


A) NH,-RRWTWNPA —yy

9
CH <

"M
- I
HO,C EQWTWR\‘ n,
o

B)

OMe
i = HS
‘ SH ’\rfo

A) Sequence of N+-C (for N{-C’, residue 9 is Thr, rather than
Gly as in N;-C). B) Thioester exchange process for N;-C. The thiol-
thioester pair on the left is comprised of the C- (top) and N-terminal
(bottom) segments Cg, and N¢-M, respectively, while the pair on the
right contains the full-length thiodepsipeptide (N;-C) and a small thiol
(Mgy) [for N¢-M’, residue 9 is Thr, rather than Gly as in N-M].
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HP5W4: H,N-KKWTWNPATGKWTWQE-CO,H NG e
N,-C  H,N-RRWTWNPATXRWTWQE-CO,H
Ni-C:  H,N-RRWTWNPAGXRWTWQE-CO,H
N,-C: H,N-RRWTWNPAGGRWTWQE-CO,H NG, ®@>
N,-M":  H,N-RRWTWNPATX-OMe o
Ny-M:  H,N-RRWTWNPAGX-OMe
Cq, HS-GRWTWQE-CO,H NiCepm
Conane: HS-GRWTWQQ-CO,H o
Copenn HS-GRWTWQE-GONH,
Covonm: HS-GRWTWQQ-CONH, oo
Cornn: HS-GRWTWQR-CONH, Ny-Coam oo>
N,-Coi H,N-RRWTWNPAGGRWTWQQ-CO,H
N,-Cp i H,N-RRWTWNPAGGRWTWQE-CONH, ®
N,Coan HN-RRWTWNPAGGRWTWQQ-CONH, | N -C i‘:)
N,-Cp,mi H,N-RRWTWNPAGGRWTWQR-CONH, | * ™" oa

Sequences of peptides and thiodepsipeptides. Right:
schematic representations illustrating the juxtaposition of terminal
polar groups in the -hairpin conformations of several sequences.
X -SCH,C(O)-.
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0C H data [0C H(observed) OC H(random coil)] for each
residue in N,-C, N1-C, and HP5W4.
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Comparison of thermodynamic data obtained for hairpin
thioesters and the corresponding all-amide polypeptides.

Entry  Thiol® Thioester Gere? Amide T,
[kcalmol '] peptide &
1 Con ( 2) Ny-M 038 N,-C 49
2 Corjoac ( 1) N-M 0.5 Na-Coac 37
3 Comern (1) Np-M 03 NpCepn 35
4 Comonn () NpM 02 NiCopn 24
5 Coram (1) Np-M 02 NpCanm 20

[a] The charge on the Cterminus is shown in parentheses. [b] Uncer-
0.1 kcalmol '. [c] T,, values are approximate for

tainty about
entries 2-5."%
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