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Early diagnosis of Niemann-Pick disease type C (NP-C) in neonatal cholestasis is still
challenging because splenomegaly is non-specific and oxysterol profiling studies also have
a relatively low specificity. This study explores a method for identifying infants with a high
clinical suspicion of NP-C in neonatal cholestasis. We reviewed the clinical findings of 9
neonatal cholestatic infants with NP-C genetically diagnosed between January 2015 and
December 2020. Seven underwent liver biopsy at ages ranging from 35 to 112 d. Foam
cells were only detected in 2 (28.6%, 2/7) liver tissues obtained beyond 3months of age.
However, vacuolated Kupffer cells were detected in all 7 liver tissues. Their significance
was explored by using 168 neonatal cholestatic infants, who underwent genetic tests and
liver biopsy between January 2018 and December 2020. Of them, 26 detected vacuolated
Kupffer cells. Six (23.1%, 6/26) were diagnosed as NP-C, comparing to none of the 142
neonatal cholestatic infants without vacuolated Kupffer cells (χ2 = 33.983, p < 0.001). The
ratio of positive diagnosis of NP-C was 31.6% (6/19) in neonatal cholestatic infants with
both vacuolated Kupffer cells and splenomegaly. Therefore, we conclude that the
presence of vacuolated Kupffer cells can raise a high clinical suspicion of NP-C in
neonatal cholestatic infants, especially in those with splenomegaly.
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INTRODUCTION

Niemann-Pick disease type C (NP-C) is a rare progressive and life limiting lysosomal storage disorder. It
results from compound heterozygous or homozygous pathogenic variants in either of the two genes:
NPC1 or NPC2 (Carstea et al., 1993; Vanier et al., 1996). Nearly 95% of cases are caused by NPC1
deficiency, with approximately 5% caused by NPC2 deficiency (Jahnova et al., 2014). It is classified as
visceral-neurodegenerative form (early-infantile), neurodegenerative form (late-infantile and juvenile),
and psychiatric-neurodegenerative form (adult) (Patterson, 2000; Geberhiwot et al., 2018). Primary
manifestations are age dependent. In early infancy, clinical manifestations are predominantly visceral,
with cholestasis and hepatosplenomegaly (Patterson, 2000). Cholestasis in the majority spontaneously
resolves after 3–4months of age, while splenomegaly persists and neurological symptoms develop with
age (Evans et al., 2017; Geberhiwot et al., 2018). The early diagnosis is the key for reduction of organ
damage since a medical treatment is available now (Pineda et al., 2018).
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Newborn screening for NP-C still has not been developed.
Splenomegaly in neonatal cholestatic infants raises a clinical
suspicion of NP-C (Geberhiwot et al., 2018). Two plasma
oxysterols, 7-ketocholesterol (7 KC) and cholestane-3β,5α,6β-
triol (C-triol), are biomarkers for aiding diagnosis (Mazzacuva
et al., 2016; Maekawa et al., 2020). Genetic tests can lead to a
definite diagnosis. However, early diagnosing of NP-C is still
challenging because splenomegaly is non-specific (Mazzacuva
et al., 2016; Maekawa et al., 2020) and oxysterol profiling
studies also have a relatively low specificity for NP-C in
neonatal cholestasis (Polo et al., 2016; Degtyareva et al., 2019).
Genetic tests are usually ordered if an inherited disorder is
suspected. Therefore, an alternative is necessary for early
identification of infants with a clinical suspicion of NP-C in
neonatal cholestasis.

This study summarized the clinical findings of 9 NP-C infants
presenting as neonatal cholestasis, and unexpectedly found that
vacuolated Kupffer cells were detected in all liver tissues obtained
in the early disease course. We also explored the significance of
vacuolated Kupffer cells on early detection of infants with a high
suspicion of NP-C in neonatal cholestasis.

