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Abstract

OERBERBMEIFERBECABEN, BRELBIRBENEDEEND LT, AHENER
RFEOMELE, BREBICEVVFHD N TED, BFERREES T H—2RAVE
BB VT, BTN REEZRE T DAdaptive samplingFZZ2 V2 & T, REREBET
RERUEAREEATLAORANBEBEZBEL L, AHRZBLUT. OOEROBEICHITS
BEEFEOBNT. O2ADIREREE NREFEREEITDEENT / LBNZETE2 /. OBHO
R, chr15:35,674,498-40,083,579N&EEND R Kk ZREL 1=, RAEEANICKOER. WKEE.
RHRZEFOREREETF THDIMEISAEET L. SHDcafé-au-laithl Z 458 & T B LegiusiElR
BHORRBEFTHASPREDIELGFHFEENTV, Café-au-laitlZ &6 T2 OEROEER
. 15qI4R KGR ZEEL TERMUEREPREERZF#S M ZERL . /N EERER
C2BHFTVWKBEN BB EERX SNz, @28NEFICThTh, SHHEEFICNM_000193.4:c
1302G>A, p.(Trp434*), NM_000193.4:c.1215_1217delinsA, p.(Asp405Glufs*92) Z M- RAL R
ELTEEL ., SHHIEGEFREERNDEEXShhEZBRERBEL ENVAILSVTER—ORERE
ZRHTWVWB A, £ genotype -phenotype correlationld B S M IZIE B2 TH ST, EHOEREN
MBETHD, SHHZ T FIL O TN hypertelorismP RN REFR ER T E VWS- BKRBOTRE
HATRRE N, RRERAMRZBL T, EMEOT / LABFTOERERERHHBEL . RO
TEBDSEORENRAEND,

Cleft palate can be broadly classified as syndromic or nonsyndromic, and identification of the
underlying disease can lead to health management, including management of complications and
estimation of prognosis. The applicant aimed to construct a practical system that can detect point
mutations and structural mutations by using an adaptive sampling method that limits the scope of
analysis in the analysis using a long-chain sequencer. In this study, we performed (1) analysis of
structural abnormalities in patients with cleft palate and (2) genomic analysis of two patients with
hypertelorism and aplasia of the corpus callosum.

The results of (1) analysis identified a deletion in the region of chr15:35,674,498-40,083,579.
Patients with cleft palate complicated by café-au-lait spots can have a 15q14 deletion syndrome,
and the possibility of congenital heart disease and developmental delay should be considered,
leading to comprehensive medical management. We identified NM_000193.4:¢c.1302G>A,
p.(Trp434*) and NM_000193.4:¢c.1215_1217delinsA, p.(Asp405Glufs*92) as de novo variants in the
SHH gene in two patients. The same phenotype has been observed in patients with SHH
intragenic duplication and in mice overexpressing Shh, but the genotype-phenotype correlation is
not yet clear and more patients are needed to confirm this finding. The study suggested the
possibility of a new disease in which increased SHH signaling causes hypertelorism and
hypoplasia of the corpus callosum. Through this study, the applicant has also initiated international
collaboration for genome analysis with Australia. Further development of the research is expected
in the future.
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2. MRBRREEOHE (F:R)

Cleft palate can be broadly classified as syndromic or nonsyndromic, and identification of the underlying
disease can lead to health management, including management of complications and estimation of prognosis.
The applicant aimed to construct a practical system that can detect point mutations and structural mutations
by using an adaptive sampling method that limits the scope of analysis in the analysis using a long-chain
sequencer. In this study, we performed (1) analysis of structural abnormalities in patients with cleft palate and
(2) genomic analysis of two patients with hypertelorism and aplasia of the corpus callosum.

The results of (1) analysis identified a deletion in the region of chr15:35,674,498-40,083,579. Patients with
cleft palate complicated by café-au-lait spots can have a 15914 deletion syndrome, and the possibility of]
congenital heart disease and developmental delay should be considered, leading to comprehensive medical
management. We identified NM_000193.4:c.1302G>A, p.(Trp434*) and NM_000193.4:c.1215_1217delinsA,
p.(Asp405Glufs*92) as de novo variants in the SHH gene in two patients. The same phenotype has been
observed in patients with SHH intragenic duplication and in mice overexpressing Shh, but the genotype-
phenotype correlation is not yet clear and more patients are needed to confirm this finding. The study
suggested the possibility of a new disease in which increased SHH signaling causes hypertelorism and
hypoplasia of the corpus callosum. Through this study, the applicant has also initiated international
collaboration for genome analysis with Australia. Further development of the research is expected in the future.

3. AWEHREICET R

FMAFAT
SR SR RETMBE | D
(% - ) (T - ) (ESER1T - B | (FBRT
#2) A - BE
£R1)
Mamiko Café-au-lait Spots and Cleft Palate: Not a Chance Association. Cleft Palate 2023%F7H
Yamada Craniofac J.
Mamiko Truncating variants of the sterol recognition region of SHH cause |American Journal |In Press
Yamada hypertelorism phenotype rather than hypotelorism- of Medical
holoprosencephaly Genetics




