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Abstract
Newborn screening (NBS) is a public health program aimed at identifying treatable conditions in
presymptomatic newborns to avoid premature mortality, morbidity, and disabilities. Currently,
every newborn in the Unites States is screened for at least 29 conditions where evidence suggests
that early detection is possible and beneficial. With new or improved treatment options and
development of high-throughput screening tests, additional conditions have been proposed for
inclusion into NBS programs. Among those are several conditions with a strong neuronopathic
component. Some of these conditions have already been added to a few national and international
screening programs, whereas others are undergoing pilot studies to determine the test performance
metrics. Here, we review the current state of NBS for 13 lysosomal storage disorders, X-
adrenoleukodystrophy, Wilson disease, and Friedreich ataxia.

Keywords
dried blood spots; newborn screening; tandem mass spectrometry; immuno-quantification;
lysosomal storage disorder; peroxisomal disorders

INTRODUCTION
In the early 1960s, Robert Guthrie developed an assay for the presymptomatic identification
of phenylketonuria, an inborn error of amino acid metabolism which causes irreversible
neurological damage unless treatment is initiated within the first few weeks of life. The
assay was a simple and inexpensive bacterial inhibition assay for the detection of
abnormally elevated concentrations of phenylalanine in blood that was collected from
newborns by heel stick and dried on filter paper [Guthrie, 1963, 1996]. Since Guthrie’s
pioneering studies, newborn screening (NBS) emerged as a public health program aimed at
the identification of an increasing number of conditions for which early intervention can
prevent premature mortality, morbidity, and disabilities. Each condition added to the
screening panel required a dedicated screening assay until tandem mass spectrometry (MS/
MS) was adapted for NBS in the 1990s. This technology allowed for rapid and simultaneous
analysis of amino acid and acylcarnitine profiles, thereby facilitating the identification of
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more than 40 different inborn errors of amino acid, fatty acid, and organic acid metabolism
from a single 3-mm dried blood spot (DBS) sample [Chace et al., 2002; Turgeon et al.,
2008]. Over the next decade, the slow implementation of this new technology led to
significant discrepancies of the number of conditions included in the various NBS programs.
This situation was improved in 2006, following the recommendation by a Newborn
Screening Expert Group convened by the American College of Medical Genetics (ACMG)
that every newborn should be screened for at least 29 core conditions [Watson et al., 2006].
In acknowledgement of the fact that screening tests do not determine disease status—rather,
they measure the analytes that, in most cases, are not specific for a particular disease—the
ACMG report includes 25 more conditions which are either of uncertain clinical
significance or are untreatable, but on the basis of screening results are considered in the
differential diagnosis of the core conditions.

NBS FOR LYSOSOMAL STORAGE DISORDERS
Several lysosomal storage disorders (LSDs), including mucopolysaccharidosis type I (MPS
I; alpha-L-iduronidase deficiency; OMIM #607014), Fabry disease (alpha-galactosidase A
deficiency; OMIM #301500), Pompe disease (α-glucosidase [GAA] deficiency; OMIM
#232300), and Krabbe disease (gal-actocerebrosidase deficiency; OMIM #245200) were
also considered by the ACMG Newborn Screening Expert Group because of increasing
availability of treatment options including enzyme replacement therapy and bone marrow
transplantation, both of which appear to be particularly effective when initiated early in life
[Escolar et al., 2005; Urbanelli et al., 2011]. Other therapeutic approaches, such as chemical
chaperone therapy, substrate reduction therapy, gene therapy, and stop-codon read-through
were used in clinical trials or were under development [Beck, 2010; Schiffmann, 2010;
Urbanelli et al., 2011]. An additional argument for inclusion of at least some LSDs has been
the relative prevalence of these conditions. The overall incidence of LSDs has been reported
in one study to be as high as one in 5,200 [Sanderson et al., 2006] but pilot NBS studies in
Italy and Taiwan for Fabry disease alone revealed an unexpectedly high incidence of one
case in approximately 3,100 and 1,250 male newborns, respectively [Spada et al., 2006;
Hwu et al., 2009], which is more than five times higher than that of phenylketonuria.
Nevertheless, no LSD was considered appropriate for inclusion in NBS programs because a
proven high-throughput NBS assay was not yet available at the time [Watson et al., 2006].

