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I. Overview

PART I.  

OVERVIEW

I.1.  Introduction and Overview of the Study

I.1.1.  Synopsis

Purpose:  To determine if treatment of pregnant women with periodontitis affects gestational age.

Design:  This is a randomized, single-blind, multi-center intervention trial.  Women between 13-16 weeks (inclusive) of gestation will be enrolled; half will be randomized to receive non-surgical periodontal therapy during their second trimester of pregnancy and half will receive treatment after delivery.  Enrollment is expected to take 18 months and subjects will be followed until delivery.  

Sample Size: 816 women; 204 at each of four enrollment centers.

Inclusion Criteria:

· pregnant and between 13-16 weeks of gestation

· at least 16 years of age,

· have at least 20 natural teeth,

· have bleeding on probing  (BOP) at 50% or more of all tooth sites,

· have at least 1 site on 4 different teeth with pocket depth  ( 4 mm and clinical attachment loss ( 3 mm

Exclusion Criteria:

· unable to provide informed consent or comply with study protocol,

· at medical risk as a result of participation,

· have multiple fetuses as diagnosed by ultrasound,

· require antibiotic prophylaxis for periodontal procedures.

· have extensive decay or multiple broken teeth that will most likely result in the subject having less than 20 natural teeth after essential dental care.

Procedures

Oral and written informed consent will be obtained from eligible women before enrollment.  Consenting participants will receive a detailed periodontal examination and will be randomly assigned to receive non-surgical periodontal treatment either during their second trimester of pregnancy or after delivery.  Venous blood and subgingival dental plaque samples will be obtained at baseline.  All participants will be referred to a general dentist for treatment of carious, fractured, and abscessed teeth as needed.  Test subjects will receive scaling and root planning at the enrollment sites prior to 20 weeks of gestation.  

All women will be evaluated at monthly intervals until they deliver.  Test subjects will receive monthly tooth polishings and oral hygiene instructions; control subjects will receive brief oral examinations only.  All subjects will receive full-mouth periodontal examinations at 21-24 weeks and again at 29-32 weeks of gestation.  Venous blood and subgingival dental plaque samples will be retaken at 29-32 weeks.  An obstetrical nurse will abstract pertinent maternal health and birth information from the subject’s medical record at baseline and at the time of delivery.  Control subjects will receive the same periodontal treatment after delivery. 

Outcome measures

Primary Obstetrical Outcome

· Gestational age at birth

Secondary Obstetrical Outcome

· Birth weight 

Primary Immunological, Microbiological and Clinical Outcomes

· Serum C-Reactive Protein

· Sum of Serum IgG antibodies to Bacteroides forsythus, Treponema denticola, Porphyromonas gingivalis, Campylobacter rectus, Fusobacterium nucleatum, Prevotella intermedia, and Actinobacillus actinomycetemcomitans
· Sum of subgingival counts of B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, and A. actinomycetemcomitans
· Gingival Index

· Bleeding on probing

· Pocket depth

Secondary Immunological, Microbiological and Clinical Outcomes

· Serum IL-1(, IL-6, PGE2, TNF(, and MMP-9

· Specific serum antibodies to B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, and A. actinomycetemcomitans 

· Individual counts of B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, and A. actinomycetemcomitans
· Serum endotoxin level

· Clinical attachment level

I.1.2.  Background and Rationale

According to the U.S. Surgeon General's 2000 Report on Oral Health, preterm birth and low birth weight are the leading perinatal problems in the United States [1].  (Note:  These numbers refer to references given in Section I.1.4 "References for Introduction and Overview".)  Despite efforts to improve diagnosis and prevention of preterm birth, it remains a foremost cause of neonatal morbidity and mortality [2].  Established risk factors for preterm birth and low birth weight include tobacco use, drug and alcohol use, hypertension, diabetes, maternal age, low socioeconomic status, African-American ancestry, inadequate prenatal care, poor nutritional status, genitourinary tract infections, multiple pregnancies and short intervals between pregnancies. [3] Human case control [3, 4], prospective cohort [5], and intervention studies [6, 7]

 QUOTE "" 
 have also reported an association of preterm delivery or low birth weight with periodontal disease.  Animal and bacteriologic studies support this association [8-10].   QUOTE "" 

 QUOTE ""  ADDIN PROCITE ÿ\11\05‘\19\02\00\00\00\00\01\00\00\0C\00\00\002C:\5CPROGRAM FILES\5CPROCITE5\5CDatabase\5CPDLBW Grant.pdt$Offenbacher, Jared, et al. 1998 #130\00$\00 
 

Preterm birth (< 37 weeks of gestation) occurs in 11.6% of all U.S. births and has risen 9% since 1989-90 and 23% since 1981 [1].  The preterm birth rate varies considerably among ethnic groups.  In 1998, the preterm singleton birth rate was 16.15% for non-Hispanic blacks, 11.4% for Hispanics, and 8.59% for non-Hispanic whites.  Very preterm birth (< 32 weeks of gestation) occurs in 1.96% of U.S. births and mild to moderate preterm birth (32-36 weeks) occurs in 9.63% of all births.  As noted by Ventura et al. [1], preterm birth, especially very preterm birth, is associated with long-term neurodevelopmental and respiratory disorders and is a major cause of infant mortality [11, 12].  QUOTE "" 

Low birth weight (LBW), defined as less than 2500 grams, occurs in 6.05% of all singleton U.S. births and has remained essentially unchanged since 1989 [1].  The incidence of LBW differs by race and ethnicity.  For singletons, it occurs in 11.4% of non-Hispanic black births, 6.8% of American Indian births, 5.3 - 8.2% of Asian and Pacific Islander births, 5.4% of Hispanic births, and 4.9% of non-Hispanic white births.  Infants may have LBW because they are born prematurely at a weight appropriate for their gestational age, or because they are small for their gestational age (SGA) due to intrauterine growth restrictions.  SGA infants have been defined either as those falling below the 10th percentile of birth weight for their gestational age or as having birth weight more than two standard deviations below the population mean (roughly the 3rd percentile) [13]. 

In the Collaborative Perinatal Project, histologic chorioamnionitis was found to be associated with fetal growth restrictions in term and preterm infants [14].  Since intrauterine infection may be associated with poor fetal growth, it is possible that maternal periodontal infection could affect intrauterine fetal growth that leads to SGA infants. 

Extremely low birth weight infants (under 1000 grams) are at significant risk for neurologic abnormalities and delays in development and function [15].  In addition to developmental and social problems, medically managing LBW babies is very costly.  In the U.S., an estimated $5.4 billion is spent annually managing LBW babies, which is about 10% of the annual health care expenditures for children [16]. 

I.1.2.1.  Association of Preterm Delivery and Low Birth Weight and Periodontal Disease.  Several independent investigators have reported an association between premature birth, low birth weight and moderate to severe periodontal disease [3-5, 7].  The risk for delivering a preterm or low birth weight baby, due to either premature labor or premature rupture of membranes, is increased in women with the poorest periodontal health.  The relationship remains after adjustments for known risk factors such as tobacco use, drug use, alcohol consumption, prenatal care, parity, genitourinary infection, and nutrition.[3]  It has been estimated that 18% of the risk for preterm low birth weight is attributable to severe periodontal infection.

In a prospective study of 1,313 women, those with severe or generalized periodontal disease, defined as having at least 90 tooth sites with CAL ( 3 mm, were found to be at elevated risk for experiencing both preterm birth [OR = 4.5 (2.2 - 9.2)] and very preterm (< 32 weeks) birth [OR = 7.1 (1.7 - 27.4)] [5].

Only two intervention trials have been reported in the literature.  While neither is definitive in nature, both found that periodontal treatment decreased the incidence of preterm birth in women with periodontitis [7] and gingivitis [6].  In a non-randomized study, Mitchell-Lewis et al. [6] found that scaling and root planing and oral hygiene instructions reduced the risk of preterm low birth weight in teenagers with gingivitis.  Preterm birth or low birth weight (PBLBW) occurred in 18.9% of women who did not receive therapy and in 13.5% of those who did (p = 0.36).  Although this difference was not statistically significant, it represented a 28.6% reduction in PBLBW in the treatment group.  This population had gingivitis, but little if any periodontitis.

In a larger randomized clinical trial of 400 pregnant women with periodontitis, non-surgical treatment delivered before 28 weeks of gestation was associated with a significant reduction in the number of preterm and low birth weight babies [7].  The incidence of preterm birth (< 37 weeks) and low birth weight (< 2500 grams) were 1.10% and 0.55%, respectively, in test subjects, and 6.38% and 3.72% in untreated controls.  However, twenty-nine women in the test group (18%) received supplemental antibiotics for severe aggressive periodontitis, which likely altered the course of non-oral infections as well.  No control women received similar antibiotic therapy.

I.1.2.2.  Animal studies.  The relationship between periodontal infections and adverse pregnancy outcomes is supported in animal models as well.  In hamsters, inoculations with lipopolysaccharide (LPS) from Escherichia coli and the periodontal pathogen Porphyromonas gingivalis produce a dose-dependent reduction in fetal weight [8].  Pregnant hamsters infected with P. gingivalis also experience significant reductions in fetal litter weight when compared to controls [9].  The effect is seen even at P. gingivalis levels that are insufficient to cause fever or decreased body weight in the dams.  Subcutaneous inoculations with periodontal pathogens in hamsters stimulates local production of tumor necrosis factor alpha (TNF-() and prostaglandin E2 (PGE2).  Experimentally-induced periodontitis is also accompanied by a significant rise in amniotic PGE2 [10], which may explain the link between oral infection and changes in the fetal environment [17].

I.1.2.3.  Immunological responses.  Bacterial infections frequently stimulate a systemic acute phase response manifested by increased production of some 25 plasma proteins [18-20]. Periodontal and gingival inflammation results in a dose-dependent increase in levels of both local and systemic acute phase proteins, including CRP and haptoglobin [21-27].

Chemokines and proinflammatory and immunomodulatory cytokines are produced by the amniotic and decidual membranes and have been detected in the fetal circulation.  Many of these mediators have been associated with preterm delivery.  For example, PGE2 concentration is increased in normal physiologic parturition and is positively correlated with preterm birth/fetal growth retardation [28, 29].  Modulation of the PGE2 receptor by infection could raise the risk of preterm labor [28].  However, these prostanoid changes, along with changes in local cytokines, are most frequently associated with intra-amniotic infections [29, 30]. QUOTE "" 

Several inflammatory mediators, including PGE2 [31], IL-6 [18, 32], and G-CSF may be potential biomarkers for preterm birth.  When compared to controls, levels of IL-6 and/or IL-8 are higher in serum of women with premature rupture of membranes (PROM) and amniotic infections.  Elevated levels of IL-6 and IL-8 may also predict a shorter interval between PROM, preterm labor, and delivery [33].  Elevated levels of IL-6 were found to predict delivery within 48 hours and preterm delivery before 34 weeks in women without evidence of chorioamnionitis [34].  Levels of IL-6, IL-8, and TNF- in serum correlate with those in amniotic fluid [35-37].

I.1.2.4.  Periodontal infection and bacteremias.  Simple tooth brushing, flossing, and chewing can produce a bactermia [38, 39];  the likelihood is at least doubled when oral infections, such as periodontal disease, are present [38].  Although periodontal infections are polymicrobial, some species are consistently elevated in diseased sites.  The oral microorganism Bacteroides forsythus appears most strongly associated with an increase in risk for preterm birth.  Treponema denticola, P. gingivalis, Actinobacillus actinomycetemcomitans, and Campylobacter rectus have also been identified in the subgingival dental plaque of women who experience preterm delivery [3].
Bacterial vaginosis is an established risk factor for preterm birth.  Fusobacterium and Bacteroides species are frequently present in vaginosis cultures and have been associated with an increased risk of LBW.  F. nucleatum, when present in the amniotic fluid, is strongly associated with LBW in mothers with intact membranes [40, 41].  Hill suggested that this microorganism might enter the birth canal and amniotic fluid through repeated bacteremias [40].  It can invade oral epithelial cells and modulate cytokine expression [42], and has the potential to elicit a significant immune response in the mother. 

While it was not significantly associated with LBW in the New York study [6], levels of P. intermedia have been shown to increase during pregnancy [43].

I.1.2.5.  Biologic Rationale and Working Hypothesis.  The systemic effect of repeated transient bacteremias in pregnant women is unknown.  However, since periodontal disease has been associated with increased risk of preterm delivery, the systemic release of cytokines and/or lipopolysaccharides from gram-negative oral bacteria may affect the placenta and/or fetus, causing preterm labor and/or low birth weight. [10].  The rationale for this clinical trial is that by reducing the incidence of repeated gram-negative bacteremias and the systemic release of lipopolysaccharides or inflammatory cytokines, preterm birth and its associated morbidity and mortality may also be reduced. 

The central working hypothesis for this clinical trial is that non-surgical periodontal therapy for pregnant women with periodontitis will reduce the incidence of preterm birth.  

I.1.3.  Study Design
I.1.3.1.  Overview.  This multi-center, single blind, randomized, controlled clinical trial is designed to determine if periodontal treatment in pregnant women with periodontitis increases the gestational age of pre-term infants, thereby reducing the incidence of pre-term birth.  Eight hundred sixteen women, between 13-16 weeks of pregnancy as determined by menstrual history and obstetrical ultrasound, will be randomized at four sites.  After collection of baseline data, subjects at each enrollment site will be randomly assigned to receive either non-surgical periodontal therapy (test subjects) or the same treatment post-partum (control subjects).  All subjects will be offered essential dental care, i.e., treatment for abscessed teeth and dental caries diagnosed.  All subjects will be seen for monthly obstetrical and dental visits until they deliver. 

To maintain periodontal health, test subjects will receive supragingival polishing and oral hygiene instruction at monthly intervals until 36 weeks or delivery.  Control subjects will receive brief monthly dental examinations without periodontal treatment as "attention placebo" visits during the same period.  Both groups will have periodontal data recorded and subgingival plaque collected for microbial analysis by trained and calibrated examiners at Baseline (13-16 weeks) and again at 21-24 weeks, and 29-32 weeks of pregnancy.  Both groups will have serum collected to measure intermediate links in the putative causal chain between the gums and the uterus.  The periodontal health of all subjects will be monitored at regular intervals.  Any subject who experiences progressive periodontitis during the course of the study will be provided non-surgical treatment.

I.1.3.2.  Subject population, study intervention, outcome measures.  

Subject Selection and Informed Consent.  Potential subjects will be screened at the obstetrics clinics of the respective enrollment centers.  Consenting subjects will complete a brief medical history and undergo a brief intra-oral examination to determine likely eligibility.  Before a subject is enrolled in the trial, 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.  To be eligible for randomization in this study, each subject must:
1. Be pregnant in the first 13-16 weeks of gestation as determined by menstrual history and obstetrical ultrasound, except at the Kentucky site (see Section II.1.1.1.)

2. Be at least 16 years of age,

3. Have at least 20 natural teeth,

4. Have bleeding on probing  (BOP) at ( 50% of all sites, and 

5. Have ( 1 site on 4 different teeth with pocket depth  ( 4 mm and clinical attachment loss ( 3 mm

Exclusion Criteria.  Subjects will be excluded from participation if they:
1. Are unable to provide informed consent or are unable to cooperate with the study protocol.

2. May be placed at medical risk as a result of participation (i.e. subjects with hematologic disease or other disorders that preclude routine non-surgical periodontal therapy).

3. Have multiple fetuses as diagnosed by ultrasound.

4. Require antibiotic prophylaxis for periodontal procedures

5. Require greater than 3 essential dental care visits because of extensive decay and/or broken teeth and are likely to have less than 20 natural teeth following essential dental care. QUOTE "" 

Test group intervention: Non-surgical periodontal therapy.  Subjects randomized to the test group will undergo one to four 1.5-hour sessions of full mouth scaling and root planing plus intensive oral hygiene instruction.  Local or topical anesthesia will be used as needed.  This treatment will be completed before 20 weeks of pregnancy.  Test subjects will also receive monthly supragingival tooth polishing and reinforcement of oral hygiene until they deliver.  The purpose of these interim visits is to maintain plaque control and periodontal health.  Such frequent tooth polishings and oral hygiene instructions have been shown to optimize periodontal health and to maintain the reductions in subgingival periodontal pathogens achieved with scaling and root planning.  If there is obvious bleeding at tooth sites due to new or residual calculus, these sites will be re-scaled/root planed at the monthly follow-up appointments. 

Control group: Delayed periodontal therapy.  Subjects randomized to the control group will receive brief oral exams at their monthly obstetrical follow-up visits.  No periodontal treatment, cleanings or oral hygiene instructions will be provided to a subject unless she experiences progressive periodontitis.  Control subjects will be asked to refrain from receiving cleanings or periodontal treatment by non-study providers during the trial.  Subjects who receive such care will receive no more study therapy and their last available periodontal data will be carried forward on an intent-to-treat basis.  After delivery, all control subjects will be offered the same scaling and root planing and oral hygiene instructions provided to test subjects. 

The purpose of the control group’s monthly exams is to provide test and control groups with the same number of dental visits.  Without controlling for number of dental visits, test subjects might benefit from a differential placebo effect.

Outcome measures.  The outcome measures are as follows.

Primary Obstetrical Outcome

· Gestational age at birth

Secondary Obstetrical Outcome

· Birth weight 

Primary Immunological, Microbiological and Clinical Outcomes

· Serum C-Reactive Protein

· Sum of Serum IgG antibodies to Bacteroides forsythus, Treponema denticola, Porphyromonas gingivalis, Campylobacter rectus, Fusobacterium nucleatum, Prevotella intermedia, and Actinobacillus actinomycetemcomitans
· Sum of subgingival counts of B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, and A. actinomycetemcomitans
· Gingival Index

· Bleeding on probing

· Pocket depth

Secondary Immunological, Microbiological and Clinical Outcomes

· Serum IL-1(, IL-6, PGE2, TNF(, and MMP-9

· Specific serum antibodies to B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, and A. actinomycetemcomitans 

· Individual counts of B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, and A. actinomycetemcomitans
· Serum endotoxin level

· Clinical attachment level

I.1.3.3.  Procedures.  

Timeline and Enrollment Schedule.  Twelve subjects will be recruited at each site per month for 17 months.  Each site will enroll 204 subjects. 

Subject Recruitment.  A recruitment hygienist will recruit subjects during a pre-natal visit, usually her first prenatal obstetrical visit.  To ease recruiting, potential volunteers will be screened by the hygienist/recruiter for inclusion/exclusion criteria at the sites’ obstetrical clinics.  All potentially eligible subjects will be given a structured oral presentation of the study and asked to sign a consent form before they are randomized.

Blinding.  This trial is single-blinded: the individuals who measure or record obstetrical, periodontal, microbiological and serological outcomes will be blinded to the subject’s group assignment.  Specifically, the obstetrical nurse who abstracts obstetrical data from the subject’s medical record, the periodontal examiner who obtains clinical periodontal data, and the laboratory technicians who assay the dental plaque and serum samples will remain blinded.  The obstetrical nurse will know the subject’s name as this person must abstract maternal risk factors and birth outcome data from the subject's record.  Similarly, the periodontal examiner will dictate data to a dental assistant who will enter it on a form labeled with subject study ID number.  

Obstetrical Data Collection.  At each site, the treatment-blinded obstetrical nurse will abstract risk factors for premature birth and birth data from the subject’s clinic record.  

Determination of gestational age.  In all cases, the potential subject must undergo an ultrasound to determine gestational age. In addition, the resident physician may determine gestational age from the potential subject's menstrual history.  In some cases, gestational age will not be well-determined without the ultrasound examination.  In these cases, the potential subject can be enrolled if in the resident physician's judgment she is under 16 weeks gestation.  However, with the exception of the Kentucky site, she cannot be randomized until the results of the ultrasound are available and she is determined to be eligible.  

The OPT trial will use the Maternal-Fetal Medicine Units (MFMU, defined by NIH) criteria for determination of gestational age, as follows: 

1. If the LMP is not certain, the ultrasound measurements obtained at the patient’s first ultrasound examination should be used to determine the study gestational age and EDC. 

2. If the LMP date is certain and the ultrasound confirms this gestational age within the number of days specified in the table below, the LMP derived gestational age is used to determine the study gestational age and EDC. 

3. If the ultrasound determined age does not confirm the LMP generated gestational age within the number of days specified in the table below, the ultrasound is used to determine the study gestational age and EDC. 

Potential confounding risk factors for preterm delivery and/or intrauterine growth restriction will be recorded and used as covariates in the data analysis. These include:

· Previous premature births


· Low maternal weight gain during pregnancy

· Low maternal weight at enrollment

· Parity: full term; premature; abortion; living

· Drug or alcohol consumption


· Drug or alcohol addiction

· Low Socioeconomic status

· Smoking/Tobacco use

· Anemia

· Hypertension

· Maternal infection 

· Fetal congenital anomalies

· Polyhydramnios

· Oligohydramnios

· Medical management

· Preterm premature rupture of membranes

· Maternal age 

· Maternal race

The obstetrical nurse will abstract these risk factors from the obstetrical record.  Where appropriate, data will be recorded as a continuous measure to express current and cumulative exposure (e.g., number of cigarettes per day during pregnancy and pack years of smoking).  Maternal infections, including bacterial vaginosis and sexually transmitted infectious diseases, are prominent risk factors for preterm birth.  Maternal infections will be diagnosed through routine clinical and laboratory methods and the results abstracted from subjects’ medical record.  Although we will not stratify the randomization based on maternal conditions listed above, it is unlikely that groups will be unbalanced for these important covariates given the sample size.

Infant birth weight and other delivery and postnatal data will be abstracted from obstetrical records made at the time of birth.  The Data Coordinating Center will facilitate abstraction of birth data by regularly sending sites a list of subjects likely to deliver soon. 

Each enrollment site Study Coordinator will monitor all chart abstractions on a monthly basis for timeliness and accuracy.  Also, the obstetrician 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.

Clinical Periodontal Examination.  Full-mouth periodontal assessments will be made at baseline, at 21-24 weeks (Study Visit 3) and 29-32 weeks (Visit 5) of pregnancy.  Trained and calibrated examiners will record the Gingival Index (GI) [44], pocket depth (PD), the distance from the cementoenamel junction to the gingival margin (CEJ·GM) or clinical attachment level (CAL), and bleeding on probing (BOP) from six sites on each tooth (mesiobuccal, mid- or direct buccal, distobuccal, distolingual, mid- or direct lingual, and mesiolingual).  If the examiner records CEJ·GM rather than CAL directly, then the examiner or the chairside assistant will calculate and record CAL from the PD and CEJ·GM measures. Plaque [44] and calculus [45] indices will be assessed on the six Ramfjord index teeth for descriptive purposes.  PD and CAL will be measured using standardized color-coded probes (UNC –15; Hu-Friedy Mfg. Co., Chicago IL).  With well-trained examiners, measurements using manual probes are as reproducible as those obtained using the automated Florida Probe QUOTE "" 
 [46, 47].  It is our experience that a manual probe is much less uncomfortable for patients than the Florida Probe.

The clinical measures and indices will be recorded in the following order:

1. Plaque Index on the Ramfjord teeth

2. Gingival Index on all teeth

3. PD then CEJ·GM or CAL on all teeth

4. BOP on all teeth 

5. Calculus Index on the Ramfjord teeth

BOP will be assessed after probing the facial/buccal or lingual/palatal surfaces of each quadrant and not after the entire dentition has been probed.  It will be scored as present or absent as described [48].  The Calculus Index of Green and Vermillion [45] will be used to score subgingival calculus. 

Delivery of Essential Dental Care.  Following the baseline visit, all subjects will be referred to a general dentist as needed for treatment of abscessed or carious teeth detected during the baseline examination.  One to three visits are planned to provide this care. Essential dental care will be completed before 20 weeks of gestation. 

A general dentist will make all essential care treatment decisions.  Such treatment is likely to include placement of temporary and/or permanent composite or alloy restorations, tooth extractions, and endodontic therapy.  Radiographs will be taken as indicated to facilitate essential dental care.  No fixed or permanent removable prosthesis or permanent crowns will be fabricated as part of the study, though temporary removable partial dentures will be fabricated for esthetic or functional purposes to replace teeth extracted during the study.  Otherwise, no cosmetic procedures will be provided as part of essential dental care.  A letter will be mailed to a subject's dentist of record (if any) informing her/him of the subject’s participation in the trial.  It will briefly explain the study and request that all periodontal or dental hygiene treatment be done through the study. 

Subjects will be free to seek dental care outside of the study, but the patient will be financially responsible for any care delivered outside of the study.  Subjects will be asked to refrain from receiving periodontal treatment or cleanings with their private dentist during the course of their pregnancy.  Any subject who receives such care will receive no further care from the study, and their most recent periodontal data will be carried forward on an intent-to-treat basis. All subjects will be followed through delivery. Upon completion of the study, subjects will be informed of the need for additional dental care and will be given a list of clinics where follow-up care is available if they do not have a dentist of record.

Serum Sampling and Analysis.  Venous blood samples will be collected at baseline and again at 29-32 weeks of pregnancy.  Serum will be separated and immediately frozen at -70° to -80°C.  Approximately once a month, samples will be shipped overnight in dry ice to the University of Kentucky for analysis. 

Sequential ELISA methods [49] will be used to measure multiple biomarkers in the serum samples.  C-reactive protein (CRP) will be quantitated using a capture ELISA [23, 50]. QUOTE "" 
  Interleukin(IL)-1ß, IL-6, IL-8, PGE2 and TNF- will be quantitated by ELISA using mouse monoclonal antibodies [51].  MMP-9 will be assayed using a commercial ELISA kit (R&D Quantikine). 

Serum IgG antibody levels to seven periodontal bacteria will be quantified using ELISA methods [52, 53].  The antibody levels will be compared to a standard curve and expressed as ng-µg/ml of IgG reactivity.  Samples will be assayed in the sequence of least to most prominent antibody level in the sample sera based upon preliminary studies and the minimal detectable dose for the assays.  Finally, endotoxin activity will be analyzed using a commercial kit (Endosafe®, Charles River).

After quantifying the constituents of interest, the remaining sera will be archived at -80° C for possible future additional analysis.

Subgingival Plaque Sampling and Analysis.  Prior to randomization at baseline, subgingival dental plaque will be collected from each subject from the 4 deepest, most posterior periodontal pockets that bleed on probing.  The same sites will be sampled again at 29-32 weeks.  Because we are interested in deriving a measure of systemic exposure to periodontal pathogens, and not in characterizing the microbiota at diseased tooth sites, plaque samples from each subject will be pooled for subsequent analyses.  Samples will be obtained using separate, standardized, sterile Gracey curets.  Samples will be dispersed in phosphate-buffered saline in micro-centrifuge tubes and frozen at –80° C until shipped to the University of Minnesota for analysis.  Once at Minnesota, the samples will be kept frozen at -85° C until analyzed. 

Total DNA will be extracted and quantified using the Picogreen™ kit (Molecular Probes).  Samples will be assayed by quantitative PCR (qPCR) to determine levels of the species listed as primary and secondary microbiological outcomes.  PCR assays will be made species-specific by designing primers that anneal to 16S rRNA variable regions found only in each target species.  Those assays will be made quantitative using the Amplifluor™ system (Intergen, Gaithersburg, MD) [54].  The lower limit of detection for the qPCR assays is generally about 100 cells.

All samples will be assayed in triplicate.  Data from the plate reader will be read directly into a relational electronic database.  Average values from the triplicate readings for each sample and species will be used in subsequent analyses.

Coordination of Visits.  Study visits will be scheduled to coincide as much as possible with the subject’s routine monthly prenatal visits.  To simplify compliance, periodontal care and data and specimen collection will be done in a dental clinic located in the same building as the obstetrics clinic.  Except for the HCMC in Minneapolis, subjects will also receive essential dental care in the same hospital-based dental clinic.  At the HCMC, subjects will be referred to the University of Minnesota School of Dentistry (2.0 miles away) for this care.  

Subject Payment.  At each study visit or dental-care visit, subjects will be given a $20 gift certificate for use at a discount store (e.g., Target, Walmart, K-Mart).  The gift certificates can be used to purchase items but cannot be redeemed for cash.  

Data Transmission.  The Study Coordinator is responsible for maintaining a supply of case-report forms, for transmitting forms to the 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.®  The Coordinator will keep a photocopy of all forms in a secure, locked file cabinet.  Plaque and serum samples will be collected in vials labeled with the subject's study ID and visit number, then forwarded to Dr. Rudney's or Dr. Ebersole's laboratories at regular intervals.  Serum and quantitative PCR data will be recorded automatically in Excel files and sent to the DCC by electronic mail.

I.1.3.4.  Safety monitoring.  

Monitoring for Progressive Periodontal Disease.  All subjects will be evaluated clinically every two months for evidence of progressive clinical attachment loss (CAL), defined as an increase from baseline in clinical attachment loss (CAL) greater than 2 mm.  The examiner will compare CAL recordings to baseline values and record the location of sites that display progressive CAL, along with the magnitude of change.

If a subject has fewer than 6 cumulative sites with CAL greater than 2 mm, the subject will be referred to the treatment hygienist for localized scaling and root planning, regardless of the subject’s initial treatment assignment.  In this manner, the examiner will remain blinded to treatment assignment.  Tooth sites requiring such care will be considered to be exited from the study and their periodontal data will be carried forward on an intent-to-treat basis. 

If a subject experiences progressive attachment loss from baseline at 6 or more sites, the subject will be considered to have generalized progressive attachment loss and will be exited from her study-assigned therapy.  The subject’s records will be forwarded to the consulting periodontist who will be informed of the subject’s group assignment by the study coordinator.  The consultant will review clinical records to confirm the diagnosis of generalized progressive periodontitis and either refer the subject to the treatment hygienist for full-mouth scaling and root planning (if originally assigned to the control group) or for additional assessment and care (if in the test group).  For test subjects who experience generalized CAL, the consulting periodontist may procure subgingival plaque samples and submit them to a commercial laboratory for microbial analysis and antibiotic sensitivity testing.  The consulting periodontist will review the results from the laboratory, select and prescribe an appropriate antibiotic regimen, and arrange to personally re-instrument the subject or refer her to the treatment hygienist for this treatment.  This treatment will not be delayed until postpartum.

Based on published reports of disease progression in untreated populations, a conservative estimate is that 2-3% of subjects will experience progressive disease [55].

Subjects will also be monitored at monthly intervals for additional adverse periodontal events including abscess, necrotizing ulcerative gingivitis, pregnancy tumor, and severe or diffuse inflammation.

Obstetrical Safety Monitoring.  Obstetrical adverse events will be detected during the subject's regular pre-natal visits and during post-partum chart abstraction.  Most if not all of the study's serious adverse events will be obstetrical in nature and will be detected at a regular pre-natal visit or at delivery.  Each enrollment site's obstetrical principal investigator (PI) will implement procedures to ensure that all serious adverse events are reported to the Data Coordinating Center (DCC) within 24 hours.  Adverse events of lesser severity will generally be detected during the post-natal chart abstraction and will be reported with birth-related data.

Data and Safety Monitoring Board (DSMB).  All subjects will be monitored for preterm delivery and other prenatal adverse events that occur during the course of this trial.  Periodontal probing and scaling and root planing cause transient bacteremias.  Therefore, while unlikely and not supported by data from other trials, periodontal therapy could increase the incidence of pre-term delivery or other adverse events.  To minimize this risk, all periodontal therapy and dental care will be done after the first trimester, when fetal formation is complete and after the time when most spontaneous miscarriages occur. Conversely, periodontal therapy may reduce the incidence of preterm birth and this may become evident before all subjects are enrolled or complete the trial.  

Accordingly, a Data and Safety Monitoring Board has been established consistent with NIDCR Policies and Procedures.  The DSMB is scheduled to meet in Minneapolis, MN prior to start of enrollment and in the fall of years 1, 2 and 3.  Interim conference calls may be scheduled at the discretion of the DSMB, the NIDCR, or the study leadership.

At each meeting after enrollment begins, the DSMB will receive a formal report prepared by the Data Coordinating Center (DCC).  In general, the report will include data about enrollment and quality of data collection, baseline comparisons of treatment groups, and treatment group comparisons according to each study outcome.  Each report will have an open section containing materials suitable for blinded study staff, and a closed section giving outcomes and treatment-group comparisons.  The closed section will be seen only by the DSMB, the NIH program officer, and DCC staff.  Treatment groups will be coded as A and B, with the identities of groups A and B sent under separate cover.

I.1.3.5.  Statistical considerations. 

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.  

All analyses will be by intent-to-treat; that is, each subject will be accounted to the group to which she was randomized.  

The primary analysis will compare gestational ages in the two groups using time-to-event analysis, where the event is the end of pregnancy and time-to-event is gestational age.  The test will be the log-rank test stratified by clinical site.  The unusual feature of this analysis is that full-term births (37 weeks) will be treated only as having occurred at 37 weeks or later (i.e., censored at 37 weeks), because we seek and expect no gestational extension beyond 37 weeks; including them in the analysis decreases power.  The main secondary analysis of gestational age will adjust for maternal risk factors for preterm birth.  This analysis will use the proportional-hazards model, again censoring at 37 weeks gestational age, stratifying by clinical site, and using the maternal risk factors as predictors.  A planned variant analysis will test the treatment effect is consistent across study sites (the treatment-by-site interaction). 

Although the sample size (see below) allows 30% lost to follow-up, we do not this high of an attrition rate.  In case of differential losses, we will do further secondary analyses using methods recently published by Robins and colleagues [56, 57].  Neither approach is computed with standard software; based on long acquaintance with Dr. Robins, we anticipate adapting the programs written for the above papers.  Such software is hazardous, so we will also use a simpler, probably less powerful method easily computed with standard software [58], as implemented by McGuigan et al [59].  Specifically, a subject's propensity to be censored before 37 weeks will be modeled by logistic regression on baseline measures and a subject's non-response weight will be the reciprocal of her fitted probability from this logistic regression. 

Analyzing quantitative assays of host inflammation, immune response, and bacterial plaque..  Sums are used as outcome measures for immune response and periodontal infection because in similar cases and preliminary data, sums have given more power than the measures that are summed.  For each measure, the outcome in the analysis will be change from baseline at each data collection visit.  Based on previous experience, the common logarithm of the measure will conform to normal theory much better than the measure itself.  Thus, the outcome will be computed from the common logarithm of {measure + 1}, "1" being added to accommodate zero measurements.  Test and Control groups will be compared using the methods described below for clinical measures of periodontal health. 

Analyzing clinical measures of periodontal disease.  For the primary outcome measures GI, BOP and PD, whole-mouth averages or fractions, as appropriate, will be calculated for each subject.  Published studies [60, 61]

 QUOTE "" 
 indicate that these summary statistics conform adequately to normal theory.  Thus, for each outcome the unadjusted analysis will use a mixed linear model with change from baseline at each follow-up visit as the outcome; with study site, treatment group, and their interaction as between-subject fixed effects; with time and its interactions with treatment and site as within-subject fixed effects;  and with the random effect being subject within site and treatment group.  The adjusted analysis will add baseline (subject-specific) maternal risk factors as between-subject fixed effects.  Clinical attachment loss will also be summarized and analyzed as above; previous experience indicates that it also conforms reasonably to normal theory.  Change from baseline is the outcome because previous experience showed that it eliminates a large component of variance between subjects.  Each outcome will be analyzed first with only visit, clinical site, treatment, and interactions as predictors, and will be analyzed second by adding the other maternal risk factors for preterm birth to the list of predictors. 

If there is substantial dropout or receipt of non-study therapy, generally the same options are available for these outcomes as noted above, except that the continuous outcome variables here allow somewhat greater flexibility [62].
Most analyses will use SAS version 8, with other programs used as needed, mainly S+ and JMP.  The DCC will have a utility that creates SAS-analyzable files from the study’s NOMAD databases.  This utility documents fields on the analysis files and automatically generates the same labels used in the NOMAD master files; it will be used to create all analysis files.

Sample Size Determination.  The primary analysis will compare test and control groups by time to delivery, measured as gestational age, using the log-rank test.  The difference to be detected is measured not in terms of event rate, but in terms of clinically meaningful gestational extensions at different gestational ages.  Any effect of periodontal treatment will presumably benefit pre-term, but not full-term infants.  Moreover, to be clinically meaningful, the gestation extension must be relatively large for infants with the lowest gestational ages; as the gestational age approaches 37 weeks, smaller extensions become worthwhile.

Published survival rates for infants born at various ages were used to derive clinically worthwhile extensions in gestational age.  For estimating sample size, these extensions were:  at least 5 weeks for infants otherwise born at < 20 weeks; at least three weeks for infants otherwise born at 25 weeks;  two weeks for infants otherwise born at 30-35 weeks;  and no extension for infants otherwise born at 37+ weeks.  The clinically significant effect of periodontal treatment for all gestational ages was determined by extrapolating values at interim time points (Figure 1a).  Gestation extension (vertical axis) is given as a function of gestational age without maternal periodontal therapy.  The fractions of children born by each gestational age for the test and control groups are presented in Figure 1b.  The solid line for the control group is based on pilot data from two enrollment sites (HCMC in Minneapolis MN and Jackson MS).  For example, 17% of the children were born by 35 weeks.  The dashed line (test group) was derived by applying the detectable difference in Figure 1a to the solid line for the Control group.  In this hypothetical treated population, 9.7% of children were born by 35 weeks gestational age.  The power of the log-rank test for various sample sizes was computed by simulation using the time-to-event distributions in Figure 1b and censoring at 37 weeks.

Assuming an  (false-positive rate) of 0.05 and allowing 30% lost to follow-up for the primary outcome, the per-group sample sizes for 80%, 85%, and 90% power are 287, 336, and 405, respectively.  This study is unlikely to be replicated, so we chose 90% power and allowed 30% lost to follow-up for the primary outcome, giving a sample size of 405 subjects per group, or 810 total. The final sample size was set at 816 subjects to allow equal numbers to be enrolled at each site. 
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.

Data from the two laboratories will be e-mailed to the DCC as it is produced, in Excel files having specified formats.  These Excel files will be read directly by the DCC's database-management software and incorporated into the study database.

Data Safety and Monitoring Board Reports.  Production of DSMB reports is one of the DCC's highest priorities. Data will be shown in tables and graphs to ease detection of patterns, trends, and group differences.  In general, the report will include quality-control data (described below), baseline comparisons of treatment groups, and treatment group comparisons according to each study outcome.  Each report will have an open section, suitable for viewing by blinded study personnel, and a closed section giving outcomes and treatment-group comparisons.  The closed section will be seen only by the DSMB, the NIH program officer, and DCC staff.  Treatment groups will be coded as A and B, with the identities of groups A and B sent under separate cover.

Reporting for Quality Management. The principal investigator (PI) and Study Coordinator at each 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 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, and that adverse events are reported 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. 
Each site’s performance according to recruitment, visit attendance, protocol adherence, error rates on forms, timeliness of response to error corrections, weekly forms packages, and birth-data collection will be described in a monthly quality assessment report.  These reports will be sent to the Study Coordinators and will be the subject of monthly conference calls among the sites and the DCC.

Randomization.  Separate randomization schedules will be prepared by the DCC for each enrollment site.  Randomization schedules will be constructed using randomly alternating, permuted blocks of 2 and 4, assuring that approximately equal numbers of test and control assignments will be made at each center.  

Following a subject's baseline examination, the Study Coordinator at her site will call the DCC on a toll-free line, and the DCC registrar will use an interactive randomization program to review eligibility criteria with the Study Coordinator.  Once eligibility is verified, the registrar will issue a treatment assignment.  After the DCC processes a newly randomized subject, it will issue the site a set of ID labels for that subject, which will include the enrollment code.

I.1.3.6.  Training.
Training of Study Personnel.  Before enrollment begins, Study Coordinators, Recruitment Coordinators, and Obstetrical Data Recorders from each site will go to the Data Coordinating Center (DCC) to be trained by the DCC's Statistical Study Manager in all procedures, including completion of case-report forms.  

Periodontal examiners at each enrollment site will be trained and calibrated before enrollment begins.  Periodontal examiners at each enrollment site will travel to the University of Minnesota where they will be trained and calibrated in the Oral Health Clinical Research Center.  Examiners will be calibrated for both for intra- and inter-examiner error using Dr. Bryan Michalowicz as the “Gold Standard” examiner.  The calibration protocol will involve 5 representative subjects being measured twice by each examiner.  Examiners will qualify for the study if they achieve the following criteria:

• GI:  At least 80% intra- and inter- examiner exact reproducibility plus 95% intra- and inter- examiner reproducibility within ± 1 index unit.

• CAL and PD:  85% and 90% intra-examiner reproducibility within ± 1 mm respectively;  95% intra-examiner reproducibility within ± 2 mm for both measures; 75% inter-examiner agreement for PD within ± 1 mm and 60% inter-examiner agreement for CAL within ± 1 mm.

The kappa statistic will not be used to assess reproducibility of GI scores because it is sensitive to the skewed distribution, which is common for this index.  

Determining bleeding on probing (BOP) is an invasive procedure and sites are more likely to bleed at subsequent passes in a calibration trial.  Thus, adequate calibration procedures for BOP do not exist.  Instead, examiners will observe each other during training sessions so they may discuss and evaluate the criteria for BOP.  In our experience, this helps standardize examiners.  The Plaque Index[44] cannot be calibrated because plaque is removed when this index is scored; training in assessing the plaque index will be handled in the same manner as BOP. 

Intra-examiner reproducibility will continually be assessed.  Examiners will re-measure a randomly selected dental quadrant in 5% of subject visits throughout the duration of the trial.  The examiner will have no knowledge beforehand which patients or quadrants will be selected for re-measurement.  In the event that examiners do not continue to meet baseline calibration standards, they will be re-trained by the gold standard examiner until these standards are re-met.
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I.2.  Organization and Administration (Including 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, directed by Dr. James Hodges, will be operated by the Coordinating Centers for Biometric Research in the Division of Biostatistics at the UMN. 

The Plaque Analysis Laboratory, directed by Dr. Joel Rudney, is located at the UMN School of Dentistry.

The Serum Analysis Laboratory, directed by Dr. Jeffrey Ebersole, is located at the University of Kentucky School of Dentistry.

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.  As such, he will have overall administrative, financial and scientific responsibility for the trial.  He will report to the Data and Safety Monitoring Board and to NIH Staff, who will oversee monitoring activities as outlined in NIH/NIDCR Policies and Procedures.  