METHODS

Patients and Definitions
This study enrolled neonatal cholestatic infants (onset <3 months
of age) diagnosed as NP-C who were referred to the Children’s
Hospital of Fudan University between January 2015 and
December 2020. The diagnosis of NP-C is established if NPC1
or NPC2 biallelic pathogenic/likely pathogenic variants are
identified. Cholestasis is defined as follows (Togawa et al.,
2016): serum direct bilirubin (DB) > 20.0% of total bilirubin
(TB) if TB > 85.5 μmol/L; or DB > 17.1 μmol/L if TB < 85.5 μmol/
L. Hepatomegaly and splenomegaly were diagnosed by
ultrasonography.

To explore the significance of vacuolated Kupffer cells, this
study also enrolled 168 consecutive infants with neonatal
cholestasis, who underwent both genetic tests and liver biopsy,
between January 2018 and December 2020. Following a work-up
for neonatal cholestasis as described previously (Liu et al., 2010),
surgical, infectious, parenteral nutrition, endocrinological, and
drug-induced causes were excluded.

The study was approved by the ethics committees of the
Children’s Hospital, Fudan University and conducted in full
compliance with medical ethics standards. Informed consent
had been obtained from the parents/guardians during the
admission. Clinical data were collected from their medical
records.

Genetic Testing
Genetic testing was performed in the Translational Center of
Children’s Hospital of Fudan University. Genomic DNA was
extracted from peripheral blood. NPC1 variants (NM_000271)
and NPC2 variants (NM_006432) were screened by NGS,
including panel, medical exome, and whole exome sequencing.
The procedures of sequencing, data analyses, and variation

classification were described previously (Wang et al., 2016;
Qiu et al., 2017; Zhang et al., 2020). Variant pathogenicity was
assessed according to the American College of Medical Genetics
and Genomics (ACMG) standards and guidelines (Richards et al.,
2015).

Histologic Studies
Liver tissues were obtained by needle biopsy or intraoperative
wedge biopsy. Liver tissues sections were stained by hematoxylin
and eosin (HE), periodic acid-schiff (PAS), anti-CD68 (GENE,
Shanghai, China), etc.

Smears of bone marrow aspirations were Wright’s stained.

Statistical Analysis
Statistical analysis was performed using SPSS Inc. version 17.0
software (University of Chicago, Chicago, IL). Difference among
ratios was tested by Chi-square test using Fisher’s exact value.
Comparison of two medians was done by nonparametric Mann-
Whitney test. p < 0.05 was considered significant.

RESULTS

Molecular Findings
A total of 9 neonatal cholestatic infants, including 4 boys and 5
girls, were finally diagnosed as NP-C for harboring biallelic
pathogenic or likely pathogenic variants in NPC1 (Table 1).
No infant was found to harbor biallelic pathogenic variants in
NPC2. Sixteen distinct NPC1 variants were identified, including
10 known disease-causing variants and 6 novel variants (4
frameshift indels and 2 missense variants) absented from the
Genome Aggregation Database (GnomAD). The 2 novel
missense variants, c.1024T > C (p.W342R) and c.3254A > C
(p.Y1085S), were predicted to be disease causing and damaging
by MutationTaster, Polyphen-2, and SIFT. Both were rated as
likely pathogenic variants, while the 4 novel frameshift indels as
pathogenic variants according to the ACMG standards and
guidelines.

Clinical Findings
The 9 NP-C infants came from 9 distinct nonconsanguineous
families. Jaundice and hepatosplenomegaly were identified in

TABLE 1 | Molecular findings in NPC1 (NM_000271) of 9 patients with neonatal
cholestasis.