However, NBS for Pompe and then Fabry diseases was introduced in screening centers in
Taiwan, which together cover approximately 90% of the country’s newborn population
[Chien et al., 2008; Hwu et al., 2009; Lin et al., 2009]. All programs applied modified
fluorometric assays based on the methods originally described by Chamoles and colleagues
[Chamoles et al., 2001, 2004; Niizawa et al., 2005]. One program applied a tiered approach
where samples with either low GAA (deficient in Pompe disease) or low α-galactosidase A
(GLA; deficient in Fabry disease) were additionally tested for a control enzyme, neutral
glucosidase (NAG) or β-galactosidase (GLB), respectively [Chien et al., 2008; Hwu et al.,
2009]. If either GAA or GLA was deficient, and the respective ratio (NAG/GAA or GLB/
GLA) was elevated, the patient was recalled for a repeat DBS analysis and, if still abnormal,
confirmatory testing was initiated that included enzyme assays using white blood cells.
Published data from one program’s pilot study for Pompe disease involved 132,538
newborns of which 1,101 required follow-up and four were eventually diagnosed with the
disease (Table 1). For Fabry disease, data from two screening programs are available,
indicating a false-positive rate (FPR) of 0.52% and a positive predictive value (PPV) of 7%
for the two-tiered approach [Hwu et al., 2009], whereas FPR and PPV were only 1.42 and
3%, respectively, for the single-enzyme assay [Lin et al., 2009] (Table 1).
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New or improved analytical methods have been developed in recent years that not only
allow for high-throughput screening but also for the simultaneous screening of several
conditions. Particularly noteworthy are the approaches proposed by groups led by Michael
Gelb (University of Washington, Seattle, WA), John Hopwood (Women and Children’s
Hospital, Adelaide, Australia), and Advanced Liquid Logic (Cary, NC); each group applied
different analytical platforms [Gelb et al., 2006; Meikle et al., 2006; Sista et al., 2011].

Based on Chamoles’ concept of determining enzyme activity in DBS, Gelb and coworkers
developed an MS/ MS-based assay that allows for the simultaneous determination of the
activity of several lysosomal enzymes [Gelb et al., 2006]. This method requires aliquotting
of DBS extracts for separate 24-hr incubations with enzyme-specific substrates, followed by
solid-phase extraction and pooling of aliquots for subsequent flow-injection MS/MS
analysis to determine the concentration of each reaction product based on the intensity of
internal standards. A modified version of this assay was implemented in 2006 by New
York’s NBS program for the detection of Krabbe disease [Orsini et al., 2009]. To ensure as
low as possible the number of false-positive results for this devastating neurodegenerative
condition, a second tier molecular genetic assay that assesses the entire coding region of
GALC, the gene for galactocerebrosidase, for mutations including a common 30-kb deletion
was applied. This approach aimed to guarantee timely bone marrow transplantation among
newborns with low galactocerebrosidase activity and at least one mutation detected. Among
the first 550,000 newborns screened, 25 required clinical follow-up. A more recent report on
now more than 1.2 million newborns screened indicates that early onset Krabbe disease was
confirmed in four infants (1:300,000) and 24 cases (6 “high” and 18 “moderate” risk) are
awaiting a final determination of being either simple carriers for Krabbe disease or affected
with a later onset, milder variant of the condition [Orsini et al., 2011]. Data on the overall
FPR, the PPV, the need for second tier molecular testing, and the impact on families
confronted with abnormal screening results in their newborns have not been reported to date.
However, the New York laboratory has also developed a method to measure psychosine in
DBS which may be a possibly effective second tier assay to improve screening performance
[Orsini et al., 2011].

To streamline the sample preparation steps, further modifications of the MS/MS-based
method to include an online separation of analytes by liquid chromatography (LC) coupled
to the tandem mass spectrometer (LC-MS/MS) were developed by the groups of Gelb
[Spacil et al., 2011] and Kasper [Kasper et al., 2010]. The former assay for three LSDs
(Pompe, Fabry, MPS I) is currently under evaluation with deidentified NBS samples in a
prospective study in Washington [Scott et al., 2012]. Abnormal results are followed up by
molecular genetic analysis to confirm or exclude a presumptive diagnosis. Preliminary data
suggest an overall FPR of 0.023% (Table 1).

The assay developed by Kasper and colleagues for the measurement of four enzyme
activities was validated in a prospective study of deidentified NBS samples in Austria
[Mechtler et al., 2012]. Over a 6-month period, nearly 35,000 samples were tested for the
enzymes deficient in Pompe, Fabry, Gaucher, and Niemann–Pick A/B diseases. When an
abnormally low enzyme activity was measured, respective samples were submitted for
molecular genetic analysis of the relevant gene to confirm the presumptive diagnosis. Based
on their findings, the authors reported an overall FPR of 0.07% and a PPV of 40% (Table 1).