I.2.2.1  The Steering Committee.  The 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 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 trial to meet its objectives

· reviewing and implementing NIDCR-approved recommendations from the DSMB.

The Steering Committee consists of the Study Chair, the Principal Investigator (or Co-Principal Investigators) and Obstetric Investigator from each enrollment site, the Director of the Data Coordinating Center, Dr. Amos Deinard from the Department of Pediatrics at the UMN Medical School, and the NIDCR program official. 

Current Steering Committee members are:

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

· Drs. William Buchanan and James Bofill at the University of Mississippi

· Drs. John Novak and Jeff Ferguson, University of Kentucky

· Drs. Anthony DiAngelis and Virginia Lupo, HCMC, Minneapolis, Minnesota

· Drs. Panos Papapanou and Stephen Matseoane, Columbia/Harlem Hospital , New York, New York

· Dr. James Hodges, University of Minnesota (Director, DCC)

· Dr. Amos Deinard, University of Minnesota

· Dr. Richard Mowery, National Institute of Dental and Craniofacial Research

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.
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A.   Shipping Information  (Filled out by Microbiology Lab only)

1.   Clinical site shipped to:

2.   Date of shipment:

- -

Month Day Year

3.   Courier: 1      FedEx 2      Other, specify: _____________________________

4.   Tracking number:  _____________________________________

5.   Date this form was faxed from the Microbiology Lab to the DCC:

- -

Month Day Year

6.   Contact information for the person responsible for shipping these samples:

a.  Initials:                           b.  Name (please print): _____________________________________________

- -

Month Day Year

Clinical site and shipping date from below:

Clinic

Instructions

MICROBIOLOGY LAB: Fill out identifying information in upper right corner of every page.

Fill out ONLY Part A (Shipping Information).

Fax the form to the DCC (612) 625-0080, keep a copy, and put the original in the

shipping box.

CLINICAL SITE: Fill out ONLY Part B (Receipt Information) and, if necessary, Part C (Map of the

Shipping Box).

Fax the form to the DCC (612) 625-0080, then file it for future reference.

·

·

·

·

·

OBSTETRICS & PERIO THERAPY STUDY

DO NOT SHIP ON THURSDAY, FRIDAY, OR BEFORE A HOLIDAY.



I.2.2.2.  Enrollment site personnel.  The Enrollment Site 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 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 to ensure that all data forms are completed accurately and in a timely manner.

The 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 (DCC).  James S. Hodges, PhD is the DCC's director.  He is a voting member of the Steering Committee and developed the study's statistical aspects.  He will supervise the DCC’s operations and present reports to the DSMB.  He will supervise all statistical monitoring, will direct and actively participate in preparations for DSMB meetings and supervising preparation of other reports.  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; setting up and operating the randomization system;  executing data-collection and data-management procedures; producing and distributing reports, including DSMB reports and 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.

3.  Schedule of Visits and Evaluations

The following page gives 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 05 (Subject Event Checklist) is such a list.  See Section V, Case Report Forms.

	Data collected, or Event
	Recruit-ment
	Visit 1 Baseline/

Random-ization
	Before

20 weeks GA
	Visit 2

V1 + 4 wk
	Visit 3

V2 + 4 wk
	Visit 4

V3 + 4 wk
	Visit 5

V4 + 4 wk
	Visit 6

V5 + 4 wk
	After

Delivery

	Informed Consent
	X
	
	
	
	
	
	
	
	

	Enrollment (Forms 01, 02, 03)
	X
	
	
	
	
	
	
	
	

	Baseline Obstetric Data (Form 10)
	X
	
	
	
	
	
	
	
	

	Baseline Oral Exam
	
	X
	
	
	
	
	
	
	

	Perio Measurements (Form 11)
	
	X
	
	
	X
	
	X
	
	

	Medications (Form 12)
	
	X
	
	X
	X
	X
	X
	X
	

	Plaque sample
	
	X
	
	
	
	
	X
	
	

	Serum sample
	
	X
	
	
	
	
	X
	
	

	Essential Dental Care (Form 20)
	
	
	X
	
	
	
	
	
	

	Periodontal Therapy
	
	
	Test group (Form 21)
	
	
	
	
	
	Cntrl group (Form 22)

	Confirmation of Visit/Missed Visit (Form 23)
	
	
	
	X
	X
	X
	X
	X
	

	Brief Oral Exam
	
	
	
	Control group
	Control group
	Control group
	Control group
	Control group
	

	Supragingival Polish & OHI
	
	
	
	Test group
	Test group
	Test group
	Test group
	Test group
	

	Perio Adverse Event (Form 40)
	
	
	
	as needed
	as needed
	as needed
	as needed
	as needed
	

	Delivery Data/Pregnancy Adverse Event (Form 60), Neonatal Outcome (Form 61)
	
	
	
	as needed
	as needed
	as needed
	as needed
	as needed
	X

	Serious Adverse Event (Form 41)
	
	
	
	as needed
	as needed
	as needed
	as needed
	as needed
	as needed


II. Subject's Path

PART II.  

A SUBJECT'S PATH THROUGH THE STUDY

II.1.  Recruitment, Consent, and Enrollment into the Study

II.1.1.  Initial Contact and Recruitment

II.1.1.1.  Procedures. Each potential subject will go through the pre-screening informed consent, provided by either the study coordinator or treatment hygienist, except at the Kentucky site. For the Kentucky site only, there will be no formal pre-screen examination. Instead, at Kentucky, the OB clinic will inform all newly pregnant women that as a part of their OB care, a dental examination is being recommended. The OB PI or resident will call the Study Coordinator or Periodontal PI to inform them that a new patient is in the clinic and has agreed to receive a dental exam. The potential subject will be told that the dental examination is free of charge. Upon examination, if it appears that the new patient will be eligible for the study, the Study Coordinator or trained staff member will explain the study and determine if the woman would like to go through the process of enrollment. 

Subjects will be recruited in the obstetrics clinics of the Enrollment Sites.  The Recruitment Visit consists of these steps:

• A potential subject makes a pre-natal visit to the clinic, usually her first, and is determined to be pregnant.  

• A resident physician takes her history according to the Site's standard procedure. 

• The potential subject has an ultrasound to determine gestational age.

• If the resident physician and the results of the ultrasound determine that the potential subject is less than 16 weeks pregnant, the resident physician directs the potential subject to the Recruitment Hygienist.  

• The Recruitment Hygienist (or Study Coordinator) briefly explains the goals of the study, determines the potential subject's interest, and obtains her consent to conduct a brief periodontal assessment (Pre-Screening Consent Form).  

After the potential subject signs the consent form for the pre-screening, the Recruitment Hygienist performs a brief examination to assess whether she is likely to meet the study's eligibility criteria.  Specifically, the Recruitment Hygienist determines whether the potential subject appears to meet these three criteria:

• At least 20 natural teeth (including crowns but excluding dentures and implants).*
• Four (4) or more teeth having at least one site with probing depth 4 mm or greater and clinical attachment loss 3 mm or greater.  

• Bleeding on probing at 50% or more of tooth sites. 

This examination is not intended to be the definitive determination of eligibility, but rather a quick screen to eliminate most ineligible potential subjects.  Accordingly, no measurements are recorded for this examination.   

If the potential subject fails to meet one of the three eligibility criteria indicated above, the Recruitment Hygienist tells her that she is ineligible for the study and thanks her for her participation.

If the potential subject passes the pre-screening and wishes to enroll, the Recruitment Hygienist refers her to the Study Coordinator who solicits her further participation.  

• If the potential subject's gestational age is 13 to 16 weeks, an appropriately trained staff member obtains informed consent, enrolls her, and schedules the Baseline/Randomization Visit (Visit 1).  Details of these steps are in the sections immediately following this one.  

• If the potential subject's gestational age is less than 13 weeks, an appropriately trained staff member obtains informed consent, enrolls her, and schedules the Baseline/Randomization Visit (Visit 1) after the potential subject's 13th week.  Details of these steps are in the sections immediately following this one.  

Recruitment Visit and Baseline/Randomization Visit (Visit 1) on the same day.  Some subjects will be able to have their Baseline/Randomization Visit (Visit 1) the same day that they enroll, so that the Recruitment Visit and the Baseline/Randomization Visit (Visit 1) occur on the same day.  If both visits can be completed on the same day, this should be done because it saves the subject a trip to the clinic and saves the study a gift certificate.  There are two exceptions. First, if the potential subject's gestational age has not been determined from the results of her ultrasound scan, then her eligibility cannot be established.  In such cases, the potential subject can be enrolled but her Baseline/Randomization Visit (Visit 1) cannot take place until the results of her ultrasound scan are available. The second exception will occur at the Kentucky site where the subject may not have an ultrasound until the 18th week of gestation. In this case, the subject can still be randomized if her gestational age is appropriate in the judgment of the physician based on the subject’s menstral history. Forms 10 and 04 will be filled out to reflect this (see below, Section II.1.3.6 (Form 10) and Section II.2.4.4 (Form 4)), and the randomization will result in an automatic error correction indicating a need for an ultrasound. If the subject is subsequently determined by ultrasound dating to have been outside the allowable gestational age at the time of randomization and/or it is determined that the woman has multiple fetuses per ultrasound, the subject is ineligible and her data cannot be used to answer the main study question.  Despite this error, because the subject has already been randomized, Essential Dental Care and any treatment will be continued, although plaque and serum samples will not be collected. 

If a subject cannot complete the Baseline/Randomization procedures at that time she is enrolled, the Study Coordinator will schedule an appointment for the Baseline/Randomization Visit (Visit 1), which must occur between the 13th and 16th weeks of gestation.  See Section II.2.2, "Timing of the Baseline/Randomization Visit (Visit 1)" for more specifics.  

Determination of gestational age.  In all cases, the potential subject must undergo an ultrasound to determine gestational age. In addition, the resident physician may determine gestational age from the potential subject's menstrual history.  In some cases, gestational age will not be well-determined without the ultrasound examination.  In these cases, the potential subject can be enrolled if in the resident physician's judgment she is between 13 and 16 weeks pregnant.  However, with the exception of the Kentucky site, she cannot be randomized until the results of the ultrasound are available and she is determined to be eligible.  

The OPT trial will use the Maternal-Fetal Medicine Unit (MFMU, defined by NICHD) criteria for determination of gestational age, as follows: 

4. If the last menstrual period (LMP) is not certain, the ultrasound measurements obtained at the patient’s first ultrasound examination should be used to determine the study gestational age and estimated date of conception (EDC). 

5. If the LMP date is certain and the ultrasound confirms this gestational age within the number of days specified in the table below, the LMP derived gestational age is used to determine the study gestational age and EDC. 

6. If the ultrasound determined age does not confirm the LMP generated gestational age within the number of days specified in the table below, the ultrasound is used to determine the study gestational age and EDC. 

Cutoffs for Using LMP to Determine 

Gestational Age

Gestational Age at Ultrasound

	First Ultrasound by LMP
	Agreement with LMP

	Up to 196 weeks
	( 7 days

	200 weeks to 296 weeks
	( 14 days

	300 weeks or more
	( 21 days


Subjects who withdraw consent after enrolling and before randomization.  Some subjects will be recruited, consented, and enrolled but will withdraw consent before randomization or will turn out to be ineligible for randomization.  It is required to keep enrollment information for these women and transmit it to the Data Coordinating Center (DCC) so the investigators can describe the subject population that was enrolled as well as the subset of enrollees that were randomized.  This information is collected on Form 04 (Randomization/Exclusion); see Section II.2 "The Baseline/Randomization Visit (Visit 1)", below.  

II.1.1.2.  Recruitment Log (Form 00).  The Recruitment Hygienist keeps a log of the women screened, using Form 00 (Recruitment Log), depicted below.  This form is not to be sent to the DCC for keying.  Rather, when the main study paper is written, summaries of this log will be used to describe subjects who were recruited but not enrolled or randomized.
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Clinical Unit:

Examiner Code:
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Exam Date:

- -

Month Day Year

Visit Number:

attach PID label here

Patient ID:

- -

OBSTETRICS & PERIO THERAPY STUDY

Complete this form at Baseline (Visit 1) and at Visits 3

and 5, and if generalized progressive periodontitis is

tentatively diagnosed.

See the Manual of Operations, Sections II.2.4.2, II.2.4.3,

and III.1, for specific instructions, conventions and

standards to be used with this form.

DCC USE

Received:

Date

Seq. No.:

Form

Answer these questions (a and b) at Baseline only:

a.   Does the subject require antibiotic prophylaxis for periodontal exam? Yes 1 No 2

b.   May the subject be placed at medical risk by participation?

Yes 1 No 2

MAXILLA

B

L

B

L

B

L

B

L

B

L

B

L

Plaque

Calculus

GI

CAL

B

2 3 4 5 6 7 8 9 10 11 12 13 14 15

PD

BOP

CAL

GI

BOP

PD

L

CEJ.GM

CEJ.GM

Each potential subject examined by the Recruitment Hygienist gets her own line on Form 00.  

• Number:  Fill this blank with the next number in sequence, i.e., begin with 1 (one) and increase by 1 (one) for each new potential subject.

• Date:  Enter the date on which the Recruitment Hygienist examined the subject.

• Race/Ethnicity: check any race or ethnicity category that the subject considers appropriate. More specific race/ethnicity information is recorded on the Enrollment Form (Form 01). Subjects should report on their race and ethnicity. The race/ethnicity of the potential subject should not be determined by the study staff. 

• Disposition:  This item indicates whether the potential subject appeared to be eligible, and if so, whether she decided to enroll.  If the potential subject is deemed ineligible, check "Not eligible".  Indicate the specific reason the subject was not eligible. This information will be utilized for reporting of all women that were screened for study eligibility. If the subject is not eligible for a medical or other reason, not related to periodontal exclusion criteria, indicate the reason on the “other” section. If the potential subject is deemed eligible but does not wish to enroll, check "Declined to enroll".  If the subject is deemed eligible and wishes to enroll, check "Referred to Study Coord."

Names of potential subjects should NOT be written on Form 00, not even nicknames or first names.  

II.1.2.  Informed consent for enrollment in the study

The Study Coordinator (or appropriately trained staff member) performs the formal process of obtaining the pre-screen consent as well as 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, randomization, blinding, 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 Study Coordinator in a locked cabinet with other confidential patient information.

II.1.3.  Procedures for Enrollment into the Study: Enrollment form (Form 01), Patient Locator Information (Form 02), Patient Log (Form 03), Patient Tracking Form (Form 06), Baseline Obstetric Data (Form 10), Payment, and Transmittal to the Data Coordinating Center.  

After the subject has consented, the Study Coordinator should complete these forms, for which detailed instructions are given below:

• Enrollment Form (Form 01);

• Patient Locator Information (Form 02);

• Patient Log (Form 03); 

• Patient Tracking (Form 06) and;

• Baseline Obstetric Data (Form 10).

II.1.3.1.  Patient ID (PID), Enrollment Code, and Labels.  Before enrollment begins, the Data Coordinating Center (DCC) will send to each site provisional labels intended for use at the Recruitment Visit and the Baseline/Randomization Visit (Visit #1).  Specifically, the Study Coordinator should receive a sheet of provisional labels for each possible patient ID (PID; described in the next paragraph), and the sheets will be sorted in order of the PIDs.  Once a subject has been randomized, the DCC will send the Study Coordinator permanent labels that are specific to the subject.  These permanent labels, specific to the subject, should be used for all subsequent visits.

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 Code, which is easier to remember than the PID and provides a second check against errors.  The 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 Code is on the permanent labels but not on the provisional labels.  

II.1.3.2.  Enrollment Form (Form 01)
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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: _______________________________________

This form assigns to the subject a Patient ID number (PID) and records the Enrollment Code and some other basic information.  

• The Site Coordinator assigns a PID to a subject by taking the next sheet of PID labels, which should contain the next PID in sequence.  The Coordinator sticks the 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.  

• The Enrollment code is the first letter of the subject's surname or family name, followed by 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.  

• Item 3, Race/Ethnicity: Note the distinctions in each of the race/ethnicity categories. The potential subject should tell the Coordinator all of the appropriate selections that apply. 

• Item 4 provides a way to check the effectiveness of different recruiting methods.  More than one item can be checked, as appropriate.

II.1.3.3.  Patient Locator Information (Form 02)
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SUBJECT TRACKING INFORMATION
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Name__________________________________  PID ____________  EC ____________

Address ________________________________________________________________

City _____________________________  State __________  Zip ___________________

Phone(s) _____________________________   _________________________________

Other Contact Information __________________________________________________

GA at enrollment ____________  Clinic _____________________________

Tracking

Due Scheduled Confirm

Pre-Screen

Recruitment

BL/R/Visit 1

Visit 2

Visit 3

Visit 4

Visit 5

Visit 6

Post-Delivery

Data Collection

Pre-Screen

Recruitment

Visit 2

Visit 3

Visit 4

Visit 6

Post-Delivery                                     (control only)

OB Extraction Date

Delivery Date                                     Hospital

Visit 5                                                      P            S

BL/R/Visit 1                                             P             S

Samples

Notes:

EDC

EDC       Start                  End                      

Form 02's purpose is to help Enrollment Site personnel maintain contact with subjects.  

The one exception is information about the subject's regular dentist, if she has one.  If the subject is randomized, her regular dentist is sent a letter describing her participation in the study (see Section II.2.4.7, "Schedule appointments for Essential Dental Care").  

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.  This form should be updated at each visit until the subject has completed the study.

Form 02 should not be sent to the Data Coordinating Center (DCC), as that would allow DCC personnel to associate personal identifiers with the Patient ID (PID), a violation of confidentiality.  

II.1.3.4.  Patient Log (Form 03)

The Patient Log (Form 03) is intended to help the Site Coordinator keep track of all subjects who have been enrolled and the subset that have been randomized.  It provides a check to ensure that the Patient ID (PID) numbers are, in fact, being assigned sequentially and are not being reused accidentally.  
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A.   Shipping Information  (Filled out by Clinical Site only)

1.   Clinical site:

2.   Date of shipment:

- -

Month Day Year

3.   Courier: 1      FedEx 2      Other, specify: _____________________________

4.   Tracking number:  _____________________________________

5.   Date this form was faxed from the Clinical Site to the DCC:

- -

Month Day Year

6.   Contact information for the person responsible for shipping these samples:

- -

Month Day Year

Clinical site and shipping date from below:

Clinic

Instructions

CLINICAL SITE: Fill out identifying information in upper right corner of every page.

Fill out ONLY Part A (Shipping Information) and Part C (Map of the Shipping Box).

Part C is filled out by sticking each PID/VISIT label in the box on the map

corresponding to its location in the box.  

Fax the form to the DCC (612) 625-0080, keep a copy, and put the original in the

shipping box.

MICROBIOLOGY LAB: Fill out ONLY Part B (Receipt Information) and Part D (Freezer Location; lower 

right corner of page 3, the Box Map).

Fax the form to the DCC (612) 625-0080, then file it for future reference.

·

·

·

·

·

a.  Initials:

c.  Phone:

d.  E-mail address: _________________________________________________

b.  Name (please print): _____________________________________________

OBSTETRICS & PERIO THERAPY STUDY

DO NOT SHIP ON THURSDAY, FRIDAY, OR BEFORE A HOLIDAY.

Each time a new subject is enrolled, the Site Coordinator should enter their sequential number in the left-most blank, the date, the PID, the enrollment code, and the initials of the person who enrolled the patient.  

Later, if the patient is eligible and is randomized, the box "Yes" should be checked under the heading "Randomized?”, while if the patient is not randomized, the box "No" should be checked.

II.1.3.5.  Patient Tracking Form (Form 06)
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NEONATAL OUTCOME DATA

Clinical Unit:

Abstracter Code:

OPT Form 61     V1     (1-1)     MAR 03

Form Date:

- -

Month Day Year

attach PID label here

Patient ID:

- -

DCC USE

Received:

Date

Seq. No.:

Form

Yes 1

No 2

3.   Did the newborn require admission to the NICU?

a.   Date of admission:

- -

Month Day Year

b.   Date of discharge:

- -

Month Day Year

Yes 1

No 2

4.   Was the newborn transferred from the NICU to another acute nursery?

a.   Date of admission:

- -

Month Day Year

b.   Date of discharge:

- -

Month Day Year

2.   Apgar scores

a.   1 minute:

b.   5 minutes:

1.   Birth length:               cm

5.   Was the infant discharged alive?

Yes 1

No 2 Complete Form 41 (Serious Adverse Event)

The patient tracking form is intended for use by the Study Coordinator for tracking of visits and other relevant patient contact information. This form is to be completed only for subjects that have been enrolled and randomized. 

The Study Coordinator will file this form in order of due date of the next upcoming visit in a locked file cabinet. The due date on the form should match the computer generated visit schedule produced by the DCC after randomization. The Coordinator should use this form for scheduling, tracking and confirming upcoming visits. 

Following the randomization of a subject, a visit schedule will be mailed from the DCC to each site coordinator. This schedule will be used as a tool to compare the Visit Due Date information on Form 06 with the actual windows of time (dates) that the subject should be seen for each visit. It is important that subjects are seen during the appropriate time window for each visit. If the subject is not seen in the specified time window, the visit is counted as a missed visit. For more information on missed visits, see section II.5.3.4,  “ Late and Missed Visits.”

Form 06 should not be sent to the Data Coordinating Center (DCC), as that would allow DCC personnel to associate personal identifiers with the Patient ID (PID), a violation of confidentiality.  
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attach PID label here

Patient ID:

- -

B.   Oral Antibiotics

1.  Ampicillin

2.  Azithromycin

3.  Cephalosporins:

a.  Cefixime

b.  Cefpodoxime

c.  Ceftriaxone

Yes

Daily

Dose Units Freq Month   Day        Year Month   Day        Year

Start Date

Stop Date

If ‘Yes’

No

- - - -

1 2

- - - -

1 2

- - - -

1 2

- - - -

1 2

- - - -

1 2

d.  Cephalexin (Keflex)

- - - -

1 2

4.  Ciprofloxacin

5.  Metronidazole

6.  Nitrofurantoin

7.  Trimethoprim/

         Sulfamethoxazole

8.  Other __________________

- - - -

1 2

- - - -

1 2

- - - -

1 2

- - - -

1 2

- - - -

1 2

C.   Vaginitis Treatments

1.  Nystatin

2.  Clotrimazole

3.  Clindamycin Creme

4.  Metronidazole Creme

5.  Other __________________

Yes

Daily

Dose Units Freq Month   Day        Year Month   Day        Year

Start Date

Stop Date

If ‘Yes’

No

- - - -

1 2

- - - -

1 2

- - - -

1 2

- - - -

1 2

- - - -

1 2

e.  Other cephalosporins,

     specify: ___________________________

- - - -

1 2

I.1.3.6.  Baseline Obstetric Data (Form 10)

The Study Coordinator should complete this form at enrollment.  It collects information needed for assessing eligibility and information about risk factors for pre-term birth.  

Most of the information needed for this form should come from the clinic's standard medical history form.  In some cases, however, the standard medical history will not provide enough detail for some items, for example, for alcohol and tobacco consumption.  For these items, the Site Coordinator should obtain the needed information directly from the subject. 

Item A. 5, "May the patient be placed at medical risk by participating?" should be completed based on the judgment of the resident who examined the potential subject, supplemented by the Obstetrical Investigator as deemed necessary by the resident and Obstetrical Investigator.  For example, infective endocarditis or certain hematological disorders would preclude routine non-surgical periodontal therapy and would be sufficient grounds for exclusion.  If in doubt, the safer course is to exclude the subject.  

• For some subjects, gestational age may be uncertain or unknown because of an unclear menstrual history.  The Study Coordinator may nonetheless enroll the subject if, in the examining resident physician's judgment, the subject's gestational age is probably 13 to 16 weeks, as required.  In such cases, the Study Coordinator should indicate that the ultrasound has not yet been completed (Item A.2), leave gestational age (Item A. 4) blank and enroll the subject.  By the time the subject comes in for the Baseline/Randomization Visit (Visit #1), the subject's ultrasound scan will be available and her gestational age will be determined.  At that point, if the Study Coordinator has not yet sent the subject's Form 10 to the Data Coordinating Center (DCC), s/he can simply fill in the gestational age, thereby completing the form (except for some subjects enrolled at the Kentucky site, for whom ultrasounds will not be performed until 18 weeks).  If the Study Coordinator has sent the subject's Form 10 to the DCC, the missing gestational age will generate an error correction request from the DCC and the Study Coordinator should transmit the gestational age to the DCC in response to this error correction request.  For more information on error corrections, see section III.15, "Data Management and Error Correction".  

II.1.3.7.  Dispense Gift Certificate

At the end of this visit, the Study Coordinator should give the enrolled subject a gift certificate for $20 from Target, WalMart, or similar store, as the incentive payment for the visit.  Each enrolled subject will also receive a small infant toy (rattle/teether) for each visit. Procedures for managing and accounting for the gift certificates are described in Section III.12, "Incentive Payments (Gift Certificates)".

 II.1.3.8.  Transmit documents to the Data Coordinating Center (DCC)

After the subject is enrolled, the following forms should be sent to the DCC in the weekly forms shipment:  Form 01 (Enrollment) and Form 10 (Baseline Obstetric Data). 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:  Form 02 (Patient Locator Information), Form 03 (Patient Log) and Form 06 (Patient Tracking Information) -- see Section III.7 ("Maintaining Confidentiality") for the rationale.  

Section III.14 "Data Collection Procedures" describes how to send forms.

II.2.  The Baseline/Randomization Visit (Visit 1)

II.2.1.  Purpose

The purposes of the Baseline/Randomization visit (Visit 1) are to: 

• perform the Baseline Oral Examination, 

• obtain baseline medication data,

• obtain periodontal measurements, 

• establish subject eligibility,

• take the baseline plaque and serum samples, 

• perform the randomization, if the subject is eligible, and

• schedule appointments for Essential Dental Care and study periodontal therapy,

   as appropriate.  

II.2.2.  Timing of the Baseline/Randomization Visit (Visit 1)

The Baseline/Randomization visit (Visit 1) must occur during the subject's 13th, 14th, 15th, or 16th week of pregnancy (gestational age).  For subjects who have their recruitment visit and are enrolled during this interval, the Baseline/Randomization Visit (Visit 1) should be scheduled as soon as possible after the recruitment visit.  If a subject does not have her Baseline/Randomization visit (Visit 1) before the end of her 16th week, she must not be randomized.  If she is, this will be considered a protocol violation.  Subjects who are enrolled before 13 weeks gestation must not receive their baseline periodontal examination or be randomized before they reach the beginning of their 13th week of pregnancy.  

II.2.3.  Scheduling and Preparing for the Baseline Visit

This visit will require approximately one hour.  During this hour, the subject must undergo a brief oral examination and a periodontal examination, the Study Coordinator must establish whether she is eligible, have plaque and serum samples drawn and perform the randomization, if appropriate, and schedule appointments for Essential Dental Care and study periodontal therapy, as appropriate.  

Therefore, this visit must occur at a time when the Treatment Blinded Calibrated Periodontal Examiner is available, the Enrolling Site's hematology lab is open, and the Data Coordinating Center can be reached on their toll-free line to perform a randomization, between 8:00 AM and 5:00 PM Central Time.

II.2.4.  Sequence of Procedures and Forms, including the Randomization

This sequence of steps is followed for all subjects:

• perform the Baseline Oral Exam,

• perform the periodontal exam, Form 11 (Periodontal Measurements),

• determine eligibility, Form 04 (Randomization/Exclusion) and

• take the plaque sample, and record the sampled sites Form 11 (Periodontal

   Measurements).

If the subject is ineligible, the Study Coordinator dispenses her final gift certificate and thanks her for participating.  If the subject is eligible, the Study Coordinator performs these six steps:

• record the subject's current medications (Form 12, Medications),

• accompany the subject to the lab for a blood draw for the serum sample,

• randomize the subject, Form 04 (Randomization/Exclusion),

• schedule an appointment for Essential Dental Care, and if appropriate, schedule an appointment for study periodontal therapy,

• dispense her gift certificate and thanks her, and

• begin the subject's Event Checklist (Form 05).  

These steps will now be described in greater detail.

II.2.4.1.  Baseline Oral Exam.

The Baseline Oral Exam is performed by the Treatment Blinded Calibrated Periodontal Examiner, assisted by a Dental Assistant, supervised by the General Dentist.  

The Baseline Oral Exam includes an evaluation of the intra- and extra-oral soft tissues and a screen for gross caries and fractured or abscessed teeth.  As part of the soft tissue exam, the examiner should evaluate the lips and cheeks, buccal mucosa, hard and soft palate, floor of mouth, tongue and alveolar ridges.  The examiner should also palpate the perioral lymph nodes to determine any tenderness or swelling.  Care should be taken to identify any periodontal or dentoalveolar swellings or fistulae.  Subjects who present with obvious dental pathoses will be referred to the general dentist for a comprehensive evaluation, treatment plan and essential dental care.  
No radiographs will be taken at this exam, although radiographs may be taken for diagnostic purposes when randomized subjects receive Essential Dental Care.  

No study data will be collected regarding the Baseline Oral Exam.  Instead, each Enrollment Site will use its institution's standard forms and standard practices for recording and treatment planning.  These records will be used:

•   To provide Essential Dental Care after randomization.  See Section II.3 ("Essential Dental Care") for details about Essential Dental Care.

•   Along with the history taken at the recruitment visit, to determine whether the patient requires antibiotic prophylaxis for the periodontal examination and whether the patient may be placed at medical risk by participating in the study.  Section II.2.4.2 (just below) describes how these items are recorded on study forms.

II.2.4.2.  Periodontal Exam, Form 11 (Periodontal Measurements).

[image: image8.emf]B.   Receipt Information  (Filled out by the Microbiology Lab only)

1.   Date the box was received at the Microbiology Lab:

- -

Month Day Year

5.   Date this form was faxed from the Bacteriology Lab to the DCC:

- -

Month Day Year

2.   Was the box missing any tubes listed on the map (Part C)?

a.   How many tubes were missing?

b.   If 9 or fewer tubes were missing, indicate their locations using the map’s row 

      and column numbers:

If 10 or more tubes were missing, indicate their locations on the map by making

a large 

X

 in the corresponding box on the map.

3.   Were any tubes thawed?

a.   How many tubes were thawed?

1       The whole box

Part of the box

If only part of the box was thawed, indicate the thawed tubes on the map

by making a large 

O

 in the corresponding box on the map.

4.   Was there any other damage to the samples?

6.   Microbiology Lab Contact Information:
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- -

Month Day Year

Clinical site and shipping date from page one:

Clinic

a.  Initials:

c.  Phone:

d.  E-mail address: _________________________________________________

b.  Name (please print): _____________________________________________

row column

1.

2.

3.

row column

4.

5.

6.

row column

7.

8.

9.
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Yes 1

No 2

Yes 1

No 2

Yes, describe: 1

No 2

2

The periodontal exam, like the Baseline Oral Exam (section II.2.4.1), is performed by the Treatment Blinded Calibrated Periodontal Examiner, assisted by a Dental Assistant. 

Periodontal measurements are recorded on Form 11 (Periodontal Measurements).  Details of these measurements are given below.

Before the periodontal exam, the Site Coordinator should attach the subject's PID label in the upper right corner of page 1 and complete the other identifying information below it.  This visit is Visit #1. 

Next, under the heading "Answer these questions at baseline only" are two questions that affect the subject's eligibility for randomization: Does the subject require antibiotic prophylaxis for the periodontal exam?, and May the subject be placed at medical risk by participating in the study?  Each of these questions should be answered based on the history and Baseline Oral Examination and on the clinician's judgment.  Conditions that would imply "yes" answers include but are not limited to:

• previous infective endocarditis;

• prosthetic cardiac valves, including bioprosthetic and homografts;

• complex cyanotic congenital heart disease;

• surgically constructed systemic pulmonary shunts;

• most congential cardiac malformations;

• rheumatic heart disease or other acquired valvular dysfunctions;

• hypertrophic cardiomyopathy;

• mitral valve prolapse with regurgitation and/or thickened leaflets;

• joint prosthesis, placed less than two years ago;

• uncontrolled or poorly controlled diabetes;

• unstable angina;

• serious medical illness such as renal or liver disease;

• hematologic disease or other uncontrolled bleeding disorder;

• recent (within 6 months) myocardial infarction or stroke;  or

• active infectious disease such as tuberculosis or hepatitis.  

If in doubt, the clinician should err on the side of caution and answer "yes", which will make the subject ineligible for randomization.

The main body of both pages of this form contain a standard periodontal recording chart.  Items in the periodontal chart are measured in this order:

1.  Plaque Index from 6 surfaces of the 6 Ramfjord Index teeth

2.  Gingival Index from 6 surfaces of all teeth 

3.  Pocket depth from 6 surfaces of all teeth
4.  CEJ·GM from 6 surfaces of all teeth

5.  Bleeding on probing from 6 surfaces of all teeth 

6.  Calculus Index from 6 surfaces of the 6 Ramfjord Index teeth

Section III.1, "Periodontal Measurements" gives detailed criteria for the indices, conventions for measuring pocket depth and clinical attachment level, and the convention for recording bleeding on probing.  For items recorded on all teeth -- that is, the gingival index, pocket depth, CEJ·GM, and bleeding on probing, but not the plaque and calculus indices -- data items should be left blank for missing teeth. Missing teeth should be indicated by placing an “X” at the appropriate location on Form 11.  All measurements are recorded in whole numbers, that is, without fractions or decimal places. 

At baseline visits, the Treatment Blinded Calibrated Periodontal Examiner records summary descriptions of the patient's periodontal health based on the periodontal charting that was just completed, at the bottom of page 2 of Form 11 (Periodontal Measurements) under the heading "Answer these questions at baseline only".  These data will be used to determine eligibility.  

• Item c records the number of natural teeth present, including crowns but excluding dentures or implants.  

• Item d records the number of sites at which periodontal measurements were made, and will generally be 6 times the number of teeth present.

II.2.4.3.  Plaque Sampling, Form 11 (Periodontal Measurements), continued.

Plaque samples are collected by the Treatment Blinded Calibrated Periodontal Examiner.  Subgingival plaque samples are collected from four sites, which are re-sampled at Visit 4.  The four sites are chosen accounting for all of these criteria:  

• All plaque-sampling sites bled on probing

• No more than one plaque-sampling site is on any one tooth

• Subject to the preceding two criteria, the sites have the largest pocket depth (PD)

   possible and are as posterior in the mouth as possible.  

Sites meeting these criteria can be selected using this algorithm:

• Identify and list the n sites with the largest PD measurements.  Depending on the subject, n should be 10 to 15 sites.

• Delete from the list any sites that did not bleed on probing.

• If any tooth has more than one site still on the list, retain the site on that tooth having the largest PD and delete the others.  In case of ties, retain the most posterior site among the tied sites.

• From the sites remaining on the list, select the four with the largest PD measurements.  If a choice must be made among sites with the same PD, choose the site(s) that are most posterior in the mouth.  

Having selected the four sites for sampling, record those sites on Form 11 using the boxes in the lower left corner of page 2.  For each sampled site, record the tooth number in the Universal system (numbered 1 to 32), the side of the tooth (buccal or lingual), and the site on that side of the tooth (mesial, direct/mid, or distal).  

Plaque samples should be collected after clinical measurements have been taken, and before any scaling and root planing, polishing, or flossing.  Before sampling the plaque, remove supragingival plaque at the selected sites with a curette or scaler.  Do NOT use an ultrasonic device to remove the supragingival plaque.  The supragingival plaque should be discarded.  Then take a sterile curette and remove all subgingival plaque from the designated pocket; use the same curette for each site.  To ensure that the entire pocket is sampled, review the pocket depth measure at that site and gently push the curette tip apically until it reaches the approximate base of the pocket.  Open the plaque collection tube, and dislodge the plaque into the sample collection buffer.  Because plaque is sticky, it may be necessary to repeatedly tap the curette against the side of the collection vial– be careful not to spill the contents of the tube. For some sites, it may be necessary to repeatedly curette the contents of the pocket until all of the plaque has been removed and archived.  Plaque from the four sampled sites should be placed in the same tube.  Close the collection tube as soon as possible.

Tubes may be thawed to room temperature prior to collection in order to affix the labels. It is recommended that labels be put on the tubes before plaque is collected in insure adhesion. Tubes containing plaque samples must be kept on ice from the moment of collection. Plaque samples are placed on ice to ensure 1) bacteria will stay inactive, and not produce enzymes like DNAases that might influence the results by degrading sample DNA, and 2) that species do not grow by degrading others. Keeping plaque samples on ice will also reduce variability and increase consistency across sites and participants. 

The samples should not be stored in the –70ºC freezer until the subject is determined to be eligible.  While eligibility is being determined, the pooled samples should be stored either in the ice bucket or in a standard –20º C freezer. Tubes may be frozen for 1 to 2 days in a –20 degree freezer before storage in a –70ºC freezer as long as the former does not have an auto defrost cycle.  Samples from ineligible enrollees will not be stored, but will be discarded following the Enrollment Site's standard procedure for waste.  Any tubes that were thawed and not used by the end of clinic hours are discarded and not re-frozen or kept for the next day. 

II.2.4.4.  Establish Eligibility, Form 04 (Randomization/Exclusion).

The Study Coordinator should now have the information needed to determine whether the subject is eligible for randomization, and does so by completing Parts A, B, C, and D of Form 04 (Randomization/Exclusion); shown on the next page.

To complete Form 04, begin by attaching a Patient ID (PID) label to the indicated place in the upper right-hand corner of page 1 of the form and by filling in the other identification information in the upper right-hand corner.  

• To complete Part A of Form 04, the Site Coordinator should ensure that Form 10 (Baseline Obstetrical Data) and Form 11 (Periodontal Measurements) have been completed.  

• If the subject's gestational age was uncertain or unknown at the time she was enrolled, the ultrasound scan should have clarified her gestational age. The exception is the Kentucky site, for subjects who do not receive their ultrasound until 18 weeks.

• If gestational age was left blank on Form 10, it should now be entered (Item A. 2 of Form 10). For the Kentucky site, if the woman has not had an ultrasound, place X’s in the dates for Item 4, “Date of Ultrasound.” Do not leave this field blank. Once the woman has an ultrasound, the Study Coordinator should make an error correction to replace the missing ultrasound date with the actual date. 

• If a gestational age was entered on Form 10 but the ultrasound scan has resulted in a new estimate of gestational age at enrollment (or, for Kentucky, at the time of the later ultrasound), the Study Coordinator should make an error correction to replace the incorrect gestational age with the new, corrected gestational age.  For more information on error corrections, see Section III.15, "Data Management and Error Correction". 
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Form Date:

- -

Month Day Year

See the Manual of Operations, Section II.6.3, for specific instructions, conventions and standards to be

used with this form.

A.   Delivery Data

1.   Delivery date:

- -

Month Day Year

5.   Gestational age:

weeks days

6.   Birth weight (grams):

7.   Mother’s last recorded weight before delivery:                    lbs     -or-                    kg

Date recorded:

- -

Month Day Year

1      Female 2      Male 4.   Sex:

1      Live birth 2      Stillbirth or spontaneous abortion 3.   Type of delivery:

Complete Form 41

(Serious Adverse Event)

attach PID label here

Patient ID:

- -

DCC USE

Received:

Date

Seq. No.:

Form

2.   Was the delivery at the study site?

Name of other hospital (or describe location if other than a hospital)

Contact person’s name (PRINT LEGIBLY) Telephone number

Yes 1

No 2

B.   Pregnancy Adverse Events

1.   Are any maternal infections recorded in the chart?

Month Day Year

a.   Gonorrhea

- -

Date:

Yes 1 No 2

Yes 1

No 2

b.   Chlamydia

- -

Date:

Yes 1 No 2

c.   Urinary tract infection

- -

Date:

Yes 1 No 2

d.   Pyelonephritis

- -

Date:

Yes 1 No 2

e.   Pneumonia

- -

Date:

Yes 1 No 2

h.   Other, specify:

- -

Date:

Yes 1 No 2

 f.   Febrile viral illness

- -

Date:

Yes 1 No 2

g.   HIV status at delivery

Positive 1 Negative 2

Unknown 3


• To complete Part B of Form 04, the Study Coordinator takes information from the Consent Form, Form 01 (Enrollment), Form 10 (Baseline Obstetrical Data) and Form 11 (Periodontal Measurements).  

• For example, Item B. 1 asks whether the subject or guardian has signed the consent form; this is determined by checking the Consent Form, as indicated at Item B. 1.  

• Item B. 2 asks whether the subject is at least 16 years of age; this is determined by checking the date of birth on Form 01 (Enrollment, Item 2).  

• Item B. 6 requires computation of the percent of the subject's sites that bled on probing.  This should be recorded to one decimal place, as provided on the form.  The rule for rounding off the first decimal place is as follows.  If the second decimal place is 4 or lower, simply drop the second and subsequent decimal places.  If the second decimal place is 5 or higher, round the first decimal place up to the next highest number.  Calculators follow this rule, so the correct rounding can be obtained by setting the calculator to show a single decimal place and recording the result.  If the rounded percent of sites is 50.0% or higher, then Item B. 6 should be answered "Yes".  

• To complete Part C of Form 04, the Study Coordinator takes information from Form 10 (Baseline Obstetrical Data) and Form 11 (Periodontal Measurements), as indicated.  

• Item C. 1 asks if the subject cannot comply with the study protocol.  The Study Coordinator should answer this based on the judgment of the clinicians who have seen the subject and on her/his own judgment about the subject's understanding of the study and ability to meet her responsibilities.  If there is doubt about either the subject's understanding of the study or her willingness or ability to comply with study procedures, the Study Coordinator should answer "Yes" for this item, which will render the subject ineligible.  The rationale for this cautious approach is that high attrition rates hinder the scientific integrity of the study. 

• Item C. 3 should be completed by referring to the analogous items on Form 10 (Baseline Obstetrical Data, Item A.3) and Form 11 (Periodontal Measurements, Item b).  If either of these forms records a "Yes" answer to the question "May the patient be placed at medical risk by participating?", Item C. 3 should be answered "Yes".  

If the subject fails to meet any eligibility criterion in Part B or Part C, she cannot be randomized.  There are no exemptions to the eligibility criteria.  

• If the subject fails to meet any eligibility criterion, fill out part D of Form 04 recording that the subject is ineligible.  For this subject, the enrollment process is over and Form 04 is complete.  Dispense her gift certificate (described in more detail in Section III.12, "Incentive Payments (Gift Certificates)"), and thank her for participating.  Dispose of her plaque sample properly, according to the Enrollment Site's standard procedure for biological waste.  