Variant 1 Variant 2 Origin

P1 c.1757 + 3_1757+6delGAGT c.3254_3255delAT M/F
P2 c.10delC c.1211G > A (p.R404Q) ND
P3 c.1024T > C (p.W342R) c.2970_2971insTCCT M/F
P4 c.3254A > C (p.Y1085S) c.3254A > C (p.Y1085S) F/M
P5 c.1138C > T (p.L380F) c.1211G > A (p.R404Q) F/M
P6 c.352_353delAG c.2000C > T (p.S667L) ND
P7 c.2207_2208dupTC c.2972_2973delAG M/F
P8 c.1421C > T (p.P474L) c.2728G > A (p.G910S) ND
P9 c.1301C > T (p.P434L) c.3425T > C (p.M1142T) ND

P, patient; ND, not done; F, father; M, mother.
Novel pathogenic or likely pathogenic variants are shown in bold font.
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all 9 patients (Table 2). Six exhibited acholic stools. Seven, but
not patient (P) 3 and P7, were classified into cholestasis with
high serum γ-glutamyl transpeptidase (GGT >100U/L).
Aspartate aminotransferase (AST) was elevated in all 9
patients, and the ratios of AST to alanine aminotransferase
(ALT) ranged from 2.1 to 7.5. Hypoglycemia (blood glucose
levels<3.0 mmol/L) was present in 4 patients (P5, P6, P8, and
P9) after fasting for 3 h.

P1 ~ P7 underwent liver biopsy. Foam cells were only detected
in HE staining sections of P6 and P7, but vacuolated Kupffer cells
were detected in CD68 staining sections from all 7 liver tissues
(Figure 1) Vacuolated Kupffer cells were scattered in P1 and P2,
whose liver tissues were obtained at the age of 35 and 36 d,
respectively. More vacuolated Kupffer cells were identified in P3
and P4 at the age of 49 and 63 d, respectively. Most Kupffer cells

detected lipid vacuoles in P5 at 89 d of age, and a few had enlarged
sizes. Vacuolated Kupffer cells with enlarged sizes became
obvious in P6 and P7 at the age of 110 and 112 d, respectively.

Bone marrow aspiration was performed in P1, P3, P5, and P6
at ages ranging from 42 to 113 d, but no foam cell was observed
(Figure 1).

Significance of Vacuolated Kupffer Cells
Of the 168 enrolled neonatal cholestatic infants, 26 detected
vacuolated Kupffer cells, including 19 with splenomegaly
(Table 3). Six of the 26 infants (P1 ~ P5, and P7) were
diagnosed as NP-C, comparing to none of the 142 infants
without vacuolated Kupffer cells (6/26 vs. 0/142, χ2 = 33.983,
p < 0.001). The ratio of positive diagnosis of NP-C was 23.1%
(6/26) in neonatal cholestatic infants with vacuolated Kupffer

TABLE 2 | Clinical findings of the 9 NPC patients presenting as neonatal cholestasis.

P1 P2 P3 P4 P5 P6 P7 P8 P9

First symptoms J J J J J J J J J
Age at first symptoms (d) 4 2 1 7 2 28 5 3 4
Other symptoms and signs
Acholic stools + + + - + + + - -
Hepatomegaly + + + + + + + + +
Splenomegaly + + + + + + + + +

Liver function tests (LFTs)
Age at tests (d) 35 33 44 62 89 53 79 97 60
TB (μmol/L) 164 168 211 141 125 287 56 158 104
DB (μmol/L) 136 102 119 108 104 229 46 117 58
ALT (U/L) 55 59 41 110 152 117 63 72 58
AST (U/L) 206 199 309 338 371 250 174 283 177
GGT (U/L) 144 254 54 147 222 126 49 259 167
TBA (μmol/L) 69 96 96 84 66 114 59 158 106
Alb (g/L) 34.6 35.0 38.4 41.8 32.2 40.2 36.3 39.7 43.3
Glu (mmol/L) 4.0 ND 6.0 4.2 2.9 2.5 4.1 2.0 1.9

P, patient; J, jaundice; ND, not done; TB, total bilirubin; DB, direct bilirubin; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, γ-glutamyl transpeptidase; TBA, total
bile acid; Alb, albumin; Glu, glucose.
-, negative; +, positive.