Hopwood and colleagues chose a different multiplex approach, taking advantage of the fact
that in most LSDs the pathogenic mutations lead to a decreased amount of protein as well as
low enzyme activity [Parkinson-Lawrence et al., 2006]. Applying microbead array
technology, a multiplex assay system was developed for immune quantification of 11
proteins in a single-blood spot analysis [Meikle et al., 2006]. The goal was to enable the
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positive identification of 11 different conditions by overnight extraction of the proteins from
a DBS, followed by a 16-hr incubation of the extract with capture beads and reporter
antibodies. After washing, resuspension and short incubation in a buffer containing
streptavidin–phycoerythrin conjugate, the captured proteins are fluorometrically quantified
by comparison to a standard curve. This assay was recently modified by Hopwood’s group
to include the measurement of 14 proteins to better delineate the same 11 conditions [Fuller
et al., 2011] and by the authors’ laboratory to include 17 proteins to allow for the additional
detection of Krabbe disease and nonlysosomal disorders, Wilson disease (WD; #277900),
and Friedreich ataxia (FRDA; #229300) (Table 2).

As recently reported, Hopwood and colleagues were able to correctly identify all but one
patient; the false-negative result was observed in a patient with MPS II (iduronate-2-
sulfatase deficiency; OMIM #309900) [Fuller et al., 2011]. Furthermore, the identification
of patients with Gaucher disease (β-glucosidase deficiency; OMIM #230800) was less
reliable when considering β-glucosidase alone, as opposed to additional measurement of
chitotriosidase which typically is elevated in patients with this condition. However, because
chitotriosidase is deficient in 6% of the healthy population, it may be necessary to measure
additional proteins such as glucosylceramide and ceramide which are also abnormally
abundant in Gaucher disease [Chamoles et al., 2002; Groener et al., 2008; Wajner et al.,
2007].

The third multiplex approach to NBS for LSDs was developed by Advanced Liquid Logic
(ALL) [Sista et al., 2011]. Also, following Chamoles’ basic concept of measuring activities
of enzymes extracted from DBS with fluorometry, the novelty of ALL’s method lies in its
ability to utilize minimal sample (DBS extract, 3.4 μL) and reagent volumes that are applied
on disposable cartridges for 48 samples and analyzed on a small table-top instrument.
Preparation of 48 samples can be accomplished within 1 hr and analysis requires 2.5 hr,
making this assay the fastest among those described. This “digital microfluidics” (DM)
assay was applied in a pilot study including several birthing centers in Chicago, IL. In total,
8,012 newborns were screened for Pompe, Fabry, and Gaucher diseases before the study
was terminated after 5 months reportedly because of problems in scaling up the assay for
high-throughput testing (Table 1) [Burton, 2012].

NBS FOR X-ADRENOLEUKODYSTROPHY
X-adrenoleukodystrophy (XALD) was also considered in the selection of conditions for the
uniform NBS panel, but primarily because of the lack of a validated screening test, it was
not included. There were also concerns about the available treatment options and about the
manner of selecting patients for the different therapeutic interventions [Watson et al., 2006].

Adrenocortical insufficiency is one of the most frequent symptoms affecting XALD patients
of all ages for which biochemical evidence can be apparent already in the first year of life
[Dubey et al., 2005]. Adrenal steroid supplementation is an effective and life-saving
approach for all those individuals who show biochemical abnormalities and subclinical signs
of adrenocortical insufficiency. Mineralocorticoid replacement is not always required as is
glucocorticoid therapy. Although hormone replacement therapy is mandatory in affected
patients, it is well known that it affects neither the development nor the progression of
neurological symptoms [Moser et al., 2000]. Hematopoietic stem cell transplantation
(HSCT) is the only proven successful treatment for the cerebral form of XALD [Peters et al.,
2004; Miller et al., 2011], either in the traditional approach or as vector for gene therapy
[Cartier et al., 2009]. In fact, among inborn errors of metabolism, XALD is the second most
common indication for HSCT. However, it is also well established that the timing of any
intervention, as well as appropriate case selection, is extremely important. Similar to early
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onset Krabbe disease, a serious limitation of HSCT in ALD is the timing of the procedure.
Once cerebral demyelination has started, HSCT not only is unlikely to be successful, but it
may even accelerate neurologic decline, sometimes over a very short period of time [Cartier
and Aubourg, 2010]. Accordingly, for HSCT to be successful, it must be performed while
the patient has no neurological symptoms, no significant neuropsychological deficits, and
very limited cerebral demyelination as determined by magnetic resonance imaging (MRI).
These requirements reduce the number of subjects eligible for the procedure to mostly
siblings of index cases. NBS for XALD has the potential of improving this situation as it
would allow for the detection of patients prior to the onset of CNS involvement.

