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Effect of Maternal Periodontal Inflammation on Infant Neurodevelopment (OPT II) Study

Manual of Operations

Version 1 (Draft)
March 07, 2007

I. Overview XE "overview" 
PART I.

OVERVIEW

I.1.  Introduction and Overview XE "overview"  of the Study

I.1.1.  Synopsis

Purpose XE "purpose" :  To determine if improved maternal periodontal status early in pregnancy is associated with improved neurodevelopment in infants. 
Design XE "design" :  In this single-blind, multi-center follow-up study, we will evaluate mental, psychomotor and language development in infants born to OPT women.  Infants will be assessed for psychomotor, mental, behavioral and language development at 24 and 36 months of age.  Motor and mental development will be assessed using the 3rd version of the Bayley Scales of Infant Development (BSID-III).  Language development will be assessed at both time points using the 4th edition of the Preschool Language Scale (PLS-4).  The goal will be to enroll 50% to 75% of the OPT participants from each of the four study sites.
Sample Size XE "sample size" :  400 to 600 OPT woman/infant pairs. 
KY 
203
x
50% to 75%
=
101 to 152



MN
245 
x
50% to 75%
=
122 to 184


MS
185 
x
50% to 75%
=
  92 to 139

NY
161 
x
50% to 75%
=
  80 to 121

Total
794 
x
50% to 75%
=
397 to 596

Inclusion Criteria XE “inclusion criteria” :

· All OPT women, regardless of the woman’s group assignment or compliance with the protocol in the parent study.

Exclusion Criteria XE "exclusion criteria" :

· Any OPT woman who lost her pregnancy.
Procedures

Oral and written informed consent will be obtained from eligible women before enrollment.  At 24 and 36 months, cognitive and motor skills of toddlers will be assessed using the BSID-III.  Receptive and expressive language skills will be evaluated using the PLS-4 at these two time points. At the 24 month visit blood will be draw for CBC and venous lead and the primary care giver will complete the Raven Standard Progressive Matrices.    

Any toddler scoring 1.5 standard deviations or more below the norm on the BSID-III will be referred for a brief neurological examination.
Outcome measures XE "outcome measures" 
Primary Outcome XE "primary obstetrical outcome" 
· Standardized cognitive and motor development scores of the BSID-III.
Secondary Outcome XE "secondary obstetrical outcome" 
· Standardized receptive and expressive language development scores of the PLS-4.
I.1.2.  Background and Rationale

The impact that developmentally impaired children have on society is difficult to measure.  Efforts to quantify such effects have focused largely on the care of persons with severe impairments or disabilities.  Clearly, caring for children with severe mental or physical impairments strains caregivers, families 1, 2 and the health care system.   In terms of financial costs alone, it is estimated that persons born in 2000 with mental retardation will require care totaling $51.2 billion over their lifetimes.  Similar costs for infants born with cerebral palsy are estimated at $11.5 billion.3  The needs of disabled children may not decrease over time and often requires one caregiver to forgo employment.4  While the personal, social and economic costs of milder developmental impairments are largely unknown, they are likely to be non-trivial.  Efforts to reduce the incidence of infants born with mild developmental delays or impairments could reduce the burden on affected individuals, their families, and the national health and mental care systems. 

I.1.2.1.  Maternal and neonatal infections as risk factors for impaired infant neurodevelopment.
Maternal insults, including infection, are known to cause brain damage in the developing fetus. The impact of these insults depends on the timing and severity of the insult.  Cerebral palsy and cystic periventricular leukomalacia (cPVL) are two outcomes that have been most studied in this regard.  Cerebral palsy (CP) is a non-progressive motor disorder in which muscular spasticity or paralysis affects one or more limbs.  Two to 2.5 of every 1000 infants in the U.S. are affected.5 Risk factors for CP include genetic abnormalities and congenital malformations, low birthweight, preterm birth (<32 weeks) and intrauterine infections.6 cPVL is an injury to the white matter near the ventricles of the brain resulting in abnormal cysts.  The cysts usually develop following hemorrhagic infarction and/or ischemia.  Between 60-100% of infants with cPVL eventually develop cerebral palsy.7
Chorioamnionitis has been implicated in the pathogenesis of both cPVL and cerebral palsy.  Histologically defined chorioamnionitis is common in term (20%) and especially preterm births (60%), and accounts for an estimated 12% of spastic CP in term infants and 28% of CP in preterm infants.8  Wu and Colford9 conducted a meta-analysis of 26 published reports of the association between chorioamnionitis and cerebral palsy.  Clinical chorioamnionitis was significantly associated with both CP (Relative Risk = 1.9; 95% CI, 1.4-2.5) and cPVL (RR = 3.0; 2.2-4.0) in preterm infants. Similar associations were found in studies of preterm infants that defined chorioamnionitis based on histological findings [(CP: RR = 1.6 (0.9-2.7); cPVL: RR = 2.1 (1.5-2.9)]. While only two of the reports included full-term infants, chorioamnionitis appeared to be associated with CP in this group as well (RR = 4.7; 1.3-16.2).

Other maternal infections also appear to increase the risk for mental retardation and developmental delays.  For example, McDermott et al.10 studied Medicaid records of 41,090 pregnancies in South Carolina from 1995–1998.  The risk for mental retardation or developmental delay among infants of mothers with untreated urinary tract infections was 1.31 (95% CI 1.12, 1.54) times greater when compared to infants born to unaffected women.  Maternal kidney and bladder infections, sepsis, or any fever > 38o C during labor also are strongly associated with risk for unexplained CP.11
Serious perinatal infections, including necrotizing enterocolitis (NEC) in low birth weight infants12,13 and HIV14 have been associated with impaired neurological development in infants up to 30 months of age.  Hintz et al.13 found that infants who had undergone surgical treatment for NEC had lower MDI and PDI scores (from the Bayley Scales) and smaller head circumferences than those without NEC.  Low birth weight infants who suffered NEC but who were managed without surgery did not have significantly different MDI or PDI scores compared to unaffected controls. Because surgical approaches are generally used in more severe cases, the authors concluded that only more advanced NEC may be associated with impaired neurodevelopment. 

In a study of over 6000 infants weighing 1000 grams or less at birth, Stoll et al.15 found those who suffered from sepsis, NEC, meningitis or any infection requiring antibiotics within 120 days of birth were at greater risk for impaired neurodevelopment than unaffected infants.  Among unaffected controls, 22% and 13% had MDI and PDI scores (from the Bayley Scales) less than 70.  The corresponding figures were 33% and 25% in infants with clinical infections and 37% and 27% in those who suffered from sepsis only.

At least for HIV infection, the effect on neurodevelopment may depend on the timing of infection.  Smith et al.16 tracked neurodevelopment in infants infected by HIV presumably in utero (as evidenced by a positive culture within the first 48 hours of life) or after delivery (presumably because of intra-partum transmission as evidenced by positive culture > 48 hours after birth).  Infants infected in utero had significantly lower mental development (MDI) and psychomotor (PDI) scores (from the Bayley scales) than infants infected during delivery.  

At present, there is little evidence to suggest that distant maternal infections (i.e., those not affecting the genitourinary tract, chorionic or amnionic membranes, or decidual tissues) affect neurodevelopment in infants.  Clearly, chorioamnionitis is a risk factor for cerebral palsy and impaired neurodevelopment.  HIV, when transmitted from mother to infant and particularly when transmitted in utero, also appears to adversely affect neurodevelopment.  Limited evidence in animals, however, suggests that distant maternal infections may elicit systemic inflammatory responses that affect the development or activities of neuronal cells in the fetal brain.  For example, Golan and others17 recently demonstrated that exposure of pregnant mice to systemic LPS can impair learning and memory in their offspring.  Interestingly, in this study gross brain morphology, motor skills and other behaviors were unaffected by this short-term exposure.  

I.1.2.2.  Mechanisms.
Maternal infection or inflammation could damage the developing fetal brain through one of several mechanisms (see review, ref.18).  Hypoxic-ischemic brain damage may result from the action of pro-inflammatory cytokines including tumor necrosis factor (TNF)-alpha, interleukin (IL)-1 and IL-6, which can damage oligodendrocyte progenitors and induce cPVL.   Mothers of newborns with brain white matter lesions have been shown to have higher concentrations of TNF-alpha, IL-1 beta, and IL-6 in amniotic fluid compared to mothers of unaffected children.19  These pro-inflammatory cytokines may originate from the maternal uterus and placenta or from stimulated microglia and astrocytes. 

Data from animal studies provide further evidence that bacteria-induced inflammation can affect neuron and brain development.  For example, systemically administered bacterial lipopolysaccharides (LPS) are known to inhibit neurogenesis in rats, particularly in the hippocampus.  The anti-inflammatory drug indomethacin can reverse this inhibition.20  Systemic LPS exposure in pregnant rats also can alter myelination and astrogliosis in the neonatal rat brain.21  LPS exposure in pregnant mice is associated with a concurrent increase in expression of IL-1beta and TNF-alpha mRNA in the fetal brain. Induced intrauterine infection also leads to white matter lesions in the fetal brain of rabbits.22
Infection/inflammation-induced hypoxia also may lead to altered neuronal and cognitive development by stimulating production of nitric oxide and factors that promote cellular apoptosis.  Concurrently, inflammatory mediators and LPS itself may alter angiogenic and neurotropic factors, including vascular endothelial growth factor (VEGF) and brain derived neurotrophic factor (BDNF).  Finally, pro-inflammatory cytokines may alter expression or activity of the potent vasoconstrictor endothelin-1.18

I.1.2.3.  Neurodevelopment Assessment.
The Bayley Scales of Infant Development (BSID) are the most commonly used instruments to assess infant mental and motor development.23  Originally published by Nancy Bayley in 1969, a revised and somewhat expanded version (BSID-II) was published in 1993.  The BSID-II contains scales of motor development (the Psychomotor Development Index, or PDI), mental development (the Mental Development Index, or MDI) and a rating of infant behavior (the Behavior Rating Scale, or BRS).  Scores for the various components were standardized based on a representative sample of 1,700 U.S. children between the ages of 1 and 42 months.  The psychomotor index assesses fine and gross motor competence.  The MDI has been shown to predict later intelligence in preterm/low birth weight infants.24  

A third and expanded version of the BSID was recently developed and is slated for release in October 2005.  The BSID-III tests infants in five “developmental domains,” including cognitive (mental, or MDI), motor (gross and fine motor skills, or PDI), language (expressive and receptive communication), adaptive behavior, and social-emotional domains.  Each scale provides a raw score as well as developmental quotients that include mental and psychomotor quotients.  The Mental Index assesses memory learning, language and problem solving abilities.  
We propose to use the 3rd version of the Bayley Scales of Infant Development to assess neurodevelopment because: 1) its standardized component scores are based on a relatively large set of recent normative data; 2) it is appropriate for infants between the ages of 1 and 42 months; 3) it provides scores for motor and mental development and behavior; and 4) its predecessors have been the most widely studied and used developmental instruments in medical research.  Importantly, the NICHD-sponsored Neonatal Research Network used the BSID to determine predictors of poor development in preterm and low birth weight infants.15,25  Studies linking infant infections, including necrotizing enterocolitis15,26, viral meningitis27 and HIV16, to impaired neurodevelopment also used components of the Bayley Scales as primary outcomes.  

I.1.3.  Study Design XE "design" 
I.1.3.1.  Overview

The OPT study is a randomized, controlled, single-masked study to determine if scaling and root planning (SCRP) plus intensive follow-up care in pregnant women with periodontitis can reduce the incidence of preterm birth.  The primary outcome is gestational age at birth. 824 women were randomized into the trial between March 2003 and June 2005.  All subjects had active periodontal disease as evidenced by periodontal pocketing, attachment loss and widespread bleeding on probing.  Women carrying multiple fetuses were excluded. Half the women (test subjects) received scaling and root planning prior to 20 weeks of gestation.  Control women received the same treatment after delivery.  Test and control women were monitored for clinical, microbiological and serological outcomes throughout their pregnancies.  

In this follow-up study, we will evaluate mental, psychomotor and language development in infants born to OPT women.  Our central hypothesis is that improved maternal periodontal status early in pregnancy is associated with improved neurodevelopment in infants.  Infants will be assessed for psychomotor, mental, behavioral and language development at 24 and 36 months of age.  Cognitive and motor skills of toddlers will be assessed using the BSID-III.  Receptive and expressive language skills will be evaluated using the PLS-4 at these two time points.  The primary outcomes for this follow-up study will be the psychomotor development (PDI) and mental development (MDI) scores from the BSID-III. 
As with preterm birth, there are many potential confounding risk factors for impaired infant neurodevelopment. We will include archived and newly collected information about the infant’s perinatal care, home environment and socioeconomic status and parent/caregiver’s education and IQ as potential covariates in our analyses.  Trained evaluators will collect the new information using validated assessment tools and/or standardized and validated questionnaires.

We will consider several approaches in analyzing the data.  One straightforward method will be to compare infants born to test and control OPT women with respect to the mental, psychomotor and language development outcomes.  There are several reasons, however, why OPT group assignments may not be fully informative for the follow-up study.  First, our preliminary data indicates we will be able to recruit 50-75% of OPT woman/infant pairs for the follow-up.  Second, not all test subjects complied similarly with the study protocol.  Third, the clinical response to treatment will undoubtedly vary among test women.  Finally, while periodontal therapy leads to reductions in clinical signs of inflammation and pocketing, some residual pocketing and bleeding on probing often persists in subjects following root planing, e.g. see 28.  That is, patients who undergo periodontal treatment typically become healthier, but not healthy.  Variations in treatment response may arise from: 1) differences in initial disease severity and microbiological profiles; 2) compliance with the treatment protocol; or 3) innate or acquired biological variations that affect the integrity of the immune system and/or healing.  Comparing infants based only on their mother’s OPT study group assignment will not allow us to exploit this variation within the treatment group.  Therefore, we will also examine the relationship between change in maternal periodontal status during pregnancy and infant neurodevelopment.  By exploiting this variation, we will have greater statistical power to detect any subtle effects that maternal periodontal inflammation may have on this outcome.   Evidence in the literature also suggests that change in maternal periodontal status is predictive of adverse pregnancy outcomes.  For example, the North Carolina group recently reported that pregnant women who experience progressive periodontitis are at elevated risk for pre-eclampsia29 and that pre-eclamptic women with progressive periodontitis are at higher risk for preterm birth.30  Thus, our plan to explore the relationship between changes in a woman’s periodontal condition during pregnancy and infant neurodevelopment appears scientifically justified. 

I.1.3.2.  Recruitment

OPT women were recruited at four enrollment sites: Hennepin County Medical Center in Minneapolis, MN, University of Kentucky in Lexington, KY, Jackson Medical Mall in Jackson, MS (associated with the University of Mississippi), and Harlem Hospital in New York, NY.  To date, we have been remarkably successful in following randomized women.  As of July 31, 2005, only 6 of the 824 women have either been lost to follow-up or withdrawn consent.  Another 13 women refused further participation but have permitted us to collect delivery information and would be eligible for the follow-up component.  Another 20 lost their pregnancies and would not be eligible.  Thus, nearly 800 of the 824 randomized women would be potentially available for the follow-up study.   

Our study personnel have developed good working relationships with study subjects.  We have collected detailed locator information about subjects and occasionally have used these outside contacts to re-connect or follow-up with OPT women.  Importantly, we plan to use the same study personnel from the parent study for this follow-up component.  This is an important feature of this follow-up component since the coordinators have met and continue to meet regularly with subjects during the course of the OPT Study. 

To assess the feasibility of this follow-up project, the enrollment sites were asked to contact currently enrolled and completed subjects to gauge their interest in this follow-up study.  At Hennepin County Medical Center, to date about 90% of their 247 randomized subjects have completed the study.  Study personnel attempted to contact all completed subjects.  Of these, approximately 75% were both reachable and interested in participating in the follow-up study.  Thus, we estimate that up to 185 OPT women from our MN site will be available and interested in the follow-up study. Study personnel have conducted similar surveys at the other three enrollment sites.  The Kentucky site estimates that about 100-150 subjects will be interested in the follow-up study.  At Harlem Hospital, study personnel were able to contact about 70% of completed subjects, the vast majority of whom were interested in this follow-up study.  Therefore, while it is difficult to predict actual numbers of OPT women who will participate in this follow-up, we will have reasonable power to detect rather subtle associations between change in periodontal status and neurodevelopment outcomes even if we are able to recruit only 400 of the original 824 women.  Based on data from each of these sites, we estimate that 65-75% of OPT women and their children will participate in this follow-up study.   Even with a conservative estimate of 50% recruitment success, a final sample of about 400 subjects will provide us with reasonable statistical power to detect: 1) subtle differences in standardized neurodevelopment scores between test and control women; or 2) subtle associations between change in maternal periodontal condition during pregnancy and neurodevelopment scores (see Section I.1.3.6.2. “Statistical approach and power calculations”).
To minimize bias in this follow-up study, we will contact and attempt to recruit all OPT women except those who lost their pregnancy, regardless of the woman’s group assignment or compliance with the protocol in the parent study. 

I.1.3.3. Subject population, informed consent, outcome measures.  

Subject Selection XE "subject selection"  and Informed Consent XE "informed consent" .  Utilizing OPT contact information potential subjects will be contacted and the study will be briefly outlined. If interested in participation the mother and her toddler will be invited to attend a visit at the enrollment site where the study will be explained in greater detail, with links to the previous study explained, and their questions answered. Before a subject is enrolled in the study, oral and written informed consent will be obtained in accordance with the policies of the respective institution’s Institutional Review Board.  Interpreters, for non-English speaking subjects, will be available to assist in the consent process. 

Inclusion Criteria XE "inclusion criteria" .  To be eligible for participation XE "randomization:eligible for" 

 XE "randomization"  in this study, each subject must have:
1. been consented and randomized into the OPT Study
2. delivered a live infant 

3. delivered an infant that was discharged alive
Exclusion Criteria XE "exclusion criteria" .  Subjects will be excluded from participation if:
1. they did not deliver a live infant

2. that infant was not discharged alive
Outcome measures XE "outcome measures" .  The outcome measures are as follows.

Primary Outcome XE "primary obstetrical outcome" 
· Standardized cognitive and motor development scores of the BSID-III.
Secondary Obstetrical Outcome XE "secondary obstetrical outcome" 
· Standardized receptive and expressive language development scores of the PLS-4.
I.1.3.4.  Procedures.  

Timeline XE "timeline"  and Enrollment XE "enrollment"  Schedule XE "enrollment schedule" .  Mother/toddler pairs will be recruited at each site over the course of thirty-three months, from March 2006 through December 2008.  Each site will expect to recruit between 50% to 75% of their original OPT study participants. They will be eligible to attend visits as their toddler’s first turn 2 and then again as they turn 3 years old.
Subject Recruitment XE "subject recruitment" .  The Study Coordinator at each site will be responsible for contacting eligible OPT participants using contact information gathered during the original study and any other sources available to them. All potential subjects will be given a brief outline of the study and if interested will be scheduled to attend an assessment visit at the enrollment site.  Informed consent will be administered at this first visit and the subject will be asked to sign a written consent form.

Blinding XE "blinding" .  This study is single-blinded: the individuals who administer developmental surveys, record physical measurements, abstract medical histories, or perform laboratory tests will be blinded to the subject’s group assignment.  Specifically, the nurse who abstracts birth and pediatric data from the subject’s medical record, personnel who administer developmental surveys, and laboratory technicians who perform venous lead and CBC analysis on toddler blood samples will remain blinded.  The nurse data recorder will know the subject toddler’s name as this person must abstract birth and pediatric data from the subject's record.  Similarly, the child development examiner will record developmental survey data on a form labeled with the subject study ID number. 
Birth and Pediatric Data Collection XE "data collection:obstetrical" 

 XE "data collection" .  At each site, the blinded obstetrical nurse (or other designated and appropriately trained study personnel) will abstract birth and pediatric data from the toddler subject’s clinic record.  

Each enrollment site Study Coordinator will monitor all chart abstractions on a monthly basis for timeliness and accuracy.  Also, the Pediatric PI or her/his designee at each site will audit a random 10% sample of obstetrical charts every three months for accuracy of data abstraction.

I.1.3.5.  Assessments
I.1.3.5.1  Overview
Infants and their mothers (OPT subjects) or primary caregivers will be assessed at 24 and 36 months of (infant) age.  Appendix B (see Section VI.1.2.) lists the data and specimens that will be collected during the evaluations.  Neurodevelopment will be assessed at 24 months (26 +/- 2 months) and at 36 months (+/- 2 months) using the BSID-III.   Language development will be assessed at both time points using the Preschool Language Scale (PLS-4).  

A wide variety of demographic and obstetrical data was obtained from OPT mothers during their baseline study visit (130 – 166 weeks of gestation) or at delivery. This information was collected using standardized questionnaires or through chart abstractions conducted by trained and experienced nurses.  Appendix A (see Section VI.1.1.) lists maternal and infant data collected as part of the OPT Study.  These data will be available to researchers in the follow-up study. 

The following sections provide more detailed information about the additional information or specimens that will be obtained from infants and caregivers.  Appendix B lists the specific instruments, questionnaire items, assessments and medical history findings that will be obtained at the 24-month and 36-month evaluations.  

I.1.3.5.2 Growth measures
Infants born small for gestational age (SGA) are at increased risk for delayed or impaired mental development.31,32 Because birthweight is a secondary outcome in the parent study, we will be able to identify SGA infants using archived OPT data.  It is possible, however, that periodontal inflammation affects infant neurodevelopment by restricting intrauterine growth, and head growth in particular.  Evidence that infection may directly affect head growth comes from the aforementioned study by Hintz et al.13, in which severe necrotizing enterocolitis in LBW babies was associated with smaller head circumferences and lower MDI and PDI scores.  

Head circumference at birth will be abstracted from the infant’s medical record.  Head circumference at 24 and 36 months will be measured with a millimeter tape applied over the glabella and prominence of the torculla.  Microcephaly will be defined as having a head circumference below the 5th percentile for age and sex-matched controls.  Head size will be analyzed using the program Epi-info (http://www.cdc.gov/epiinfo/), which also provides percentile and z-scores of children’s head circumference.  At 24 and 36 months, weight and maximum erect height also will be measured using a standard scale and stadometer, respectively.  

I.1.3.5.3  Neurodevelopment
We will assess mental and psychomotor development in infants using the BSID-III at 24 months (26 +/- 2 months) and at 36 months (+/- 2 months).  Although the scale by itself provides no information as to potential causes for motor delay, when coupled to the neurological examination performed among delayed children, it may enable us to determine whether muscle tone abnormalities are contributing to the developmental delay.
A substantial fraction of OPT women required language interpreters during the OPT study.  Trained and certified interpreters will assist examiners in administering all tests to children of women whose primary language is not English.  Over the past 3 years, our clinical sites in MN, KY and NY have worked closely with medical language interpreters who are familiar with our OPT women and the consent process. These interpreters, who have provided invaluable assistance to ensure that subjects understand the study and provide accurate and complete data, will be utilized to a similar extent in the follow-up study.   

Experienced examiners will be trained in administering the BSID-III at Harcourt Assessment’s headquarters in San Antonio, TX.  Harcourt developed and distributes the BSID-III.  They have agreed to provide training for up to eight examiners (two from each of the 4 clinical sites) at no cost.  Training will commence in the fall of 2005.  


I.1.3.5.4 Language development

The Preschool Language Scale 4 will be used to assess language.  The Preschool Language Scale (PLS) is a standardized language assessment applicable from birth to 6 years.  It includes two subscales -- Auditory Comprehension and Expressive Communication -- to test fundamental linguistic concepts such as listening, social communication, semantics and language structure.  It has been used to detect subtle language deficiencies, particularly in receptive language skills, in children who suffered from viral meningitis as infants.27  PLS-4 norms are based on 2000 U.S. Census figures for children birth through 6 years (http://www.harcourtassessment.com). The new norms are based on a larger, more diverse sample of approximately 1,500 children, including children with disabilities.  Significantly, 39% of children in this sample were members of ethnic minorities.  


Between 66-75% of OPT women are Hispanic at two of our clinical enrollment sites.  We will use the Spanish version of the PLS-4 for children whose primary language is Spanish.  According to Harcourt Assessment, “experts in the field” reviewed this version “to ensure that they are appropriate for all Spanish-speakers.”   This version also contains items that were modified from the original version “to reflect cultural experiences common to all Spanish subgroups.”


Examiners who administer the PLS-4 will be trained at Harcourt Assessment’s headquarters in San Antonio, TX.  Harcourt developed and distributes the PLS-4 and has agreed to provide this training at no cost.  Examiners will be trained in November 2005.  

I.1.3.5.5 Neurological examination
Because of the small number of major neurological impairments (e.g., cerebral palsy) expected in this cohort of infants, neurological examinations will not be routinely performed.  Children who score lower than 1.5 standard deviations below the mean for the PDI or MDI (i.e., < 77), however, will be referred to a child neurologist to determine if neurological hard signs are contributing to the impaired development.  We estimate that about 5-10% of the children in this study will be referred for follow-up assessments.  Children who are uncooperative or unable to be tested also will undergo a neurological examination to determine abnormalities in sensory perception, muscle tone and reflexes, and gross and fine motor skills. 

We will use an adapted version of the Neurological Examination for Children (NEC, Copyright 1990) to assess neurological integrity.  The adapted version includes items from the Child Heart Study Neurological Examination.35  Developed by Drs. Kairam, Chiriboga, and Kline, the NEC has been used to assess neurological function in children at risk for HIV infection.  In a reliability study of children under 4 years of age, the NEC displayed good test-retest reliability in assessing “hard” neurological signs.36  The NEC has been used by the AIDS Clinical Trials Group in several protocols.  The NEC was used by Dr. Chiriboga to assess neurological function in NIH-funded studies involving cocaine-exposed and unexposed children ranging from newborn to school age and has proven sensitive to detect neurological impairments in these populations. 37, 38  The NEC taps several domains including head size, reflexes, muscle tone, power, symmetry, movement disorders, vision and ocular movements.  It takes approximately 20 minutes to administer and provides diagnoses of specific neurological impairments (e.g., spastic diparesis) as well as domain abnormalities (e.g. hypertonia).  It also allows analyses of individualized items.  It is based on the standard neurological evaluation and as such has strong face validity.  

I.1.3.5.6 Schedule and duration of child assessments  

To increase receptivity of toddlers to testing, we will follow a preset schedule in which Bayley scales testing will be performed first.   Psychometric testing will be performed in the following sequence (estimated time of assessment):  1) Bayley Scales (approx 60 minutes); and 2) PLS-4 language assessment (approx 45 min).  The infant will be tested with his/her caretaker present.  Total testing will not exceed 2 hours of direct infant testing.  Breaks in testing will be provided as needed depending on the infant’s state.   

I.1.3.5.7 Evaluation of Mother / Caregiver 

The caretaker will be interviewed about health habits since the infant’s delivery (e.g., smoking and drinking).  The history of care of the child since birth (e.g., number of caretakers besides the parents, frequency with which the child gets to go out of the house, day care, foster care, etc.) will also be assessed and information about the parents’ and caregivers’ education.  A pediatric screening questionnaire will be administered to identify chronic illnesses and recurrent illnesses that may affect neurodevelopment.  For example, chronic serious otitis media may adversely affect language development.  Seizures, trauma, or CNS infections also may account for developmental delay or neurological findings.  Health information (see Table 2) will also be abstracted from the infant’s medical record.  

Maternal intelligence is a potential and significant confounder of mental and psychomotor development in children.39 We will administer the Raven Standard Progressive Matrices to control for parental or caregiver IQ.  Correlations with the Wechsler Adult Intelligence Scale (WAIS) in the U.S. studies range from 0.75 to 0.88.  Caretakers who are not the biological mothers (e.g., foster parents) will also be asked to take the Raven.  The test takes about 25 minutes to administer. 