FIGURE 1 | Histologic studies of bone marrow aspirations and liver tissues obtained from NP-C patients presenting as neonatal cholestasis. Vacuolated Kupffer
cells (black arrow) are observed in CD68 staining sections from liver tissues of all 7 NP-C infants (P1 ~ P7), but not in control (a neonatal cholestatic infant with unknown
cause). Foam cells (red arrow) are observed in HE and PAS sections of P6 and P7 when vacuolated Kupffer cells with enlarged sizes become obvious. BM, bonemarrow
aspiration; LS, liver specimens; P, patient.
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cells, and it could increase to 31.6% (6/19) in neonatal
cholestatic infants with both vacuolated Kupffer cells and
splenomegaly.

DISCUSSION

The diagnosis of NP-C is often delayed in neonatal cholestasis.
The measurement of biochemical markers, such as plasm
oxysterols, is recommended for early detection of NP-C
(Vanier et al., 2016; Geberhiwot et al., 2018), while liver
biopsy is now rarely needed (Geberhiwot et al., 2018;
Patterson, 2000). Disappointingly, oxysterol screening has a
relatively low specificity on distinguishing NP-C from other
causes in neonatal cholestasis (Polo et al., 2016; Degtyareva
et al., 2019). The NP-C infants with neonatal cholestasis
usually still have liver biopsy done for etiologic studies because
clinical manifestations are non-specific in the early disease course
(Yerushalmi et al., 2002; Evans et al., 2017). Liver foam cells, a
typical light microscopic feature of NP-C, can raise a high clinical
suspicion of NP-C, but are detectable in only 37–50% NP-C
children (Kelly et al., 1993; Rodrigues et al., 2006). In this study,
liver foam cells were detected in 2 (28.6%) NP-C infants beyond
3 months of age.

Differentiated from liver foam cells, vacuolated Kupffer cells
were detected in all 7 NP-C infants who underwent liver biopsy at
age ranging from 35 to 112 d. Abundant vacuolated Kupffer cells
were detected at age 89 d and a few had enlarged sizes. When
vacuolated Kupffer cells with enlarged sizes became obvious, liver
foam cells were observed. A previous study also found that liver
foam cells were negative in the early disease course and developed
with age (Yerushalmi et al., 2002). These indicate that vacuolated
Kupffer cells can evolve into liver foam cells. NP-C was finally
diagnosed in 23.1% of neonatal cholestatic infants with
vacuolated Kupffer cells, but none of those without vacuolated
Kupffer cells. Hence, the presence of vacuolated Kupffer cells
raises a clinical suspicion of NP-C in neonatal cholestatic infants,
especially in those with splenomegaly, while their absence
excludes a possibility of NP-C.

Demonstration of foam cells in bone marrow adds to
clinical suspicion of NP-C (Kelly et al., 1993; Geberhiwot
et al., 2018), but it can be negative in early infancy
(Rodrigues et al., 2006). It is believed that foam cells may
become apparent in bone marrow as the disease evolves. In the

current study, foam cells were not identified in all 4 bone
marrow samples obtained within 4 months of age. Therefore,
the diagnosis of NP-C may be missed if early bone marrow
aspiration is only relied on. It challenges the importance of
bone marrow aspiration for the diagnosis of NP-C in younger
infants with neonatal cholestasis.

NP-C infants usually present as neonatal cholestasis with
high GGT (Woś et al., 2016; Yamada et al., 2019), but in some
instances as neonatal cholestasis with low GGT (Evans et al.,
2017). In the current study, we found 2 NP-C infants presented
as neonatal cholestasis with low GGT (<100U/L).
Furthermore, 4 NP-C infants were found to have fasting
hypoglycemia. The reasons of hypoglycemia are still
unclear. It may be associated with mitochondrial
dysfunction which has been demonstrated in fibroblasts
derived from NP-C patients (Woś et al., 2016). Therefore,
blood glucose should be routinely monitored in NP-C infants
presenting as neonatal cholestasis.

