacy.
3. What are the benefits of taking the photographs?
There are no direct benefits to accepting to take your child’s photographs.  However, having your child’s picture taken may help to confirm the kind of birth abnormality your child has.  Newborn babies with birth abnormalities will be referred for appropriate care and treatment according to normal hospital procedures.
4. Do you have to pay anything?

No. You do not have to pay anything for taking the photographs. 
5. Will you be paid?

No. You will not receive any payment for accepting to take your child’s photographs.
6.
Can you stop the photograph taking session before it ends?

Yes. Your decision is completely voluntary. If you give permission to take your child’s photographs, you have the right to withdraw the permission at any time during the photography session. Your decision will not affect the care you receive at (name of hospital). Your care and treatment will be the same no matter what you decide. 
7. Confidentiality:
All photographs will be locked in a secure place and will only be shared with study staff. The photographs will not have your name or your child’s name on them.  The photographs may appear in study related reports, presentations or publications.  The photographs will not be identified by your name or your child’s name. As the study sponsor, CDC may monitor or audit study activities. The reason for this would be to make sure that the study is being done the way it is supposed to be done. It would also make sure that your rights and health are protected. 
8. Whom should you call if you have questions about this research?

If you want to know more about this research, or you have any research related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541044. 
If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Center, Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.
WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance

I have read and/or have been told what the study is about.  I have been asked to allow my child’s photographs to be taken. I have been given a chance to ask questions and I feel that my questions have been answered.  I freely give my consent to take photographs of my child. 

Please tick:

____​​​__________ Yes     _____________ No     I allow photographs to be taken of my child

___________________________             ________________________ 
      ___________

Participant’s Name (Print)                         Participant’s signature                       Date

Or Thumb Print             
For Parents/guardians who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent/guardian. The purpose, procedures, risks and benefits have been explained to her/him and she/he has voluntarily accepted to the photography of her/his child.

For those placing thumbprint only: 

I attest that the participant who states that her name is_______________________________.

Has placed her thumbprint on this Consent form of her free will on this day of______________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________ (relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)
______________________  _____________________ __________________

Witness to Consent process               Witness’ signature                      Date

Name (Print)

Study staff obtaining consent: 
I have explained the purpose of taking the photographs to the parent/guardian and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of taking the photographs.

___________________________  _______________________  _______________

Name of person obtaining consent     

Signature                                          Date

(Print)
Flesch-Kincaid 7.7
Appendix 9: Parental consent form for photographs during Surveillance 
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Parental Consent Form for Photographing of Newborns with Birth Defects born to Mothers under 14 years of age

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:            
1. Why are we seeking permission to photograph your grandchild?
(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study to estimate the number of children born with birth abnormalities and to accurately diagnose the types of defects they are born with.   Accurate estimation and proper categorization of birth abnormalities helps to properly plan for their care.   

You are being asked for permission to take photographs of your grandchild because your grandchild has been identified as having a birth abnormality and your daughter is under 14 years of age. 

If you agree, the photographs will be used by experts to confirm the type of birth abnormality your grandchild has. Taking photographs should take about 10 minutes.    The photographs will be included in the study file.  Only the study staff will have access to these photographs.  

2. What risks are involved in taking the photographs?

There are a few risks to your daughter and grandchild if you accept to take the photographs. The photograph taking session will be done in privacy and photographs will not be shared with non-study staff.
Every effort will be made by the study staff to protect your daughter  and your grandchild’s privacy.
3. What are the benefits of taking the photographs?

There are no direct benefits to accepting to take your child’s photographs.  Having your grandchild’s picture taken may help to confirm the kind of birth abnormality your grandchild has.  Newborn babies with birth abnormalities will be referred for appropriate care and treatment according to normal hospital procedures. 
4. Do you have to pay anything?

No. You or your daughter will not have to pay for taking the photographs of her child. 

5. Will you be paid?

No. You or your daughter will not receive any payment for accepting to take photographs of her child.

6.
Can you stop the photograph taking session before it ends?

Yes. Your decision is completely voluntary. If you give permission to take your grandchild’s photographs, you have the right to withdraw at any time of the photography session.  Your decision will not affect their care at (name of hospital).  Their care and treatment will be the same no matter what you decide. 

7. Confidentiality:

All photographs will be locked in a secure place and will only be shared with study staff. . The photographs will not have your daughter’s name or your grandchild’s name on it. The photographs may appear in study related reports, presentations or publications.  The photographs will not be identified by your name or your child’s name. 