I.1.3.5.8  Measure of Home Environment 

The quality of the home environment is an important potential confounder of infant neurodevelopment. 41 We will evaluate the home environment and interaction between caretaker and child using the infant/toddler version of the Home Observation for Measurement of Environment (HOME).42 The HOME scale infant version will be administered at the clinic in a specially designated area.  The HOME scale carried out in the laboratory at 24 months has been shown to have comparable predictive validity to that administered in the child's home. 43 The infant version of the HOME (birth to age 3 years) contains 45 items clustered into 6 subjects: 1) emotional and verbal responsiveness of the mother or primary caretaker; 2) avoidance of restriction and punishment; 3) organization of the physical and temporal environment; 4) provision of appropriate play material; 5) maternal involvement with the child; and 6) opportunities for variety in daily stimulation.  The instrument combines observational and interview information on different aspects of the home environment, such as parental warmth and acceptance toward the child, physical punishment, and provision of opportunities for learning.  Items are scored as "0" (absence of quality stimulation) or "1" (presence of quality stimulation).  Six subscale scores and a total score are derived.  The HOME was standardized on a sample with good variability in socioeconomic, ethnic, age, sex and birth order characteristics.  The instrument is reliable over time and predicts children's subsequent cognitive development.

Recent studies with economically disadvantaged populations have similarly linked HOME scale scores to child behavior problems.44  The use of the HOME for assessing parenting predictors of externalizing behavior is particularly important because it is based, to a large extent, on blind observations of parent-child interactions in a valid setting.  Much of the literature on parenting disruptive children is limited because studies rely on parent report, which may reflect parents' perceptions more than actual practices, and may be further biased by parents' efforts to provide socially desirable responses. 

I.1.3.5.9 Blood measures.  

Lead exposure and iron deficiency anemia are independent predictors of impaired neurological development in infants.45-52 Therefore, venous blood samples will be obtained from infants at 24 months to determine lead and hematocrit levels.  Infants will not be sampled if similar test results are available to researchers, and no child will be denied participation if the parent declines venipuncture.  Lead levels will be determined using an atomic absorption spectrophotometer with a graphite furnace.  

The American of Academy of Pediatrics recommends that infants be screened for anemia based on hemoglobin or hematocrit levels.53 We will obtain a more comprehensive CBC count to assess hemoglobin and to more fully characterize any non-anemic iron deficiencies.  In addition to hemoglobin and hematocrit, the CBC provides information about white blood cell counts (WBC), red blood cell counts (RBC), Mean Cell Volume (MCV), Mean Cell Hemoglobin (MCH), Mean Cell Hemoglobin Concentration (MCHC), Red Cell Distribution Widths (RDW), Platelet counts (Plt), and Mean Platelet Volume (MPV).  Since the difference in cost between a hemoglobin assay and CBC is small (less than $7 a sample), we will use the more comprehensive test.  

Subject Payment XE "subject payment" .  At each of the two study visits, subjects will be given a $50 gift certificate for use at a discount store (e.g., Target, Wal-Mart, K-Mart).  The toddler will also be given an age appropriate toy worth about $10 at each visit.
Data Transmission XE "data transmission" .  The Study Coordinator is responsible for maintaining a supply of case-report forms, for transmitting forms to the Data Coordinating Center XE "Data Coordinating Center"  (DCC), and for data quality control at his/her site.  Original data forms will be sent to the DCC weekly by courier such as Federal Express®, or they may be faxed.   The Coordinator will keep a photocopy of all forms in a secure, locked file cabinet.  BSID-III assessments will be entered directly on a PDA, downloaded to a computer, exported as a Word document, and sent to the DCC by electronic mail.

I.1.3.6.  Statistical considerations and data analysis plans. 

I.1.3.6.1. Data Coordinating Center (DCC)
Importantly, many of the same DCC personnel from the OPT Study will be involved in this follow-up project. James Hodges, Director of the OPT Study’s DCC, will serve as the project statistician. Helen Voelker, the OPT Study’s database administrator, will develop and manage databases for the follow-up study.  She is an experienced manager who has played an integral role in generating progress reports (including DSMB reports) and managing the databases for the OPT Study.  She helped develop many of the data collection forms for the OPT study and will continue to supervise the OPT Study’s data entry and quality control specialist, Ms. Irene Olson.  Ms. Voelker also has participated in monthly conference calls between OPT study manager and the site coordinators.  She has developed a good working relationship with the coordinators and is familiar with all aspects of the parent study.  Ms. Voelker will assist Dr. Michalowicz in monitoring the follow-up study.  At least once a year, she will visit each clinical site to review and audit their operations.  Given the reduced workload and sample size of this follow-up study, we believe our plans to function with a smaller DCC staff will not jeopardize our ability to monitor the study, collect quality and complete data in a timely manner, and analyze the results in an expert and timely manner.   Importantly, Dr. Hodges will continue to serve as the project statistician and will be available to consult with Dr. Michalowicz, Ms. Voelker, and the study leaders on a wide variety of issues. 

I.1.3.6.2. Statistical Approach and Power Calculations

We hypothesize that resolution of maternal periodontal inflammation during pregnancy is associated with improved neurodevelopment in infants.  Infants born to OPT women will be tested at 24 months (26 +/- 2 months) of age using components of the Bayley Scales of Infant Development (BSID–III).  The primary outcomes for the follow-up study will be Mental Developmental Index (MDI) score from the Mental Scale and the Psychomotor Developmental Index (PDI) score from Motor Scale of the BSID-III. The PDI and MDI yield standardized scores with mean 100 and standard deviation (SD) 15.  

Although we plan to compare infants of test and control OPT subjects with respect to a variety of motor, mental, language, and social-emotional outcomes and anthropomorphic measures, here we describe statistical power only for the primary outcomes.  We think our final sample will provide us with good power to detect differences between groups for secondary developmental outcomes as well. 

Comparisons between infants of test and control OPT Subjects

Of the 824 randomized subjects, approximately 800 women across the four clinical sites will be available to recruit for the follow-up study. We conservatively estimate enrolling 65% to 75% of eligible mother/infant pairs.  Table 1 lists the minimum detectable difference between groups (infants born to test and control subjects) for sample sizes in this range.   For example, we will have 80% power to detect a difference in MDI or PDI scores of at least 4.2 points if we enroll 400 mother/infant pairs (200 per group).  With 600 pairs (or 300 per group), we will have 80% power to detect a difference of 3.4 points between infants born to test versus control women.  Thus, we will have good power to detect differences between groups that are small relative to the SD (=15) for the MDI and PDI scores. 

Table 1.  Minimum detectable difference in BSID-III scores between infants born to test and control OPT women (at alpha = 0.05)

	
	Power

	N / group
	80%
	90%

	200
	4.2
	4.9

	250
	3.8
	4.3

	300
	3.4
	4.0


Regression Approach 

We also will examine the relationship between change in maternal periodontal health during pregnancy and infant neurodevelopment.  OPT women were examined clinically at 13-16 weeks, 21-24 weeks and 29-32 weeks of gestation.  Change (from baseline) in whole-mouth mean probing depth (ΔMPD) and the percentage of sites with bleeding on probing (Δ%BOP) will be used as measures of the change in a woman’s periodontal health during pregnancy.  Linear regression will be used to examine the association between these changes and MDI and PDI scores at 24 and 36 months.   PDI and MDI scores will be the dependent variables and ΔMPD and Δ%BOP the main independent variables in the regression analyses.  Other independent variables that will be tested in the models include gestational age at birth, birthweight, length, head circumference, use of antenatal glucocorticoids (yes/no), OPT study enrollment center, rupture of membranes for greater than 24 hours, child’s sex and race, small for gestational age (yes/no), surfactant therapy, grade 3 or 4 intraventricular hemorrhage (yes/no), cystic periventricular leukomalacia (cPVL), postnatal steroid use, and highest level of education attained by primary caregiver. Table 2 lists these and other potential covariates in the analysis. 

The analysis of each dependent variable will proceed in two main steps.  In step 1, a simple analysis will include only ΔMPD and Δ%BOP as independent variables.  In step 2, other independent variables will be added to the analysis to assess whether they account for the simple relationships found in step 1.  These other independent variables will be added in meaningful groups, allowing us to determine which group, if any, accounts for the simple relationships found in step 1.  The first group of other independent variables describes demographics of the child and primary caregiver:  the child's sex and race, the highest education level attained by the primary caregiver, household SES, and the center where the birth occurred.  The second group of independent variables describes events at or preceding the birth:  e.g., gestational age at birth, birth weight and length, small for gestational age (5th percentile or less), head measurements at birth, use of antenatal glucocorticosteroids, and rupture of membranes for more than 24 hours.  The final group of other independent variables describes events occurring or detected after the birth, e.g., surfactant therapy, intraventricular hemorrhage, cystic periventricular leukomalacia, and postnatal steroid use.

Table 2. Potential Covariates for Infant Neurodevelopment

	A. Parental/Caregivers Variables

	Mother’s age at delivery * 

	Father’s age at delivery

	Mother’s race/ethnicity *

	Father’s race/ethnicity

	Mother’s highest educational level attained *

	Father’s highest educational level attained 

	Parent’s/Caregiver’s intelligence score (using the WASI)

	Hollingshead Two-Factor Index (of socioeconomic status)

	Mother’s illicit drug use during pregnancy *

	Mother’s primary language (English or other) *

	Father’s primary language (English or other)

	Marital Status

	Family code status (number of biological parents in home)

	Maternal infections during pregnancy (chorioamnionitis, gonorrhea, chlamydia, pyelonephritis, urinary tract infection, Strep B, febrile viral illness, HIV status at delivery, other infections)

	Pregnancy complications (recurrent preterm labor) 

	B. Home environment

	Home Observation for Measurement of Environment (HOME)

	C. Child variables

	Sex *

	Gestational age at birth *

	Birth weight *

	Small for gestational age **

	Rupture of membranes > 24 hours before delivery

	Head circumference (at birth, 24 and 36 months)

	One and five minute APGAR scores *

	Neonatal history (micro-/macrocephaly, intraventricular hemorrhage, chronic lung disease, peak serum bilirubin level, post-natal steroid exposure, retinopathy of prematurity, indomethacin use, sepsis, cranial ultrasound abnormalities, necrotizing enterocolitis)

	Perinatal medical history (abnormal blood gases, ventilator use, surfactant use)

	Pediatric history (chronic serous otitis media, seizures, trauma, CNS infections)

	Breastfeeding history

	Birth defects *

	HIV status

	Pre-natal tobacco smoke exposure (data available regarding mother in the OPT data base)

	Post-natal tobacco smoke exposure

	Anemia

	Lead exposure


*  Data collected as part of the parent OPT Study

** Calculated from data collected as part of the parent OPT Study

To estimate power for likely sample sizes, we first estimated the standard deviation in the primary independent variables, the whole mouth changes (from baseline) in our OPT women.  The standard deviation (SD) for Δ%BOP was 18.9 percentage points for change from Baseline to Visit 3, and 20.8 for change from Baseline to Visit 5.  For ΔMPD, the SDs for the same comparisons were 0.41 mm and 0.45 mm, respectively.  The differences between Visits 3 and 5 are small and had a negligible effect on the power estimates.  Thus, we present results using the changes from Baseline to Visit 3 because more observations were available for this period when we made the power calculations.  

Table 3 lists, for 80% and 90% power, the minimum detectable regression coefficient (β1) for Δ%BOP for various samples, assuming alpha (type I error rate) 0.05.  Table 4 lists the analogous minimum detectable regression coefficients (β1) for ΔMPD.  In Table 3, each coefficient is the average effect on Bayley score of a 1 percentage point reduction, from baseline to follow-up, in the percent of sites with BOP.  For example, for a sample of 400 subjects, we have 80% power to detect a minimum β1 of 0.110.  Thus, if a 20 percentage point reduction in maternal BOP is associated with at least a 2.2 unit improvement in infant PDI or MDI score (2.2 = β1 X reduction in %BOP = 0.110 X 20), we have good power to detect that association.  Similarly, for ΔMPD (Table 4), each coefficient is the average effect on Bayley score of a 1 mm reduction in MPD.  For a sample of 400 subjects, we have 80% power to detect a minimum β1 of 5.2.  Thus if a 0.5 mm reduction in maternal whole-mouth average PD is associated with at least a 2.6 unit improvement in infant PDI or MDI score (2.6 = β1 X reduction in MPD = 5.2 X 0.5), we have good power to detect that association.  Therefore, even if we are only moderately successful in recruiting OPT women and their children for the follow-up study, we will have good power to detect clinically meaningful associations between the periodontal and infant neurodevelopment outcomes.  For these calculations, we assumed there is a linear relationship between BSID-III scores and Δ%BOP or ΔMPD.  We will also explore non-linear models (with quadratic terms) and compare these models for overall fit to the data, as well as perform standard checks of the regression model’s adequacy.   

Table 3.  Minimum detectable regression coefficient (β1) for Δ%BOP

	
	Power

	Total n
	80%
	90%

	200
	0.153
	0.176

	400
	0.110
	0.126

	500
	0.098
	0.113

	600
	0.090
	0.103


Table 4.  Minimum detectable regression coefficient (β1) for ΔMPD

	
	Power

	Total n
	80%
	90%

	200
	7.3
	8.4

	400
	5.2
	6.0

	500
	4.7
	5.4

	600
	4.3
	4.9


I.1.3.6.3. Timetable

The first OPT babies were born in September 2003 (Table 5) and will turn 24 months of age in September 2005.  Because we plan to assess children at 24 months (26 +/- 2 months), these first infants will be eligible for enrollment in the follow-up study only through November 2005.  With an anticipated start date of December 1, 2005, only 4 OPT subjects (all at Hennepin County Medical Center) would be ineligible to participate.  Increasingly greater numbers of mother/infant pairs will be available for assessments October/November infants in December 2005.  Thereafter, increasingly more women and their infants become ineligible for the 24-month assessment.  These pairs, however, would remain eligible for the 36-month evaluation.  Table 6 lists the number of mother/infant pairs that would be available to recruit between December 1, 2005 and August 31, 2007.   

Table 5. Number of Live Births, By Month and Site (September 2003 to February 2004)

	 Month
	KY
	MN
	MS
	NY
	Total

	Sep 03
	
	4
	
	
	4

	Oct 03
	5
	8
	1
	
	14

	Nov 03
	8
	5
	5
	4
	22

	Dec 03
	11
	9
	8
	6
	34

	Jan 04
	6
	7
	5
	5
	23

	Feb 04
	8
	5
	3
	13
	29

	Total
	38
	38
	22
	28
	126


Table 6. Number of Infants Born to OPT Subjects between October 2003 – August 2005, by Month

	Month/Year
	COUNT
	
	Month/Year
	COUNT

	Oct 03              
	14
	
	Oct 04              
	27

	Nov 03              
	22
	
	Nov 04              
	35

	Dec 03              
	34
	
	Dec 04              
	51

	Jan 04              
	23
	
	Jan 05              
	35

	Feb 04              
	30
	
	Feb 05              
	31

	Mar 04              
	36
	
	Mar 05             
	35

	Apr 04              
	35
	
	Apr 05             
	32

	May 04              
	20
	
	May 05             
	33

	Jun 04              
	29
	
	Jun 05              
	26

	Jul 04              
	33
	
	Jul 05        
	25

	Aug 04              
	34
	
	Aug 05              
	11

	Sep 04              
	36
	
	         Total         
	691


Statistical Analyses XE "Statistical Analyses:clinical measures" 

 XE "Statistical Analyses:quantitative assays" 

 XE "statistical analyses" .  The DCC will analyze study data for all publications and presentations.  During enrollment and follow-up, baseline subject characteristics only will be analyzed; no analyses of results by treatment group will be done for publication or presentation before the study’s end.  

Data Flow and Management.  All data from enrollment sites will be recorded on case-report forms which will be sent in weekly batches to the DCC.  A logging system, the forms sequence numbers, and shadow databases will be used to track individual forms and data fields through the entire process.

BSID-III data downloaded from the PDA will be e-mailed to the DCC as it is produced, in Word files having specified formats.  These Word files will be read directly by the DCC's database-management software and incorporated into the study database.

OPT II website. The DCC will be responsible for designing and maintaining the study website.  The OPT II website will contain tables outlining site and overall study progress.  Each site’s performance according to recruitment, visit attendance, protocol adherence, error rates on forms, timeliness of response to error corrections, and weekly forms packages, will be described.  These reports will be viewable by all study personnel, blinded or unblinded, and will be the subject of monthly conference calls among the sites and the DCC.
Monthly Conference calls. The DCC will be responsible for scheduling regular monthly conference calls between the Study Manager, Helen Voelker, and the site Study Coordinators. The Study Chair, Dr Michalowicz, will be responsible for scheduling regular monthly conference calls with site PI’s.
Reporting for Quality Management. The principal investigator (PI) and Study Coordinator at each enrollment site have local responsibility for monitoring the study.  The Study Chairman (Dr. Bryan Michalowicz) and the Statistical Study Manager at the Data Coordinating Center XE "Data Coordinating Center"  will be responsible for external monitoring.  The Study Manager will monitor completeness and timeliness of data forms, data transmission, and error correction.  Dr. Michalowicz will monitor overall study management, enrollment, and compliance with protocol as specified in the Manual of Procedures.  He will provide oversight to assure that quality data are collected in a timely manner.  He will work closely with NIH/NIDCR staff to oversee the trial as specified in NIH/NIDCR Policies and Procedures for Investigator Initiated Clinical Trials. 
I.1.3.7.  Training XE "training:of study personnel" 

 XE "training:of study personnel" 

 XE "training:of study periodontal examiners" 

 XE "training" .
Training XE "training"  of Study Personnel.  Before enrollment begins, personnel from each site who are to administer the BSID-III and the PLS-4 will attend a training session at Harcourt/Psychcorp headquarters in San Antonio, Texas.  Only personnel who have received training or who receive training through them will administer developmental assessments to toddler subjects.  Half way through the study, in the summer of 2007, these personnel will attend a calibration meeting at the Minnesota site.
Study staff who will be recording physical measurements of subject toddlers will receive training from those professionals qualified at their site in the proper methods for measuring head circumference, height, and weight.
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I.2.  Organization and Administration (Including Study Roster XE "study roster" )

I.2.1. Participating Units

The Administrative Center, directed by Dr. Bryan Michalowicz, is housed within the Minnesota Oral Health Clinical Research Center at the University of Minnesota (UMN) School of Dentistry. 

The Data Coordinating Center XE "Data Coordinating Center" , directed by Dr. James Hodges, will be operated by the Coordinating Centers for Biometric Research in the Division of Biostatistics at the UMN. 

There are four clinical enrollment sites: Jackson Medical Mall, University of Mississippi, Jackson, MS (PI: Dr. William Buchanan); Hennepin County Medical Center, Minneapolis, MN (PI: Dr. Anthony DiAngelis); University of Kentucky, Lexington KY (PI: Dr. John Novack); and Columbia University / Harlem Hospital, New York, NY (PI: Dr. Panos Papapanou).

I.2.2. Study Organization and Administration 

The study organization and administrative structure are shown in Figures 2a and 2b.  The Administrative Center is located at the University of Minnesota. Dr. Michalowicz is the Study Chairperson and Chairman of Steering Committee XE "steering committee" .  As such, he will have overall administrative, financial and scientific responsibility for the trial.  He will report to NIH Staff, who will oversee activities as outlined in NIH/NIDCR Policies and Procedures.  

I.2.2.1  The Steering Committee XE "steering committee" .  The Steering Committee XE "steering committee"  will advise the Chair on study related matters.  It is the main leadership committee of the trial and is responsible for its overall direction.  The Steering Committee XE "steering committee"  will be responsible for:

· the general design and conduct of the trial and preparation of essential documents including the protocol, manual of operations and data collection forms

· reviewing and approving data collection procedures

· approving changes in study procedures as appropriate

· creating, making appointments to, and disbanding subcommittees

· allocating resources based on competing study demands

· reviewing study progress and implementing steps needed to allow the study to meet its objectives

· reviewing and implementing NIDCR-approved recommendations.

The Steering Committee XE "steering committee"  consists of the Study Chair, the Principal Investigator XE "principal investigator:Michalowicz" 

 XE "principal investigator:Buchanan" 

 XE "principal investigator:Bofill" 

 XE "principal investigator:Novak" 

 XE "principal investigator:Ferguson" 

 XE "principal investigator:DiAngelis" 

 XE "principal investigator:Lupo" 

 XE "principal investigator:Papapanou" 

 XE "principal investigator:Matseoane" 

 XE "principal investigator:Lewis-Mitchell" 

 XE "principal investigator"  (or Co-Principal Investigators) and Pediatric Investigator from each enrollment site, the Director of the Data Coordinating Center XE "Data Coordinating Center" , Dr. Amos Deinard from the Department of Pediatrics at the UMN Medical School, and the NIDCR program official XE "NIDCR program official:Mowery" 

 XE "NIDCR program official" . 

Current Steering Committee XE "steering committee"  members are:

· Dr. Bryan Michalowicz, Minnesota Oral Health Clinical Research Center, University of Minnesota (Chair)

· Drs. William Buchanan and Susan Buttross at the University of Mississippi

· Drs. John Novak and Henrietta Bada, University of Kentucky

· Drs. Anthony DiAngelis and Richard Lussky, HCMC, Minneapolis, Minnesota

· Drs. Panos Papapanou, Dennis Mitchell, and Claudia Chiriboga, Columbia/Harlem Hospital , New York, New York

· Dr. Amos Deinard, University of Minnesota

The Committee will meet annually in Minneapolis, MN. Other meetings will be held by bimonthly teleconference call as needed. Email will be a primary means of daily communication between members of the Steering Committee XE "steering committee" .

Figure 2a: Overall Organization and Administration
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Figure 2b: Study Personnel at each Enrollment Site

Percent time is indicated as (year 1&3/year 2)
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PATIENT LOCATOR INFORMATION

Clinical Unit:

OPT Form 02     V1     (1-1)     DEC 02

attach PID label here

Patient ID:

-

-

Enrollment Code:

Instructions:  This information should be obtained from the 

                        patient at the time of enrollment.   It must be 

                        kept strictly confidential and will not be sent to 

                        the Data Coordinating Center or computerized.

Patient’s Physician:

City State Zip

Street Address

Other address(es)

where you live or

receive mail:

Patient’s Name:

First Middle Last

Other names you

use or are known by:

City State Zip

Current Street Address

Address:

How long have you lived

at this address?_____________

Phone number:   Day  (        )                                                        Evening  (        )

Social Security Number: ___________________________ E-mail address(es)

Date of Birth:  ___________________________________

State of Birth: ___________________________________

Maiden Name: __________________________________ Pager or mobile phone:

Marital Status:  __________________________________ (        )

Person(s) to contact in case of emergency:

(1)

Phone number:   Day  (        )                                                        Evening  (        )

Name

Street Address

Relationship

City State Zip

(2)

Phone number:   Day  (        )                                                        Evening  (        )

Name

Street Address

Relationship

City State Zip

Dentist’s Address:

Patient’s Dentist: 

Dentist’s Phone: __________________________________      E-mail: _______________________________________
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OPT Form 70     V1     (1-2)     DEC 02

- -

Month Day Year

Date form completed:

NOTE:  Form must be submitted at least

6 weeks before the results are needed.

See item A.4.

Instructions:  This form must be completed for all requests 

for data from the Data Coordinating Center.  FAX the 

completed form to the DCC at 1-800-625-0080.

A.   Requester Information

1.   Requester:

Last Name First Name

2.   Clinical Site:

3.   Phone number:

Extension

- -

Month Day Year

4.   Date Needed:

5.   Which return format do you prefer:

a        E-mail

b        Fax

c        Other, specify:  _________________________________________________________________________

6.   Which fax number?

a        Local use only

a        Local IRB or Quality Assurance

B.   Purpose of Data Analysis  (check all that apply):

1.   Purpose of data analysis (check all that apply):

2.   Which local use(s)?

b        Local presentation

c        Other, specify:  ______________________________________________

GO TO ITEM B.3

b        Presentation for/to:  ________________________________________________________________________

c        Papers for:  ______________________________________________________________________________

d        Abstract for:  _____________________________________________________________________________

e        Other, specify:  ___________________________________________________________________________

Purposes b, c, d, or e may be subject to Steering Committee approval.

3.   What is the scope of the request?

a        Specified clinical sites only:  _________________________________________________________________

b        All sites (may be subject to Steering Committee approval)

OBSTETRICS & PERIO THERAPY STUDY

a        All available data

C.   Description of Requested Data

1.   Which time period should be included?

b        The following period:   Begin date:                                                   End Date:

- -

Month Day Year

- -

Month Day Year


 I.2.2.2.  Enrollment XE "enrollment"  Site personnel.  The Enrollment XE "enrollment"  Site Principal Investigator XE "principal investigator"  will have overall administrative, scientific and fiscal responsibility for that site.  The Study Coordinator will be responsible for its day-to-day operation, coordinating all activities of the Principal Investigator XE "principal investigator"  and other study personnel and ensuring that data are collected in an accurate, timely and efficient manner.  The on-site Study Coordinators will work closely with the Study Manager of the Data Coordinating Center XE "Data Coordinating Center"  to ensure that all data forms are completed accurately and in a timely manner.

The Enrollment XE "enrollment"  Site PIs are:

· Anthony J. DiAngelis, DMD, MPH, Chief of Dentistry, Hennepin County Medical Center, Minneapolis, MN 

· William Buchanan, D.D.S., M.Md.Sc., Department of Periodontics, University of Mississippi School of Dentistry, Jackson, MS

· M. John Novak, BDS, LDS, MS, PhD, Center for Oral Health Research, University of Kentucky College of Dentistry, Lexington, KY

· Panos N. Papapanou, DDS, PhD and Dennis A. Mitchell DMD, Division of Periodontics Columbia University School of Dental & Oral Surgery, New York, NY

I.2.2.3.  Data Coordinating Center XE "Data Coordinating Center" 

 XE "Data Coordinating Center:Hodges"  (DCC).  Dr Bryan Michalowicz will act as director of the DCC.  He will supervise the DCC’s operations and present reports to the Steering Committee.  He will supervise all statistical monitoring, will direct and actively participate in preparations for Steering Committee meetings and supervise preparation of other reports. James S. Hodges, PhD developed the study's statistical aspects.    He will direct statistical analyses of study data, developing new methods as needed, and co-author publications.
The DCC is not just a service bureau; it has taken and will take a leadership role in the study's design and scientific conduct.  Communication, cooperation, and frequent interaction with investigators are essential ingredients in executing DCC responsibilities.  Accordingly, the DCC's responsibilities involve most aspects of the study and include: participating in developing and modifying the study; forms design;  setting up and maintaining data-collection procedures and documenting them in the Manual of Operations;  training data collectors; executing data-collection and data-management procedures; producing and distributing reports, including reports on enrollment, follow-up, protocol adherence, and data quality;  analyzing study data for reports, publications, presentations and other needs; and assisting in writing publications and presentations.

