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Supplementary Figure 1. (A) Overview of approach and computational analysis. The
functional analyses were generated through the use of IPA (QIAGEN Inc.,

https://www.qiagenbioinformatics.com/products/ingenuity-pathway-analysis). During the first

hours of mouse embryo culture in a controlled system, 39 out of 83 genes display a similar
expression dynamic and are associated with the cell death and survival processes. (B) Gene
Ontology (GO) space mapping the different lists of genes. GO terms are enriched in the
annotation of cellular component highly expressed in the developing limb. Among them, the
collagen, the main structural component of the connective tissues was highly differentially

expressed in the ex utero developing limb bud as revealed by the color orange.
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Supplementary Figure 2. (A) Representative images of Sox6, Fgfil and ThxI mRNA in situ
hybridizations performed on E10.5 embryos. Arrows indicate forelimb buds. (B)
Representative images of Sox6, Fgfll and Thx! mRNA in situ hybridizations performed on

E9.5 embryos injected respectively with Sox6-, Fgf11- and Tbx1-siRNAs, and cultured for 24h.
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Supplementary Figure 3. (A) Relative expression profile of 7hx/ and Sox9 in the forelimb of
E10.5 mouse embryos after 1 hour of culture. RT-qPCR on separated cells using Rps9 as a
reference gene. (B) 7hx/ and Fgf1 1 were imported into Pathway Studio and an interaction maps
were created. Each node represents a gene entity of the interaction. Lines represent type of
relations that were automatically extracted from the literature. 7hx/ was related to
approximately forty four different genes including Sox9. Fgf1! interaction searching includes
expression target and expression regulators like /4if7a. The legend of the interaction network is
summarized on the left of the figure. (C) Relative expression profile of 7bx/ and Fgf1/ in the
forelimb of E10.5 mouse embryos that have been transfected with either the siRNA control
(siRNA CTL) or the siRNA against Ffg/l or ThxI (siFgfll or siTbxl, respectively) at the

embryonic stage E9.5 and cultured 24h ex utero.