• On this subject's line in the Patient Log (Form 03), record that she was not randomized using the check box on the extreme right of her line in the log.

• Make a copy of the original Form 04 and put the completed Form 04 in the next shipment of forms to the DCC.  

• If the subject meets all the eligibility criteria in Parts B and C, fill out part D recording that the subject is eligible and send her to the lab for her blood draw (section II.2.4.5, "Blood Draw for the Serum Sample", below).  Freeze the subject's plaque sample as described in Section III.2.  "Collecting and Storing Dental Plaque Samples (Enrollment Site Procedures)".  

• On this subject's line in the Patient Log (Form 03), mark that she was randomized, using the check box on the extreme right of the subject's line.

II.2.4.5  Randomize the Subject, Form 04 (Randomization/Exclusion), continued.

If Form 04 has been completed through Part D, the Study Coordinator's determination that the subject is eligible, then randomization is simple and is easily completed while the subject is at the lab having blood drawn.  

When Form 04 has been completed through Part D, the Study Coordinator calls the registrar at the DCC, usually the Data Entry/Quality Control Operator, using the toll-free number (800) 353-8636.  Such calls will be answered between 8:00 AM and 5:00 PM Central time, Monday through Friday, except for holidays at the University of Minnesota.  The Statistical Study Manager will give Study Coordinators these holidays as far in advance as possible each year. 

With the Study Coordinator on the phone, the registrar uses an interactive randomization program to review with the Study Coordinator the eligibility criteria in Parts B and C of Form 04.  If all eligibility checks are satisfied, the registrar issues a treatment assignment to the Study Coordinator. 

After receiving the treatment assignment, the Study Coordinator repeats the treatment assignment back to the registrar for verification.  When the treatment assignment is verified, the Study Coordinator records the subject's treatment assignment in Part E of the subject's Form 04 by checking the appropriate box and signs the form.  This completes Form 04 for this subject; this form should be copied and the original should be sent to the DCC in the next weekly shipment of forms.  

The Study Coordinator also records on the Patient Log (Form 03) that this subject was randomized, by checking the appropriate box at the far right-hand end of the subject's line in the Log.  Finally, the Study Coordinator records the registrar's initials in the Subject Log.  This completes the randomization phone call.  

(To further ensure that subjects receive the correct study treatment, once each week the DCC will call the Site to verify the treatment assignment of the most recently randomized subjects.  Specifically, either the Statistical Study Manager or the Data Entry/Quality Control Operator will call the Study Coordinator and read over the phone the PIDs that have been randomized since the last such call and their study assignments.  At the anticipated enrollment rate there should be no more than five to 10 new randomizations per site per week.

The randomization process can be stopped at any time if it becomes clear that the subject is not eligible.  If this happens, change the response to part D of Form 04 recording that the subject is ineligible.  For this subject, the enrollment process is over and Form 04 is now complete.  Dispense her gift certificate (described in more detail in Section III.12, "Incentive Payments (Gift Certificates)"), and thank her for participating.  Dispose of her plaque sample properly, according to the Enrollment Site's standard procedure for waste.  

• On this subject's line in the Patient Log (Form 03), record that she was not randomized using the check box on the extreme right of her line in the log.

• Put the completed Form 04 in the next shipment of forms to the DCC.  

II.2.4.6.  Obtain Baseline Medications (Form 12, Medications).  Having established the subject's eligibility, the Study Coordinator now records her baseline medications on Form 12.  Parts A, B, and C of Form 12 provide check-boxes for the most common drugs in three classes of special interest in this study: anti-inflammatories, oral antibiotics, and vaginitis treatments.  Part D provides space for recording other medications, including vitamins and dietary supplements.  Record all medications used in the last six months. 
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Patient ID:

- -

  6.   Were any fetal congenital abnormalities diagnosed by ultrasound or at delivery?

Complete Form 41 (Serious Adverse Event)

Yes 1

No 2

2.   During the subject’s current pregnancy, does she have, or has she had:   

a.   Any eating disorders Yes 1 No 2

b.   Any drug addictions (including alcohol)

If yes, specify:  _______________________________________

Yes 1 No 2

c.   Preeclampsia

Yes 1 No 2

d.   Gestational diabetes

Yes 1 No 2

e.   Hypertension

Yes 1 No 2

 f.   Asthma 

Yes 1 No 2

g.   Bacterial vaginosis

Yes 1 No 2

k.   Any other maternal conditions 

If yes, specify:  _______________________________________

Yes 1 No 2

h.   Chorioamnionitis 

Yes 1 No 2

 i.   Oligohydramnios 

Yes 1 No 2

 j.   Polyhydramnios 

Yes 1 No 2

3.   Did the subject drink alcohol during this pregnancy?

drinks per week Yes 1

No 2

4.   Did the subject smoke cigarettes during this pregnancy?

cigarettes per day Yes 1

No 2

5.   Did the subject use any other tobacco products during this pregnancy?

specify:  ________________________________________________________________________ Yes, 1

No 2

To complete Form 12, begin by attaching a Patient ID (PID) label to the indicated place in the upper right-hand corner of all three pages, and by completing the other items in the upper right-hand corner of page 1.  

Part A asks about anti-inflammatory medications, in particular non-steroidal anti-inflammatory drugs (NSAIDs) and corticosteroids.  

• For each drug listed by name (Tylenol, Motrin, ibuprofen, prednisone, and betamethasone), indicate whether the subject has or has not used the drug in the last six months by checking Yes or No respectively on the line for that drug. Drug names can be generic or proprietary as long as the correct name/spelling of the drug is recorded. If the subject has used the drug, record the dose and frequency of usage for that drug in the space provided.  Record the dose in the two boxes under “Daily Dose.”  To record the units of the dose, enter into the box under "Unit" the appropriate code given on Form 12 just under the instructions.  The codes are: 1 = tablets, 2 = capsules, 3 = mg, 4 = mcg, 5 = puffs, 6 = ml, 7 = drops, 

8 = grams, 9 = teaspoons, 10 = tablespoons and 11 = other.  Code 11 should be used rarely if at all; if it is, the other unit of measurement should be recorded in the table just under the instructions.  Similarly, record the frequency of the dose by entering in the box under "Freq" the appropriate code given on Form 12 just under the instructions.  The codes are:  1 = QD (once a day), 2 = BID (twice a day), 3 = TID (three times a day), 4 = QID (four times a day), and 5 = PRN (as needed).   

Then record the dates the drug was started or stopped.  If the drug is still being taken, put "X" in each box provided for the stopping date.  If the subject is unsure about the dates, try to get at least the month correct, and enter "X" in the day boxes to indicate that the data are simply not forthcoming.  

Other NSAIDS are recorded in Item A.1.d; other corticosteriods are recorded in Item A.2.c; and other anti-inflammatories are recorded in Item A.3.  In each case, all items are completed as above, except that the medication's name must be PRINTED IN BLOCK LETTERS in the slot provided.  To reduce the frequency of spelling errors, see the instructions given for Part D, below.  If no "other" drugs were used by the subject, check "No" to indicate that they were not used.  
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attach PID label here

Patient ID:

- -

D.   Other drugs, vitamins, or supplements

Medication (PRINT CLEARLY)

1. 

Instructions:  For each other drug, locate the drug’s name in the Drug List provided by the Data

Coordinating Center and PRINT that name under “Medication”.  Complete dosage and start/stop dates as on

previous pages.  For any vitamins, write “vitamins” under “Medication” and complete only frequency and

start and stop dates.  For any supplements, write “supplements” under “Medication” and complete only

frequency and start and stop dates.

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

10. 

11. 

12. 

13. 

14. 

15. 

16. 

17. 

18. 

Daily

Dose Units Freq Month   Day        Year Month   Day        Year

Start Date

Stop Date

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

- - - -

• Parts B and C are completed just like Part A, except now the drugs are oral antibiotics and vaginitis treatments, respectively.  In particular, each listed drug and "other" should be checked Yes or No to indicate (respectively) that they were or were not taken by the subject.  Other oral antibiotics are indicated using Item B.8; other vaginitis treatments are indicted using Item C.5.  These Items are completed like Items B 1 to 7 and C 1 to 4, except that the drug's name is PRINTED IN BLOCK LETTERS in the space provided.  To reduce the frequency of spelling errors, see the instructions given for Part D, immediately below.  

• Part D records other drugs, vitamins, or supplements the subject has taken in the last six months.  Start a fresh line in Part D for each other drug.  

– If the subject took any vitamins, including multivitamins or individual vitamins, PRINT IN BLOCK LETTERS "vitamins" as the "Medication" (the left-most column of Part D), record the frequency in the "Freq" column, and record the starting and stopping dates as usual.

– If the subject took any other dietary supplements, PRINT IN BLOCK LETTERS "supplements" as the "Medication" (the left-most column of Part D), record the frequency in the "Freq" column, and record the starting and stopping dates as usual.

– If the subject took any other drugs, that is prescription or over-the-counter drugs other than anti-inflammatories (Part A), oral antibiotics (Part B), or vaginitis treatments (Part D), PRINT IN BLOCK LETTERS the drug's name (generic or proprietary) in the blank under "Medication" and complete the rest of the line as previously described.  

• To reduce errors in writing drug names, the Data Coordinating Center (DCC) will provide each Site a list of drug names, with each drug described according to its drug class, for example "Abbokinase:  Thrombolytic".  To record an "other" drug in any Part of Form 12, the Study Coordinator should locate the drug's name first in the DCC's list and spell it exactly that way on Form 12.  Then when the Data Entry/Quality Control Operator keys in the drug name, it can be identified automatically by the DCC's database, using the same list of drug names.  

Of course, sometimes a drug's name will not be on the DCC's list.  In these cases, the Study Coordinator should PRINT IN BLOCK LETTERS the drug's name in the usual spot, then send an e-mail to the DCC's Statistical Study Manager to warn that a new drug name is coming.  This e-mail should include the subject's PID and visit number, the date of the form, the drug name as written on the form, and the class of drug.  

II.2.4.7.  Blood Draw for the Serum Sample.

For Sites other than Lexington (University of Kentucky), 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 five screw-top plastic tubes provided by the Host Response Lab. The tubes are prepared with pre-printed labels indicating the subject's PID and visit.  Finally, she takes a set of five more labels used for labeling the tube(s) into which the blood is drawn and in case serum-tube labels are damaged.  To ensure that the subject's confidentiality is protected, the subject's name only, not her 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.  

For the Lexington (University of Kentucky) Site, the subject's blood is drawn in the Ob-Gyn clinic and taken directly to the Host Response Lab for serum extraction and storage.  

Details of the serum sampling procedure for each Site, including the specific wording of special request forms, are given in Section III.4.2. "Collecting, Processing, and Storing [Serum] Samples".

It is extremely important that a randomized subject have blood drawn, return to make appointments for Essential Dental Care and study therapy, and receive her gift certificate.  Study Coordinators should use appropriate methods to ensure that these things happen, for example, by sending an escort to the lab with the subject or providing the subject with a detailed map of the Site.  

II.2.4.8.  Schedule appointments for Essential Dental Care and, if appropriate, for study periodontal therapy

Appointments are made so that Essential Dental Care and study periodontal therapy are completed before the 20th week of pregnancy, preferably before Study Visit 2.  Try to schedule them to occur as soon as possible after the Baseline/Randomization Visit (Visit 1) to allow for cancelled or missed appointments.  

If the subject has a regular dentist, the Study Coordinator has recorded that dentist's name and address on Form 03 (Subject Locator Information).  The Study Coordinator now mails a letter to the subject's regular dentist informing her/him of their patient's participation in the trial.  The letter briefly explains the study and requests that all periodontal or dental hygiene treatment be done within the study.  

Subjects are free to seek dental care outside of the study, but the study will not pay for it.  At this point in the visit, the Study Coordinator reminds the subject not to receive periodontal or dental hygiene care from her regular dentist during her pregnancy, and tells the subject that if she receives care from a dentist outside the study, she will receive no more dental care from the study, though she will still be followed for delivery data.  When the subject finishes her participation in the study, she will be told of any need for additional dental care and will be given a list of clinics where follow-up is available if she does not have a regular dentist.

Despite the best efforts of study personnel, some subjects may not complete Essential Dental Care and study periodontal therapy before Visit 2.  This will be considered a protocol violation.  Subjects should complete their essential dental care (and test subjects, their periodontal care) as soon after 20 weeks gestation as possible, provided the subject is not at medical risk for continuing with this care. All care after 20 weeks gestation should be approved by the primary OB before any care is initiated. 

II.2.4.9.  Dispense the Gift Certificate.

At the end of this visit, the Study Coordinator should give the enrolled subject a gift certificate for $20 as the incentive payment for the visit. The subject will also receive a small gift for her newborn. Procedures for managing and accounting for the gift certificates are described in Section III.12.  "Incentive Payments (Gift Certificates)".

II.2.4.10.  Begin the Event Checklist (Form 05).

The purpose of the Event Checklist (Form 05) is to help the Study Coordinator keep track of data or samples that need to be collected at each visit.  It should be especially helpful for subjects who miss visits at which data or a sample is collected, because in those cases the data or sample should be collected at the next scheduled visit.  This issue is discussed further below, in Section II.5, "Maintenance Visits (Visits 2 to 6)".  

II.3.  Essential Dental Care

II.3.1.  Timing of Essential Dental Care.

After the Baseline/Randomization Visit (Visit #1), subjects will be referred to the Enrollment Site's General Dentist as needed for essential dental care.  

II.3.2.  Definition of Essential Dental Care

Essential Dental Care is defined as an examination for diagnosis and treatment planning, and treatment for abscessed teeth and dental caries.  We estimate that each subject will need one dental visit for examination and diagnosis and two dental visits on average to complete their Essential Dental Care, for 3 visits total on average.  Essential Dental Care should be completed before the 20th week of pregnancy, preferably before Visit 2, approximately 4 weeks after the Baseline/Randomization visit. 

No dental radiographs will be taken at the Baseline Oral Exam (section II.2.4.1) or as part of the study protocol, but during Essential Dental Care radiographs may be taken as indicated for diagnostic purposes, as determined by the General Dentist.  

The Enrollment Site's General Dentist will make all treatment decisions for referred subjects.  Treatment is likely to include placement of temporary and/or permanent composite or alloy restorations, tooth extractions, and endodontic therapy.  No fixed or permanent removable prosthesis or permanent crowns will be fabricated as part of the study, though temporary removable partial dentures will be fabricated for esthetic or functional purposes to replace teeth extracted during the study.  No cosmetic procedures will be provided as part of essential dental care. 

For subjects who have a personal dentist outside of the study, a brief summary of completed essential dental care will be sent to her dentist following her delivery.

II.3.3.  Documenting Essential Dental Care:  Form 20 (Confirmation of Essential Dental Care).

Essential Dental Care is documented on Form 20 (Confirmation of Essential Dental Care). 

[image: image12.emf]OPT Form 04     V1     (1-2)     FEB 03

RANDOMIZATION/EXCLUSION FORM

Coordinator Code:

- -

Month Day Year

Randomization Date:

-

Enrollment Code:

Instructions:

• Complete this form before calling the Data Coordinating Center to randomize a subject.

• If it becomes clear during the process of completing this form that the subject is not eligible,

  complete Parts B and C of this form, then proceed to Part D.

A.   Forms Checklist

       To document the subject’s eligibility, the forms listed below must be completed and in the registrar’s possession.

       If the date of a form differs from the randomization date, please enter the form completion date under the column

       labeled “form date”.

Month Day Year

1.   Baseline Obstetrical Data

- -

Form Name Form Number

Form Date

(If different from Randomization Date)

10

2.   Periodontal Measurements

- -

11

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

B.   Inclusion Criteria

NOTE:  If any of B below is checked ‘No’, the subject is ineligible. 

In that case, complete Parts B and C and proceed to Part D of the form.

Yes 1 No 2 1.   Subject (or guardian) has signed consent form

Yes 1

No 2

2.   Subject is at least 16 years of age   (Form 01, Item 2)

Yes 1 No 2

3.   Subject is pregnant   (Form 10, Item A.1)

Periodontal inclusion criteria  (consult Form 11 - Periodontal Measurements)

6.   Subject has 20 or more natural teeth   (Form 11, item c)

7.   Subject has at least 50% of sites bleeding on probing (BOP)

8.   Subject has 4 or more teeth having at least one site with PD (Pocket Depth) ³ 4mm

      and CAL (Clinical Attachment Loss) ³ 3mm  (Form 11, item f)

a.  Number of sites BOP  (Form 11, item e):                         sites

b.  Total number of sites  (Form 11, item d)  :                       sites

c.  Percent of sites BOP   ( [ (a) ¸ (b) ]  ´ 100 ):                    .       %

attach PID label here

Patient ID:

-
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5.   Gestational age:              wks

Is gestational age 13, 14, 15, or 16 weeks? Yes 1

No 2

4.   Date of ultrasound:

- -

Month Day Year


Form 20 should be completed by the General Dentist who provides the Essential Dental Care.

The Patient ID (PID) number should be written in the upper right-hand corner of the form, or a PID label should be attached in that location if a label is available.  The "Clinical Unit" should be filled in as "NY" for New York, "MN" for Minneapolis, "KY" for Lexington, Kentucky, and "MS" for Jackson, Mississippi.  

• If the subject finished all of the Essential Dental Care planned for her by the General Dentist, Item 1 should be answered "Yes".  Otherwise, Item 1 should be answered "No".

The other questions on this form are intended to describe when Essential Dental Care was provided and how extensive it was.  Thus, Form 20 does not record all the detailed information contained in the dental chart, but only the number of visits (Item 2), the dates of the first and last visits (Item 3), and counts of teeth extracted, temporary fillings placed, permanent restorations placed, teeth receiving endodontic treatment, and whether a temporary denture was placed to replace teeth extracted as part of Essential Dental Care (Items 4 a, b, c, d, and e respectively).

In the event that the subject has her own dentist outside of the study, a summary of completed essential dental care will be forwarded to the subject’s regular dentist after the subject delivers her baby.

II.3.4.  Incentive for Completing Essential Dental Care:  A Gift Certificate for Each Visit

Subjects are given a gift certificate after each essential dental care visit as an incentive to attend the visit and receive the care.  

For most Enrollment Sites, the Study Coordinator is responsible for the gift certificates and their distribution to subjects.  This is practical at those sites because the dental clinic is located close enough to the Study Coordinator that s/he can dispense them after the last Essential Dental Care visit.  

For subjects enrolled at the Minneapolis Enrollment Site, gift certificates for Essential Dental Care Visits are dispensed at the University of Minnesota Dental School and Clinics by the General Dentist who delivers the Essential Dental Care.  

Procedures for managing and accounting for the gift certificates are described in Section III.12.  "Incentive Payments (Gift Certificates)".

II.4.  Study Intervention: Immediate Periodontal Therapy (Test Group)

II.4.1. Specification of the Study Intervention

Objective:  The objective of this treatment is to eliminate as much periodontal infection and gingival inflammation as possible using mechanical non-surgical scaling and root planing, mechanical debridement, improved oral hygiene, and monthly tooth polishings and oral hygiene reinforcement. 

Overview:  Test subjects will be scheduled for a 1.5-hour appointment for full-mouth supragingival and subgingival scaling and root planing and oral hygiene instruction.  If needed, additional 1.5-hour appointments will be scheduled within 14 days. Test treatment must be completed in four or fewer sessions. Topical or local anesthetics will be used as needed for subject comfort. 

Specific Methods:  Each patient will receive supra- and subgingival scaling and root planing using a combination of hand and ultrasonic instruments.  All detectable non-mineralized and mineralized tooth and root accretions will be removed and the tooth roots clinically smoothed.  A #11-12 Hu-Friedy® explorer will be used to detect calculus.

Curets and scalers may be used for hand instrumentation.  Ultrasonic instrumentation will be accomplished using a Dentsply Cavitron SPS unit or similar ultrasonic instrument.  Ultrasonic handpiece inserts will include Dentsply FSI slimline inserts or other similar instruments as appropriate. 

Local anesthesia, using topical anesthetics, infiltration or regional nerve blocks, will be used as needed for patient comfort.  The minimum dose required for adequate anesthesia should be used.  Allowable topical anesthetics are 5% lidocaine, 20% benzocaine and 1% dyclonine HCL.  Preferred injectable anesthetics include 2% lidocaine (e.g., Xylocaine) with 1:100,000 epinephrine; 4% prilocaine (Citanest) with 1: 200,000 epinephrine; or 4% prilocaine without a vasoconstrictor.  The Food and Drug Administration (FDA) considers lidocaine and prilocaine as category B, i.e., relatively safe drugs for use in pregnant women.

The therapist must be knowledgeable about the maximum allowable dose for any local anesthetics used based on the subject’s weight, age and medical status.  Other topical or injectable anesthetics may be used provided they are used judiciously and are safe for use in pregnant women.  

Supragingival or subgingival irrigation with antimicrobial agents (e.g., chlorhexidine) is not allowed.  Use of local or systemic antibiotics, especially the tetracyclines, is also not allowed.  (Recall that women who require antibiotic premedication prior to periodontal scaling are excluded from participating.)  

Acetaminophen (up to 625 mg) may be administered for immediate post-operative discomfort as needed.  No other analgesic agents should be used without prior consultation with the subject's obstetrician. 

Oral Hygiene Instruction.  Test subjects will be instructed in the modified Bass sulcular method of tooth brushing using a soft Oral B 35-indicator straight toothbrush.  The therapist or assistant will review cleaning facial and lingual surfaces of both anterior and posterior teeth.  After receiving these instructions, the subject should be asked to demonstrate use of the brush in her own mouth.

Subjects will also be instructed in using dental floss.  Subjects should be shown how to clean 1-2 mm subgingivally on proximal tooth surfaces and should demonstrate use of the floss in their own mouths.  Subjects will be given waxed dental floss and instructed to floss once per day in the evening.  Unwaxed floss, dental tape, yarn, mechanical flossing aids, or other mechanical interdental cleaning devices may be used if, in the therapist’s opinion, use of these products will facilitate daily cleaning. 

II.4.2 Timing of the Intervention

All periodontal treatment will be completed between the beginning of the 13th week and the end of the 20th week of gestation.

II.4.3. Who Provides the Intervention?

The Periodontal Hygienist, under the supervision of the Enrollment Site's Periodontal Investigator (PI), will provide the test periodontal treatment.

The Enrollment Site PI will monitor the Periodontal Hygienist to ensure that all treatments are performed according to the study protocol, as specified in this document. 

II.4.4. Documenting the Intervention (Form 21)

Study periodontal treatment is documented on Form 21 "Confirmation of Study Periodontal Therapy", which records the time required for treatment, topical anesthetics used, and local anesthetics used.  The form presumes that at most four sessions are used to deliver the study periodontal treatment.
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Patient ID:

C.   Exclusion Criteria

NOTE:  If any of C below is checked “Yes”, the subject is ineligible.

In that case, complete Part C and proceed to Part D of the form.

1.   Is there any reason the subject cannot comply with the study protocol?

2.   Subject has multiple fetuses per ultrasound

      (consult Form 10 - Baseline Obstetrical Data, Item A.4)

3.   Subject may be placed at medical risk by participating

      Check “yes” if either of the following is checked “yes”:

      •  Form 10 - Baseline Obstetrical Data, Item A.3

      •  Form 11 - Periodontal Measurements, item b

4.   Subject requires antibiotic prophylaxis for periodontal procedures

      •  Form 11 - Periodontal Measurements, item a

E.   Randomization

If the subject meets all inclusion and exclusion criteria outlined in sections B and C,

then the subject is eligible for randomization.  Call the Data Coordinating Center 

at 1-800-353-8636 to confirm eligibility and obtain the treatment assignment.

D.   Did the subject fail to meet any eligibility criteria?

STOP.  Send the completed form to the Data Coordinating Center.

Continue to Part E of this form.

OBSTETRICS & PERIO THERAPY STUDY

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

Yes 1

No 2

1       Test group  (immediate periodontal treatment)

2       Control group  (deferred periodontal treatment)

Treatment Arm:

To complete Form 21, begin by attaching a Patient ID (PID) label to the indicated place in the upper right-hand corner of  page 1 of the form and by filling in the other identification information in the upper right-hand corner.  

• Item 1 records the dates and times of sessions in which study periodontal therapy was delivered.  Record the time that debridement began and ended, using a 24-hour clock for times.

If only one session of debridement was needed, indicate this by placing "X" in each of the seven boxes recording the date of the second, third and fourth sessions.

• Items 2 and 3 are self-explanatory.  If only one session of debridement was necessary, leave blank the items referring to the non-existent sessions of debridement.  

II.4.5. Incentive for Completing Study Therapy:  A Gift Certificate for Each Visit

Subjects are given a gift certificate after each study therapy visit as an incentive to attend the visit and receive the care.  Subjects are also given a small infant gift. 

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.12.  "Incentive Payments (Gift Certificates)".

II.5.  Maintenance Visits (Visits 2 to 6)

II.5.1. Objectives

For subjects in both study groups, the maintenance visits have these objectives:

• to monitor for adverse events and 

• to collect medication data (Form 12).  

For the Test Group (immediate periodontal therapy), the maintenance visits have these additional objectives:  

• to provide professional plaque control at monthly intervals 

• to reinforce daily oral hygiene

• to remove any residual or recurrent calculus deposits

For the Control Group (deferred periodontal therapy), the maintenance visits have this objective in addition to the common objectives:  to provide "attention placebo” visits so that test and control subjects are seen for the same number of study visits.

Note that the baseline and subsequent periodontal data are available at the maintenance visits.  This allows the examiner to compute changes in attachment loss since baseline, to assess disease progression, and to take plaque samples from the same sites that were sampled at baseline.

II.5.2.  Procedures

II.5.2.1.  Test Group Subjects.  The Periodontal Hygienist collects data on new medications since the last visit (Form 12; see Section II.5.5, below) and provides care as specified below.

At Study Visits 2, 4, and 6, test subjects receive a new soft Oral B 35-indicator straight toothbrush and a package of waxed dental floss.  

At Study Visits 3 and 5, the subject first undergoes the full-mouth periodontal examination and measurement (see Sections II.4.1 "Specification of the Study Intervention" and III.1 "Periodontal Measurements").  After the exam and measurement, the subject undergoes maintenance procedures, described in the next paragraph.

Test subjects receive a full-mouth supragingival polishing using prophy paste containing fluoride (Nupro Medium), a rubber prophy cup and slow-speed handpiece. All teeth receive interdental flossing by the Periodontal Hygienist.  The Periodontal Hygienist inspects tooth sites that bleed during polishing or that bleed during the course of daily oral hygiene per subject report.  If the bleeding is due to recurrent or residual calculus, the site(s) are rescaled/root planed at that visit.  Sites that bleed on probing at Visits 3 and 5 are not automatically rescaled because the blinded examiner determines whether to rescale and which sites are rescaled. 

At each visit, oral hygiene instructions (specified in Section II.4.1, "Specification of the Study Intervention") are reviewed and reinforced.  

II.5.2.2.  Control Group Subjects.  The Periodontal Hygienist collects data on new medications since the last visit (Form 12; see Section II.5.5, below) and provides care as specified below.
At each visit, control subjects receive an extra-oral and visual intra-oral examination.  Control subjects do not have their teeth polished or flossed at these visits.  

At Study Visits 3 and 5, the subject also undergoes the full-mouth periodontal examination and measurement (see Sections II.4.1 "Specification of the Study Intervention" and III.1 "Periodontal Measurements").  

Any essential dental care that has not been completed may be discussed with the subject, but the subjects will not receive any instructions in oral hygiene.  

II.5.3.  Timing, Location, Reminders, Late/Missed Visits

II.5.3.1.  Timing.  Whenever possible, the monthly follow-up visits for all subjects will coincide with their monthly prenatal obstetrical visits. 

The windows for each visit are: 

• Visit 2:  17-20 weeks of pregnancy

• Visit 3:  21-24 weeks of pregnancy

• Visit 4:  25-28 weeks of pregnancy

• Visit 5:  29-32 weeks of pregnancy

• Visit 6:  33-36 weeks of pregnancy

Ideally, a subject's Visit 2 should occur four weeks after her Baseline/Randomization Visit (Visit 1).  Thus, if she was randomized during week 14 of her pregnancy, Visit 2 should occur during week 18, Visit 3 during week 22, and so on.  However, this ideal timing will not always be possible, and the visit windows indicate appropriate other dates. 

If a subject's Visit 2 does not occur between 17 and 20 weeks of pregnancy inclusive, then she has missed Visit 2, and analogously for Visits 3 through 6.  Procedures in case of missed visits are discussed below in Section II.5.3.4 "Late and Missed Visits".  

II.5.3.2.  Location.  The procedures are performed either in a dental clinic adjacent to the Enrollment Site or in the Site's obstetrics clinic using the portable dental chair, light, and handpiece.  In this manner, subjects do not have to schedule separate appointments for their follow-up study visits. 

II.5.3.3.  Reminders.  The Enrollment Site Study Coordinator will work with the obstetrics clinic appointment clerk to ensure that subjects receive a reminder of their combined monthly prenatal visit and dental follow-up visit.  Reminders may be made by phone call or postcard.  If using a postcard, be sure the postcard is folded in such a manner as to ensure study confidentiality.
II.5.3.4.  Late and Missed Visits.  If a subject's Visit 2 does not occur between 17 and 20 weeks of pregnancy inclusive, then she has missed Visit 2 and Visit 2 is not "made up" later.  (And analogously for Visits 3 through 6.)  Form 23 (described below in Section II.5.5) should be completed to report the missed visit.  

Although missed visits per se are not made up, if a subject misses Visit 3 or Visit 5, when study data are scheduled for collection, these data items must be collected at the next visit the subject attends.  This includes collecting plaque and serum samples.  The Subject Event Checklist (Form 05) reminds the Study Coordinator to collect data from missed visits at the next visit.  

Finally, if a subject delivers her baby before Visit 5, then she should have her Visit 5 data (periodontal measurements, plaque sample, and serum sample) collected as soon as possible after delivery.  

II.5.4. Data Collection Visits (Scheduled at Visits 3 and 5)

Clinical periodontal measures are obtained on all subjects at Study Visit 3 (21-24 weeks of pregnancy) and Visit 5 (29-32 weeks).  At Visit 5, post-baseline plaque and serum samples are also taken.

Before probing, the Periodontal Hygienist reviews the subject’s medical history and determine if she requires antibiotic premedication for periodontal procedures or if she is now at medical risk if she undergoes the examination.  If the subject’s medical history or medical risk has changed since the previous examination visit, the hygienist should complete the adverse event form or serious adverse event form as appropriate.  If antibiotic premedication is now required, the subject should be given a regimen approved for the particular indication and examined no sooner than 60 minutes afterwards. Alternatively, the subject can be given a prescription for an antibiotic, and reappointed as soon as possible.  

The Periodontal Examiner obtains periodontal measures in the same order used during the baseline examination (see Section II.2.4 and Section III.1).  The order is as follows:

1.  Plaque Index from 6 surfaces of the 6 Ramfjord Index teeth

2.  Gingival Index from 6 surfaces of all teeth 

3.  Pocket depth from 6 surfaces of all teeth
4.  CEJ·GM from 6 surfaces of all teeth

5.  Bleeding on probing from 6 surfaces of all teeth 

6.  Calculus Index from 6 surfaces of the 6 Ramfjord Index teeth

Details of these procedures and the criteria for scoring the indices are provided in Section III.1.2 "Equipment, Standards, and Special Situations".

Having taken the clinical periodontal measurements, the Periodontal Hygienist then determines whether any tooth sites have progressive attachment loss by comparing the new CAL measurements, site-by-site, to the baseline CAL measurements.  This may be done in any manner the Hygienist finds quick and accurate; here is one possible method.  The baseline Form 11 has, for each quadrant, a line of boxes containing CAL measurements.  If a quadrant's line of baseline CALs is placed next to the line of follow-up CALs, the two visits are easily compared.  One way to do this is to photocopy each page of the baseline Form 11 onto a transparency, using a blank sheet of paper to block out everything on the page except the two lines of CAL measurements.  The resulting transparency is blank except for the lines of baseline CAL measurements.  To compare measurements for (say) Quadrant 1, put a blank piece of paper under the transparency so it just covers the line of baseline CALs for Quadrant 1, and place the transparency and blank paper on top of the new Form 11 so that the baseline Quadrant 1 CALs line up under the current Quadrant 1 CALs.  If any sites have progressed, the subject has a periodontal adverse event and a Form 40 must be completed (see Section III.9 "Reporting Adverse Events").  

Having assessed periodontal disease progression, the examiner then (at Visit 5) procures the plaque sample.  The baseline periodontal data form (Form 11, Periodontal Measurements) records the four tooth sites that were selected at baseline for plaque sampling, and which should also be sampled at follow-up.  As at baseline, the examiner uses a sterile curette and removes all subgingival plaque from the designated pocket; the examiner uses the same curette for each site to obtain a subgingival plaque sample from each of the four sites.  The samples are pooled in a labeled microcentrifuge tube containing phosphate-buffered saline (PBS).  Details of the plaque sampling protocol are provided in Section III.2 "Collecting, Storing, and Shipping Dental Plaque Samples (Enrollment Site Procedures)".  

The Study Coordinator then sends the subject to have a venous blood sample taken to obtain serum (see Section III.4 "Collecting, Processing, Storing, and Shipping Serum Samples (Enrollment Site Procedures)"). 

If a subject misses Visit 3 or Visit 5, periodontal measurements and plaque and serum samples must be collected at the next visit the subject attends.  If the subject misses Visit 3, try to get the data at Visit 4;  if the subject misses Visit 5, try to get the data at Visit 6.  

Finally, if a subject delivers her baby before Visit 5, then she should have her Visit 5 data (periodontal measurements, plaque sample, and serum sample) collected as soon as possible after delivery.  

II.5.5.  Documenting Maintenance Visits (Form 23; also Forms 12, 40, and 41)

The only forms completed at all maintenance visits (Visits 2 through 6) are Form 12 "Medications" and Form 23 "Confirmation of Study Visit/Report of Missed Visit".  Form 12 is described in Section II.2.4.5. "Obtain Baseline Medications (Form 12, Medications)". Completion of Form 23 is described immediately below.  

Other forms that may be used during Visits 2 through 6 are Form 40 "Periodontal Adverse Experiences" and Form 41 "Serious Adverse Experiences", which are described in detail in Section III.9 "Reporting Adverse Events". 
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Form Date:

- -

Month Day Year

Instructions:

• This form should be completed by the General Dentist who provides Essential Dental Care.

• Complete this form after the patient has finished Essential Dental Care.

1.   Did the subject complete her essential dental care as planned?

3.   Record the dates of the first and last visits.  If only one visit occurred, record its date in the space for the first visit.

a.   Date of first visit:

- -

Month Day Year

b.   Date of last visit:

- -

Month Day Year

4.   Based on the patient’s dental chart, record these summaries of treatment actually rendered:

a.   Number of teeth extracted:

b.   Number of temporary fillings placed:

c.   Number of permanent restorations placed:

d.   Number of teeth treated endodontically:

e.   Was a temporary denture placed to replace anterior teeth extracted as part of this Essential Dental Care?

teeth

temporary fillings

permanent restorations

teeth

attach PID label here

Patient ID:

- -
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Dentist Code:

Yes 1

No 2

Yes 1

No 2


To complete Form 23, begin by attaching a Patient ID (PID) label to the indicated place in the upper right-hand corner of  the form and by filling in the other identification information in the upper right-hand corner.  

• Item 1 records the Visit number.  If Form 23 is being used to report a missed visit, fill in the number of the missed visit.  Otherwise, fill in the number of the completed visit.

• Item 2 records whether the subject attended the visit.  If she attended the visit, check "Yes" and stop, the form is complete.  If she missed the visit, check "No" and continue to Item 3.

• Item 3 records the reason for missing the visit.  If the subject's whereabouts are unknown, if she has moved to a different location and cannot attend visits, or if she has withdrawn consent for study participation, complete Form 50 "Change in Follow-up Status or Withdrawal of Consent" to record her change of status.  

II.5.6.  Monitoring Subjects' Periodontal Status:  Procedures in Case of Progressive Disease

Full-mouth periodontal data are recorded at Visit 3 (21-24 weeks of gestation) and Visit 5 (29 -32 weeks) to monitor subjects for evidence of progressive periodontal disease.  Also, subjects receive brief monthly oral examinations at other visits. (Test subjects also receive tooth polishings and oral hygiene instructions at these visits).  At Study Visits 2, 4, and 6, the examiner surveys the periodontal tissues for obvious signs of progressive disease or periodontal pathoses that require immediate attention, e.g., periodontal abscess, recently loosened teeth, severe or diffuse inflammation, or pregnancy tumor.  Subjects receive localized or generalized assessments and urgent care at these interim visits if warranted. Adverse periodontal events are recorded on Form 40 "Periodontal Adverse Events";  serious adverse events are recorded on Form 41 "Serious Adverse Events".

II.5.6.1.  Progressive attachment loss (5 or fewer sites cumulatively).  At the completion of the periodontal examinations (scheduled during study visits 3 and 5), the treatment hygienist or chair side assistant compares the current CAL recordings to the baseline values.  Sites exhibiting more than 2 mm of attachment loss -- that is, 3 mm or more of attachment loss -- since baseline (Baseline/Randomization Visit [Visit #1]) meet the OPT Study's definition of progressive attachment loss.

If a subject is found to have 5 or fewer cumulative sites with more than 2 mm attachment loss since baseline, the examiner tells the Study Coordinator, who arranges to have the treatment hygienist provide rescue treatment as soon as possible.  The treatment hygienist scales and root planes the teeth showing disease progression using procedures specified in Section II.4.1 "Specification of Study Intervention".  The same localized treatment is delivered whether the subject is in the test or control group, so the examiner remains blinded to the subject’s group assignment.  The affected teeth are now "exited from the study" in the narrow sense that study analyses will not use future measurements from those sites; instead, the clinical data will be carried forward from the time of treatment and analyzed on an intent-to-treat basis.

II.5.6.2.  Generalized progressive attachment loss (6 or more sites cumulatively).  If a subject is found to have 6 or more cumulative tooth sites with more than 2 mm of attachment loss since baseline, the examiner tells the Study Coordinator, who then determines the subject’s group assignment (Test or Control).  The examiner remains blinded to the subject’s group assignment.

If the subject is in the CONTROL group (deferred periodontal therapy), the Study Coordinator arranges to have the subject receive full-mouth scaling and root planing from the Periodontal Hygienist.  The subject is now "exited from the study" in the narrow sense that study analyses will not use her future clinical periodontal measurements; instead, her clinical data will be carried forward from the time of treatment and analyzed on an intent-to-treat basis. The subject will still be followed until she delivers her baby.

If the subject is in the TEST group (immediate periodontal therapy), the Study Coordinator arranges to have the Consulting Periodontist review the study record as soon as possible.  If the Consulting Periodontist confirms the diagnosis of generalized progressive periodontitis, s/he may select sites for plaque sampling and microbial sensitivity testing and prescribes a treatment plan.  

If prescribed by the Consulting Periodontist, the Study Coordinator arranges for the Periodontal Hygienist to obtain plaque samples for microbial analysis.  Each Enrollment Site uses one lab for all of its microbial sensitivity testing arising from breakthrough periodontal disease.  (The different Sites, however, need not use the same lab.)  Laboratory results are returned to the Consulting Periodontist. 

The Consulting Periodontist plans treatment at his/her discretion.  S/he can personally treat the subject or refer her to a resident at the Enrollment Site for therapy.  Rescue treatment will generally consist of full mouth debridement, using procedures specified in Section II.4.1, and may involve use of systemic antibiotics, as indicated based on the subject’s medical status and the results of the bacterial assays and antibiotic sensitivity tests.  However, rescue therapy need not involve systemic antibiotics or antibiotic sensitivity tests; these are used at the discretion of the treating periodontist. 

Only FDA category B antibiotics should be prescribed for test subjects who experience generalized progressive periodontitis.  Penicillins, erythromycin, cephalosporins, metronidazole and clindamycin are all category B drugs. Examples of antibacterial regimens that have been shown to be effective in the treatment of refractory periodontitis include: 

• Augmentin 250 mg tid for 7 days

• Metronidazole 500 mg bid for 7 days

• Augmentin 250 mg. tid  + Metronidazole 250 mg. tid administered concomitantly for 7 days

II.5.7.   Incentive for Attending Visits:  A Gift Certificate for Each Visit

Subjects are given a gift certificate after each study visit as an incentive to attend the visit.  In addition, subjects are given a small infant toy at each study visit, not to include the essential dental care visits. The DCC study manager will ship the toys to each site on a quarterly basis. 

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.12.  "Incentive Payments (Gift Certificates)".

II.6.  After The Birth (Form 60, Delivery Data & Pregnancy Adverse Events and Form 61, Neonatal Outcome Data)

Because babies do not schedule their arrivals for our convenience, delivery data are collected by chart review after the delivery.  

II.6.1.  Objectives

The purposes of the post-natal data collection are:

• to record information about the baby, and

• to record adverse experiences occurring during the pregnancy.

II.6.2.  Who Records Birth Data?

Birth data are recorded by the Treatment-Blinded Obstetrical Nurse Data Recorder.  After the data have been recorded on Form 60 (Delivery Data & Pregnancy Adverse Events) and Form 61 (Neonatal Outcome Data), the Obstetrical Nurse gives the completed forms to the Study Coordinator, who makes copies of the originals and then sends the originals to the Data Coordinating Center (DCC).

II.6.3.  Data Collection for Deliveries at the Enrollment Site (Forms 60, 61)

Twice each week, the Obstetrical Nurse checks the Site's delivery log book to see if any subjects have delivered their babies.  

To simplify this task, each week the DCC sends to the Site's Study Coordinator a sorted list of Patient IDs (PIDs) for subjects that have reached or passed 20 weeks gestational age but for whom no Form 60 (Delivery Data & Pregnancy Adverse Events) has been recorded at the DCC.  The list of PIDs is sorted with the highest gestational ages at the top of the list and the lowest gestational ages at the bottom of the list.  The Study Coordinator links the PIDs on the list to the subjects' names and gives the subject names, in sorted order, to the Obstetrical Nurse.  

Once the Obstetrical Nurse has identified subjects who have delivered their babies, s/he abstracts the necessary data from that subject's chart.  

Data are recorded on Form 60 (Delivery Data & Pregnancy Adverse Events) and Form 61 (Neonatal Outcome Data), depicted below.
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Years

Insufficient PD/CAL

Not eligible

Declined to enroll

Referred to Study Coord.