I.2.3.  Study Roster XE "study roster" 
	I.2.3.1.  University of Minnesota XE "Data Coordinating Center"  



	Study Chair

Bryan Michalowicz, DDS, MS

Department of Preventive Sciences

School of Dentistry

17-116 Moos Tower

515 Delaware Street SE

Minneapolis, MN 55455

Phone:  612-625-6981

Fax:  612-626-2652

E-mail:  micha002@umn.edu
Pediatric Investigator

Amos S. Deinard, MD, MPH  

Ruben-Bentson Chair 

Pediatric Community Health 

Department of Pediatrics

MMC 85

420 Delaware St. SE

Minneapolis, MN 55455

Phone:  612-638-0700, ext. 212

Pager:  612-899-2147

Fax:  612-627-4205

E-mail:  deina001@umn.edu
Administrative Specialist

Ellen L. Delmore

Department of Preventive Sciences

School of Dentistry

17-116 Moos Tower

515 Delaware Street SE

Minneapolis, MN 55455

Phone:  612-626-5722
Fax:  612-626-2652

E-mail:  delmo009@umn.edu

	             


	I.2.3.2.  Data Coordinating Center (DCC) XE "Data Coordinating Center"  



	Study Manager/

Database Administrator 
      Helen Voelker
Division of Biostatistics

School of Public Health 

2221 University Ave SE, Suite 200

Minneapolis, Minnesota  55414

Phone:  612-626-9016

Fax:  612-625-0080

E-mail:  helen@ccbr.umn.edu
Data Entry/Quality Control Operator

Irene Olson,

School of Public Health 

2221 University Ave SE, Suite 200

Minneapolis, Minnesota  55414


Phone:  612-626-9018
Fax:  612-625-0080

E-mail:  irene@ccbr.umn.edu
Forms Designer

Kathy Farnell
School of Public Health 

2221 University Ave SE, Suite 200

Minneapolis, Minnesota  55414
Phone:  612-626-9013

Fax:  612-625-0080

       E-mail:  kathy@ccbr.umn.edu

	Project Statistician
Jim Hodges, PhD, 

Division of Biostatistics

School of Public Health 

2221 University Ave SE, Suite 200

Minneapolis, Minnesota  55414

Phone:  612-626-9626

Fax:  612-626-8892

E-mail:  hodges@ccbr.umn.edu 

             


	I.2.3.3.  Hennepin County Medical Center (Minneapolis)


	Enrollment XE "enrollment"  Site Principal Investigator XE "principal investigator" 
Anthony J. DiAngelis, DMD, MPH

Chief of Dentistry

Hennepin County Medical Center

701 Park Avenue

Department of Dentistry 

P-7  

Minneapolis, MN 55415 

Phone:  612-873-2382 

Fax:  612-904-4234  

        E-mail:    

         anthony.diangelis@co.hennepin.mn.us     

Pediatric Investigator

Richard Lussky, MD, MPH

      Co-Medical Director, Newborn ICU

Medical Director, Infant Apnea and Pulmonary Program

701 Park Avenue 

G-7

Minneapolis, MN 55415 

Phone:   612-873-2960

Fax:  612-904-4284

E-mail:  lussk01@umn.edu

Study Coordinator

Leslie Long-Simpson

Hennepin County Medical Center

701 Park Avenue

Department of Dentistry 

P-7 

Minneapolis, MN 55415

Phone: 612-873-6862

Pager: 612-510-5046

Fax: 612-904-4234

      E-mail: 
       leslie.long-simpson@co.hennepin.mn.us

	Pediatric Development Examiner
Sue Hieb-Stewart

Occupational Therapist

Hennepin County Medical Center

701 Park Avenue

Department of Dentistry

P-7
Minneapolis, MN 55417

Phone: 612-873-3503

Fax: 612-904-4234

E-mail:  
susan.hieb-stewart@co.hennepin.mn.us
Pediatric Development Examiner
Mary Huschle
Speech-Language Pathologist
Hennepin County Medical Center

701 Park Avenue

Department of Dentistry

P-7
Minneapolis, MN 55417

Phone: 612-873-8732

Fax: 612-904-4234

      E-mail: mary.huschle@co.hennepin.mn.us
Pediatric Development Examiner
Ann Regensheid
Occupational Therapist

Hennepin County Medical Center

701 Park Avenue

Department of Dentistry

P-7
Minneapolis, MN 55417

Pager: 612-336-0685

Fax: 612-904-4234

E-mail:  ann.regensheid@co.hennepin.mn.us
             

	Hennepin County Medical Center (Minneapolis)--continued


	Data Abstractor/
Enrollment Coordinator
Kelly Meyer, RDH
Dental Hygienist
Hennepin County Medical Center

701 Park Avenue

Department of Dentistry

P-7

Minneapolis, MN 55415

Phone: 612-873-5671 

Fax: 612-904-4234
E-mail:  kelly.meyer@co.hennepin.mn.us
Spanish Interpreter

Ofelia Herrera

Hennepin County Medical Center

701 Park Avenue

Department of Dentistry

P-7

Minneapolis, MN 55417

Phone: 612-873-5671

Fax: 612-904-4234

E-mail:  ophelia.herrera@co.ramsey.mn.us
	


	I.2.3.4.  University of Mississippi (Jackson)


	Enrollment XE "enrollment"  Site Principal Investigator XE "principal investigator" 
William Buchanan, DDS., M.Md.Sc.

Department of Periodontics

University of Mississippi School of Dentistry

2500 North State St.
D307
Jackson, MS  39216

Phone:  601-984-6118

Fax:  601-984-6120

Cell:  601-594-6551

E-mail:  wibuchanan@sod.umsmed.edu
Administrative Assistant

Betty Thompson

Phone:  601-984-6115

Pediatric Investigator

Susan Buttross, MD.,FAAP
Division of Child Development
School of Medicine

University of Mississippi Medical Center

2500 North State St.

Jackson, MS  39216

Phone:  601-984-5236
Fax:  601-984-2975

E-mail:  sbuttross@ped.umsmed.edu
Study Coordinator

Stacy Hull-Vance, BS, MS

The OPT Center

Jackson Medical Mall, Suite 101-47
350 West Woodrow Wilson

Jackson, MS 39213

Phone: 601-815-3364

Pager: 601-929-2323

Fax: 601-815-3470

Cell: 601-540-4418

E-mail:  svance@shrp.umsmed.edu
	Clinical Psychologist Pediatric Investigator/

Pediatric Development Examiner
Twila Rawson, PhD
Associate Professor School of Medicine
School of Medicine

University of Mississippi Medical Center

2500 North State St.

Jackson, MS  39216

Phone:  601-984-5236
Fax:  601-984-2975

E-mail:  trawson@ped.umsmed.edu
Data Abstractor/Nurse Practioner
M. Jeanette Saik, CNP
Instructor
School of Medicine

University of Mississippi Medical Center

2500 North State St.

Jackson, MS  39216

Phone:  601-984-5236
Fax:  601-984-2975

E-mail:  msaik@ped.umsmed.edu
Research Assistant
Shawanda Agnew
The OPT Center

Jackson Medical Mall, Suite 101-47
350 West Woodrow Wilson

Jackson, MS 39213

Phone: 601-815-3364

Pager: 601-929-2323

Fax: 601-815-3470

Cell: 662-401-3380

E-mail:  sagnew@ped.umsmed.edu
         


	I.2.3.5.  University of Kentucky (Lexington)


	Enrollment XE "enrollment"  Site Principal Investigator XE "principal investigator" 
M. John Novak, BDS, LDS, MS, PhD

Professor of Periodontics, Associate Director

Center for Oral Health Research

College of Dentistry

402 Health Sciences Research Building
University of Kentucky

Lexington, KY 40536-0305
Phone:  859-323-5159

Fax:  859-257-6566

E-mail:  mjnova2@pop.uky.edu
Pediatric Investigator:

Henrietta Bada, MD, MPH

Department of Neonatology

University of Kentucky College of Medicine

MS-477, Medical Science Building

800 Rose Street

Lexington, KY 40536-0293

Phone:  859-323-1850

Fax:  859-257-6106

E-mail:  hbada@uky.edu
Study Coordinator:

Donna Mischel, RDH

Center for Oral Health Research

University of Kentucky College of Dentistry

414 Health Sciences Research Building
Lexington, Kentucky  40536-0305
Phone:  859-323-5412
Fax:  859-257-2926

E-mail:  dfmtmct@uky.edu

	Pediatric Development Examiner
Rhonda Caldwell
University of Kentucky College of Medicine
MS-477, Medical Science Building
800 Rose Street
Lexington, Kentucky  40536-0293
Phone:  859-323-1850

Fax:  859-257-6106

E-mail:  rcald3@uky.edu
Pediatric Development Examiner
Melanie Reynolds

University of Kentucky College of Medicine

MS-477, Medical Science Building

800 Rose Street

Lexington, KY 40536-0293

Phone:  859-323-1850

Fax:  859-257-6106

E-mail:  melreyn2@insightbb.com
Pediatric Development Examiner
Jennifer Sutherland

University of Kentucky College of Medicine

MS-477, Medical Science Building

800 Rose Street

Lexington, KY 40536-0293

Phone:  859-323-1850

Fax:  859-257-6106
E-mail:  jenkate@insightbb.com
             


	University of Kentucky (Lexington)--continued


	Spanish Interpreter

Norma Sepulveda

Center for Oral Health Research

University of Kentucky College of Dentistry

414 Health Sciences Research Building
Lexington, Kentucky  40536-0305
Phone:  859-323-4923
Fax:  859-257-4646
E-mail:  nesepu2@email.uky.edu
Spanish Interpreter

Yasmin Bobyk-Salazar

Center for Oral Health Research

University of Kentucky College of Dentistry

414 Health Sciences Research Building
Lexington, Kentucky  40536-0305
Phone:  859-323-4923
Fax:  859-257-4646
E-mail:  yiboby2@email.uky.edu

	             


	I.2.3.6.  Columbia University/Harlem Hospital (New York City)


	Enrollment XE "enrollment"  Site Principal Investigator XE "principal investigator" 
Panos N. Papapanou, DDS, PhD

Director, Division of Periodontics

College of Dental Medicine

630 West 168th Street, PH-7E-110

New York, NY 10032
Phone:  212-305-9289

Fax:  212-305-9313

E-mail:  pp192@columbia.edu
Periodontal Investigator

Dennis A. Mitchell, DDS, MPH

Division of Periodontics

College of Dental Medicine

630 West 168th Street 

P&S Box 20 

New York, N.Y. 10032 

Phone:  212-342-3716

Fax:  212-305-3142

E-mail:  dml48@columbia.edu
Pediatric Investigator

Claudia Chiriboga, MD, MPH

Chief, Pediatric Neurology

Harlem Hospital Center

MLK 16101

506 Lenox Avenue

New York, New York 10037

Phone:  212-939-4244

Fax:  212-939-4245

E-mail:  cac3@columbia.edu

	Study Coordinator

Denise Starr

Harlem Hospital Center

Ronald H. Brown Building

530 Lenox Avenue 137th Street

Room 4082

New York, NY 10037

212-939-8269

E-mail:  dks67@columbia.edu
Pediatric Development Examiner

      Faith Smith

Ronald H. Brown Building

530 Lenox Avenue 137th Street

Room 4082

New York, NY 10037

212-939-8269

      E-mail:  fasemlives@gmail.com
Nurse Abstractor

      Lucille Lebovitz

Ronald H. Brown Building

530 Lenox Avenue 137th Street

Room 1072

New York, NY 10037

212-939-8530

      E-mail:  lll23@columbia.edu             


	I.2.3.7.  National Institute of Dental and Craniofacial Research



	Jane C. Atkinson, D.D.S.
Program Director, 
Clinical Trials Program
Center for Clinical Research
Division of Extramural Research
National Institute of Dental and Craniofacial Research
6701 Democracy Blvd.
Room 634, Mail Stop 4878
Bethesda, MD  20892-4878
Telephone: (301) 435-7908
 E-mail:  jatkinso@mail.nih.gov

	             

	I.2.3.8.  Consultant


	John E. Connett, PhD (clinical trials)

Chair, Division of Biostatistics

School of Public Health 

2221 University Ave SE, Suite 200

Minneapolis, Minnesota  55414

Phone:  612-626-9010

Fax:  612-625-0080

E-mail:   john-c@ccbr.umn.edu

	


I.3.  Schedule of Visits XE "schedule of visits" 

 XE "Schedule of Visits:recruitment" 

 XE "schedule of visits:baseline" 

 XE "schedule of visits:randomization"  and Evaluations

The following is a schedule of visits and evaluations in the form of a table, in which rows represent evaluations or forms, while columns represent visits.  

For those who prefer this information in the form of a list of events, Form 97 (Subject Event Checklist XE "Event Checklist" ) is such a list.  See Section V, Case Report Forms.
	Data collected, or Event
	Visit 1

2 years old

24-28 months
	Visit 2

3 years old

34-38 months

	Informed Consent XE "informed consent" 
	X
	

	Medical release and HIPPA forms
	X
	

	Update OPT/OPTII Contact Information
	X
	X

	HOME Scale (Form 91) XE "Baseline Obstetric Data (Form 10)" 
	X
	X

	Child History (Form 92)
	X
	X

	Life Style History (Form 93)
	X
	X

	Physical & Laboratory (Form 94)
	X
	X

	Child Medical History (Form 95)
	X
	

	Parent/Caregiver Demographics (Form 96)
	X
	X

	Confirmation of Study Visit/Report of Missed Visit (Form 97)
	X
	X

	BSID-III (Bayley Scales of Infant Development 3rd Edition)
	X
	X

	PLS-4 (Preschool Language Scale 4th Edition)
	X
	X

	Raven SPM (Standard Progressive Matrices by J Raven)
	X
	

	Blood Draw
	X
	

	Refer for NEC (as appropriate)
	X
	X


II. Subject's Path
PART II.

A SUBJECT'S PATH THROUGH THE STUDY

II.1.  Recruitment into the Study

II.1.1. Initial Contact and Recruitment

II.1.1.1. Procedures.  Women eligible for participation in this study will be all women who were randomized into the OPT Study, regardless of treatment group or compliance. This includes women who either were withdrawn from the previous study or who withdrew themselves. Randomized OPT participants will not be eligible if they did not deliver a live infant or if their infant was not discharged alive.

Potential participant families will be contacted and the study briefly explained to them. The connection with OPT and principle components of the OPT II study should be outlined:

· The goal of the OPT trial was a healthier baby

· OPT II will examine toddler health and development at 2 and 3 three years old

· There will be no dentistry in this study 

· Testing will include developmental surveys and a blood test 

· Results will be shared with parents upon request or if determined to be abnormal

· Compensation will include $50 in gift certificates and a toy for the participating toddler valued at approximately $10, for each visit attended

Contact with families may be made utilizing all information gathered during the OPT trial.  Contact information was gathered and maintained on OPT forms 02 and 06. Individual sites may have generated additional tracking files. If allowed by each enrollment site’s IRB, the following information was collected and may be utilized for tracking purposes:

· Home, work, and cell phone numbers 

· Mailing and e-mail addresses

· Emergency contact’s names and phone numbers

· Medical record number of OPT participant

· Medical record number of her OPT baby

· Name and date of birth of her OPT baby

It is important to remain HIPAA compliant and within the limits of what each enrollment site’s IRB will allow, in all aspects of the search for potential participants. 

Depending on each enrollment site’s IRB regulations, the following options and resources may be available:

· Last phone numbers reported to study staff

· Local phone books or other directories

· Intelius or other online directories

· Emergency contacts 

· Mailings to last reported addresses

· Cross referencing OPT participant’s medical record number with updated demographic information found in clinic/hospital chart  (either hard copy or IRIS, EPIC or other web based electronic version)

· Cross referencing infants medical record number with updated demographic information found in clinic/hospital chart (either hard copy or IRIS, EPIC or other web based electronic version)

· Cross referencing past, present, and future encounters for the mother and child

Any mailings should clearly display the study logo and/or name on the envelope to distinguish it from other clinic/hospital business and billings. The contents should briefly describe the study and compensation and invite the potential participant to call study staff to make an appointment.

As of January 24, 2007, the University of Minnesota opened an account with Intelius for use by enrollment sites as a web based tracking resource. The site may be accessed through this link:

https://www.intelius.com/login.php?&AccountExist=1
Login and password may be obtained by contacting the DCC or enrollment site Study Coordinators.

II.1.1.2. When a potential participant is located. Once the potential participant is reached and the study explained, the family should be invited to participate. The participating toddler should be clearly identified during the call by name and/or date of delivery/birth date (from OPT Form 60 or OPT II visit schedules sent out by the DCC).  It should be stressed that it is best if the toddler attends the visit in the company of the primary caregiver. If they are interested, a Visit 1 should be scheduled. Contact information should be confirmed during this call and additional contact information gathered if possible. 
II.1.1.3. When a potential participant is located but refuses participation/withdrawal of consent. If the subject is located and refuses participation in Visit 1, the OPT participant should be thanked for their time and asked if they may again be contacted and their interest reassessed for participation in Visit 2 (when the toddler is turning 3 years old). Contact information should be confirmed during this call and additional contact information gathered if possible. Document the missed Visit 1 on Form 97 indicating that the subject is not interested and does not wish to attend this visit.

If the subject is located but refuses all participation in the OPT II Study, Form 97 should be completed to document the missed visit, indicating the subject has withdrawn consent for study participation. If consent is withdrawn at Visit 1, Form 97 should be filled out for both V1 and V2 and forwarded to the DCC with weekly forms transmittal.

II.1.1.3.1. Documenting withdrawal of consent. If a subject indicates that she wishes to withdraw consent, her wish must be honored.  Just as it is a severe ethical breach to enroll a subject without her consent, so it is a severe ethical breach not to honor her withdrawal of consent.

If a subject indicates her wish to withdraw consent to someone other than the Study Coordinator, she should be referred to the Study Coordinator.  The Study Coordinator should make every effort to obtain from the subject a written, signed document stating 

• that she is withdrawing consent, 

• the extent to which she is withdrawing consent, if less than totally, and

• the date as of which consent is withdrawn.  

If the subject needs help writing this document, the Study Coordinator should provide it.  If the subject cannot write, the Study Coordinator may record the subject's words on paper but should avoid putting words in the subject's mouth.  

If the subject refuses to provide a written statement withdrawing consent, the Study Coordinator should document the subject's withdrawal in a memo for the record, including the extent to which she is withdrawing consent, if less than totally, and the date as of which consent is withdrawn.  A copy of this memo should be filed with the copies of the subject's forms. 

At all times during this process, the subject should be treated with the utmost respect and courtesy.  This is her due, of course, but also, subjects sometimes change their minds and there is no reason to foreclose that possibility.  

II.1.1.4. When a potential participant is not located. Every effort should be made to maintain contact with each subject randomized in the OPT Study.  At enrollment, the subject should have provided names and contact information for two people who can be contacted in case of emergency or if the subject appears to be lost to follow-up (see Section II.6.2.2. "Patient Locator Information (Form 02 XE "Patient Locator Information (Form 02" )").  Each contact person's address, telephone number, and relationship to the subject should be obtained with the clear understanding that strict subject confidentiality will always be maintained.
When a subject cannot be located or contacted directly – for example, scheduled visits have been missed and Site staff cannot reach the subject by phone after several attempts – the Study Coordinator should try to locate the subject through the people named as contacts, without indicating that the subject is in a research study.  If the persons are located but are unwilling to provide the subject's location, ask them to ask the subject to contact the Site.  

Other methods may be used to determine a subject's whereabouts, depending on the Site's subject population.  Some potential methods are:  

· Mailing a registered letter to the subject's last known address, requesting that she contact the Study Coordinator by telephone, calling collect if the call is long-distance.

· Contacting the Enrollment XE "enrollment"  Site's social workers.

· Contacting social service agencies such as Medicaid or food stamps.

· Contacting neighbors at the subject's last known address.  A reverse telephone directory is helpful for this purpose.

· Contacting the Department of Motor Vehicles.

· Contacting the subject's employer.  

These are only to be treated as sources of information about the subject's whereabouts.  Study personnel must protect the subject's confidentiality and should never provide information about subjects to these or other sources.  

The Study Coordinator should record each step taken to locate a subject, to avoid duplicating effort and annoying contacts who might otherwise be willing to help.  

If all efforts to locate the subject fail and their Visit 1 window has closed, Form 97 should be completed indicating that the potential participant did not attend the study visit and the subject’s whereabouts are unknown. Efforts to locate the potential participant should continue until her Visit 2 window has closed. At that time, if the participant remains lost to follow up, complete a second Form 97 indicating that the visit was not attended and the subject’s whereabouts are unknown.
II.2. Outline of Visit 1 and Visit 2

II.2.1. Visit Windows
II.2.1.1 Procedures. Potential participants will be eligible for visits within four month windows based on the birth date of the toddler. Lists of eligible participants for each enrollment site and their windows will be established and sent out by the DCC before study recruitment begins. These tables will show a window open, target, and close date for each Visit 1 and Visit 2 ordered by the OPT PID and Enrollment Code of the mother. Visit 1 windows will be open when the participant toddler is 24 to 28 months old. Visit 2 windows will be open when the participant toddler is 34 to 38 months old. 

Study visits must be attended and completed within these windows. The DCC must be contacted regarding any deviations from these schedules. Exceptions will be handled on a case by case basis. A visit completed outside of the visit window will be considered a protocol violation. Generally, it is preferable to schedule the visit outside of the window than to miss the visit completely. It is also preferable to schedule participants near the target date whenever possible.

II.2.1.2 Visit 1 (24 to 28 months old)/Initial Visit.
Below is a brief outline of forms and evaluations to complete at Visit 1:
· Consent--Visit 1 must begin with an explanation of the study and administration of informed consent. Failure to obtain a signed consent form prior to completing study visit forms and/or developmental evaluations is a serious protocol violation.

· HIPAA and other Medical Release forms
· Participant contact information 
· Form 91—HOME Scale
· Form 92—Child History
· Form 93—Life Style History
· Form 94—Physical and Laboratory
· Form 95—Child Medical History
· Form 96—Parent/Caregiver Demographics
· Form97—Confirmation of Study Visit/Report of Missed Visit
· BSID III—Bayley Scales of Infant Development 3rd Edition
· PLS 4—Preschool Language Scale 4th Edition
· Raven SPM—Standard Progressive Matrices by J. Raven
· Blood draw 

II.2.1.3. Visit 2 (34 to 38 months old).
Below is a brief outline of forms and evaluations to complete at Visit 2:
· Update participant contact information 
· Form 91—HOME Scale
· Form 92—Child History
· Form 93—Life Style History
· Form 94—Physical and Laboratory
· Form 96—Parent/Caregiver Demographics
· Form97—Confirmation of Study Visit/Report of Missed Visit
· BSID III—Bayley Scales of Infant Development 3rd Edition
· PLS 4—Preschool Language Scale 4th Edition
· Any element that was not completed at Visit 1 such as the Raven or blood draw
II.2.1.3.1. Visit 2 as the initial visit. In cases where Visit 1 was not attended for any reason but the participant is available and does attend a Visit 2, it should follow the outline of Visit 1.

II.3. Consent and HIPAA Forms
II.3.1. Informed Consent
II.3.1.1. Procedure. The Study Coordinator (or appropriately trained staff member) performs the formal process of obtaining consent for enrollment in the study.  Failure to obtain informed consent and a signed consent form from each subject before enrollment is a serious protocol violation.
Before a potential subject is given the full consent form, the Study Coordinator must discuss the nature of the study, eligibility criteria XE "randomization" , study procedures, the importance of compliance to study procedures, potential risks and benefits, and the duration of the study.  The potential subject must be told that she is not obligated to participate, that there will be no penalty for declining to participate, and that treatment will not be compromised if patients do not participate or cease participation at any time.  

Potential subjects must then be given ample time to read and understand the form and to ask questions.  If the potential subject cannot read for any reason, clinic staff must read the consent form aloud to her.  Clinic staff should use appropriate sensitivity when administering the consent form, for example, they should not ask the subject if she can read, but rather should ask whether she would prefer to have the consent form read to her or to read it herself.  Clinic staff may choose to provide an audio-tape of the consent form to potential subjects who cannot read.  The audio tape should record a clear-voiced person reading the consent form at a reasonable speed.  If the potential subject cannot understand English, then the consent process must be administered in the subject's language or translated by an interpreter, in the presence of the Study Coordinator.  

After the subject signs the consent form, a signed copy is given to the patient for her records.  A second signed copy is kept by the Study Coordinator in a locked cabinet with other confidential patient information. Templates are found in Section III.1.1. and III.1.2. Enrollment site consent documents are found in Section VI.2 .
II.3.2. HIPAA and other Medical Release Forms

II.3.2.1. HIPAA Form procedure. Any additional HIPAA, Medical Release forms, or other forms as required by the enrollment site IRB, PI or other body should be completed and signed at this time. A template is found in Section III.1.2. Enrollment site HIPAA and Medical Release forms are found in Section VI.2.
II.3.2.1.1. HIPAA requirements. The Health Insurance Portability and Accountability Act (HIPAA) requires that all research collecting identifiable health information on an individual person be in compliance with HIPAA standards and regulations. HIPAA regulations specifically apply to research studies collecting Protected Health Information (PHI). 

PHI is defined by HIPAA as health information transmitted or maintained in any form or medium that: 


1. identifies or could be used to identify an individual; and


2. is created or received by a healthcare provider, health plan or employer; and 


3. relates to past, present or future physical or mental health or condition of an

 individual. 

Given that the OPT II study will obtain subjects’ PHI, all sites must comply with the HIPAA regulations as they relate to research. 

Compliance for each site will require that each subject read and sign the form, “HIPAA Authorization To Use And Disclose Individual Health Information For Research Purposes.” A template of this form is found in Section III.1.2. Each Study Coordinator will complete the form specific to their site.  This completed document must be submitted to each site’s IRB for the purposes of fulfilling HIPAA regulations. 

Following the informed consent process, each subject must read and sign the site specific HIPAA Authorization. Subject’s must be given a copy of the signed authorization.

It is of importance to note that a, “Certificate of Confidentiality” issued to a specific site for the purposes of the OPT II study, will override the HIPAA authorization. 

II.3.2.2. Obtaining a Medical Release. A medical release is required from each subject in order to legally access the participating toddler’s medical records from the hospital. Each site should have a pre-printed medical release form specifying the exact information requested, the purpose of the request, and the time period related to the request. 

The Study Coordinator should review the medical release form with the subject in advance of the subject signing the form. Each medical release should include the following information: 


1. The exact name of the clinic and/or hospital that will have the medical 

    records.

2. The exact information that you are requesting, e.g., delivery records, discharge      
    summary, post-natal laboratory results, etc.

3. The reason for the request. Most medical release forms have a box that you can 

    check to state that the purpose of collecting the information is for, “research 

    purposes only.”

4. The signature of the mother/father or the legal guardian on the signature line 
  
    for the toddler. 

5. The length of time the release is valid. This is usually one year from the date of 

    signature. 

A copy of the medical release should be given to the nurse abstractor as proof that she has legal access to the medical information of the subject and the infant. 

The medical release should be signed during the informed consent process. Copies of enrollment site medical release forms are in Section VI.2.
II.4. Confidentiality

II.4.1. Maintaining Confidentiality. 

A violation of patient confidentiality will be regarded as a serious protocol violation.  Ultimately, each Enrollment Site's Periodontal and Pediatric Investigators are jointly responsible for confidentiality of study documents.  In day-to-day practice, that responsibility is delegated to the Site's Study Coordinator. 

All study documents should be treated as confidential, but some are more sensitive than others.  In particular, any document that would permit a Patient Identification (PID) number to be associated with a subject's name and clinical data is especially sensitive.  Such documents should never be transmitted to the Data Coordinating Center (DCC) or to any other site.  A subject's name, even her first name, should never be written on any form that may be sent to the DCC or seen by DCC staff.  

A second class of sensitive documents includes any document that identifies a subject's randomized treatment assignment or that would permit an informed reader to infer a subject's randomized treatment assignment.  

Any document in either of these classes must at all times either be in a locked cabinet maintained for this purpose by the Study Coordinator, or be in the custody of a clinic employee designated by the Study Coordinator and appropriately trained.  In particular, such documents must never be left unattended outside of the designated locked cabinet.

Sensitive documents that must not be transmitted to the DCC or elsewhere include:  OPT Form 02 (Patient Locator Information) or other participant tracking form, and any document containing subjects' Patient ID (PID) numbers along with their names.  

If in doubt, the Study Coordinator should presume a document is sensitive until this can be checked with the Statistical Study Manager at the Data Coordinating Center.  

II.5. Blinding and Unblinding

The OPT II study is a single-blind study.  The subjects know their OPT Study group assignment--whether they received immediate periodontal therapy (Test Group) or deferred periodontal therapy (Control Group) and whether their delivery was term or preterm.  However, until the study is completed, each subject's intervention group (Test or Control) and gestational age at delivery must be concealed from anyone providing study care or making measurements.  This includes the following personnel:

• Enrollment Site PIs, Site Periodontal and Pediatric Investigators, 

• Recruitment and Retention Coordinator (if different from the Study Coordinator), Pediatric Development Examiners, Obstetrical Data Recorder.  

Personnel at the Data Coordinating Center (DCC) can link patient IDs (PID) to their treatment assignments and gestational age at delivery.  However, under the normal operation of the OPT study's confidentiality procedures, DCC personnel should never receive any information permitting them to link PIDs to subject names (see Section II.4.1. "Maintaining Confidentiality" for details).  