As the study sponsor, CDC may monitor or audit study activities. The reason for this would be to make sure that the study is being done the way it is supposed to be done. It would also make sure that your daughter’s rights and health are protected. 
8. Whom should you call if you have questions about this research?

If you want to know more about this research, or you have any research related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541 044. 

If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Centre Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________


Statement of Acceptance:

I have read and/or have been told what the study is about.  I have been asked to allow my grandchild’s photographs to be taken.  

I have been given a chance to ask questions and I feel that my questions have been answered.  I know that accepting to take photographs of my grandchild is my choice and that they can stop it at any time.   I freely give my consent to take photographs of my grandchild.      

Please tick:
_________ Yes     _________ No     I allow photographs to be taken of my grandchild

_______________________            _____________________ 
      ___________

Parent’s Name (Print)                
Parent’s signature                       
Date

                                                         
 Or Thumb Print                 

For individuals who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent. The purpose, procedures, risks and benefits have been explained to her and she/he has voluntarily accepted to the photography of her/his grandchild.

For those placing thumbprint only: 

I attest that the parent who states that his/her name is_______________________________.

Has placed his/her thumbprint on this Consent form of his/her free will on this day of______________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________ (relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)
______________________  _____________________        __________________

Witness to Consent process               Witness’ signature                      Date

Name (Print)
Study Staff obtaining Consent: 

I have explained the purpose of this study to the parent and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

________________________     __________________        _______________

Name of person 


          Signature

               Date                                          

obtaining consent     



(Print)

Flesch-Kincad:  8.0
Appendix 10: Assent form for photographs during surveillance
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Assent Form for Case Mothers < 14 years of age for Photographing of newborns with Birth defects 

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration
Date:

1. Introduction

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) request for permission to photograph your newborn baby.  Please ask questions if there is anything you do not understand. 

2. Why do we want to take pictures of your baby?  

 You are being asked for permission to take pictures of your baby because your child has been identified as having a birth abnormality. CDC and MUJHU are conducting a study to count and classify birth abnormalities. The number of abnormalities in a classification will help to properly plan for health care services. The pictures will be used confirm and classify the abnormality. 
If you agree, taking photographs of your child will not be long. Taking photographs should take about 10 minutes. The photographs will be used by experts to confirm the type of birth abnormality your child has.

3. What risks are involved in taking the photographs?

There are a few risks to you and your baby if you accept to take the photographs.    The photograph taking session will be done in privacy and photographs will not be shared with other people not working on this study.
4. What are the benefits of taking pictures?

There are no direct benefits to being in this study.  Having your child’s pictures taken may help to confirm the kind of birth abnormality your child has.  

5.
Do I have to agree?

No, you do not have to agree, if you do not want to. If you agree to take the pictures, you can change your mind at any time.  Your care will be the same no matter what you decide. 

6. Who should I call if I have questions?

If you have any questions, you can ask me or your parent.  You can also call the doctors running this study: Dr. Philippa Musoke or Dr. Linda Barlow-Mosha.  They can be reached at telephone number 0414-541044. 

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance:

I was asked for permission to take pictures of my baby. I asked questions. I had my questions answered. I want pictures of my baby to be in taken. 

_______________________            _____________________ 
      ___________

Participant’s Name (Print)                Participant’s signature                       Date

                                                          Or Thumb Print                 

For study participants who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent. The purpose, procedures, risks and benefits have been explained to her and she has voluntarily given permission to take pictures of her baby.
For those placing thumbprint only: 

I attest that the parent who states that her name is_______________________________ has placed her thumbprint on this consent form of her free will on this day of _______________________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________ (relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

Participant’s Name (Print)                         Participant’s signature                       Date

                                                                       Or Thumb Print                 
Witness to consent process (For all participants)
______________________  _____________________        __________________

Witness to Assent process          Witness’ signature                      Date

Name (Print)
Study staff obtaining assent: 

I have explained the purpose of taking pictures to the parent and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

________________________     __________________        _______________

Name of person 


          Signature

               Date                                          

Obtaining Assent     



(Print)

Flesch-Kincad:  6.0
 Appendix 11:  Data Collection Form for Case-Control Study
Did the mother agree to participate in the case control study? Yes        No        
	Hospital:     Lubaga            Mulago  Lower         Mulago  Upper        Nsambya          Mengo  
 5C        Annex          Private                                                                                            

	Mother:  Passport #: _______ _______       ANC #: __________         PMTCT #: _________        ART #: _________   Other identification #: _______ IP #:_______ Unique ID #:_______

	Mother’s Surname/Family name: _________________________ 
First name:______________________________


	INTRODUCTION SCRIPT

	During this interview we will be asking many questions about the time from the month before pregnancy (have pregnancy calendar populated with calendar month corresponding to the month before pregnancy (b1) based on LNMP or best estimate) through (have pregnancy calendar populated with calendar month corresponding to the third month of pregnancy (P3)) the third month of pregnancy.