Too few teeth (<20 teeth)

Insufficient BOP » ____%

Other _________________

Black Caucasian

Hispanic

Native American

Asian

Native Hawaiian/

Pacific Islander

- -

Month Day Year

Number Age Disposition Race/Ethnicity:  Check all that apply Date

Years

Insufficient PD/CAL

Not eligible

Declined to enroll

Referred to Study Coord.

Too few teeth (<20 teeth)

Insufficient BOP » ____%

Other _________________

Black Caucasian

Hispanic

Native American

Asian

Native Hawaiian/

Pacific Islander

- -

Month Day Year

Years

Insufficient PD/CAL

Not eligible

Declined to enroll

Referred to Study Coord.

Too few teeth (<20 teeth)

Insufficient BOP » ____%

Other _________________

Black Caucasian

Hispanic

Native American

Asian

Native Hawaiian/

Pacific Islander

- -

Month Day Year

Years

Insufficient PD/CAL

Not eligible

Declined to enroll

Referred to Study Coord.

Too few teeth (<20 teeth)

Insufficient BOP » ____%

Other _________________

Black Caucasian

Hispanic

Native American

Asian

Native Hawaiian/

Pacific Islander

- -

Month Day Year

Years

Insufficient PD/CAL

Not eligible

Declined to enroll

Referred to Study Coord.

Too few teeth (<20 teeth)

Insufficient BOP » ____%
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Begin a subject's Form 60 by attaching a PID label to the upper right-hand corner of the form, filling in the Enrollment Site's identifier (NY for New York, MN for Minneapolis, KY for Lexington, MS for Jackson), the date on which the form is completed, and the Obstetrical Nurse's initials. 

• Part A of the form records standard data describing the baby. 

• Item A. 2:  For babies delivered at locations other than the Enrollment Site, see Section II.6.4, "Obtaining Data for Deliveries the Enrollment Site" (below).  

• Item A. 3:  If the delivery was a stillbirth or spontaneous abortion, this is a serious adverse event that must be reported immediately.  Upon completing the Form 60, the Obstetrical Nurse should check with the Study Coordinator whether this serious adverse event has indeed been reported.  If it has not yet been reported, it must be reported immediately on Form 41 (Serious Adverse Event), obtainable from the Study Coordinator.  Further information about completing Form 41 (Serious Adverse Event) and submitting it are in Section III.9.  "Reporting Serious Adverse Events".

• Item A. 5:  Gestational age should be reported in weeks and days if possible; if the chart records only weeks, mark an “x” in the box for days.
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REPORT OF MISSED VISIT

Clinical Unit:

Visit Date:

- -

Month Day Year

Coordinator Code:

OPT Form 23     V1     (1-1)     JAN 03

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

                             Complete this form after all study visits.

·

·

1.   This was the subject’s Study Visit # 

2.   Did the subject attend the visit?

STOP.  The form is complete.

3.   Why did the subject miss the visit?

1       The subject’s whereabouts are unknown

2       The subject has moved to a different geographical area

3       The subject has withdrawn consent for study participation

4       Other, specify: _____________________________________________________________________

Complete Form 50

(Change in Followup Status 

or Withdrawal of Consent).

attach PID label here

Patient ID:

- -

OBSTETRICS & PERIO THERAPY STUDY

DCC USE

Received:

Date

Seq. No.:

Form

Yes 1

No 2


• Part B of the form records adverse events occurring during the pregnancy or detected at delivery.  It is intended that Part B be completed based solely on information in the subject's chart.  Thus, for example, the Obstetrical Nurse should not seek information outside the chart regarding fetal congenital abnormalities.  The presumption is that all of these adverse events are of sufficient severity that if they occurred, they will be recorded in the subject's chart.  

• Item B. 2:  Note that this item asks only for abnormalities diagnosed by ultrasound or at delivery, which should be recorded in the subject's chart.  If any such abnormalities are found, this is a serious adverse event that must be reported immediately.  Upon completing the Form 60, the Obstetrical Nurse should check with the Study Coordinator whether this serious adverse event has indeed been reported.  If it has not yet been reported, it must be reported immediately on Form 41 (Serious Adverse Event), obtainable from the Study Coordinator.  Further information about completing Form 41 (Serious Adverse Event) and submitting it are in Section III.9.  "Reporting Serious Adverse Events".

Once the Obstetrical Nurse has identified subjects who have delivered their babies, s/he must also abstract the necessary data from that newborn chart.  

Newborn data are recorded on Form 61 (Neonatal Outcome Data), depicted below. These data will usually be found in the newborn medical chart.

Begin a subject's Form 61 by attaching a PID label to the upper right-hand corner of the form, filling in the Enrollment Site's identifier (NY for New York, MN for Minneapolis, KY for Lexington, MS for Jackson), the date on which the form is completed, and the Obstetrical Nurse's initials. 
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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


Item 5:  If the infant died following delivery, this event must be reported as a serious adverse event. Upon completing Form 61, the Obstetrical Nurse should check with the Study Coordinator whether this serious adverse event has indeed been reported.  If it has not yet been reported, it must be reported immediately on Form 41 (Serious Adverse Event), obtainable from the Study Coordinator.  Further information about completing Form 41 (Serious Adverse Event) and submitting it are in Section III.9.  "Reporting Serious Adverse Events".

II.6.4.  Obtaining Data for Deliveries Outside the Enrollment Site

Some subjects who are not lost to follow-up and have not withdrawn their consent will nonetheless be unable deliver to their babies at the Enrollment Site.  This can happen because:

• The subject has moved to a different geographical location.

• For some other reason, the subject cannot deliver her baby at the Enrollment Site.

• The subject could have delivered her baby at the Enrollment Site but she could not

   reach the Enrollment Site because she was temporarily out of town, had rapid

   labor, or experienced some other emergency.

In any of these cases, it will usually be possible to gather the most important data about the birth, if not all of the birth data.  The single most important data item is the date of birth, from which gestational age at birth can be determined.  If the subject is not lost to follow-up and has not withdrawn her consent for follow-up, it should always be possible to obtain the birth date.  

• If the subject has moved to a different geographical location, her new location should be recorded on Form 50 (Change in Follow-up Status or Withdrawal of Consent), Item 5.  This should allow the Study Coordinator to obtain the birth date directly from the subject.  If the subject has selected a place to deliver her baby, Item 4b of her Form 50 should have contact information at the new hospital or other facility.  Other delivery data should be obtainable from the new hospital or other facility, although this may be quite involved as different institutions will have different procedures for releasing the subject's chart to the Study Coordinator.  

• If the subject cannot deliver her baby at the Enrollment Site for some other reason, but the Study Coordinator can still contact her, then the birth date can still be obtained.  Obtaining other data will depend on the reason that the subject cannot deliver her baby at the Enrollment Site.  No doubt it will require considerable ingenuity to obtain data beyond the birth date for some subjects.

• If the subject could have delivered her baby at the Enrollment Site but exigency prevented it, it may nonetheless be possible to collect all of the delivery data.  Again, this will depend on circumstances, though as long as the Study Coordinator can still contact the subject, the date of birth should still be available.  

II.7.  Study Treatment: The Control Group

II.7.1.  Specification of the Control Group Treatment
Overview:  No periodontal treatment or oral hygiene instruction will be given to control subjects until after delivery, unless of course they exhibit evidence of progressive periodontal disease (See Section II.5.5 for details on the rescue treatment). 

Specific Methods:  The periodontal treatment and oral hygiene instructions provided to control subjects following delivery will be identical to that provided to test subjects (described in Section II.4.1.)

Control subjects will receive between 1.5 - 6.0 hours of supra- and subgingival scaling and root planing. Treatment will be administered over one to four 1.5-hour appointments. If needed, the additional appointments will be completed within 14 days of the first appointment, whenever possible.

II.7.2.  Timing of the Control Treatment

All periodontal treatment will be completed as soon as possible following delivery. 

II.7.3.  Who Provides the Control Treatment?

The Periodontal Hygienist, under the supervision of the Enrollment Site's Principal Investigator (PI), will provide periodontal treatment to control subjects.

The Enrollment Site PI will monitor the Periodontal Hygienist to ensure that all treatments are performed according to the study protocol, as specified in this document. 

II.7.4.  Documenting the Control Treatment (Form 22)

Control-group periodontal treatment is documented on Form 22 "Confirmation of Deferred Periodontal Therapy".  Because control-group treatment occurs after delivery, it cannot affect the pregnancy in the same way as test-group treatment, so less information is recorded for control subjects.  Accordingly, Form 22 is very simple.

[image: image18.emf]SERIOUS ADVERSE EVENT

OPT Form 41     V1     (1-1)     MAR 03

Clinical Unit:

Form Date:

- -

Month Day Year

1.   Date of Serious Adverse Event:

- -

Month Day Year

3.   In your judgment, is this Serious Adverse Event related to the periodontal-therapy intervention?

1      Unrelated 2      Unlikely 3      Possibly 4      Probably 5      Definitely

5.   Briefly describe the Serious Adverse Event (attach pages if needed):

attach PID label here

Patient ID:

- -

OBSTETRICS & PERIO THERAPY STUDY

a.

b.

.

.

.

c.

6.   To be filled out by the Data Coordinating Center ONLY.

• A Serious Adverse Event is any untoward medical occurrence that results in death, is life-threatening,

  requires or prolongs hospitalization, causes persistent or significant disability/incapacity, results in

  congenital anomalies/birth defects, or, in the opinion of the investigators, represents other significant

  hazards or potentially serious harm to research participants or others.

• This form should be filled out for any qualifying adverse event, including but not limited to those indicated on

   Form 40 (Periodontal Adverse Event) or Form 60 (Delivery Data/Pregnancy Adverse Event).

• All Serious Adverse Events must be reported within 24 hours by the Enrollment Site Principal Investigator

  to the Data Coordinating Center, who will forward the report to the DSMB, to NIDCR, and the the Site’s IRB.

DCC USE

Received:

Date

Seq. No.:

Form

Coordinator Code:

2.   Was this an unexpected adverse event? Yes 1 No 2

4.   Category (i.e., outcome) of the Serious Adverse Event  (check all that apply)

a.  Death

b.  Life-threatening

c.  Hospitalization, new or prolonged

d.  Disability/incapacity

e.  Congenital anomaly / birth defect

g.  Other

Describe:  ___________________________________________________________________

Yes 1

No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

f.   Required intervention to prevent permanent impairment Yes 1 No 2


• If the whole treatment plan was completed, check box 3, "Treatment was completed" and in the space provided, enter the date on which treatment was completed.

• If the subject accepted some treatment but only part of the treatment plan was completed, check box 2, "Subject accepted only partial treatment" and in the space provided, enter the date on which the subject refused further treatment.

• If the subject refused any treatment, check box 1, "Subject refused all treatment" and in the space provided, enter the date on which the subject refused any treatment.

II.7.5.  Incentive for Completing Control Therapy:  A Gift Certificate for Each Visit

Subjects are given a gift certificate after each control-group therapy visit as an incentive to attend the visit and receive the care.  In addition, each subject is given a small infant toy, developmentally appropriate for a neonate. 

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.12.  "Incentive Payments (Gift Certificates)".

II.8.  Subjects Who Withdraw Consent or Are Lost to Follow-up

II.8.1.  Definitions of "Withdraw Consent" and "Lost to Follow-up"

A subject can partially or totally withdraw consent.  If she totally withdraws consent, then OPT Study personnel may not attempt to collect any further data or samples from her.  But a subject may withdraw consent only for collection of specific data items, for example, regarding drug or alcohol addiction.  Similarly, a subject may withdraw consent for collection of any data except the birth date and the baby's weight.  

Likewise, a subject can be partially or totally lost to follow-up.  A subject is partially lost to follow-up if she is unable to attend further visits but is still willing to provide, for example, birth data.  This can happen if the subject moves away from the Enrollment Site's city, or has a condition that requires bed rest.  If the subject is willing, however, it is still possible to collect birth date and weight, and it may be possible to review the subject's and infant’s chart at the location where she delivered her baby.  

A subject is totally lost to follow-up if she dies or her whereabouts are unknown, that is, she has disappeared according to all available contacts.  In this case, generally no further data can be collected.

II.8.2.  When to Complete Form 50 (Change in Follow-up Status or Withdrawal of Consent)

Form 50's purpose is to record when, for any reason, a subject is no longer willing or able to provide complete data to the OPT Study.  It should be filled out each time the subject wholly or partially withdraws consent, or is wholly or partially lost to follow-up.

A given subject may have more than one Form 50.  For example, if a subject moves to a different city after Visit #2 but is willing to have birth date and weight collected, a Form 50 would be completed documenting this change of follow-up status.  If the subject then dies before delivering her baby, a second Form 50 would be completed documenting this calamity.

II.8.3.  Steps to Take Before Concluding that a Subject's Whereabouts Are Unknown.

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.1.3.3 "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 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, a Form 50 should be completed.  At the close of the study, Site personnel will be asked to try again to locate subjects whose whereabouts are unknown.  

If the subject is contacted but refuses further participation in the OPT Study, a Form 50 should be completed to document her withdrawal of consent.  

II.8.4.  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 solicit the subject's cooperation for partial data collection, even just the birth date and weight, if the subject seems like she might be receptive.  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.8.5.  How to Complete Form 50 (Change in Follow-up Status or Withdrawal of Consent)

Begin by attaching a Patient ID (PID) label to the indicated place in the upper right-hand corner of the form and filling in the other identifying information in the upper right-hand corner.  

• Item 2:  The purpose of these dates is to allow us to analyze the subject's data up to the point at which her whereabouts became unknown.  If she "disappeared" before delivering her baby, it is still useful to know when her whereabouts were last known.  If her date of delivery is known, this is extremely valuable as it allows us to compute the OPT Study's main outcome measure, the gestational age at delivery.

• Item 4b:  The subject may be willing to have her chart reviewed by OPT Study personnel.  If so, this is extremely valuable and should be pursued.  Use this spot on the form to record contact information for the subject's anticipated location of delivery.  
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CONFIRMATION OF DEFERRED

PERIODONTAL THERAPY

(CONTROL GROUP ONLY)

Clinical Unit:

OPT Form 22     V1     (1-1)     JAN 03

Form Date:

- -

Month Day Year

Instructions:

• Complete this form only for members of the control group (deferred periodontal therapy).

• Complete this form after the subject has completed deferred periodontal therapy, refuses any therapy,

   or refuses further therapy.

Check the box indicating how much therapy the subject accepted, and the date on which therapy was

completed, stopped, or refused.

1      Subject refused all treatment.

- -

Month Day Year

Date treatment refused: 

2      Subject accepted only partial treatment.

- -

Month Day Year

Date treatment stopped: 

3      Treatment was completed.

- -

Month Day Year

Date treatment completed: 

attach PID label here

Patient ID:

- -

DCC USE

Received:

Date

Seq. No.:

Form

Coordinator Code:

• Item 5:  Use this item to record anything that doesn't fit into Items 1-4, for example, if the subject withdraws consent for specific data items.  If in doubt, contact the Statistical Study Manager at the Data Coordinating Center (DCC).  

III. Details on Procedures

PART III.  

DETAILS ON PROCEDURES

III.1.  Periodontal Measurements

Full-mouth periodontal assessments will be made on all subjects at 13-16 weeks of pregnancy (Baseline/Randomization Visit (Visit 1)) and again at 21-24 weeks (Study Visit 3) and 29-32 weeks (Visit 5).  

III.1.1. Who Obtains the Periodontal Measurements?

Only trained and calibrated periodontal examiners will take periodontal measurements on subjects.  

III.1.2. Equipment, Standards and Special Situations

Measurements will be made using standardized color-coded periodontal probes (UNC –15; Hu-Friedy Mfg. Co., Chicago IL).  These probes have markings at millimeter increments from 1-15 mm.  Examiners will use standard clinical examination procedures to obtain the measures, which include the use of a front-reflecting (#5) mouth mirror and fixed overhead dental operatory lighting.  Whenever possible, subjects should be examined in a reclined position to facilitate proper lighting and operator view of the areas of interest.  

III.1.2.1. Teeth to be Scored or Measured.  The Plaque and Calculus Indices will be scored from the six Ramfjord Index teeth.  Mean values from these teeth have been shown to correlate well with mean scores from the entire dentition. The Ramfjord Index teeth are the maxillary right first molar (#3 in the Universal system), maxillary left central incisor (9), maxillary left first bicuspid (12), mandibular left first molar (19), mandibular right central incisor (25), and mandibular right first bicuspid (28).

The Gingival Index (GI), Pocket Depth (PD; also called Probing Depth), cementoenamel junction to gingival margin (CEJ·GM), and Bleeding on Probing (BOP) will be assessed on all teeth in the dentition, excluding third molars (i.e., #’s 2-15 and 18-31).  NOTE: CAL will be calculated as the difference between the PD and CEJ·GM. (See Section III.1.2.8 for details.)

III.1.2.2. Substitutions for Missing Teeth.  If any of the Ramfjord Index teeth is missing, the next most distal tooth in the quadrant will be substituted.  

III.1.2.3. Tooth Locations for Scoring or Measuring.  Scores or measures will be obtained at the following six locations of each tooth scored or measured: mesiobuccal, mid-buccal (also called "direct buccal"), distobuccal, distolingual, mid-lingual (also called "direct lingual"), and mesiolingual.  

Whereas the Plaque, Gingival and Calculus Indices will be assessed along these six surfaces, PD and CEJ·GM measures and BOP will be assessed at specific locations within these surfaces.  The tooth surfaces are defined as extending either from the mesial to distal line angles of the tooth (e.g., buccal and lingual surfaces) or from the respective line angle to the mid-point of the proximal surface (e.g., mesiobuccal, distobuccal, distolingual, and mesiolingual surfaces).  For example, the Plaque Index for the buccal surface of a tooth will be scored by determining the maximum amount of plaque present between the mesiobuccal and distobuccal line angles of the tooth. The PD at that site, however, will be determined by probing the mid-buccal point of the tooth.  This differs from what is normally done in a clinical setting, since the therapist will typically “walk” the probe from the mesiobuccal to distobuccal line angles and record the deepest pocket along that surface. 

For measuring PD and CEJ·GM, the following locations will be used:

Radicular (buccal and lingual) sites:  PD and CEJ·GM measures and BOP will be scored at the mid-point of the tooth mesiodistally. The probe will be oriented parallel to the long axis of the tooth with the probe tip in contact with the crown or root surface.  

Proximal sites:  The shaft of the probe will be placed against the proximal contact area.  The probe tip should be angled slightly (about 15 degrees) underneath the proximal contact.  Care should be taken not to over-angle the probe so that readings are taken obliquely across the tooth or root surface.  The tip of the probe should not extend beyond an imaginary line extending apically from the mid-proximal point of the tooth and parallel to the long axis of the tooth. The probe tip should remain in contact with the crown or root surface.  

If there are no proximal contacts, the mesiobuccal and distobuccal measures will be obtained by positioning the probe parallel to the long axis of the tooth slightly buccal to the mid-point of the proximal tooth surface. Similarly, the mesiolingual or distolingual measures should be obtained by positioning the probe parallel to the long axis of the tooth slightly lingual to the mid-point of the proximal surface when there are no proximal contacts.

III.1.2.4. Order of Measurement.  The clinical measures and indices will be record in the following order:

1.  Plaque Index from 6 surfaces on the Ramfjord teeth

2.  Gingival Index from 6 surfaces on all teeth

3.  PD then CEJ·GM from 6 sites on all teeth

4.  BOP from 6 sites on all teeth* 

5.  Calculus Index from 6 surfaces on the Ramfjord teeth

* BOP will be assessed after probing the buccal or lingual/palatal sites of each quadrant.  BOP assessments will not be delayed until after the entire arch or dentition is probed.  For example, BOP will be recorded for the facial surfaces of the upper right quadrant immediately after PD and CEJ·GM or CAL measures have been obtained for these same tooth sites.  

III.1.2.5. Criteria for the Plaque Index (Löe 1967)

0 = No plaque in the gingival area

1 = A film of plaque adhering to the free gingival margin and adjacent area of the tooth. The plaque may only be recognized by running a probe across the tooth surface. 

2 = Moderate accumulation of soft deposits within the gingival pocket, on the gingival margin and/or adjacent tooth surface, which can be seen by the naked eye.

3 = Abundance of soft matter within the gingival pocket and/or on the gingival margin and adjacent tooth surface.

III.1.2.6. Criteria for the Gingival Index (Löe, 1967)

0 = Normal Gingiva.

1 = Mild Inflammation: There is slight change in color and slight edema. There is no bleeding when a blunt instrument (periodontal probe) is run along the soft tissue entrance of the gingival crevice.

2 = Moderate Inflammation: There is redness, edema and glazing. There is bleeding when a blunt instrument (periodontal probe) is run along the   soft tissue entrance of the gingival crevice.

3 = Severe Inflammation: There is marked redness and edema. Ulceration may be present and there is marked tendency for spontaneous bleeding (i.e. on gentle palpation of the gingiva with the side of a probe.

III.1.2.7. Pocket depth.  Pocket depth is defined as the probeable distance from the free gingival margin (FGM) to the base of the crevice or pocket.  Distances will be rounded UP to the nearest whole millimeter.  For example, if the probe penetrates just over 4 mm into the pocket  (say 4.2 mm), then the PD is recorded as 5 mm.  Pocket depths should be recorded as whole numbers, without fractions or decimal places.

III.1.2.8. Clinical Attachment Level.  Clinical attachment level (CAL) is defined as the distance from the cementoenamel junction (CEJ) to the base of the pocket.  Since both PD and CEJ·GM are recorded in millimeters (mm), the unit of measure for CAL is also mm. 

CAL will be calculated from the PD and CEJ·GM measures.  The chairside assistant or examiner will calculate CAL at each site immediately after the examination is completed.  

Measuring CEJ·GM – The examiner should place the NCP-15 probe in the same general position used to record PD.  To detect the CEJ, however, it may be necessary to angle the probe more perpendicular the tooth/root surface (i.e., greater than 15 degrees).  Once the CEJ is identified, the examiner will measure (with the probe repositioned to be more parallel to the long axis of the tooth) the distance from this point to the gingival margin.  If the gingival margin is coronal to the CEJ, then the CEJ·GM measure is recorded as a POSITIVE number.  Conversely, if the gingival margin is apical to the CEJ (i.e., there is visible recession), then the CEJ·GM measure is recorded as a NEGATIVE number.  Finally, if the free gingival margin is located at the CEJ, then the CEJ·GM measure is recorded as ZERO.  As with PD, the CEJ·GM measure will be rounded UP to the nearest whole mm.  

If the CEJ is obliterated or covered by a restoration, the apical margin of the restoration will be used as the landmark for calculating CAL.  In these instances, the CAL measure may not reflect the true attachment level, but this “relative” CAL measure can be used to monitor disease progression as long as the restoration remains intact.  If the CEJ is covered by calculus, just enough calculus will be removed with a hand instrument to detect the CEJ.  

Calculating CAL – CAL is calculated as the difference between PD and CEJ·GM, or CAL = PD – CEJ·GM.   Thus is the CEJ·GM measure is positive (i.e., the gingival margin is located coronal to the CEJ), then the CAL is LESS THAN the PD.  Conversely, if the CEJ·GM measure is negative (i.e., there is visible recession at that tooth site), then the CAL is GREATER THAN the PD.  This is so because subtracting a negative number is equivalent to adding it.  For example, for a tooth site with a PD of 4 mm and 3 mm of visible recession (CEJ·GM = -3), the CAL is 7 mm (4 – (-3) = 7).  Finally, if the CEJ·GM measure is zero, then CAL equals PD at that tooth site.  

CAL measures should be recorded as whole numbers, without fractions or decimal places.

III.1.2.9. Criteria for Bleeding on Probing

0 = no bleeding following probing

1 = bleeding following probing

BOP will be assessed after probing the buccal or lingual/palatal sites of each quadrant.  BOP assessments will not be delayed until after the entire arch or dentition is probed.  For example, BOP will be recorded for the facial surfaces of the upper right quadrant immediately after PD and CEJ·GM measures have been obtained for these same tooth sites.  

III.1.2.10. Criteria for the Calculus Index (from OHI-S; Greene, 1967)

0 = No calculus present.

1 = Supragingival calculus covering not more than one-third of the exposed tooth surface being examined. No subgingival calculus can be detected.

2 = Supragingival calculus covering more than one-third, but not more than two-thirds of the tooth surface, or the presence of individual flecks of subgingival calculus around the cervical portion of the tooth.

3 = Supragingival calculus covering more than two-thirds of the exposed tooth surface or a continuous heavy band of subgingival calculus around the cervical portion of the tooth.

III.1.3. Training and Calibration Protocols

Periodontal examiners at each enrollment site will be trained and calibrated prior to the start of the trial.  Training and calibration will take place at the University of Minnesota's Oral Health Clinical Research Center.  Examiners will be calibrated for both for intra and inter-examiner error using Dr. Bryan Michalowicz as the “Gold Standard” examiner.  The calibration protocol will involve measuring five representative subjects twice by each examiner and Dr. Michalowicz.  Examiners will qualify for the study if they achieve the following criteria:

GI:  At least 80% intra- and inter- examiner exact reproducibility plus 95% intra- and inter- examiner reproducibility within ± 1 index unit; 

CAL and PD, respectively:  At least 95% intra-examiner reproducibility within ± 2 mm for both parameters;  at least 75% inter-examiner agreement for PD within ± 1 mm and at least 60% inter-examiner agreement for CAL within ± 1 mm.

The kappa statistic will not be used to assess reproducibility of GI scores because it is sensitive to a skewed distribution, which is common for this index.  Determining bleeding on probing is an invasive procedure and sites are more likely to bleed at subsequent passes in a calibration trial.  Thus, adequate calibration procedures for BOP do not exist.  Instead, examiners will observe each other during training sessions so they may discuss and evaluate the criteria for BOP.  In our experience, this helps standardize examiners.  The Plaque Index will be handled in a similar manner;  it cannot be calibrated because plaque is removed when this index is scored. 

Intra-examiner reproducibility will be continually assessed throughout the trial.  Examiners will re-measure a randomly-selected dental quadrant in 5% of subjects throughout the duration of the trial.  The examiner will have no knowledge beforehand which patients or quadrants will be selected for re-measurement.  In the event that examiners do not continue to meet baseline calibration standards, they will be re-trained by the Gold Standard examiner until these standards are re-met.

III.2.  Collecting, Storing, and Shipping Dental Plaque Samples (Enrollment Site Procedures)

III.2.1 Equipment and Standards

III.2.1.1. Equipment provided by the Enrollment Site.  The Enrollment Site provides the freezer and ice machine for storing the plaque samples.  Each Site's location where plaque will be collected should have on site a standard –20º C freezer or refrigerator with a –20º C freezer compartment, for storage of the plaque collection tubes before they are used.  (A –70º C or colder freezer may be used if it is convenient).  Clinics should also have an ice machine, so that thawed collection tubes can be kept on ice at chair-side during the exams at which samples are collected.  After the plaque samples are collected, they must be stored in an ultra-low freezer temperature (–70º C or colder) until they are shipped to the Microbiology Lab at the University of Minnesota. 

III.2.1.2.  Collection tubes provided by the Microbiology Lab.  Plaque collection tubes containing sample buffer will be shipped frozen to each Site by the Microbiology Lab.  The tubes will provided in boxes containing 100 tubes each.  Two full boxes and one empty box will be sent at the beginning of the study, before enrollment begins.  After enrollment begins, one new box full of tubes with sample buffer will be sent from the  Microbiology Lab to the Site each time a box of collected samples is received at the Microbiology Lab.  

Section III.2.4 "Forms" (below) describes how to complete all relevant forms.   Two forms  are used to track the plaque collection tubes, one each for 

• shipping new plaque collection tubes with buffer from the Microbiology Lab to the Site (Form 29) and

• shipping collected samples from the Site to the Microbiology Lab (Form 30).  

III.2.1.3.  Standardized curettes and tube labels provided by the DCC.  The Administrative Center provides standardized curettes for the plaque sampling.  The Administrative Center also trains the examiners in the method used to collect these samples, at the same visit to Minneapolis in which the examiners are trained and calibrated for periodontal measurements.  

Before enrollment begins, the Data Coordinating Center (DCC) will send to each site provisional labels intended for use at the Recruitment Visit and the Baseline/Randomization Visit (Visit #1).  Specifically, the Study Coordinator should receive a set of provisional labels for each possible Patient ID (PID).  When a new subject has her baseline plaque sample taken, a provisional label for her newly-assigned PID is attached to the plaque collection tube.  When the subject is randomized, the DCC sends the Site a set of labels preprinted with the subject's PID and Enrollment Code.  When the subject has her post-baseline plaque sample taken (usually at Visit #5), one of these latter labels is attached to the plaque collection tube.  

The labels for this purpose are cryogenic labels (Teeny Tough Tags™), specially fabricated to adhere to tubes in a –80° C freezer.  Use only these labels supplied by the DCC.  The DCC will include extra labels for each subject in case some are torn and unusable.

III.2.1.4 Collection of Plaque Samples. Tubes may be thawed to room temperature prior to collection in order to affix the labels. It is recommended that labels be put on the tubes before plaque is collected to insure adhesion. Tubes containing plaque samples must be kept on ice from the moment of collection to prevent the plaque bacteria from degrading. Plaque samples are placed on ice to ensure 1) bacteria will stay inactive, and not produce enzymes like DNAases that might influence the results by degrading sample DNA, and 2) that species do not grow by degrading others. Keeping plaque samples on ice will also reduce variability and increase consistency across sites and participants. 

III.2.2. Storing and Shipping Samples

III.2.2.1.  Confirming receipt of the new box of collection tubes.  When a box of new plaque collection tubes arrives at the Site, examine it for broken or thawed tubes.  The box of new tubes will contain a Plaque Collection Tube Shipping Form (Form 29;  see Section III.2.4 "Forms" below for details) of which Part A has been filled out by the  Microbiology Lab.  Fill out Part B of this Form 29 to acknowledge receipt of the boxes and to describe the conditions of their contents.  When Part B of the Form 29 is completed, fax it to the Data Coordinating Center (DCC) at (612)625-0080 and keep the original for the Site's records.  

At the beginning of the study, before enrollment begins, two boxes of new plaque collection tubes will arrive at the Site; a Plaque Collection Tube Shipping Form (Form 29) should arrive with each one and should be completed and faxed to the DCC.  

Save the Styrofoam container in which the freezer box was shipped, so it can be used again when a box of plaque samples is shipped back to the Microbiology Lab.

III.2.2.2.  Storage prior to collection.  Immediately after examining the tubes, place newly arrived boxes of plaque collection tubes in a freezer (–20º C or –70º C) where you have convenient access to them.  The tubes must remain frozen until the day they are used.  The empty freezer box (and subsequent empty boxes) should be placed in the

 –70º C freezer where collected plaque samples will be stored.  

III.2.2.3.  Storage on the day of collection.  Each day that plaque samples will be taken, remove from the freezer one new tube with buffer for each subject who will be sampled that day.  Tubes may be thawed to room temperature prior to collection in order to affix the labels. It is recommended that labels be put on the tubes before plaque is collected to insure adhesion. Tubes containing plaque samples must be kept on ice from the moment of collection. Plaque samples are placed on ice to ensure 1) bacteria will stay inactive, and not produce enzymes like DNAases that might influence the results by degrading sample DNA, and 2) that species do not grow by degrading others. Keeping plaque samples on ice will also reduce variability and increase consistency across sites and participants. 

During the actual plaque collection, the tubes should be kept on ice at chair-side. If the labels were not affixed to the tubes prior to plaque collection, carefully dry off the outside of the tube, and then place one of the pre-printed labels around the tube just beneath the upper rim.  IMPORTANT:  Labels may not stick to the tube properly if the tube is wet.  Once the label is firmly attached, the tube may be returned to an ice bucket, refrigerator, or freezer, but the label must not get wet.  Do not allow the plaque samples to sit at room temperature.  

At the Baseline/Randomization Visit (Visit 1), the plaque sample will usually be taken before it is confirmed that the subject is eligible.  (See Section II.2 "The Baseline/Randomization Visit (Visit 1)", and particularly Section II.2.4.3 "Plaque Sampling, Form 11 (Periodontal Measurements), continued".)  If the subject's eligibility has not been confirmed, the plaque sample should be kept in a convenient ice bucket, refrigerator, or freezer until:

• eligibility is confirmed, after which the sample should be stored as described immediately below (Section III.2.2.4 "Storage after collection");  or

• the subject is determined to be ineligible, in which case the plaque sample should be discarded following the Enrollment Site's standard procedure for biological waste.

III.2.2.4.  Storage after collection.  As soon as possible, take the samples to the –70º C freezer for storage.  The tubes should be kept cold while in transit, for example, by carrying them in the ice bucket.  The –70º C freezer box has its rows and columns labeled for easy reference, the rows being labeled by capital letters, while the columns are labeled by numbers.  If possible, tubes should be placed into the –70º C freezer box in numerical order.  Start in Row A, column 1, fill the spots in order to row A column 10, then go back to Row B column 1, and so on.  

III.2.2.5.  The map of the freezer box (Form 30, Plaque Sample Shipping Form).  When enrollment begins, the Study Coordinator begins a fresh Form 30 for two purposes, both related to the map of the freezer box that is Part C of Form 30.  The two purposes are:  first, to help him/her keep track of the number of full plaque-collection tubes in the freezer; and second, to be a packing list and a map of the box when it is shipped to the Microbiology Lab.  

In particular, when a subject's full plaque collection tube is stored in the –70° C freezer, the Study Coordinator sticks to the box map a label pre-printed with the subject's PID, the same label that is stuck to the plaque collection tube.  The Study Coordinator sticks this label in the row and column of the map corresponding to the tube's row and column in the freezer box.  

Do not store the box map in the freezer, because the paper will become brittle and the labels won't stick to it.  See Section III.2.4.1 "Form 30 (Plaque Sample Shipping Form)" below for more details.  

III.2.2.6.  Shipping.  The Study Coordinator is responsible for shipping the frozen plaque samples when the storage box in the freezer is full (100 tubes).  When the box map (Part C of Form 30) is full, the freezer box is full and needs to be shipped as soon as is practicable.  Then the Study Coordinator begins a fresh Form 30 to keep track of tubes in the newly-empty freezer storage box.

To ship the samples, pack the freezer box in crushed or pelleted dry ice.  Use the Styrofoam shipping box that was saved from the previous shipment of new collection tubes.  Complete Part A of the Form 30 (Plaque Sample Shipping Form) that has been accumulating tube labels, following instructions given in Section III.2.4.1 "Form 30 (Plaque Sample Shipping Form)" below.  Part C of that form, the map of the storage box, should have all 100 places filled with labels, unless this is the last shipment to be made from the Site.  After completing Part A of the Form 30, fax the form to the Data Coordinating Center at (612) 625-0080, copy the form and keep the copy for the Site's records, and put the original Form 30 in the shipping box with the samples, where it serves as a packing list.

The New York, Lexington, and Jackson Sites should ship the samples to the  Microbiology Lab in Minneapolis by FedEx Priority Overnight service or its equivalent (arrival by 10:30 AM next business day).  IMPORTANT:  Do not ship plaque samples on Thursday or Friday or within two days before a holiday.  The extra day is needed in case of a shipping problem.  The Minneapolis Site (Hennepin County Medical Center) should send samples to the Microbiology Lab by a reliable same day courier.

Finally, the Study Coordinator should call the Microbiology Lab at 612-624-3196 to let them know that a shipment is coming.

III.2.3. Training And Standardization For Plaque Sample Collection

As part of their pre-trial training and calibration, examiners will be trained in these plaque collection methods at the Administrative Center.

III.2.4 Forms

III.2.4.1.  Form 29 (Plaque Collection Tube Shipping Form)  

This form serves several purposes:  

• the Microbiology Lab uses it as the packing slip accompanying the new collection tubes from the Lab to the Site;  

• the Site uses it as a receipt for the box of tubes, and to indicate any damage to the tubes and their frozen buffer;  and

• the Data Coordinating Center (DCC) uses it to track shipments of tubes from the Lab to Sites and to collect data monitoring quality of shipping.
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CHANGE IN FOLLOWUP STATUS 

OR

WITHDRAWAL OF CONSENT

Clinical Unit:

OPT Form 50     V1     (1-1)     JAN 03

Form Date:

- -

Month Day Year

Instructions:

Complete this form for every subject for whom future followup visits cannot be completed.  Use the comment

section at the end to describe the circumstances of this change in status.

attach PID label here

Patient ID:

- -

Coordinator Code:

1.   Is the subject deceased?

Date of death:

- -

Month Day Year

STOP HERE

Yes 1

No 2

2.   Are the subject’s whereabouts unknown?

b.   Had she delivered her baby?                          When?

- -

Month Day Year

a.   Last date the subject’s whereabouts were known:

- -

Month Day Year

STOP HERE

Yes 1

No 2

Unknown 3

Yes 1

No 2

3.   Has the subject withdrawn consent for all further data collection?

a.   Date the subject explicitly withdrew consent for

      all further data collection, orally or in writing:

- -

Month Day Year

STOP HERE

Yes 1

No 2

4.   The subject will not attend further visits but still consents to collection of delivery data.

1        Subject has moved to a different geographical area

2        Other, specify: ________________________________________________________________

b.   Anticipated location of delivery

1        Enrollment Site

2        Elsewhere:

Name of other hospital or facility

Contact person’s name (PRINT LEGIBLY) Telephone number

a.   Reason for not attending visits (space for additional comments in Item 5 below) Yes 1

No 2

DCC USE

Received:

Date

Seq. No.:

Form

5.   Comments:

 

Thus, part of Form 29 is completed by personnel at the Microbiology Lab, which ships the collection tubes to the Sites.  The rest of Form 29 is completed by the Study Coordinator at the Site that receives the collection tubes.  

• The Microbiology Lab completes Part A and the identifying information in the upper right-hand corner of each page, which serves as a packing slip.  Upon completing Part A and the identifying information on each page, the responsible Lab person faxes the first page of Form 29 to the Data Coordinating Center (DCC) at (612) 625-0080, makes a photocopy for the Lab's files, and puts the original form in the shipping box with the collection tubes.

• The Study Coordinator at the receiving   Site completes Parts B and C only.  Part B describes the condition in which the box of tubes arrived, and is used to maintain quality in shipping.  Part C, the box map, is used by the Site only to describe missing, thawed, or otherwise damaged tubes.  

• Item B. 2 asks the Study Coordinator to record the locations of missing tubes.  If nine or fewer tubes are missing, this is done using Part C's row labels (letters a through j) and column labels (numbers 1 through 10).  If 10 or more tubes are missing, this is done by marking Xs on the box map.  

• Item 3 asks the Study Coordinator if any tubes were thawed.  If some but not all were thawed, this is done by marking Os on the box map to record the locations of thawed tubes.
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PID Species Count Gel

    B100000 4.47E+02 1

    B101000 4.18E+02 1

    B110000 1.66E+01 0

    B120000 6.76E+04 1

    B130000 8.15E+00 0

    B140000 9.90E+00 0

    B150000 1.58E+01 0

    B160000 4.37E+03 1

    B170000 1.75E+03 1

    B180000 1.18E+01 0

    B190000 4.66E+03 1

    B200000 4.22E+03 1

    B201000 1.93E+04 1

    B210000 1.40E+03 1

    B300000 1.43E+03 1

    B400000 2.04E+01 0

    B500000 3.89E+01 0

    B600000 9.08E+02 1

After completing Part B and as much of Part C as is appropriate, the Study Coordinator faxes all of Form 29 to the Data Coordinating Center (DCC) at (612) 625-0080 and stores the original in the Site's files.  

III.2.4.2.  Form 30 (Plaque Sample Shipping Form)  

This form also serves several purposes:  

• the Site uses it as the packing slip accompanying the plaque samples from the Site to the Microbiology Lab;  

• the Microbiology Lab uses it as a receipt for the box of tubes, and to indicate any damage to the tubes and their frozen buffer;  and

• the Data Coordinating Center (DCC) uses it to track shipments of tubes from the Sites to the Lab and to collect data monitoring quality of shipping.

Thus, part of Form 30 is completed by the Study Coordinator at the site, which ships the tubes containing samples to the Microbiology lab.  The rest of Form 30 is completed by the Microbiology Lab upon receipt.  

• The Study Coordinator completes Part A, Part C (the box map), and the identifying information in the upper right-hand corner of each page.  Taken together, these serve as a packing slip.  

• Part A and the identifying information on each page are self-explanatory.
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MEDICATIONS

Clinical Unit:

Visit #:

OPT Form 12     V1     (1-3)     MAR 03

Form Date:

- -

Month Day Year

attach PID label here

Patient ID:

- -

Instructions:

·  Complete this form at the Baseline/Randomization Visit (Visit #1), recording all drugs, vitamins, and 

    supplements used in the preceding six months.

·  Complete this form at followup visits (#2 - #6), recording changes in drugs, vitamins, and supplements 

    since the previous visit.

·  See the Manual of Operations, Section II.2.4.5 for definitions and details.

CODES for Units and Frequency

Units: 1 = mg

2 = ml

3 = tablets

4 = capsules

5 = drops

6 = grams

7 = puffs

8 = teaspoons

Frequencies: 1 = QD

2 = BID

3 = TID

4 = QID

5 = PRN

A.   Anti-Inflammatories

DCC USE

Received:

Date

Seq. No.:

Form

Examiner Code:

3.   Other

Yes

Daily

Dose Units Freq Month   Day        Year Month   Day        Year

Start Date

Stop Date

If ‘Yes’

No

b.  Specify: ______________

- - - -

1 2

1.   NSAIDS

Yes

Daily

Dose Units Freq Month   Day        Year Month   Day        Year

Start Date

Stop Date

If ‘Yes’

No

a.  Aspirin

- - - -

1 2

b.  Ibuprofen

- - - -

1 2

c.  Other ________________

- - - -

1 2

a.  Acetaminophen

- - - -

1 2

2.   Corticosteroids

a.  Prednisone

b.  Betamethasone

c.  Other ________________

Yes

Daily

Dose Units Freq Month   Day        Year Month   Day        Year

Start Date

Stop Date

If ‘Yes’

No

- - - -

1 2

- - - -

1 2

- - - -

1 2

9 = tablespoons

10 = micrograms

11 = other
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Clinical site and shipping date from page one:

Clinic
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• Part C, the box map, is filled in as plaque samples are collected, as described in Section III.2.2.4, "Storage after collection" (above).  Specifically, each time a full plaque collection tube is placed into the –70º C freezer box, indicate its location on Part C, the box map, by sticking on the box map a pre-printed label with the subject's Patient ID (PID) and visit number, provided by the Data Coordination Center (DCC).  The pre-printed label is stuck on the box map in the row and column of the map corresponding to the row and column in the freezer box where the tube was placed.  Rows of the map are indicated by letters (a through j) and columns of the map are indicated by numbers (1 through 10).

