NG Modifying 170HP screening cutoffs for | ucain
'W‘ improved detection of 210HD deficiency el
W

Department of Pediatrics

UNIVERSITY OF WISCONSIN
SCHOOL OF MEDICINE AND PUBLIC HEALTH

Preet K Matharu MD1, Patrice K Held PhD?, David B Allen MD?1 ol
1University of Wisconsin — Madison (W}
School of Medicine and Public Health, Department of Pediatrics |

BACKGROUND RESULTS CONCLUSIONS

» Congenital adrenal hyperplasia is a group of  Both BW and CT are found to impact 170HP
autosomal recessive disorders with most Birth Weight with Collection Time Stratification levels
cases associated with 21 hydroxylase
deficiency (210HD) - * Application of modified first-tier 170OHP
_ 200 - <23 HR cutoffs as the 99" percentile based on CT
» Newborn screening for 210HD is a two- 2 IIktle 24-72 HR and BW correctly identified all confirmed
tiered approach; first-tier immmunoassay for > 150 / Z‘:’SHDF_ZL%D cases
quantification of 17-nhydroxyprogesterone f 9o %ktile S45D
(170HP) followed by second-tier mass 5 100 / « Utilization of the 95 percentile identified two
spectrometry steroid profile analysis N~ additional, previously missed cases of
- 50 210HD

« Data varies regarding which co-variates to
use for establishing 170OHP cutoff levels <1000 g 1000-1500 g 1501-2500 g >2500 g

when screening for 210HD BW (q) N EXT STE PS
Figure 1. 170HP levels are affected by a combination of collection time and . Determlqe numper of samples referred for
M ETHODS birth weight second-tier testing based on proposed cutoff
levels

o

Objective:
To improve screening specificity for 210HD by Confirmed Cases 24-72 HR » Compare false positive rates based on current
moditying 170HP cutoir levels based on both - and proposed 170HP cutoff levels
collection time and birth weight. . — 95th%tile
_ —~ 200 ® o oo ® L, ® o e 0 — 9%9th%tile  « Evaluate the impact of other co-variates such
Design: L E . as gestational age on 170HP levels
« Retrospective assessment of de-identified 2120 o
: ~— @
screening results from newborns collected o o
X T 100 . REFERENCES
from January-December 2019 O o
-~ ®
50 ® ° - ® * Antal Z, Zhou P. Congenital adrenal hyperplasia: diagnosis, evaluation and
° ' management. Pediatr Rev 2009; e49-e57.
Me_an/medlan ValueS f_rom (_jai_:a Used tO 0 po— « Allen DB, Hoffman GL, Fitzpatrick P, Laessig R, Maby S, Slyper A. Improved precision
dellneate SuU b-CategOrleS Wlthln CO-VarlateS LA A AR A A .ol eyl 1(__)f n1e;/vrt])o(;n screeningtfor cor;genlita[jagrzr)atl qé%%rp;azgsoia1u23éngsweight-adjusted criteria
: : : : or 17-hydroxyprogesterone levels. J Pediatr ; : -33.
of collection time (CT) and birth Welg ht (BW) QQ%Q%Q%Q%ﬁi\%@v@Qfé\@'\is\%Q%%QOD%QQ%QQ%"@%‘{},b’bb‘,bﬁa’.«b‘s\.«b‘bebé\,g\q’b§\ b"\gb"\gb‘é b"\c" « Olgemdller B, Roscher AA, Liebl B, Fingerhut R. Screening for congenital adrenal
L\Q ,'\‘) f\ﬁ’ ‘lf) hyperplasia: adjustment of 17-hydroxyprogesterone cut-off values to both age and
QQ\ ‘)Q'\ K birth weight markedly improves the predictive value. J Clin Endocr Metab 2003; 88:
o th th ' NY N 5790-94.
95 and 99 percentlles CaICUIated based » van der Kamp HJ, Oudshoorn CGM, Elvers BH, van Baarle M, Otten BJ, Wit JM,
on 1 7OHP |eve|S fOr CT and BVV BW (g) Verkerk PH. Cutoff levels of 17-a-hydroxyprogesterone in neonatal screening for

congenital adrenal hyperplasia should be based on gestational age rather than on

- . . . o . birth weight. J Clin Endocr Metab 2005; 90: 3904-07.
Flgure 2. Appllcatlon of modified 95th and 99th percentlle 170OHP cutoffs to » Hayashi GY, Carvalho DF, de Miranda MC, Faure C, Vallejos C, Brito VN, Rodrigues

 Percentiles used as cutoffs and applied to : A, Madureira G, Mendonca BB, Bachega T. Neonatal 17-hydroxyprogesterone levels
pp COnfl rmed CasSesS adjusted according to age at sample collection and birthweight improve the efficacy of

a COhort Of COnﬁrmed CcasSes congenital adrenal hyperplasia newborn screening. Clin Endocrinol 2017; 86: 480-87.



