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SCREENING

INTRODUCTION

Cystic fibrosis (CF) is a progressive inherited disorder caused by
a mutation in the cystic fibrosis transmembrane conductance
regulator (CTFR). A malfunctioning CFTR can lead to a decline in
lung function and premature death. New Jersey’s Screening
algorithm is comprised of immunoreactive trypsinogen (IRT)
and DNA. Prior to 2018, the algorithm did not meet national
standards due to insensitivity of the IRT cutoff and limited
detection of CFTR variants. In 2018, NJ received a grant from
the CF Foundation to adjust the screening algorithm to meet
national standards, which concurrently led to the step-wise
optimization of the CF screen.

METHODS

1st-tier: To improve the sensitivity of the first-tier screen, the IRT cutoff was lowered from > 90
ng/mL to > 70 ng/ml.

Phase 1 results: confirmed cases that would have been
missed

Variants: F508del
IRT: 72 ng/mL
Confirmed CF

Variants: F508del
IRT: 74 ng/mL
Confirmed CF

Variants: F508del, N1303K
IRT: 82 ng/mL
Confirmed CF

2"d-tier: The sensitivity of the second-tier screen was refined by increasing the number of variants
detected from 1(F508del only) to 139 using the lllumina MiSeqDx™ CF 139-Variant Assay.

To evaluate the impact of these changes on our screening outcomes, we reviewed the number of
screen positive and confirmed cases to identify the number of patients that would have been
missed prior to the implemented changes.

Variants: F508del
IRT: 76 ng/mL
Confirmed CF

Variants: F508del
IRT: 73 ng/mL
Confirmed CF
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with IRT levels > 90 ng/mL or very elevated IRT 130 ng/mL and F508del

=  While cases are still pending, 7 specimens were found to have 2 variants detected solely
from the lllumina panel. There are 2 specimens that had only 1 variant detected, and the
second was determined by a CF specialist.
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