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Agenda

Time Topic Presenter

1:00-1:05 Opening Remarks, 
Introduction of NIDA & 
CSR Staff

Gaya Dowling, NIDA

1:05-1:25 HEALthy BCD Michelle Freund, NIDA
Pam Fleming, NIDA
Delia Olufokunbi Sam, 
CSR

1:30-1:50 Questions from 
Participants

All



Trans-NIH Initiative 



HEAL Initiative 

• These funding opportunities will be offered as part of the NIH’s 
Helping to End Addiction Long-term (HEAL) initiative to speed 
scientific solutions to the national opioid public health crisis. 

• The NIH HEAL Initiative will bolster research across NIH to:
1. Improve treatment for opioid misuse and addiction and 
2. Enhance pain management. 

• More information about the HEAL Initiative is available 
at: https://www.nih.gov/research-training/medical-research-
initiatives/heal-initiative.

https://www.nih.gov/research-training/medical-research-initiatives/heal-initiative


Background: Substance Abuse During Pregnancy
Neonatal abstinence syndrome (NAS) 

incidence rates (per 1,000 hospital 

births) — 25 states, 2012–2013

Ko JY, Patrick SW, Tong VT, Patel R, Lind JN, Barfield WD. Incidence of Neonatal Abstinence Syndrome —
28 States, 1999–2013. MMWR Morb Mortal Wkly Rep 2016;65:799–802.

• Between 2004 and 2014, the number of infants born with 

neonatal opioid withdrawal syndrome increased 433% from 1.5 to 

8.0 per 1000 hospital births. 

• In 2017, 8.5% of pregnant women used an illicit drug, and many 

use more than one drug.

• Early exposure to substances, including pre- or perinatally, is 

linked to greater risk for developing substance use disorders. 

• Prenatal exposure is also associated with other behavioral 

problems, including ADHD, conduct disorder, anxiety, etc. 

• However, a causal link is difficult to establish due to confounding 

factors such as socioeconomic, environmental, and genetic 

influences. 



Goals of HBCD

To prospectively examine:

• Human brain, cognitive, behavioral, social, and emotional 
development beginning prenatally through childhood.

• The long-term impacts of pre/postnatal drug (expected 
oversampling for prenatal opioid exposure) and adverse 
environmental exposures on brain and behavioral health and 
risk for substance use and mental disorders.



Key Research Objectives
Establish a large cohort (e.g., 7,500) of pregnant women from regions of the country significantly impacted by the 
opioid crisis and follow them and their children for 10 years. The cohort will also include non-exposed children, 
which will establish normative brain and behavioral development trajectories through this age range, to which 
altered trajectories can be compared. 

Key research objectives include, but are not limited to:

• Characterization of developmental trajectories (e.g., brain, cognitive, behavioral, social, emotional, academic) 
beginning prenatally through childhood.

• Evaluation of the impact of pre/postnatal exposure to opioids, opioid treatment medications, or other 
substances (e.g., cannabis, alcohol, tobacco, other prescription or illicit substances, alone or in combination), 
on developmental trajectories.

• Delineation of the roles of sex, genetic, epigenetic, social and other environmental factors on risk/resilience 
related to structural and functional brain development, social/behavioral maturation, and substance use and 
mental disorders.



Funding Opportunity Purpose 

• Applications are solicited for planning and initial development (Phase I) of a large 
scale multi-site research study (Phase II).

• To explore the requirements for, and to develop and test the feasibility of, research 
designs that address the key research objectives of the planned large scale multi-site 
Phase II project, including legal/ethical considerations and recruitment/retention 
strategies.

• Awardees will be expected to participate in 2-3 grantee meetings to share lessons 
learned.



HEALthy BCD Study

• Funds available: up to $15M; $225,000 DC/yr

• Period of Performance is 18 months (max award = 
$337,500)

• Number of awards:  25-30 
– Applications may be linked or not linked
– Each linked application counts as 1 award



Letter of Intent

Although not required, the information that it contains allows CSR staff to estimate 

the potential review workload and plan the review.

