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Clinical Question (CQ) IZx3 2%

CQ X T BERERMAR E - BEFHEITE ) VU LERAEICEY. ELDOBEHA FS5 4 VHETICAITT
ETURERTENEEKS, 1) TOEAVBMEICHSNT, SHEERERERYRCA1TLILTE
HBNEFERIBIFTHY . —BROTOEA VBMEL FELGDABASHETELLEHALMILE, 2)
TJOEF UERME. A FIILYOVERME. &LUEHELBRILREEEOMMICEVNVTI FaY RUTH
VTIWVEREEHETDIET VR %/, 3) BB ABRILEREDEN~NDAIL=_FUOBREEHELL
WIETUREBz, 4) VM) URIBEDERS - REHICELEOEENT N LABALMICHE ST,
5) DALY URICKHT HABEEROEENHBALIZ. 6) TrSERBEATTY Y (BH) RIBEEH
TOHBICEMERBRADOHREIE. B2 OEFNEICHIEEDRBNLETHLEMNHALMNE L ST, 7)
#ERE I BICEOVTEINFEFTOLEHEEDOSRKIEMETIELGELS., S bt 211~111, 2UnRDE
1.5~3g/kg/ ADHNBRMTHIZ EMNBHALMNEL Tz, 8) ERRBMEEESBICENT, BREREDE
ECERMRE. L OXEOIEEL, RE~NOXEOETERICEAL TRIAREN, ChbasEkA
4 ESAVHEICRBESET,

We published clinical guidelines (GL) for newborn screening (NBS)-target diseases in 2015. This GL
was made by reference to papers from Europe and USA since NBS with tandem mass started more
than 10 years earlier than Japan. However, we need to consider the difference between Japanese and
Caucasians in genetic background, life style, and dietary habit, hence we need lines of evidence for
clinical questions from Japanese studies and should improve qualities of clinical managements for
these disorders.
System construction and operation of genetic tests for NBS-target diseases using DNA diagnostic
anel.
We made DNA panel for the molecular diagnosis of NBS-target diseases and constructed a system
amongour secretariat office (GifuUniv) , Consulting doctors and Kazusa DNA Research Institute and
we have run this DNA diagnostic system for two fiscal years (2015 and 2016). We analyzed 60 cases
and more than 100 cases in 2015 and 2016, respectively. Hence we obtained mutation data of NBS-
target diseases for Japanese population. We also linked our research with the patient registration
system (JaSMIn) in Japan Society of Inherited Metabolic Diseases and about half of the patients have
been registered in this system. Our project provided one successful model of molecular diagnosis using
DNA panel.
Later, follow-up study for these mutation-confirmed patients will provide us important information on
phenotype-genotype correlation and allow us to make tailor-made or genotype-based clinical
guidelines. We also performed DNA panels for 70 patients who were suspected as having defects in
fatty acid oxidation and ketone body metabolism and /or glycogen storage diseases. We identified
glycogenosis type 9 as a cause of undiagnosed ketotic hypoglycemia without hepatomegaly and liver
dysfunction.
Studies to make answers for clinica questions(CQs).
We got several lines of evidence from the studies for CQs, in some in conjunction with mutation

analysis. 1) In propionic academia (PA), we obtained evidence that the prognosis of patients who have

5



a mutation Y435C in at least one allele was good and hence we can propose a different clinical
guideline from other PA patients 2) We obtained evidence to recommend a vitamin cocktail for the
treatment in PA, methylmalonic academia, and fatty acid oxidation (FAO) defects 3) We obtained
evidence that we do not recommend carnitine supplementation to FAO defects 4) We obtained evidence
that hypoglycemia is rather common symptom in compensatory phase of citrin deficiency. 5) We got
the data for treatment in Wilson disease in Japan 6) It is necessary that supplementation doses of
precursors for neurotransmitters should be determined individually for each patient of BH4 deficiency
7) Not frequent carbohydrate-rich diet but ketogenic diet (ketone ratio 2:1~1:1, protein 1.5~3g/kg/day)
is effective for the treatment of patients with glycogen storage disease type 3 8) We verified the
importance of supports for families of which member has an inherited metabolic disease. We will
reflect these findings on revision of clinical guidelines for NBS-target diseases.
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