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Objectives

Aldentify how research being done in the figdn improve outcomes
for infants with neonatal opioid withdrawal

ADescribe how work done iour localcommunities has informed the
current research being conducted

AUnderstand how quality improvement initiatives and clinical research
can be coupled to enhance knowledge and improve outcomes



Scope of
thpe Aln 2019, 7%f US women self
reported the use of prescription
Problem opioid pain relievers during

pregnancy

Al in 5 pregnant women who
used prescription opioids
reported opioid misuse

AOpioidrelated diagnoses at
delivery increased by >130%
between 2010 and 2017

Hirai AH. JAMA. 2021. DOI 10.1001/jama.2020.24991
Ko JY. MMWR Morb Mortal Wkly Rep 2020. DOI 10.15585/mmwr.mm6928al



Neonatal Opioid Withdrawal Syndrome (NOWS)

A In the US at least 1 infant is diagnosed with NOWS every 24 minutes

A Withdrawal syndrome that occurs
following opioid exposure during
pregnancy

A Symptoms typically appear in the
first few days of life and include
irritability, tremors, poor sleeping,
and difficulty feeding




A Significant Public Health Concern
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U Prolonged Hospital Stays:
A Average hospital stay id2days
A Averagefor infantswho receive
opioid treatment 123 days vs. 4
days for those that do not

U Resource Intensive Care:
A Many infants with NOWS are
treated in NICUs
A Limited ability for families to stay

with infants l

Qubstantial burden on healthcare
systems, families, and communities

Agency for Healthcare Research and Quality (AHRQ), Healthcare Cost and Utilization Project (HCUP), National (N

Inpatient Sample (NIS) 2009 to 2020 (all available data as of 10/18/-



NOWS in the US by State in 2018
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Rate of NAS per 1,000
newborn hospitalizations

Vermontcg 22.2/1000
Kentuckyg 23.1/1000
Delawareg 23.2/1000
Maine-27.7/1000

West Virginiag 49.6/1000

2020 HCUP Fast Stats. Healthcare Cost and Utilization Project (HCUP)
Agency for Healthcare Research and Quality, Rockville, MD
www.hcup-us.ahrg.gov/faststats/nas/INASMap



Research Gaps and Opportunities for NOWS

United States Government Accountability Office

GAO Report to Congressional Requesters

PRENATAL DRUG : :
USE AND NEWBORN Cutlined gapgn the efforts to address
HEALTH prenatal opioid use and NAS

Federal Efforts Need
Better Planning and
Coordination

Commonlycited gaps were inadequate research on the treatment of prenatal opioid use an
the longterm effects of prenatal exposure on children

A Prenatal opioid use andAS/NOWS®ot a high priority for research
A Difficulty conducting researohrecruitment and retention concerns



Research Gaps and Opportunities for NOWS

Opioid Use in Pregnancy, Neonatal Abstinence Syndrome, and
Childhood Outcomes: Executive Summary of a Joint Workshop

EXpe rts in the field JOI ned tOgeth erin by the Eunice Kennedy Shriver National Institute of Child Health

and Human Development, American Congress of Obstetricians

2 O 1 6 tO | d e nt| fy kn OWI e d g e g aps an d and Gynecologists, American Academy of Pediatrics, Society for

Maternal-Fetal Medicine, Centers for Disease Control and

I’eseal’C h O p pO rtu n |t| eS Prevention, and the March of Dimes Foundation

Uma M. Reddy, MD, MPH, Jonathan M. Davis, MD, Zhaoxia Ren, MD, PhD, Michael F.
Greene, MD, and for the Opioid Use in Pregnancy, Neonatal Abstinence Syndrome, and
Childhood Outcomes Workshop Invited Speakers’

Research priorities:

A Define an optimal assessment tool

A Define an optimal duration and location for assessment

A ldentify factors associated with the onset and severity of NOWS
A Establish a standard of care for treatment

A Establish the best approach to follewp care
Obstet Gynecol. July 201



Advancing Clinical Trials in Neonatal Opioid
Withdrawal ACT NOW) Collaborative
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A Established in 2016
A 18 sites, many rural