After completing Part A, the identifying information on each page, and Part C (the box map), the Study Coordinator faxes the first page of Form 30 to the DCC at (612) 625-0080, makes a photocopy for the Site's files, and puts the original form in the shipping box with the tubes containing the plaque samples.

• The Microbiology Lab completes Parts B and D only.  Part B describes the condition in which the box of tubes arrived, and is used to maintain quality in shipping.  In completing Part B, the Lab may make marks on Part C, the box map, indicating missing or thawed tubes.  Part D describes the box's location in the Lab's freezer.

• Item B. 2 asks the Study Coordinator to record the locations of missing tubes.  If nine or fewer tubes are missing, this is done using Part C's row labels (letters a through j) and column labels (numbers 1 through 10).  If 10 or more tubes are missing, this is done by marking Xs on the box map.  

• Item 3 asks the Study Coordinator if any tubes were thawed.  If some but not all were thawed, this is done by marking Os on the box map to record the locations of thawed tubes.
After completing Parts B and D and as much of Part C as is appropriate, the Study Coordinator faxes all of Form 30 to the Data Coordinating Center (DCC) at (612) 625-0080 and stores the original in the Site's files.  

III.3.  Overview of Plaque Assays (Microbiology Lab Procedures)

III.3.1.  Shipping Collection Tubes to Enrollment Sites

Plaque is collected at Enrollment Sites in sterile locking-lid DNAase/RNAase-free 1.7 ml microcentrifuge tubes containing 1 ml of collection buffer.  Tubes complete with buffer are provided by the Microbiology Lab;  see Section III.2.1.2.  "Collection tubes provided by the Microbiology Lab".  

Plaque collection tubes containing sample buffer will be shipped frozen to each site by the Microbiology Lab.  The tubes will be provided in 10 x 10 place freezer boxes containing 100 tubes each.  Two full boxes and one empty box will be sent initially. Then, each time a box of collected samples is returned to the Microbiology  Lab, one new full box will be sent.  The freezer boxes will be packed in dry ice inside reusable Styrofoam shipping containers.  The Styrofoam containers are saved by the Site and used to return plaque samples to the Microbiology Lab.

Each box of collection tubes shipped to a Site is documented by a Plaque Collection Tube Shipping Form (Form 29).  From the point of view of the Microbiology Lab, this form mainly serves as a packing list that goes with the shipment.  The Site also uses it to record information about damage to the shipment, for quality control purposes.  After Form 29 is completed, the Lab faxes a copy to the Data Coordinating Center (DCC) at (612) 625-0080, makes a photocopy for its files, and puts the original in the box with the shipment.  Detailed instructions on completing Form 29 are given below, in Section III.3.5.1. "Form 29 (Plaque Collection Tube Shipping Form)".  

III.3.2.  Acknowledging Receipt of Samples

When a Site has filled 100 tubes with plaque samples, the Study Coordinator ships the filled box of collection tubes to the Microbiology Lab, following procedures detailed in Section III.2.2.5. "Shipping", above.  When the box arrives at the Microbiology Lab, its receipt and condition are documented on the Form 30 (Plaque Sample Shipping Form) that came in the shipping box with the shipment of plaque samples.  Detailed instructions on completing Form 30 are given below, in Section III.3.5.2. "Form 30 (Plaque Sample Shipping Form)".  Briefly, Lab personnel indicate on Parts B and C of Form 30 which (if any) tubes were missing, thawed, or otherwise damaged.

III.3.3.  Storage of Samples

After opening the shipping container and checking and documenting the condition of its contents, lab personnel complete Part D of the Form 30 (Plaque Sample Shipping Form) that came with the freezer box, indicating the freezer's rack number and shelf number where the box was placed.  Detailed instructions on completing Form 30 are given below, in Section III.3.5.2. "Form 30 (Plaque Sample Shipping Form)".  Freezer boxes are stored in a –80º C Harris chest freezer, in the location specifically designated for this purpose.  The freezer is wired to the building central freezer alarm system.  University of Minnesota Facilities Management workers will respond to an alarm, and notify lab personnel as needed.  

III.3.4.  Speciation and Quantitation Method
The Amplifluor™ System for Quantitative PCR (Gaithersburg, MD) will be used for running qPCR assays to speciate and quantitate the seven target species:  B. forsythus, T. denticola, P. gingivalis, C. rectus, F. nucleatum, P. intermedia, A. actinomycetemcomitans.  This system uses a manufacturer-designed sequence (Z-tail) that is added to the 5' end of the forward or reverse primers. The Z-tail also constitutes the 3' end of a manufacturer-supplied UniPrimer™ with a 5' hairpin structure.  The hairpin brings a fluorescein molecule into close proximity with a quencher molecule (DABSYL).  The conserved tailed primer and Z-specific UniPrimer™ is added to the master mix in a ratio of approximately 1 to 10.  During the earliest stages of amplification, the tailed primer incorporates the Z-sequence into the PCR product.  The complement to the Z-tail then can anneal to the UniPrimer™.  As the limited supply of tailed primer is exhausted, the UniPrimer™ and species-specific primers continue to drive amplification.  When the specific primers are extended, the hairpin at the 5' end of the UniPrimer™ unfolds.  The fluorescein it contains then can be detected.  The amount of fluorescence is proportional to the original copy number of template DNA molecules across a range of 102 to 107. 

III.3.5.  Outline of laboratory procedures

To prepare DNA extracts for standard curves, large quantities of Aa, Pg, Bf, Td, Cr, Fn, Pi are grown from ATCC stocks, using appropriate media and growth conditions for each.  After verifying gram staining and morphology, DNA are extracted from washed cells using the Masterpure™ kit protocol.  DNA are then quantified using the Picogreen™ kit protocol.  Stock DNA dilutions are prepared based on established DNA/cell values for each species.  qPCR is then run to verify species identity and standard curve consistency with previous standard curves.  Aliquots of DNA stocks will be stored at –80º C.

On Mondays 26 plaque sample tubes are thawed.  DNA are extracted in the same tubes using the Masterpure™ kit protocol.  DNA are then quantified using the Picogreen™ kit protocol.  This is done in a laminar flow template preparation chamber pre-treated with ultraviolet light to minimize DNA contamination.  Two black plastic microplates for fluorescence are used.  Picogreen DNA standards or 10-fold sample dilutions are loaded in triplicate wells using a pre-established template (unused portions of samples will be stored at 6 º C).  Outer wells are excluded to minimize edge effects.  Picogreen™ reagent is then added to each well in equal volumes.

As part of the speciation and quantitation method, Lab personnel transcribe each tube's patient ID (PID) and visit number from the box map and/or tube labels to the quantitation software, checking the PID and visit number on the map against the label on the tube.  In all the steps of collecting and processing plaque samples, this is the only occasion on which a PID and visit number are transcribed, so it is the main opportunity for introducing an error into these data.  Thus, transcription of PIDs and visit numbers should be done with great caution, double-checking to ensure that the correct PID and visit numbers have been transcribed.

In the case of the DNA assay, PID numbers are entered into a pre-established template created with Deltasoft plate reader software.  Fluorescence is read using a Tecan Spectrafluor microplate reader.  The software automatically calculates DNA concentrations based on the standard curve.  A hard copy of the concentration report is printed and an electronic copy is saved on disk.  Deltasoft is used to export the PID and sample DNA concentration columns to a simple two-column Excel file.  Header information required by the DCC are added in Excel, and this DNA data form is sent to the DCC by E-mail.

qPCR master mix is prepared in a laminar flow chamber pre-treated with ultraviolet light to minimize DNA contamination.  A dedicated liquid handling system is used with disposable tips.  The technician prepares 6.0 ml (Tuesday or Thursday) or 4.5 ml (Wednesday or Friday) master mix excluding primers.  The technician then divides the master mix into 4 (Tuesday or Thursday) or 3 (Wednesday or Friday) tubes, and labels the tubes.  Then species-specific primers are added to each tube:  1. Aa, 2. Pg, 3. Bf, 4. Td (Tuesday or Thursday);  1. Cr, 2. Fn, 3. Pi (Wednesday or Friday).  Then 4 (Tuesday or Thursday) or 3 (Wednesday or Friday) skirted black PCR microplates are labeled.  The tech then dispenses 23 µl master mix into cols. 2-11 rows B-G of the microplates.  The plates are covered with an autoclaved sealing mat (to be discarded after 10 uses).  The plates are transferred to the laminar flow template preparation chamber pre-treated with ultraviolet light to minimize DNA contamination.  The technician thaws a DNA standard tube for each species and makes 6 dilutions in opaque tubes:  1. Aa, 2. Pg, 3. Bf, 4. Td (Tuesday or Thursday);  1. Cr, 2. Fn, 3. Pi (Wednesday or Friday).  Label 4 (Tuesday or Thursday) or 3 (Wednesday or Friday) of these tubes.  Using dedicated pipettors or a repeater with filter or positive displacement tips, the technician loads 2 µl standards/sample in triplicate wells using a pre-established template (include negative controls):  Samples 1-13 (Tuesday or Wednesday);  Samples 14-26 (Thursday or Friday).  The plates are then re-sealed and mixed on plate shaker.  The tech then transfers the plates to the thermal cycler room and returns the samples to their previous rack/shelf/box location in–80º C freezer.  The tech places each plate in the designated thermal cycler for each species, and runs the pre-set program.

After the pre-set program is run, the plates are returned from thermal cyclers and brought to the Spectrafluor.  For each plate, the tech enters PID numbers into the pre-established Spectrafluor template for that species, then reads fluorescence.  The software automatically calculates bacteria per µl DNA extract based on the standard curve.

After fluorescence is read, the technician loads 10 µl of the contents of each well into a pre-cast 96-well Invitrogen E-Gel for high throughput electrophoresis.  An image of the gel is saved using a Bio-Rad Gel-doc system;  a hard copy is also printed at this time.  The gel image is used to cross-check Spectrafluor results.  For each plate, problem wells are defined as follows:  1. Band, but no fluorescence above baseline;  2. Fluorescence above baseline, but no band;  3. An unusually dense primer-dimer band;  and 4. Fluorescence in one replicate is much higher or lower than other two.  If one well per triplicate is a problem, Spectrafluor software will be used to mask that well and recalculate bacterial numbers for that sample.  If 2-3 wells per triplicate are problem wells, the qPCR for that sample will be re-done.  A hard copy of the cross-checked concentration report is printed;  the data file is also saved on disk.  For each species, Deltasoft is used to export the PID and bacterial count columns to a simple two-column Excel file.  Header information required by the DCC is added in Excel, and the DNA data form is sent to the DCC by E-mail.

For a study lasting three years, reproducibility is necessarily a concern.  An important potential source of variability is pipetting.  Pipettor accuracy will be checked each month.  Pipettes will be calibrated annually, or as often as needed.  We have observed that negative controls are more prone to primer-dimer problems.  Thus contamination is declared only when there are species-specific amplicons in the negative control lanes of the gel.  In that case, the PCR areas are thoroughly cleaned with bleach, and reagents checked for contamination.  No further samples are run until clean no-template controls are obtained.  Samples from the run where contamination was detected then would be re-done.  Repeats can also be triggered by a substantial loss of signal strength from the quantitative positive control samples.  This is monitored by plotting each standard curve relative to the ten previous ones.  If such an event should occur, DNA standards and PCR reagents are checked for loss of activity.  After resolution of any problem, affected samples are re-done.  We attempt to minimize such problems by preparing qPCR DNA standards from very large batches of pure bacterial cultures.  Those extracts are frozen in small aliquots for weekly use.  Lot-to-lot variation in reagents is minimized by buying in large quantities (but not in excess of their shelf life).
III.3.6.  Forms

III.3.6.1.  Form 29 (Plaque Collection Tube Shipping Form)

This form serves several purposes:  

• the Microbiology Lab uses it as the packing slip accompanying the new collection tubes from the Lab to the Site;  

• the Site uses it as a receipt for the box of tubes, and to indicate any damage to the tubes and their frozen buffer;  and

• the Data Coordinating Center (DCC) uses it to track shipments of tubes from the Lab to Sites and to collect data monitoring quality of shipping. 
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SHIPPING FORM
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A.   Shipping Information  (Filled out by Microbiology Lab only)

1.   Clinical site shipped to:

2.   Date of shipment:

- -

Month Day Year

3.   Courier: 1      FedEx 2      Other, specify: _____________________________

4.   Tracking number:  _____________________________________

5.   Date this form was faxed from the Microbiology Lab to the DCC:

- -

Month Day Year

6.   Contact information for the person responsible for shipping these samples:

a.  Initials:                           b.  Name (please print): _____________________________________________

- -

Month Day Year

Clinical site and shipping date from below:

Clinic

Instructions

MICROBIOLOGY LAB: Fill out identifying information in upper right corner of every page.

Fill out ONLY Part A (Shipping Information).

Fax the form to the DCC (612) 625-0080, keep a copy, and put the original in the

shipping box.

CLINICAL SITE: Fill out ONLY Part B (Receipt Information) and, if necessary, Part C (Map of the

Shipping Box).

Fax the form to the DCC (612) 625-0080, then file it for future reference.

·

·

·

·

·

OBSTETRICS & PERIO THERAPY STUDY

DO NOT SHIP ON THURSDAY, FRIDAY, OR BEFORE A HOLIDAY.

Thus, part of Form 29 is completed by personnel at the Microbiology Lab, which ships the collection tubes to the Sites.  The rest of Form 29 is completed by the Study Coordinator at the Site that receives the collection tubes.  

• The Microbiology Lab completes Part A and the identifying information in the upper right-hand corner of each page, which serves as a packing slip.  Upon completing Part A and the identifying information on each page, the responsible Lab person faxes the first page of Form 29 to the Data Coordinating Center (DCC) at (612) 625-0080, makes a photocopy for the Lab's files, and puts the original form in the shipping box with the collection tubes.

• The Study Coordinator at the receiving   Site completes Parts B and C only.  Part  B describes the condition in which the box of tubes arrived, and is used to maintain quality in shipping.  Part C, the box map, is used by the Site only to describe missing, thawed, or otherwise damaged tubes.  

• Item B. 2 asks the Study Coordinator to record the locations of missing tubes.  If nine or fewer tubes are missing, this is done using Part C's row labels (letters a through j) and column labels (numbers 1 through 10).  If 10 or more tubes are missing, this is done by marking Xs on the box map.  

• Item B.3 asks the Study Coordinator if any tubes were thawed.  If some but not all were thawed, this is done by marking Os on the box map to record the locations of thawed tubes.
After completing Part B and as much of Part C as is appropriate, the Study Coordinator faxes all of Form 29 to the Data Coordinating Center (DCC) at (612) 625-0080 and stores the original in the Site's files.  

III.3.6.2.  Form 30 (Plaque Sample Shipping Form)  

This form also serves several purposes:  

• the Site uses it as the packing slip accompanying the plaque samples from the Site to the Microbiology Lab;  

• the Microbiology Lab uses it as a receipt for the box of tubes, and to indicate any damage to the tubes;  and

• the Data Coordinating Center (DCC) uses it to track shipments of tubes from the Sites to the Lab and to collect data monitoring the quality of shipping. 

Thus, part of Form 30 is completed by the Study Coordinator at the site, which ships the tubes containing samples to the Microbiology lab.  The rest of Form 30 is completed by the Microbiology Lab upon receipt.  

• The Study Coordinator completes Part A, Part C (the box map), and the identifying information in the upper right-hand corner of each page.  Taken together, these serve as a packing slip.  

• Part A and the identifying information on each page are self-explanatory.

• Part C, the box map, is filled in as plaque samples are collected, as described in Section III.2.2.4, "Storage after collection" (above).  Specifically, each time a full plaque collection tube is placed into the –70º C freezer box, indicate its location on Part C, the box map, by sticking on the box map a pre-printed label with the subject's Patient ID (PID) and visit number, provided by the Data Coordination Center (DCC).  The pre-printed label is stuck on the box map in the row and column of the map corresponding to the row and column in the freezer box where the tube was placed.  Rows of the map are indicated by letters (a through j) and columns of the map are indicated by numbers (1 through 10).

After completing Part A, the identifying information on each page, and Part C (the box map), the Study Coordinator faxes the first page of Form 30 to the DCC at (612) 625-0080, makes a photocopy for the Site's files, and puts the original form in the shipping box with the tubes containing the plaque samples.

[image: image25.emf]B.   Receipt Information  (Filled out by the Microbiology Lab only)

1.   Date the box was received at the Microbiology Lab:

- -

Month Day Year

5.   Date this form was faxed from the Bacteriology Lab to the DCC:

- -

Month Day Year

2.   Was the box missing any tubes listed on the map (Part C)?

a.   How many tubes were missing?

b.   If 9 or fewer tubes were missing, indicate their locations using the map’s row 

      and column numbers:

If 10 or more tubes were missing, indicate their locations on the map by making

a large 

X

 in the corresponding box on the map.

3.   Were any tubes thawed?

a.   How many tubes were thawed?

1       The whole box

Part of the box

If only part of the box was thawed, indicate the thawed tubes on the map

by making a large 

O

 in the corresponding box on the map.

4.   Was there any other damage to the samples?

6.   Microbiology Lab Contact Information:
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- -

Month Day Year

Clinical site and shipping date from page one:

Clinic

a.  Initials:

c.  Phone:

d.  E-mail address: _________________________________________________

b.  Name (please print): _____________________________________________

row column

1.

2.

3.

row column

4.

5.

6.

row column

7.

8.

9.

OBSTETRICS & PERIO THERAPY STUDY

Yes 1

No 2

Yes 1

No 2

Yes, describe: 1

No 2

2

• The Microbiology Lab completes Parts B and D only.  Part B describes the  condition in which the box of tubes arrived, and is used to maintain quality in shipping.  In completing Part B, the Lab may make marks on Part C, the box map, indicating missing or thawed tubes.  Part D describes the box's location in the Lab's freezer and is completed when the box is placed in the freezer.

• Item B. 2 asks lab personnel to record the locations of missing tubes.  If nine or fewer tubes are missing, this is done using Part C's row labels (letters a through j) and column labels (numbers 1 through 10).  If 10 or more tubes are missing, this is done by marking Xs on the box map.  

• Item 3 asks lab personnel if any tubes were thawed.  If some but not all were thawed, this is done by marking Os on the box map to record the locations of thawed tubes.
After completing Parts B and D and as much of Part C as is appropriate, lab personnel fax all of Form 30 to the Data Coordinating Center (DCC) at (612) 625-0080 and store the original in the Microbiology Lab's files.  

III.3.6.3.  Form 32 (Bacterial Species and Quantities/DNA)

Form 32, Bacterial Species and Quantities/DNA:

[image: image26.emf]C.   Map of the Shipping Box

OPT Form 30     V1     (3-3)     DEC 02

COLUMNS
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- -

Month Day Year

Clinical site and shipping date from page one:

Clinic

D.   Freezer Location 

       Freezer rack __________     Shelf number __________

OBSTETRICS & PERIO THERAPY STUDY
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Two-letter abbreviation of species reported on this specific instance of Form 32

Column 1
Column 2

PID/Visit
Species count/µl sample DNA

To be E-mailed to the DCC (e-mail files to helen@ccbr.umn.edu) as attached Excel files.

III.4.  Collecting, Processing, Storing, and Shipping Serum Samples (Enrollment Site Procedures)

III.4.1.  Equipment and Standards

III.4.1.1.  Equipment provided by the Enrollment Site.  Each Site or its clinical lab provides the following equipment.  

• Any equipment needed for the blood draw, in particular tubes into which blood is drawn.  The Host Response Lab recommends 14ml red top vacutainer tubes containing clot activator and separator gel for serum separation. 
• Any equipment needed for centrifuging and pouring off serum.  In particular, serum must be drawn off the centrifuged samples with transfer pipettes that are single-use sterile plastic (pyrogen-free) pipettes or that are glass fired to burn off pyrogen.  

• Space in a –70°C or –80°C freezer, for storing serum samples.

III.4.1.2.  Serum-collection tubes provided by the Host Response Lab.  Before enrollment begins and periodically thereafter, the Host Response Lab will send to each Site a supply of 2ml screw-top sample tubes that can be stored at –80°C, to hold and store the serum.  Unlike the plaque-collection tubes supplied by the Microbiology Lab, the serum-collection tubes need not be kept frozen, so their shipment does not require the formal tracking needed for the plaque-collection tubes.  Instead, the Host Response Lab ships the tubes to the Study Coordinator, who confirms their arrival by e-mail, noting any irregularities. 
III.4.1.3.  Tube labels provided by the DCC.  Before enrollment begins, the Data Coordinating Center (DCC) will send to each site provisional labels intended for use at the Recruitment Visit and the Baseline/Randomization Visit (Visit #1).  Specifically, the Study Coordinator should receive a set of provisional labels for each possible Patient ID (PID).  The first set of labels for the baseline visit will be coded with the letter, “B” followed by the five-digit PID, with “B” representing baseline. When a new subject has her baseline serum sample taken, the Study Coordinator uses these provisional labels, with the subject's newly-assigned PID, to label the serum tubes and sends five more provisional labels with the subject to the clinical lab, for the blood-draw tubes.  When the subject is randomized, the DCC sends the site a set of labels preprinted with the letter, “V” followed by the five-digit PID, with “V” representing “visit”. When the subject has her post-baseline blood draw (usually at Visit #5), some of these latter labels are attached to the blood draw and serum tubes.  

The labels for this purpose are cryogenic labels (Teeny Tough Tags™), specially fabricated to adhere to tubes in a –80° C freezer.  Use only these labels supplied by the DCC.  The DCC will include extra labels for each subject in case some are torn and unusable.

III.4.2.  Collecting, Processing and Storing Samples

The context for these procedures is given in Section II.2.4, on the sequence of procedures and forms at the Baseline/Randomization Visit (Visit 1), specifically Section II.2.4.5 "Blood Draw for the Serum Sample".  The procedure is first described in general terms, then specifics are given for each Enrollment Site.  

In general terms, the object of this procedure is to obtain 4 serum-collection tubes containing a minimum 4 to 5 ml of serum total (approximately 1ml of serum per tube).  Roughly 10 ml of whole blood must be drawn to obtain this amount of serum, with the exact amount for a subject depending on her hematocrit percentage. If the vacutainer is less than two thirds full of blood, a second vacutainer should be drawn so that enough serum can be obtained. When possible the blood draw will coordinate with the study participants routine monthly blood draws.

The procedure is generally as follows for Sites other than Lexington (University of Kentucky.  The subject having blood drawn is escorted to the Site's clinical lab by the Study Coordinator.  She carries with her an order for the blood draw, in the format appropriate to the Site (see below).  She also carries with her four 2-ml screw-top tubes with PID/visit labels attached and four other pre-printed labels bearing her PID, to be attached to the blood draw tubes.  (This includes extras in case of torn labels.)  At the lab, her blood is drawn into red top vacutainer tubes containing clot activator and separator gel for serum separation.  Following the blood draw, the subject’s blood is centrifuged in a refrigerated slow speed centrifuge for serum separation. The separated serum is drawn off using a sterile pipette, taking care to minimize the inclusion of red blood cells, and aliquoted equally into the four labeled screw top serum tubes. One ml of separated serum is placed in each vial. The serum is immediately taken to the Site's

 –70°C or –80°C freezer and stored in the designated place with other serum tubes from the OPT Study.  

At the Lexington (University of Kentucky) Site, the subject has her blood drawn in the Ob-Gyn clinic into red top vacutainer tubes containing clot activator and separator gel for serum separation.  The whole blood is taken immediately to the Host Response Lab for processing and storage.
Freezing the sample "immediately" should be interpreted as meaning within an hour of the blood draw.  The Study Coordinator is responsible for working with the appropriate person in the clinical lab to ensure that this guideline is met consistently.  

The rest of the present section gives detailed instructions for each Enrollment Site.  

III.4.2.1.  Minneapolis (Hennepin County Medical Center).  

• The subject arrives at the clinical lab with a Study Request Card and 10 labels (which includes 3 extras in case of torn labels).  The Study Request Card is completed as follows:

– The study's name for this purpose is:  "Pre-term Study".  This exact name must be entered here because the lab's technicians use this name to locate this study's protocol in their notebook of protocols.

– The "patient name" line should be completed by entering the subject's name only, not her PID.  The PID is excluded because putting both the subject's name and PID on the card would make it a sensitive document requiring storage in the Study Coordinator's locked storage.  If the Special Request Card contains only the subject's name, it can be stored in the lab's files in the usual manner.

– The instructions on the lower half of the card are:  

“• Draw two – 10 ml SST vacutainer tubes of blood

• Spin down and PO 5 serum tubes

• Affix one of the attached labels to each tube

• Freeze at  –70º C"

– Except for the subject's name, these Special Request Cards are the same for all subjects.  Thus, the Study Coordinator may prefer to prepare them in advance so that only the subject's name needs to be added when she is sent for her blood draw.  

– Blood is drawn by a phlebotomist into two 10 ml SST tubes, to each of which a study label is attached.

– The whole blood is centrifuged to separate the serum.  One ml of serum is pipetted  

   into each of four, labeled, 2ml tubes. 

– The labeled tubes are immediately taken to the blood bank's –70°C freezer 

   and stored in the designated place.

III.4.2.2.  Lexington, Kentucky (University of Kentucky)

Lab Collection, Processing, and Storing Serum Samples

University of Kentucky Lab Procedures for specimen collection:

Lab Collection

–  The Study Coordinator or designated study personnel will escort the subject with a 

    Study Request Card and 10 labels to the OB/GYN clinic.

–  The OB/GYN phlebotomist will draw blood into one 10ml red top vacutainer labeled

    with one of the study labels. An additional vacutainer tube will be drawn if the first 

    one is less than three quarters full of blood.  When possible the blood draw will

    coordinate with the study participants routine monthly blood draws.

Specimen Processing

–  The whole blood will be immediately taken to the laboratory of the Center for Oral

    health Research and centrifuged at 300 rpm in a 4oC refrigerated slow speed

    centrifuge to separate the serum. 

–  The serum will be separated from the red cell pellet using a sterile pyrogen free

    disposable pipette.  The sample will be equally divided into four 1ml screw top

    sample tubes, each of which is labeled with one of the study labels (contains the

    subject’s study number and visit number). 

–  All serum samples will be recorded in Excel using subject and study visit identifiers 

    and a hand written map to the box of tubes indicating specimen location.

–  The labeled serum tubes will be promptly taken to the -70oC freezer and stored in the

    designated place with other serum tubes from this  study. 

–  The Study Coordinator will escort the subject to the research clinic to receive their 

    appointments for Essential Dental Care and if appropriate, study periodontal    

    therapy.

III.4.2.3.  New York (Harlem Hospital/Columbia University)
Lab Collection

–  The Study Coordinator or designated study personnel will escort the subject with a 

    Study Request Card and 10 labels to the laboratory, (which includes 3 extras, in case 

    of torn labels).

–  The Ob-phlebotomist (Mr. Frazier) will draw blood into two 10-ml SST tubes, each of 

     which is labeled with one of the study labels.

Specimen Processing

–  The whole blood is centrifuged at 300 rpms in a 4oC refrigerated slow speed 

    centrifuge to separate the serum. 

–  The serum will be separated using sterile disposable pipettes.  The separated serum

    will be placed in four 1ml screw top sample tubes, each of which is labeled with one

    of the study labels (contains the subject’s ID number and visit number).

–  The labeled serum tubes will be promptly taken to the -70oC freezer located in the 

    OB Clinic, Rm2041, and stored in the designated place with other serum tubes from

    this study.

– The Study Coordinator or designated study personnel will escort the subject to the 

     study office to receive appointments in coordination with their OB appointments if 

     possible, for Essential Dental Care and periodontal therapy (if appropriate).

–  All serum samples will be recorded in Excel, using subject and study visit identifiers, 

    along with a hand written map to the box of tubes indicating specimen location.

III.4.2.4.  Jackson, Mississippi (University of Mississippi) 

Lab Collection

-  The Study Coordinator or designated study personnel will escort the subject with a 

    Study Request Card and 10 labels to the laboratory (which includes

    3 extras in case of torn labels).

-  A phlebotomist will draw blood into two 7-ml SST tubes, each of which will be

    labeled with one of the study labels.  

Specimen Processing

-  The whole blood is centrifuged at 300 rpms in a 4oC refrigerated slow speed 

    centrifuge to separate the serum. 

-  The serum will be separated using a sterile pyrogen free disposable pipette.  The

    sample will be placed in five 2ml screw top sample tubes, each of which  is labeled 

    with one of the study labels (contains the subject’s study number and visit number). 

-  All serum samples will be recorded in Excel using subject and study visit identifiers 

    and a hand written map to the box of tubes indicating specimen location.

-  The labeled serum tubes will be promptly taken to the -70oC freezer located in the 

    Medical Mall and stored in the designated place with other serum tubes from this 

    study. 

-  The Study Coordinator will escort the subject to the study office to set up their 

    appointments for Essential Dental Care and if appropriate, study periodontal    

    therapy.

III.4.3.  Shipping Frozen Serum Samples.  

At Sites other than Lexington (University of Kentucky), the Study Coordinator is responsible for shipping the frozen serum samples when the storage box in the freezer is full (100 tubes).  

When enrollment begins, the Study Coordinator begins a fresh Form 31 (Serum Sample Shipping Form) for two purposes, both related to Item A.7 of the form.  The two purposes are:  first, to help him/her keep track of the number of serum tubes in the freezer; and second, to serve as a packing list when the box is shipped to the Host Response Lab.  (See Section III.4.4.  "Form 31 (Serum Sample Shipping Form)".)  In particular, Item A.7 of Form 31 provides spaces for 25 labels pre-printed with PIDs, the same labels that are attached to the serum tubes.  Each time the Study Coordinator sends a subject to the clinical lab for a blood draw, s/he sticks a label with the subject's PID into one of the 25 boxes on Form 31, Item A.7.  For each blood draw, four tubes of serum go into the freezer.  Thus 25 blood draws fill the available spaces in Item A.7 of Form 31 and indicate that 4 x 25 = 100 tubes are in the storage box in the freezer.  When this happens, the storage box in the freezer is full and should be shipped as soon as practicable.  Then the Study Coordinator begins a fresh Form 31 to keep track of tubes in the newly-empty freezer storage box.  

Do not store Form 31 in the freezer, because the paper will become brittle and the labels won't stick to it.  See Section III.4.4.  "Form 31 (Serum Sample Shipping Form)" below for more details.

When the study's allocation of space in the –70°C or –80°C freezer is full, the New York, Minneapolis, and Jackson Sites should ship the samples to the Host Response Lab in Kentucky.  Shipping cost is covered by the Host Response Lab.  For this purpose, each Site will have a UPS billing number to put on the airbill, ensuring that the Host Response Lab is billed.   

To ship the tubes, pack them into a Styrofoam container in crushed dry ice in compliance with IATA packing instruction 650 and ship the box by FedEx to the University of Kentucky for next day delivery.  IMPORTANT:  Do not ship plaque samples on Thursday or Friday or within two days before a holiday.  The extra day is needed in case of a shipping problem.  The shipment's packing list is the same Form 31 on which the PID labels have been stuck to monitor the number of tubes in the freezer.  Form 31 is described in detail in the section immediately following.  

III.4.4.  Form 31 (Serum Sample Shipping Form)  

This form serves several purposes:  

• the Site uses it as the packing slip accompanying the serum samples from the Site to the Host Response Lab;  

• the Host Response Lab uses it as a receipt for the box of tubes, and to indicate any damage to the tubes and their frozen contents;  and

• the Data Coordinating Center (DCC) uses it to track shipments of tubes from the Sites to the Lab and to collect data monitoring the quality of shipping. 

[image: image27.emf]SERUM SAMPLE SHIPPING FORM
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A.   Shipping Information  (Filled out by Clinical Site only)

1.   Clinical site:

2.   Date of shipment:

- -

Month Day Year

3.   Courier: 1      FedEx 2      Other, specify: _____________________________

4.   Tracking number:  _____________________________________

5.   Date this form was faxed from the Clinical Site to the DCC:

- -

Month Day Year

6.   Contact information for the person responsible for shipping these samples:

a.  Code:                                 b.  Name (please print): _____________________________________________

- -

Month Day Year

Clinical site and shipping date from below:

Clinic

Instructions

CLINICAL SITE: Fill out identifying information in upper right corner of every page.

Fill out ONLY Part 

A

 (Shipping Information). 

·

·

Fax the form to the DCC (612) 625-0080, keep a copy, and put the original in the

shipping box.

·

HOST RESPONSE LAB: Fill out ONLY Part 

B

 (Receipt Information) and Part C as needed.

Fax the form to the DCC (612) 625-0080, then file it for future reference.

·

·

OBSTETRICS & PERIO THERAPY STUDY

7.   Place labels here for all subjects/visits included in this shipment:

DO NOT SHIP ON THURSDAY, FRIDAY, OR BEFORE A HOLIDAY.

Thus, part of Form 31 is completed by the Study Coordinator at the Site, who ships the tubes containing samples to the Host Response Lab.  The rest of Form 31 is completed by the Host Response Lab upon receipt.  

• The Study Coordinator completes Part A and the identifying information in the upper right-hand corner of each page.  Taken together, these serve as a packing slip. 

• Part A and the identifying information on each page are self-explanatory, except for Item A.7.  The purpose of Item A.7 is to identify the subjects and visits represented by the serum tubes in the shipping box.  To complete Item A.7, each time the Study Coordinator sends a subject to the Site's clinical lab to have a serum sample drawn, s/he sticks a pre-printed label identifying the subject and visit in one of the 25 spaces provided in Item A.7.  When the 25 spaces are filled with labels, the box of tubes stored in the Site's –70° C freezer is filled and ready to ship to the Host Response Lab.

After completing Part A and the identifying information on each page, the Study Coordinator faxes the first page of Form 31 to the DCC at (612) 625-0080, makes a photocopy for the Site's files, and puts the original form in the shipping box with the tubes containing the serum samples.

• The Host Response Lab completes only Parts B and C (if needed).  Part B describes the condition in which the box of tubes arrived, and is used to maintain quality in shipping.  In completing Part B, the Lab may make marks on Part C, the box map, indicating missing or thawed tubes.  

• Item B.2 asks lab personnel to record the locations of missing tubes.  If nine or fewer tubes are missing, this is done using Part C's row labels (letters a through j) and column labels (numbers 1 through 10).  If 10 or more tubes are missing, this is done by marking Xs on the box map.  

• Item B.3 asks lab personnel if any tubes were thawed.  If some but not all were thawed, this is done by marking Os on the box map to record the locations of thawed tubes.
After completing Part B and as much of Part C as is appropriate, lab personnel fax all of Form 31 to the Data Coordinating Center (DCC) at (612) 625-0080 and store the original in the Host Response Lab's files.  

III.5.  Overview of Serum Assays (Host Response Lab Procedures)

A sequential ELISA methodology is used to optimize the lab's capacity to measure multiple biomarkers in the available serum/plasma samples.

III.5.1.  Acute phase proteins

Acute phase proteins will be analyzed using a capture ELISA for quantitating C-reactive protein (CRP) that was developed in our laboratory. QUOTE "" 
 This protein was chosen based on previous data suggesting alterations associated with periodontitis and using CRP as a response element for IL-1-type cytokines.  This assay will use goat or sheep anti-human CRP (Calbiochem, Cappel) to coat the microtiter plates (Dynatech) at a concentration of approximately 1.0 µg/well.  The sera will be diluted approximately 1:100-1:500 and incubated for two hours.  After washing, polyclonal monospecific antihuman CRP or Fb will be added and incubated for 2 hours.  The plates will be washed and incubated overnight with goat anti-rabbit IgG conjugated with alkaline phosphatase (R&D Systems).  The dynamic range of the assay is generally 0.1-500 ng/ml with inter- and intra-plate coefficients of variation of approximately 10%.

III.5.2.  Acute phase mediators

Microtiter plates will be coated with 5 µg/ml of mouse monoclonal antibody to IL-1, IL-6, IL-8, PGE2 (Biosource) or TNF (R&D). The sequence for serum/plasma analysis will be IL-1, IL-6, TNF, and IL-8.  A pooled recombinant standard of the cytokines will be used on all plates.  Each of the cytokines in the pooled standard will be adjusted to 1000 pg/0.2 ml and diluted serially two-fold to 0.5 pg/0.2 ml.  This pooled standard will be used as the combination of cytokines that most closely resemble the samples being tested.  The ELISA will be developed as described previously.  The dynamic range of the assays is 10-5000 pg/0.1 ml with inter- and intra-plate coefficients of variation of approximately 10%.

III.5.3.  Matrix Metalloproteinases

MMP-9 (gelatinase) was selected for these studies due to multiple reports describing elevations in this tissue-modifying enzyme in amniotic fluids during preterm birth and associated with amniotic infections.  While there have been no studies documenting systemic changes in any MMP associated with preterm birth, numerous studies have identified changes in MMP-9 and other MMPs associated with myocardial infarcts and acute coronary syndromes, degenerative aneurysms, carotid plaque instability, and polycystic kidney disease. Thus, the ability to measure this biomolecule in serum/plasma appears reasonable, and the potential to document systemic changes with local activities contributing to preterm rupture of membranes (PROM) and preterm birth appears biologically plausible.  The MMP-9 ELISA will be obtained as a commercial kit (R&D Quantikine) for analysis of this mediator.  We have developed a standard procedure for evaluating and validating new reagents for detection of specific biological mediators.  Briefly, this entails obtaining multiple sources for capture and developing reagents.  This is done since the majority of reagents are developed to the human molecules, although they are not all as efficient in reacting with complementary antigenic epitopes within the capture assays.  These reagents are tested with human sera from our library of samples including periodontitis and autoimmune disease patients, through a broad range of dilutions, and compared to a human purified standard.  Those reagent combinations deemed optimal for providing signal/noise ratio and a dynamic standard curve are selected.

III.5.4.  Serum IgG Antibodies

IgG antibody levels to the 7 bacteria tested in the microbiological studies will be determined by quantitative ELISA using formalin-killed whole bacterial antigens. QUOTE "" 
  The microorganisms will be attached to microtiter plates under alkaline conditions at 37°C.  The plates will be incubated and developed with either affinity purified goat anti-human IgG (Calbiochem) conjugated with biotin, followed by streptavidin conjugated to alkaline phosphatase (R&D Systems).  Each bacterial antigen plate has standard wells coated with an anti-IgG capture antibody.  To these wells will be added serially diluted nonhuman primate IgG (R&D Systems) of a known gravimetric measure.  The bacterial and standard wells will be developed with the same IgG reagents.  Thus, the antibody levels will be estimated to the standard curve and expressed as ng-µg/ml of IgG reactivity.  Samples will be assayed in the sequence of least to most prominent antibody level in the sera based upon preliminary studies and the minimal detectable dose for the assays.

The coating of the microtiter plates for the above assays will be performed in carbonate/bicarbonate buffer.  After 3-4 hours of incubation at 37°C, the solution will be removed and 1% bovine serum albumin (BSA) in PBS added to block the unbound sites in the wells.  Plates then will be  stored with the BSA at 4°C overnight.  Intra- and inter-plate variability will be accepted with a sample duplicate variation of ≤ 15% and the standard curve between plates requires:  (i) maximum OD of at least 1.0 (no more than 20% variation), (ii) significant difference (p > 0.05) in the slopes, and (iii) a background of < 0.15.

III.5.5.  Endotoxin Levels

Endotoxin activity will be analyzed using the Endosafe® commercial kit (Charles River), as an indicator of local and systemic challenge with this biological inflammatory stimulant, and as a correlate with increases in Gram-negative bacteria in the host.  The serum will be diluted (1:100) with pyrogen-free water and heat inactivated at 70° C for 10 minutes.  100-µl sample and 100 µl of standard endotoxin (E. coli O55:B5) will be transferred to pyrogen-free microtiter plates.  100 µl of the Limulus Amoebocyte Lysate will be added to each well, mixed, and the kinetics of absorbance assessed at 405 nm using a Dynatech microplate reader.  The time of onset of color development is inversely related to the amount of endotoxin activity in the experimental sample.  Endotoxin levels in the samples will be determined by comparison to a standard curve using E. coli LPS (as per manufacturer’s instructions).

III.5.6.  Forms

III.5.6.1.  Form 31 (Serum Sample Shipping Form)  

This form serves several purposes:  

• the Site uses it as the packing slip accompanying the serum samples from the Site to the Host Response Lab;  

• the Host Response Lab uses it as a receipt for the box of tubes, and to indicate any damage to the tubes and their frozen contents;  and

• the Data Coordinating Center (DCC) uses it to track shipments of tubes from the Sites to the Lab and to collect data monitoring the quality of shipping.  

Thus, part of Form 31 is completed by the Study Coordinator at the Site, who ships the tubes containing samples to the Host Response lab.  The rest of Form 31 is completed by the Host Response Lab upon receipt.  

• The Study Coordinator completes Part A and the identifying information in the upper right-hand corner of each page.  Taken together, these serve as a packing slip. 

• Part A and the identifying information on each page are self-explanatory, except for Item A.7.  The purpose of Item A.7 is to identify the subjects and visits represented by the serum tubes in the shipping box.  To complete Item A.7, each time the Study Coordinator sends a subject to the Site's clinical lab to have a serum sample drawn, s/he sticks a pre-printed label identifying the subject and visit in one of the 25 spaces provided in Item A.7.  When the 25 spaces are filled with labels, the box of tubes stored in the Site's –70° C freezer is filled and ready to ship to the Host Response Lab.

After completing Part A and the identifying information on each page, the Study Coordinator faxes the first page of Form 31 to the DCC at (612) 625-0080, makes a photocopy for the Site's files, and puts the original form in the shipping box with the tubes containing the serum samples.

• The Host Response Lab completes only Parts B and C (if needed).  Part B describes the condition in which the box of tubes arrived, and is used to maintain quality in shipping.  In completing Part B, the Lab may make marks on Part C, the box map, indicating missing or thawed tubes.  