	Maternal Information

	Mother’s marital status:  Married    Single     Divorced     Widow    Don’t know    Refused to answer 

	Mother’s phone number (Case Only):                                                                       

	Nationality:  Uganda    Other   specify:_________________       

	Mother’s weight and height

Mother’s weight (Kg) before this pregnancy:__________                          Unknown  
Mother’s weight (Kg) at delivery:________                                                Unknown  
Mother’s height (cm):______________                                                       Unknown  

	Level of school or highest degree received?

None      Primary      Secondary     University       Don’t know       Refused to answer  

	Do you currently have a job?  Yes        No        Don’t know           Refused to answer  
If yes, specify where/what: _____________ _______ Don’t know           Refused to answer 

	Socioeconomic status: 

Monthly household income:   
Less than 50,000          50,000- <200,000          200,000 – 500,000           Above 500,000         

NA (Not employed)    Don’t know   Refused to answer   
How many people live in your household?  __________________

How many children (Biological) do you have? ________________
Please describe the rooms you have in your house (mark all that apply)

One room     Sitting area    Separate kitchen/cooking area   Separate bedrooms/other   

Total# of rooms ______

Where do you get your drinking water? 

Piped (tap)    Well       Protected spring        Borehole        River       Stream      
Other, ____________
What type of toilet do you have?  
Flushable   Pit latrine with cover/pipe    Pit latrine without cover/pipe     Other, ______________ 

	Are there cigarette smokers in the house?  Yes        No     

	Do you currently live at the same village/city  that you did in (calendar months corresponding to B1- P1):   

Yes        No     Don’t know   Refused to answer   
If no, specify address for B1-P1:_______________________________

	HIV status

	Have you ever been tested for HIV? 
Yes        No     
If yes, what was the result of the HIV test?    HIV Positive      HIV Negative       Don’t know  Refused to answer   
When was your first positive HIV test? 

HIV test ___/___/_____   (day/month/year)      Don’t know  Refused to answer   
When was your most recent HIV test? 
         Before your pregnancy began, that is, before [insert P1] 
         During pregnancy and before delivery                             
         At labor and delivery                                                        
         After delivery, but before hospital discharge                   
         Don’t know                                                                       
         Refused to answer                                                              

	What was the result of the test:  
HIV Positive      HIV Negative      Don’t know    Refused to answer              

Did you take any medicines or remedies for HIV before or during this pregnancy? 
Yes        No    Don’t know  Refused to answer 
What medicines did you take during the following time periods? [Check boxes corresponding to medicine(s) taken each month of pregnancy]

	Medicines
	[B1]
	[P1]
	[P2]
	[P3]
	 Frequency of use(daily, weekly, monthly, as needed)

	 Cotrimoxazole (Septrin)
	
	
	
	
	

	TDF/ 3TC/EFV
	
	
	
	
	

	NVP (nevirapine)
	
	
	
	
	

	AZT (zidovudine)
	
	
	
	
	

	3TC (Lamivudine)
	
	
	
	
	

	AZT + 3TC (Combivir)
	
	
	
	
	

	d4T (Stavudine)
	
	
	
	
	

	ABC (abacavir)
	
	
	
	
	

	TDF (Tenfovir)
	
	
	
	
	

	TDF/FTC (Truvada)
	
	
	
	
	

	Lop/r (Alluvia/Kaletra)
	
	
	
	
	

	EFV (efavirenz)
	
	
	
	
	

	Other medicine specify,
	
	
	
	
	

	Herbs
	
	
	
	
	

	Don’t know
	
	
	
	
	

	Refused to answer
	
	
	
	
	

	During the time of your last menstrual period, did you miss any days taking your HIV medicines (drug name)? 
Yes        No      Don’t know  Refused to answer   
If yes, please tell us why? (drug name)?
Forgot 
Left them at home  
Prayers   
Out of stock  


Don’t know  

Refused to answer 

	Did you visit a traditional healer before pregnancy or during early pregnancy to receive treatment for HIV?  

Yes        No    Don’t know      Refused to answer   


	Risk Factors

	Folic Acid

	Do you take folic acid?

Yes        No    Don’t know    Refused to answer 

	If yes, when did you start using folic acid? 