CONCLUSION

This study reports the molecular and clinical findings of 9
neonatal cholestatic infants diagnosed as NP-C. Vacuolated
Kupffer cells are detected in all 7 NP-C infants who
underwent liver biopsy in early disease course. The presence
of vacuolated Kupffer cells raises a clinical suspicion of NP-C in
neonatal cholestatic infants, especially in those with
splenomegaly.
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Frontiers in Genetics | www.frontiersin.org March 2022 | Volume 13 | Article 8674134

Wang et al. NP-C in Neonatal Cholestasis

https://www.frontiersin.org/journals/genetics
www.frontiersin.org
https://www.frontiersin.org/journals/genetics#articles


this study was provided by the participants’ legal guardian/next
of kin. Written informed consent was obtained from the
individual(s), and minor(s)’ legal guardian/next of kin, for
the publication of any potentially identifiable images or data
included in this article.

AUTHOR CONTRIBUTIONS

N-LW, LC, JL, and J-SW: Study design. N-LW, YL, KA, and
X-BX: Data acquisition and interpretation. N-LW: Draft
manuscript. All authors reviewed and approved the manuscript.

REFERENCES

Carstea, E. D., Polymeropoulos, M. H., Parker, C. C., Detera-Wadleigh, S. D.,
O’Neill, R. R., Patterson, M. C., et al. (1993). Linkage of Niemann-Pick Disease
Type C to Human Chromosome 18. Proc. Natl. Acad. Sci. 90, 2002–2004.
doi:10.1073/pnas.90.5.2002

Degtyareva, A. V., Proshlyakova, T. Y., Gautier, M. S., Degtyarev, D. N., Kamenets,
E. A., Baydakova, G. V., et al. (2019). Oxysterol/chitotriosidase Based Selective
Screening for Niemann-Pick Type C in Infantile Cholestasis Syndrome
Patients. BMC Med. Genet. 20, 123. doi:10.1186/s12881-019-0857-0

Evans, W. R. H., Nicoli, E.-R., Wang, R. Y., Movsesyan, N., and Platt, F. M. (2017).
Case Report: Ursodeoxycholic Acid Treatment in Niemann-Pick Disease Type
C; Clinical Experience in Four Cases. Wellcome Open Res. 2, 75. doi:10.12688/
wellcomeopenres.11854.1

Geberhiwot, T., Moro, A., Moro, A., Dardis, A., Ramaswami, U., Sirrs, S., et al.
(2018). Consensus Clinical Management Guidelines for Niemann-Pick Disease
Type C. Orphanet J. Rare Dis. 13, 50. doi:10.1186/s13023-018-0785-7

Jahnova, H., Dvorakova, L., Vlaskova, H., Hulkova, H., Poupetova, H., Hrebicek,
M., et al. (2014). Observational, Retrospective Study of a Large Cohort of
Patients with Niemann-Pick Disease Type C in the Czech Republic: a
Surprisingly Stable Diagnostic Rate Spanning Almost 40 Years. Orphanet
J. Rare Dis. 9, 140. doi:10.1186/s13023-014-0140-6

Kelly, D. A., Portmann, B., Mowat, A. P., Sherlock, S., and Lake, B. D. (1993).
Niemann-Pick Disease Type C: Diagnosis and Outcome in Children, with
Particular Reference to Liver Disease. J. Pediatr. 123, 242–247. doi:10.1016/
s0022-3476(05)81695-6

Liu, L. Y., Wang, Z. L., Wang, X. H., Zhu, Q. R., and Wang, J. S. (2010). ABCB11
Gene Mutations in Chinese Children with Progressive Intrahepatic Cholestasis
and Low Gamma Glutamyltransferase. Liver Int. 30, 809–815. doi:10.1111/j.
1478-3231.2009.02112.x