• Item B. 2 asks lab personnel to record the locations of missing tubes.  If nine or fewer tubes are missing, this is done using Part C's row labels (letters a through j) and column labels (numbers 1 through 10).  If 10 or more tubes are missing, this is done by marking Xs on the box map.  
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B.   Definitive Diagnosis

2.   Were the tentative diagnoses confirmed?

Not Applicable Confirmed Not Confirmed

b.   Progressive Attachment Loss at 5 or fewer sites 1 2 3

a.   Generalized Progressive Attachment Loss (³ 6 sites) 1 2 3

c.   Periodontal or gingival abscess 1 2 3

d.   Pyogenic granuloma (“pregnancy tumor”) 1 2 3

e.   Pregnancy gingivitis 1 2 3

f.    Other 1 2

These conditions may constitute serious adverse events if they are life-threatening, require or prolong

hospitalization, cause persistent or significant disability/incapacity, or in your opinion represent another

significant hazard or potentially serious harm to the patient or others.

If any of these applies, fill out Form 41 (Serious Adverse Event).

3

Patient ID:

- -

If ‘yes’ to any of these, contact the

blinded periodontal treatment

consultant, the periodontal

investigator, or the attending

dentist immediately for evaluation

and treatment.

2.   Periodontal or gingival abscess

3.   Pyogenic granuloma (“pregnancy tumor”)

4.   Pregnancy gingivitis

5.   Other, specify: _________________________

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

4.   Indicate treatments rendered. Check all that apply.

1       Treatment was indicated but refused

- -

Month Day Year

1       Instrument or re-instrument

- -

1       Supplemental antibiotics

- -

1       Irrigation with an antimicrobial agent

- -

1       Surgical excision

- -

1       Soft-tissue curettage

- -

1       Other, specify: _______________________

- -

3.   The subject has a different ‘other’ condition than the one tentatively diagnosed.

1      Yes, specify:  ________________________________________________

2      Not applicable

1.   Code of person completing Part B:     Consulting Periodontist Code:

Periodontal investigator Code:

Attending Dentist Code:


• Item B.3 asks lab personnel if any tubes were thawed.  If some but not all were thawed, this is done by marking Os on the box map to record the locations of thawed tubes.
After completing Part B and as much of Part C as is appropriate, lab personnel fax all of Form 31 to the Data Coordinating Center (DCC) at (612) 625-0080 and store the original in the Host Response Lab's files.  

III.5.6.2.  Form 33 (Serum Assay Results) 

Lab personnel transcribe each sample's patient ID (PID) and visit number from the Form 31 (Serum Sample Shipping Form) that came with the tubes to the Excel spreadsheet (Form 33, Serum Assay Results) in which the assay results will be transmitted to the Data Coordinating Center.  In all the steps of collecting and processing serum samples, this is the only occasion on which a PID and visit number are transcribed, so it is the main opportunity for introducing an error into these data.  Thus, transcription of PIDs and visit numbers should be done with great caution, double-checking to ensure that the correct PID and visit numbers have been transcribed.
Form 33, Serum Assay Results

Obstetrics and Periodontal Therapy Study
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ENROLLMENT FORM

Clinical Unit:

Exam Date:

- -

Month Day Year

Coordinator Code:

Instructions:  This form assigns a patient identification code (PID)  and an Enrollment Code to the subject.

                        Use a ballpoint pen and press firmly.
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attach PID label here

Patient ID:

-

DCC USE

Received:

Date

Seq. No.:

Form

4.   Method of identifying subject (check all that apply):

1       Other, specify: _______________________________________________ 1       Walk-in

1       Response to advertising

1       Word of mouth 1       OB referral

3.   Race/Ethnicity: Ask the subject “Which of these groups describes your ancestry?”  Check ALL that apply.

1       Europe

Caucasian:

1       Middle East (includes Arab countries, Iran, Israel)

1       Northern Africa

1       Jewish

1       Other: ______________________________________________________________________

2.   Date of Birth:

- -

Month Day Year

1.   Enrollment Code:

-

first letter of last name year of birth

Hispanic:

1       Mexican

1       South American

1       Other: _____________________

1       Puerto Rican

1       Central American

1       Cuban

1       Dominican

Native American:

1       North America 1       South/Central America 1       Other: ___________________

Black:

1       African

1       African-American

1       Central American

1       South American

1       West Indian/Caribbean

1       Other: ___________________

Asian:

1       Chinese

1       Korean

1       Pakistani

1       Filipino

1       Vietnamese

1       Indian

1       Cambodian

1       Japanese

1       Malaysian

1       Thai

1       Other: ___________________

Native Hawaiian / Pacific Islander:

1       Hawaiian

1       Samoan

1       Guamanian or Chamorro

1       Pacific Islander

1       Other: ___________________

5.   Is the subject participating in any other medical study?

1       Yes

2       No

5a.  Contact information:  
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Column 1:

PID/Visit

Column 2: 

C-reactive protein (CRP; ng/ml)

Columns 3-7:

IL-1b, IL-6, IL-8, PGE2, TNFa (all pg/0.1ml)

Column 8:

MMP-9 (concentration range not known at present)

Columns 9-15:
IgG antibody to each of the 7 bacterial species assayed in the plaque samples (ng-ug/ml)

Column 16:

Endotoxin (endotoxin units)

To be E-mailed to the DCC (e-mail to helen@ccbr.umn.edu) as attached Excel files.

III.6.  Informed Consent (Including Consent Forms)

III.6.1.  Informed consent

A subject who is randomized into the study will be consented twice:

• a brief consent, at the Recruitment Visit, before the pre-screening exam (see Section II.1.1). The exception to this is at the Kentucky site.

• the main study consent, also at the Recruitment Visit, after the pre-screening exam, during the process of enrollment (see Section II.2).  

For both of these consents, the Study Coordinator or other trained staff member performs the formal process of obtaining consent.  Failure to obtain informed consent and a signed consent form from each subject before the pre-screening exam (for the brief pre-screening consent) and before enrollment (for the main study consent) is a serious protocol violation.

Both consent forms are given below for each of the Enrollment Sites, in Sections III.6.2 through III.6.5.

The remainder of this section applies to either the brief pre-screening consent or the main study consent.  

Before a potential subject is given the form, the Study Coordinator must discuss the nature of the study, randomization, blinding, 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 copy is kept by Study Coordinator in a locked cabinet with other confidential patient information.

III.6.2.  Consent forms for New York Enrollment Site

HARLEM HOSPITAL CENTER-COLUMBIA UNIVERSITY

DEPARTMENT OF OBSTETRICS & GYNECOLOGY 

AND 

DEPARTMENT OF DENTISTRY 

PATIENT INFORMED CONSENT

EFFECTS OF PERIODONTAL THERAPY ON PRETERM BIRTH

IRB# 01-12-035

Principal Investigator:
Stephen Matseone, M.D.

Department Director, Department of Obstetrics and Gynecology

Harlem Hospital Center

Co-Investigators:

Panos N. Papapanou, D.D.S., Ph.D.

Director, Division of Periodontics

Columbia University School of Dental & Oral Surgery



Dennis A. Mitchell, D.D.S., M.P.H.





Assistant Professor of Clinical Dentistry





Division of Periodontics

Columbia University School of Dental & Oral Surgery

Department of Dentistry

Harlem Hospital Center





Stephen P. Engebretson, D.M.D., M.S.

                                                Assistant Professor of Dentistry





Division of Periodontics

Columbia University School of Dental & Oral Surgery



 

Bruce Pihlstrom, DDS

Professor and Director





Oral Health Clinical Research Center





University of Minnesota School of Dentistry
Sponsor:
National Institute of Dental and Craniofacial Research

Introduction:

Because you are pregnant and because you also have periodontal disease (gum disease or pyorrhea), you are being invited to participate in a research study that will help determine if treating gum disease will decrease the risk of having a premature baby. Periodontal disease is an infection caused by bacterial plaque (germs) that very slowly and painlessly destroys the bone around your teeth. We want to find out if treating your gum disease will decrease the chance of having a premature baby.

Purpose of the Study:

There are many known risk factors for having a premature baby. These include diabetes, hypertension, smoking, age, genital tract infection, previous low birth weight baby, drug abuse and socioeconomic status. There are also some unknown risk factors. Recently, some scientists have suggested that periodontal disease may be one of the factors that cause pre-term low birth weight babies. The purpose of the study is to determine if periodontal treatment will help to prevent women from having premature babies. The investigators will also study whether the treatment will control gum disease and decrease bacteria or germs that cause gum disease. No drugs or other medical devices will be used in this study. Approximately 206 women will participate in this phase of the study at each site.

Study Procedures: What will happen if you are in the study

If you choose to be in the study, you will be scheduled to see a dentist at the Harlem Hospital Dental Clinic during your second trimester. Your teeth will be checked for cavities, plaque and tartar. A small amount of blood, about 2 tablespoons, will be drawn. Also, a dental probe with a dull tip will be moved around your teeth to measure the space between your gums and teeth and to see if your gums bleed when they are gently touched.  A small sample of the plaque around your teeth will be scraped off. You will also be asked some questions about your medical history and pregnancy.

After your exam, you will be assigned to one of two study groups.  The assignment is totally by chance, similar to the flip of a coin. The study workers have no way of knowing which group you will be placed in.  You may not choose your group.

If you are in Group One:

Starting in the second trimester, you will have your teeth cleaned and will receive personal instructions maintaining good oral health.  Each month, you will have your teeth polished and oral hygiene instructions will be reviewed.  Every other month, a brief dental exam will be done to check on the state of your periodontal disease.  A small sample of plaque will be collected at that time.  Any cavities or other dental problems will be treated.  This will continue each month until your baby is born.  Around 24-28 weeks, about 2 tablespoons of blood will be drawn. After your baby is born, a nurse will record information about your health and medical background from your medical record.  Following the study, you will be referred to your dentist if additional dental work is needed, but the study will not pay for any of this additional dental work.

If you are in the Group Two: 

Starting in the second trimester, you will have a dental examination and plaque sample collection each month.  Any cavities or other dental problems will be treated.  If signs of periodontal disease begin to worsen, you will be removed from the study and you will receive treatment. At around 24-28 weeks, about 2 tablespoons of blood will be drawn. After the baby is born, a nurse will record information about your health and medical background from your medical record.  Then you will received a complete cleaning and periodontal treatment and will be referred to your dentist if additional dental work is needed.

For Both Groups:

We will record information from your medical records about drug and alcohol use and addiction, as well as tobacco use.  We will also record information about your baby's health and weight.  All information that we record will be kept strictly confidential.  We will not record your name on any information that we collect from your records and access to data collected in the study will only be available to study personnel.  You will be asked to sign a separate form that gives permission for the study doctors to look at and record your delivery in formation and also your baby's medical records.

Voluntary Participation:

You will be examined to see if you can be in the study.  No one will try to make you be in the study.  It is your choice.  If you choose to be in the study, you can stop at any time for any reason.  You will not be treated differently if you decide not to be in the study or stop being in the study after you start.  The Harlem Hospital does not discriminate against any individual based on race, ethnic origin, religion, gender, age or socioeconomic status. You will be asked to stay in the study until your baby is born.

Inclusion/ Exclusion

You will be asked to be in this study if:

1. you are pregnant

2. you are 16 years of age or older

3. you have no medical condition that would require you to take antibiotics before 

   dental treatment 

4. you have 20 natural teeth

5. you have enough gum disease to qualify for the study

You will be excluded from this study if you:

1. you are under age 16

2. are unable to give informed consent

3. are unable to cooperate with the study procedures 

4. might be placed at known medial risk as a result of participation 

5. have mitral valve prolapse, a history or rheumatic heart disease with regurgitation, 

    joint replacement  or other medical conditions that requires you to take antibiotics 

    before dental treatment, or 

6. are going to give birth to more than one baby as determined by ultrasound

Withdrawal from the Study:

1. You may withdraw from the study at any time for any reason.  There is no penalty to you for withdrawing.

2. You may be asked to withdraw from the study for the following reasons:

a. you miss three of your scheduled appointments

b. your obstetrician determines it would be unsafe for you or your baby to continue

c. our examinations show that your periodontal disease is spreading rapidly and you need more advanced care

d. you receive dental care from a dentist other than a research dentist without first asking the research doctors.

If you withdraw from the study or you are asked to withdraw by the study doctors, you will not have any needed dental work provided or paid for by the study. 

Duration of the Study:

You will be enrolled in the study during your second trimester and remain in the study until after your baby is born.  The entire study itself will run for three years.

Your rights:

This consent form gives you information about the study that will be discussed with you.  After we talk to you about the study, you will be given this form to take home. If you decide to volunteer after reading and thinking about this information, you will be asked to sign this consent form.  You will be given a copy of this to keep.  

It is important for you to know:

· your participation is strictly voluntary

· you may decide not to participate in the study or to withdraw from the study at any time without penalty or loss of benefits or treatment to which you are entitled

· you will be told about any changes to the study and may be asked to sign a new consent form.

· if early results show that there is a relationship between periodontal disease and negative birth outcomes, you will be told and will be offered the appropriate treatment

· you have the right to ask questions concerning the potential or known hazards of this study at any time.  If you have any questions regarding your rights as a volunteer subject or about the study, contact Dr. Stephen Matseone, department of Obstetrics and Gynecology, Harlem Hospital Center, at (212) 939-4335. You may also contact Dr. Dennis A Mitchell, at the Division of Periodontics, Columbia University School of Dental and Oral Surgery, at (212) 305-9289.
You may discuss your rights as a research subject with the Institutional Review Board of Harlem Hospital Center, at (212) 939-4160.
Cost to You:

There is no cost to you for participating.  Participation in this study does not change your payment obligations for your prenatal obstetrics visits or delivery charges, if you have some. 

Compensation

You will not receive any reduced prenatal fees or any credits toward care by volunteering for this study. Due to your willingness to participate, however, all the dental treatment you receive from the research clinic will be free of charge.  In addition, you will receive a gift certificate from Target Stores worth $20 each time you come in for an appointment after enrollment. You will not receive a gift certificate for missed or cancelled appointments. Every effort will be made to schedule your dental exam appointment on the same day as your prenatal visit so you will not have the expense of extra trips to the clinic. 

Potential Risks:

Pregnant women can receive routine dental care without harm to themselves or their baby. However, routine dental exams and treatment can cause bacteremia which means germs that are normally in your mouth get into your bloodstream, something which happens whenever you routinely brush your teeth, too. There is no information to say that this will cause harm to your baby or you. In order to reduce the risks of preterm delivery, maternal infection, premature rupture of membranes, spontaneous abortion or other unknown adverse events, all gum treatment and dental care for this study will be done after the first trimester when the formation of your baby is complete and after the time when most spontaneous miscarriages occur. 

Some studies have shown that treating certain vaginal infections with antibiotics during pregnancy can lead to premature birth. No antibiotics will be used in this study. No studies have ever shown that treating periodontal disease leads to premature birth.

Pregnancy may cause your gums to become swollen and sore but the bone that holds your teeth in is generally not harmed by pregnancy. Gum disease progresses very slowly over many years in most people who do not have other health problems.  If a person has gum disease, it generally does not get worse over a nine-month period to the point where teeth are lost. If your monthly examination confirms that your gum disease is getting worse, you will be withdrawn from the study and you will be treated.

Some people find having their gums and teeth examined and cleaned is uncomfortable. A small amount of local anesthesia is safe during pregnancy and may be helpful to make you more comfortable. If you do not want to continue or choose not to have local anesthesia, then you may withdraw from the study with no penalty.  If the soreness bothers you so that you cannot eat, you can call Dr. Dennis Mitchell, at Columbia University-Harlem Hospital Center (212) 304-7171.  

During the third trimester, reclining in a dental chair may be uncomfortable.  Every effort will be made to assure your comfort.  The dental chair can be adjusted.

Potential Benefits:

According to the National Institutes of Health and the Surgeon General's Report on Oral Health, over 90% of Americans have gum disease.  By participating in this study, you will learn if you have gum disease.  One half of the women in the study will have their disease treated before the baby is born and the other half will have it treated after the baby is born.  Finding and treating gum disease at an early age helps prevent tooth loss as you get older.

Everyone who has cavities will have them treated.  If a tooth needs to be extracted or needs a root canal to save it, that will also be done.  If you lose a tooth during the study that causes space in the front of your mouth or changes your bite so you cannot chew, a temporary partial denture will be made for you.  No permanent bridgework or caps will be done.  No cosmetic dentistry will be done.

It is possible that treatment of your gum disease will reduce your chances of having a premature baby or other adverse event.

Compensation For Injury:

If you are injured as a result of being in this study, the Harlem Hospital Center will treat you at no cost to you if you need immediate attention.  If additional treatment for injuries is required, you will be informed where to obtain such assistance.  Neither the sponsor The National Institute of Dental and Craniofacial Research, nor Harlem Hospital pays for additional treatment of injuries someone might suffer during a clinical trial.  Thus, you (your insurer, Medicare or Medicaid) would have to pay for such treatment of an injury suffered during the trial.  If you believe you have been harmed, please contact the Institutional Review Board at the Harlem Hospital Center, (212)939-4160 for information on your rights on how to proceed.

Confidentiality:

No one except the people working on this study will know that you are in the study.  The people who will see your records include the doctors and workers at the clinic or hospital who are working on the study.  Also, members of the Harlem Hospital Center’s Institutional Review Board or other officials as requested by state or federal law may see your records for purposes of reviewing the study material only.  You will be identified by a code number and personal information about you will not be released without your written permission.  You will not be personally identified in any published reports of this study.

I have also been told that the researchers have obtained a Certificate of Confidentiality.  This certificate protects the investigators from having to release the names or other identifying characteristics of research subjects.  Investigators so authorized may not be compelled in any Federal, State, or local civil criminal administrative, legislative, or other proceeding to provide identifying information about research participants even if subpoenaed.

Representatives of the Food and Drug Administration (FDA), the Office for Human Research Protections and/or other regulatory agencies or members of the Study Data Safety and Monitoring Board may inspect your records.  They will maintain confidentiality.

Other Dental Visits During the Study:

If you choose to see your own dentist for dental work during the course of the study, you may do so.  However, you will not be reimbursed for those visits and you will have to pay for them yourself. As a condition of staying in the study, you will be asked not a have your teeth cleaned or to have any periodontal treatment other than what is being done for you in the study by the study doctors and dental hygienists.  If you have cleanings or periodontal treatment outside the research clinic, you will be asked to leave the study and no further treatment will be provided or paid for by the study.  If you have any questions or concerns about the care you receive, an outside independent dentist is available for consultation.

I have carefully reviewed the contents of this form.  I have had the opportunity to ask my doctor questions about this study and my participation in it.  Before giving my consent by signing this form, I have been sufficiently informed of the reason, means and duration of this study; and the reasonably foreseeable inconveniences, hazards or adverse effects that may result from my participation.  By signing this form, I have not waived any of the legal rights that I would otherwise have.

I understand the importance and potential value to me and others of taking part in this investigation.  I understand there are risks, both known and unknown.  The known risks have been explained to me.  I understand there are unforeseeable risks to my baby and myself.  I accept these risks and desire to participate.

I understand I am participating of my own free will and that I may discontinue whenever I choose.  I understand that if I have any questions regarding this study or this form, they will be answered so that I satisfactorily and completely understand.

I acknowledge my responsibility to keep my appointments with my doctors and to report to them immediately any changes in my health or the earliest suggestion of something wrong.  I understand I will be dropped from the study if I fail to keep my appointments.

I understand I may see my dentist for care during the study only after discussing it with the research doctors.  I will be responsible for the cost of these visits.  This dental care cannot include any periodontal treatment until after the baby is born.  I understand I will be dropped from the study if I receive any cleanings or periodontal treatment from any one other than the research staff. I understand that if I withdraw from the study or if I am removed from the study by the investigators, the study will not provide or pay for any needed dental or periodontal care.

I understand that the dental treatment I receive is for improvement of my oral health.  No cosmetic dental work will be provided. 

I understand the study doctor will inform me if my periodontal disease begins to progress rapidly and that, if it does, I will receive the appropriate therapy or be referred to another doctor for treatment.

I authorize release of information from this study to those agencies designated by the Principal Investigator.

I, ________________________________ have read and do understand all the preceding information describing this study, and all my questions have been answered to my satisfaction.  I voluntarily consent to participate in this study.

I understand that by signing this form I am not waiving any legal rights I may have.

________________________________

_________________________

Signature of the Patient



Date

_________________________________

__________________________

Signature of Witness




Date

I have explained to the volunteer the purpose of participation in this study, and have answered the volunteer's questions.  To the best of my knowledge, she understands the purpose, procedures, risks and benefits of this study.

Person obtaining informed consent:________________________________________

Signature of person obtaining informed consent_______________________________

Signature of Investigator:______________________________Date_______________

Principal Investigator:
Dr. Stephen Matseone





Director, Department of Obstetrics and Gynecology





Harlem Hospital Center





506 Lenox Avenue,





New York, N.Y.  10037





(212) 939-4335

This project has been approved for the recruitment of subjects by the Institutional Review Board of the Harlem Hospital.

Revised 3.26.03

III.6.3.1 Pre-Screen Consent forms for Minneapolis Enrollment Site

PATIENT INFORMED CONSENT – SCREENING EXAMINATION
We are conducting a study to determine if treatment of gum disease in pregnant women can reduce the risk of delivering babies who are either premature (born too soon) or very small.  Gum disease is an infection caused by bacteria (germs) that can very slowly and painlessly destroy the bone around your teeth.  Gum disease is usually treated by thoroughly cleaning the teeth above and below the gum.  

Drs. Tony DiAngelis and Virginia Lupo of the Hennepin County Medical Center are conducting this study.  Hennepin County Medical Center is one of four hospitals nationwide participating in this study. 

Briefly, half of the women enrolled will receive free treatment for their gum disease during their second trimester of pregnancy.  The other half will receive the same free treatment after they deliver their babies.  The decision to treat a woman before or after she delivers will be randomly determined (say, by the flip of a coin) and a woman will not be able to choose when she receives this treatment.  To be eligible for the study, however, a woman must have a certain amount of gum disease, which can only be determined through a dental examination. No drugs (other than local anesthetics if needed) or medical devices will be used as part of this study.  

You are invited to receive a screening (brief) dental examination because your doctor has determined that you are between 13 and 16 weeks pregnant. If you appear to qualify for the study based on this brief exam, a researcher will discuss the full study with you in more detail and you will be asked to read and ask questions about another, more detailed Informed Consent form. 
During this brief exam, a dentist or dental hygienist will ask you a few questions about your health and any medicines you take to make sure the exam is safe.  This person will then examine your mouth using a dental probe with a dull tip that will be moved around your teeth to measure the space between your gums and teeth and to see if you have signs of gum disease.  This is identical to what is done during a routine visit to the dentist or hygienist. No x-rays will be taken. 

You can change your mind and decide not be continue with the screening exam at any time for any reason.  You will not be treated differently if you decide not to complete this exam.   
There is no cost to you for undergoing this brief exam, nor will you be paid. Agreeing to receive this brief exam does not change your payment obligations for your prenatal obstetrics visits or delivery charges, if you have some. In case of injury or illness resulting from your participation in this study, medical treatment is available to you at the Hennepin County Medical Center. You will be charged the usual and customary charges for any such treatment you receive.
Pregnant women can receive routine dental examinations and care without harm to themselves or their babies. However, routine dental exams and treatment can cause bacteremias, which means germs that are normally in your mouth get into your bloodstream.  This also happens whenever you brush your teeth. It is very unlikely that any bacteremia you experience during or after this brief exam will harm you or your baby.  You may experience some discomfort during the exam, especially if your gums are infected.  You may also notice some bleeding, particularly if your gums bleed when you brush or floss your teeth.  The risk of infection, however, is very small. 

Agreeing to receive this brief exam does NOT mean that you are enrolled in the study.  The purpose of this brief exam is to determine if you might qualify for the study.  There is no guarantee that you will qualify for the study, even if you are told at this time that you might. 

Other than learning about your oral health and whether you might qualify for the study, you will receive no direct benefit from receiving this brief exam.  
The results of this exam will be kept confidential.  If you do not qualify, or decide not to enroll in the full study, we will not keep a record of your name or other information that would enable anyone to know that you received this exam. 

Your signature below indicates that you understand the information contained in this form, and that all of your questions have been answered to your satisfaction. 

I voluntarily consent to receive a brief dental examination. .

__________________________________

________________________

Signature of Participant



Date

__________________________________

 ________________________

Signature of Person Seeking Consent


Date

III.6.3.2  Consent forms for Minneapolis Enrollment Site

Hennepin County Medical Center

Patient Informed Consent

Effects of Periodontal Therapy on Preterm Birth

My signature on the last page of this consent means three things:

(1) I understand all of the statements in these pages

(2) I agree to be a subject in the study

(3) I have received a copy of these pages

About the Study

The following people (investigators) are doing this study at the Hennepin County Medical Center:

Dr. Bryan Michalowicz, University of Minnesota, School of Dentistry

Dr. Anthony DiAngelis, Hennepin County Medical Center, Dental Clinic

Dr. Virginia Lupo, Hennepin County Medical Center, Obstetrics Clinic

These investigators are trying to learn if treating periodontal (gum) disease during pregnancy will decrease the likelihood of premature birth or of having a low birth weight baby.  They also plan to study whether the treatment will control gum disease and decrease the bacteria or germs in my mouth that cause gum disease.  No drugs or other medical devices will be used in this study.  The study is being done at the Hennepin County Medical Center, the University of Mississippi, the University of Kentucky and Columbia University/Harlem hospital.  Overall, more than 800 women will participate in this study and approximately 204 women will participate in the study at the Hennepin County Medical Center.

My Being in the Study

I am being asked to be a subject in this study for the following reasons:


I am pregnant and I have gum disease.


I am 16 years of age or older.


I have no medical condition that would require me to take antibiotics before dental treatment.

I do not have to be in this study.  If I do not participate there will be no penalty, and I won’t lose any benefits to which I am entitled.  If I enter the study, I will be enrolled during my second trimester of pregnancy and I will remain in the study until my baby is born.  The study will take about six months to complete.  I may drop out of the study at any time.  If the investigators learn something that might affect my willingness to stay in the study, they will inform me.  If I withdraw from the study, there will be no penalty.  If they remove me from the study, there will be no penalty.  However, the study will not provide or pay for any additional dental or periodontal care that I might need after I leave the study.

Things that Happen Before the Study Begins

If I agree to volunteer for the study, I will have an exam of my teeth and gums to see if I qualify for the study.  To be in the study, I need to have at least 20 teeth and have enough gum disease to qualify for the study.  As part of a routine obstetrical visit, an ultrasound of my baby will be done to learn the gestational age of my baby.  I will be excluded from the study if I: 1) am under the age of 16; 2) am unable to give informed consent; 3) am unable to cooperate with the study procedures; 4) am placed at known medical risk as a result of participation; 5) am going to have more than one baby as diagnosed by ultrasound; or 6) require antibiotics for gum treatment because of a heart murmur or joint replacement.

Things That Happen During the Study

One half of the women in the study will have their gum disease treated before their baby is born and the other half will have their gum disease treated after their baby is born.  All women in the study will have their gums checked every month during their regularly scheduled prenatal appointments.  They will also have their gums measured and a plaque sample taken from their teeth every two months until their baby is born.

If I choose to be in the study, I will be scheduled to see a dentist and a dental hygienist in the dental clinic during my second trimester.  I will be asked about my medical history and pregnancy.  My teeth will be checked for infections and abscesses, cavities, plaque and tartar.  The hygienist will measure my gums around my teeth with a dental probe.  This will be done to measure the space between my gums and teeth and to see if my gums bleed when they are measured.  The hygienist will remove a small sample of plaque from around my teeth.  If I qualify for the study, dental x-rays will be taken as needed to see if I have cavities or other problems and a lead apron will be used to protect my baby and me.  Dental x-rays are very helpful to find things that may cause more serious problems later.  If I qualify for the study, any cavities or other dental problems will be treated.  Whenever it is possible, my appointments will be scheduled on the same day as my routine obstetrical visits in the prenatal clinic.  Depending on how much dental care I need, the study will take between 8 – 13 dental appointments and it will last 6 months or until my baby is born.  Also, I will have approximately 2 teaspoons of blood drawn at the time of my first appointment and again at 25-28 weeks of my pregnancy.  This will be done to help evaluate my body’s response to gum infection.

I will have information recorded from my medical record about drug / alcohol use, addiction, and tobacco use.  Information about the birth of my baby and my baby’s size and health will also be recorded.  Any problems that I may have during my pregnancy will also be recorded.  All information that is recorded will be kept strictly confidential.  My name will not be recorded on any information that is collected from my records and access to data collected in the study will only be available to study personnel.

Following the study, I will be referred to my dentist if additional dental work is needed, but the study will not pay for any of this additional dental work.

After I am first examined, I will be assigned to one of two study groups.  The assignment is totally by chance and the study workers have no way of knowing which group I will be placed in.  They will decide this in a way similar to flipping a coin and I will have a 50/50 chance of receiving either of the 2 treatments.  I may not choose my group.

Starting in the second trimester, one group of patients will have their gum disease treated by a thorough cleaning of their teeth in one or two appointments.  They will also receive personal instructions on maintaining oral health.  If I am in this group, every month I will also have my teeth polished and receive instructions on care of my teeth and gums until my baby is born.  Every other month, I will have a dental exam to check on my gum disease and a small sample of plaque will be collected from my teeth.

Starting in the second trimester, the other group of patients will have a dental exam and a plaque sample taken from their teeth.  If I am in this group, I will not receive any treatment for my gum disease until after my baby is born.  My gums will be checked during the study and if my gum disease begins to worsen in some areas of my mouth, those areas will be treated.  If the gum disease gets worse in several areas of my mouth, I will be removed from the study and my whole mouth will be treated.  During the time that I do not have treatment, the chance of my gum disease getting worse is less than 1 in 20.  After my baby is born, I will have treatment for my gum disease by having thorough cleaning of my teeth and I will also receive instructions on how to maintain my oral health.  I will also be referred to a dentist if additional dental or gum treatment is needed.  The study will not provide or pay for any additional dental or gum treatment that I may need.

Withdrawal from the Study

I may withdraw from this study at any time for any reason.  There will be no penalty for withdrawing.

I may be withdrawn from the study for the following reasons:


(  I miss three scheduled appointments.


(  My obstetrician determines it would be unsafe for me to continue.


(  My gum disease gets worse and I need more care.

(  I receive dental care from a dentist or dental hygienist, other than the one involved in the research, without first asking the study coordinator.

If I withdraw from the study or if I am withdrawn from the study by the investigators, I understand that I will not have any needed dental work provided or paid for by the study.

What will happen to the results of the study?  Confidentiality

I will have information recorded from my medical record about my health, any addiction that I may have, and about my use of drugs, alcohol, and tobacco.  I will also have information recorded about my baby’s health and size.  All information that is recorded will be kept strictly confidential.  No one except the people working on this study will know that I am in the study.  The people who will see my records include the doctors and workers at the clinic or hospital who are doing the study.  Also, members of the Institutional review Board, Data and Safety Monitoring Board or other officials as required by state or federal law may see my records.  This will only be for reviewing the study material.  A code number will identify me, and no one will release personal information about me without my written permission.  I will not be personally identified in any published reports of this study and my confidentiality will be strictly preserved.

Risks and Discomforts

Pregnant women can receive routine dental exams without harm to themselves or their baby.  However, routine dental exams and treatment can cause bacteria or germs that are normally in my mouth to get into my bloodstream.  This also occurs whenever I brush my teeth.  In order to reduce the risks of preterm delivery, maternal infection, premature rupture of membranes, spontaneous miscarriage or other unknown adverse events, all gum treatment and dental care for this study will be done after the first trimester when the formation of my baby is complete and after the time when most spontaneous miscarriages occur.

It is also possible that treatment of my gum disease will reduce my chances of having a premature baby.

Gum or periodontal disease gets worse very slowly over many years in most people who have no other health problems.  If a person has gum disease, it generally does not get worse over a nine-month period to the point where teeth are lost.  Pregnancy may cause my gums to become swollen and sore but the bone that holds the teeth is generally not harmed by pregnancy.  I will have the health of my gums watched during the study.  If there is evidence that my gums are getting worse, I will be offered treatment for those areas that are getting worse.  If several areas appear to be getting worse, I may be withdrawn from the study so that I can receive the gum treatment that I need.

Some people find that it is painful to have their gums and teeth examined and cleaned.  To make me more comfortable, I may have injections of a local anesthetic (like Novocaine) for the gum treatment or for any dental care.  A small amount of local anesthesia is safe during pregnancy.  If I am so uncomfortable that I do not want to continue or if I choose not to have local anesthesia as recommended by the dentist, I may withdraw from the study with no penalty.  However, I cannot have any needed dental care done free of charge if I withdraw from the study.  If I have discomfort that bothers me, I can call the Principal Investigator, Dr. Anthony DiAngelis, at the Hennepin County Medical Center (612) 347-2370.  After hours, an on-call dentist can be contacted at the same number.  They will report adverse effects caused by the study to the Institutional review Board and the Data and Safety Monitoring Board.

During the third trimester, reclining in a dental chair may be uncomfortable.  The dentist will try to make me comfortable by adjusting the dental chair.

Medical Treatment and Costs Related to This Study

There will be no cost to me for participating in this study.  I will not receive any reduced prenatal fees or any credits toward care by volunteering for this study.  Participation in this study does not change my payment obligation for my prenatal obstetrical care or delivery charges, if I have any.  The dentist will try to schedule my appointments on the same day as my prenatal visit, so that I will not have the expense of extra trips to the clinic.

If I am hurt because of participation in this study, the dentists will arrange for me to be treated if I need immediate attention.  My health insurance company or I personally may have to pay for this treatment.  Neither the investigators nor the institution will provide reimbursement for medical or other costs related to illness or injury caused by participating in the research study.

Inconveniences

As a condition of being in the study, I will be asked not to have my teeth cleaned or to have any other gum treatment during my pregnancy.  This will be provided for me in the study.  If I have my teeth cleaned or have gum treatment outside of the research clinic, I will be asked to withdraw from the study.  If I have any questions or concerns abut the care that I am receiving, an outside independent dentist is available for consultation.  I will have a dental examination every month during my pregnancy.

Benefits

By participating in this study, I will learn if I have gum disease and I will receive treatment for gum disease without cost to me.  I will receive this treatment either during my pregnancy or after my baby is born.  Finding and treating gum disease at an early age helps prevent tooth loss, as I get older.

If I have any cavities, I will have them treated without cost to me.  If a tooth needs to be pulled or needs a root canal to save it, that will also be done without cost to me.  If I lose a tooth during the study, and this causes a space in the front of my mouth or changes my bite so that I cannot chew, I will have a temporary partial denture made.  I will not have any permanent bridgework, caps, or cosmetic dentistry as part of the study.  I will also receive valuable oral health information that will be important to my new baby and me.

Participating in this study may or may not decrease my risk of having a premature baby.  Knowledge gained in this study could be beneficial to better understand the relationship of gum disease and premature birth.

Pay

Due to my willingness to participate I will not be charged for any dental treatment in the study dental clinic.  In addition, I will receive a gift certificate from Target worth $20.00 each time I come in for a study appointment.  If I keep all of the study appointment, I will receive a total of at least $160.00 in Target Gift Certificates.

Questions

If I have a question at any time about this study, I may call Dr. Anthony DiAngelis at (612) 347-2370; he will do his best to answer my questions.

If I wish to contact someone who is not associated with the study, I can call Hennepin County Medical Center Office of Human Subjects Research at 612-347-8528.
Effects of Periodontal Treatment on Preterm Birth

CONSENT

I have carefully reviewed the contents of this form.  I have had the opportunity to ask questions about this study and my participation in it.  Before giving my consent by signing this form, I have been informed of the reason, procedures and duration of this study.  I have been informed about possible inconveniences, hazards or adverse effects that may result from my participation.  By signing this form, I have not waived any of the legal rights that I would otherwise have.

I understand the importance and potential value to me by taking part in this investigation.  I understand that there may be risks, both known and unknown.  I understand there are unforeseeable risks to my baby and myself.  The known risks have been explained to me.  I accept these risks and desire to participate.  I understand I am participating of my own free will and that I may stop whenever I choose with no penalty or loss of benefits.  However, the study will not provide or pay for any needed dental work after I withdraw from the study.

I acknowledge my responsibility to keep my appointments and to report immediately any changes in my health.  I understand I may be withdrawn from the study if I fail to keep my appointments.  If I am withdrawn from the study, the study will not provide or pay for any needed dental work after that time.

I understand I may see my own dentist for care during the study only after discussing it with the study coordinator.  I will be responsible for the cost of these visits.  This dental care cannot include any periodontal treatment until after the baby is born.  I understand that I will be removed from the study if I receive a dental cleaning or gum treatment from any one other than the research staff.

I understand that the dental treatment I receive is for improvement of my oral health.  I will receive no cosmetic dental work.

I understand the study doctor will inform me if my gum disease begins to progress rapidly and that if it does, I will receive the appropriate therapy.

I authorize release of information from this study to those agencies designated by the Principal Investigator.

I, _______________________________________________ have read and do understand all the preceding information describing this study.  I have had all my questions answered to my satisfaction.  I voluntarily consent to participate in this study.

Patient signature:  

_______________________________________ Date: _________________________

I have explained to the volunteer the purpose of participation in this study, and have answered the volunteer’s questions.  To the best of my knowledge, she understands the purpose, procedures, risks and benefits of this study.

Person obtaining informed consent:

  ___________________________________      Date: ______________

Signature of Investigator

 _____________________________________   Date: ______________

III.6.4.  Consent forms for Lexington Enrollment Site

Consent to Participate in a Research Study

EFFECTS OF PERIODONTAL THERAPY ON PRETERM BIRTH

WHY AM I BEING INVITED TO TAKE PART IN THIS RESEARCH?

You are being invited to take part in a research study to see if treating gum disease (periodontal disease) will decrease the risk of having a premature baby. You are being invited to take part in this research study because you are 16 years of age or older, you are pregnant and you have gum disease. If you volunteer to take part in this study, you will be one of about 816 pregnant women to do so. 

WHO IS DOING THE STUDY?

The person in charge of this study is Dr. John Novak of the Center for Oral Health Research in the College of Dentistry at the University of Kentucky.  There may be other people on the research team assisting at different times during the study.

WHAT IS THE PURPOSE OF THIS STUDY?

The purpose of this study is to see if treating your gum disease and keeping your gums healthy during your pregnancy will help prevent you from delivering your baby prematurely.

WHERE IS THE STUDY GOING TO TAKE PLACE AND HOW LONG WILL IT LAST?

The research procedures will be conducted in the College of Dentistry. You will need to come to the Department of Periodontics on the fourth floor of the College of Dentistry for 6 visits during the study.  Each visit will take from 1-2 hours of your time and will be scheduled at the same time as one of your normal monthly prenatal visits. If you have a lot of tooth decay, additional appointments may be needed to treat it if you so wish. The study will begin during the fourth month of your pregnancy and will finish after the birth of your baby. A member of our research staff will accompany you to the Department of Periodontics that is located within two minutes walk of the Maternal-Fetal Medicine Clinic. The total amount of time you will be asked to volunteer for this study is 12 hours over the next 6 months.

WHAT WILL I BE ASKED TO DO?

At your first visit you will be asked to complete a questionnaire of your previous medical and dental history and will receive a complete oral examination similar to the one that would be done by your regular dentist. We will examine your mouth for signs of any infection or disease including gum disease and tooth decay. We will check for cavities and gum pockets around your teeth that are common sites of infection. We will take samples of the infection around your teeth by removing some of the bacteria with a dental instrument. None of these procedures will be painful. We will also need to draw about two teaspoons of blood, at two different visits, to test for infection and inflammation that might have spread from your gums to your bloodstream. The blood samples will be taken by the nurses at the Bluegrass High Risk Clinic in the department of Obstetrics and Gynecology of the Chandler Medical Center. When possible, blood will be drawn as part of your normal visit and as part of your normal blood draw. These blood samples will be used for research purposes only and are not part of any dental or medical therapy. If you have teeth that are loose, badly decayed, or abscessed we will treat them for you free of charge to decrease the infection in your mouth and to relieve you of any pain from your teeth. The treatment offered to you free of charge may include root canal treatments and fillings or extraction of diseased teeth if you so prefer. X-rays will also be taken free of charge as needed to perform your dental treatment. Crowns, bridges or cosmetic dentistry will not be provided. If you have a root canal treated, you may need the tooth crowned to prevent it from breaking. When your treatment is complete, you will then be assigned to a test or control group by a method that is similar to a coin toss. You will have a 50/50 chance of being assigned to the test group.

If you are assigned to the test group, at your first visit your teeth will be cleaned and polished to remove all of the infection and you will be taught how to keep your teeth and gums clean. On the same day as your regular prenatal visit we will polish your teeth each month for the next 5 months or until your baby is born. During the 6th and 8th months of your pregnancy we will repeat the oral examination to see if your gums are getting better and we will take a second sample of the bacteria around your teeth to see if we have reduced the level of infection. 

If you are assigned to the control group you will do all of the same things as the test group except that you will receive no treatment for your gum disease until after your baby is born. Then your teeth will be cleaned and you will be taught how to keep your teeth and gums healthy. If your gum disease should get worse during the study we will treat your gum disease so that no harm will come to your teeth as a result of this study. You may also choose to visit your own dentist for this treatment but you will be responsible for any cost. Please ask one of the doctors to go over the attached diagram outlining the study schedule so that you are clear about what will happen during this study.

ARE THERE REASONS WHY I SHOULD NOT TAKE PART IN THIS STUDY?

You will be asked to be in this study if:

1. 
you are pregnant and in the first 13-16 weeks of your pregnancy

2. 
you are 16 years of age or older

3.
you have no medical condition that would require you to take antibiotics before dental treatment 

4.
you have 20 natural teeth

5. 
you have enough gum disease to take part in this study

You will be excluded from this study if you:

1. you are under age 16

2. are unable to give informed consent

3. are unable to cooperate with the study procedures 

4. might be placed at known medial risk as a result of participation 

5. have a medical condition that requires you to take antibiotics before dental treatment, or 

6. are going to give birth to more than one baby as determined by ultrasound

WHAT ARE THE POSSIBLE RISKS AND DISCOMFORTS?

