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Summary of 22q11.DS

* Occursin 1 per 3,000-6,000 live births

* Microdeletions of LCR on 22qg11.2

* Heterogenous presentation

* 90 known genes for TDR, 46 protem-
coding 0 ()
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Summary of 22¢q11.2DS

* Cardiac Abnormalities (75%)
* Abnomal facies

* T-cell deficit (75%)

* Cleft palate(75%)

* Hypocalcemia (50%)

* 22911.2 deletion
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Summary of 22¢q11.2DS

* Cardiac Abnormalities (75%)
* Abnomal facies

* T-cell deficit (75%)

* Cleft palate(75%)

* Hypocalcemia (50%)

* 22911.2 deletion

* CNS defects
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Aim

* Creating an interactive pathway
involving the most relevant genes and
molecules in 22g11.2DS
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Materials and Methods

* Relevant studies and literature were obtained through
Google Scholar and PubMed

* OMIM provided further detail on function of genes
and molecules of interest

 GeneMania, KEGG and Wikipathways were used to
investigate interactions and downstream pathways of
interest
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Pathway creation

e PathVisio was used to integrate findings into an
interactive pathway.

 MIM notation for interactions

e Ensembl, ChEBI and miRBase were used for
annotations

* BridgeDb was used as a mapping database
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Overview of deleted region(s)

FISH probes
Chr22 19,000,000 19,500,000 20,000,000 20,500,000 21,000,000 21,500,000
. [ | ] | |
LCR22A S LCR22B LCR22C LCR22D
DGCR? HRA  CTBXIXCOMD  RIN4R HIC2
DGCR6 DGCR14  MRPL40 GNBIL DGCR6L MED15 SNAP29
TSSK2 C220rf39 C220rf29 TRMT2A ZNF74 PI4KA  AIFM3
GSC2 UFD1L TXNRD2 mir-4761* mir-1286* SERPIND1
CDC45 ARVCF  USP41 KLHL22 THAP7
CLTCL1  CLDNS TANGO2  LOC101927859 PZRX6
SEPTS mir-185* mir-6816* SLC7A4
RANBP1 mir-649*
ZDHHC8 LRRC748
CCDC188
LINC00896*
mir-1306* mir-3618*
Typical, LCR22A-LCR22D, 3 Mb
LCR22A-LCR228, 1.5 Mb
LCR22A-LCR22C, 2 Mb
LCR22B-LCR22D, 1.5 Mb
LCR22C-LCR22D, 0.7 Mb
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4900471/bin/nihms791382f2.jpg
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The result
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The Legend
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Data node for 2 gene of its product

Data node for 2 metabolite

Diata node for & mucro BMA

Dazta node for 2 pathway
MIM-binding of 2 compound to ancther
[M-conversion of 2 compound to another

MIM-stimulation of an enzyme of 2 gene
leading to its activation or expression

MIM-catalysiz of a compound by an enzyme
IM-inhibition of 2 compound's function or 2 process
MIM-tranzeription-translation of 2 gene

MIM-gap of Imowledge on the
exact nature of the interzction

Jazhad line indicate: unclear mechanizm
of mteraction unclear mtermediates

Compound

% Maastricht University

10



Seacaond haar fialkd

% Maastricht University

11



TEXA1

-4  FGes

] ]

-l

4-hydmoxyretinoic acid 4-ono-Retinoic acid

Edaodarm

% Maastricht University 12



CHRD
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DGCRA hsa-miR-185 =
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Summary

* TBX1 is responsible for most of the defects
associated with 22g11.2DS
e PRODH, COMT, DGCR8 and miR-185 play

important roles in psychiatric pathologies
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Discussion

* Limitations:
- Vastly heterogenous disease
- Uncertainty of importance of some factors

 Model for microdeletion disorders

* More research needed to explain variance
in phenotypes so as to facilitate more
individualized approaches
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Thank you for your attention!

e Questions?
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