By February 25th, prospective applicants are asked to submit a letter of intent that 

includes the following information:

• Descriptive title of proposed activity

• Name(s), address(es), and telephone number(s) of the PD(s)/PI(s)

• Names of other key personnel

• Participating institution(s)

• Number and title of this funding opportunity

The letter of intent should be sent to: NIDALetterofIntent@mail.nih.gov.

https://grants.nih.gov/grants/guide/rfa-files/NIDALetterofIntent@mail.nih.gov


Research Plan

Applications should provide detailed planning goals and activities to address the key 

research objectives that include, but are not limited to:

• Characterization of developmental trajectories (e.g., brain, cognitive, behavioral, 

social, emotional, academic) beginning prenatally through childhood.

• Evaluation of the impact of pre/postnatal exposure to opioids, opioid treatment 

medications, or other substances (e.g., cannabis, alcohol, tobacco, other prescription 

or illicit substances, alone or in combination), on developmental trajectories.

• Delineation of the roles of sex, genetic, epigenetic, social and other environmental 

factors on risk/resilience related to structural and functional brain development, 

social/behavioral maturation, and substance use and mental disorders.



Supported Activities

• Establishment of a broad interdisciplinary team of investigators with collective research 
expertise in: pregnancy and maternal health; neonatal and early childhood cognitive, 
behavioral, social, and emotional development; longitudinal cohort studies; epidemiology 
and statistics; recruitment and retention of vulnerable populations; developmental 
neuroimaging; substance use; and pertinent social/legal/ethical and environmental issues

• Development of a sampling strategy (including sample size) and recruitment procedures for 
assessing typical development as well as oversampling pregnant women who are using 
opioids or opioid treatment medications

• Development of partnerships with medical providers, child protective services, faith-based 
organizations, substance use disorder treatment facilities, and other partners necessary for 
recruitment of participants



Supported Activities

• Development of a study protocol, including neuroimaging and a developmentally-
appropriate assessment battery

• Collection of feasibility data. This should include pilot testing of recruitment strategies and 
assessment methods, including imaging. Testing the feasibility of the design does not mean 
conducting a small-scale version of the study. For example, the full-fledged study may 
involve subjects all recruited at the same age, while feasibility testing may involve recruiting 
subjects of different ages to determine whether assessment/imaging methods can be 
accomplished.

• Travel to meetings to inform planning activities and form collaborations



Expert Panel Meetings

• Research methodologies – September 24, 2018 

https://www.drugabuse.gov/news-events/meetings-events/2018/09/research-
methodologies-to-understand-long-term-consequences-prenatal-opioid-other-
substance-exposure

• Study Design – October 22, 2018

https://www.drugabuse.gov/news-events/meetings-events/2018/10/expert-panel-
meeting-to-discuss-study-design-longitudinal-study-impact-prenatal-opioid-other

https://www.drugabuse.gov/news-events/meetings-events/2018/09/research-methodologies-to-understand-long-term-consequences-prenatal-opioid-other-substance-exposure
https://www.drugabuse.gov/news-events/meetings-events/2018/10/expert-panel-meeting-to-discuss-study-design-longitudinal-study-impact-prenatal-opioid-other


Areas of Focus

• Legal and ethical considerations

• Recruitment and retention

• Feasibility of imaging and other assessment 
methodologies



Examples of Legal and Ethical Considerations

• Consideration of how state laws could impact the recruitment and retention of substance-using 
pregnant women/mothers and their children

• Solutions that mitigate such risks (e.g., legal, social, psychological) for substance-using pregnant 
women and their children

• Service needs for populations without sufficient access to medical care or addiction treatment (e.g., 
mechanisms to provide access or linkages to services/benefits)

• Whether tangible benefits can be provided to families, what these may be, how they would be 
managed throughout the course of the study (e.g., if mother loses custody of child participant), and 
their impact on study design

• IRB requirements for following children removed from their biological parent's home (e.g., in child 
protective services or foster/kinship care).

• Consideration of the role of the biological parent throughout the course of the study if the child is 
temporarily or permanently removed for their custody.



Recruitment and Retention

• Feasibility of various sampling strategies optimized for development (e.g. staggering assessments, 
accelerated cohort designs, planned missingness, etc.)