Maintaining the blind is crucial to the study's scientific validity.  Study personnel use clinical judgment constantly to make treatment decisions or to take measurements.  If a clinician, examiner, or lab technician knows a subject's study-assigned therapy or gestational age at delivery, that knowledge could potentially influence their judgment, even if they try to ignore that piece of information.  This potential alone is enough to undermine the study's credibility.  

Therefore, under normal circumstances, only two people should know a given subject's name, PID, and treatment assignment and gestational age at delivery:  the subject and the Study Coordinator at her Site.  

II.6. Enrollment Procedures and Study Visit Forms
II.6.1. Enrollment

II.6.1.1. Procedure. After the subject has consented, the Study Coordinator should complete or update these forms, for which detailed instructions are given below:

• Patient Locator Information (OPT Form 02 XE "Patient Locator Information (Form 02" ) or other participant contact form;

• Home Scale (Form 91);

• Child History (Form 92) XE "Patient Log (Form 03)" ; 

• Life Style History (Form 93);

• Physical & Laboratory (Form 94) XE "Baseline Obstetric Data (Form 10)" ;
• Child Medical History (Form 95);

• Parent/Caregiver Demographics (Form 96) XE "Baseline Obstetric Data (Form 10)" ; and

• Confirmation of Study Visit/Report of Missed Visit (Form 97);

II.6.1.2. Patient ID (PID) XE "patient ID (PID)" \t "See enrollment" 

 XE "patient ID (PID)" , Enrollment XE "enrollment"  Code, and labels.  Before enrollment begins, the Data Coordinating Center XE "Data Coordinating Center"  (DCC) will send to the Study Coordinator at each site, subject identification labels that are specific to the eligible subjects at that site.  These labels should be affixed to all study materials and visit forms.

The patient ID number (PID) has five digits followed by a dash followed by another digit, in the format XYYYY-Z.  The first digit X identifies the clinical site, with 1 = New York, 2 = Minneapolis, 3 = Lexington, Kentucky, and 4 = Jackson, Mississippi.  The next four digits YYYY are a number between 0 and 9999 and should be assigned to potential subjects sequentially.  The last digit Z is computed from the first five and provides a check against transcription and other errors, on those occasions when a PID must be transcribed.  

Each subject is also given an Enrollment XE "enrollment"  Code XE "enrollment code" , which is easier to remember than the PID and provides a second check against errors.  The Enrollment XE "enrollment"  code has the format XYY, where "X" is the first letter of the subject's surname or family name, and YY are the last two digits of her four-digit birth year.  Thus, if a subject named Betty Shabazz was born in 1969, her enrollment code would be S69.  The Enrollment XE "enrollment"  Code is on the permanent labels but not on the provisional labels.  

II.6.2. Study Visit Forms

II.6.2.1. Forms in general (Forms 91, 92, 93, 94, 95, 96, and 97 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" ) 
	
[image: image2]


For all forms 91-97 the upper right hand corner should be filled out as follows:

· The Coordinator sticks the appropriate PID label XE "PID label"  to the appropriate spot in the upper right-hand corner of the form.

· Next, the Coordinator fills in the other fields in the upper right-hand corner of the form.  "Clinical Unit" should be "NY" for New York, "MN" for Minneapolis, "KY" for Lexington, Kentucky, and "MS" for Jackson, Mississippi.  The redundancy with the first digit of the PID provides another check against errors.  

· Form date indicates the date on which the form was completed.
· The Study Coordinator or other study staff member who filled out the form enters their study staff two digit personnel code. See Section VI.3. “Appendix M: Personnel codes” for code lists.
· The appropriate Visit box should be checked to indicate which of the two study visits, Visit 1 or Visit 2, this form corresponds to.
· All visit forms are filled out by the Study Coordinator or other trained personnel while interviewing the adult who has attended the visit with the toddler. The exception to this is Form 95 (Child Medical History) which is filled out by the enrollment site data abstractor based on information gathered from the toddler’s medical record. All visits must be carried out in the language of choice of the participant utilizing trained interpreters as appropriate.
· When filling out all forms it is important to keep in mind that many of the questions are focused on and intended to be answered by the primary caregiver. It is preferable that the visits are always attended by the participating toddler/primary caregiver pair. In the event that this is not possible, care must be taken to answer all questions from the proper perspective. The intended frame of reference will be indicated in the question when this is important.
 II.6.2.2.  Patient Locator Information (OPT Form 02 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
[image: image58.emf]OPT Form 70     V1     (2-2)     DEC 02

- -

Month Day Year

Date form completed:

2.   Is data needed for a modification, update, or reprint of a previous report?

a        Yes

b        No or

          unknown

Attach first page of report

3.   Are there any changes other than included dates?

a        Yes

b        No

GO TO ITEM C.4

STOP.  Form is complete.  Fax to Data Coordinating Center.

5.   In what order would you like the data listed or grouped?

      (Example: by clinical site, by PID, by race, etc.)

6.   What data items would you like included?  Include specific Form and Item numbers.

      (Example: Form 10, Item 60, Number of previous full-term births)

7.   Additional information as needed.  

      (Example: comments, sketch of table layout, etc.)  Attach additional pages as necessary.

OBSTETRICS & PERIO THERAPY STUDY

4.   Use only a subset of subjects?

a        Yes

b        No

Describe desired subset (examples: subject age over 35; race ¹ white; any drug addictions 

at baseline).

The purpose of the Patient Locator Information form (OPT Form 02) was to help Enrollment XE "enrollment"  Site personnel maintain contact with subjects.  Study Coordinators may choose to update this form or use some other participant contact information form.

Form 02 should be filled out by the Site Coordinator with the subject present, completing all sections for which the subject is willing and able to provide information.  The appropriate preprinted PID sticker should be affixed in the upper right hand corner of this and all participant forms.  This form should be updated at each visit until the subject has completed the study.

Form 02 or other participant contact information forms should not be sent to the Data Coordinating Center XE "Data Coordinating Center"  (DCC), as that would allow DCC personnel to associate personal identifiers with the Patient ID (PID) XE "patient ID (PID)" , a violation of confidentiality. 

II.6.2.3.  HOME Scale (Form 91 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
	
[image: image3.emf]HOME SCALE, 0-3 YEARS

OPT Form 91     V1     (1-3)     MAR 06

Clinical Unit:

Form Date:

- -

Month Day Year

attach PID label here

Patient ID:

- -

I would like you to describe for me a typical day for your child.

(If the mother does not spontaneously mention any information that would be usable to score the items below, ask her 

the specific questions as indicated.)

DCC USE

Received:

Date

Seq. No.:

Form

Coordinator Code:

0 1

H20. Who takes care of your child when you are out?  Anyone else?

Score YES if substitute care is provided by no more than three regular substitutes.

YES NO

Please Circle

0 1

H43. Does your child eat at least one meal a day with parents?  What happens at 

breakfast?  How is it set up?

Score YES if the child eats at least one meal a day with parents. Again, if there is a 

father figure, use him in place of the biological father.

0 1

H19. Does the family have a pet?

Score YES if the family has a pet.

0 1

H44. Who visits with your child?  How does that work?  How often?

Score YES if the child visits with family or friends once a month or so.

0 1

H41. Does your child's father help you with him/her?  How often?

Score YES if the father provides some daily care of the child.  The father need not 

be the child's biological father.  It can be a father figure – mother's boyfriend, 

mother's father.

0 1

H36. What do you do with your child when you need to do housework?  How do you 

entertain him/her?

Score YES if the parent talks to the child while doing housework.

0 1

H23. When was your child's last visit with the doctor?

Score YES if the child has been taken regularly to the doctor.

0 1

H22. How often do you and your child go out together?

Score YES if the child is taken out of the house at least four times a week.

0 1

H21. When you take your child out of the home, where do you go?  What do you do about 

groceries?  How often do you take your child with you?

Score YES if the child is taken to the grocery store once a week or more.

OBSTETRICS & PERIO THERAPY STUDY 

II

2 1

Visit:




II.6.2.3.1. HOME Scale administration. 
The Home Observation and Measurement of Environment (HOME) Scale is designed to measure the quality and quantity of stimulation available to a child in the home environment.  
The first two pages of the three page form include items that can be scored in directed conversation with the parent. The last page contains observational items that may be scored after the visit.

The HOME scale should not be merely a question and answer period between the examiner and the mother.  The HOME should flow more like a conversation between two people.

It may be helpful to first ask the mother to describe a typical day for the child from when they wake up in the morning to when they go to sleep at night.  Most mothers will take a few minutes and plot out what their child does.  During this time, it may be helpful to take notes on pertinent activities that the mother mentions (i.e. breakfast time, going out of the house) that we can later query about.

To encourage desired detail, start with a question about what time the child wakes up in the morning.  From there ask, “what do they do next?”  This will help to take the mother throughout the whole day of their child.

While the HOME Scale questions are placed in a particular order that does not mean that the interviewer must adhere strictly to that order.  If a mother mentions something about the toys the child plays with, it makes sense to start querying about those questions at that point in time.  The examiner can always go back to what they were previously discussing.

While it is important to give the mother as much time as they need to answer the questions, it may happen that a mother goes off on a long tangent.  It is important to allow the mother to finish what she is saying and then gently guide them back to the matter at hand.

It is also important to note that some questions are tied together.  You may elicit a response to the question of if a mother speaks to the child while cleaning.  While answering this question, the mother may state that while she cleans, she sets up the toys for the child so that they can have a play time.  Note this so you can answer that question later without repeating yourself.

Also, there are some responses that are in conflict with what an examiner observes.  A mother may report that she never disciplines (hits) her child.  However, you have seen her do it more than once while they have been in your presence (without the mother doing so as to avoid letting the child hurt themselves).  You must score what you see.  Even if this behavior is observed, the mother must still be queried.

II.6.2.3.2 Home Scale scoring.
H1.  Mother spontaneously vocalizes to child at least twice during the visit (excluding scolding)  “Vocalizes” refers to any sound or words emitted by the mother.  For example, she may say, “s-s-s” or “Sweet baby” or any random words or sounds.  In order for this item to be scored positively, the mother’s vocalization must have occurred spontaneously as opposed to having occurred in response to some vocalization by the child.

H2.  Mother responds to child’s vocalization with a vocal or verbal response.  Again the maternal response may be either a complete word or words or merely clearly differentiated sound, e. g., “ta-ta”; “tsk-tsk,” or “You talking to Mommy?”  The key factor here is that the mother is responding to the child’s vocalization, not ignoring it.  If the child does not vocalized during the interview, thereby denying the mother an opportunity to respond, the score would still be “NO.”

H3.  Mother tells child the name of some object during the visit or says the name of a person or object in a “teaching” style.  The mother does not have to say, “That’s an apple,” or “We call this a purse,” in order to obtain credit on this item.  What is being measured here is the adult’s sensitivity to the child’s search for labels of objects around him.  Credit for this item may be earned by a patter of emphasis with the voice.  For example, “Do you remember, Miss Jones?” referring to the interviewer.  She has “taught” the word with her intonation and supplied a referent for the child.  

H4.  Mother’s speech is distinct, clear, and audible to interviewer.  A positive score on this item is determined by whether the interviewer is able to understand what the mother says.  This item should not be interpreted as meaning that dialect usage mandates a negative score.  What is important is whether the interviewer can understand and communicate with the mother.  

H5.  Mother initiates verbal interchanges with observer – asks question, makes spontaneous comments.  The key words here are “initiates” and “spontaneous.”  In order to be credited on this item the mother must demonstrate some initiative in asking two or three question or making comments that go beyond the bare minimum needed to give an answer.  It is not necessary that she do this on all questions; however, occasionally she should take the initiative in the conversation and be a little wordy.  

H6.  Mother expresses ideas freely and easily and uses statements of appropriate length for conversation (e.g., give more than brief answers).  In order to receive credit on this item spontaneity is not as important as fluency.  That is, the mother will be talking about things that are very close to her, and it should be very easy for her to express her ideas on this subject.  A “NO” would be given to a person who tends to speak in one word sentences or to use headshakes when they would do.  An occasional exception would not earn credit; the characteristic speech pattern should be noted. 

H7.  Mother permits child occasionally to engage in “messy” types of play.  Included may be such things as playing with sand, mud, water, finger paints, or, for young babies, food.

H8.  Mother spontaneously praises child’s qualities or behavior twice during the visit.  In scoring this item, do not hesitate to read the mother’s affect – any achievement reported with pride should count (can dress himself, has good disposition, etc.).  However, occasionally a mother will indicate her approval of her child’s behavior by making what appears to be a negative statement – “I tell you, this kid is really bad.”  If she says that with a smile on her face and immediately follows the statement with some rather remarkable achievement – “Would you believe he climbed out of the crib, got his bottle, and climbed back in all by himself?” – from which one can obviously infer that she is proud of him, then consider this one instance of praises.  Do not credits this kind of semantic reversal if it stops with the negative term; score only if some proof of positive feeling is offered.   

H9.  When speaking of or to child, mother’s voice conveys positive feeling.  What you are looking for here is evidence that the mother feels good about her child – sound animated when speaks about him, does not use a flat or querulous tone of voice. 

H10.  Mother caresses or kisses child at least once during the visit.  Under “caresses” would be included a hug, a stroke of the hair, patting an arm or leg, reaching out affectionately and touch the face, etc.  Blowing a kiss as well as actually establishing physical contact may be counted as a kiss.

H11.  Mother shows some positive emotional response to praise of child offered by visitor.  In order for the mother to earn credit on this item, the interviewer must remember to offer some praise of the child.  Make certain that your praise is genuine – i.e., do not try to force praise that you do not feel as you look at the child.  Usually you will have no trouble deciding how to score this, as a mother might agree with you, add more facts to encourage you further, beams, etc.  However, sometimes you will get little more than a “thank you” said without feeling or an embarrassed smile.  If so, find more than one occasion to praise the child.  If you consistently get a response that shows no feeling or pleasure, then score “NO.” Be alert to obverse the mothers’ facial expression when y9u offer a remark. 

H12.  Mother does not shout at child during the visit.  A positive score on this item requires that the mother does not raise her voice to a level above that required by the distance between mother and child.  

H13.  Mother does not express overt annoyance with or hostility towards child.  A mother would receive a “NO” on his item if she complains that the child is hard to take care of, that he is wearing her out, if she calls him “bad” with the affectionate joke described above, says he will not mind, and so on.  Example that would fail to receive credit would be remarks such as, “I don’t know what I’m going to do with this kids,” or “This kid is driving me up the wall.”  A mother might tell a child to stop doing something several times during the interview and still be credited for this item if her general tone is positive.  

H14.  Mother neither slaps nor spanks child during the visit.  Occasionally a visitor will feel that she does not know whether a mother is playing or seriously slapping or spanking a child.  The best guide to us in such instances is the child’s behavior.  If the child reacts with pleasure or happiness, chances are this represents a style of positive interaction between him and his mother.  If he frowns or looks unhappy or whimper or cries, you can feel pretty confident that, however the mother intended it, he does not perceive it as pleasurable.  Score “NO” accordingly.

H15.  Mother reports that no more than one instance of physical punishment occurred during the past week.  Most mothers define physical punishment as spanking; some apparently seem to regard it as true punishment only if something other than the hand has been used.  Some parents regard restraint and shaking a child also as involving physical punishment.  When in doubt, take the mother’s definition.

H16.  Mother does not scold or criticize or “run down” the child during the visit.  This item is obviously similar to #13 above.  However, the main difference is that on this item the mother must make the negative remark directly to the child.  That is, “You are a bad boy,” not “He (speaking to the interviewer) is a bad boy.”  If such a remark occurs even once, score “NO”; otherwise score “YES.”

H17.  Mother does not interfere with child’s actions or restrict child’s movement more than three times during the visit.  Restrictions and interference here refer to such things as:  taking a toy away from a child; putting a child who has climbed up on the sofa back down on the floor; putting a child who is crawling around the floor into a playpen or crib; slapping a child as she starts to pick up the visitor’s handbag.  In the last instance, the item would be applicable to both items #17 and #14.  The restrictions may also be verbal – “stop that”; “get out of there.”   Do not code as interference any action taken to prevent the child from harming himself (e.g. running into the street).

H19.  Family has a pet.  It seemed incredible that this item could have any content ambiguity, but apparently some interviewers have had trouble deciding whether one or another type of animal that has temporary residence in the family can truly be called a pert.  In our definition the word refers to an animal that the family takes care of and the child can play with or look at – one that stays in the home on a semi permanent basis rather than temporary basis (such as dog, cat, turtle, goldfish, hamster as opposed to a captured grasshopper, a lame bird, or a jar full of lightening bugs.)

H20.  When mother is away, care is provided by one of three regular substitutes.  The intent of this item is to determine whether the child’s social environment is reasonably predictable and stable.  Thus if the mother says that she leaves her baby with her ten year old daughter, this would still be scored positively even though the interviewer might question the ten year old’s ability to provide adequate care.  Credit the father as a substitution on this item also (if he is regularly used).  

H21.  Someone takes child into grocery store at least once a week.  This item attempts to get at the breadth of experience that the young child has.  A grocery store is a very stimulating environment for a young child, and any size store that he gets taken to should be credited.  Do not worry about whether it is a supermarket or a tiny neighborhood hole in the wall.

H22.  The child gets out of the house at least four times a week.  He may go no farther than the yard in order for credit to be given on this item.  The intent of the item is exposure to sound and sights and objects and people other than those routinely available within the house or apartment.  

H23.  Child is taken regularly to a doctor’s office or clinic for check ups and preventative health care.  This item is intended both to assess the regularity and consistency of the environment and also whether the environment offers the necessary conditions for growth and development.  Scoring should be pretty much in terms of the age of the child – i.e. approximately once a month up to about eight or nine months of age and once every six months to a year thereafter.

H28. Child has stroller or walker, kiddie car, scooter, tricycle.  These items are all self-explanatory – anything with wheel that a child can ride on.  

H29.  Mother provides toys or interesting activities for child during the interview.  In order to be credited on this item, the mother must make some special effort to see to it that the child has something interesting to do during the time she will be talking to the interviewer.  If the interview is conducted in a room that contains a number of toys or the child’s toy box, one should assume that the mother has taken special efforts to have something available to entertain the child during the interview.  If, however, the child tires of what is available and begins to whimper or to ask for something to do, this item should not be scored unless at that time that mother makes some special effort to bring out a new toy or do something else to interest the child.  

H36.  Mother “talks” to child while doing her work.  “Talking” to her child in this item means that the mother in the course of their own work activities finds a way of including the child in what she is doing.  She may talk directly to the child, e.g., “Well, Mommy’s going to wash these dishes now”; or she may simple talk as though to the child as she goes about her work, “I don’t see how one family can get a house so dirty.” 

H37.  Mother consciously encourages developmental advance.  The key work in this item is “consciously,” as it is indicative of a teaching attitude on the part of the mother.  Credit on this item is given to the mother who finds little way to help her child learn to roll over, who occasionally put a toy out of reach to encourage him to crawl for it, who gives him a spoon to let him try to feed himself, who tries to teach him to patty-cake, etc. 

H38.  Mother invests “maturing” toys with value via her attention.  Maturing toys are those which, the first time the child is introduced to them, call for abilities a little bit beyond any he had demonstrated to date.  Thus they involve the acquisition of new skills and offer the child in a challenge. Many times parents will buy such toys, put them down in front of the child, and assume that the child should take it completely from there.  Success on this item requires that the mother “talk up” the new toy, sit down and play with it herself with pleasure and glee, or shows the child how it can be used and encourages him to play with it.  The encouragement should be participatory, not merely offering some command like “Go play with the fancy books I bought you.”

H39.  Mother structures child’s play period.  This does not mean that the mother should decide everything that the child should do throughout the day.  Rather it refers to a mother show recognizes the short attention span of the young child and his need to have occasional suggestions as to things he might wish to do.  Structuring need not involve any request that the child play.  For example, the mother who notes in a fretful child and who goes and gets a corn popper and puts it down in front of the child is structuring his play period.  Credit should also be given for a more verbal mother – i.e. one show says, “Why don’t you go and get your corn popper and play with it.”

H40.  Mother provides toys that challenge the child to develop new skills.  Scoring of this item requires some awareness on the part of the interviewer of toys that are and are not appropriate for children of a given age level.  What is being assessed here is the caregiver’s ability to estimate the child’s ability and interest level and to find materials that will challenge him to show further development.  Credit should be given if the mother appears to over stimulate the skills that her baby is ready to begin to acquire.  

H41.  Father provides some care giving everyday.  If there is not father figure in the home, score “NO” for this item. However, “father” does not necessarily have to be a husband of the mother or even a biological father of the child. He must, however, be someone who plays a fathering role – e.g. mother’s boyfriend, mother’s father, etc.  For credit to be given, father does not have to live in the home 24 hours a day but must have some daily contact with the baby.

H42.  Mother reads stories to child at least three times weekly.  This should refer to children’s book or magazine, and except with young infants, should be more than merely turning pages of a magazine and saying words.  

H43.  Child eats at least one meal per day with mother and father.  This may be any meal, and the child may either be helped or placed in high chair at table.  He may be fed in a feeding table provided the table is pulled right up to the table and the child is conversationally included at the table.  In one parent families with no person who either is the father or who play the fathering role, this receives an automatic “NO.”

H44.  Family visits or receives visits from relatives approximately once a month.  No further explanation needed.  Define “relative” loosely.  
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II.6.2.4.  Child History (Form 92 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
The purpose of the Child History form is to document some basic aspects of the participating toddler’s current family status and development to date.

· Items 1 and 2, toddler date of birth and gender, provide verification of delivery data previously recorded on OPT form 60. It is important to confirm this information with the attending parent. Discrepancies will generate an error correction from the DCC.

· Item 6 may require additional questioning/explaining to the caretaker in order to ensure response accuracy. The examiner is advised after the question is initially answered to confirm that the person identified by the caretaker does NOT live in the household. 

· Item 8 will require an additional notation to the DCC if the participant did not attend Visit 1. If the participant did not attend Visit 1, the examiner will complete the form as if it were Visit 1. They will also note “no Visit 1” or “information not collected at Visit 1” next to the item.

· Items 14-18 may elicit the response “I don’t remember” from the caretaker as some of the items occurred many months ago. The examiner should code those responses as “Don’t Know.”

· Item 16 asks when the toddler began to crawl. If the parent responds that the infant never crawled the answer should be left blank and it should be noted “didn’t crawl”.

II.6.2.5.  Life Style History (Form 93 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
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The Life Style History Form examines current and historical tobacco, alcohol, and drug use among the adults in the toddler’s home environment.

Items 1, 3, 5, and 7 are queries made regarding the personal habits of the primary caregiver. If the primary caregiver is not attending the visit with the toddler this will have been recorded on Form 92 (Child History), items 3 and 4.

Answers to these questions should be gathered based on the best knowledge of the attending adult.

II.6.2.6.  Physical and Laboratory (Form 94 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
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The Physical and Laboratory report gathers information on basic physical measures of the toddler and some aspects of their current and past medical history.

· Items 1, 2, and 3 see Section III.10. “Physical Measures” for details on accepted procedures for accurately measuring a child’s height, weight, and head circumference as published on the Department of Health and Human Services website.
· Item 12 will require an additional notation at Visit 2 if the participant did not attend Visit 1. If the participant did not attend Visit 1, the blood draw should be completed at Visit 2. “No Visit 1” or “information not collected at Visit 1” should be noted next to the question.

· Item 13 will require a notation if the blood draw was not completed at the time of the study visit. If this occurs, “Yes” should be marked and date of the blood draw noted. Historical blood data may be utilized if drawn within 3 months of the study visit.

· Item 14 will be completed based on information taken from the clinical laboratory report. If lab values are flagged by the laboratory as “High” or “Low” or are known to be outside of normal limits established for the study, note this beside the value. Values outside the limits listed in Section II.8.1.3. “Blood Draw” and not noted as “High”/”H” or “Low”/”L” will generate an error correction from the DCC.

II.6.2.7.  Child Medical History (Form 95 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
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The purpose of the Child Medical History form is to report any medical anomalies or interventions that were required at the time of birth. This information is abstracted from the toddler’s medical record by the enrollment site data abstractor.
Item 3 asks for peak serum bilirubin levels. Note: peak is not reached until 3-5 post delivery.

Items 6 and 12 refer to mechanical ventilation and not to brief bagging with an ambi bag or other brief manual ventilation methods.

Item 11—use arterial pH when documenting cord gas pH.

II.6.2.8.  Parent/Caregiver Demographics (Form 96 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
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The purpose of the Parent/Caregiver Demographic Form is to document the ethnic background and educational level of the child’s biological parents.

· Items 1 – 5 are asked of the primary caregiver. If the primary caregiver does not attend the visit with the toddler, obtain as much information as possible about her/him from the attending adult.

· Items 1, 7, and 13 ask about Race/Ethnicity. Note the distinctions in each of the race/ethnicity categories. The attending adult should relate to the Coordinator all of the appropriate selections that apply. 

· Items 7 – 11 are asked of the biological mother. Complete this section only if the primary caregiver is not the biological mother.

· Items 13 – 18 are asked of the biological father. Complete this section unless the biological father is the primary caregiver.

· Item 18 may require a follow up question by the examiner. It should be stressed to the participant that only those who are over 18 and who live with the child are being queried. 

II.6.2.9.  Confirmation of Study Visit/Report of Missed Visit (Form 97 XE "Patient Locator Information (Form 02" \t "See Forms" 

 XE "Patient Locator Information (Form 02" )
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The Confirmation of Study Visit/Report of Missed Visit form documents the completion or failure of each Visit 1 and Visit 2. The forms and assessments that were completed are noted or the reason for the missed visit is given. 

· Item 2 lists all forms and assessments associated with each of the study visits. If Visit 2 is the initial study visit, complete all forms and assessments normally completed at Visit 1. “No Visit 1” or “information not collected at Visit 1” should be written next to the following items that are not completed at Visit 2 unless it is the initial visit:

               1) Raven


   2) Child Medical History

· Items 3 and 4 document BSID scores that are significantly below the norm and subsequent referral for an NEC.

· Item 5 documents the reason for a missed visit. All attempts should be made to appropriately categorize a failed visit. Listing all failed visits under “Other” should be avoided.

1. The subject’s whereabouts are unknown—select if the participant cannot be located using any of the tracking methods at your disposal or as discussed under section II.1.1. “Initial Contact and Recruitment”.
2. The subject has moved to a different geographical area and cannot attend the visit—select this option if you have information from the participant or others on their contact list or other evidence that the participant has moved beyond a distance that they consider reasonable for attending.

3. The subject has withdrawn consent for study participation—select if the participant has made it known to the Study Coordinator verbally or in writing that she has withdrawn her consent for participation in OPT II. Do not select if she was withdrawn or withdrew from the initial study, OPT. She is still eligible for participation in the present study and must specifically withdraw consent for the present study.

4. The subject is not interested and does not wish to attend this visit—select if the participant makes it known verbally or in writing that she is not currently interested in attending a study visit. You may also select this option if the participant is located but consistently refuses to answer calls or make contact or if she consistently fails scheduled appointments.

5. Other, specify:_______________
II.7. Developmental Surveys
II.7.1  Bayley Scales of Infant Development 3rd Edition (BSID-III)

Primary  Study Outcome

II.7.1.1. BSID-III Overview. The Bayley Scales of Infant and Toddler Development Third Edition (Bayley-III) will be administered at Visit 1 and Visit 2 to all participating toddlers in the language spoken in their home. Interpreters will be used as appropriate

The Bayley-III is an individually administered assessment used to evaluate the development of young children between the ages of l month and 42 months.  The scale assesses skills across the following domains:  Cognitive, Language, Motor, Social-Emotional and Adaptive Behavior.  
In this study the Cognitive and Motor domains of the Bayley-III will be administered at Visit l and Visit 2.  Tasks administered from the Cognitive domain geared toward toddlers and preschoolers assess concept formation, object relatedness, and memory as well as other aspects of cognitive functioning.  Tasks administered from the motor domain assess fine and gross motor abilities.

