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Aim of the project

Recovering the tinf2 WT phenotype thanks to CRISPR/Cas9 Nickase gene editing, which will lead
to the restoration of TIN2 ability to interact properly in the Shelterin complex, to correct

telomerase recruitment and the telomeres metabolism.
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Materials and methods
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Experimental plan
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sgRNA candidates:

sgRNAL
5’ CGGGATTTTCGCTTTCCCAA AGG 3’

SgRNAZ2
3’ CTACTCCCATTTAGGAACAT GGG 5’

ssODN

5'GCTTTAATCTGGCCCCTTTGGG
AAAGCGAAAATCCCGATCACATT
GGACATCGGCAAAGGCGTGCCA
TAAAGAG 3’
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In vitro
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Is the tinf2 sequence and its expression in MEF
cells changed?
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Ex vivo
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Is the tinf2 sequence and its expression in HSPCs
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HEMOGLOBIN
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PERCENT SURVIVAL
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Conclusion

- We expect a significant presence of TIN2 WT protein, which can allow the shelterin
complex to carry out it’s function to maintain the correct telomere length.

- We also expect the bone marrow repopulation, proliferation and differentiation.
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Future perspectives

Our strategy is just a starting point which will lead the DC research to a next level.
We can imagine the possibility to treat DC human patients in vivo and ex vivo, also
in the other genes involved in the disease.

Our aim is to improve this approach, making it less invasive, using iPSCs, and
developing new tools to make it more efficient.



Method
TINFZDC-cond
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