Post axial Polydactyly:
Isolated Symptom or Part of a Syndrome.
A Case of BBS8 With Two Novel Molecular Anomalies.
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_he congenital limb defects. Polydactyly can be an isolated symptom, but it may also be encountered in more
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-Type 2 Post axial Polydactyly A (PAP-A2) is associated with duplication of
the long arm of the chromosome 13, based on genetic linkage analysis.
-Dose dependency for digital malformation was observed in this region:
deletions result in oligodactyly and duplications in polydactyly.

-GPC6 is postulated in literature to be a candidate gene in the
pathogenesis of PAP-A2.
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Adapted from Clin Genet 2014:85:203-212.
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- BBS is a ciliopathy with a wide spectrum of clinical feature : retinitis pigmentosa, —— e ]
renal impairment, polydactyly, obesity, hypogenitalism and cognitive impairment. s, Pilgaard et al. 1983 [21]

———————————————————— Tlmrapel et al. 1986 !29]

- At least 20 genes are currently known to be associated with BBS, with an ~ =1 Patient previously reported: PAPA2, macrocephaly,
autosomal recessive transmission. TTC8 accounts for 1.2 % of the BBS. B S ‘_\ apreaurlcula:jagandananterlory placed anus.
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intron 13 of TTC8. -
- The variant c.1317+1G>A has never been published in the literature or databases = eros | T GPCe  sOX21 CLDN10
so far. DCT ABCC4 DNAJC3
- According to the algorithms, the variant leads to a complete loss of the natural TGDS UGCGL2
splice site. This may lead to exon skipping, inclusion of intronic sequences or usage TR DZIP1
of a cryptic splice site. No functional studies have been performed. . | : | : .
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exon 5 of TTCS.

- The variant c.459G>A affects the last base pair of exon 5 and can be relevant for a
correct splicing processes. According to the algorithms, the variant is predicted to
abolish or to reduce the splice site efficiency of the exon 4, therefore affecting the
amount of functional protein.

- The frequency of the variant (<2/10000) is low enough to be consistent with a
recessive carrier frequency.

- The substitution was reported to segregate with BBS in one North-African family
(Stoetzel et al. 2005, J Human Genet 51:81) but no functional studies have been

published.

Adapted from Eur J of Med Gen, 53, 2010, 45-49.

variant of the intron 13 of TTC8 and a rare splicing mutation in the exon 5 of TTC8. Moreover, CGH array
ed as a candidate in the pathogenesis of PAP-A2. The patient’s polydactyly is a feature of BBS, but the
lar expressivity of the phenotype, with polydactyly of all four limbs of our patient.

r features or malformations, etiological investigations are indicated. However, post axial polydactyly can
liopathy. This highlights the necessity to maintain a careful follow up of these particular cases.
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