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Jelte celebrates his “monthday”



> 1800 different metabolic diseases









Nobel prize
Chemistry 2020





Only A>G or C>T
Bystander editing





For all mutations
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Schene et al.  Nature Commun 2020 

Does this work in human cells? 



In vitro editing



What about in vivo editing?

Current gene therapies: viral delivery 
Immune reactions

Small cargo capacity
Long-term expression



Nobel prize
Medicine
2023



Intravenous mRNA in LNP

Evers et al.  JCR 2022



Intravenous mRNA of MMA enzyme

But effects are transient



mRNA of the deficient enzyme



Transient effects



A transient treatment for a 
permanent cure?



Gene correction program

Reporter
DNA- and mutation specific

Organoids
Patient and organ specific Personalized therapy

http://www.google.nl/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=0ahUKEwjasfjDiMfRAhVLbRQKHYQgCI4QjRwIBw&url=http://www.nature.com/ncb/journal/v18/n3/abs/ncb3312.html&bvm=bv.144224172,d.ZGg&psig=AFQjCNHHppsw67l8-QFOoLljAnXz_rVenw&ust=1484669898932965


When does this become a 
clinical reality?







Base editing:  25% of disease causing variants
Prime editing: 95% of disease causing variants



What are we working on now? 

Prime4All
Abeln group

ERC-Consolidator? 

Organ targeting
ZonMW VICI

The Dutch KJ
Metakids: GREAT

NWA-ORC ARREST 



And how to develop therapies sustainably

Regulatory platform 

For whom? Affordable?

How far? 
2018: He Jiankui: Lulu & Nana

Preclinical platform



Not in time for everyone
At 5 years (60 months) 

Jelte retires

How to balance diligence versus speed? 



PRIME TIME



S.Fuchs@umcutrecht.nl
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