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Results 1. VALGöX culture regimen steers iPSCs toward the naïve state
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 A new chemical cocktail medium called VALGÖX (VAL, Gö6983, XAV939).

 Initiated the naïve pluripotency transition but couldn't maintain it long-term.

Rabbit iPSC 

cell line



Results  2. cDNA screening identifies genes supporting the naïve state
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 Established a reporting system and conduct gene screening under different cultivation conditions



Results  2. cDNA screening identifies genes supporting the naïve state
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 The colonies selected under the VALGÖX cultivation 

conditions were superior to those obtained under other 

conditions.



Results  2. cDNA screening identifies genes supporting the naïve state
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 Three key genes: ERAS, PRMT6, and KLF2 

(KEP), were identified as the key naïve pluripotent 

genes from the results of screen3.



Results 3. KLF2, ERAS, and PRMT6 stabilize iPSCs in a naïve-like state
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 The transduction of KEP enhanced the naïve plulotency as well as embryo colonization capability of B19.



Results 4. High-CD75 KEP cells generate germline chimeras
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Results 4. High-CD75 KEP cells generate germline chimeras
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 Virtually all analyzed organs were positive for GFP, with chimerism rates ranging from 0.01 to 100%

 The stem cells successfully integrated into the developing embryo and contributed to the animal's 

tissues



Results 5. Transcriptomic signature of enhanced embryonic colonization
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 Transcriptome results emphasized the role of inhibiting the MAPK, WNT, HIPPO pathway in capturing and 
preserving naïve pluripotency.



Summary & Discussion
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 Building upon an optimized VALGÖX culture medium and a naive pluripotency 

reporter system, a cDNA library screen identified a critical combinatorial factor cocktail 

comprising KLF2, ERAS, and PRMT6. 

 Establishing an inducible expression system and demonstrating the robust in vivo 

chimeric competence of naive pluripotent cells. 

 CD75 was identified as an effective surface marker for enriching cells with high 

chimeric potential, enabling the efficient generation of chimeras through the enrichment 

of this naive pluripotent subpopulation. 

 The transcriptomic results indicate a synergistic effect between the VALGöX culture 

regimen and KEP transgenes that enables rabbit iPSCs to enter a functional naive 

state.
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