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lin-4 and let-7 are microRNAs that act to regulate developmental timing
events during larval development in C. elegans. The lin-4 family consists of /in-
4 and mir-237, while the let-7 family consists of let-7, mir-48, mir-84 and mir-
241. By screening a deletion library, we obtained strains with deletions in mir-
237, mir-48, mir-84 and mir-241. Worms with single mutations in mir-237, mir-
84 and mir-241 have no observable mutant phenotype. mir-48 single mutant
and mir-48; mir-84 double mutant animals display a supernumerary adult
molting phenotype. mir-48; mir-84 worms display a retarded phenotype in the
hypodermal syncytium, hyp7. Worms missing both mir-48 and mir-241 display
a retarded heterochronic phenotype during larval stages: reiteration of the
second larval stage developmental program results in the generation of extra
seam cells.

Our results indicate that multiple pathways involving microRNAs act to
regulate the L2-to-L3 transition. mir-48, mir-84 and mir-241 appear to act to
promote L3-stage events by inhibiting the expression of hb/-1 post-
transcriptionally, likely through putative binding sites in the hb/-1 3' UTR. lin-4
controls early developmental timing events, in part, through the post-
transcriptional repression of /in-28. Genetic evidence suggests that mir-237
functions with /in-4 to control early development, although targets for mir-237
have not yet been identified. Our data indicate that the /in-4/lin-28 pathway
functions in parallel with mir-48, mir-84 and mir-241 to control the L2-to-L3
transition.



