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Nucleotide sequence of a genomic fragment of the rat IGF-I gene spanning an alternate 5' non
coding exon
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A 480 bp IGF-I cDNA clone spanning the entire coding region was isolated from
a rat liver cDNA library by cross-hybridization with an human IGF-I cDNA probe
(1). A recombinant phage containing the 5' region of the rat IGF-I gene was
isolated from a DNA library in Charon4A after hybridization with the IGF-I
cDNA clone. A nap of
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the genomic clone was l
established. The posi-
tion of the first cod- lKb Exl ExlA Ex2
ing exon(Ex2) and of two alternate 5' non coding regions (Exl, ExIA) was
determined with oligonucleotides corresponding to the cDNA sequences (2-4).
The isolation of cDNA clones with alternate 5' non coding sequences and the
location and sequences of a 5' non coding region and of the coding exons of
the rat IGF-I gene have been reported (2-4). A genomic HindIII-EcoRV 1449 bp
fragment, located between the 5' non coding Exl and the first coding Ex2,
hybridized to an alternate 5' non coding cDNA sequence (2). This fragment was
subcloned in M13mpl8 and sequenced by the dideoxy chain terminating method.

aagctttc ttaaaaaacgc tc t ttggagccaagaattgggagttc tttgcact tc tgcccagaaagtcaaagt taaag tgaagt t tgat t tgc ttc tc tgtaaagc tc ttcgacagttgc 120
tgtctttgcitattcagaaattttaaacagatccacgctgtgccgggaaagcagagcgt tctggcggc tgc t tgtc taac t tttcatttggaaggggac ttttgtgg tggc tgagcttg 240
gggcttagatttcggtttgaggt tc tgctc ttagactaggtgcggtaaagtc tc tttaggtgaatctggctgccgc tgctgctgc tgctgccac tgtccgtgcat tgcc ttctcc tttcg 360
atcactggacctacttcaagtttcc attctcagcaaaattatatccttccagac ttg tc t t ttttcaatt tcaagcac ttc taagccgctgtciccggc tcc ttggaggcgagttgccgg 480
agggcttaattcata^aigatcccagtcaaagagtgcagcgtttctgtgctgc tttcaaatgcttcctcgc taggacttttcttaggcaaggaagtggc ttgggacttagggaC66A6A 600
CAACCTT6TCAA6CACCTAATTGTGCCATCC6T6C6ATGCCA6CCA6CTCCATCCACCTTACAG6A6T6AA6TCA6C6TTCATATAC6CTGT6T66TCTG6CA6CT6A6ATA6T6TTTCC 720
CAAA666ACTGT66AAT6TTACCTCAGCAGGCATTCATTTCGCGTTTGGAAAATC6TCTCCAAAT6AACTTTCTTTCC6T6CTG66TCTGCAGAACATTTCA6AAGC66A6CTAGCAATC 840
T6CTTCAACTTTTTTTCCCCCG6T6CTTGCAGCA66A6AT6CCTGAA666A6CTGCTGCGTG6T66TCT6AAACATA6TTCAAGGAATAGA66TCAACTGCCTASA66CG6TCA66CA6G 960
6CACA66CT6KITTTGTACTCTGAGTCTCAA66TATTTCCCAGT6CCTGAGCCA66G6GAAGGTWGGGGGAGGAAGGGAAG6AGCTGCCACTTGGATCGCTATTCTGG6TAGCCAAGACA 1080
GATAGCCATACAATG6AAATTA6T6GCTTCAACTTGGGGGAAA66ATG6ACTCTAACTTCGAGCT6T6CA8TTCGCCCATTGTTTGAATGGACAAAAGGCAGTTTACCCA66CTCCTAGC 1200
ATACCTGCCTrTGaTCCarAATGTAACTAGATGCTTTCACAAACCCCACCCACAAAACAACACATGTTCTTAAGTCCTGGGCTTTGTTTTCACTTCGGCCTCATAATACCCACTCT6ACC 1320

A
T6CTGTGTAAACGACCCG666CGTACCAAAATGAGCGCACCTCCAgtgagtaccc tcttacaac tgttgccc tcatattttgaccagccattttcc ttgctgttcagacatctgaaacca 1440
attgatatc

The fragment contained the entire 5' non coding cDNA sequence previously
reported (nts. 594-1365, capital letters) and a canonical splice donor site at
the 5' of the intron. These data therefore establish the genomic location and
confirm that alternate 5' non coding exons are spliced to the coding ones.
Another cDNA clone with a different 5' region has been reported (3) and
inferred to represent a third class of alternatively spliced IGF-I transcripts
generated from the single-copy rat gene (5). The cDNA diverges from the
genomic sequence at nt. 1308 (A), where no canonical consensus for an acceptor
splice site exists, and continues at the 5' with 29 nts. complementary to the
3' end of the mature IGF-I transcripts (3). The origin of such cDNA clones
remains to be established.
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