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Inherited and Acquired BMFS

Inherited 4 Acquired )
* Immunological attack on body’s

haematopoietic stem cells
* Thought to be triggered by environmental

 Defects in DNA repair, telomerase and

ribosomal pathways
* (Can feature extra marrow presentations

exposures

i i 500x

Normal bone marrow AA bone marrow
Sharma R, et al. 2016
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CRISPR editing
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Meutropenia
Thrombocytopenia

Anemia

Family history #
Age = 2 years
Physical signs
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FancL-TAT deletion

WD40 | | WD-40 | (_RING finger_|
Exon 1 b e el wilis . s Sl L D 13 14
B ——
i & “'”__'
9.79846_79848del TAT
Genomic ! ELF
DNA L
VAVAVERAVA
¢.1007_1009delTAT il
- : | I‘L
‘ ¥ [l
DNA [p .~ Y L SaGS
f\ f\ Y. A an Py
BARR A ‘_.L.___ y 1 < K? g ’f'v‘
DRWD

Wt 330 GQPFHQICLYEWLRGLL 346
Mt 330 GQPFHQ SLYEWLRGLL 345

Cole et al. Nat Struct Mol Biol.
Ali AM et al. Human Mutation, 01 Jul 2009, 30(7):E761-70 2010 Mar: 17(3): 294—298



https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=20154706
https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=20154706

FancL® mice have embryonic defects

= Msll sites
= genotyping oligos
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mice have stem cell defects

Gated on LSK+

A 12 week old mice
LSK+ stem cell Short term Long term
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eQTL and Autoimmunity
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Input results into CRISPResso and
analyse base editing efficiency

Editing Efficiency of Top Variants Across Cell Lines
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