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Elevated Free Thyroxime Levels Detected by a
Neonatal Screening System

Pediatric Research 66, 312-316, 2009

Toshihiro Tagjima*l, WakakoJo*1, Kaori Fujikura,
Masaru Fukushi, and Kenji Fujieda*2



*1 Hokkaido University School of Medicine
*2 Asahikawa Medical College School of Medicine

Prevalence of selected disorders of inborn errors of
metabolism in suspected cases at a tertiary care
hospital in Karachi

Journal Pakistan Medical Association 59, 815-819,
2009

Hema Satwani*1 Jamal Raza*1 Junji Hanai Shosuke
Nomachi

To study the prevalence of selected disorders of inborn
errors of metabolism at atertiary care hospita in Karachi
by performing selective screening of high risk clinically
suspected individuals. Methods: Cross sectiona
comparative study, was done at the Paediatric Endocrine
Unit 2 of National Institute of Child Health Karachi in
collaboration with Sapporo City Institute of Public
Health, Japan. Sixty-two children age < 1 month-10
years meeting the inclusion criteria (Undiagnosed family
history of similar illness or deaths, history of recurrent
episodes of severe or persistent vomiting for which no
infection or surgical cause was found and history of
undiagnosed neurological symptoms and developmental
delay) were enrolled in the study. Routine workup of
inborn errors of metabolism was done in each child and
their dried blood samples (DBS) and dried urine samples
(DUS) were send to IEM Selective Screening Unit Japan.
SPSS version 10 was used to derive results and p-vaue
of <0.05 was taken as dtatistically significant. Results:
Out of 62 children, sixteen children (9 boys and 7 girls)
were positive for inborn errors of metabolism (IEM).
Respiratory distress (p=0.042) and developmental delay
(p=0.048) were found to be the most common clinical
presentations in our children .Out of 16 children with
positive results, 14 children had history of death of
siblings  with  similar  complaints  (p=0.027).
Consanguineous marriage was reported in 13 children.
Among children with positive results 10 (62.5%) had
organic acidemias, 1 (6.2%) had Ornithine
Transcarbamylase (OTC) deficiency (Urea cycle defect)
and 5 (31.2%) had congenita lactic acidemias.
Conclusion: Significant number of positive cases were
seen in our series of patients, establishing the fact that
IEM is prevaent in our population, though undiagnosed.
Further such studies are needed on our side in future to
determine incidence of metabolic disorders in Pakistan,
which can be achieved by developing local facilities,
neonatal screening programmes and collaboration with
other countries who are actively working in thisfield.

*1 National Institute of Child Health, Karachi
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Novel CYP17A1 mutation in a Japanese patient with
combined 17a -hydroxylase/17,20-lyase deficiency

Metabolism 59, 275-278, 2009

Noriyuki Katsumata*1, Eishin Ogawab*2, |kuma
Fujiwarab*2, Kaori Fujikura

Combined 170-hydroxylase/17,20-lyase deficiency is
caused by a defect of P450cl7 that catalyzes both
170-hydroxylase and 17,20-lyase reactions in adrenal
glands and gonads. In the present study, we analyzed
the CYP17A1 gene in a Japanese girl with
170-hydroxylase/17,20-lyase deficiency. The patient
was referred to us for clitoromegaly at the age of 3
years. The karyotype was 46,XY. The patient was
diagnosed as having 17a-hydroxylase/17,20-lyase
deficiency based on the clinica and laboratory
findings. Analysis of the CYP17A1 gene reveded a
compound heterozygous mutation. One mutation was
a deletion of codon 53 or 54 encoding Phe (TTC) in
exon 1 (AF54) on a maternal alele, which has been
previously shown to partidly abolish both
170-hydroxylase and 17,20-lyase activities. The other
was a novel missense mutation resulting in a
substitution of Asn (AAC) for His (CAC) a codon
373 inexon 6 (H373N) on apaternal alele. Functional
expression study demonstrated that the H373N
mutation almost completely eliminates enzymatic
activity. Previous studies have demonstrated that
replacement of histidine by leucine at position 373
causes complete loss of both 17a-hydroxylase and
17,20-lyase activities with a defect in heme binding
due to a global alteration of P450cl7 structure,
indicating the importance of H373 for P450cl7
structure and function. Together, these results indicate
that the patient is a compound heterozygote for the
AF54 and H383N mutations and that these mutations
inactivate both 17a-hydroxylase and 17,20-lyase
activities and give rise to clinically manifest combined
170-hydroxylase/17,20-lyase deficiency.

*1 Department of Endocrinology and Metabolism,
National Research Ingtitute for Child Heath and
Development

*2 Department of Pediatrics, Tohoku University
School of Medicine

Spondylocostal  Dysostosis  Associated  with

Methylmalonic Aciduria

Genetic Testing and Molecular Biomarkers 13,
181-183, 2009

Honjo RS*1 Casdla EB*1 Vieira MA*1, Bertola
DR*1, Albano LMJ*1, Oliveira LA*1, Shosuke



Nomachi, Junji Hanai, Benoist JF*2, Ellard S*2, Young
E*3, Kim CA*1

Spondylocostal dysostosis (SCD) is a genetic disorder
characterized by vertebra segmentation and formation
defects associated with changes of the ribs. Autosomal
dominant and recessive modes of inheritance have been
reported. Methylmalonic aciduria (MMA) is an inborn
error of propionate or cobalamin metabolism. It is an
autosomal recessive disorder and one of the most
frequent forms of branched-chain organic acidurias. Here
we report on a case of aBrazilian boy with both diseases.
As we know, it is the first case in the literature with the
occurrence of both SCD and MMA-the first a skeletal
disease and the | atter an inborn error of metabolism

*1 Ingtituto da Crianca, University of Sdo Paulo, S&o
Paulo, Brazil

*2 Hopital Robert Debré, Paris, France

*3 Royal Devon and Exeter Foundation Trust, Exeter,
United Kingdom
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