Maekawa, M., Iwahori, A., and Mano, N. (2020). Biomarker Analysis of Niemann-
Pick Disease Type C Using Chromatography andMass Spectrometry. J. Pharm.
Biomed. Anal. 191, 113622. doi:10.1016/j.jpba.2020.113622

Mazzacuva, F., Mills, P., Mills, K., Camuzeaux, S., Gissen, P., Nicoli, E.-R., et al. (2016).
Identification of Novel Bile Acids as Biomarkers for the Early Diagnosis of
Niemann-PickCDisease. FEBS Lett. 590, 1651–1662. doi:10.1002/1873-3468.12196

Patterson, M. (2000). “Niemann-Pick Disease Type C,” in GeneReviews® [Internet].
Editors MP Adam, HH Ardinger, RA Pagon, and S. E. Wallace (Seattle (WA):
University of Washington, Seattle), 1993–2021. [Updated 2020 Dec 10].

Pineda, M., Walterfang, M., and Patterson, M. C. (2018). Miglustat in Niemann-
Pick Disease Type C Patients: a Review. Orphanet J. Rare Dis. 13, 140. doi:10.
1186/s13023-018-0844-0

Polo, G., Burlina, A., Furlan, F., Kolamunnage, T., Cananzi, M., Giordano, L., et al.
(2016). High Level of Oxysterols in Neonatal Cholestasis: a Pitfall in Analysis of
Biochemical Markers for Niemann-Pick Type C Disease. Clin. Chem. Lab. Med.
54, 1221–1229. doi:10.1515/cclm-2015-0669

Qiu, Y.-L., Gong, J.-Y., Feng, J.-Y., Wang, R.-X., Han, J., Liu, T., et al. (2017).
Defects in Myosin VB Are Associated with a Spectrum of Previously
Undiagnosed Low γ-glutamyltransferase Cholestasis. Hepatology 65,
1655–1669. doi:10.1002/hep.29020

Richards, S., Aziz, N., Bale, S., Bick, D., Das, S., Gastier-Foster, J., et al. (2015).
Standards and Guidelines for the Interpretation of Sequence Variants: a Joint
Consensus Recommendation of the American College of Medical Genetics and

Genomics and the Association for Molecular Pathology. Genet. Med. 17,
405–424. doi:10.1038/gim.2015.30

Rodrigues, A. F., Gray, R. G., Preece, M. A., Brown, R., Hill, F. G., Baumann, U.,
et al. (2006). The Usefulness of Bone Marrow Aspiration in the Diagnosis of
Niemann-Pick Disease Type C in Infantile Liver Disease. Arch. Dis. Child. 91,
841–844. doi:10.1136/adc.2005.088013

Togawa, T., Sugiura, T., Ito, K., Endo, T., Aoyama, K., Ohashi, K., et al. (2016).
Molecular Genetic Dissection and Neonatal/infantile Intrahepatic Cholestasis
Using Targeted Next-Generation Sequencing. J. Pediatr. 171, 171–177. doi:10.
1016/j.jpeds.2016.01.006

Vanier, M. T., Duthel, S., Rodriguez-Lafrasse, C., Pentchev, P., and Carstea, E. D.
(1996). Genetic Heterogeneity in Niemann-Pick C Disease: a Study Using
Somatic Cell Hybridization and Linkage Analysis. Am. J. Hum. Genet. 58,
118–125.

Vanier, M. T., Gissen, P., Bauer, P., Coll, M. J., Burlina, A., Hendriksz, C. J., et al.
(2016). Diagnostic Tests for Niemann-Pick Disease Type C (NP-C): a Critical
Review. Mol. Genet. Metab. 118, 244–254. doi:10.1016/j.ymgme.2016.06.004

Wang, N.-L., Lu, Y.-L., Zhang, P., Zhang, M.-H., Gong, J.-Y., Lu, Y., et al. (2016). A
Specially Designed Multi-Gene Panel Facilitates Genetic Diagnosis in Children
with Intrahepatic Cholestasis: Simultaneous Test of Known Large Insertions/
Deletions. PLoS One 11, e0164058. doi:10.1371/journal.pone.0164058