Before this pregnancy                                     
Yes        No       Don’t know    Refused to answer  
During  the first month of this pregnancy   
 Yes       No       Don’t know    Refused to answer  
After the first visit to the antenatal clinic for this pregnancy     
 Yes        No       Don’t know   Refused to answer  


	Diabetes

	Do you have diabetes, sometimes called sugar? 
Yes        No        Don’t know   Refused to answer  

	Did you have diabetes/sugar before this pregnancy? 
 Yes        No       Don’t know  Refused to answer  

	Did you have diabetes/sugar only during this pregnancy?
 Yes        No       Don’t know  Refused to answer   

	Did you take any medicines for your diabetes/sugar very early in this pregnancy between your first and third month of pregnancy?

Yes        No    Don’t know   Refused to answer  

	Did you:  

Take injections?     Yes        No       Don’t know  Refused to answer    
Take tablets?          Yes        No       Don’t know  Refused to answer    
Local herbs?           Yes        No       Don’t know  Refused to answer    


	Were you able to keep your sugar in control during this pregnancy?

Yes        No    Don’t know    Refused to answer          

If yes  specify how:______________________________________

	Convulsions

	Have you ever had convulsions?  Yes        No    Don’t know   Refused to answer    

	Did you have convulsions just before you got pregnant?

Yes        No    Don’t know Refused to answer       
Did you have any convulsions during this pregnancy? 

Yes        No    Don’t know  Refused to answer      

	Were you taking any medications or remedies for convulsions (epilepsy) when you got pregnant? [insert calendar month corresponding to B1] to [insert calendar month corresponding to P3]?
Yes        No    Don’t know  Refused to answer         

	 What medicine did you take for convulsions (epilepsy)?  

	Medicines

	[B1]
	[P1]
	[P2]
	[P3]
	Frequency of use (daily, weekly, monthly, as needed)

	Depakene, Depakote, Valproic acid
	
	
	
	
	

	Phenytoin (Dilantin)  
	
	
	
	
	

	Felbamate (Felbatol
	
	
	
	
	

	Clonazepam (Klonopin)
	
	
	
	
	

	Tegretol
	
	
	
	
	

	Herbs
	
	
	
	
	

	Other  medicine (Specify)
	
	
	
	
	

	Don’t know
	
	
	
	
	

	Refused to answer
	
	
	
	
	

	Did you visit a traditional healer before pregnancy or during early pregnancy to receive treatment for convulsions?  

Yes        No    Don’t know  Refused to answer   

	Medicines for Malaria 

	Did you have malaria, during this pregnancy?

Yes        No    Don’t know  Refused to answer    

	Did you take any medicines or remedies for malaria during this pregnancy?

Yes        No    Don’t know  Refused to answer    

	Medicines for Malaria
	[B1]
	[P1]
	[P2]
	[P3]
	Frequency of use (daily, weekly, monthly, as needed)

	Coartem  (artemether/lumafantrine)
	
	
	
	
	

	Duocotexin (dihydroartemisinin/piperaquine)
	
	
	
	
	

	Fansidar
	
	
	
	
	

	Quinine
	
	
	
	
	

	Herbs
	
	
	
	
	

	Unknown medicine
	
	
	
	
	

	Other medicines (specify):_____________
	
	
	
	
	

	Don’t know
	
	
	
	
	

	Refused to answer
	
	
	
	
	

	Did you visit a traditional healer before pregnancy or during early pregnancy to receive treatment for malaria?  

Yes        No    Don’t know     Refused to answer   

	Medicines for tuberculosis

	Did you have tuberculosis during this pregnancy?

Yes        No    Don’t know   Refused to answer   

	Did you take any medications or remedies for tuberculosis during this pregnancy?

Yes        No    Don’t know  Refused to answer         

	Medication for TB
	[B1]
	[P1]
	[P2]
	[P3]
	Frequency of use (daily, weekly, monthly, as needed)

	INH
	
	
	
	
	

	Rifampin
	
	
	
	
	

	Pyrazinamide (PZA)
	
	
	
	
	

	Ethambutol
	
	
	
	
	

	Streptomycin
	
	
	
	
	

	Herbs
	
	
	
	
	

	Unknown medicine
	
	
	
	
	

	Other medicines (specify):______________
	
	
	
	
	

	Don’t know
	
	
	
	
	

	Refused to answer
	
	
	
	
	

	Did you visit a traditional healer before pregnancy or during early pregnancy to receive treatment for tuberculosis?  