The biochemical marker of XALD is a high level of saturated very long chain fatty acids
(VLCFA) in blood, particularly of hexacosanoic acid (C26:0). However, depending on the
fiber source, VLCFA are present in variable amounts in the wax esters found in the filter
paper used for NBS. Furthermore, contamination with VLCFA can occur via fingerprints,
bacteria, and fungi [Jakobs et al., 1993; Johnson, 2000]. This prohibits the application of the
well-established methods for free VLCFA quantitation in plasma to DBS. In 2006, it was
shown that C26:0 lysophosphatidylcholine (C26:0 LPC) can be elevated in blood spots of
patients affected with XALD and Zellweger spectrum disorders, as well as approximately
80% of females carrying one mutation in the ABCD1 gene, which is defective in XALD
[Hubbard et al., 2009]. Furthermore, LPC can be measured by LC-MS/MS, but the liquid
chromatographic separation of four LPCs (C20:0, C22:0, C24:0, and C26:0) required a 13-
min per-sample analysis, rendering this approach ineffective for NBS [Hubbard et al., 2006].
Improvement of the assay allowed reduction of the analytical time, first to 6.5 min per
sample and, more recently, to 2 min per sample, which is sufficient for high-throughput
testing [Hubbard et al., 2009; Sandlers et al., 2012]. This assay is currently under review in a
pilot study in Maryland, but data on test performance have not yet been reported. The latest
version of the assay also allows for the extraction of acylcarnitines along with the LPCs
which suggests a reduction of DBS sample requirements [Sandlers et al., 2012]. However,
owing to the fact that acylcarnitines are typically analyzed simultaneously with amino acids,
and from the same DBS extract, this assay does not constitute a real advantage. A combined
extraction of acylcarnitines with LPC does not translate into a more efficient workflow and
does not reduce the requirement for additional and costly LC-MS/MS equipment in any
NBS laboratory that screens more than approximately 50,000 newborns per year. A different
approach taken by the authors’ laboratory was to develop a FIA-MS/MS assay that not only
allows for rapid measurement of LPCs in DBS but also simultaneously measures six
lysosomal enzyme activities during the same analysis [Tortorelli S et al., manuscript in
preparation] (Table 2).

NBS FOR WILSON DISEASE
Wilson disease (WD) is an autosomal recessive disorder of copper transport caused by
mutations in ATP7B. It results in copper accumulation in the liver as well as in the central
nervous system. The prevalence of WD is considered to be approximately 1 in 30,000
newborns and affected individuals usually present in the first or second decade of life with
chronic hepatitis and cirrhosis or acute liver failure. Neuropsychiatric symptoms are more
common in adults and include dystonia, tremor, personality changes, and cognitive
impairment. The disease is progressive and ultimately fatal if untreated, and it is one of the
most frequent causes of chronic liver disease in children [Mak and Lam, 2008]. The
diagnosis is established based on high clinical suspicion and biochemical testing. Molecular
genetic testing, such as full gene sequencing, is not a first line diagnostic test but an
effective confirmatory test that also helps to identify affected siblings of probands, including
those without definitive symptoms. WD is easily treatable using chelating agents and serious
symptoms can be avoided if an early diagnosis is made. Patients with WD and liver cirrhosis

Matern et al. Page 5

Dev Disabil Res Rev. Author manuscript; available in PMC 2014 January 27.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