Bayley-III results yield three types of norm-referenced scores that will be analyzed in this study:  scaled scores, composite scores, and percentile ranks.  Scaled scores will be calculated for the Cognitive domain and for the Fine Motor and Gross Motor sub-domains.  Composite score and Percentile Rank will be calculated for Cognitive and Motor domains. 
II.7.1.2. Reporting results of the BSID-III. Enrollment Sites will be given a supply of printed Bayley-III test booklets, however, all assessments and scoring will be performed utilizing the PsychCorpCenter/Harcourt Bayley-III Scoring Assistant and a Palm Z22 PDA loaded with Scoring Assistant software designed to interface with a standard PC or lap top. Examiners will document completion of administered items on the selected subtests directly into the PDA. Printed test booklets may be used initially but all information must then be transferred to the PDA and uploaded to the PC as a final record of the assessment. All scores on Bayley-III subtests will be calculated by the Scoring Assistant and sent to the DCC as an electronic record via email.
After the initial supply of printed Bayley-III test booklets is exhausted, no further copies should be ordered. Instead, Bayley-III Electronic Record Forms will be purchased from Harcourt as needed.

Once an assessment is completed by the examiner, the test is uploaded from the PDA to the PC and scored by the Scoring Assistant.  Within the Scoring Assistant program, the assessment is exported to a Microsoft Word file and forwarded as an email attachment to the Study Manager, Helen Voelker, at the DCC. 

The export function produces the following report in a comma delimited text document format:

1. Assessment number (auto-generated)

2. PID

3. Toddler’s date of birth

4. Toddler’s gender (0=not specified, 1=male, 2=female)

5. Race (0=not specified, 1=White not Hispanic origin, 2=African/African 
American, 3=American Indian/Alaskan Native, 4=Hispanic, 
5=Asian/Asian American, 6=Pacific Islander)

6. Handedness (0=not specified, 1=left, 2=right)

7. Home language (1=Arabic, 2=Armenian, 3=Bosnian, 4=Croatian, 5=Farsi, 
6=Filipino, 7=Haitian/Creole, 8=Hindi, 9=Hmong, 10=Japanese, 
11=khmer, 12=Korean, 13=Mandarin, 14=Polish, 15=Portuguese, 
16=Russian, 17=Spanish, 18=Vietnamese, 19=English, 20=Native 
American, 21=Other)

8. Assessment date

9. Examiner’s last name 

10. Examiner’s first name

11. Adjustment for prematurity months (default is -1)

12. Adjustment for prematurity days (default is 1)

13. Cognitive—total raw score
14. Fine Motor—total raw score
15. Gross Motor—total raw score
16. Cognitive—scaled score
17. Fine Motor—scaled score
18. Gross Motor—scaled score
19. Cognitive—composite score (if <77.5 refer for NEC)
20. Motor(fine/gross)—composite score (if <77.5 refer for NEC)
21. Cognitive—percentile rank

22. Motor(fine/gross)—percentile rank
For details on use of the PDA, Scoring Assistant software, ordering of usage credits/Bayley-III Electronic Record Forms, and exporting of scores, see Section VI.4.1.1. “Appendix N: Introducing the BSID-III” and Section VI.4.1.2. “Appendix O: BSID-III Scoring Assistant and PDA”. For detailed information on placing an order with Harcourt for usage credits or other assessment materials, see Section III.4. “Harcourt Assessment Orders”. This information may also be accessed in the Help Menu of the Scoring Assistant program or in the booklet “Bayley Scales of Infant and Toddler Development 3rd Edition User’s Guide—Scoring Assistant and PDA”.
II.7.2. Preschool Language Scale 4th Edition (PLS-4)

Secondary Study Outcome
II.7.2.1. PLS-4 Overview. The Preschool Language Scale Fourth Edition will be administered at Visit 1 and Visit 2 to English and Spanish speaking participating toddlers only. It will be administered utilizing the appropriate language edition and interpreters as needed. If the primary language in the participating toddler’s home is neither English nor Spanish, the PLS 4 will not be administered at either study visit.
The Preschool Language Scale Fourth Edition (PLS - 4) is an individually administered test used to identify children between the ages of birth and 6 years 11 months  with language disorders or delays. It is composed of two subscales: Auditory Comprehension and Expressive Communication.  The Auditory Comprehension Subtest is used to evaluate how much language a child understands.  The tasks on this subscale that are designated for toddlers target skills that are considered important precursors for language development.  The tasks designed for preschool-age children assess comprehension  of basic vocabulary,  concepts and grammatical markers.   The Expressive Communication subscale is used to determine how well a child communicates with others.  The tasks on this subscale that are designed for toddlers address vocal development and social communication.  The tasks designed for preschool-age children assess the child's ability to  label common objects, use concepts that describe objects, express quantity, and use  specific sentence structures.

The PLS-4 Spanish is an individually administered test used to identify monolingual or bilingual Spanish speaking children who have language disorders or delays.  It is not a translation of the English edition of the PLS-4.  The test tasks were identified during the standardization phases of development as most appropriate for children who speak Spanish and reflect the appropriate developmental order in Spanish.

Both versions of the test yield norm referenced test scores for both subscales as well as for the Total Language Score (standard scores, percentile ranks, and age equivalents).

The PLS-4 was chosen because it is designed for use with children from a wide age range, it provides norm referenced test scores, and the Spanish version of the test reflects the important developmental milestones for children who speak Spanish. Approximately 75-80% of the participants in this study are from Spanish speaking homes which increases the importance of administering a language battery designed to identify Spanish speaking children with communication impairments.

See details in Section VI.4.2.1. “Appendix P: Introducing the PLS-4”.
II.7.2.2. Reporting results of the PLS-4. Select a new booklet in English or Spanish for each participant for each study visit. Place the participant’s PID sticker in the upper right hand corner of the booklet cover above the scoring box. The participant’s name must not be entered onto the booklet.
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Once testing is complete, the examiner will score the test (assuming Standard Score Confidence Band 90% level), reporting results on the PLS-4 test booklet cover as above. Scores that will be recorded at the DCC will include:

· Auditory Comprehension—AC Raw Score, Standard Score (SS), and Percentile Rank (PR)

· Expressive Communication—EC Raw Score, Standard Score (SS), and Percentile Rank (PR)

· Total Language—Standard Score Total, Standard Score (SS), and Percentile Rank (PR)

Accurate scoring of the PLS-4 requires calculation of correct AC and EC raw scores and correctly utilizing scoring tables linked to the participating toddler’s age and language group. 

A copy of the front cover of the PLS-4 test booklet is forwarded to the DCC with weekly forms shipment. The DCC will not be set up to check calculation of raw scores or the associated SS and PR. It will therefore be important that the Study Coordinator (or other trained personnel) check accuracy of reported scores. The DCC will be able to confirm calculation of Standard Score Total.  Error Correction requests will be generated if the score reported does not conform with the value calculated by the DCC.

For details on scoring see Section VI.4.2.1. “Appendix P: Introducing the PLS-4”.
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II.7.3.  Standard Progressive Matrices by J. Raven (Raven SPM) 
II.7.3.1 SPM Overview. Raven’s Standard Progressive Matrices are a non-verbal intelligence test, designed to measure a person’s ability to form perceptual relations and to reason by analogy independent of language and formal education.  Primary caregiver I.Q. is highly correlated with that of their children.

In this study the test will be administered at Visit 1 to the participating toddler’s primary caregiver. It may be administered at Visit 2 if the primary caregiver does not attend Visit 1 and will not be given if the primary caregiver attends neither visit.

The SPM consists of 60 items arranged in five sets (A, B, C, D, & E) of 12 items each. Each item contains a figure with a missing piece. Below the figure are alternative pieces to complete the figure, only one of which is correct. Each set involves a different principle or "theme" for obtaining the missing piece, and within a set the items are roughly arranged in increasing order of difficulty.

II.7.3.2. SPM Administration.

· Affix the participant’s PID sticker to the upper right hand corner of the Raven’s SPM answer sheet. 

· Remind the participant that her PID number identifies her and that she is not to write her name in the space provided on the answer sheet nor is she to make any marks in the test booklet.

· Briefly explain the purpose of the test:



Example: There are many different ways to think. This test tells us how you think 


and solve puzzles. Studies tell us that this might help us to understand how your 


child thinks and learns.

· Provide a pencil with eraser, open the test booklet and work with the participant to solve the first three items, shown in the inset above.

· explain the first item (A1). Demonstrate the process of solving the puzzle and how to enter the selected answer on the test sheet.

· Explain the second item (A2) and talk through the solution with the participant.

· Let the participant solve the third item (A3). Verify that she has correctly answered the question and has demonstrated that she understands how to proceed with the test.

· Let the participant complete the test on her own without any further assistance.

II.7.3.3. Reporting results of the SPM. Completed SPM answer sheets will be photocopied and sent in weekly forms transmittal to the DCC where they will be scored. See below for SPM answer sheet:
II.7.3.4. SPM answer sheet.
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1 A 4 B 2 C 8 D 3 E 7

2 A 5 B 6 C 2 D 4 E 6

3 A 1 B 1 C 3 D 3 E 8

4 A 2 B 2 C 8 D 7 E 2

5 A 6 B 1 C 7 D 8 E 1

6 A 3 B 3 C 4 D 6 E 5

7 A 6 B 5 C 5 D 5 E 1

8 A 2 B 6 C 1 D 4 E 6

9 A 1 B 4 C 7 D 1 E 3

10 A 3 B 3 C 6 D 2 E 2

11 A 4 B 4 C 1 D 5 E 4

12 A 5 B 5 C 2 D 6 E 5


II.7.4. Neurological Examination for Children (NEC)

II.7.4.1. NEC Overview. It is expected that approximately 5-10% of our participating toddlers will score 1.5 standard deviations below the norm on either the BSID III Cognitive or the BSID III Motor subtests. This corresponds to a composite score below 77.5.  The family of any toddler falling below this level at either Visit 1 or Visit 2 will be offered a referral for further testing.  Additionally, children who are uncooperative, or otherwise unable to be tested will be offered a referral to determine any neurological involvement in the child’s developmental delay.

II.7.4.2. NEC Administration. If the family accepts the referral, an appointment will be made with a Pediatric Neurologist who will administer the Neurological Examination for Children (NEC). This examination should take about 20-30 minutes and will be paid for by the study. Interpreters will be provided by the study as necessary. The family will not receive additional compensation for this visit. 

The NEC test form and procedure for administration are found in Sections VI.4.3.1. “Appendix Q: NEC Manual Version 5” and VI.4.3.2. “Appendix R: NEC Form”. Data will be collected for this assessment and the form will be forwarded to the DCC with weekly forms transmittal.
II.8. Blood Draw
II.8.1. CBC and Venous Lead
II.8.1.1. Overview. Anemia and lead exposure are potential covariates for infant neurodevelopment. At Visit 1, families will be asked for permission to draw blood from their toddler for a CBC and venous lead level.  If this is not completed at Visit 1, it may be completed at Visit 2. Historical clinical laboratory data may also be utilized if the toddler had blood drawn within three months of the study visit.
The CBC provides information about Hemoglobin (Hb), Hematocrit (Hct), white blood cell counts (WBC), red blood cell counts (RBC), Mean Cell Volume (MCV), Mean Cell Hemoglobin (MCH), Mean Cell Hemoglobin Concentration (MCHC), Red Cell Distribution Widths (RDW), Platelet counts (Plt), and Mean Platelet Volume (MPV).

Venous lead is the only reliable method for determination of child lead levels. A finger stick is only a screening tool and is not considered to be diagnostic.

II.8.1.2. Procedure. The Study Coordinator escorts the subject to the Enrollment Site's clinical lab carrying the order for a blood draw.  Specifically, in addition to any lab orders the Site may make as part of its standard of care, the coordinator and subject go to the lab with the special request form specific to the Site (details are given below).  The coordinator also takes pre-printed labels indicating the subject's PID for labeling the tube(s) into which the blood is drawn. To ensure that the subject's confidentiality is protected, the toddler’s name only, not their PID, is written on the special request form.  To ensure that the labels are not separated from the special request form, the Study Coordinator puts both the special request form and the labels into a transparent zip-loc bag before taking them to the clinical lab.  
In administration of the developmental assessments it is very important the toddler be in the best possible state, therefore, it is highly recommended that the blood draw take place at the end of the study visit.

At the University of Kentucky, University of Mississippi, and Columbia University/Harlem Hospital sites, the child’s medical record number is supplied to the clinical lab. The results become part of the child’s medical record. At the HCMC site, the child’s medical record number is not supplied to the clinical lab and thus the results do not become a part of the child’s medical record. At the University of Mississippi, study staff will perform the blood draw and forward the samples to their clinical laboratory for analysis.

Upon receipt of the clinical laboratory reports, the Study Coordinator transcribes the blood draw data onto Form 94 (Physical and Laboratory) under Item 14. Any values flagged by the laboratory as “High” or “Low” or are outside the norms established for the study, as listed below, should be notated on the form next to the value or this will generate an error correction from the DCC.

II.8.1.3. Accepted blood result ranges/Study norms.
	 
	minimum
	maximum
	units

	Lead
	0.00
	9.00
	µg/dL

	WBC
	4.70
	17.50
	103/µL

	RBC
	3.70
	5.70
	106/µL

	Hgb
	10.00
	16.00
	g/dL

	Hct
	31.00
	43.00
	%

	MCV
	70.00
	87.00
	fL

	MCH
	23.00
	31.00
	pg

	MCHC
	31.00
	36.00
	g/dL

	RDW
	10.00
	17.00
	%

	Platelets
	150.00
	575.00
	103/µL

	MPV
	6.50
	10.00
	fL


Any laboratory results that are flagged as significantly abnormal by the site’s clinical laboratory should be reported to the toddler’s family by phone and/or mail. Most  pediatric departments will have a protocol for very high lead levels. The families should be encouraged to share these results with their pediatrician or public health provider to insure that the necessary action is taken.

II.9. Compensation
II.9.1. Gift Certificates XE "gift certificate" 
II.9.1.1. Procedure for dispensing. At the end of each completed study visit, the Study Coordinator should give the enrolled subject a gift certificate for $50 from Target, Wal-Mart, or similar store, as the incentive payment for the visit.  
Payment will also be made for partially completed visits. If a family attends a visit but is not able to complete all items on the agenda, the family will be rescheduled and offered a $25 gift certificate from Wal-Mart or other similar store. A maximum of $50 may be paid to each participant family for partial visits required to complete Visit 1 or  Visit 2.

The Study Coordinator is responsible for the gift certificates and their distribution to subjects. Procedures for managing and accounting for the gift certificates are described in Section III.3.1. “Incentive Payments (Gift Certificates)”.
II.9.2. Toddler Gifts  XE "gift certificate" 
II.9.2.1. Procedure for dispensing. Each enrolled toddler will also receive an age appropriate toy worth about $10 for each completed study visit. Procedures for ordering toys are described in Section III.3.2. “Toddler Gifts”.
II.10. Transmission of Documents XE "transmit documents"  to the Data Coordinating Center XE "Data Coordinating Center"  (DCC)

II.10.1 Visit 1 Forms.

II.10.1.1 Procedure. After each Visit 1 is completed, the following forms should be sent to the DCC in the weekly forms shipment:  Form 91 (HOME Scale), Form 92 (Child History), Form 93 (Life Style History), Form 96 (Parent/Caregiver Demographics).  Also included in this shipment should be a copy of the face sheet of the completed PLS-4 test booklet.

Results of the BSID-III will be downloaded from the Harcourt/PsychCorp Scoring Assistant and emailed to the DCC (see Section II.7.1.2. “Reporting Results of the BSID-III”).
Form 94 (Physical and Laboratory) and Form 95 (Child Medical History) should be sent to the DCC as clinical laboratory data and abstracted medical record data are available to complete them. Form 97 (Confirmation of Study Visit/Report of Missed Visit) should be forwarded to the DCC once all forms and developmental assessments are complete.

The Study Coordinator should make copies of all forms being sent to the DCC. The original is sent to the DCC and the copy is filed in the subject’s chart. The following forms should not be sent to the DCC:  OPT Form 02 (Patient Locator Information) or other participant contact information source. If a participating toddler’s name has been penciled onto his/her PLS-4 test booklet, that should be erased before a copy of the front page is sent to the DCC. If the participant/primary caregiver has written in their name on the Raven SPM answer sheet, that should be removed before being sent to the DCC -- see Section II.4.1. “Maintaining Confidentiality” for the rationale XE "rationale" .  

II.10.2 Visit 2 Forms.

II.10.2.1 Procedure. After each Visit 2 is completed, the following forms should be sent to the DCC in the weekly forms shipment:  Form 91 (HOME Scale), Form 92 (Child History), Form 93 (Life Style History), Form 94 (Physical and Laboratory), Form 95 (Child Medical History), Form 96 (Parent/Caregiver Demographics).  Also included in this shipment should be a copy of the face sheet of the completed PLS-4 test booklet. Form 97 (Confirmation of Study Visit/Report of Missed Visit) should be forwarded to the DCC once all forms and developmental assessments are complete.

Results of the BSID-III will be downloaded from the Harcourt/PsychCorp Scoring Assistant and emailed to the DCC. DCC (see Section II.7.1.2. “Reporting Results of the BSID-III”).
Section III.7. "Data Collection XE "data collection"  Procedures" describes how to send forms.
III. Details on Procedures

PART III.

DETAILS ON PROCEDURES

III.1. Consent, HIPAA, and Medical Release Forms

Each enrollment site must file with their IRB and keep current, a copy of their OPT II Study consent, HIPAA authorization, and medical release forms as applicable. Study consent and HIPAA templates will be provided for use in developing site specific forms. The following forms may be found as below:

Templates—OPT II study consent document--Section III.1.1. 
Templates—OPT II study HIPAA document--Section III.1.2.
Kentucky enrollment site
-- Consent form—Section VI.2.1.1.: Appendix C
-- HIPAA authorization—Section VI.2.1.2.: Appendix D

Minnesota enrollment site
-- Consent form--Section VI.2.2.1.: Appendix F
Mississippi enrollment site
-- Consent form--Section VI.2.3.1.: Appendix H
New York enrollment site
-- Consent form--Section VI.2.4.1.: Appendix J
-- Medical Release form--Section VI.2.4.2.: Appendix K
III.1.1.  Consent Form Template Example
Maternal Periodontal Disease Infant Neurodevelopment 
You are invited to participate in a research study of maternal periodontal (gum) disease and child development.  You were selected as a possible participant because you participated in the Obstetrics and Periodontal Therapy (OPT) Study.  We ask that you read this form and ask any questions you may have before agreeing to be in the study.

This study is being conducted by [The investigators’ name and University/Departmental affiliation with earned degree(s).]  Three other places in the U.S. are involved in this study.  Overall, we hope to enroll about 600 mothers and their infants. The National Institute of Dental and Craniofacial Research, which is a part of the U.S federal government’s National Institutes of Health, is funding this study. 

Study Purpose

There is some evidence that a child may develop slower than usual if his or her mother suffered from certain serious infections during pregnancy.  While gum disease is a common and generally mild infection, it is possible gum disease may also affect infant development.  The purpose of the study is to determine if a mother’s periodontal (gum) conditions during pregnancy affects mental and language development in her children.  

Study Procedures

If you agree to participate in this study, we will examine you and your child when he or she is about two years of age and again when he or she is about three years of age.   During each of these evaluations, we will:

1. Ask your child to perform several physical and mental tasks while watched by a trained examiner.   

2. Have your child evaluated by a neurologist (specialist) if he or she isn’t able to perform the physical or mental tasks well. 

3. Evaluate how well your child communicates verbally and understands his or her primary language.  Language interpreters will be available if English is not your child’s first language. 

4. Interview you about your child’s medical history, emotions and behavior and home situation. Some of our questions will be about your job and home size. 
5. Give you a short test to measure your IQ, or intelligence.  
6. Review your child’s medical record to obtain some information about any medical conditions or care he or she may have received early in life that may have affected his or her development. 

7. Obtain a small sample of blood from your child’s arm to determine your child’s exposure to lead and the iron levels in his or her blood. If you or your child refuses to allow us to take a small blood sample, you will still be allowed to remain in the study.  A blood sample will be taken only when your child is about two years of age.
The total time needed for these procedures will be about three hours.  The evaluation of your child will take about two hours.  

Risks of Study Participation

These clinical assessments are not stressful or painful and pose no risks to your child. However, you and your child might get tired while answering the questions. 

When blood is drawn from a vein, there might be some temporary discomfort, local bruising, or even infection or blockage of the vein. Precautions will be taken to minimize these discomforts and risks. 

Benefits of Study Participation

You will receive a report of your child’s mental, motor and language development.  You will also be informed if the laboratory tests on your child’s blood are abnormal.  It may be of benefit to have your child evaluated by a specialist. Occasionally these assessments may indicate a need for further evaluation and treatment. If we discover any problems with your child’s blood test results or in how he or she performs on these tests, we will make appropriate medical referrals.
Study Costs/Compensation

You or your child will not be charged for any test we perform as part of this study.  At the end of the study visit, you will receive a $50 gift certificate to a store such as Walmart or Target. In addition, your child will receive a gift worth about $10 that is appropriate for his or her age. 

If you or your child decide to leave before the end of the study visit, you will receive the same gift certificate, but for a smaller amount. 
Research Related Injury

In the event that this research activity results in an injury, treatment will be available, including first aid, emergency treatment and follow-up care as needed. Care for such injuries will be billed in the ordinary manner to you or your insurance company. If you think that you have suffered a research related injury, let the study physicians know right away.
Confidentiality

The results of this study will be kept private; they will not be placed in your or your child’s medical records.  If you are the parent or legal guardian of the child, we will provide you with the test results if you want them.  In any publications or presentations, we will not include any information that will make it possible to identify you or your child as a subject. Your record for the study may, however, be reviewed by departments at the University [hospital] with appropriate regulatory oversight. To these extents, confidentiality is not absolute. 

Protected Health Information (PHI)

Your PHI created or received for the purposes of this study is protected under the federal regulation known as HIPAA.  Refer to the attached HIPAA authorization for details concerning the use of this information. 

Voluntary Nature of the Study

You and your child’s participation in this study is strictly voluntary. Your decision whether or not to participate in this study will not affect your of your child’s current or future relations with the University [or hospital].  If you decide to participate, you are free to withdraw at any time without affecting those relationships.  

Contacts and Questions

The researchers conducting this study are [List investigator’s names.]  You may ask any questions you have now, or if you have questions later, you are encouraged to contact them at [Provide telephone numbers.] 

If you have any questions or concerns regarding the study and would like to talk to someone other than the researcher(s), you are encouraged to contact [name of your out of study contact].
You will be given a copy of this form to keep for your records.

Statement of Consent

I have read the above information.  I have asked questions and have received answers.  I consent to participate in the study and allow my child to participate.

Signature of Subject______________________________________  Date____________

Signature of Investigator___________________________________  Date____________

III.1.2.  HIPAA form TEMPLATE EXAMPLE
HIPAA
 AUTHORIZATION TO USE AND DISCLOSE

INDIVIDUAL HEALTH INFORMATION FOR RESEARCH PURPOSES

1.  Purpose XE "purpose" .  As a research participant, I authorize [name of PI] and the researcher’s staff to use and disclose my individual health information for the purpose of conducting the research project entitled [title of study], [Human Subjects’ Code].

2.  Individual Health Information to be Used or Disclosed.  My individual health information that may be used or disclosed to conduct this research includes: [List all of the individual health information to be collected for this protocol/study such as demographic information, results of physical exams, blood tests, x-rays, and other diagnostic and medical procedures as well as medical history].

3.  Parties Who May Disclose My Individual Health Information.  The researcher and the researcher’s staff may obtain my individual health information from [list hospitals, clinics, other providers, or health plans from which you will request individual health information about the research participant to conduct the study, OR, leave the space open for the patient to fill in as needed].

4.  Parties Who May Receive or Use My Individual Health Information.  The individual health information disclosed by parties listed in item 3 and information disclosed by me during the course of the research may be received and used by [name of researcher] and the researcher’s staff and [list any collaborators, other clinical sites involved in the research, sponsors if applicable, outside laboratories]. [OPTIONAL: Also, if I receive compensation for participating in this study, identifying information about me may be used or disclosed as necessary to provide compensation.]
5.  Right to Refuse to Sign this Authorization.  I do not have to sign this Authorization.  If I decide not to sign the Authorization, I will not be allowed to participate in this study or receive any research related treatment that is provided through the study.  However, my decision not to sign this authorization will not affect any other treatment, payment, or enrollment in health plans or eligibility for benefits. 

6.  Right to Revoke.  I can change my mind and withdraw this authorization at any time by sending a written notice to [researcher’s name and address] to inform the researcher of my decision.  If I withdraw this authorization, the researcher may only use and disclose the protected health information already collected for this research study.  No further health information about me will be collected by or disclosed to the researcher for this study.

7.  Potential for Re-disclosure.  My individual health information disclosed under this authorization may be subject to re-disclosure outside the research study and no longer protected.  Examples include potential disclosures for law enforcement purposes, mandated reporting of abuse or neglect, judicial proceedings, health oversight activities and public health measures.

8. [Optional Item] Suspension of Access.  I may not be allowed to review the information collected for this study, including information recorded in my medical record, until after the study is completed.  When the study is over, I will have the right to access the information again.

III.2. Visit Windows
III.2.1. Schedule of Study Visits
III.2.1.1. Eligible OPT participants.  Lists of eligible OPT mother/toddler pairs and their visit windows will be established and forwarded to the enrollment sites by the DCC.  Study Coordinators will be responsible for documenting the disposition of each OPT participant on their list whether or not the participant is located and/or enrolled in the current study. OPT mother/toddler pairs will be included on the list if:

· The DCC has a record of a live delivery

· The DCC has a record that the infant was discharged alive, and

· The DCC has recorded a delivery date.

III.2.1.2. Structure of visit schedules. Site specific visit schedules will be structured based on dates of birth recorded on OPT Form 60. Prior to the start of recruitment, Study Coordinators will receive schedules documenting the following:

· PID and Enrollment Code for each eligible OPT participant/toddler pair 

· Visit 1 open date

· Visit 1 target date

· Visit 1 close date

· Visit 2 open date

· Visit 2 target date

· Visit 2 close date

III.2.1.2.1. Visit 1 windows. Visit 1 windows will be open for four months based on the toddlers 2nd birthday. Due to the late OPT II recruitment start, however, Visit 1 windows will actually open at 24 months. Windows will close at 28 months old. The target date is 26 months old. See Section II.2.1. “Visit Windows” for additional detail.
III.2.1.2.2. Visit 2 windows. Visit 2 windows will be based on the toddlers 3rd birthday +/- 2 months. Visit 2 windows will open at 34 months old and close at 38 months, with a target date of 36 months. See Section II.2.1. “Visit Windows” for additional detail.
III.2.1.2.3. Visit schedules for each of the enrollment sites are found as below:

Kentucky enrollment site
--Section VI.2.1.3. : Appendix E
Minnesota enrollment site
-- Section VI.2.2.2.: Appendix G
Mississippi enrollment site-- Section VI.2.3.2.: Appendix I
New York enrollment site
-- Section VI.2.4.3.: Appendix L
III.3. Compensation Procedures

III.3.1 Incentive Payments (Gift Certificates)

III.3.1.1. Gift certificate allotment per visit. Compensation for each OPT II study Visit 1 or Visit 2 will be a maximum of $50 in gift certificates from the following vendors: American Express, Children’s Place, Cub Foods, Pathmark, Target, or Wal-Mart. Participants requiring more than one appointment to complete Visit 1 or Visit 2 will be compensated at the rate of $25 each for up to two appointments to complete the Visit ($50 total).  Stocks of gift certificates will be held at the University of Minnesota Administrative Center.   
III.3.1.2. Procedure for ordering gift certificates.
· Forward a request for gift certificates to the Administrative Center by email allowing 7 calendar days for processing and delivery.
· Attach updated Excel spreadsheets, reflecting current inventory at the enrollment site and dispersal information to date.  Shade items on Excel spreadsheets for dispersal information that has already been reported.

· Request number, vendor, and denomination of certificates.                        Example: 10 x $50 Target gift certificates.