Yes        No    Don’t know\  Refused to answer    

	Fever

	Did you have any fevers, including those due to malaria, TB, flu with difficulty breathing/bad cough, pneumonia, , or other illness? 
Yes        No    Don’t know   Refused to answer   

	How many fevers did you have around the time you got pregnant?  
Number        Don’t know  Refused to answer   

	Did you take any medicines or remedies for the fever?

Yes        No    Don’t know  Refused to answer  

	What medicines did you take for fever?

	Medicines
	Indication
	[B1]
	[P1]
	[P2]
	[P3]
	Frequency of use (daily, weekly, monthly, as needed)

	Aspirin
	
	
	
	
	
	

	Paracetamol (Panadol)
	
	
	
	
	
	

	Ibuprofen (Brufen)
	
	
	
	
	
	

	Diclofenac
	
	
	
	
	
	

	Herbs
	
	
	
	
	
	

	Unknown medicines
	
	
	
	
	
	

	Antibiotics (specify)
	
	
	
	
	
	

	Other medicines (specify)
	
	
	
	
	
	

	Don’t know/refused to answer
	
	
	
	
	
	

	Did you visit a traditional healer before pregnancy or during early pregnancy to receive treatment for fever?  

Yes        No    Don’t know  Refused to answer   

	Antibiotics 

	Did you take any antibiotics during this pregnancy?

Yes        No    Don’t know  Refused to answer   

	For what did you take the antibiotics? ________________________________________________


	Patient completed the survey?  Yes          No    

Patient declined completion of the survey? Yes          No  
Consent form was signed? Yes          No    

	QC initials: ____________________________Date of Report: ___/___/_____   (day/month/year)   


Appendix 12:  Phone Script
Phone Script for Contacting Mothers with Results of Birth Defects Diagnosis

Note:  This will only occur when the diagnosis of the birth defect made by ICBDSR differs from that made by the hospital

Hello is this <name>?   

· (confirm that you have the correct person)

My name is _____________. I am a [nurse, physician, study coordinator] at Makerere University-Johns Hopkins University Research Collaboration (MUJHU) and I am working on the birth defects research study conducted by Dr. Philippa Musoke. 

Did you give birth at <hospital name> on <date>?  

· If individual says “no” stop, apologize for the inconvenience and say you have the wrong person.  End the call. 

· If she says yes, then continue.

Did you participate in the research study after your child was born by answering some questions and having pictures taken of your child?

· If individual says “no” stop, apologize for the inconvenience and say you have the wrong person.  End the call. 

· If she says yes, then ask if this is a convenient time for her to talk to you for a few minutes.  If not, set up another time to call her. 

I’m calling to follow up on the diagnosis of your baby’s birth defect.  When your baby was born at <name of hospital> the doctors told you that he/she had <name birth defect(s)>.  Is this correct?

· If individual says “no”, ask what birth defect she was told the child had.  

· If individual gives another name of defect or cannot remember. “According to our records, the doctors at the hospital thought that your child had <name birth defect(s).”  Is this correct?

· If no, explain to her that there is some confusion and you will need to review her record and will call her back to discuss this.

· If yes, then continue.   

· If she says yes, then continue. 

As part of this research study, the photos of your baby’s birth defect were reviewed by birth defect experts. I am calling because there is a difference in what the experts think your child has and what you were told when you left the hospital.  

The experts think that your child has <insert new information>, while the doctors at the hospital had found < insert initial diagnosis>.  Based on this new information, we recommend that you follow up with <name center where follow-up can be provided>.  

Do you have any questions? <respond to questions>. 

If you have any further questions or would like to schedule a time to meet with our doctors or get a referral please let us know. 

· If individual does not request an appointment stop. End the call.

· If individual request an appointment for consultation or referral.  Schedule the appointment.  End the call.

Thank you for your time. If you have any questions regarding this information, please call <name, phone number>.
Appendix 13: Consent form for Case Reports/Series 
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Participant Information and Consent Form for Case Reports/Series 

(For mothers 14 years and above) 

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research     Collaboration

Date:             

6. Why are we seeking permission to publish and or present reports of your child?

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study to identify the number of children born with different types of birth abnormalities and to accurately diagnose the types of these abnormalities. 

Some of the abnormalities found in this study are not common, there is little known about them and so there is little knowledge about care for children born with them. If the information about such abnormalities is published, more health workers will get to know about such abnormalities and this will increase interest in research to improve care of children born with such rare abnormalities.  You are being asked for permission to publish and or present a report about your child because your child has an uncommon birth abnormality. 