or neurological deficits often have a poor prognosis. Given the availability of inexpensive
and effective treatment of patients identified prior to the development of irreversible
symptoms, population screening for WD has been considered and few pilot studies were
published measuring ceruloplasmin (CP) in infants or children [Hahn et al., 2002; Mak and
Lam, 2008]. Until recently, CP was considered a poor marker in neonates because it was
thought to be physiologically low. Given this understanding, it is not surprising that WD has
not been recommended for NBS by the ACMG Newborn Screening Expert Group.
However, applying a sandwich ELISA assay, Hahn and coworkers were able to show that
CP was markedly reduced in the original NBS blood spots of two patients with WD
compared to matched controls [Kroll et al., 2006]. In an additional study, this assay was
applied in the authors’ laboratory to screen 40,000 deidentified NBS samples prospectively
and with a preliminary FPR of 0.3% (unpublished data). Among those samples with low CP
levels, three cases were found to be carriers for ATP7B mutations. One case with
immeasurable CP was found to carry a novel mutation. Whether these patients are truly
simple carriers or actual WD patients, where the second mutation remains elusive, is
impossible to ascertain, given that the study was conducted on deidentified specimens.
Furthermore, it is possible that these patients may be affected with aceruloplasminemia
(OMIM #604290), Menkes disease (OMIM #309400), or other inborn errors affecting
copper metabolism that present with low CP concentrations, such as the recently described
acetyl-CoA transporter (AT-1) deficiency owing to mutations in SLC33A1 (OMIM
*603690) [Huppke et al., 2012]. An LC-MS/MS assay for the measurement of peptides
derived from CP following trypsin digestion was reported in 2008 [deWilde et al., 2008].
However, due to the 7.5 min necessary for the chromatographic separation of CP-specific
peptides, this method is not amenable to high-throughput testing because only eight samples
could be analyzed per hour on a single LC-MS/MS system.

NBS FOR FRIEDREICH ATAXIA
Friedreich ataxia (FRDA) is an autosomal recessive disease estimated to affect 1:40,000
individuals. Clinically, it is characterized by progressive ataxia of all extremities, cerebellar
dysarthria, absent reflexes in the lower extremities, sensory loss, and pyramidal signs
[Harding, 1981; Koeppen, 2011]. Hypertrophic cardiomyopathy is found in most patients
and represents the most frequent cause of premature death. Diabetes mellitus develops in
approximately 30% of patients. Onset of symptoms can vary from childhood to adulthood.
The FRDA locus encodes a precursor poly-peptide that is imported by the mitochondria and
processed to the mature protein designated frataxin [Koeppen, 2011]. In patients with
FRDA, frataxin is reduced to <30% of normal [Campuzano et al., 1997]. FRDA is currently
diagnosed by molecular genetic methods. Effective therapy is not yet available, but several
clinical treatment trials are underway, examining the potential of antioxidants (i.e.,
idebenone), iron chelators (i.e., deferiprone) as well as strategies to increase frataxin levels
by inducing gene expression [Schulz et al., 2009; Tsou et al., 2009]. As is the case with
other progressive conditions, there is reason to believe that initiation of treatment as early as
possible has the greatest benefit and likelihood of reducing, if not preventing morbidity and
mortality. Given the fact that most patients are homozygous for an expansion of a GAA
trinucleotide repeat in intron 1 of the gene that encodes frataxin, molecular genetic testing
appears to be a reasonable approach to NBS for FRDA. Unfortunately, molecular genetic
testing for FRDA is patented (Athena Diagnostics) and the methodology used for DNA
analysis is not amenable to incorporate into a multiplex assay. Therefore, our laboratory has
developed and validated an immunocapture assay that measures the presence of frataxin in
DBS and is included in the multiplex assay for the abovementioned LSDs.
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MAYO CLINIC AND NBS FOR LSD AND OTHER CONDITIONS
With different analytical platforms proposed for the identification of LSDs, XALD, and WD
from blood spots, the question arises as to which method should be used for high-throughput
NBS. Unfortunately, a straightforward answer is not available. The choice may depend on
whether the intension is to screen for one or more conditions, whether a high-complexity
testing platform can be accommodated by the laboratory, and whether there is sufficient
space and funding available. Moreover, and perhaps most importantly, the choice may
depend on the analytical robustness, capacity, and performance of a particular assay for a
condition or group of conditions. For instance, based on the assay performance, it may be
necessary to apply second tier testing to reduce the FPR in a manner similar to Krabbe
screening in New York [Kemper et al., 2010]. Any additional test, however, adds to the
laboratory’s cost, space requirements, and turnaround time. As NBS panels are likely to
expand to include additional conditions, the methods that can detect multiple conditions
from a single blood spot with a single analysis are more desirable as they make better use of
the limited number of blood spots available for screening. The MS/MS-based screening
method proposed by Gelb’s group, the immunoquantification method proposed by
Hopwood’s group, and ALL’s digital microfluidics assay are multiplex methods. The
advantage of the immunoquantification over the other two methods may be the larger
number of conditions currently included in the analysis. Both the immunoquantification and
the ALL methods are characterized by lower equipment costs and space requirement, and,
perhaps most importantly, the low complexity of the technology applied. The latter may
allow for consistent and reliable results between screening laboratories as it is less
dependent on user experience, which has been an obstacle of excellent performance in MS/
MS-based NBS [Rinaldo et al., 2006; McHugh et al., 2011].

