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MEMORANDUM FOR SGOIC
ATTN: LT COL STEVEN J. ACEVEDO

FROM: 59 MDW/SGVU

SUBJECT: Professional Presentation Approval

1. Your paper, entitled Regulation of EGF and Prostaglandin Expression During
Neonatal Gastrointestinal Injury in a Non-Human Primate Explant Model presented
at/published to Pediatric Academic Societies Meeting, San Francisco CA, 5-9 May 2017
in accordance with MDWI 41-108, has been approved and assigned local file #17199.

2. Pertinent biographic information (name of author(s) title, etc.) has been entered into our
computer file. Please advise us (by phone or mail) that your presentation was given. At
that time, we will need the date (month, day and year) along with the location of your
presentation. It is important to update this information so that we can provide quality
support for you, your department, and the Medical Center commander. This information
is used to document the scholarly activities of our professional staff and students, which is
an essential component of Wilford Hall Ambulatory Surgical Center (WHASC) internship
and residency programs.

3. Please know that if you are a Graduate Health Sciences Education student and your
department has told you they cannot fund your publication, the 59th Clinical Research
Division may pay for your basic journal publishing charges (to include costs for tables
and black and white photos). We cannot pay for reprints. If you are a 59 MDW staff
member, we can forward your request for funds to the designated Wing POC at the Chief
Scientist's Office, Ms. Alice Houy, office phone: 210-292-8029; email address:
alice.houy.civ@mail.mil.

4. Congratulations, and thank you for your efforts and time. Your contributions are vital to
the medical mission. We look forward to assisting you in your future
publication/presentation efforts.

LINDA STEEL-GOODWIN, Col, USAF, BSC
Director, Clinical Investigations & Research Support

Warrior Medics - Mission Ready - Patient Focused
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TITLE: Regulation of EGF and Prostaglandin Expression During Neonatal
Gastrointestinal Injury in a Non-Human Primate Explant Model

AUTHORS: Steven J. Acevedo, MOl, Nicholas B. Alana2, Nicholas R. Carr, 001, Cynthia L.
Blanco MDJ, Shamim B. Mustafa PhD3, Jonathan M. King PhD2

ADDRESS: IDepartment of Neonatology, San Antonio Military Medical Center, San Antonio, Texas' 2Department
of Biology, Trinity University, San Antonio, Texas' JDepartment of Pediatrics/Division of Neonatology, University of
Texas Health Science Center, San Antonio, Texas

BACKGROUND: Alterations in the Epidermal Growth Factor (EGF) and/or function of the EGF receptor
(EGFR), have been related to GI injury. Bioactive compounds like Prostaglandin E2 (PGE2) also appear to
have a role in barrier maintenance. A model evaluating the interaction of such compounds in vivo does not
exist.

OBJECTIVE: Develop an ex vivo model to evaluate alterations/interactions of several bioactive
compounds within the same tissue exposed to anti-inflammatory (indomethacin) and inflammatory (TNF)
modulators.

DESIGN/METHODS: Preterm baboons delivered at 125-day gestation (term=184 days) via C-section were
sacrificed at birth (00= 125 day, n=5) or chronically ventilated for 14 days (014= 125day + 14days, n=5).
Explants were harvested from proximal ileum, cecum, and colon. Tissue was cultured for 24 hours while
exposed to an inflammatory agent (TNF 10 nglmI), or anti-inflammatory agent (indomethacin 50 mM).
Secreted PGE2 in culture media was quantified by ELISA. mRNA expression ofprostanoid (EP) receptor
subtypes, EGFR, AKT, and inducible nitric oxide synthase (iNOS) were evaluated by qRT-PCR. Protein
isolates were measured by ELISA for EGFR, p-EGFR, and AKT.

RESULTS: PGE2 secretion was similar between DOand 014 controls. PGE2 secretion varied across
intestinal regions significantly in .control groups (p<0.05), pronounced in the terminal ileum. A reduction in
PGE2 secretion was noted in DOand 014 tissues exposed to indomethacin alone or with TNF in all three
intestinal regions (p<0.05). There was a 2 to 4-fold downregulation in mRNA expression of
EP2/EP4/EGFR/AKT and inducible NO in DO tissue, exposed to either TNF or indomethacin in the ileum
(p<0.05). These changes were not significant in 014 ileum with exception of iNOS elevation in
indomethacin exposed tissues (p<0.05). Protein expression was modestly affected by age of tissue or
changes in gene expression. TNF did not change PGE2 secretion, but downreguIated gene expression and
protein content in the EGFR pathway.

CONCLUSIONS: An explant model efficiently replicates in vivo tissue behavior allowing for testing of
confounding variables within the. same tissue and translation to an in vivo model. Indomethacin suppressed
PGE2 secretion in preterm tissue and reduced gene expression in the EGFR pathway as a potential pathway
for irreparable GI injury.

The views expressed are those of the author(s)/presenter(s) and do not reflect the official views or policy of
the Department of Defense or its Components.

The experiments reported herein were conducted according to the principles set forth in the National
Institute of Health Publication No. 80-23, Guide for the Care and Use of Laboratory Animals and the
Animal Welfare Act of 1966, as amended.
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