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Background/Objective: Cystic Fbrosis (CF) is a lethal autosomal recessive
disease caused by mutations in the cystic fibrosis transmembrane conductance
requlator (CFIR) geneaffecting people of every race and ethnicity in the US. Highly
effective modulator therapies (HEMT), such as elexacaftor-tezacaftor-ivacaftor (ETI),
correct misfolding and/or improve functioning of the abnormal CFTR protein to
lessen disease severity. Most people with CF are diagnosed following abnormal
newborn screening (NBS), which involves measuring levels of immunoreactive
trypsinogen (IRT). There have been case reports of falsely low IRT levels among
infants with CF exposed to ETI in utero, but an overall assessment of IRT levels
among these infants has not been conducted. We hypothesize that infants born to
mothers with CF taking ETI (ETI-exposed) may have lower IRT levels than newborns
with CF, CFTR-related metabolic syndrome (CRMS), or CF carriers.
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both patient populations.

Methods: NBS data from infants born between 2020-22 in Indiana with at least
one CFIR mutation were collected and compared to infants born to mothers with
CF taking ETI followed at Indiana University, regardless of CFIR mutation status.
Infants were categorized as: CF, CRMS, Carrier, ETl-exposed, and Unknown (i e,
diagnosis not determined). An ANOVA test was performed on log-transformed
data, with p-values adjusted for Dunnett's to compare IRT levels of infant groups
to ETl-exposed group.

Results: There were 57 children with CF, 271 with CRMS, 489 CF carriers, and
19 ETl-exposed infants. Compared to other groups, Ell-exposed infants had a
lower median IRT value and 10R (p<0.0001). To our knowledge, there are no CF
diagnoses among Ell-exposed infants.

Conclusion: IRT levels for ETl-exposed infants, who are abligate CF carriers, were
lower than for other infants with CF-related diagnoses, raising the likelihood of
false narmal NBS results. £T-exposed infants should have CFIR mutation analysis
performed to correctly categorize them as CF, CRMS, or CF carriers.

Payal Patel (she/her/hers) is a third-year medical student, who is currently interested in OBGYN and pediatrics because of the variety of care in
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"l was amazed how closely the pediatric physicians worked with social workers, pharmacists, etc. to develop a whole patient picture to provide the
best care in and out of the office especially for a condition as invalved as Cystic Fibrosis. Not only that, but so much of healthcare is beyond just

one body system, so itwas a great realization to see how a pulmonary issue related to Gl and Endocrinology issues requiring doctors to sometimes
step back and look more holistically. The best part of pediatrics was seeing the not so serious side of all the adult doctors while they laughed and
played as if they were kids again so they could connect and communicate better with their patients”
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