III.3.1.3. Receipt of gift certificate orders. Gift certificates will be delivered via Federal Express. Shipments will include:
· Gift certificates

· OPT Form 100—Shipment of Subject Payment Gift Certificates/Cards

· OPT Form 101—Receipt of Subject Payment Gift Certificates/Cards

· Copy of Excel spreadsheet invoice for each type and denomination of gift certificate included in shipment

Upon receipt of gift certificates at the enrollment site, the Study Coordinator will cross check certificates received against the invoice, comparing Certificate Number, ID, vendor, and number of gift certificates in the shipment.  Enter date of receipt at the site on the invoice. 
III.3.1.3.1 Documenting receipt of gift certificate orders. The Study Coordinator then completes OPT Form 101 (included in the shipment), entering the total number of each type of gift certificate, noting denominations as appropriate and comparing this information with that documented on OPT Form 100 (filled out at the University of Minnesota and included in the shipment) . OPT Form 101 is then signed at the bottom and faxed with the Excel spreadsheet invoice and OPT Form 100  to the Administrative Center (fax number: 612-626-3938).  Gift certificate inventories are the responsibility of the Study Coordinator. They must be kept locked in a secure location.

III.3.1.4. Managing various denominations of gift certificates. Enrollment Sites may have inventories of gift certificates from a vendor in more than one denomination. In many cases the denomination of the certificates is not noted on the card. To insure accurate participant compensation it will therefore be important to keep gift certificates carefully documented and organized. Excel log sheets should be checked to verify the denomination of a certificate before it is dispensed. Vendor websites are an additional tool to confirm denomination.  An attempt should be made to distribute all types of vendor certificates so that there will not be an inventory backlog later in the study.
III.3.1.5. Distributing gift certificates. Once a study visit has come to an end, the Study Coordinator gives the participant $50 in gift certificates for a complete visit or $25 in gift certificates for an incomplete visit.  The Study Coordinator fills out, and the participant signs, the “All Sites Subject Payment Form” indicating that the participant has received the gift certificate.  Each form records the date, vendor, and denomination of gift certificate, the subject’s printed name and signature and the signature of the staff member issuing the certificate.  The date and PID number are entered on the Excel log for each certificate dispensed.  

Send Excel log updates periodically (every month or two) to the Administrative Center by email so that it is possible to forecast orders for more inventory at the University of Minnesota.  

III.3.1.6. Reconciling gift certificates. Gift certificates are purchased and the inventory and distribution managed by the Administrative Center at the University of Minnesota.  Each site is responsible for maintaining gift certificates issued to them in a secure place and reporting information on receipt and distribution to the Administrative Center in a timely fashion.
Gift certificates are reconciled by inputting and comparing information from these sources:
· OPT Form 100 including Excel spreadsheet documentation of shipment

· OPT Form 101 including Excel spreadsheet documentation of receipt

· Excel spreadsheet documentation of dispersal

The Access database at the Administrative Center reflects current information on the status of gift certificates. Reports are produced documenting the number of certificates shipped, received, and dispersed by site, PID, denomination, and vendor.

Distributions of gift certificates are subject to audit at any time by the proper authorities at NIH, the enrollment sites, and/or the University of Minnesota Administrative Center.  Audits of distribution for the follow-up study will focus on the total dollar value of $50 per subject per visit for Visit 1 and Visit 2.

III.3.2. Toddler Gifts
III.3.2.1. Toddler toy allotment per visit. Each participating toddler will receive one toy per visit for Visit 1 and Visit 2.  The current vendors for toys are Amazon, KB Toys, and Toys”R”Us.  The maximum dollar value per toy is $10 each.  

III.3.2.2. Toy selection. Toys selected for distribution should be age appropriate and safe to play with.  It is not essential that the toys facilitate child development, though this is preferable, provided they do not exceed the dollar value of $10 each.  
Study Coordinators may consult the child psychologists or other child development experts at their site for advice on toy appropriateness. Various websites such as  http://www.parents.com/ provide useful information on toddlers and a “Toy Finder” that can select items by child’s age range, type of toy and price range.  Amazon and KB Toys have similar search options.  

III.3.2.3. Ordering toddler toys. Select items from the vendors suggested above that meet study criteria and price range considerations. In view of possible limited stock of items at the vendor site, email your selections as a prioritized wish list to the University of Minnesota Administrative Center. It is recommended that enrollment sites maintain a toy supply sufficient for two or three months.  
III.3.2.4. Reconciling toddler toys. Reconciliation of toy inventories is the responsibility of each site’s Study Coordinator. Dispersal of one toy per visit for a maximum of two study visits is provided for by the study and should be documented by toy, date, and PID.  The University of Minnesota Administrative Center maintains records of all requests and purchases.  Any audit considerations on distribution will be answered at each Enrollment Site.
III.4. Harcourt Assessment Orders

III.4.1. Ordering Developmental Assessment and Survey Supplies.

III.4.1.1. Placing orders for Harcourt Assessment supplies. BSID-III, PLS-4 English, PLS-4 Spanish, and Raven Standard Progressive Matrices supplies are to be purchased from Harcourt Assessment. These items will be ordered by the Study Coordinator at each Enrollment Site as needed. Notification of order placement and all invoices are forwarded to and paid by the University of Minnesota Administrative Center.
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III.4.1.2. Procedure.

· Complete the Order Form 
and either telephone or fax the order to Harcourt. (Do not place Harcourt orders online.)  

· Enter ship to information for the Enrollment Site on the form. 
· Place the order using the study approved PO# 616F3237805. Do not use any other payment method.
· Send the University of Minnesota Administrative Center an email detailing items ordered, date ordered, dollar amounts, and whether or not the 30% research discount was applied at the time the order was placed.

III.4.1.3. Processing invoices and tracking orders. Harcourt is to send all invoices to the Administrative Center. If an invoice is received at one of the Enrollment Sites, please, do the following:

Note whether there is a statement on the invoice that says "For your information only."  
    a)   If yes, then either file or discard this invoice.
    b)   If no, then please forward this invoice to the Administrative Center for payment.

All invoices are tracked at the University of Minnesota Administrative Center by invoice #, invoice amount, invoice date, ship to information, Financial Forms Nirvana Transaction, and items purchased. 
III.5. Data Monitoring
III.5.1. Monitoring consent.  

Each Site's Principal Investigators (PIs) will monitor the adequacy of consent at that site.  Once every six months, the PI will sample 5% of enrollments since the previous monitoring, using a random sample of patient IDs (PIDs) supplied by the Data Coordinating Center XE "Data Coordinating Center"  for this purpose.  The main burden of this monitoring will be to ensure that consents have been performed appropriately, including checking that they were signed by the subject and checking against the enrollment form that they were signed on or before the date they were enrolled.

III.5.2. General Study Monitoring

The Principal Investigator XE "principal investigator"  (PI) and Study Coordinator at each Enrollment XE "enrollment"  Site have local responsibility for monitoring the trial.  The Study Chairman (Dr. Bryan Michalowicz) and the Statistical Study Manager at the Data Coordinating Center XE "Data Coordinating Center"  will be responsible for external monitoring (see Section III.5.3 "Monitoring Data Quality", below).  Dr. Michalowicz will monitor overall study management, enrollment, and compliance with protocol as specified in the Manual of Procedures.  He will provide oversight to assure that quality data are collected.  He will work closely with NIH/NIDCR staff to oversee the trial as specified in NIH/NIDCR Policies and Procedures for Investigator Initiated Clinical Trials. 
III.5.3. Monitoring Data Quality

III.5.3.1. Local monitoring of data quality.  Each Enrollment XE "enrollment"  Site's Study Coordinator will be responsible for ensuring that forms are completed fully and accurately, that forms are completed and transmitted in a timely manner, and that error correction requests are answered in a timely manner.  (See Sections III.7. "Data Collection XE "data collection"  Procedures" and III.8. "Data Management and Error Correction" for details.)  
III.5.3.2. Central monitoring of data quality (DCC).  The Statistical Study Manager at the DCC will monitor completeness and timeliness of data collection, data transmission, and error correction.  Specifically, each site’s performance will be described in a monthly quality assessment report, where performance is assessed according to recruitment, visit attendance, protocol adherence, error rates on forms, and timeliness of response to error corrections, and weekly forms packages.  These reports will be sent monthly to the Sites' Study Coordinators and will be the subject of monthly conference calls among the Study Coordinators and the Statistical Study Manager.  See Section IV.2. "Reports" for more details.

III.5.3.3. Monitoring source documentation.  The DCC's Statistical Study Manager travels once each year to each site to compare case report forms to source documentation.  Before going to the Site, the Study Manager draws a random sample of 5% of forms completed in the last year.  At the Site, the Study Manager pulls the Site's copy of each form in the random sample and compares it to source documents provided by the Site's Study Coordinator.  

III.6. Study Compliance

III.6.1. Objectives and General Considerations

The objectives the OPT II Study's compliance policy are:

· to protect subjects; 

· to preserve the study's scientific integrity;  and

· to identify problems and correct them quickly.  

This policy is founded on the presumption that all OPT II Study personnel want to conduct the study in accordance with accepted ethical and scientific standards.  Therefore, these compliance procedures are not punitive toward study staff unless there is a clear pattern of violations that persists despite repeated attempts to correct the underlying problems.  

Accordingly, the general approach to protocol violations is first, to prevent them by thorough training and careful procedures, and second, to detect and correct problems so as to prevent future violations.

III.6.2. Types of Protocol Violations

The following list gives the most serious and most likely protocol violations, although other violations are possible:


(a) Failing to obtain signed informed consent from a subject.

(b) Failing to obtain signed HIPAA Authorization of Disclosure.


(c) Breaching subject confidentiality.

(d) Failing to keep Institutional Review Board (IRB) approval up to date.


(e) Missed visits


(f) Failing to complete specified procedures.

Items (a) , (b) and (c) are grave ethical violations.  Item (d) does not necessarily indicate that any subject's rights have been violated but it does point to a serious administrative failure.  Items (a), (b), (c) or (d) are sufficiently serious that if they persist or are extensive in nature, the Enrollment XE "enrollment"  Site could be forced to stop enrolling subjects or the entire Study could be terminated.  If these problems are extensive and severe enough, they could result in criminal or civil liability.

Items (e) and (f)are concerns mainly because they endanger the scientific integrity of the study.  If either of these violations is detected, it may be necessary to exclude the affected subjects from any analyses of study data, which reduces the study's power to detect treatment effects.  

III.6.3. Procedures

III.6.3.1. How violations are detected.  Protocol violations are mainly detected by the following procedures.  

Routine data processing at the Data Coordinating Center XE "Data Coordinating Center"  (DCC) will probably uncover most violations.  For example, analysis of data collected from study forms will reveal missing visits, procedures, and/or forms in addition to detecting study visits attended out of windows and inconsistencies in data entry or collection.  

The Site Principal Investigator XE "principal investigator" 's (PI's) monthly monitoring will detect consent irregularities and unsafe confidentiality practices. 
Site monitoring by the Statistical Study Manager will also detect consent irregularities and unsafe confidentiality practices.  
If IRB approval has been allowed to lapse at a Site, the affected IRB will contact the Site's PI.  If protocol changes have been made requiring new IRB approval, the Site's PI is responsible for obtaining this approval and site monitoring by the Statistical Study Manager will include checking that the Site has current approval from the IRB.  

III.6.3.2.  Procedure upon detecting a violation.  If a protocol violation is detected, the person detecting the violation should report it the same day to the Statistical Study Manager at DCC.  The Statistical Study Manager maintains a log of violations for each Site.  Immediately upon entering the violation in the log, the Statistical Study Manager will inform the project officer at NIDCR.  

As soon after detection as possible, the Enrollment XE "enrollment"  Site's PI and Study Coordinator will have a conference call with the DCC's Statistical Study Manager and any other appropriate personnel.  The conference call's purpose is to identify procedural weaknesses that may have caused the violation and to propose corrective measures.  The Site's PI then records, in a memo to the NIDCR program officer, the likely cause of the violation and any proposed corrective measures.  This memo is copied to the Site's Study Coordinator and the Statistical Study Manager.  It is then the Site PI's responsibility to ensure that the corrective measures are implemented and, if unsuccessful, that further corrective measures are identified and implemented.  

If a procedural problem is present at more than one Site, it may reflect a procedural defect affecting all four Sites.  In such a case, the Study Coordinators from the four Sites and the Statistical Study Manager should discuss the problem at their next regular conference call, identifying likely causes and corrective actions.  The Statistical Study Manager then writes a memo to the NIDCR program officer recording the likely cause of the problem and any proposed corrective measures, with copies to each Site's PI and Study Coordinators.

III.6.3.3.  Procedure in case of a persistent problem.  If a problem persists despite repeated attempts to solve it locally, the entire OPT II Study may be endangered.  Such a situation demands the immediate attention of the Steering Committee XE "steering committee"  (SC).  

Any member of the SC may call for the whole SC to meet to consider a persistent problem.  The Study Chair, upon receiving such a call from a SC member, will convene a meeting of the SC by conference call.  The first agenda item in this conference call will be to determine whether there is, in fact, a persistent problem requiring the SC's intervention.  If the SC determines that its intervention is required, the SC will identify the problem or problems and propose and implement solutions.  Solutions could range from ordering specific study personnel to be retrained or terminated from the study, to terminating enrollment at a specific Site, depending on the severity and chronicity of the violation. 

If the problem persists, the next step is to refer the problem to NIDCR.  A problem that reaches this stage will generally be of such gravity as to present a clear and present danger to the OPT II Study's completion, requiring immediate and drastic action.  

III.7. Data Collection XE "data collection"  Procedures

III.7.1. Forms Completion

Data recorded on forms are obtained at the enrollment sites:
· during recruitment phone calls
· during face-to-face interviews at study visits
· by chart abstraction 
· from clinical laboratory venous lead and CBC results

III.7.1.1.  Forms completed at Enrollment XE "enrollment"  Sites.  All forms completed at the Enrollment XE "enrollment"  Sites are checked by the Site's Study Coordinator for accuracy, consistency, and completeness.  Whenever possible, the Study Coordinator performs these checks before the subject has left the Enrollment XE "enrollment"  Site, so problems can be rectified.  

III.7.2. Procedures for Transmitting Forms and Retaining Copies (Form 80 "Standard Packing List"  and Form 81 "OPT II Study Shipment Receipt")

III.7.2.1.  Forms completed at Enrollment XE "enrollment"  Sites.  Each week, the Study Coordinator ships a package to the DCC containing all forms and all Error Correction Requests (ECRs) completed since the last shipment.  

• Packages should be shipped via first-class mail or Priority Mail, depending on the package's weight, or faxed.
• Before sending a completed form or ECR, the Study Coordinator photocopies the originals and stores the copies in the appropriate subject files.

• Each package contains a packing list and a return postcard.  The purpose of this procedure is to track every form.  It is like an insurance policy:  it has a cost up-front and it won't be needed often, but it is indispensable when it is needed.

• The packing list is Form 80, Standard Packing List.  This form will also be used as a packing list for packages sent from the DCC to the Sites.  The packing list is completed by these steps, illustrated by the example in Figure 3:

– Fill in the identifying information in the upper right-hand corner of each page.  This includes a shipment number assigned sequentially by the Site Coordinator; the date the package was shipped; the page number and how many pages are in the packing list in total; the Site from which it originated;  the package's destination;  and the name of the person completing the form.  It would be helpful to keep your photocopy of each packing list in a notebook so you can easily see what the next shipment number will be.

– In the main body of the page, the column on the far right, "rec'd", is used by the recipient.  The example in Figure 3 (next page) shows several different ways of arranging the listing of items sent.  Sometimes it makes more sense to list each patient ID (PID) number followed by the form numbers, while at other times it may be easier to list a form such as Randomization XE "Randomization" /Exclusion (Form 04) followed by the PIDs.  The person who checks in your forms at the DCC will let you know if you should change the way you order your forms.     

– All other parts of the page are for the recipient's use and are not completed by the Study Coordinator.

– The Study Coordinator uses as many pages as necessary to list all forms in the shipment; the same shipment number goes on all pages.  

• The return postcard is Form 81 "OPT Study Shipment Receipt".  This form will also be used as a return postcard for packages sent from the DCC to the Sites.  The return postcard is completed by entering, in the box labeled "To be completed by sender:", the same shipment number and shipping date that were written on the packing list.

• The Study Coordinator photocopies the packing list, files the copy, and includes the original in the shipment.

• When the shipment arrives at the DCC, the Data Entry/Quality Control Operator notes on the return postcard that the shipment arrived and the date it arrived.  S/he then compares the packing list to the actual contents of package, form by form, noting any discrepancies on the part of the packing list labeled "Please return postcard".  If there are no discrepancies, The Data Entry/Quality Control Operator checks the box on the return postcard labeled "Shipment OK".  If there are discrepancies, the Data Entry/Quality Control Operator checks the box on the return postcard labeled "Other" and notes the discrepancies on the card.  This completes the return postcard, which is then mailed to the Site.

• When the return postcard arrives at the Site, the Study Coordinator should resolve any discrepancies noted on the postcard and file it with the photocopy of the corresponding packing list.
III.8. Data Management and Error Correction

The primary data-management system for this study is based on NOMAD, a fourth-generation relational database package, in a UNIX implementation running on the DCC's SUN workstations, which are networked with other workstations at the University of Minnesota's Coordinating Centers for Biometric Research (CCBR).  UNIX NOMAD is essentially a user interface that relies on an underlying ORACLE data management system.  ORACLE can be used directly on the same NOMAD databases if desired.  ORACLE provides the capability of creating database files that can be read directly by SAS and other languages.  

All necessary software will be modified or written and will be maintained by the Database Administrator.  Security and confidentiality of computer records are protected by

· restricting access to computer files only to staff with authorized passwords;

· using numeric patient IDs (PIDs) as identifiers rather than names or Social Security numbers;  and 

· not referring to individual subjects by name or other non-study identifiers in any publications or presentations. 
Section II.4.1. "Maintaining Confidentiality" discusses security and confidentiality in more detail.

Paper files in the DCC will be stored in locked file cabinets with access limited to authorized staff.

III.8.1. Forms Processing at the Data Coordinating Center XE "Data Coordinating Center"  (DCC)

The following steps occur when a package of forms and error-correction requests is received from an Enrollment XE "enrollment"  Site.

1.  A package is received from an Enrollment XE "enrollment"  Site.  (Details on shipping forms from Sites to the DCC are in Section III.7.2 "Procedures for Transmitting Forms and Retaining Copies".)  The enclosed packing list and package contents are checked for accuracy and completeness.  The packing list is stored in a notebook specific to the Site.  The receipt postcard is mailed back to the site.  The Data Entry/Quality Control Operator stamps each form with a unique sequence number. 

2.  Forms of a similar type are collected into batches for keying.  Batch header and trailer tags, which include counts of the forms, are attached.

3.  Forms batches are keyed and re-keyed by the Data Entry/Quality Control Operator, using a PC-based data entry package that includes an initial interactive edit of the data.  Errors discovered from the double-keying process are corrected.  Data files corresponding to the form batches are created.  

4.  Data file batches are uploaded to the Division of Biostatistics UNIX network, to the main study data area.

5.  Data file batches are subjected to a thorough edit.  The edit system, based in part on schemas that incorporate a data dictionary and the database contents and structure, has full capabilities for checking on data types (numeric, dates, special codes, check digits), ranges, logical consistency within and across different databases, and table lookups for special items. 

6.  An edit report is produced and if errors are detected, error correction requests (ECRs) are printed.  ECRs are reviewed manually by the Data Entry/Quality Control Operator and edited to remove redundant messages arising from a single apparent error.  The ECRs are then e-mailed to the originating Site.  (For details on ECRs, see Section III.8.2 "Error Corrections", below.)  ECRs are logged out, and the existence and status of the unresolved error is stored in a forms status database that is updated when the ECR returns from the Site.

7.  Daily backup of all new and modified data occurs automatically.  Each day, study files that have been altered that day are backed up on the Division of Biostatistics UNIX network.  Two copies of the complete backup are made; one is stored offsite.

8.  Each form has a corresponding database.  When a database is complete -- for example, when randomization XE "randomization"  is complete -- a formal closeout process is begun.  This involves a final edit of all fields in the database with resolution of all outstanding errors.  Fields for which errors cannot be resolved are left blank and a permanent error marker is stored in the forms status database.

9.  Analysis files are created to protect the main databases and to facilitate reporting.  These are fixed-format ASCII sequential files, readable by SAS, S+, and other software.

III.8.2. Error Corrections

Error correction requests (ECRs) are generated by the DCC when information reported on a form is missing, inconsistent, or appears to be incorrect.  Site personnel determine the correct values of all data items, because they have access to the subjects and to source documents containing the correct values.  Because it is hazardous for the DCC to assume anything about apparent errors, even in cases that seem obvious, the Site must respond to every error correction request, with rare exceptions that will be specified by the DCC.  

This section does not cover all possible cases of error correction request.  Instead, it gives the general procedure and describes the most common kinds of ECRs.

III.8.2.1.  What is an error correction request? Error correction requests (ECRs) are sent by the DCC for the following reasons:
(i) A question was left blank that should have been answered according to the directions on the form.

(ii) A question was answered that should have been left blank according to the directions on the form.  

(iii) A calculation appears to be incorrect.  

(iv) An answer is high or low given typical values for that measurement, for example, an age of 250, which is probably a typographical error for age 25.

(v) An answer is inconsistent with other information the DCC has for that subject, or with other information on the same form.  For example, the date on a form may be given as "01-05-06" (5 January 2006) when the subject actually enrolled in November 2003 and the correct date is "01-05-07" (5 January 2007).  

ECRs are generated by computer and pruned by the DCC's Data Entry/Quality Control Operator before being sent to the Site.  This pruning mainly removes multiple and potentially confusing error messages arising from a single apparent error.  

ECR alerts are sent from the DCC to the Site by e-mail which instructs the Study Coordinator to check the OPT II Study website for the actual ECR.  
· Access the OPT II Study website at https://www.biostat.umn.edu/OPT/. User name and password can be obtained from the DCC or enrollment site Study Coordinators.

· Outstanding ECRs for each site will be listed on the web page under “Outstanding error corrections KY, MN, MS, NY”
· After selecting the appropriate site a summary page appears (see Figure 4) containing the date the e-mail was sent by the DCC, a shipment number referring to the group of ECRs in this particular e-mail, and a listing of patient IDs (PIDs) and forms in the list.  There may be many ECRs in a list.

· Selecting the Error Sequence Number will access the ECR. Each apparent error usually gets its own page, allowing the Study Coordinator ample room to make corrections.  For example, see Figure 5. 

· Sometimes a single page can refer to more than one apparent error.  For example, suppose a "yes" answer to Item 2 requires answers to Items 3 and 4 but a "no" answer to Item 2 requires no answers to Items 3 and 4.  If Item 2 is answered "yes" but Items 3 and 4 have been left blank, both Items 3 and 4 will be handled on the same page of the e-mail.

· Each page, referring to a single ECR, has a header section.  The

   
      header section: 


– Identifies the ECR's subject by PID and Site.  [In Figure 5, these are 202170-L75 and Minnesota, respectively.  


– Gives the date the ECR was sent out by the DCC.  [In Figure 5, this is 04-30-

   
2007.]


– Identifies the form by form number (e.g., Form 94, the

  
Physical and Laboratory form) and subject Visit (if applicable), and by the

  
sequence number assigned to the form when it arrived at the DCC.  [In Figure 5, these are Form OPT94, Visit is not listed, and sequence number 023627,

   
respectively.] 


– Assigns a sequence number to this specific page in the e-mail, so each ECR is identified by a unique sequence number.  [In Figure 5, this sequence number is 003509.]

· The main body of the ECR identifies the page on the form and the data item on that page where the error occurred.  It reproduces the question, gives the value that was actually entered on the form, and describes the inconsistency or apparent error.  [For example, in Figure 5, the error refers to page 2, Question 10 – “Has your child ever had ear infections?”, “Entered on form: BLANK and should have had a value entered.”.]

Sometimes the ECR will contain a list of possible responses to the data item in question and invite the Study Coordinator to circle the correct value of the data item. Also, sometimes there will be text comments further describing the nature of the error and/or the required information. 

Figure 4: Error Correction Cover Page

May 02, 2007 

  OPT Coordinating Center -- Minneapolis, MN

  Outstanding Error Corrections for Minneapolis

                                      Error

                          Date     Sequence

ID      Form     Visit    Sent       Number

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

202170  OPT94      1     04-30-07    003509
202170  OPT97      1     04-30-07    003510
202295  OPT91      2     05-01-07    003511
202352  OPT93      2     05-02-07    003512
Figure 5: Error Correction

***************************************************************************

Participant:    202170-L75                                                 

Current Clinic: Minneapolis                           Date Sent: 04-30-2007

Form:           OPT94                                                      

Edit Date:      04-27-2007       Form Seq. #: 023627         Seq. #: 003509

***************************************************************************

===========================================================================

Page:2   Question:10    Has your child ever had ear infections?             

Entered on form: BLANK and should have had a value entered.            

--> Circle correct value:                                                  

If OK AS IS, explain:_____________________________________________________ 

  INITIALS OF STAFF MEMBER PROCESSING ERROR CORRECTION: ______

  ***********************************************************************

  For DCC use only

  Date Received:____________

       Date Corrections Entered:____________

III.8.2.2. Instructions for processing error correction requests (ECRs).  Perform the following steps for each error correction.

(i)  Retrieve the original form from the subject's folder/binder.

(ii)  Check that the identifiers on the ECR match the identifiers on the form.

For example, the ECR is for Visit 2, and the form retrieved is for Visit 2.

(iii)  Read the error correction thoroughly, including any comments.

All questions associated with the error need to be checked for accuracy, not just the first question printed on the ECR.  It is possible that the first question printed on the ECR is correct, but only seems incorrect to the editing software because of the order in which the software processes the responses.  Any of the associated questions could have an erroneous response.  

(iv)  Understand the error correction.  

If you do not understand why the ECR was sent or what the apparent error is, call the DCC with your questions or comments.  The DCC tries to send out corrections or queries only for genuine errors, so if you do not understand the error or do not agree that there is an error, call the DCC and state your concerns.  If, in fact, there is no error, the DCC will learn from your comments and avoid sending such non-errors in future ECRs.  Sending back the ECR with "not in error" written on it does not resolve the problem:  the ECR will be sent back and/or the DCC will call the Site asking why the ECR was returned to the DCC without a satisfactory resolution.  

(v)  Make the necessary corrections.
For closed-ended questions (e.g., "yes/no" questions), if the possible answers are listed on the ECR, circle the correct answer.

For open-ended questions (e.g., birth date), or for closed-ended questions for which the ECR does not list the possible answers, write the correct value in the space provided.

(vi)  Initial the error correction.  

Writing initials in the space provided on the ECR ensures that the DCC will contact the appropriate person at the Site if there are additional questions concerning the error correction.  

 (vii)  Return marked-up ECRs to the DCC.  

Marked-up ECRs should be sent to the DCC in the next shipment of completed forms.

III.8.2.3.  Site-Generated Error Corrections. Sometimes Site personnel detect an error or otherwise need to change a value entered on a form, for which the DCC has not sent an error correction request.  In such cases, the Site sends the DCC a site-generated error correction using the following steps.  

(i)  Make the necessary correction(s) and circle them in red ink on the Site's copy of the form.

(ii)  Photocopy the page or pages containing the error.

(iii)  Affix a label saying "Site-generated error correction" (provided by the DCC for this purpose) to the top center of the photocopied page, or write the words "Site-generated error correction" in the top center of the photocopied page.  

(iv)  Write in block letters the patient ID (PID), form date, and other identifiers for that form, for example, subject's visit, in the upper right-hand corner of the photocopy.  Failing to write in the proper identifiers could result in the DCC mis-identifying the form and changing the wrong form.

(v)  Check the photocopy to make sure all necessary information was copied legibly.  Re-write any illegible information.  Re-circle the correction in red so it will be obvious to DCC staff.

(vi)  Send the photocopy to the DCC in the next regular shipment of completed forms.  

III.8.2.4.  Reminders on overdue error correction requests (ECRs). Periodically, the DCC creates a report of overdue ECRs for each Site.  For a given Site, this report includes, for each overdue ECR, the patient ID, form number, visit number (if applicable), the ECR's shipment number, the date it was shipped from the DCC, the original form's sequence number (created at the DCC), and the error-correction sequence number.  
Error corrections should not be made on the report of overdue ECRs.  If the Site can no longer locate the page containing the original ECR, the Study Coordinator asks the DCC for a replacement of the missing page.  