If you agree, we shall use the information we collect from you to write a report about your baby. The report may have information about your baby alone or may also include other babies who have similar abnormalities. The report will not include your name or that of your baby. This report will be published in medical booklets or presented at medical conferences to share knowledge with other health workers.  The report may contain pictures of your baby. 

7. What risks are involved in publishing and or presenting the report?

There are a few risks to you and your baby. If you accept, we shall use the information we collect form you while in hospital and we may even contact you after you have left the hospital to ask for more information, this may interrupt your activities but it will take a short time since we will have already collected much information from you while you are still in hospital.  

Information about you and your child will appear in the report but it shall not include information such as your name or that of your baby which can easily lead to you being personally identified. Photographs showing the abnormality that your child has may be included in the report but body parts like the eyes will be covered so that your child is not easily identified. 

8. What are the benefits?

There are no direct benefits to you and your child in publishing and or presenting the report.  However, more health workers will read and learn more about the abnormality. Health workers may use this knowledge to study more about the abnormality to improve the care offered to children born with similar abnormalities. 

9. Do you have to pay anything?

No. You do not have to pay anything to publish or present the report. 

10. Will you be paid?

No. You will not receive any payment for accepting to publish or present a report of your child.

6.
Can you stop the process before it ends?

Yes. Your decision is completely voluntary. If you give permission to publish and or present a report about your child, you have the right to withdraw the permission at any time during the process. Your decision will not affect the care you receive at (name of hospital). Your care and treatment will be the same no matter what you decide. 
7. Confidentiality:

All reports will not have your name or your child’s name on them.  The photographs of your child that will appear in the reports shall have parts of them like the eyes covered so that your child is not easily identified. 
8. Whom should you call if you have questions about this research?

If you want to know more about this research, or you have any research related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541044. 

If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Center, Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance

I have read and/or have been told what the study is about.  I have been asked to allow a report of my child to be published and or presented. I have been given a chance to ask questions and I feel that my questions have been answered.  I freely give my consent to publish and or present a report of my child. 

Please tick:

____ Yes     ____ No     I allow a report of my child to be published and or presented

___________________________             ________________________ 
      ___________

Participant’s Name (Print)                         Participant’s signature                       Date

Or Thumb Print             

For Parents/guardians who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent/guardian. The purpose, procedures, risks and benefits have been explained to her/him and she/he has voluntarily accepted to the publishing and or presenting of a report of her/his child.

For those placing thumbprint only: 

I attest that the participant who states that her name is_______________________________.

Has placed her thumbprint on this Consent form of her free will on this day of______________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________ (relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

                Name (Print)                                Signature or Thumb Print                       Date

Witness to consent process (For all participants)

______________________  _____________________ __________________

Witness to Consent process               Witness’ signature                      Date

Name (Print)

Study staff obtaining consent:  

I have explained the purpose of publishing and or presenting the report to the parent/guardian and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of publishing and or writing a report of her child.

___________________________  _______________________  _______________

Name of person obtaining consent     

Signature                                          Date

(Print)

Flesch-Kincaid 7.7

Appendix 14: Parental consent form for Case Reports/Series  
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Parental Consent Form for Case Reports / Series (Mothers under 14 years of age)

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:            
6. Why are we seeking permission to publish and or present a report of your grandchild?

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) are conducting a study to identify the number of children born with different types of birth abnormalities and to accurately diagnose the types of these abnormalities. 

Some of the abnormalities found in this study are not common, there is little known about them and so there is little knowledge about care for children born with them. If the information about such abnormalities is published and or presented, more health workers will get to know about such abnormalities and this will increase interest in research to improve care of children born with such rare abnormalities.  

You are being asked for permission to publish a report about your grandchild because your grandchild has an uncommon birth abnormality and your daughter is under 14 years of age. 

If you agree, we shall use information we collect from your daughter to write a report about her baby. The report may have information about your grandchild alone or may also include other babies who have similar abnormalities. The report will not include the name of your daughter or that of your grandchild. The will be published in medical booklets or presented at medical conferences to share knowledge with other health workers. The report may contain pictures of your grandchild. 

7. What risks are involved in publishing and or presenting the report?

There are a few risks to your daughter and her baby. If you accept, we shall use the information we collect from your daughter while in hospital and we may even contact her after she has left the hospital to ask for more information, this may interrupt her activities but it will take a short time since we will have already collected much information from her while she is still in hospital.  

Photographs showing the abnormality that your grandchild has may be included in the report but body parts like the eyes will be covered so that your grandchild is not easily identified. 

