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Figure 1. Array CGH results from proband with (Al) view of oligonucleotides profiles at

BACKGROUND Xp11.4, including a 109 Kbp intragenic deletion of CASK gene and (A2) detailed view of

the CASK intragenic deletion, involving not only CASK gene, but also GPR34 and GPR826.

CASK gene encodes for calcium/calmodulin-dependent serine protein (B) View of c

nromosome X ideogram with focus on Xpl11.4 (breakpoints: 41,480,031 -
kinase, essential for normal brain development. Disruption of CASK gene is 41,589,514) deletion location. (C1) MLPA results allowed definition of CASK intragenic

associated with Mental Retardation and Microcephaly with Pontine and deletion, involving exons 4 to 12 and (C2) detect a mosaic state, with the deletion found

Cerebellar Hypoplasia (MICPCH, MIM 300749), where patients present a in approximately 25% of the cells (inset).

remarkably consistent  phenotype, including severe intellectual Al
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disability/developmental delay, severe postnatal microcephaly and a
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CASE REPORT

We report a 2-year-old female infant with a 109 Kbp intragenic deletion in
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CASK gene found in mosaicism, within approximately 25% of the cells. To
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the best of our knowledge, this is the first case to report mosaicism in a
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female carrier of intragenic CASK deletion. Brtriiiii i R R N R R R R | .

Patient’s clinical report included postnatal microcephaly and reasonable s e et e |
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psychomotor development, but slow in the motor area. Neurological

examination results were normal.
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D' [nt] Gene-Exon Chr.band hg18 loc. Height Area Ratio Stdev [REF] [Sam] Width d[nt]
C 1 136 CASK-27 Xpl14  X041263925 2536 14518 093 005 = = 43 0,0
172 CASK-28 Xpl14  X041268021 2235 12811 096 005 = = 40 0,0
197 CASK-25 Xplid X041 275275 1862 11106 095 004 = = 42 0,0
148 CASK-23b Xpl1d  X041279047 2752 16909 096 005 = = 46 0,0
229 CASK-22 Xpl1d4  X-041286939 2116 13416 097 005 = = B8 0,0
25— 274  CASK-21 Xplld X041 298073 1656 11024 097 005 = = 69 0,0
160  CASK-20 Xp11d4  X-041299793 2030 11852 095 005 = = 34 0,0
292  CASK-18 Xp11d4  X041301230 1785 11915 098 005 = = &0 0,0
211 CASK-18 Xpl1d4  X041303912 2413 14440 098 005 = = 43 0,0
391 CASK-17 Xpl1d  X041305743 1370 10e0s 7,09 005 = = 53 0,0
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Array CGH was performed on an Affymetrix platform, Cytoscan 750K. Data @~ = #8f88828888333a8833i88333faa8 aaasssis e e D e
e 256 CASK-10 Xpl1d4  X041370822 1569 9972 076 004 << = 44 0.0
z 238 CASK-9 Xp114  X-041380789 1558 9902 074 004 << = 51 0,0
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MITET 346 CASK5 Xpli4 _ X-041483566 1159 8220 078 004 << = 46 00
= 167  CASK-4 Xplld4  X-041489729 1523 83933 074 003 << = 41 0.0
. . G 364  CASK-S Xplld4  X041531336 0 1503 11204 706 006 = = L] 0,0
' 202 CASK3 Xpl1d4  XO41531425 2349 14223 09 004 = = a7 0,0
NCBI_hg19). MLPA was performed on peripheral blood following standard L — L 1 M ———r—
—_ 300 CASK-2 Xpl1d  XA041597373 1190 8038 099 005 = = 42 0,0
142 CASK-1 Xpl1d4  X-041667064 2402 14177 097 006 = = 50 0,0
o 427 CASK-1 Xpl14 X 041667135 1105 9139 __1.06 005 = = 4100
S s fs8Essccesgelessegscacels 83z 8358 8305¢5 309 Reference Xp22 31 _X-008.515936 1384 _0497 009 005 = = 61 ___00
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38833333353 333|8388833:33|33333333883082335 35 e X2 X086#9527 102 1015 705 005 = = 62 00
436  Reference” Xg21.1 X077 113982 1136 9606 71412 006 = = 45 0,0
265  Reference® Xg21.2  X-085189095 2142 13851 099 005 = = 42 0,0
445 Reference” Xg22.1  X099436793 521 7976 1,11 005 = = 54 0,0
220 Reference* Xg22.2  XA03106791 1829 100117 097 005 = = 53 -0.1
130 Reference® Xg23 X-115.218140 1952 10838 094 005 = = 33 0,0
Median value all probe values: 1564 10760 097 0,05 45 0

CONCLUSION

RESULTS

Array CGH revealed a genomic profile with a 109 Kbp deletion at Xp11.4 The present report describes a 2yo infant with postnatal microcephaly, but

(41,480,031 - 41,589,514), involving CASK, GPR34 and GPR826 genes. reasonable psychomotor development. For the first time, an intragenic
CASK deletion is reported in a mosaic state, in about 25% of the cells.

MLPA analysis confirmed a CASK intragenic deletion encompassing exons 4 Parents were later studied with normal outcome and, therefore, the variant

to 12. Additionally, MLPA also detected a mosaic state of the deletion, in was established as de novo. These results, with high probability, explain the

about 25% of the cells, which was not possible to identify on aCGH (Figure 1). subtle phenotype of moderately slow motor development found the infant.
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