Woś, M., Szczepanowska, J., Pikuła, S., Tylki-Szymańska, A., Zabłocki, K., and
Bandorowicz-Pikuła, J. (2016). Mitochondrial Dysfunction in Fibroblasts
Derived from Patients with Niemann-Pick Type C Disease. Arch. Biochem.
Biophys. 593, 50–59. doi:10.1016/j.abb.2016.02.012

Yamada, N., Inui, A., Sanada, Y., Ihara, Y., Urahashi, T., Fukuda, A., et al. (2019).
Pediatric Liver Transplantation for Neonatal-Onset Niemann-Pick Disease
Type C: Japanese Multicenter Experience. Pediatr. Transpl. 23, e13462.
doi:10.1111/petr.13462

Yerushalmi, B., Sokol, R. J., Narkewicz, M. R., Smith, D., Ashmead, J. W., and
Wenger, D. A. (2002). Niemann-pick Disease Type C in Neonatal Cholestasis at
a North American Center. J. Pediatr. Gastroenterol. Nutr. 35, 44–50. doi:10.
1097/00005176-200207000-00011

Zhang, J., Liu, L. L., Gong, J. Y., Hao, C. Z., Qiu, Y. L., Lu, Y., et al. (2020). TJP2
Hepatobiliary Disorders: Novel Variants and Clinical Diversity. Hum. Mutat.
41, 502–511. doi:10.1002/humu.23947

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors, and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Wang, Chen, Lu, Xie, Lin, Abuduxikuer and Wang. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

Frontiers in Genetics | www.frontiersin.org March 2022 | Volume 13 | Article 8674135

Wang et al. NP-C in Neonatal Cholestasis

https://doi.org/10.1073/pnas.90.5.2002
https://doi.org/10.1186/s12881-019-0857-0
https://doi.org/10.12688/wellcomeopenres.11854.1
https://doi.org/10.12688/wellcomeopenres.11854.1
https://doi.org/10.1186/s13023-018-0785-7
https://doi.org/10.1186/s13023-014-0140-6
https://doi.org/10.1016/s0022-3476(05)81695-6
https://doi.org/10.1016/s0022-3476(05)81695-6
https://doi.org/10.1111/j.1478-3231.2009.02112.x
https://doi.org/10.1111/j.1478-3231.2009.02112.x
https://doi.org/10.1016/j.jpba.2020.113622
https://doi.org/10.1002/1873-3468.12196
https://doi.org/10.1186/s13023-018-0844-0
https://doi.org/10.1186/s13023-018-0844-0
https://doi.org/10.1515/cclm-2015-0669
https://doi.org/10.1002/hep.29020
https://doi.org/10.1038/gim.2015.30
https://doi.org/10.1136/adc.2005.088013
https://doi.org/10.1016/j.jpeds.2016.01.006
https://doi.org/10.1016/j.jpeds.2016.01.006
https://doi.org/10.1016/j.ymgme.2016.06.004
https://doi.org/10.1371/journal.pone.0164058
https://doi.org/10.1016/j.abb.2016.02.012
https://doi.org/10.1111/petr.13462
https://doi.org/10.1097/00005176-200207000-00011
https://doi.org/10.1097/00005176-200207000-00011
https://doi.org/10.1002/humu.23947
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/genetics
www.frontiersin.org
https://www.frontiersin.org/journals/genetics#articles

	The Presence of Vacuolated Kupffer Cells Raises a Clinical Suspicion of Niemann-Pick Disease Type C in Neonatal Cholestasis
	Introduction
	Methods
	Patients and Definitions
	Genetic Testing
	Histologic Studies
	Statistical Analysis

	Results
	Molecular Findings
	Clinical Findings
	Significance of Vacuolated Kupffer Cells

	Discussion
	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	References