The risks associated with this study are no different from those associated with a normal dental examination and tooth cleaning. If your gums are inflamed, they may be sensitive to examination and they may bleed when touched with a dental probe. However, this discomfort and bleeding is minimal and disappears very quickly. If you have extensive tooth decay or dental abscesses that require treatment, this will be performed using a local anesthetic similar to what your regular dentist would normally use. The dental x-rays that may be used in treating your teeth involve exposure to a small amount of radiation. These levels are less than one tenth of the normal levels that you are exposed to in your daily life. At this level, no harmful effects of radiation have been demonstrated and the risk is minimal. The risk from a radiation dose of this amount is too small to detect. Your participation in this study will require you to have blood samples taken from the vein in your arm.  You may experience soreness, pain, infection, bleeding and possible fainting as a result of this procedure.  However, this does not occur frequently. 
There is always a chance that any medical/dental treatment can harm you, and the treatment in this study is no different.  We will do everything we can to keep you from being harmed.  In addition to the risks listed above, you may experience a previously unknown risk or side effect.

WILL I BENEFIT FROM TAKING PART IN THIS STUDY?

You will receive a comprehensive oral examination at no cost to you. The information on your oral health will be shared with you. Any clinical information obtained, as part of this study, will be shared with your dentist if you so wish. You will receive treatment for your gum disease and will be taught how to keep your gums and teeth clean. If you have any teeth that are loose, severely decayed, or abscessed you will receive treatment at no cost to you. If you wish to seek additional dental treatment, you may become a patient of the College of Dentistry where treatment will be offered at the usual cost or you may seek a dentist of your own choosing. The general health of your gums and teeth will be improved as a result of participation in this study.

DO I HAVE TO TAKE PART IN THE STUDY?

If you decide to take part in the study, it should be because you really want to volunteer.  You will not lose any benefits or rights you would normally have if you choose not to volunteer.  You can stop at any time during the study and still keep the benefits and rights you had before volunteering.  If you decide not to take part in this study, your decision will have no effect on the quality of medical care you receive.

IF I DON’T WANT TO TAKE PART IN THE STUDY, ARE THERE OTHER CHOICES?

If you do not want to take part in the study, there are other choices. You may wish to visit your own dentist for an oral examination to see if you have infection and disease of your teeth and gums that may impact the birth of your child.
WHAT WILL IT COST ME TO PARTICIPATE?

There will be no cost to you to participate in this study except the costs incurred for travel and parking. Participation in this study does not change your payment obligations for your prenatal obstetrics visits or delivery charges, if you have any. There will be no cost to you for any of the dental treatment provided. However, should you need a root canal treatment, you will be responsible for the cost of crowning the tooth if recommended by your dentist. 

WHO WILL SEE THE INFORMATION THAT I GIVE?

We will keep private all research records that identify you to the extent allowed by law.

Your information will be combined with information from other people taking part in the study. When we write about the study to share it with other researchers, we will write about the combined information we have gathered. You will not be identified in these written materials. We may publish the results of this study; however, we will keep your name and other identifying information private.
We will make every effort to prevent anyone who is not on the research team from knowing that you gave us information, or what that information is.  For example, your name will be kept separate from the information you give, and these two things will be stored in different places under lock and key. You should know, however, that there are some circumstances in which we may have to show your information to other people.  For example, the law may require us to show your information to a court. Someone from the National Institutes of Health or the University of Kentucky may look at or copy pertinent portions of records that identify you.  

CAN MY TAKING PART IN THE STUDY END EARLY?

If you decide to take part in the study you still have the right to decide at any time that you no longer want to continue.  You will not be treated differently if you decide to stop taking part in the study. The individuals conducting the study may need to withdraw you from the study.  This may occur if you are not able to follow the directions they give you, if they find that your being in the study is more risk than benefit to you, or if the agency funding the study decides to stop the study early for a variety of scientific reasons.

WHAT HAPPENS IF I GET HURT OR SICK DURING THE STUDY?

If you believe you are hurt or if you get sick because of something that is done during the study, you should call Dr. John Novak at 859-323-5159 (daytime) or 859-299-9099 (evening) immediately.  It is important for you to understand that the University of Kentucky will not pay for the cost of any care or treatment that might be necessary because you get hurt or sick while taking part in this study.  That cost will be your responsibility.  Also, the University of Kentucky will not pay for any wages you may lose if you are harmed by this study.

Medical costs that result from research-related harm cannot be included as regular medical costs.  The University of Kentucky is not allowed to bill your insurance company, Medicare, or Medicaid for these costs.  You should ask your insurer if you have any questions about your insurer’s willingness to pay under these circumstances.  Therefore, the costs related to your care and treatment because of something that is done during the study will be your responsibility.

WILL I RECEIVE ANY REWARDS FOR TAKING PART IN THIS STUDY?
You will not receive any reduced prenatal fees or any credits toward care by volunteering for this study. Due to your willingness to participate, however, all the dental treatment you receive from the dental research clinic will be free of charge.  In addition, you will receive a gift certificate from Target Stores worth $20 each time you come in for an appointment after enrollment. These certificates may total $160 if you complete the study. You will not receive a gift certificate for missed or cancelled appointments. Every effort will be made to schedule your dental exam appointment on the same day as your prenatal visit so you will not have the expense of extra trips to the clinic. 

WHAT IF I HAVE QUESTIONS?

Before you decide whether to accept this invitation to take part in the study, please ask any questions that might come to mind now.  Later, if you have questions about the study, you can contact the investigator, Dr. John Novak at 859-323-5159. If you have any questions about your rights as a volunteer in this research, contact the staff in the Office of Research Integrity at the University of Kentucky at 859-257-9428 for local calls, or toll-free at 1-866-400-9428.  We will give you a copy of this consent form to take with you.

WHAT ELSE DO I NEED TO KNOW?

You will be told if any new information is learned which may affect your condition or influence your willingness to continue taking part in this study.

________________________________________


Signature of person agreeing to take part in the study


Date

_________________________________________

Printed name of person agreeing to take part in the study

_________________________________________


Name of person providing information to the subject


Date

_________________________________________

Signature of Investigator

If you are under 18 years of age and living at home with your parents or a supervising adult, you will need the signature of your parent or supervising adult to participate in this study.
________________________________________

Parental or Supervising Adult Consent






Date

________________________________________
Printed Name of Parent or Adult and Relationship to Subject

________________________________________
Research Subject Assent









Date

________________________________________
Printed Name of Research Subject

III.6.5.1  Pre-Screen Consent form for Jackson Enrollment Site

PATIENT INFORMED CONSENT – SCREENING EXAMINATION

EFFECTS OF PERIODONTAL THERAPY ON PRETERM BIRTH

Principal Investigator:  
William Buchanan DDS, Associate Professor





Department of Periodontics





University of Mississippi School of Dentistry

Co-Investigator:

James Bofill, MD, Assistant Professor





Maternal-Fetal Medicine





University of Mississippi School of Medicine

Introduction and Study Purpose:

Because you are pregnant, you can be examined to see if you qualify to participate in a research study that will help determine if treating gum disease will decrease the risk of having a premature baby. Periodontal disease is an infection caused by bacterial plaque (germs) that very slowly and painlessly destroys the bone around your teeth.  The 206 women who enter the study will have routine dental care performed to see if reducing periodontal disease affects premature birth. No drugs or other medical devices will be used in this study. If this screening exam shows you may qualify for the study you will be given Informed Consent information for the entire study and a more thorough examination needed to enter the study.   

Study Procedures: What will happen if you are in the study

You will be examined by a dental hygienist who will ask you questions about your health and medicines to make sure the exam is safe.  The dental hygienist will then examine you mouth using a dental probe with a dull tip that will be moved around your teeth to measure the space between your gums and teeth and to see if your gums bleed when they are gently touched.  

Voluntary Participation and Withdrawal from the Study:

If you choose to be in the study, you can stop at any time for any reason.  You will not be treated differently if you decide not to be in the study.   

Your rights:

Information about the study will be discussed with you.  If you decide to volunteer after reading and thinking about this information, you will be asked to sign this consent form.  You will be given a copy of this to keep.  You have the right to ask questions concerning the potential or known hazards of this study at any time.  If you have any questions regarding your rights as a volunteer subject or about the study, contact Dr. William Buchanan at the School of Dentistry at (601) 984-6118 or on his cell phone at 601 594-6551.  You may discuss your rights as a research subject with Dr. Stanley Chapman, Chairman of Institutional Review Board of UMMC, at (601) 984-2815.
Cost to You:

There is no cost to you for participating.  Participation in this study does not change your payment obligations for your prenatal obstetrics visits or delivery charges, if you have some. In case of injury or illness resulting from your participation in this study, medical treatment is available to you at the University of Mississippi Medical Center. You will be charged the usual and customary charges for any such treatment you receive.

Compensation:

You will not be paid for participating in this study.   

Potential Risks:

Pregnant women can receive routine dental care without harm to themselves or their baby. However, routine dental exams and treatment can cause bacteremia which means germs that are normally in your mouth get into your bloodstream, something which happens whenever you routinely brush your teeth, too. There is no information to say that this will cause harm to your baby or you.  Some people find having their gums and teeth examined is uncomfortable. Participating in this study may involve risks to you and your baby which are currently unforeseeable. 

Potential Benefits:

You will receive no direct benefit from participating in this study screening exam.  
Confidentiality:

The study doctors and study staff will have access to your records, and the Food and Drug Administration (FDA), the Office for Human Research Protections (OHRP), the University of Mississippi’s Medical Center’s Institutional Review Board (IRB) and Office of Compliance may review the study records. You will not be personally identified in any published reports of this study.

I, ________________________________ have read and do understand all the preceding information describing this study, and all my questions have been answered to my satisfaction.  I voluntarily consent to participate in this study.

I understand that by signing this form I am not waiving any legal rights I may have.

________________________________

_________________________

Signature of the Participant



Date

_________________________________

__________________________

Signature of Witness to the Signature

Date

I have explained to the volunteer the purpose of participation in this study, and have answered the volunteer's questions.  To the best of my knowledge, she understands the purpose, procedures, risks and benefits of this study.

Person obtaining informed consent: ___________________________________

Signature of person obtaining informed consent:  ________________________ Date_________________

Signature of Investigator:__________________________  Date_______________

Principal Investigator:
William Buchanan, DDS





University of Mississippi

School of Dentistry





Department of Periodontics





2500 North State Street





Jackson, Mississippi 39216-4505





(601) 984-6118

Chairman of the Institutional Review Board:
Stanley Chapman, MD








Department of Medicine








Division of Infectious Diseases








2500 North State Street








Jackson, Mississippi 39216-4505








(601) 984-2815

LBW screening informed consentIRB 1202 shorter.doc

III.6.5.2  Consent form for Jackson Enrollment Site

PATIENT INFORMED CONSENT

EFFECTS OF PERIODONTAL THERAPY ON PRETERM BIRTH

Principal Investigator:  
William Buchanan DDS, Associate Professor





Department of Periodontics





University of Mississippi School of Dentistry

Co-Investigator:

James Bofill, MD, Assistant Professor





Maternal-Fetal Medicine





University of Mississippi School of Medicine

Sites:
University of Mississippi Medical Center, Jackson Medical Mall


Hennepin County Medical Center, Minneapolis, Minnesota


University of Kentucky, Lexington, KY


Columbia University/ Harlem Hospital, New York, NY

Introduction:

Because you are pregnant and because you also have periodontal disease (gum disease or pyorrhea), you are being invited to participate in a research study that will help determine if treating gum disease will decrease the risk of having a premature baby. Periodontal disease is an infection caused by bacterial plaque (germs) that very slowly and painlessly destroys the bone around your teeth. We want to find out if treating your gum disease will decrease the chance of having a premature baby.

Purpose of the Study:

The purpose of the study is to determine if periodontal treatment will help to prevent women from having premature babies. There are many known risk factors for having a premature baby. These include diabetes, hypertension, smoking, age, genital tract infection, previous low birth weight baby, drug abuse and socioeconomic status. There are also some unknown risk factors. Recently, some scientists have suggested that periodontal disease may be one of the factors that cause pre-term low birth weight babies. The investigators will also study whether the treatment will control gum disease and decrease bacteria or germs that cause gum disease. No drugs or other medical devices will be used in this study. Approximately 206 women will participate in this phase of the study at each site.

Study Procedures: What will happen if you are in the study

If you choose to be in the study, you will be scheduled to see a dentist in the Jackson Medical Mall Dental Research Clinic during your second trimester. Your teeth will be checked for cavities, plaque and tartar. A small amount of blood, about 2 tablespoons, will be drawn. Also, a dental probe with a dull tip will be moved around your teeth to measure the space between your gums and teeth and to see if your gums bleed when they are gently touched.  A small sample of the plaque around your teeth will be scraped off. You will also be asked some questions about your medical history and pregnancy.

After your exam, you will be assigned to one of two study groups.  The assignment is totally by chance, similar to the flip of a coin. The study workers have no way of knowing which group you will be placed in.  You may not choose your group.

If you are in Group One:

Starting in the second trimester, you will have your teeth cleaned and will receive personal instructions about maintaining good oral health.  Each month, you will have your teeth polished and oral hygiene instructions will be reviewed.  Every other month, a brief dental exam will be done to check on the state of your periodontal disease.  A small sample of plaque will be collected at that time.  Any cavities or other dental problems will be treated.  This will continue each month until your baby is born.  Around 24-28 weeks, about 2 tablespoons of blood will be drawn. After your baby is born, a nurse will record information about your health and medical background from your medical record.  Following the study, you will be referred to your dentist if additional dental work is needed, but the study will not pay for any of this additional dental work.

If you are in Group Two: 

Starting in the second trimester, you will have a dental examination and plaque sample collection each month.  Any cavities or other dental problems will be treated.  If signs of periodontal disease begin to worsen, you will be removed from the study and you will receive treatment. At around 24-28 weeks, about 2 tablespoons of blood will be drawn. After the baby is born, a nurse will record information about your health and medical background from your medical record.  

Then you will receive a complete cleaning and periodontal treatment and will be referred to your dentist if additional dental work is needed.

For Both Groups:

We will record information from your medical records about drug and alcohol use and addiction, as well as tobacco use.  We will also record information about your baby's health and weight.  All information that we record will be kept strictly confidential.  We will not record your name on any information that we collect from your records and access to data collected in the study will only be available to study personnel.  You will be asked to sign a separate form that gives your permission for the study doctors to look at and record your delivery information and also your baby's medical records.

Voluntary Participation:

If you choose to be in the study, you can stop at any time for any reason.  You will not be treated differently if you decide not to be in the study or stop being in the study after you start.  

Withdrawal from the Study:

You may withdraw from the study at any time for any reason.  There is no penalty to you for withdrawing.  If you do not want to continue or choose not to have local anesthesia, then you may withdraw from the study with no penalty.

You may be asked to withdraw from the study for the following reasons:

e. you miss three of your scheduled appointments

f. your obstetrician determines it would be unsafe for you or your baby to continue

g. our examinations show that your periodontal disease is spreading rapidly and you need more advanced care

h. you receive dental care from a dentist other than a research dentist without first asking the research doctors.

Duration of the Study:

Your participation in the study will last until after your baby is born.  

Your rights:

This consent form gives you information about the study that will be discussed with you.  After we talk to you about the study, you will be given this form to take home. If you decide to volunteer after reading and thinking about this information, 

you will be asked to sign this consent form.  You will be given a copy of this to keep.  

It is important for you to know:

· your participation is strictly voluntary

· you may decide not to participate in the study or to withdraw from the study at any time without penalty or loss of benefits or treatment to which you are entitled

· you will be told about any changes to the study and any new information that we learn that may affect your willingness to participate in this study and you may be asked to sign a new consent form.

· if early results show that there is a relationship between periodontal disease and negative birth outcomes, you will be told and will be offered the appropriate treatment

· you have the right to ask questions concerning the potential or known hazards of this study at any time.  If you have any questions regarding your rights as a volunteer subject or about the study, contact Dr. William Buchanan at the 

· School of Dentistry at (601) 984-6118 or on his cell phone at 601 594-6551

You may discuss your rights as a research subject with Dr. Stanley Chapman, Chairman of Institutional Review Board of UMMC, at (601) 984-2815.
Cost to You:

There is no cost to you for participating.  All the dental treatment you receive from the research clinic will be free of charge.  Participation in this study does not change your payment obligations for your prenatal obstetrics visits or delivery charges, if you have some. In case of injury or illness resulting from your participation in this study, medical treatment is available to you at the University of Mississippi Medical Center. You will be charged the usual and customary charges for any such treatment you receive.

Compensation:

You will not be paid for participating in this study.   After you are enrolled in the study, you will receive a $20.00 gift certificate from Target Stores for each visit you complete.  Every effort will be made to schedule your dental exam appointment on the same day as your prenatal visit so you will not have the expense of extra trips to the clinic. 

Potential Risks:

Pregnant women can receive routine dental care without harm to themselves or their baby. However, routine dental exams and treatment can cause bacteremia which means germs that are normally in your mouth get into your bloodstream, something which  happens whenever you routinely brush your teeth, too. There is no information to say that this will cause harm to your baby or you. In order to reduce the risks of preterm delivery, maternal infection, premature rupture of membranes, spontaneous abortion or other unknown adverse events, all gum treatment and dental care for this study will be done after the first trimester when the formation of your baby is complete and after the time when most spontaneous miscarriages occur. 

Some studies have shown that treating certain vaginal infections with antibiotics during pregnancy can lead to premature birth. No antibiotics will be used in this study. No studies have ever shown that treating periodontal disease leads to premature birth.

Pregnancy may cause your gums to become swollen and sore but the bone that holds your teeth in is generally not harmed by pregnancy. Gum disease progresses very slowly over many years in most people who do not have other health problems.  If a person has gum disease, it generally does not get worse over a nine-month period to the point where teeth are lost. If your monthly examination confirms that your gum disease is getting worse, you will be withdrawn from the study and you will be treated.

Some people find having their gums and teeth examined and cleaned is uncomfortable. A small amount of local anesthesia is safe during pregnancy and may be helpful to make you more comfortable. If the soreness bothers you so that you cannot eat, you can call the Principal Investigator, Dr. William Buchanan, at the UMC School of Dentistry (601) 984-6118.  After hours, Dr. Buchanan may be called at 601 594-6551.  

During the third trimester, reclining in a dental chair may be uncomfortable.  Every effort will be made to assure your comfort.  The dental chair can be adjusted.

Participating in this study may involve risks to you and your baby which are currently unforeseeable. 

Alternatives:

You may choose to not participate in the study.  

Potential Benefits:

You may receive no direct benefit from participating in this study.  According to the National Institutes of Health and the Surgeon General's Report on Oral Health, over 90% of Americans have gum disease.  By participating in this study, you will 

learn if you have gum disease.  One half of the women in the study will have their disease treated before the baby is born and the other half will have it treated after the baby is born.  Finding and treating gum disease at an early age helps prevent tooth loss as you get older.  It is possible that treatment of your gum disease will reduce your chances of having a premature baby or other adverse event.  We hope to learn information that may help others in the future.

Everyone who has cavities will have them treated.  If a tooth needs to be extracted or needs a root canal to save it, that will also be done.  If you lose a tooth during the study that causes space in the front of your mouth or changes your bite so you cannot chew, a temporary partial denture will be made for you.  No permanent bridgework or caps will be done.  No cosmetic dentistry will be done.

Confidentiality:

The study doctors and study staff will have access to your records,  and the Food and Drug Administration (FDA), the Office for Human Research Protections (OHRP), the University of Mississippi’s Medical Center’s Institutional Review Board (IRB) and Office of Compliance may review the study records. You will not be personally identified in any published reports of this study.

Other Dental Visits During the Study:

If you choose to see your own dentist for dental work during the course of the study, you may do so.  However, you will not be reimbursed for those visits and you will have to pay for them yourself. As a condition of staying in the 

study, you will be asked not a have your teeth cleaned or to have any periodontal treatment other than what is being done for you in the study by the study doctors and dental hygienists.  If you have cleanings or periodontal treatment outside the research clinic, you will be asked to leave the study and no further treatment will be provided or paid for by the study.  If you have any questions or concerns about the care you receive, an outside independent dentist is available for consultation.

I have carefully reviewed the contents of this form.  I have had the opportunity to ask my doctor questions about this study and my participation in it.  Before giving my consent by signing this form, I have been sufficiently informed of the reason, means and duration of this study; and the reasonably foreseeable inconveniences, hazards or adverse effects that may result from my participation.  By signing this form, I have not waived any of the legal rights that I would otherwise have.

I understand there are risks, both known and unknown.  The known risks have been explained to me.  I understand there are unforeseeable risks to my baby and myself.  I accept these risks and desire to participate.

I understand I am participating of my own free will and that I may discontinue whenever I choose.  I understand that if I have any questions regarding this study or this form, they will be answered so that I satisfactorily and completely understand.

I acknowledge my responsibility to keep my appointments with my doctors and to report to them immediately any changes in my health or the earliest suggestion of something wrong.  I understand I will be dropped from the study if I fail to keep my appointments.

I understand I may see my dentist for care during the study only after discussing it with the research doctors.  I will be responsible for the cost of these visits.  This dental care cannot include any periodontal treatment until after the baby is born.  I understand I will be dropped from the study if I receive any cleanings or periodontal treatment from any one other than the research staff. I understand that if I withdraw from the study or if I am removed from the study by the investigators, the study will not provide or pay for any needed dental or periodontal care.

I understand that the dental treatment I receive is for improvement of my oral health.  No cosmetic dental work will be provided. 

I understand the study doctor will inform me if my periodontal disease begins to progress rapidly and that, if it does, I will receive the appropriate therapy or be referred to another doctor for treatment.

I, ________________________________ have read and do understand all the preceding information describing this study, and all my questions have been answered to my satisfaction.  I voluntarily consent to participate in this study.

I understand that by signing this form I am not waiving any legal rights I may have.

________________________________

_________________________

Signature of the Participant



Date

_________________________________

__________________________

Signature of Witness to the Signature

Date

I have explained to the volunteer the purpose of participation in this study, and have answered the volunteer's questions.  To the best of my knowledge, she understands the purpose, procedures, risks and benefits of this study.

Person obtaining informed consent: ___________________________________

Signature of person obtaining informed consent:  ________________________ Date_________________

Signature of Investigator:__________________________  Date_______________

Principal Investigator:
William Buchanan, DDS





University of Mississippi

School of Dentistry





Department of Periodontics





2500 North State Street





Jackson, Mississippi 39216-4505





(601) 984-6118

Chairman of the Institutional Review Board:
Stanley Chapman, MD








Department of Medicine








Division of Infectious Diseases








2500 North State Street








Jackson, Mississippi 39216-4505








(601) 984-2815
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III.7.  Maintaining Confidentiality

A violation of patient confidentiality will be regarded as a serious protocol violation.  Ultimately, each Enrollment Site's Obstetric and Periodontal 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:  Form 02 (Patient Locator Information), Form 03 (Patient Log), Form 06 (Patient Tracking Information) and any document containing subjects' Patient ID (PID) numbers along with their names.  

Documents identifying the subject's randomized treatment include:  Form 04 (Randomization), Form 05 (Event Checklist), Form 21 (Confirmation of Study Periodontal Treatment), and Form 22 (Confirmation of Deferred Periodontal Treatment).  

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.  

III.7.1  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 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 on the next page. 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 study, will override the HIPAA authorization. 

TEMPLATE EXAMPLE

HIPAA
 AUTHORIZATION TO USE AND DISCLOSE

INDIVIDUAL HEALTH INFORMATION FOR RESEARCH PURPOSES

1.  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.7.2 Obtaining A Medical Release

A medical release is required from each subject in order to legally access pre- and postnatal records as well as delivery 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., pre-natal records, 

    ultrasound results, delivery records.

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 and the signature of the mother (as the legal 

    guardian) on the signature line for the infant. 

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.

III.8.  Blinding and Unblinding

The OPT study is a single-blind study.  The subjects know whether they are receiving immediate periodontal therapy (Test Group) or deferred periodontal therapy (Control Group).  However, until the study is completed, each subject's intervention group (Test or Control) must be concealed from anyone providing study care or making measurements, i.e., from personnel at the Enrollment Sites, and from personnel at both Labs.  This includes the following personnel:

• Enrollment Site PIs, Site Periodontal and Obstetrical Investigators, the Host Response and Microbiology Investigators, 

• Recruitment and Retention Coordinator, Calibrated Periodontal Examiner, Obstetrical Nurse Data Recorder, Consulting Periodontist, General Dentist, and Dental Assistants.  

Personnel at the Data Coordinating Center (DCC) can link patient IDs (PID) to their treatment assignments.  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 III.7, "Maintaining Confidentiality" for details).  Thus, if introduced to a subject of this study, a member of the DCC staff should not know whether the subject is receiving immediate or deferred periodontal therapy.  

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, 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:  the subject and the Study Coordinator at her Site.  

• The subject should never reveal her treatment assignment to anyone.  The Study Coordinator should remind the subject of this at each visit.  

• The Study Coordinator should not reveal a subject's treatment assignment to anyone, except in one situation:  if the subject is found to have breakthrough periodontal disease and must depart from normal study procedures for rescue treatment.  

For details on procedures in case of breakthrough periodontal disease, see Section II.5.5.  "Monitoring the periodontal status of subjects".  If a subject is found to have 6 or more cumulative tooth sites with more than 2 mm of clinical attachment loss (CAL), the Examiner tells the Study Coordinator, who determines the subject's treatment assignment (Test or Control) and uses it to arrange for the appropriate rescue treatment, as described in Section II.5.5.  The examiner, however, remains blinded to the subject's assignment.  

III.9.  Reporting Adverse Events

III.9.1.  General considerations

The OPT study does not involve investigational drugs, so adverse event reporting is not as integral to the study as it would be in a drug study.  Also, periodontal therapy has been studied in pregnant women at high risk for pre-term delivery, more than once, with no indication that it creates any hazard.  Thus, adverse experiences are unlikely to be an important part of this study's results, and serious adverse experiences should be rare.

However, concern for subjects' well-being, not to mention federal law, forbid us from simply assuming there is no adverse-event problem to be documented.  This section describes how adverse events are determined and documented.  Serious adverse events are of special urgency;  they are reported on their own form using specially urgent procedures, as described in Section III.9.4, below.  

III.9.2.  Periodontal Adverse Events (Form 40)

III.9.2.1.  When are periodontal adverse events detected?  Periodontal adverse events can be detected at any visit after the Baseline/Randomization Visit (Visit 1).  Periodontal measurements are scheduled for Visits 3 and 5, and most periodontal adverse events will be detected at these visits.  However, subjects receive a brief oral exam at Visits 2, 4, and 6, during which adverse events may be detected.  

III.9.2.2.  Who detects periodontal adverse events?  Generally periodontal adverse events are tentatively diagnosed by the Blinded Measurement Hygienist, who takes the periodontal measurements at Visits 3 and 5 for all subjects, provides supragingival polishing and oral health instruction at Visits 2, 4, and 6 for subjects in the Test Group, and provides the brief oral exam and "attention placebo" at Visits 2, 4, and 6 for subjects in the Control Group.  

Periodontal adverse events are definitively diagnosed by a dentist, usually after a tentative diagnosis by the Measurement Hygienist.  The sequence of steps from tentative to definitive diagnosis and then to reporting is described below in Section III.9.2.3. "Procedures for detecting and reporting periodontal adverse events".  

The Measurement Hygienist has the most opportunity to detect periodontal adverse events.  However, from time to time other clinicians will look in the subject's mouth and these clinicians should be alert for evidence of periodontal adverse events.  If a clinician suspects a periodontal adverse event, s/he should contact the Study Coordinator to arrange a definitive events.  

III.9.2.3. Procedures for detecting and reporting periodontal adverse events (Form 40, Periodontal Adverse Events).  

In detecting and reporting periodontal adverse events, the following sequence should occur:

• The Measurement Hygienist discovers evidence suggesting that a subject is having a periodontal adverse event.  At Visits 3 and 5, this would occur during the study-mandated periodontal measurements.  At Visits 2, 4, and 6, this would during the supragingival polishing (Test Group) or the brief oral exam (Control Group).  

– If the Measurement Hygienist suspects progressive attachment loss at Visit 2, 4, or 6 at five (5) or fewer sites, s/he probes those sites before making a tentative diagnosis.  

– If the Measurement Hygienist suspects progressive attachment loss at Visit 2, 4, or 6 at six (6) or more sites, s/he performs full-mouth probing and records the measurements on Form 11 (Periodontal Measurements) before making a tentative diagnosis.  

• The Measurement Hygienist fills out Part A of Form 40 (Periodontal Adverse Events) for the subject, as described below.

– If the Measurement Hygienist has tentatively diagnosed a serious adverse event, s/he contacts a dentist immediately.  However, periodontal adverse events should rarely, if ever, be serious adverse events.  None of the adverse events listed on Form 40 is a serious adverse event; any serious adverse event would be reported as "other" using Item A.5.  If a serious adverse event is detected, the Measurement Hygienist informs the Study Coordinator and one of these two people attempts to contact the following personnel in this order:  the Site's Periodontal Treatment Consultant; the Site's Periodontal Investigator;  the attending dentist at the Site's institution.  

– If the Measurement Hygienist has tentatively diagnosed a non-serious adverse event, there is no need to urgently contact a dentist for a definitive diagnosis.  Instead, the Site's Periodontal Treatment Consultant examines and treatment-plans the subject with due diligence.  

• After completing Part A, the Measurement Hygienist faxes the partly-completed Form 40 to the Data Coordinating Center (DCC) at (612) 625-0080 and to the Site's Consulting Periodontist.  The Measurement Hygienist then gives the partly-completed original form to the Study Coordinator.  

• When the dentist (usually the Site's Periodontal Treatment Consultant) examines the subject, s/he obtains from the Study Coordinator the original of the subject's Form 40 and completes Part B.  

– If the dentist confirms a diagnosis of a serious adverse event, s/he completes Form 41 (Serious Adverse Events), described in Section III.9.4. "Reporting Serious Adverse Events (Form 41)" below.

Form 40 (Periodontal Adverse Experiences) is completed as follows.
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Form Date:

- -

Month Day Year

BLINDED MEASUREMENT HYGIENIST:  Fill out Part A only.

·Fill out this form immediately upon discovering an adverse event:

·At Study Visits #3 and #5, when periodontal measurements are scheduled.

·At Study Visits #2, #4, or #6, during the brief intra-oral exam.

·If any of part A, items 2-5 are checked, contact the blinded periodontal treatment consultant, the periodontal

investigator, or the attending dentist immediately for evaluation and treatment.

·Upon completing part A, fax the form to the Data Coordinating Center (1-800-625-0080) and to your site’s consulting

periodontist, and then give the original to the Study Coordinator.

·Refer to the Manual of Procedures, Section III.9.2.3, for definitions.

DENTIST (Consulting Periodontist, Periodontal Investigator, or Attending Dentist):  Fill out Part B only.

·If you confirm a diagnosis of Generalized Progressive Attachment Loss (Item A1, choice 1), obtain the subject’s 

blinded treatment assignment from the Enrollment Site Coordinator before making the treatment plan.

·Upon completing Part B of the original form, give the completed form to the Enrollment Site Study Coordinator.

Study Visit #:

attach PID label here

Patient ID:

- -

A.   Tentative Diagnosis  (check all that apply)

1.   Progressive Attachment Loss

Periodontal measurements are not scheduled at Visits 2, 4, or 6.  But if it is obvious that the

subject has generalized progression, check this tentative diagnosis, complete Form 11

(Periodontal Measurements) and submit it to the Enrollment Site Study Coordinator.

Generalized Progressive Attachment Loss (6 or more sites cumulatively). 1

List below sites newly diagnosed with progressive attachment loss.

Periodontal measurements are not scheduled at Visits 2, 4, or 6, but if a few sites have

obviously progressed, consider this tentative diagnosis, measure the affected sites, and

record the current Pocket Depth (PD) and Clinical Attachment Loss (CAL).

Consult the subject’s chart for sites previously found to have progressive attachment

loss (i.e., previous Form 40s).

Tooth:   1-32

B/L:B - Buccal

L - Lingual

Site:ME - Mesial

DR - Direct (Mid)

DS - Distal

Tooth B/L Site PD CAL

Current Value

a.

b.

c.

d.

e.

Progressive Attachment Loss (3 mm or more) at 5 or fewer sites cumulatively. 2

- OR -

DCC USE

Received:

Date

Seq. No.:

Form

Yes 1

No 2

Code of person completing Part A:     Hygienist Code:

Dentist Code:

Begin a subject's Form 40 by attaching a PID label to the upper right-hand corner of the form, filling in the Enrollment Site's identifier (NY for New York, MN for Minneapolis, KY for Lexington, MS for Jackson), the date on which the form is completed, and the Study Visit.  

• Part A of the form records the tentative diagnoses, usually made by the Measurement Hygienist.  

• The person completing Part A enters his/her study code in the space provided.

• Item A. 1 is checked "yes" if the Measurement Hygienist finds that the subject has tooth sites that have lost attachment.  Specifically, "progressive attachment loss" means a loss of 3 mm or more at a site since the baseline periodontal exam. 

• Inside the box for Item A.1, check the box for "Progressive Attachment Loss" if the Measurement Hygienist finds that the subject has 5 or fewer tooth sites cumulatively having progressive attachment loss.  "Cumulatively" means total since the baseline periodontal exam.  For example, suppose the subject is having her Visit 5 and the Measurement Hygienist detects three sites with progressive attachment loss.  The Measurement Hygienist consults the subject's chart to see if any sites were found to have progressive attachment loss at previous visits.  If 0, 1, or 2 sites with progressive attachment loss were detected at previous visits, then the cumulative total of sites with progressive attachment loss is 3, 4, or 5 sites respectively and "Progressive Attachment Loss" should be checked.  However, if 3 or more sites with progressive attachment loss were detected at previous visits, then the cumulative total of sites with progressive attachment loss is 6 or greater.  By the OPT Study's definition, the subject has generalized progressive attachment loss, described at the next bullet.  

• Inside the box for Item A.1, check the box for "Generalized Progressive Attachment Loss" if the Measurement Hygienist finds that the subject has 6 or more tooth sites cumulatively having progressive attachment loss.  For example, suppose the subject is having her Visit 3 and the Measurement Hygienist detects 10 sites with progressive attachment loss.  Then by the OPT Study's definition, this subject has generalized progressive attachment loss and "Generalized Progressive Attachment Loss" should be checked.  Suppose instead that the subject has only 5 sites with progressive attachment loss.  On consulting the subject's chart, the Measurement Hygienist finds that no other sites have been diagnosed as having progressive attachment loss.  Then by the OPT Study's definition, the subject has only localized progressive attachment loss and "Progressive Attachment Loss" should be checked.  

• Generalized Progressive Attachment Loss:  Once the Measurement Hygienist makes a tentative diagnosis of generalized progressive attachment loss, s/he completes (if s/he hasn't already) a Form 11 (Periodontal Measurements) based on a full-mouth probing.

• Progressive Attachment Loss:  Once the Measurement Hygienist makes a tentative diagnosis of progressive attachment loss at 5 or fewer sites cumulatively, s/he records the following information about each progressing site:  

– The tooth number, using the Universal system (numbering teeth 1 to 32)

– Whether the site is buccal or lingual (B or L, respectively)

– Whether the site is mesial, mid- (or direct), or distal, (ME, DR, or DS, respectively)

– The just-measured values of pocket depth (PD) and clinical attachment loss (CAL).

The definitions that follow are adapted from those in Carranza'a Clinical Periodontology, Ninth Edition.  Editors MG Newman, HH Takei, FA Carranza, WB Saunders Co. Philadelphia , 2002.
• Item A.2, "Periodontal or gingival abscess" is checked under the following conditions.  A periodontal or gingival abscess is a fluctuant (not firm) mass within the gingiva.  Pus can usually be expressed from the lesion, either through the crevice, pocket, or a sinus tract.  The surface of the lesion is usually red and shiny.  Symptoms may include throbbing, radiating pain, tenderness to touch, and tender and enlarged lymph nodes.  Periodontal and gingival abscesses are distinguished from each other based on whether the lesion is localized to the gingival tissues (gingival abscess) or if it extends apically along the root surface (periodontal abscess).  Gingival abscesses are more common in the maxillary tuberosity area distal to second or third molars.  Care must be taken to distinguish a periodontal from a periapical abscess.  Pulp vitality testing is the most reliable means of making this distinction.  Swellings adjacent to non-vital teeth are likely periapical abscesses.  Finally, it is possible that an abscess may be both periodontal and periapical in origin.
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• Item A.3, "Pyogenic granuloma ("pregnancy tumor")" is checked under the following conditions.  A pregnancy tumor is a discrete, mushroom-like flattened mass that protrudes from the gingival margin or interproximal space.  The surface is deep red and smooth.  The lesion is usually painless but may become ulcerated and tender if it interferes with the patient's bite.  The tissue bleeds easily and is usually associated with some local irritants.
• Item A.4, "Pregnancy gingivitis" is checked under the following conditions.  In pregnancy gingivitis, the marginal tissue are moderately to severely enlarged.  The gingiva are bright red or magenta, soft and friable, and have a smooth shiny surface.  Moderate to profuse bleeding can occur spontaneously or with slight manipulation (e.g., mastication, during tooth brushing or flossing, or following gentle probing).  While pregnancy does not cause gingivitis, it can exacerbate existing inflammation due to local irritants.
• Item A.5, "Other" is checked if the Measurement Hygienist suspects any other adverse event.  Any serious adverse event will fall under this category.  If the Measurement Hygienist tentatively diagnoses a serious adverse event, s/he must have the diagnosis confirmed by a dentist immediately for the subject's safety and the safety of other study subjects.  Therefore, the Measurement Hygienist contacts a dentist immediately, by attempting to contact the following personnel in this order:  the Site's Periodontal Treatment Consultant;  the Site's Periodontal Investigator;  the attending dentist at the Site's institution.  

• Upon completing Part A of a subject's Form 40, the Measurement Hygienist faxes the partly-completed Form 40 to the Data Coordinating Center (DCC) at (612) 625-0080 and to the Site's Consulting periodontist.  The Measurement Hygienist gives the original Form 40 to the Study Coordinator.

• Part B of the original Form 40 is completed while the dentist (usually the Site's Periodontal Treatment Consultant) examines the subject, either by the dentist or by the Measurement Hygienist or Study Coordinator.  

• Item B.1 records which dentist examined the subject and filled out the form, with the dentist's initials recorded in the boxes provided.

• Item B.2 records the dentist's definitive diagnosis or lack of diagnosis.  A check mark must be placed in the appropriate box in each of the six rows.  For example, suppose the Measurement Hygienist tentatively diagnosed Generalized Progressive Attachment Loss.  Then row b is completed with a check in either the "Confirmed" or "Not Confirmed" box, while the other 5 rows (a, c, d, e, f) are completed with a check in the "Not Applicable" box.

• Item B.3 records whether treatment was accepted, and if so, which treatments were rendered.  

– If treatment is indicated but the subject refuses it, box a, "Treatment was indicated but refused" is checked and the date of refusal is recorded in the spaces provided.

– If treatment is indicated and rendered, the appropriate boxes are checked from among boxes b through g, and dates of treatment are placed in the spaces provided. 

• If the dentist confirms a diagnosis of a serious adverse event, s/he completes Form 41 (Serious Adverse Events), described in Section III.9.4. "Reporting Serious Adverse Events (Form 41)" below.

III.9.3.  Pregnancy Adverse Events (Form 60, Delivery Data/Pregnancy Adverse Events)

III.9.3.1.  General considerations about pregnancy adverse events.  Most adverse events relating specifically to the pregnancy will be detected when the Obstetrical Nurse Recorder abstracts birth information for Form 60, Delivery Data/Pregnancy Adverse Events.  Definitions and instructions for completing Form 60 are given in Section II.6 "After the Birth", particularly II.6.3 "Data Collection for Deliveries at the Enrollment Site" and II.6.4 "Obtaining Data for Deliveries Outside the Enrollment Site".  

III.9.3.2.  Serious adverse events recorded on Form 60.  Only two serious adverse events are recorded on Form 60, and both involve the child but not the mother:

• The pregnancy ends in a spontaneous abortion, or the child is stillborn;  or

• The child is diagnosed with fetal congenital abnormalities by ultrasound or at delivery.

As detailed below, serious adverse events must be reported within 24 hours of their detection.  Responsibility for such reporting lies with each Site's Principal Investigator (PI), although for pregnancy adverse events this responsibility will usually be delegated to the Obstetrical PI.  It is impractical for an Obstetrical PI to be present at each subject's delivery, so each Obstetrical PI must devise and implement a procedure for reporting these two kinds of serious adverse events within 24 hours of their occurrence, using the procedure described in Section III.9.4, below.

III.9.3.3.  Other serious pregnancy adverse events.  Any other serious pregnancy adverse event occurs before delivery and should be reported as described in Section III.9.4, below.

III.9.4.  Reporting Serious Adverse Events (Form 41)

III.9.4.1. What is a serious adverse event?  A serious adverse event is "any untoward medical occurrence that results in death, is life-threatening, requires or prolongs hospitalization, causes persistent or significant disability or incapacity, results in congenital anomalies or birth defects or, in the opinion of the investigators, represents other significant hazards or potentially serious harm to research participants or others."  (From Section 3.l of "Guidelines for Developing a Manual of Operations (MOP)", National Institute of Dental and Craniofacial Research, draft dated 15 November 2002.)

Although serious adverse events are expected to be rare in the OPT study, they are no less serious for their rarity and must be reported within 24 hours, following procedures described in the section following.

III.9.4.2.  Procedure for reporting serious adverse events (Form 41).  

A serious adverse event can be detected at any time.  However, most serious adverse events will probably be detected:

• at the delivery;

• during routine pre-natal exams, by physicians at the Site; or  

• during oral exams, by the Measurement Hygienist.

Regardless of where a serious adverse event is detected, responsibility for reporting it lies with the Site's Principal Investigator (PI).  

– Generally, the responsibility for pregnancy adverse events will be delegated to the Obstetrical PI.  It is impractical for an Obstetrical PI to be present at each subject's delivery, so each Obstetrical PI must devise and implement a procedure for reporting these two kinds of adverse events.  

– Because periodontal adverse events are almost always detected by the Measurement Hygienist, their reporting procedure can be standardized and is described above in Section III.9.2 "Periodontal Adverse Events".  

Completing Form 41.  Form 41 is sent to the Data Coordinating Center (DCC), so the subject's name must not appear on it anywhere.  Instead, the subject is identified to the DCC by her patient ID (PID) and enrollment code.  Each Site must make provisions to ensure that the PID is available to the person responsible for completing Form 41.  