A Sites overlap with areas of high prevalence of NOWS

0% pea States Pediatric Network

e ECHOPA program supported by the NIH
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NEONATAL RESEARCH NETWORK

v* IDeA States Pediatric Network
=¥ ECHOPA program supported by the NIH

NICHD
NEONATAL RESEARCH NETWORK

A Established in 1986

A 15 sites, mostly urban

A Substantial experience conducting neonatal
clinical trials



The ACT NOW Collaborative

ADesigned to inform a standard approach to caring for infants with NOWS
through large multicenter studies intentionally developed to address
knowledge gaps in the field

ABring together clinician scientists in highly affected areas who were
committed to developing evidence to improve care

AEvidencebased approach to cams reduced variatiordy, improved
outcomes for infants and families

NIH

-9—* IDeA States Pedlatnc Network

INITIATIVE Neovarar Researcn Network ECHO»



Understanding the Clinical Landscape

ACT NOW:.: Current Experience Stud\ PEDIATRICS

L OF THE AMERICAN ACADEMY 0

A Observational crossectional study Site-Level Variation in the

A 1377 infants born at or transferred to Characteristics and Care of Infants With

£ 30 ticinati it Neonatal Opioid Withdrawal

O n e O par ICI pa I n g SI eS Leslie W. Young, MD,* Zhuopei Hu, MS,” Robert D. Annett, PhD,* Abhik Das, PhD,® Janell F. Fuller, MD,* Rosemary D. Higgins, MD,*
Barry M. Lester, PhD,” Stephanie L. Merhar, MD,” Alan E. Simon, MD.* Songthip Ounpraseuth, PhD,® P. Brian Smith, MD,
Margaret M. Crawford, BS,” Andrew M. Atz, MD,™ Lesley E. Cottrell, PhD,” Adam J. Czynski, DO, Sarah Newman, DNP?

- J u Iy 1, 2016 and J une 30, 2017 David A Paul, MD;* Pablo J. Sénchez, MD Erin 0. Semmens, PhD* M. Cody Smith, MD," Christine B. Turley, MD

Bonny L. Whalen, MD,“ Brenda B. Poindexter, MS, MD,’ Jessica N. Snowden, MD,* Lori A. Devlin, DO,* EUNICE KENNEDY SHRIVER

NATIONAL INSTITUTE OF CHILD HEALTH AND HUMAN DEVELOPMENT NEONATAL RESEARCH NETWORK AND THE NIH ENVIRONMENTAL

INFLUENCES ON CHILD HEALTH OUTCOMES (ECHO) PROGRAM INSTITUTIONAL DEVELOPMENT AWARDS STATES PEDIATRIC CLINICAL

ADesigned to inform the ACT NOW
clinical trials

s 2

Elﬁ@iﬁlil
PR S

NIH

NICHD
H E NEONATAL RESEARCH NETWORK
‘ \ L V- IDeA States Pediatric Network
ECHO» A program supported by the NIH

Pediatrics. January 2021.1542/peds.202008839 INITIATIVE



10.1542/peds.2020-008839

Understanding the Clinical Landscape

Substantial sitelevel variation exists across all domains of care

Due to:
A Heterogeneity in the distribution of impact across the country

A Historically low prioritization and support for research in the figldA lack
of evidence to support a standard practide Variation in practice

Variation in care leads to discrepancies in healthcare outcomes

Goodman DCThe Dartmouth Atlas of Neonatal Intensive Ca&19



Answering the Right Question

Average hospital stay for infants with NOWS is 12 days

A For infants who receive opioid treatment the average stay is approx. 3 week:
longer than for infants who do not (24 days vs. 4 days)

Pharmacologic | ! g3 ! PP goo ! ° o§ § o Range 7% to 100%

Treatment
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Proportion of Infants (%)

Is there a better way to assess NOWS severity and identify infants who should
receive pharmacologic treatment?



Approach to Assessing Infants With NOWS



FiInnegan Neonatal

Abstinence Scoring Tool

A Developed in the 1970s
A Includes 21 signs of withdrawal

A Scores dictate when opioid treatment is
Initiated, and how it is titrated

A Many cliniciandelieve that it overestimates
the need formedication

1A
Finnegan LP. Addictive Diseases. 1975