8. What are the benefits of the report?

There are no direct benefits to your daughter and your grandchild in publishing and or presenting the report.  However, more health workers will read and learn more about the abnormality. Health workers may use this knowledge to study more about the abnormality to improve the care offered to children born with similar abnormalities. 

9. Do you have to pay anything?

No. You or your daughter will not have to pay anything to publish and or present a report of her child. 

10. Will you be paid?

No.  You or your daughter will not receive any payment for accepting to publish and or present a report of her child.

6.
Can you stop the process before it ends?

Yes. Your decision is completely voluntary. If you give permission to publish and or present reports about your grandchild, you have the right to withdraw the permission at any time the process. Your decision will not affect the care your daughter and grandchild receive at (name of hospital). Their care and treatment will be the same no matter what you decide. 
7. Confidentiality:

 All reports will not have your daughter’s name or your grandchild’s name on them.  The photographs of your grandchild that appear in the reports and presentations shall have parts of them like the eyes covered so that your grandchild is not easily identified. 
8. Whom should you call if you have questions about this research?

If you want to know more about this research, or you have any research related problem, you can contact the investigators Dr. Philippa Musoke or Dr. Linda Barlow-Mosha at Makerere University-Johns Hopkins University Research Collaboration (MU-JHU).  They can also be reached at telephone number 0414541 044. 

If you have questions related to your rights as a volunteer in the research you can contact Dr. Jesse Kajimba chairman of the Joint Clinical Research Centre Research and Ethics Committee.  You can contact him at telephone number 0414 270 622 or 0414 270 283.

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________


Statement of Acceptance

I have read and/or have been told what the study is about.  I have been asked to allow a report of my grandchild to be published and or presented. I have been given a chance to ask questions and I feel that my questions have been answered.  I freely give my consent to the writing of a report about my grandchild. 

Please tick:

______ Yes     _______ No     I allow a report of my grandchild to be published and or presented

___________________________             ________________________ 
      ___________

   Name (Print)                                                 Signature or Thumb Print              Date
For Parents/guardians who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent/guardian. The purpose, procedures, risks and benefits have been explained to her/him and she/he has voluntarily accepted to the publication and or presentation of reports her/his grandchild.

For those placing thumbprint only: 

I attest that the parent who states that her name is_______________________________.

Has placed her thumbprint on this Consent form of her free will on this day of______________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________(relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

Name (Print)                                                 Signature  or Thumb Print                 Date

Witness to consent process (For all participants)
______________________  _____________________ __________________

Witness to Consent process               Witness’ signature                      Date

Name (Print)

Study staff obtaining consent: 

I have explained the purpose of publishing and or presenting the report to the parent and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of publishing and or presenting a report of her grandchild.

___________________________  _______________________  _______________

Name of person obtaining consent     

Signature                                          Date

Flesch-Kincad:  8.0

Appendix 15: Assent form for Case Report / Series
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Assent Form for Case Report / Series (Mothers < 14 years of age)  

Research title:   Hospital based surveillance of birth defects in Kampala, Uganda 
Sponsor:           Centers for Disease Control and Prevention

Principal Investigator:   Philippa Musoke, MU-JHU CARE LTD, MU-JHU Research Collaboration

Date:

5. Introduction

(Name) Hospital, Makerere University- Johns Hopkins University Research Collaboration (MUJHU) and the U.S. Centers for Disease Control and Prevention (CDC) requests for permission to write about your newborn baby.  Please ask questions if there is anything you do not understand. 

6. Why do we want to write about your baby?  

 You are being asked for permission to write a report of your baby because your baby has an uncommon birth abnormality.  Few health workers have ever seen a baby with the birth abnormality that your baby has.  If we write about your baby’s  abnormality and put the story it in medical booklets or present it at medical meetings more health workers will learn about the abnormality and this will improve the care they offer to babies they may find in future with such an abnormality. 

If you accept, we shall use the answers form the questions we ask you to write the story and we may also put the picture we take in the story. 

7. What risks are involved in writing about your baby?

There are a few risks to you and your baby. If you accept we may call you to ask more questions when you leave the hospital and go back home but these will be short because we shall have asked you many questions when you are still in hospital. Pictures of your baby may be put in the report but we shall cover the eyes and other parts so that it is difficult for someone else to know that the picture is of your baby. 

8. What are the benefits of writing about your baby?

There are no direct benefits to you or your baby. Many health workers will learn about the abnormality and will improve care for babies born with similar abnormalities that they may find. 

