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found that, due to overlap of populations, the S+ cutoff activity cannot be used to solely detect
individuals with profound biotinidase deficiency. There have been samples from individuals with
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29-55 U, 30-54 U and 40->364 U, respectively. In repeat samples, the biotinidase activities ranged described, the mean activity is greater for older infants. The histogram shows a noticeable 80 U for repeat specimens (age | ; patients confirmed to.be hqmozygous I infants are treated. The age-related IS W — 58
from 43-50 U, 34-68 U, 60-132 U and 120->364 U, respectively. This led to the conclusion that shift in patient activity when compared to figure 2. The S+, B+ and equivocal zone cutoffs >72 hours) =3 S S for the D444H mutation with ki Repeat Result cutoff activity of 80 U will assist in the Borderime] 25 m s |
biotinidase activity increases with age. As illustrated, overlap between multiple categories exists, are illustrated using colored lines. As illustrated, ' o 2 1 _ , i results < 80 U. Two were referred for Result (U) Age (hrs) |  Difference identification of infants with partial | = i 03 - o
making it impossible to determine phenotype based on the assay results. In response, the laboratory few repeat specimens have activity less than the S As shown by the graph, biotinidase L B confirmatory testing by the newborn from C/0O (V) biotinidase defici H Jpa/on/io12/51/ g s iaues folcipetric Methg
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To clarify the cutoff activity between individuals with partial biotinidase deficiency and those with Age-related cutoff activity calculations were activity increasg fiidisiduals H ¢ » T o genotyping Undlér the age-related > decline slightly because of the overlap Pty Quitsive Clonmemetior 3
carrier-like activities, samples with initial B+ results and repeat sample results < 100 U were sent performed using patient mean data. Assuming an : : 1 I — P T et between the BW and WW populations. S| 2 1 ) D T
: ~oine. Th s ofthi lusi sl i Al oE e lated Bordath ; 270 U, caleulati tollows: with a genotype of WW is generally - e e | cutoff activity, all of the samples would 3 . . [ ol w1 38
or gtgno yIiuﬁcC; ! e iesu s of this analysis were integral in establishing the age-related borderline increase to 270 U, calculations are as follows: ! l‘ ‘ m greater than that of those with s | have been referred for confirmatory 130,396 As demonstrated, the increase in cutoff o] 5 3 = ~ —
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POSIUVE-CHEOH aCHvIty. e  From 0 to 72 hours the patient mean is 190 U. BW. This data supports the use of ; i testing. 5 activity (from 65 U to 80 U for infants ] Tk ] =
The current cutoff activity is 65 U. an age-related cutoff activity for ] | | ~ >f7ﬁ2 .houlr S ccl)f age), will 3,11921" uls tc{’\} T e S R B =
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Evaluation of the Primary Cutoff At the ! | iecively idenaiyingindidusds - T~ | | = R ST el v it
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As described above, approximately 5,000 normal and 28 true positive partial and profound = 270/x). o H““H““N“NN homozygous for D444H are not 9 expect that any of our referred infants will be genotypically normal.
biotinidase deficient samples were analyzed during the method validation. e  This activity is higher than the equivocal zone o referred for diagnostic testing, e Difference Range -3 to +63 Targeted-mutation DNA analysis is an effective 2nd tier test to decrease the false positive rate by
The 0.01 percentile for these 5,000 patients was 34 U, and was thus used for the S+ cutoff activity. cutoff activity. However, some overlap is evident between BW and WW individuals. identifying individuals with WW genotypes. However, for financial reasons, this has not been
All true positive profound biotinidase deficient samples in the validation had values < 34 U. We *  Datient data supports a lower cutoff. considered a viable option.
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