III.9. Data Analysis Requests by Enrollment XE "enrollment"  Sites

If any study personnel want study data analyzed or summarized for any purpose, they request the analyses by completing Form 70 (Data Analysis Request), described in detail in Section III.9.2. below, and transmitting it to the Data Coordinating Center XE "Data Coordinating Center"  (DCC).  Use of this form ensures clarity in the request and fairness in determining the order in which analyses are performed by the DCC.

III.9.1. Appropriate Data Analysis Requests

Most requests are for analyses for:  

• Scientific presentations, abstracts, and papers, consistent with the Publications & Presentations policy (see Sections IV.4.4. and IV.4.5. “Ancillary Studies Policy”);
• Local IRB consideration;  and

• Local quality assurance efforts.
Requests for other purposes may also be appropriate.  Generally speaking, appropriate requests:

• Conform to Publications & Presentations policy (see Section IV.4.5) and

• Do not break the study's blind.  

Requests for analyses for local use only will usually not require approval of the Steering Committee XE "steering committee"  (SC).  This is discussed in further detail in the instructions for completing Form 70, Part B (see Section III.9.2.  immediately below).

The following requests will be routed to the SC for approval under the Publications & Presentations policy:  

• Requests for data for use in abstracts, scientific presentations or papers, or 

• Requests for data that is not limited to the requester's Site

III.9.2. Data Analysis Request (Form 70)
Part A identifies the person requesting the analysis.  

• Item A.3 should be the phone number at which the requester can be called or left messages.

• Item A.5 indicates how the requester wants the analyses delivered.  "Other, specify" includes things like overnight mail.

Section B describes the purpose and scope of the request.

• Items B.1 and B.2:  If the data will be used within your Site or for a local presentation, including health fairs, check the "local use only" box in Item B.1 and indicate the type of local use in Item B.2.  If your request is for a scientific presentation, either an oral delivery or poster presentation of scientific information (e.g., study design, methods, results, or interpretations) at a major scientific meeting, check the "Presentation to/for" box and indicate the scientific meeting on the line provided.  Check the remaining boxes as appropriate, indicating where the paper, abstract, or other presentation will be submitted.  

• Item B.3:  Indicate the scope of the request by checking the appropriate box.  If the request is for data from one or more specific Sites, list each Site.

Part C describes the data and analyses being requested.  It will often be helpful to call or send e-mail to the Statistical Study Manager or the DCC's Director to discuss this before filling out Part C.  

• Item C.1:  If your request is not limited to a particular time interval, check the first box.  If you want data only in a certain time interval, indicate the first and last dates that you want included in the data analyzed.

• Items C.2, C.3:  Indicate if this analysis request is a modification to an analyses that was done previously.  If it is, either attach the first page of that report to the Form 70 or indicate the report name and date from the upper left and right corners of the report.  (Examples include the routine reports or special reports prepared for local IRB use or for local quality assurance purposes.)  If there are any changes in the request other than the dates to be included, check "yes" and go to Item C.4.  If the only change is in the included dates, check "no" and stop.

• Item C.4:  If you only want the analysis to include a subset of the subjects at the indicated Sites, describe the subset here.  Subsets of subjects can generally be selected based on any data item, e.g., date enrolled, race, whether they had a particular medical condition at baseline, etc.  

• Item C.5:  List the order in which to sort or group the data or analyses requested.  You may specify page breaks as well, for example, "sorted by site and by PID with a new page starting for each site".  

• Item C.6:  List all data items or calculations to be included.  Use specific form and item numbers whenever possible (e.g., Form 60, Item B.3).

• Item C.7:  Use this area for any additional notes, comments, or sketches of tables or figures.  Attach extra sheets to the Form 70 if necessary.  

III.10. Physical Measurements
III.10.1.  Measuring Head Circumference

III.10.1.1. Equipment and preparation: The specifications for equipment are presented in the Accurately Weighing and Measuring: Equipment module. It is assumed that the tape is appropriate for measuring an infant’s head circumference, that is, non-stretchable.

An accurate head circumference measure is obtained with a flexible non-stretchable measuring tape. A plastic tape such that one end inserts into the other is recommended.
Head circumference is generally measured on infants and children until age three years.

Head circumference or OFC [occipital frontal circumference] is measured over the most prominent part on the back of the head (occiput) and just above the eyebrows (supraorbital ridges). This can be translated to mean the largest circumference of the head.
III.10.1.2. Procedures: Any braids, barrettes, or other hair decorations that will interfere with the measurement should be removed.

The infant or child may be more comfortable in the arms or on the lap of a parent.

The tape is positioned just above the eyebrows, above the ears, and around the biggest part of the back of the head. The goal is to locate the maximum circumference of the head. 

The tape is pulled snugly to compress the hair and underlying soft tissues.

The measurement is read to the nearest 0.1 cm or 1/8 inch and recorded on the chart.
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	Position the tape just above the eyebrows, above the ears, and around the biggest part on the back of the head
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	Pull tape snugly to compress the hair
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	Read the measurement to the nearest 0.1 cm or 1/8 inch
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	Write measurement on the chart


III.10.1.3. Quality of measurements: The tape should be repositioned and the head circumference remeasured.

The measures should agree within 0.2 cm or 1/4 inch.

If the difference between the measures exceeds the tolerance limit, the infant should be repositioned and remeasured a third time. The average of the two measures in closest agreement is recorded.
Reference: Department of Health and Human Services http://depts.washington.edu/growth/module5/text/page5a.htm
III.10.2.  Weighing Children and Adolescents
III.10.2.1.  Equipment and calibration: The specifics of equipment are presented in the Accurate Weighing and Measuring: Equipment module. It is assumed that the scale is appropriate for weighing a child or adolescent and is calibrated with a set of standard weights. It is important that the child or adolescent be weighed using procedures similar to those used to collect data for constructing the chart.
	[image: image19.jpg]



	 
	[image: image20.png]



	Child or adolescent stands on center of scale platform

	
	 
	[image: image21.png]



	Use a calibrated beam balance or electronic scale
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	Child must be able to stand without assistance
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	Reposition and repeat measure 
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	Measures should agree within 0.1 kg or 1/4 lb

	
	
	
	


III.10.2.2.  Procedures: For all children, there is a need to respect privacy. Privacy includes where the measurements are taken, clothing removal, provision of gowns, describing the measuring process, and interpreting the numbers.
The child or adolescent is weighed wearing only lightweight undergarments, or gown. The child or adolescent stands on the center of the platform of the scale.
The weight of the individual is recorded to the nearest 0.01 kg or 1/2 oz.
III.10.2.3.  Quality of measurements: The weight is recorded on the chart. The individual is repositioned and the weight measure is repeated.

The measures are compared; they should agree within 0.1 kg or 1/4 lb.
If the difference between the measures exceeds the tolerance limit, the infant should be repositioned and remeasured a third time. The average of the two measures in closest agreement is recorded.
Reference: Department of Health and Human Services http://depts.washington.edu/growth/module5/text/page6a.htm
III.10.3.  Measuring Child and Adolescent Stature (Height)
III.10.3.1.  Equipment and calibration: Stature or height is measured for children over the age of 24 months who can stand unassisted. Young children from 24 to 36 months may have either length or stature measured. The appropriate chart should be used for recording and plotting results. If length is measured, one should use the chart for birth to 36 months; if stature is measured, use the chart for 2 to 18 years.

Accurate measurement of stature requires the use of a calibrated, vertical stadiometer with a movable headpiece, perpendicular to the vertical backboard.
III.10.3.2.  Procedures: The child or adolescent should stand on the footplate of the stadiometer without shoes. The individual is positioned with heels close together, legs straight, arms at sides, shoulders relaxed. Ask the child to inhale deeply and to stand fully erect without altering the position of the heels. Make sure that the heels do not rise off the foot plate. 
Make sure the child's head is in the Frankfort plane. 
The formal definition of the Frankfort horizontal plane is a line extension from the most inferior point of the orbital margin to the left tragion. The tragion is the deepest point in the notch superior to the tragus of the auricle. 
When the head is positioned correctly, the Frankfort horizontal plane is parallel to the fixed headpiece.
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Illustration © Nardella, M, Campo, L, Ogata, B, eds. Nutrition Interventions for Children with Special Health Care Needs, Olympia, WA, State Department of Health, 2001. 
	 
	 
	 

	
	 
	 
	The child's line of vision is perpendicular to the headpiece of the measuring device

	
	 
	 
	 

	
	 
	 
	 

	
	 
	 
	 

	
	 
	 
	 

	
	 
	 
	 


 
Lower the perpendicular headpiece snugly to the crown of the head with sufficient pressure to compress the hair. Hair ornaments, buns, braids, etc. must be removed to obtain an accurate measurement.

To ensure an accurate reading, the measurer’s eyes should be parallel with the headpiece.
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	Measure stature for children over 24 months of age

	
	 
	[image: image28.png]



	Use a calibrated vertical stadiometer with a right-angle headpiece
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	The child is measured standing with heels, buttocks, shoulders and head touching a flat upright surface
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	Child or adolescent stands against stadiometer without shoes, with heels together, legs straight, arms at sides, shoulders relaxed
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	Child looks straight ahead
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	Bring the perpendicular headpiece down to touch the crown of the head
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	Measurer’s eyes are parallel with the headpiece
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	Read to nearest 0.1 cm or 1/8 inch and record on the chart
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	Reposition and remeasure the person
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	Measures should agree within 1 cm or 1/4 inch


III.10.3.3.  Quality of measurements:
The measure is read to the nearest 0.1 cm or 1/8 inch and recorded on the chart.

The person is repositioned and remeasured.

The measures should agree within 1 cm or 1/4 inch.
The measure is recorded on the growth chart appropriate for age and gender.
Reference: Department of Health and Human Services http://depts.washington.edu/growth/module5/text/page7a.htm
III.10.4.  What if Measures Exceed the Established Tolerance?

What if the two measures obtained in the clinical setting exceed the established tolerance for the measure?

For measures of weight for infants and children, the intra- and inter- observer reliability is generally very good. This assumes that the equipment is calibrated. If there is a measure that is an outlier, it is generally due to recording error or incorrectly reading the output on the scale.

Length, stature, and OFC measures are considered to be technically more difficult measures because of the importance of correct positioning on the measure. If two measures for these parameters are not within the established tolerance for the measure, then measure a third time. If two of the measures are within the tolerance, then take the average of these two measures.

In general, the guidelines are:
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If two measures are within the tolerance limits, use the mean of the two readings.
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If two measures are not within the tolerance limits, measure the child again.
  [image: image39.png]


If two of the measures are then within the tolerance limits, use the mean of these measures.
  [image: image40.png]


If none of the measures are within tolerance limits check your technique and plan a training session.

Reference: Department of Health and Human Services http://depts.washington.edu/growth/module5/text/page7a.htm
III.10.5.  Which Units to Use?

The choice of whether to use English or metric units for measurements and plotting can depend on a variety of circumstances. 
If the available equipment is accurately calibrated and the measurers follow standard procedures, then data can be recorded in either English or metric units.
Many community clinics use English units, while most secondary and tertiary clinics and research projects prefer to use metric units. 
The most important factors are to develop reliable techniques, to use calibrated equipment, and to perform accurate measurements.
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	Metric or English units? 
Depends on user preference
Either unit is OK
Accuracy is most important
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 Reference: Department of Health and Human Services http://depts.washington.edu/growth/module5/text/page8a.htm
III.11. Developmental Surveys
III.11.1.  Bayley Scales of Infant and Toddler Development-III (BSID III)
III.11.1.1.  Introducing the BSID-III.
For the Harcourt/PsychCorp PowerPoint training presentation please see:
Appendix N in Section VI.4.1.1.  “Introducing the BSID-III”. 
III.11.1.2.  BSID-III Scoring Assistant and PDA. 
For the Harcourt/PsychCorp PowerPoint training presentation please see:

Appendix O in Section VI.4.1.2.  “BSID-III Scoring Assistant and PDA”.
III.11.2.  Preschool Language Scale-4th Edition (PLS-4)
III.11.2.1.  Introducing the PLS-4. 
For the Harcourt/PsychCorp PowerPoint training presentation please see:

Appendix P in Section VI.4.2.1. “Introducing the PLS-4”.
III.11.3.  Neurological Examination for Children (NEC)
III.11.3.1.  NEC Manual Version 5.
For a copy of the NEC Manual please see:

Appendix Q in Section VI.4.3.1. “NEC Manual Version 5”.
III.11.3.2.  NEC Form. 
For a copy of the NEC Form please see:

Appendix R in Section VI.4.3.2. “NEC Form”.
IV. Policies and Reporting

PART IV.

POLICIES AND REPORTING

IV.1. Good Clinical Practice

IV.1.1. General Principles.

The integrity and credibility – that is, the quality – of the trial is determined by the commitment the investigative team makes to protecting the rights and the safety of subjects and to generating quality data.  This manual describes the steps necessary to assure that personnel are trained and qualified to complete their assigned tasks, and that progress is monitored in these areas throughout the trial.  

We adhere to the International Conference on Harmonization’s general principles of Good Clinical Practice.  These principles dictate, first and foremost, that we have weighed and continue to weigh the anticipated benefits versus the foreseeable risks to subjects.  Participants are fully informed of these risks before they are enrolled. The study's leadership continually review the medical and dental literature to determine if new findings substantially affect the study's rationale XE "rationale"  or justification, or if new or previously unforeseen risks must be conveyed to participants.  The study's leadership also shares any such findings with the NIDCR program official XE "NIDCR program official"  in a timely manner so informed decisions can be made about continuing the trial.  

Study assessments will be rendered under the direction of a qualified and licensed pediatrician or child neurologist.  Only qualified and trained personnel will collect clinical data or process and analyze laboratory samples.  

The study protocol and consent processes have been reviewed and approved by the Institutional Review Boards (IRBs) of the respective Enrollment XE "enrollment"  Sites and the University of Minnesota.  While the responsibility for maintaining human subjects approval rests with the Enrollment XE "enrollment"  Site PI, the study leadership, during the Steering Committee XE "steering committee" ’s semiannual meeting or conferences, monitors the approval status of each site to ensure that no subject is enrolled unless the trial has current IRB approval at that site.  

All study personnel who have contact with subjects or data will be required to complete a course on human subjects protection.  The Enrollment XE "enrollment"  Site PI and the directors of the coordinating centers and laboratories are responsible for ensuring that their personnel have completed an approved training program.  This training may be obtained through the Site or center’s parent institution, or by completing an approved online course such as the one offered through the National Cancer Institute (http://cme.nci.nih.gov/).  

The study leadership also conducts periodic reviews of study procedures to ensure subjects' confidentiality and privacy.  Each Enrollment XE "enrollment"  Site PI also regularly reviews with his/her team the protocol for handling clinic and study records.  Each PI develops a system – probably unique to each Site, depending on the physical layout of the facility and the Site's customary distribution of responsibilities among study personnel – to ensure that randomization XE "randomization"  codes remain accessible only to the Study Coordinator;  that a subject’s clinic and study records are returned to secure and private locations in a timely manner;  and that study-related data cannot be linked to personal identifiers.

IV.1.2. Monitoring

While its is impossible to ensure the integrity and quality of a trial without a trained investigative team, it is also imperative to institute a regular and rigorous monitoring program to assure that the team adheres to the study protocol and protects the rights and privacy of subjects.   The Enrollment XE "enrollment"  Site PI is the person primarily responsible for assuring this compliance.  S/he regularly reviews study progress with team members and conducts periodic audits to ensure that informed consent has been obtained and documented.  The PI does not, however, have access to assigned study treatments so the study's blind is not jeopardized.  The PI reviews his/her team’s operations and progress to ensure that study records are up to date, complete, and kept in a secure place accessible only to appropriate study personnel.

The Data Coordinating Center XE "Data Coordinating Center" 's Statistical Study Manager also conducts periodic on-site audits of each enrollment site.  During these visits, the Study Manager reviews a random sample of case report forms and source documents to ensure that the information on the forms is complete and consistent with the source documents, that missing visits are recorded, and that the disposition of subjects who complete or exit the study is recorded.  The Enrollment XE "enrollment"  Site PI ensures that the Study Manager has access to all study documents and pertinent records.  On-site audits are conducted at each site once a year during the course of the trial, and again following completion of the trial.  

The Study Manager prepares a report to present to the Steering Committee XE "steering committee" .  The study leadership reviews and discusses the results of these audits during its semiannual meetings.  Recurring or frequent protocol violations, omissions or errors by an Enrollment XE "enrollment"  Site are discussed with the PI at that site.  The PI, with the guidance of the study leadership, develops a remedial training program and oversight mechanism for his/her investigative team.  Subsequent and repeated violations may warrant discontinuation of enrollment at that site. 

IV.2. Reports

Any aspect of a study that is not monitored and periodically reported will deteriorate and the resulting data will be of poor quality, perhaps unusable.  But if such reporting is used in a punitive manner, the resulting mistrust impedes problem-solving.  Thus, an essential function of the Data Coordinating Center XE "Data Coordinating Center"  (DCC) will be to prepare the following reports:

• Monthly quality control reports to the Sites' Study Coordinators, and 

• Twice-yearly reports to the Steering Committee XE "steering committee" ,  

and to provide this information in a constructive manner oriented to identifying and solving problems quickly.  

The monthly quality control reports to the Sites' Study Coordinators will describe, for each individual Site:

•Recruitment:  numbers enrolled.

•Visits scheduled and visits attended.

•Withdrawals from the study or losses to follow-up.

•Protocol adherence:  improper consenting or violations of eligibility criteria or confidentiality.

•Error and missing-data rates on forms and timeliness of response to error corrections.

•Timeliness of weekly forms packages.  

These reports will be sent to the Site Study Coordinators at mid-month and will be the subject of monthly conference calls including all Sites' Study Coordinators and the Statistical Study Manager from the DCC.  These conference calls will be arranged by the DCC.  

The twice-yearly reports to the Steering Committee XE "steering committee"  will include all of the items reported monthly (see the previous paragraph), as well as summaries of subject characteristics, trends, and problem areas.  

IV.3. MOP Maintenance

Producing and maintaining the Manual of Procedures (MOP) is the responsibility of the Data Coordinating Center XE "Data Coordinating Center"  (DCC).

The MOP will be distributed to all Sites in loose-leaf binders, which allow sections to be replaced by revisions.  The DCC will send to each Site as many copies as the Site requests, and will send further current copies on request.  Each page of the MOP will be numbered, dated, and contain a version number to ease changes or additions. A copy will also be available online at the study website.
When any changes are made in the OPT study's procedures, forms, or other things documented in the MOP, the DCC will revise the MOP expeditiously to reflect those changes.  Such revisions will involve these steps:

· DCC personnel write a draft revision with contributions as appropriate from affected study personnel.

· Comments are solicited from affected personnel for a specified period.

· DCC personnel produce a penultimate version for approval by affected personnel.

· Upon approval, the revised manual sections are sent from the DCC to all Sites, with instructions as to which pages (numbers, version numbers, and dates) are to be replaced by the new sections.  

IV.4. Miscellaneous Policies

IV.4.1. Conflict of Interest

Investigators or study personnel with real or potential conflicts of interest will be required to describe the nature of the conflict(s) in writing for review by the Enrollment XE "enrollment"  Site PI.  The PI will act on this information at his/her own discretion.  In the event that an Enrollment XE "enrollment"  Site PI has a conflict of interest, s/he will be required to describe the nature of the conflict in writing for review by the Study Chair, who will bring the issue before the Steering Committee XE "steering committee"  for discussion.  If the putative conflict is judged to be real and will likely jeopardize the conduct of the trial at that site, the PI (or Steering Committee XE "steering committee" ) will ask the person to divest him/herself from such conflict or will relieve the individual of his/her study-related duties. 

IV.4.2. Insurance

Subjects, regardless of whether they have some form of public or private dental or medical insurance, will not be billed for any study-related visits.  As such, no program income will be generated during the course of this trial. 

IV.4.3. Disclosure of Results with the Study 

Other than the Study Coordinator, Site personnel will not have access to the randomization XE "randomization"  codes or OPT Study outcomes. The randomization codes and OPT Study outcomes will remain inaccessible to other study personnel until the study is completed and all data have been forwarded to the DCC.  The original study forms will be forwarded regularly to the DCC for entry into the study databases.  Copies of the forms should remain in the subject’s casebook at the Site; the casebooks should remain locked in a secure and private site when not in use.  The PI and Statistical Study Manager can gain access to the case books as part of their quality assurance exercises, but in no instance should these or other individuals have simultaneous access to a subject’s case books and the randomization code. 

See Sections III.9. “Data Analysis Requests by Enrollment Sites” and IV.4.4. “Publications and Presentations” for a description of how summary statistics and results are requested from the DCC. 

IV.4.4. Publications and Presentations

(Adapted with permission from the University of Minnesota "Oral Infections and Vascular Risk in Seven Countries Policy" study.)

Study investigators have the right and responsibility to communicate their findings to the scientific community and to the public.  To minimize errors in data reporting, all data and text considered for publication in scholarly journals or presentation at scientific meetings must be submitted to the Steering Committee XE "steering committee"  for prior review and approval.  The Data Coordinating Center XE "Data Coordinating Center"  also shall review the data summaries to verify that they are accurate and consistent with data presented in other study documents and papers.

IV.4.4.1. Objectives. The objectives of this policy are:

1.  To assure and expedite orderly and timely presentations to the scientific community of all pertinent data resulting from the study.

2.  To assure scientifically accurate presentation and papers from investigators.

3.  To assure that all investigators, particularly those of junior rank, have the opportunity to participate and be recognized in the study-wide presentations and publications.

4.  To assure that press releases, interviews, presentations, and publications of study materials are accurate and do not compromise the scientific integrity of this collaborative trial.

5.  To establish procedures that allow the Steering Committee XE "steering committee"  to review publications and presentations in a timely manner.

6.  To maintain a complete up-to-date list of presentations and publications, and to distribute such lists to all investigators.

7.  To clarify and ensure proper acknowledgement of NIH and non-NIH support of studies and publications.

IV.4.4.2. Definitions. Main papers and presentations are those reporting results dealing with the main hypotheses of the study (i.e., primary and secondary end points, the design of the study) as well as papers and presentations using the common data set. 
Other papers and presentations are those not encompassed by the above category; they relate to work done in ancillary studies (studies not relating to the original main hypothesis XE "hypothesis" ) or by a single center.

IV.4.4.3. Proposal and Approval Process. 
The following procedures will be used to propose papers for publication:
1.  To initiate the process that might lead to a presentation at a scientific meeting, or writing a paper for publication, all study investigators and professional staff are invited to submit written proposals for abstracts or for papers to the Steering Committee XE "steering committee" .

2.  The proposal should clearly state the research question or hypothesis XE "hypothesis"  and include a brief background statement to clarify the purpose and importance of the research question. If approved to go forward, a writing group will be formed, as specified below.

IV.4.4.4. Selection of Writing Group Members and Writing Group Chairperson. 

Writing group members are selected as follows:
1.  As soon as the concept for an abstract or paper has been identified and approved by the Steering Committee XE "steering committee" , the Chairman will communicate with all centers requesting nominees of qualified and interested investigators to participate as members of a writing group for that paper, as well as seeking the rationale XE "rationale"  for each nominee for the writing group. The request for nominees will include a specific date (deadline) for submission of nominations.

2.  The Steering Committee XE "steering committee"  will select from the submitted list of nominees the membership of the writing group for each paper and will also identify a lead person for that writing group, so that the group may expeditiously proceed with the task. In general, the proposer of the idea for the paper abstract will be the lead person. 

3.  It is the responsibility of the lead person to communicate with other writing group members, to develop a detailed manuscript outline, to identify data and analysis needed from the Data Coordinating Center XE "Data Coordinating Center" , and to assume leadership in writing the manuscript. In general, the lead person will be the first author of the paper.

4.  The Steering Committee XE "steering committee"  is charged with the task of periodic systematic reviews of the work of all writing groups, aiding and encouraging members as appropriate, revising their membership or reconstituting the group membership, with written notification, when indicated.  It is the intent that selection of writing committee members be equitable and fair to all groups and individuals participating in this collaborative program, including encouragement of participation by younger professional colleagues, with due regard paid to exceptional efforts of groups or individuals.

IV.4.4.5. Preparation and Submission of Papers. The following steps should be followed in the preparation of manuscripts. The lead person of each writing group should:
1.  Contact members of the writing group and review its specific charge;

2.  Draft prototype tables that are appropriate and needed to write the manuscript;

3.  Be aware that the Data Coordinating Center XE "Data Coordinating Center"  will process all requests for data and analysis according to the overall priorities of the parent study;

4.  In consultation with writing group members, submit prototype tables or data analysis requests to the Data Coordinating Center XE "Data Coordinating Center"  and the Chairman of the Steering Committee XE "steering committee" ; 

5.  Ensure that members of the writing group participate in the writing and review of the paper. Input from every member of the writing group should be encouraged.

6.  Approve the final version of the paper before its submission to the Steering Committee XE "steering committee" . All members of the writing group should see the final draft before its submission to the Steering Committee XE "steering committee" ; 

7.  Ensure that, in general, membership of writing groups is restricted to study investigators and professional staff.  Others not formally associated with the study may become involved in some aspects of data analysis and publication if sponsored by a principal investigator, and approved by the Steering Committee XE "steering committee" .

If, in the judgment of the Steering Committee XE "steering committee" , a writing group is not working well or if there is an unjustifiable delay in writing the assigned paper, the Steering Committee XE "steering committee"  may reappoint a leader or the entire group to expedite progress.

IV.4.4.6. Authorship and Clearance. For main papers and presentations, names of members of the writing group shall be listed as authors in the masthead, with the addition of the phrase "for the OPT II Study Group." The lead person of the writing group, with the concurrence of other members of the group, should determine the order of authorship. The lead person may choose to add investigators to the authorship who are not on the writing group. A major criterion for order of authorship shall be the effort and contribution made by the members of the writing group in preparation of the manuscript. The Steering Committee XE "steering committee"  will resolve disagreement about the order of authors that cannot be resolved by the lead person of the writing group. 
1.  The phrase "for the OPT II Study Group" added after the names of the authors in the masthead is optional in papers reporting local data, or ancillary studies using local data.

2.  Requests for reprints of other papers reporting data from a limited number of subjects should be directed to the lead author (or the author's designee).

3.  The Steering Committee XE "steering committee"  shall have the final authority to review and approve all papers including those based on ancillary studies, sub-studies, or local center data.  The Steering Committee shall review and approve the primary trial abstract(s) and manuscript(s) to determine that the results are fairly presented and the conclusions appropriate (per NIDCR's Data and Safety Monitoring Guidelines, draft dated 15 November 2002).  
4.  The chairman of the Steering Committee XE "steering committee"  will be required to submit a final draft of each paper to the Data Coordinating Center XE "Data Coordinating Center"  for final check on accuracy of the data. This will be done simultaneously as the paper is submitted to the Steering Committee XE "steering committee"  for review.
5.  The Data Coordinating Center XE "Data Coordinating Center"  staff will be requested to submit their review within a reasonable time limit (generally not to exceed one month) and provide feedback to the chairman of the Steering Committee XE "steering committee"  as soon as possible.

6.  Since not all circumstances that might cause disagreement among investigators on the merit of a given paper can be foreseen, these disagreements should be resolved by the Steering Committee XE "steering committee" .