5.
Do I have to agree?

No, you do not have to agree, if you do not want to. If you agree, you can change your mind at any time during the writing.  Your care will be the same no matter what you decide. 

6. Who should I call if I have questions?

If you have any questions, you can ask me or your parent.  You can also call the doctors running this study: Dr. Philippa Musoke or Dr. Linda Barlow-Mosha.  They can be reached at telephone number 0414-541044. 

WE WILL OFFER YOU A COPY OF THIS CONSENT FORM THAT YOU MAY KEEP.
Do not sign after the expiration date of:    _______________________

Statement of Acceptance:

I was asked for permission to write about my baby. I asked questions. I had my questions answered. I want a report of my baby to be written. 

_______________________            _____________________ 
      ___________

Participant’s Name (Print)                Participant’s signature                       Date

                                                          Or Thumb Print                 

For study participants who cannot read or write: 

I attest that the information contained in this written consent form has been read and explained to the parent. The purpose, procedures, risks and benefits have been explained to her and she has voluntarily given permission to write about her baby.

For those placing thumbprint only: 

I attest that the parent who states that her name is_______________________________ has placed her thumbprint on this consent form of her free will on this day of _______________________.

Other persons attending the consent process (If it applies)

I have read and/or have been told what the study is about.  I have been given a chance to ask questions and I feel that my questions have been answered.  I know that being in this study is a voluntary choice.   I freely allow my ​​​​​_______________________________ (relationship) to participate in this study.  
___________________________             ________________________ 
      ___________

Name (Print)                                                  Signature  or Thumb Print                 Date

Witness to consent process (For all participants)

______________________  _____________________        __________________

Witness to Assent process          Witness’ signature                      Date

Name (Print)
Study staff obtaining assent: 

I have explained the purpose of writing a report to the parent and have answered all of her questions to the best of my knowledge; she understands the purpose, procedures, risks and benefits of this study.

________________________     __________________        _______________

Name of person 


          Signature

               Date                                          

Obtaining Assent     



(Print)

Flesch-Kincad:  6.0
Appendix 16- Table Shells
Table: Maternal Descriptive Statistics

	Characteristic
	Number 
	Percent

	Mother’s age

     < 20
     20 – 29
     30 – 39
    40 – 49
  >50
	
	

	Type of Pregnancy

     Singleton

     Twin

     Triplet

     Other
	
	

	Type of delivery

    Vaginal

    C-section
	
	

	Number of previous pregnancies

    0

    1

    2

    3

    4

    5

   >5
	
	

	Previous pregnancies with a birth defect

    0

    1

    2

    3

    4

    5

   >5
	
	

	HIV status

   Positive

   Negative

    Unknown
	
	

	On medication for

    HIV

    TB

    Malaria
    Convulsions
	
	


Table: Infant Descriptive Statistics
	Characteristic
	Number
	Percent

	Birth outcomes
     Live birth

     Stillbirth
    Spontaneous abortion
	
	

	Sex
    Male

    Female

    Unclear
	
	

	Gestational age
    < 24 weeks

24-36 weeks

   >37 weeks
	
	

	Weight (grams)
   < 1500

1500 -2499
   >2500
	
	


Appendix 17:  Study Timeline Beginning September 2014
	Activity/Milestone
	Time from approval of the protocol

Beginning September 2014

	
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12
	13
	14
	15
	18
	21
	24
	30
	36
	42
	48

	Completion of all Regulatory Approvals 
IRB, UNCST, and CDC  
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Source Documents/ Database Preparation 

· Pilot data form

· Pilot use of tablet

· Site assessment (ID focal people, fill form)

· Quality Control tools (Log book)

· Assessment of database needs
	
	
	
	 
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Study staff recruitment/orientation/ training on proposal 

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Post- IRB approval Surveillance Activities
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Site Initiation from CDC
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Train site staff

· Protocol overview

· Newborn exam and ICD 10 coding

· Data collection tools
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Sensitize Hospital Staff
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Initiation of surveillance activities by site  

· Upper Mulago

· Lower Mulago

· Mengo

· Rubaga

· Nsambya
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	Case Control Study activities (1 month after initiation of surveillance at each site)


	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Meetings
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Study core team meetings 
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Site Team meetings/visits 

(monthly)

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Stakeholders Meeting (semi-annual)
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Reports and Publications
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	CDC monthly reports 
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Quarterly Hospital reports
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Activity/Milestones


	1
	2
	3
	4
	5
	6
	7
	8
	9
	10
	11
	12
	13
	14
	15
	18
	21
	24
	30
	36
	42
	48

	Semi-annual report to Steering Committee
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