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This paper reported a statistical study of the amino-
acid sequences of secretory signal peptides. in
particular, it demonstrated that only smail, uncharged
residues are allowed in positions -3 and -1 relative
to the site of cleavage between the signal peptide and
the mature protein. This observation served as a basis
for a scheme that predicts the most likely cleavage
site when only the primary sequence of the precur-
sor protein is known. [The SC/® indicates that this
paper has been cited in over 380 publications.]
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This didn’t make sense to me: a hydrophobic
peptide ought to become anchored in the
membrane, most likely with its charged
amino-terminal end remaining in the cyto-
plasm. | later found out that this was the es-
sence of the so-called “loop model.”2 Fortu-
nately, 1 didn’t know this at the time, or |
wouid never have been drawn into the field
of protein sorting.3 At any rate, this inspired
me to write a paper dealing with the énergetics
of a polypeptide chain passing through a lipid
bilayer.4

| then got interested in the primary se-
3:;:«1:5 of secrets';:iarm(ems, and a study of

peptides was a fairly ob-
vious step. Again, | didn’t know that this had
been done before on smaller coliections of se-
quences,’ and it turned out that my sample
was just the right size for discerning what has
later become known as the (-3,—1)«ule for the
cleavue site between sms:ﬁml peptide and
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