When a serious adverse event is detected, the responsible person completes and transmits a Form 41 (Serious Adverse Event) according to the following procedure. 
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Month Day Year

1)   First prenatal visit Date: Hemoglobin:                      g/dl

.

- -

Month Day Year

2)   28 weeks gestation Date: Hemoglobin:                      g/dl

.

7.   Were any tocolytic drugs used to treat pre-term labor?

Yes 1

No 2

a.   Magnesium sulfate

b.   Sympathomimetics (e.g., terbutaline)

c.   Other, 

      specify: ___________________________

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

8.   Did pre-term (less than 37 weeks) rupture of membranes (PROM) occur?

Yes 1

No 2

- -

Month Day Year

When?

9.   Did the mother suffer a traumatic injury while pregnant?

- -

Month Day Year

 When?                                                   Describe briefly: ____________________________________ Yes 1

No 2

10.   Was pre-term delivery medically indicated?

Reason:  

a.   Diabetes

b.   Hypertensive disorder

c.   Fetal indication

d.   Other, 

      specify: __________________________

Yes 1

No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

Yes 1 No 2

11.   Was pre-term delivery obstetrically indicated?

Reason:   Yes 1

No 2

a.   Placenta previa

Yes 1 No 2

b.   Placental abruption

Yes 1 No 2

d.   Other, 

      specify: __________________________

Yes 1 No 2

c.   Preeclampsia

Yes 1 No 2
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• Begin a subject's Form 41 by either writing the subject's PID in the upper right-hand corner of the form or by attaching a PID label to the upper right-hand corner of the form

• Fill in the Enrollment Site's identifier (NY for New York, MN for Minneapolis, KY for Lexington, MS for Jackson), the date on which the form is completed, and the initials of the person completing it.  

• Items 2 and 3 may be difficult to determine but are required by law.  The person completing the form should use his or her clinical judgment to answer the question as accurately as possible.

• Item 4 records the sense or senses in which the adverse event is serious.  If the adverse event is a fetal congenital abnormality (Item B. 2 of Form 60, Delivery Data and Pregnancy Adverse Events), it is categorized as "Congenital anomaly / birth defect".  If the adverse event is a stillbirth or spontaneous abortion, it is categorized as "Other", and described in the space provided as "spontaneous abortion" or "stillbirth", as appropriate.

Any other adverse events should be categorized by the clinician using his/her clinical judgment.

• Item 5 provides space to describe the serious adverse event.  If the serious adverse event is any of the following, no description is necessary:  fetal congenital abnormality, stillbirth or spontaneous abortion, periodontal or gingival abscess, pyogenic granuloma.  Any other serious adverse event requires a text description under Item 5.  Additional pages may be attached as needed.  

• Item 6 is not filled out at the Site, but is used by the Data Coordinating Center (DCC) to code serious adverse events.  

Transmit Form 41 to the Data Coordinating Center (DCC) and the Site's Principal Investigator.  Upon completing the Form 41, fax the form to the DCC at (612) 625-0080.  If the form is not completed by the Site's Principal Investigator (PI), it should be transmitted as soon as possible, by any appropriate means, to the PI or, in the PI's absence, to a person designated by the PI.  
Procedure at the Data Coordinating Center (DCC).  Once the DCC has received the Form 41, it adds other necessary information to the report and transmits the Form 41 and the other information to the Data and Safety Monitoring Board (DSMB), to the sponsor (the National Institute of Dental and Craniofacial Research [NIDCR]), and to the Site's Institutional Review Board (IRB), as required by the NIDCR.  

Responsibility for this transmission lies with the DCC's Director, though it is generally delegated to the Statistical Study Manager.  

Per NIDCR guidelines (Section 3.l of "Guidelines for Developing a Manual of Operations (MOP)", National Institute of Dental and Craniofacial Research, draft dated 15 November 2002), the DCC will remove the subject's patient ID (PID) from copies of the Form 41 intended the DSMB and the Site's IRB, while adding the protocol number and title and the Site's PI to all copies.  The DCC will also draw the following information from the database to send along with the Form 41:

• The subject's gender, age, and information from the Baseline Obstetrical Data (Form 10) and Periodontal Measurements (Form 11)

• Location of the Site

• Whether any similar serious adverse events have occurred during the study, and if so, how many.  

III.10.  Data and Safety Monitoring Activities

III.10.1.  Safety Monitoring

III.10.1.1.  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 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.10.1.2.  Monitoring for progressive periodontal disease.  All subjects will be evaluated clinically every two months for evidence of progressive clinical attachment loss (CAL), defined as an increase from baseline in clinical attachment loss (CAL) greater than 2 mm.  The examiner will compare CAL recordings to baseline values and record the location of sites that display progressive CAL, along with the magnitude of change.

If a subject has fewer than 5 cumulative sites with CAL greater than 2 mm, the subject will be referred to the treatment hygienist for localized scaling and root planning, regardless of the subject’s initial treatment assignment.  (See Section III.9.2. "Periodontal Adverse Events (Form 40)" for more details.)  In this manner, the examiner will remain blinded to treatment assignment.  Tooth sites requiring such care will be considered to be exited from the study and their periodontal data will be carried forward on an intent-to-treat basis, though the subject will be followed through delivery. 

If a subject experiences progressive attachment loss from baseline at 5 or more sites, the subject will be considered to have generalized progressive attachment loss and will be exited from her study-assigned therapy.  (See Section III.9.2. "Periodontal Adverse Events (Form 40)" for more details.)  The subject’s records will be forwarded to the consulting periodontist who will be informed of the subject’s group assignment by the study coordinator.  The consultant will review clinical records to confirm the diagnosis of generalized progressive periodontitis if s/he deems it appropriate, and either refer the subject to the treatment hygienist for full-mouth scaling and root planning (if originally assigned to the control group) or for additional assessment and care (if in the test group).  For test subjects who experience generalized CAL, the consulting periodontist will determine tooth sites to be sampled for microbial analysis. The subgingival plaque samples will be submitted to a commercial laboratory for microbial analysis and antibiotic sensitivity testing. The consulting periodontist will review the results from the laboratory, select and prescribe an appropriate antibiotic regimen, and arrange to personally re-instrument the subject or refer her to the treatment hygienist for this treatment. This treatment will not be delayed until postpartum.

Based on published reports of disease progression in untreated populations, a conservative estimate is that 2-3% of subjects will experience progressive disease.

Subjects will also be monitored at monthly intervals for additional adverse periodontal events including abscess, necrotizing ulcerative gingivitis, pregnancy tumor, and severe or diffuse inflammation.

III.10.1.3.  Obstetrical safety monitoring.  Obstetrical adverse events will be detected during the subject's regular pre-natal visits and during post-partum chart abstraction.  Most if not all of the study's serious adverse events will be obstetrical in nature and will be detected at a regular pre-natal visit or at delivery.  Each enrollment site's obstetrical principal investigator (PI) will implement procedures to ensure that all serious adverse events are reported to the Data Coordinating Center (DCC) within 24 hours.  (See Section III.9.4. "Reporting Serious Adverse Events (Form 41)" for a detailed description of procedures.)  Adverse events of lesser severity will generally be detected during the post-natal chart abstraction and will be reported with birth-related data.  (See Section III.9.3. "Pregnancy Adverse Events (Form 60, Delivery Data/Pregnancy Adverse Events" for further details.)

III.10.1.4.  Data and Safety Monitoring Board (DSMB).  All subjects will be monitored for preterm delivery and other prenatal adverse events that occur during the course of this trial.  Periodontal probing and scaling and root planing cause transient bacteremias.  Therefore, while unlikely and not supported by data from other trials, periodontal therapy could increase the incidence of pre-term delivery or other adverse events.  To minimize this risk, all periodontal therapy and dental care will be done after the first trimester, when fetal formation is complete and after the time when most spontaneous miscarriages occur.  Conversely, periodontal therapy may reduce the incidence of preterm birth and this may become evident before all subjects are enrolled or complete the trial.  

Given these concerns, a Data and Safety Monitoring Board has been established consistent with NIDCR Policies and Procedures.  The DSMB is scheduled to meet in Minneapolis, MN prior to start of enrollment and in the fall of years 1, 2 and 3.  Interim conference calls may be scheduled at the discretion of the board, the NIDCR, or the study leadership.

At each meeting after enrollment begins, the DSMB will receive a formal report prepared by the Data Coordinating Center (DCC).  In general, the report will include data about enrollment and quality of data collection, baseline comparisons of treatment groups, and treatment group comparisons according to each study outcome.  Each report will have an open section containing materials suitable for blinded study staff, and a closed section giving outcomes and treatment-group comparisons.  The closed section will be seen only by the DSMB, the NIH program officer, and DCC staff.  Treatment groups will be coded as A and B, with the identities of groups A and B sent under separate cover.

Production of DSMB reports is one of the DCC's highest priorities. Data will be shown in tables and graphs to ease detection of patterns, trends, and group differences.  In general, the report will include quality-control data (described below), baseline comparisons of treatment groups, and treatment group comparisons according to each study outcome.  

III.10.2.  General Study Monitoring

The Principal Investigator (PI) and Study Coordinator at each 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 will be responsible for external monitoring (see Section III.10.3 "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, and that adverse events are reported 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. 
III.10.3.  Monitoring Data Quality

III.10.3.1.  Local monitoring of data quality.  Each 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.14 "Data Collection Procedures" and III.15 "Data Management and Error Correction" for details.)  
III.10.3.2.  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, weekly forms packages, and birth-data collection.  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.10.3.3.  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.11.  Study Compliance

III.11.1.  Objectives and General Considerations

The objectives the OPT 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 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.11.2.  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) Administering the wrong therapy to a subject.

(f) Randomizing ineligible subjects.  The most likely instances are: 

– The subject's periodontal disease is not extensive or severe enough, because of a computational error on Form 11.

– The subject's gestational age is not between 13 and 16 weeks at randomization.

– There were errors in assessing or recording medical conditions that make the subject ineligible.

(g) Not completing Essential Dental Care and/or study periodontal therapy (Test Group only) before 20 weeks gestational age

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 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), (f), and (g) are concerns mainly because they endanger the scientific integrity of the study.  Item (e) corrupts the randomization, which is the basis for attributing the study's result to the treatment.  Items (f) and (g) tend to dilute any treatment effect that may be present.  Also, 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.11.3.  Procedures

III.11.3.1.  How violations are detected.  Protocol violations are mainly detected by the following procedures.  

Routine data processing at the Data Coordinating Center (DCC) will probably uncover most violations.  For example, when a subject's Baseline Form 11 (Periodontal Measurements) is processed, the periodontal eligibility criteria can be checked by the computer.  Similarly, if Essential Dental Care or study periodontal therapy is not completed on time, this will be detected from form dates.  If the wrong treatment is administered to a subject, this will be revealed by an inappropriate pattern of forms arriving at the DCC.

The Site Principal Investigator's (PI's) monthly monitoring will detect consent irregularities, unsafe confidentiality practices and subjects who are ineligible because of errors in assessing or recording relevant medical conditions.  

Site monitoring by the Statistical Study Manager will also detect consent irregularities, unsafe confidentiality practices and, to a lesser extent, subjects who are ineligible because of errors in assessing or recording relevant medical conditions.  

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.11.3.2.  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 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.11.3.3.  Procedure in case of a persistent problem.  If a problem persists despite repeated attempts to solve it locally, the entire OPT Study may be endangered.  Such a situation demands the immediate attention of the 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 Study's completion, requiring immediate and drastic action.  

III.12.  Incentive Payments (Gift Certificates)

Each gift certificates dispensed by the OPT Study is worth $20.  Gift certificates can be for Target, Wal-Mart, or a similar discount store convenient for study participants.  

III.12.1.  Occasions on which subjects receive gift certificates

Subjects receive a gift certificate on these occasions:

• On enrollment (see Section II.1.3).

• At the Baseline/Randomization Visit (Visit 1), if it does not occur on the same day

   as enrollment (see Section II.2.4).

• At each Essential Dental Care visit (see Section II.3).

• At each visit required to complete study periodontal therapy in the test group (see

   Section II.4).

• At each study visit (i.e., Visits 2, 3, 4, 5, and 6) for both groups (see Section II.5).

• At each visit required to complete periodontal therapy in the control group (see

   Section II.7).

III.12.2.  Procedure for payment

For Enrollment Sites other than the Minneapolis Site (Hennepin County Medical Center), the following procedure is followed each time a gift certificate is dispensed.  

The Study Coordinator hands the subject the gift certificate.  The subject then signs an acknowledgement of payment form indicating that she has received a gift certificate.  Each form records the date, the gift certificate's serial number (if applicable), the subject's name and signature and the signature of the staff member issuing the certificate. 

For the Minneapolis Site (Hennepin County Medical Center), the procedure is identical except for gift certificates for Essential Dental Care.  For the Minneapolis Site, Essential Dental Care is provided at the University of Minnesota Dental School and Clinics, so gift certificates dispensed after Essential Dental Care are dispensed by the General Dentist who delivers Essential Dental Care.  Otherwise, the procedures are the same as above.  The Minneapolis Site thus has two disbursement logs:  one maintained by the Study Coordinator, and one by the dentist providing Essential Dental Care.

III.12.3.  Managing and protecting the gift certificate inventory

The gift certificates are purchased by the Administrative Center at the University of Minnesota and sent to each Enrollment Site's Study Coordinator by registered mail monthly.  Upon receiving the gift certificates, the Study Coordinator signs for the receipt of the gift certificates and verifies in writing the number of gift certificates received and the beginning and ending serial numbers.  The latter written verification is faxed to the Study Chair at the University of Minnesota.  Gift certificates distributed to the Minneapolis Site's Essential Dental Care clinic at the University of Minnesota are verified in writing directly rather than by fax.

Each month, a Site's Study Coordinator mails the Study Chair a copy of that month's signed payment receipts.  Specifically, the payment receipts are copied with the subject names and signatures concealed for confidentiality, and the partly-obscured copy is mailed to the Study Chair. Payment receipts should not be faxed as this may pose a problem with confidentiality.  The Minneapolis Site's Essential Dental Care clinic provides the obscured copy directly to the Study Chair rather than by fax.

The Study Chair maintains records of:

• gift certificates purchased, 

• gift certificates distributed to Enrollment Sites, 

• faxes from Study Coordinators verifying receipt of gift certificates, and

• copied payment receipts from the Enrollment Sites.

All records will be available for auditing and oversight by NIH staff.  

Each Site's Study Coordinator is responsible for maintaining security of the gift certificates and for verifying disbursement of gift certificates to study subjects.  At the Minneapolis Site's Essential Dental Care clinic, this responsibility is delegated to the dentist providing Essential Dental Care.  Gift certificates must be kept under lock at all times except when being accessed.  Training will emphasize protecting the gift certificates, which are as good as cash at the retailer that sold them.  

III.12.4   Other Incentives

In addition to the gift certificates, each enrolled subject will receive a small baby gift following each visit. These gifts will include rattles, teethers and other small gifts appropriate for young infants. The DCC will ship the gifts to each site on a quarterly basis.

III.13.  Randomization

Three steps are needed so the Data Coordinating Center (DCC) can perform the randomization procedure described in Section II.2.4.6. "Randomize the Subject, Form 04 (Randomization/Exclusion), continued".  The steps are:

• Generate a treatment assignment schedule for each Enrollment Site, 

• Write the interactive randomization program used by the registrar during each randomization, and 

• Train the registrars.  

These steps are described in the following paragraphs.  

DCC staff members prepare a treatment assignment schedule for each Enrollment Site, which is used to make assignments for that Site during randomization phone calls.  Each Site's randomization schedule is constructed using permuted blocks of lengths 2 and 4, ensuring that the two treatment groups at a Site never differ in number randomized by more than two subjects.  The block lengths of 2 and 4 are alternated at random to make it harder to predict future treatment assignments.  For each Site, the schedule is twice as long as the anticipated enrollment (2 times 204 = 408) to ensure the Site has enough treatment assignments.  

The computer program to check eligibility and assign a subject's treatment leads the registrar through a series of windows containing questions to verify the subject's eligibility and to assign the subject to a treatment group.  The program does not permit a given patient ID (PID) to be randomized twice.  The program is written in NOMAD, adapted from programs used in previous studies.

The primary registrar will be the Data Entry/Quality Control Operator, backed up by the Statistical Study Manager.  The Statistical Study Manager trains registrars, who practice randomizations using a set of dummy databases.  

III.14.  Data Collection Procedures

III.14.1.  Forms completion

Data recorded on forms are obtained 

• At the Enrollment Sites:

– during face-to-face interviews at the baseline visit;  

– during periodontal examinations; 

– during follow-up visits and oral examinations; 

– by chart abstraction (for delivery data);  and 

• At the Microbiology Lab and the Host Response Lab

– from laboratory assays of plaque and serum.  

III.14.1.1.  Forms completed at Enrollment Sites.  All forms completed at the 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 Site, so problems can be rectified.  

III.14.1.2.  Forms completed at the Labs.  Laboratory assay forms are completed at the appropriate laboratory.  Specifically, each such form is an Excel file containing modest standard formatting consistent with the OPT study's other case report forms.  Before each file is transmitted, it is checked for accuracy, consistency, and completeness by the Lab's Director or by a person designated by the Director. 

III.14.2.  Procedures for transmitting forms and retaining copies (Form 80, "Standard Packing List" and Form 81 "OPT Study Shipment Receipt")

III.14.2.1.  Forms completed at 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.

• Before sending a completed form or ECR, the Study Coordinator photocopies the originals and stores the originals 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/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.14.2.2.  Forms completed at the Labs.  Lab data are recorded in Excel files having a modest format consistent with the OPT study's other forms.  Usually, many such files will be transmitted to the DCC in a single e-mail.  

• Specifically, the Excel files are transmitted as attachments to the e-mail.  Also attached to the e-mail is a packing list, a Word document having the same format as the packing list used by the Sites for paper forms.  

• The packing list is completed in much the same manner as for paper forms, as described above in Section III.14.2.1, "Forms completed at Enrollment Sites".  

– The most important difference is that Forms from the Labs are not specific to subjects, but rather to groups of samples.  Thus, an item on the packing list now refers to an individual form, not to a type of forms.  

– Each such form is described in the packing list by the date on the form and by the analyte described in the form.  For forms sent by the Microbiology Lab, this is a bacterial species.  

• The packing list itself serves as the return postcard, so no separate form is needed for shipments from the Labs to the DCC.

When the e-mail arrives at the DCC, the Data Entry/Quality Control Operator detaches each attachment from the e-mail and checks each one against the packing list.  Discrepancies are noted in the box on the packing list labeled "Please Return Postcard".  If there are no discrepancies, The Data Entry/Quality Control Operator types "Shipment OK" in this box.  If there are discrepancies, the Data Entry/Quality Control Operator notes the discrepancies in the box.  Then the Data Entry/Quality Control Operator notes, in the box on the lower right, the date the shipment was received, its general condition, and who received it.  

Having completed the packing list, the Data Entry/Quality Control Operator prints a copy for DCC files and e-mails the modified packing list back to the Lab.  The designated Lab personnel check the returned packing list, resolving any discrepancies, and file the packing list for future reference.

III.15.  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 III.7 "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.15.1.  Forms processing at the Data Coordinating Center (DCC)

Based on planned enrollment, the weekly forms load at the DCC should be roughly 100 confirmation forms, which require minimal data entry and have a small chance of error, and roughly 140 forms with substantial data entry and error correction burdens. 

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

1.  A package is received from an Enrollment Site.  (Details on shipping forms from Sites to the DCC are in Section III.14.2 "Mailing, Documenting, and Filing Backup 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.15.2 "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 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.15.2.  Error Corrections

[NOTE:  The database and associated error-correction software are not yet completed.  Thus, this section uses examples from previous studies that used the same approach to data management.  When the present study's database is fully operational, this section will change but only in minor details.]

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.15.2.1.  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, for example, on Form 11 (Periodontal measurements), the fraction of sites that bled on probing.  

(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 "01-05-03" (5 January 2003) when the subject actually enrolled in November 2003 and the correct date is "01-05-04" (5 January 2004).  

(vi) A subject was enrolled without an ultrasound to confirm gestational age (this will occur only at the Kentucky site).

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.  

ECRs are sent from the DCC to the Site by e-mail.  Each e-mail containing ECRs is structured as follows.

• The e-mail has a cover sheet (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 shipment.  There may be many ECRs in a shipment.

• In the shipment (the e-mail), 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 in the e-mail, 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 100026-O76

  and New York, respectively.  

– Gives the date the ECR was sent out by the DCC.  [In Figure 5, this is 03-05-

   2003.]

– Identifies the form by form number (e.g., Form 04, the

   Randomization/Exclusion 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 OPT04, Visit is not listed, and sequence number 000101,

   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

    000061.]

• 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 is that on page 2 of the form, the answer to Question 5 – the answer "yes" was entered on the form in question – is inconsistent with the answer to Question 5.]

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.  This is illustrated in Figure 5. Also, sometimes there will be text comments further describing the nature of the error and/or the required information. In this example, a text comment was added stating, “This question should not be completed if question D is answered, “Yes.” 

Figure 4: Error Correction Cover Page

Attn: Giselle Santivanez                                                       

 03/05/03

 Shipment #: L0025

 DCC Contact:  Irene Olson

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

    | ID              | Form   | Visit/Exam Date | Comments   

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

 1. | 100026          |  OPT04  |   *          |   

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

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

 ERROR CORRECTIONS FOLLOW

 ================================================================
Figure 5: Error Correction

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

  Participant:    100026-O76

  Current Clinic: New York                              Date Sent: 03-05-2003

  Form:           OPT04

  Edit Date:      02-27-2003       Form Seq. #: 000101         Seq. #: 000061

  ****************************************************************
  ================================================================

  Page: 2   Question: E.

  Treatment arm:

  Entered on form: 2

  --> Circle correct value: 1 = Test group      2 = Control group

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

  The above is not consistent with the following lead-in question:

  Page 2  Question 5.

  Did the subject fail to meet all eligibility criteria?

  Value entered on form: 1

  --> Circle correct value: 1 = Yes      2 = No

  This question should not be completed if question D. is answered

  "Yes"

III.15.2.2.  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 #3, and the form retrieved is for Visit #3.

(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., gestational age at birth), or for closed-ended questions for which the ECR does not list the possible answers, write the correct value in the space provided.

Figure 5 illustrates a closed-ended question for which the ECR does not list the possible answers.  To correct this error, the Study Coordinator does one of the following things:

• Cross out the "4" that was entered for Question 6 and write the correct value next to it; if the correct value was to leave the item blank, write "blank".  

• Cross out the "5" that was entered for Question 5 and write the correct value next to it; if the correct value was to leave the item blank, write "blank".

• Cross out both the "4" entered for Question 6 and the "5" entered for Question 5 and write a text reply in the blank space.

(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.15.2.3.  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.15.2.4.  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.16.  Data Analysis Requests by 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.16.2 below, and transmitting it to the 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.16.1.  Appropriate Data Analysis Requests

Most requests are for analyses for:  

• Scientific presentations, abstracts, and papers, consistent with the Publications & Presentations policy (see Section IV.4.5);

• 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 (SC).  This is discussed in further detail in the instructions for completing Form 70, Part B (see Section III.16.2 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.16.2.  Form 70 (Data Analysis Request)

[image: image33.emf]B.   Receipt Information  (Filled out by the Host Response Lab only)

1.   Date the box was received at the Host Response Lab:

- -

Month Day Year

5.   Date this form was faxed from the Host Response Lab to the DCC:

- -

Month Day Year

2.   Was the box missing any tubes?

a.   How many tubes were missing?

b.   If 9 or fewer tubes were missing, indicate their locations using the map’s row 

      and column numbers:

If 10 or more tubes were missing, indicate their locations on the map by making

a large 

X

 in the corresponding box on the map.

3.   Were any tubes thawed?

a.   How many tubes were thawed?

1       The whole box

4.   Was there any other damage to the samples?

6.   Host Response Lab Contact Information:

a.  Initials:                           b.  Name (please print): _____________________________________________
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Yes 1

No 2

Yes, describe 1

No 2

Part of the box

If only part of the box was thawed, indicate the thawed tubes on the map

by making a large 

O

 in the corresponding box on the map.
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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.  

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.  We closely monitor subjects for obstetrical and periodontal adverse events throughout the trial and make available to participants any necessary rescue or emergency care.  The study's leadership continually review the medical and dental literature to determine if new findings substantially affect the study's 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 DSMB and the NIDCR program official in a timely manner so informed decisions can be made about continuing the trial.  

Study treatment will be rendered under the direction of a qualified and licensed dentist or obstetrician.  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 Sites and the University of Minnesota.  While the responsibility for maintaining human subjects approval rests with the Enrollment Site PI, the study leadership, during the 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 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 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 codes remain accessible only to the Study Coordinator (and to the consulting periodontist as needed);  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

(See also Section III.10, "Data and Safety Monitoring Activities")

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 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'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 Site PI ensures that the Study Manager has access to all study documents and pertinent obstetrical and dental records.  Finally, the Study Manager reviews the reporting, documentation and follow-up of serious adverse events to assure that these events were handled according to procedures described in this manual.  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 DSMB and to the 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 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 (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 and DSMB,  

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, numbers randomized, reasons for not randomizing enrollees.

• 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 and birth-data collection.  

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 and DSMB will include all of the items reported monthly (see the previous paragraph), as well as summaries of subject characteristics, trends, and problem areas.  

DSMB reports are described in detail in Section III.10.

IV.3.  MOP Maintenance

Producing and maintaining the Manual of Procedures (MOP) is the responsibility of the 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.

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 Site PI.  The PI will act on this information at his/her own discretion.  In the event that an 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 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) will ask the person to divest him/herself from such conflict or will relieve the individual of his/her study-related duties. 

Data Safety and Monitoring Board members are required to verify, in writing, that they do not have a conflict of interest in serving on this oversight board.  The NIDCR program official maintains this documentation.

IV.4.2. Dental Care to Participants

All subjects will receive non-surgical periodontal therapy in accordance with community standards of care.  Test subjects will receive this treatment between 13 and 20 weeks of pregnancy.  Control subjects will receive this care shortly after delivery.  Rescue treatment, including mechanical and perhaps antibacterial therapy, will be available to all subjects who experience progressive periodontitis during the course of the trial.  

Essential dental care, defined as treatment of carious or abscessed teeth, will be provided to all study subjects between 13 and 20 weeks of pregnancy.  This care will consist primarily of removing carious tooth structure, placing temporary or permanent (composite or alloy) restorations, and providing endodontic treatment for abscessed teeth.  Anterior teeth extracted by study dentists during the course of the trial will be replaced using transitional partial dentures.  Permanent partial dentures, crowns (caps) or bridges, or restorations that are indicated for esthetic reasons alone will not be placed as part of this study.  Subjects will be financially responsible for any dental care they receive outside of this study.  Exceptions will be made to this policy if emergency, after hours care was required to treat a condition or pathosis that was judged, by reasonable standards, to be related to or an adverse event of the study. 

IV.4.3. Insurance

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

IV.4.4. Disclosure of Results with the Study 

Other than the Study Coordinator, Site personnel will not have access to the randomization codes and subject log.  The Study Coordinator will inform select individuals of a subject’s group assignment in special circumstances, in particular, the consulting periodontist in the event that a subject experiences generalized progressive periodontitis.  Obviously, the treatment hygienist will know if a subject is assigned to the test group, but she will not have access to the subject's patient ID (PID).  The Study Coordinator will access the subject log at the time a subject is enrolled or in the event of certain adverse events.  The randomization codes will remain inaccessible to other study personnel until the trial 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 Section IV.4.5 (Publications and Presentations) for a description of how summary statistics and results are requested from the DCC. 

IV.4.5.  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 and Data and Safety Monitoring Board (DSMB) for prior review and approval.  The 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.4.5.1.  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 and DSMB 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.4.5.2.  Definitions
Main papers and presentations are those reporting results dealing with the main hypotheses of the randomized controlled trial (i.e., primary and secondary end points, the design of the trial) 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) or by a single center.

IV.4.5.3.  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.

2.  The proposal should clearly state the research question or 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.4.5.4.  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, 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 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 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, 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 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.4.5.5.  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 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 and the Chairman of the 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. All members of the writing group should see the final draft before its submission to the Steering Committee and DSMB; 

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.

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

IV.4.5.6.  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 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 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 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 shall have the final authority to review and approve all papers including those based on ancillary studies, sub-studies, or local center data.  The DSMB 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 will be required to submit a final draft of each paper to the 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 and DSMB for review.

5.  The 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 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.

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.4.5.7.  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 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 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 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.

4.  In general, no abstract shall be submitted to any national or international organization for consideration prior to approval of the Steering Committee. If the Steering Committee or DSMB 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 should not exceed 2-3 weeks after the 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 to select a writing group as soon as the content of the abstract is approved. The 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 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.

IV.4.5.8.  Invitations to Investigators for Presentation of Materials

The OPT 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 trial investigator to make a presentation, this invitation shall be sent to the 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, requesting a representative of the study, the Steering Committee shall decide who will represent the OPT study.

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

4.  Any presentation of unpublished data must be reviewed and approved by the 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. All local presentations must be reviewed and approved by the 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.4.5.9.  Use of OPT study material for graduate student theses or dissertations

The 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 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 deems the data necessary for a future paper.

3.  If the 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).

5.  The student must include in the completed thesis the following:  1) a statement acknowledging the OPT 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 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 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, the student has not made reasonable progress on completing the thesis or dissertation.

IV.4.5.10.  Other Papers, Presentations and Other Matters

1.  Members of OPT 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. The proposal should state the rationale, background, 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 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 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, 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. 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 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 and the appropriate grant support is to be acknowledged. Upon approval of the paper by the Steering Committee, the paper must be submitted to the DSMB members for review and approval.

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, 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 of the respective center.

IV.4.5.11.  Administrative Procedures

The 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 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.4.6.  Ancillary Studies Policy

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

The Obstetrics and Periodontal Therapy (OPT) Study may create opportunities for ancillary studies that leverage the main study's subject population or dataset.  The objectives of the OPT 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 (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. Upon approval by the Steering Committee, the study will be presented to the DSMB for review and discussion. Once approval for the study has been granted by the Steering Committee and the DSMB, the study may commence.  

4.  Ancillary studies enhancing the value of the OPT 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 Trial.  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 papers as outlined in Section IV.4.5 "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.

[image: image34.emf]C.   Map of the Shipping Box

OPT Form 31     V1     (3-3)     DEC 02

COLUMNS

RO

W

S

1

2

3

4

5

6

7

8

9

10

a b c d e

f

g h

i j

- -

Month Day Year

Clinical site and shipping date from page one:

Clinic

Freezer rack __________     Shelf number __________

OBSTETRICS & PERIO THERAPY STUDY

[image: image35.emf]1

2

3

4

TOOTH B/L SITE

Plaque was collected from these sites:

TOOTH:   1-32

B/L: B - BUCCAL

L - LINGUAL

SITE: ME - MESIAL

DR - DIRECT

DS - DISTAL

OPT Form 11     V1     (2-2)     JAN 03

Answer these questions (c-f) at Baseline only:

c.   Number of natural teeth:

d.   Total number of sites:

f.    Number of teeth having at least one site with PD ³ 4, CAL ³ 3:

e.   Number of sites bleeding on probing:

OBSTETRICS & PERIO THERAPY STUDY

Patient ID:

- -

MANDIBLE

GI

CAL

B

31 30 29 28 27 26 25 24 23 22 21 20 19 18

PD

BOP

CAL

GI

BOP

PD

L

B

L

B

L

Plaque

Calculus

B

L

B

L

B

L

B

L

CEJ.GM

CEJ.GM

Number
Form


00
Recruiting Log


01
Enrollment Form


02
Subject Locator Information


03
Participant ID Assignments


04
Randomization/Exclusion Form


05
Subject Event Checklist


06
Subject Tracking Information


10
Baseline Obstetrical Data


11
Periodontal Measurements


12
Medications


20
Confirmation of Essential Dental Care


21
Confirmation of Study Periodontal Treatment (test group only)


22
Confirmation of Deferred Periodontal Treatment (control group only)


23
Confirmation of Study Visit / Report of Missed Visit


29
Plaque Collection Tube Shipping Form


30
Plaque Sample Shipping Form 


31
Serum Sample Shipping Form


32
Bacterial Species and Quantities


33
Serum Assay Results


40
Periodontal Adverse Events


41
Serious Adverse Event


50
Change in Follow-up Status / Withdrawal of Consent


60
Delivery Data & Pregnancy Adverse Events


61
Neonatal Outcome Data


70
Data Analysis Request


71
Study Request Card


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

VI. Q and A

PART VI.  

QUESTIONS AND ANSWERS

REFERENCES

INDEX

VI.1.  Questions & Answers

[This section will be empty when the study starts.  After the study starts, questions will come in from Sites to the Statistical Study Manager, and the ones that have general relevance will be written up by the Study Manager, sent to Manual holders, and stored here.]

VI.2.  References

[This list is incomplete]

Greene JC. The oral hygiene index - development and uses. J Periodontol 1967; 38: 610-616.

Löe H. The gingival index, the plaque index, and the retention index systems. J Periodontol 1967; 38:610-616.

Pihlstrom, BL. Measurement of attachment level in clinical trials: Probing methods. J Periodontol 1992; 1072-1077. 

Pihlstrom, BL, Wolff LF, & Bakdash MB.  et al.  Salt and peroxide compared to conventional oral hygiene. I. Clinical results. J Periodontol 1987; 58:291-300.

VI.3.  Index

[to be completed]























































Page 1                                                                            January 10, 2003


                              OBSTETRICS AND PERIODONTAL THERAPY STUDY





                                Participant ID Assignments: Kentucky








                  Enrollment                              Coordinator


      Patient ID     Code     Date Enrolled (mm-dd-yyyy)     Code      Date Randomized (mm-dd-yyyy)


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


  1.  10001-8      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  2.  10002-6      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  3.  10003-4      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  4.  10004-2      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  5.  10005-9      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  6.  10006-7      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  7.  10007-5      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  8.  10008-3      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





  9.  10009-1      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





 10.  10010-9      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|





 11.  10011-7      -   - -       - -   - -   - - - -          - -          - -    - -    - - - -


                  |_|-|_|_|     |_|_|-|_|_|-|_|_|_|_|        |_|_|        |_|_| -|_|_| -|_|_|_|_|








OPT DCC, Minneapolis, MN


makeidlist.nom:hv


























* Note: Subjects are required to have 20 natural teeth following the completion of Essential Dental Care. Therefore, if the screening visit reveals that the potential subject will require extractions (rather than restorations), and may end up with fewer than 20 teeth, the subject should be considered not eligible for the study.


� HIPAA is the Health Insurance Portability and Accountability Act of 1996, a federal law related to privacy of health information.
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[image: image36.emf]CONFIRMATION OF STUDY

PERIODONTAL THERAPY 

(TEST GROUP ONLY)

Clinical Unit:

PTBOS Form 21     V1     (1-1)     FEB 03

Form Date:

- -

Month Day Year

Instructions:

• This form should be completed only by the Unblinded Periodontal Hygienist.

• Complete this form only for members of the test group (immediate periodontal therapy).

• Complete this form after the subject has finished immediate periodontal therapy.

attach PID label here

Patient ID:

- -

OBSTETRICS & PERIO THERAPY STUDY

DCC USE

Received:

Date

Seq. No.:

Form

Hygienist Code:

1.   For each session of periodontal treatment, fill in the date, the time of the periodontal debridement (24 hour clock)

      and the time of finishing periodontal debridement.

1

- -

 Month     Day            Year 

:

hrs         min

:

hrs         min

Session Date Began Debridement Finished Debridement

2

- -

 Month     Day            Year 

:

hrs         min

:

hrs         min

3

- -

 Month     Day            Year 

:

hrs         min

:

hrs         min

4

- -

 Month     Day            Year 

:

hrs         min

:

hrs         min

3.   For each session of periodontal treatment, record any local anesthetic used.

a.   Lidocaine (Xylocaine) 2% with epinephrine  1:100,000

b.   Prilocaine (Citanest)   4% with epinephrine  1:200,000

c.   Prilocaine (Citanest)   4% without epinephrine

d.   Other, specify:  ______________________________

2.   For each session of periodontal treatment, record any topical anesthetic used.

a.   Benzocaine

b.   Lidocaine

c.   Dyclonine

d.   Other, specify:  ______________________________

Session 1

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 1

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 2

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 2

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 3

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 3

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 4

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

Session 4

1      yes2      no

1      yes2      no

1      yes2      no

1      yes2      no

[image: image37.emf]BASELINE OBSTETRICAL DATA

Clinical Unit:

OB Code:

OPT Form 10     V1     (1-2)     FEB 03

Complete this form at Baseline (Visit 1).  See the Manual of Operations, Section II.1.3.5, for specific

instructions, conventions and standards to be used with this form.

A.   Eligibility Information

attach PID label here

Patient ID:

- -

OBSTETRICS & PERIO THERAPY STUDY

DCC USE

Received:

Date

Seq. No.:

Form

1.   Is the subject pregnant? Yes 1 No 2

4.   Gestational age:              wks

      Is gestational age 13, 14, 15, or 16 weeks? Yes 1 No 2

5.   May the subject be placed at medical risk by participating? Yes 1 No 2

1.   Subject’s current age:              years

2.   Subject’s height:                      feet              inches     -or-                     cm

3.   Subject’s current weight:                                  lbs      -or-                     kg

4.   Subject’s weight before pregnancy:                 lbs      -or-                     kg

6.   Subject’s education:

1       8 years or less (no high school)

2       9-12 years (at least some high school)

3       > 12 years (at least some college)

B.   Baseline Risk Factors

5.   Is the subject receiving public assistance (for example: AFDC, Medical Assistance, Food Stamps)?

Yes 1 No 2

- -

Month Day Year

Exam Date:

7.   Does the subject have diabetes, to her knowledge?

1       Yes

2       No

1       Type I

2       Type II

2.   Does the subject have multiple fetuses per ultrasound? Yes 1 No 2 No ultrasound yet 3

3.   Date of ultrasound:

- -

Month Day Year

[image: image38.emf]OPT Form 10     V1     (2-2)     FEB 03

OBSTETRICS & PERIO THERAPY STUDY

Patient ID:

- -

16.   During the subject’s previous pregnancies, did she have any:

a.   Eating disorders

b.   Drug addictions (including alcohol)

Yes 1

No 2

Yes, specify: ___________________________________________________________ 1

No 2

10.   Were there any previous pregnancies?

Yes 1

No 2

11.   Were there any full-term births?

Number of full-term births: Yes 1

No 2

14.    Were there any spontaneous or induced abortions (£ 20 weeks gestation)?

Number of spontaneous or induced abortions:

Yes 1

No 2

15.   Are there any living children?

Number of living children: Yes 1

No 2

12.   Were there any pre-term births?

a.   Number of pre-term births:

b.   Were any of the pre-term births less than 32 weeks gestational age?

Yes 1

No 2

Yes 1

No 2

13.   Date of most recent birth:

- -

Month Day Year

8.   Does the subject have chronic hypertension? Yes 1 No 2

9.   When did the subject’s last menstrual period begin?

- -

Month Day Year

Unsure 1

2

[image: image39.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).

[image: image40.emf]B.   Receipt Information  (Filled out by the Clinical Site only)

1.   Date the box was received at the Clinical Site:

- -

Month Day Year

5.   Date this form was faxed from the Clinical Site to the DCC:

- -

Month Day Year

2.   Was the box missing any tubes?  (All 100 slots should be filled.)

3.   Were any tubes thawed?

a.   How many tubes were thawed?

The whole box

Part of the box

If only part of the box was thawed, indicate the thawed tubes on the map

by making a large 

O

 in the corresponding box on the map.

4.   Was there any other damage to the samples?

6.   Clinical Site Contact Information:

a.  Initials:                           b.  Name (please print): _____________________________________________

OPT Form 29     V1     (2-3)     DEC 02

- -

Month Day Year

Clinical site and shipping date from page one:

Clinic

a.   How many tubes were missing?

b.   If 9 or fewer tubes were missing, indicate their locations using the map’s row 

      and column numbers:

If 10 or more tubes were missing, indicate their locations on the map by making

a large 

X

 in the corresponding box on the map.

row column

1.

2.

3.

row column

4.

5.

6.

row column

7.

8.

9.

OBSTETRICS & PERIO THERAPY STUDY

Yes 1

No 2

Yes 1

No 2

Yes, describe: 1

No 2

1

2

[image: image41.emf]Figure 2a:  Overall Organization and Administration

NIH/NIDCR Staff

DSMB

Administrative Center

Study Chair:  Michalowicz

Steering Committee:

• Michalowicz & Hodges, U of MN

• Buchanan & Bofill, U of MS (Jackson)

• DiAngeles & Lupo, HCMC (Mpls)

• Novak & Ferguson, U of K (Lexington)

• Papapanou & Matseoane (NYC)

• Deinard, U of MN Pediatrics

Data Coordinating Center

Director:  Hodges

Study Manager:  Wewerka

Minneapolis

 

Enroll-

ment Site (Hennepin

Co. Medical Center)

• DiAngeles (Dentistry)

• Lupo (Obstetrics)

Lexington

 

Enroll-

ment Site (Univ of

Kentucky)

• Novak (Dentistry)

• Ferguson (Obstetrics)

Jackson

 

Enrollment

Site (U of MS, Jackson

Medical Mall)

• Buchanan (Dentistry)

• Bofill (Obstetrics)

New York City

Enrollment Site (Harlem

Hospital /Columbia U)

• Papapanou (Dentistry)

• Matseoane (Obstetrics)

[image: image42.emf]Figure 2b.  Study Personnel at each Enrollment Site

(Percent time is indicated for maximum enrollment period)

Enrollment Site Study Coordinator (100%)

Recruitment & Retention

On-Site Recruitment & 

Retention Coordinator

   (80% Hygienist)

Appointment Receptionist

   (50%)

Intervention & Essential Dental

Care

Periodontal Hygienist (100%) for

delivering:

• Test group:  Perio intervention

& monthly polishing

• Control group:  Monthly "atten-

tion placebo treatment"

General Dentist (35%) for

Essential Dental Care

Dental Assistant (75%)

Treatment-B linded Con-

    sulting Periodontist (10%)

Measurement & Data

Recording

Treatment-Blinded

Calibrated Periodontal

Examiner (50%)

Dental Assistant (50%)

Treatment-Blinded

Obstetrical Nurse

Data Recorder (20%)