• Recruitment strategies for participants in at least their second trimester of pregnancy; or at delivery, 
especially substance-using women

• Procedures for oversampling opioid-using women, including women who use illicit opioids, 
prescription opioids, or opioid treatment medications

• Strategies to recruit a diverse population in terms of race/ethnicity, socioeconomic status, 
urbanicity, and strategies for matching substance-using women on key characteristics that may 
confound the association between substance use and health outcomes

• Identification of challenges to and plans for retaining high-risk populations (e.g., the involvement 
child protective services or the justice system)



Feasibility of Imaging and 
Other Assessment Methodologies

• Assessments of family psychopathology, substance use by parents and others residing in the home 
environment, parental IQ and executive function, adversity exposures, protective and resiliency 
factors, pregnancy and fetal development, delivery

• Neuroimaging (e.g., structural MRI, resting state and task-based fMRI, myelination) and other 
measures of brain function (e.g., EEG, fNIRS) in children at different developmental stages and 
ages

• Assessments of social-emotional development (e.g., early temperament, behavioral inhibition, 
emotional regulation, including parent-child interactions), early language development, 
cognitive/behavioral assessment of executive function (e.g., working memory, cognitive flexibility, 
inhibitory control, delay of gratification, processing speed), psychiatric symptomatology, and global 
development



Feasibility of Imaging and Other Assessment 
Methodologies (cont…)

• Identification of biological and physiological measures that may predict adverse outcomes later in 
life

• Determination of optimal timing, frequency, and duration of neuroimaging and other assessments, 
including feasibility of staggering of assessments

• Identification and means for addressing issues related to image quality in this population (e.g., 
signal-to-noise; motion; harmonization)

• Collection of parent and child biospecimens, including but not limited to saliva, blood, placenta, cord 
blood, meconium, urine, feces

• Identification of technologies and methods that could enhance studies of infants and young 
children; and strategies to take advantage of these opportunities



Expected Outcomes of Phase I
• Determination of sample size, optimal sampling and retention strategies, and duration of enrollment period

• Demonstration of feasibility to recruit participants during pregnancy and at birth reflecting demographics of the U.S., as 
well as opioid exposed mothers (licit, illicit, and OUD medications) and demographically matched controls

• Plans for retention over the Phase II project period

• Demonstration of feasibility of MRI imaging and other measures of brain function (EEG and fNIRS); as well as 
cognitive/behavioral assessments, at different developmental stages.

• Knowledge to inform the establishment of a core multi-site study protocol, including but not limited to:

– Pregnancy measures

– Postnatal neuroimaging

– Age-appropriate parent/child questionnaires/survey measures

– Early childhood cognitive and behavioral measures

– Collection of parental and child biospecimens

• Plan to support mothers to maximize retention

• Plans for data harmonization and sharing

• Applicants may also consider supplemental measures (e.g., fetal neuroimaging, wearables).



Linked Applications
• Descriptive Title of Applicant's Project: The titles for each application in the 

set must have the following format: a “1/N” indicator + Title (e.g., “1/3”, 
where the 1/3 means this is site 1 of 3 sites in the set. The other sites will 
be labeled 2/3, etc.).

• Applications from each site must contain an identical Research Plan across 
linked collaborative R34 applications that clearly describes those aspects of 
the project that are common to all sites of the linked applications, with the 
exception of a section under the header "Elements Unique to This Site," 
which should describe all variations in the Research Plan between sites, no 
matter how minor (estimated to be no more than 1 page of the Research 
Plan Section).



Review

• Collaborative (linked) and independent applications 
will be reviewed without regard to linkage

• Each application will receive an independent score

• All applications will be critiqued using the same 
review criteria



Review Criteria

• Overall Impact

• Scored Review Criteria
– Significance

– Investigator(s)

– Innovation

– Approach

– Environment



Additional Review Criteria

• Have the investigators formed appropriate 
collaborations/partnerships for study planning and feasibility 
testing?

• Have the high-risk ethical and legal aspects of the study 
design been adequately identified and appropriate feasibility 
testing proposed to address them?

• Is the proposed Phase I study designed to yield sufficient 
input to guide preparation of the Phase II study?



Review

• Review is planned for June/July 2019

• NACDA performs the second level of review

• Applications may be selected for funding by a 
combination of score and programmatic needs

• Earliest anticipated start date September, 2019



Phase II HEALthy BCD FOAs

• Phase II, informed by the experiences and results of Phase I, 
will solicit application for conducting the actual study. 

• Phase II will be competitive

– Phase I awardees will not be guaranteed Phase II awards

– Phase II will not be limited to investigators that applied for/or 
were awarded Phase I planning grants.



Questions???
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