To determine the most effective strategy for NBS for LSDs, XALD, WD, and FRDA, in
September 2011, Mayo Clinic’s Biochemical Genetics Laboratory began a comprehensive,
prospective study to screen 100,000 deidentified NBS samples over a 2-year period using
three multiplex methods (immunoquantification, FIA-MS/MS, and digital microfluidics) in
parallel. Our goal is to identify all patients who could, in theory, benefit from early initiation
of treatment while achieving the lowest possible FPR. The latter seems important because
the studies on the impact of presumptive positive results revealed that, while long-term
outcome is improved for truly affected patients, those who receive false-positive results may
be at higher risk of dysfunctional parent–child relationships [Waisbren et al., 2003;
Timmermans and Buchbinder, 2010; Schmidt et al., 2012]. Certainly, this would hold true
where conditions such as LSDs are concerned as they are not only associated with
potentially severe outcomes but may also require invasive and/or highly expensive lifelong
treatment. Therefore, our study’s goal is to develop an effective and efficient NBS approach
for these conditions by comparison of the different screening technologies (Table 2 and Fig.
1). All samples with abnormal results will be further evaluated by specific fluorometric
enzyme assays and/or molecular genetic analysis to confirm or exclude abnormal screening
results.

CONCLUSIONS
Although NBS studies for LSDs, XALD, WD, and FRDA are planned and conducted, the
discussion of which of these conditions should be included in a NBS panel is likely to
continue on all levels. Patient support groups continue to provide their input and influence
on the state and federal level. The Secretary’s Advisory Committee on Heritable Disorders
in Newborns and Children (SACHDNC; http://www.hrsa.gov/advisorycommittees/
mchbadvisory/heritabledisorders/index.html), which is tasked with advising the US
Secretary of the Department of Health and Human Services on the composition of the
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universal NBS panel, already received and reviewed proposals for inclusion of Krabbe,
Pompe, Fabry, and Niemann–Pick A/B diseases. None of these conditions has yet been
endorsed because of concerns that still need to be addressed, such as the cost of a successful
screening strategy (high sensitivity, high PPV, low FPR), the risks and cost of treatment, and
questions about the appropriate time to initiate treatments in patients with milder or late-
onset disease variants. Nevertheless, New York has already added Krabbe disease in 2006,
and three other states (Illinois, Missouri, and New Mexico) have taken action independently
as they are required by their state’s law to start NBS for up to five LSDs within the next few
years. These activities should help provide an answer to the question whether screening for
these conditions can be more widely recommended. Given these realities, the ACMG has
already formed a workgroup to develop follow-up guidelines (ACTion sheets) and
algorithms for the laboratory evaluation of each LSD suggested for NBS [Wang et al.,
2011].
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Fig. 1.
Testing strategy of a NBS study using deidentified samples to determine an effective
screening approach for the conditions listed in Table 2. [Color figure can be viewed in the
online issue, which is available at wileyonlinelibrary.com.]
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Table 1

FPRs (Detection Rates in Parenthesis) as Reported From Various NBS Pilot Studies (IL, WA, Austria) and a
NBS Program in Taiwan

Illinoisa (Digital Microfluidics) Washingtonb (LC-MS/MS) Austria (LC-MS/MS) Taiwan (Fluorometry)

Fabry 0.05%b (1:1,144) 0.005%b (1:16,667) 0.055%b (1:3,859) 0.87%b (1:1,2410

Gaucher 0.25%b (1:4,006) – 0.006%b (1:17,368) –

Krabbe – – – –

MPS I – 0.005%b (1:30,000) – –

NPA/B – – 0.003% (Not detected) –

Pompe 0.025% 0.013%b (1:30,000) 0.006%b (1:8,6840 0.83%b (1:33,135)

a
Burton et al. 2012;

b
Scott et al. 2012;

c
PPV, 64%;

d
PPV, 50%;

e
PPV, 32%;

f
Data combined from two separate studies (PPV, 5%) [Hwu et al., 2009; Lin et al., 2009];

g
PPV, 9%;

h
PPV, 50%;

i
PPV, 40%;

j
PPV, 20%.;

k
PPV, 80%;

l
PPV, 0.36%.
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