7.  Every effort should be made to accommodate the expression of differing interpretations and alternate analyses within the body of each manuscript, so that all points of view are represented to the satisfaction of every participant.
IV.4.4.7. Preparation and Submission of Abstracts for National and International Meetings. The Administrative Center will maintain a current list of all relevant meetings and their deadlines for submission of abstracts.
1.  All abstracts of main, other, and ancillary study papers must be approved by the Steering Committee XE "steering committee"  before they are submitted to any national or international organizations.  The primary trial abstract(s) should also be approved by the DSMB to determine that the results are fairly presented and the conclusions appropriate.  Abstracts submitted to the Steering Committee XE "steering committee"  for review should be accompanied, if appropriate, by copies of tables and graphs to support the conclusions of the abstract. It is understood that some descriptive abstracts may not require data submission or the data may be contained in the abstract. In order for the Data Coordinating Center XE "Data Coordinating Center"  to meet the request of investigators for data analysis for abstracts, and allow sufficient time for writing the abstract, the writing groups, or individuals submitting the abstract, should be selective and timely in their data requests. That is, only tables that relate to the major topics of the abstract should be requested. Detailed tabulations dealing with special topics should be reserved for the preparation of the text for meeting presentations or for the manuscript for publications. Generally, five or six tables should be sufficient.  On rare occasions, examination of these five or six tables may necessitate one or two additional tables. In these situations, the Data Coordinating Center should meet these additional requests in a timely basis, if at all possible.

2.  Any member of the Study Group may prepare an abstract on a subject appropriate to the investigation. Such an abstract may be based on the topic already assigned to a writing group, in which case the person preparing the abstract should be a member of that writing group or, the abstract may be on an entirely new topic, in which case it could originate from any investigator member of the Study Group.

3.  If an abstract is submitted for a topic for which there is no writing group, and if the topic and the abstract are approved, a writing group will be activated. Regardless of the nature of the abstract, it must be approved by a writing group if that abstract deals with the topic assigned to that group and the Steering Committee XE "steering committee" .

4.  In general, no abstract shall be submitted to any national or international organization for consideration prior to approval of the Steering Committee XE "steering committee" . If the Steering Committee XE "steering committee"  disapproves of an abstract already submitted, the author(s) will be required to withdraw that abstract immediately. The time limit for review and approval of an abstract by the Steering Committee XE "steering committee"  should not exceed 2-3 weeks after the Steering Committee XE "steering committee"  chairman has received the abstract.

5.  If an abstract is prepared on a topic for which a writing group has not yet been selected, it is the responsibility of the Steering Committee XE "steering committee"  to select a writing group as soon as the content of the abstract is approved. The Data Coordinating Center XE "Data Coordinating Center"  should have a representative on this writing group, as in most writing groups, to expedite communication with the Data Coordinating Center and facilitate timely analysis of data and preparation of art work and slides for presentation.

6.  The selection of the person who will present the material in the abstract at the respective national or international meeting will be at the discretion of the respective writing group (if any). If a writing group has not been formed, the Steering Committee XE "steering committee"  will make the selection of the presenter. In general, this will be the person proposing the abstract. Regardless of who selects the presenter, the selection must be approved by the Steering Committee XE "steering committee" .

IV.4.4.8. Invitations to Investigators for Presentation of Materials. The OPT II study group welcomes opportunities to participate and present reports at national and international scientific meetings. When a member of the group receives an invitation, policies with regard to publications and presentations must be followed.
1.  When a personal invitational is received by a OPT II study investigator to make a presentation, this invitation shall be sent to the Steering Committee XE "steering committee"  for review and approval.

2.  When an invitation is extended to more than one investigator, or if it comes to the Chairperson of the Steering Committee XE "steering committee" , requesting a representative of the study, the Steering Committee XE "steering committee"  shall decide who will represent the OPT II study.

3.  All presentations in response to such invitations are to be based on published prior reports unless approved beforehand by the Steering Committee XE "steering committee" .

4.  Any presentation of unpublished data must be reviewed and approved by the Steering Committee XE "steering committee"  prior to the date of presentation.

5.  Requests received by Principal Investigators or their staff, to present or discuss at local meetings (city, state, or regional) any previously published data, need no prior clearance by the Steering Committee XE "steering committee" . All local presentations must be reviewed and approved by the Principal Investigator XE "principal investigator"  for the center making the presentation. Investigators should be encouraged to accept such invitations. It is requested that principal investigators receiving such requests notify the Administrative Center so the Center can keep record of these presentations.
IV.4.4.9. Use of OPT II study material for graduate student theses or dissertations. The Steering Committee XE "steering committee"  will review all requests for use of data by students.

1.  The student requesting data must be associated with an investigator in the OPT II trial. The investigator shall act as the student's "sponsor" with regard to the data request.

2.  Students may not use data if the data related to the main paper are in progress or if the Steering Committee XE "steering committee"  deems the data necessary for a future paper.

3.  If the Steering Committee XE "steering committee"  recommends approval for the use of the requested data, a review group will be established and will include the student as convener of the group.

4.  The review group will take no action regarding the paper until the student has completed and defended the thesis or dissertation, provided this occurs in a reasonable length of time (the student's sponsor will be requested to report on the student's progress to the Steering Committee XE "steering committee" ).

5.  The student must include in the completed thesis the following:  1) a statement acknowledging the OPT II study for use of the data;  2) a statement indicating that opinions, ideas, and interpretations included in the thesis or dissertations are those of the student alone and not necessarily those of the OPT II Investigators.

6.  When the thesis or dissertation has been completed as determined by the sponsor, the dissertation review group will proceed to prepare the paper(s) for publication. A writing group will be formally constituted and will be composed primarily of dissertation review group members. The student should be given the opportunity to take the lead on the paper.

7.  The standard publication policy will apply to any material published from the thesis or dissertation.

8.  The OPT II Study Group reserves the right to proceed with preparing a paper for publication on the thesis or dissertation topic if, in the view of the Steering Committee XE "steering committee" , the student has not made reasonable progress on completing the thesis or dissertation.

IV.4.4.10. Other Papers, Presentations and Other Matters

1.  Members of OPT II study group who identify additional papers that draw on data collected by all centers should communicate in writing the general topic or title of the paper they wish to have considered for publication to the chairperson of the Steering Committee XE "steering committee" . The proposal should state the rationale XE "rationale" , background, hypothesis XE "hypothesis"  or purpose, and methods. Upon receipt, the policy and procedures described above shall apply.

2.  If a specific writing group decides that the topic or charge to that writing group is too broad and should be divided into two or more papers, the writing group (through its lead person) shall communicate with the chairperson of the Steering Committee XE "steering committee"  indicating the writing group's recommendation for the division of the paper into two or more components. The writing group is to identify which of the components it believes are its responsibilities, and to suggest titles and outlines for the other components. The Steering Committee XE "steering committee"  shall consider these recommendations and, when appropriate, redefine the charge to the respective writing group, following which the above specified policy and procedure will apply.

3.  Topics, titles, or papers, either directly or indirectly related to the charge of that specific writing group, the lead person of the writing group is to communicate these suggestions to the chairperson of the Steering Committee XE "steering committee" , following which above specified policy and procedures are to apply.

4.  Papers and presentations being developed, based on special data sets by centers involved in sub-studies or ancillary studies, are to be reviewed by the Steering Committee XE "steering committee" . In general, the writing group, which will prepare such a report, must consist of individuals designated by the participating center(s). The authorship of such a report is to be designated in the usual manner for a scientific report, with the order of names appearing after the title to be decided upon by the participating center(s). The Steering Committee XE "steering committee"  may act as referee, if requested, to help resolve the order of names of authors. In addition to a statement of authorship, such a paper is to have a clear statement that this work was a sub-study or ancillary study of OPT II and the appropriate grant support is to be acknowledged. Upon approval of the paper by the Steering Committee XE "steering committee" .

5.  At the end of the list of the paper's authors, an asterisk is to appear for a footnote designating that this work was performed as part of OPT II, as a sub-study, an ancillary study or an analysis of local data. Where appropriate, a listing of participating centers and participants who are not authors (generally not more than three persons from each center) is to be included. 

6.  Local centers are permitted, indeed encouraged, to write papers on local data and experience. A local paper dealing with a matter of a mainstream paper should be prepared only after the respective mainstream paper, based on national experience, has been published or has been officially accepted for publication.  The authorship of a local paper is to be dealt with at the discretion of the Principal Investigator XE "principal investigator"  of the respective center.

IV.4.4.11. Administrative Procedures

The Steering Committee XE "steering committee"  will hold meetings via teleconference call and email to:

a.  Monitor the status of publications and presentation,

b.  Approve requests for new papers, presentations, publications or abstracts, and 

c.  Formulate the content of reports on the status of publications and presentations.

The Steering Committee XE "steering committee"  will have a vice-chairman who will act on behalf of the Chairman in his/her absence to expedite flow of activities with regards to presentations and publications. 

IV.4.5. Ancillary Studies Policy

(Adapted with permission from the University of Minnesota "Oral Infections and Vascular Risk in Seven Countries Policy" study.)

The Effect of Maternal Periodontal Inflammation on Infant Neurodevelopment (OPT II) Study may create opportunities for ancillary studies that leverage the main study's subject population or dataset.  The objectives of the OPT II Study policy on ancillary studies are:

• To encourage ancillary studies that enhance the main study's value;

• To provide an orderly approval process for ancillary studies; and 

• To assure that ancillary studies are scientifically sound and do not interfere with

   the conduct of the main study or jeopardize the main study's goals. 

The specific policies are as follows.  

1.  Proposals for ancillary studies will be submitted in writing to the Steering Committee XE "steering committee"  (SC) for review.  The proposer must be identified.

2. Proposals will be considered for two types of ancillary studies:  i) Data Analysis studies requiring additional analytical resources beyond those already available in the main grant, and ii) New Data Acquisition studies requiring data collection beyond that collected for the main study.  

3. Once approval for the study has been granted by the Steering Committee XE "steering committee"  the study may commence.  

4.  Ancillary studies enhancing the value of the OPT II study are encouraged but must not interfere with the conduct of the main study or in any way jeopardize the main study's goals.  Funding may be needed and is the responsibility of the proposer.  The SC is charged with evaluating the desirability of ancillary study results and with assessing the acceptability of additional demands on staff and patients, adequacy of estimates of funds and their likelihood of availability, risk to the participants and to the primary study goals, and the overall chances for success.  If additional funds are required to conduct an approved ancillary study, these must be obtained through the traditional grant process or from sources other than the cooperative agreement supporting the OPT II Study.  Requests to NIDCR for supplemental funds under the cooperative agreement to support ancillary studies will be entertained only under exceptional circumstances.
5.  The principal proposer of an approved ancillary study will serve as the lead member of the writing group for papers based on that ancillary study.  The proposer will notify the SC of the intent to prepare papers or presentations on the ancillary study.

6.  Selection of a writing group, preparation and submission of papers, and submission of abstracts will follow the guidelines for other OPT II papers as outlined in Section IV.4.4. "Publications and Presentations".  

V. Case Report Forms

PART V.

CASE REPORT FORMS

Form numbers are grouped (by the leading digit) according to the form's function and, when possible, numbered in the order in which the forms will be needed for an individual subject.

Number
Form


02
Subject Locator Information

91
HOME Scale, 0-3 Years

92
Child History

93
Life Style History


94
Physical and Laboratory


95
Child Medical History (Abstracted)


96
Parent/Caregiver Demographics


97
Confirmation of Study Visit/Report of Missed Visit


70
Data Analysis Request


71
Study Request Card


00
All Sites Subject Payment Form

100
Shipment of Subject Payment Gift Certificates/Cards

101
Receipt of Subject Payment Gift Certificates/Cards


80
Case Report Form Shipping Cover Sheet


81
Shipment Receipt Postcard


82
Fax Cover Sheet for Study Chair


83
Fax Cover Sheet for DCC


84
Fax Cover Sheet for NYC


85
Fax Cover Sheet for Mpls


86
Fax Cover Sheet for Lexington


87
Fax Cover Sheet for Jackson
Forms are on the pages that follow or are found in the online copy in the folder marked “Section V. Case Report Forms” on the study website.
VI. Appendices
PART VI.

Appendices
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	Appendix P: Introducing the PLS-4
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Appendices are on the pages that follow or are found in the online copy in the folder marked “Section VI. Appendices” on the study website.
Child History (Form 92)





Visit:





Study Coordinator (100%): Long-Simpson














1





2





Coordinator Code:











-





-

















New York City Site





Study Coordinator (100%):


    Starr


�


Examiner (20%/30%):


     Smith


Data Abstractor (10%):


      Lebovitz








Patient ID:





Jackson Site





Study Coordinator (100%):


    Hull-Vance


�


Examiner (20%/30%):


     Rawson


Data Abstractor (10%):


     Saik








Lexington Site





Study Coordinator (100%):


    Mischel


�


Examiners (20%/30%):


     Caldwell


     Reynolds


     Sutherland


Data Abstractor (00%):


     Mischel


Spanish Interviewer and Interpreters (20%/30%):


     Sepulveda


     Bobyk-Salazar








Minneapolis Site





Study Coordinator (100%):


    Long-Simpson


�


Examiners (20%/30%):


     Hieb-Stewart


     Huschle


     Regensheid


Data Abstractor and Scheduler (10%/20%):


     Meyer


Spanish Interviewer and Interpreter (20%/30%):


     Herrera





Child History (Form 92)





2





No





1





Yes











Raven SPM





2





No





1





Yes





4       The subject is not interested and does not wish to attend this visit





5       Other, specify: _____________________________________________________________________





3       The subject has withdrawn consent for study participation





2       The subject has moved to a different geographical area and cannot attend the visit





1       The subject’s whereabouts are unknown





5.   Why did the subject miss the visit?





2





No, explain: ______________________________________________________





1





Yes





4.  Was the participant referred for a Neurological Examination?





STOP.  The form is complete.





2





No





1





Yes





3.  Did the child score more than 1.5 standard deviations (a composite score below 77.5) 


     below the norm on either the BSID III cognitive OR BSID III motor subtests?





Visit 2





Visit 1











Child Medical History (Form 95)





2





No





1





Yes





Parent/Caregiver Demographics


(Form 96)





Parent/Caregiver Demographics


(Form 96)





2





No





1





Yes





Physical & Laboratory (Form 94)





Physical & Laboratory (Form 94)





2





No





1





Yes





Life Style History (Form 93)





Life Style History (Form 93)





2





No





1





Yes





Home Scale (Form 91)





Home Scale (Form 91)





2





No





1





Yes





Peabody Development Motor Scale











2





No





1





Yes





PLS IV





PLS IV





2





No





1





Yes





BSID III





BSID III





2





No





1





Yes





2.  List assessment tools completed at this visit:





2





No





1





Yes





1.   Did the subject attend the visit?





Visit:





1





2





II





Coordinator Code:





-





-





Patient ID:





attach PID label here





Year





Day





Month





-





-





 Visit Date:





Clinical Unit:





CONFIRMATION OF STUDY VISIT /


REPORT OF MISSED VISIT





(





(





Instructions:       To be completed by the Enrollment Site Study Coordinator.


                             Complete this form after study visits 1 and 2.
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Visit:





1





2





SKIP TO Q. 12





1      Yes





2      No





  6.   Is the primary caregiver the child's biological mother?





  5.   What is the primary caregiver's occupation?  __________________________________________________________





1      Don't know/Refused





A person having origins in any of the original peoples of Hawaii, Guam, Samoa, or other Pacific Islands.





1      Native Hawaiian or Other Pacific Islander





A person having origins in any of the black racial groups of Africa.





1      Black or African American





A person having origins in any of the original peoples of the Far East, Southeast Asia including the Philippine Islands, or the Indian subcontinent.





1      Asian





A person having origins in any of the original peoples of North, Central, or South America, and who maintains tribal affiliations or 


community attachment.





1      American Indian or Alaska Native





A person having origins in any of the original peoples of Europe, the Middle East, or North Africa.





1      Caucasian / White





(Use definitions only if subject seems unsure about a group.)





Ask the subject “Which of these groups describes your ancestry?”  Check ALL that apply.





  1.   What is the race of the primary caregiver?





3      Other, describe:  ____________________________





2      Spanish





1      English





  3.   What is the primary caregiver's primary language?





7      Graduate degree





6      College or university graduate





5      Partial college (at least 1 year or completed specialized training)





4      high school graduate or GED





3      10th or 11th grade





2      7th, 8th, 9th grade





1      Less than 7th grade





  4.   What is the primary caregiver's highest education level completed?





2      No





1      Yes





  2.   Is the primary caregiver Hispanic?





II





Coordinator Code:





-





-





Patient ID:





attach PID label here





Year





Day





Month





-





-





Form Date:





Clinical Unit:
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PARENT/CAREGIVER DEMOGRAPHICS





3





Bilateral





2





Right





1





Left





5b.  Was there post-hemorrhagic hydrocephalus?





2





No





1





Yes





4





IV





3





III





2





II





1





I





5a.  Grade





2





No





1





Yes





  5.   Did the child have an intraventricular hemorrhage?





  7a.   Steroids were required for:





2





Other reason, specify:  ______________________________________________





1





Management of lung disease (bronchopulmonary dysplasia, pulmonary conditions)





2





No





1





Yes





  7.   Did the child require steroids during the first hospitalization?





This information should be obtained from the child's medical records.





  2.   Apgar scores:                    10 minute                           15 minute                             20 minute





  6a.   Did the child require oxygen at 28 days of age?





2





No





1





Yes





2





No





1





Yes





  6.   Was this a premature infant born with respiratory distress syndrome, requiring ventilator support?





.





  3.   Peak serum bilirubin                        mg/dL:





.





  1.   Head circumference at birth:                       centimeters





9a.





2





Treatment





1





Prophylactic





2





No





1





Yes





  9.   Was the child prescribed indomethacin?





4





4





3





3





2





2





1





1





8b.  Stage:





8c.  Plus disease





2





No





1





Yes





3





3





2





2





1





1





8a.  Zone of involvement:





2





No





1





Yes





  8.   Did the child have retinopathy of prematurity?





  4.   Did the child undergo a double volume exchange transfusion for hyperbilirubinemia?





2





No





1





Yes





II





Coordinator Code:





-





-





Patient ID:





attach PID label here





Year





Day





Month





-





-
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CHILD MEDICAL HISTORY (Abstracted)





.





  3.   Child's current head circumference:                       centimeters





.





1





inches





2





centimeters





  1.   Child's current height:





3





Don't know





2





No





1





Yes





8a.  Was it bacterial (requiring IV antibiotics for over a week)?





2





No





1





Yes





  8.   Has your child ever had meningitis (infection of the covering of the brain)?





2





No





1





Yes, specify: ____________________________________





7b.  Was/is your child treated with 


       anti-convulsant medication?





3





Five or more





2





Two-Four





1





One





7a.  How many seizures (over the child's life):





2





No





1





Yes





  7.   Has your child ever had a generalized seizure, fit, or convulsion without fever (also known as grand mal or 


        generalized tonic-clonic seizure)?





6d.  _______________________________





6c.  _______________________________





6b.  _______________________________





6a.  _______________________________





List medications:





2





No





1





Yes





  6.   Does your child take medication every day?





5a.  Age:               months





5b.  Reason: ________________________________________________________________________





2





No





1





Yes





  5.   Has your child ever had surgery?





4a.  Reason: _________________________________________________________________________





2





No





1





Yes





  4.   Has your child ever been hospitalized?





Visit:





1





2





1





pounds





2





kilograms





  2.   Child's current weight:





II





Coordinator Code:





-





-





Patient ID:





attach PID label here





Year





Day





Month





-





-





Form Date:
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PHYSICAL AND LABORATORY





Visit:





1





2





days





4     Refused to answer





3     Don’t know





3a.  How many days per week in a typical week do you drink 


       any alcoholic beverages (beer, wine, or liquor)?





1     Yes





2     No





  3.   Have you had an alcoholic beverage in the past 12 months?





4     Refused to answer





3     Don’t know





drinks





3b. On the days you drank alcohol, on the average, how many drinks did you have?





4     Refused to answer





3     Don’t know





days





3c.  In the past 12 months, how many days did you have 5 or more drinks on a single day?





2a.  Number who smoke in the house:





4





Refused to answer





3





Don't know





2





No





1





Yes











  2.   Are there any [other] cigarette smokers in the child's household?  





How long ago did you stop smoking?                years





2





No





1





Yes











1a.  Do you smoke now?





2





No





1





Yes











  1.   Have you ever smoked cigarettes?  





1b.  About how many cigarettes do you smoke 


         (or did you, if no longer smoking) per day:               cigarettes per day





For the child's primary caregiver:  I have some questions about common habits of yours.





II





Coordinator Code:





-





-
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LIFE STYLE HISTORY





5c.  For how long:





5b.  Did the child ever live with the biological parent(s)?





2





No





1





Yes





months





2





No





5a.  Number of biological parents living with the child:





1





Yes





2





Two





1





One





  5.   Does the child live with the biological parent(s)?





2





Female





1





Male





  2.   What is the child's gender?





Year





Day





Month





-





-





  1.   What is the child's date of birth?





Visit:





1





2





6b.  Hours per week they take care of the child:





6a.  Relationship to child: ____________________________________________





2





No





1





Yes





  6.   Are there other people who take care of the child who do not live with the child?  


        (Example: answer NO if an aunt lives with the parent and child and watches the child.)





9





Other relative





8





Adoptive father





7





Stepfather





6





Biological father





5





Grandmother/grandfather





4





Foster mother/father





3





Adoptive mother





2





Stepmother





1





Biological mother





  4.   Who is the primary caregiver of the child?





9





Other relative





8





Adoptive father





7





Stepfather





6





Biological father





5





Grandmother/grandfather





4





Foster mother/father





3





Adoptive mother





2





Stepmother





1





Biological mother





  3.   What is your relationship to the child?





II
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-





-
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-
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Form Date:
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CHILD HISTORY





attach PID label here
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Day





Month





-





-





Form Date:





Clinical Unit:





New York City Enrollment Site


Harlem Hosp/Columbia Univ


PI: Papapanou (Dentistry)


Mitchell (Dentistry)


Chiriboga (Pediatrics)








Jackson Enrollment Site


University of Mississippi


PI: Buchanan (Dentistry)


Buttross (Pediatrics)








Minneapolis Enrollment Site


Hennepin Co Med Center


PI: DiAngelis (Dentistry)


Lussky (Pediatrics)





Data Coordinating Center


Study Manager: Voelker


Project Statistician: Hodges


Data Entry/Quality Control: Olson








Administrative Center


Study Chair: 


Michalowicz


Steering Committee:


Michalowicz, U of MN


Buchanan & Buttross, U of MS (Jackson)


Novak & Bada, U of KY (Lexington)


DiAngelis & Lussky, HCMC (Mpls)


Papapanou, Mitchell & Chiriboga, (NYC)


Deinard, U of MN Pediatrics





NIH/NIDCR Staff





Lexington Enrollment Site


University of Kentucky


PI: Novak (Dentistry)


Bada (Neonatology)

























































































































































































































































































� HIPAA is the Health Insurance Portability and Accountability Act of 1996, a federal law related to privacy of health information.
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HOME SCALE, 0-3 YEARS

OPT Form 91     V1     (1-3)     MAR 06

I would like you to describe for me a typical day for your child.

(If the mother does not spontaneously mention any information that would be usable to score the items below, ask her the specific questions as indicated.)

YES

NO

Please Circle

OBSTETRICS & PERIO THERAPY STUDY II

		H20.	Who takes care of your child when you are out?  Anyone else?
	Score YES if substitute care is provided by no more than three regular substitutes.		
1		
0



		H21.	When you take your child out of the home, where do you go?  What do you do about groceries?  How often do you take your child with you?
	Score YES if the child is taken to the grocery store once a week or more.		
1		
0

		H22.	How often do you and your child go out together?
	Score YES if the child is taken out of the house at least four times a week.		
1		
0

		H23.	When was your child's last visit with the doctor?
	Score YES if the child has been taken regularly to the doctor.		
1		
0

		H36.	What do you do with your child when you need to do housework?  How do you entertain him/her?
	Score YES if the parent talks to the child while doing housework.		
1		
0

		H41.	Does your child's father help you with him/her?  How often?
	Score YES if the father provides some daily care of the child.  The father need not be the child's biological father.  It can be a father figure – mother's boyfriend, mother's father.		
1		
0

		H44.	Who visits with your child?  How does that work?  How often?
	Score YES if the child visits with family or friends once a month or so.		
1		
0

		H19.	Does the family have a pet?
	Score YES if the family has a pet.		
1		
0

		H43.	Does your child eat at least one meal a day with parents?  What happens at breakfast?  How is it set up?
	Score YES if the child eats at least one meal a day with parents. Again, if there is a father figure, use him in place of the biological father.		
1		
0







Clinical Unit:



















Month



Day



Year



-



-
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2





1

Visit:
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YES

NO

Please Circle

OBSTETRICS & PERIO THERAPY STUDY II

When your child plays, what kind of toys does he/she play with?

Sometimes children like to play with messy things.  How do you feel about that?

Children get into a lot of things.  What do you do if your child has done something really wrong?

		H42.	What's your child's favorite story?  How often does he/she like you to read?
	Score YES if parent reads a story to the child at least 3 times a week.		
1		
0



		H37.	How do you teach your child to do new things?  What tricks do you use?
	Score YES if parent consciously encourages developmental advance, i.e., parent finds little ways to help the child learn to roll over, puts toy out of reach to encourage child to attain it, gives spoon to child to eat with, teaches child a game.		
1		
0

		H38.	When your child gets a new toy, how does he/she learn how the toy works?
	Score YES if the parent invests maturing toys with value via personal attention.  Maturing toys are toys that call for abilities a bit beyond any the child has demonstrated before, offer the child a challenge, parent must "talk up" toy, parent must sit down and play with it, or show child how to use it.		
1		
0

		H39.	Does your child have a specific playtime or does he/she play whenever the daily schedule allows for it?
	Score YES if the parent structures the child's play period in some way.  For example, the parent gives the child a toy when they are fretful.		
1		
0

		H40.	What are the last two toys the child received?  How do they work?
	Score YES if child has age appropriate, or higher, toys.		
1		
0

		H24.	Where does your child keep his/her toys and other treasured items?
	Score YES if the child has a special place to remove and return toys and 'treasures'
	by himself.  It may be shared with a sibling.		
1		
0

		H27.	Does your child have a toy he/she can pull or push?
	Score YES if child has a push or pull toy like a toy lawnmower, vaccuum, popper,
	wagon, toy on a string, etc.		
1		
0



		H7.	What does your child do during bath time?  How does he/she play?
	Score YES if parent lets child engage in messy play.		
1		
0



		H15.	How do you discipline your child?  And if that doesn't work, what do you do?  How often does he/she get into trouble like that?
	Score YES if there is no more than one instance of physical punishment during the past week.		
1		
0

















































YES

NO
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OBSTETRICS & PERIO THERAPY STUDY II

YES

NO

Emotional and Verbal Responsivity

OBSERVATIONAL ITEMS

Acceptance of Child's Behavior

Provisions of Play Materials

		H1.	Parent spontaneously vocalizes to child twice.		1		0

		H2.	Parent responds verbally to child's verbalizations.
	Score NO if child does not verbalize		1		0

		H3.	Parent tells child name of object or person during interview.		1		0

		H4.	Parent's speech is distinct and audible.		1		0

		H5.	Parent initiates verbal exchange with interviewer.
	Score NO if parent is only passive during interview.		1		0

		H6.	Parent converses freely and easily.
	Score NO if parent uses one-word sentences and headshakes.		1		0

		H8.	Parent spontaneously praises child at least twice.		1		0

		H9.	Parent's voice conveys positive feelings toward child.		1		0

		H10.	Parent caresses or kisses child at least once.		1		0

		H11.	Parent responds positively to praise of child offered by interviewer.
	Score NO if there is no feeling of pleasure in the mother's response.		1		0



		H12.	Parent does not shout at child.
	Score NO if parent shouts at child.		1		0

		H13.	Parent does not express annoyance or hostility towards the child.
	Score NO if parent complains that child is hard to take care of, wearing her out, etc.		1		0

		H14.	Parent neither slaps nor spanks the child during the visit.
	Score NO if parent does it in non-playful manner.		1		0

		H16.	Parent does not scold or criticize child during visit.
	Score NO if parent says YOU are a very bad boy, etc.		1		0

		H17.	Parent does not interfere with or restrict child more than three times.
	Score NO if parent takes away a toy, moves them, etc.		1		0



		H28.	Child has a stroller or walker, kiddie-car, scooter or tricycle.		1		0

		H29.	Does the parent provide a toy for the child during the visit?		1		0







































































DCC USE


Received:


Date


Seq


. No.:


Form


Patient ID:


-


-





