Supplementary Materials

Table S1. Results of ESI MS analyses of peptides I-XXIL

MS Analysis MS Analysis
No. Peptid ) Peptid
° ephide z m/z cale. m/z found ° epide z  m/z cale. m/z found
1 1571.0 ) ; 1864997'11 84_9 5
KR12-NH: 2 786.0 786.6 : :
(KRIVORIKDFLR-NH:) 3 5243 S8 XII  Csoretro-KRI2-NH: 3 566.4 566.7
i 2035 4 4250 425.6
' 5 3402 -
1 1697.1 - 1 17532 -
2 849.1 849.4 XIII  2-buthyloctanoicacid- 2 877.1 877.6
1 Cs-KR12-NH> 3 566.4 566.8 KR12-NH> 3 5851 585.5
4 425.0 - 4 4390 439.5
1 1697.1 - 1 16971 -
2 849.1 849.6 2-ethylhexanoic acid- 2 849.1 849.6
It Cst-KR12-NHz 3 566.4 566.8 XtV KR12-NH2 3 566.4 566.9
4 425.0 - 4 4250 425.4
1 1825.2 - 1 1675.0 -
2 913.1 913.5 XV . 2 8380 838.5
v Csa-Lys-KR12-NH2 3 609 1 6095 Benzoic acid-KR12-NH:2 3 559.0 550.5
4 457.1 4575 4 4195 4203
1 1825.2 - 1 1689.0 -
2 913.1 913.6 Phenylaceticacid- 2 845.0 845.3
v Co*-Lys-KR12-NHz 3 609.1 609.7 XVI KR12-NH> 3 5637 564.2
4 457.1 457.6 4 4230 -
1 1825.2 - 1 17031 -
. 2 913.1 913.6 3-Phenylpropionic 2 852.0 852.5
Vi KR12- Lys<(Cs)-NH: 3 609.1 609.6 Xvil acid- KR12-NH> 3 5684 569.1
4 457.1 457.7 4 4265 427.1
1 1669.1 - 1 17171 -
2 835.0 835.5 4-Phenylbutanoic acid- 2 859.0 859.5
€, 12 -
VI [Lys(CIPKRI2-NH: - 557.0 5575 XV KR12-NH: 3 573.0 573.5
4 418.0 - 4 4300 430.6
1 1697.1 - 1 1701.0 -
2 849.1 849.6 trans-cinnamic 2 851.0 851.5
£ 8 -
VIL - [Lys(C)PKRI2Z-NHz 566.4 566.8 XIX acid-KR12-NH2 3 5677 568.1
4 425.0 - 4 4260 4264
1 1823.2 - 1 1699.0 -
. 2 912.1 912.7 Phenylpropiolic acid- 2 850.0 850.4
X o Cot-KRI2-NH: 3 608.4 608.9 XX KR12-NH: 3 567.0 567.6
4 456.6 . 4 4255 .
1 1711.1 - 1 17511 -
o e 2 856.0 856.4 4-phenylbenzoic acid- 2 876.0 876.50
X G, C-KR12-NHz 3 571.0 571.6 XXI KR12-NH> 3 5844 584.8
4 428.5 429.4 4 4385 439.1
1 1697.1 - 1 19453 -
2 849.1 849.5 Deoxycholic acid- 2 973.1 973.7
XI tro-KR12-Cse-NH XXII
retro Cst-NHz 3 566.4 566.9 KR12-NHa 3 649.1 649.6
4 425.0 - 4 4871 487.5




Table S2. Calculations of differences between hydrophobicity coefficients of terminal amino acid
residues of KR12-NH: and its retro-analog.

Hydrophobicity Coeffi- Differences in Coeffi-

Peptide Sequence cients of Terminal Amino cients Between Retro-  Final Effect (min)
Acid Residues [1] Analog and Parent A =ALys + AArg
(min) Molecule
N-terminal Lys: 1.3
KR12-NH: KRIVQRIKDFLR-NH: C-terminal Lys: 0.0 ALys: -1.3 -2.0
retro-KR12-NHz RLFDKIRQVIRK-NH: N-terminal Arg: 3.0 AArg: -0.7
C-terminal Arg: 3.7
N-terminal Lys: -0.3
Ac-KR12-NH2 Ac-KRIVQRIKDFLR-NH2 C-terminal Lys: 0.0 ALys: 0.3 10
Ac-retro-KR12-NH: Ac-RLFDKIRQVIRK-NH2 N-terminal Arg: 2.4 AArg:-1.3 '

C-terminal Arg: 3.7

Hydrophobicity coefficients are from article of Tripet B et al. (2006) [1]. Previous studies on retro-analogs indicate that terminal amino
acid residues are critical for change of retention behaviour and thus hydrophobicity [2]. Calculated differences in hydrophobicity
coefficients of lysine and arginine between retro-analogs and parent molecules (KR12-NHz, Ac-KR12-NH?>) indicate that both analogs
will be more hydrophilic (negative numbers — “final effect”).

0.7

o
o

Hf, water
coocoo
O =N Wk Ol

t'R (min)
® Aliphatic, net charge +4 Aliphatic, net charge +5
Aromatic Deoxycholic acid

Hf, POPG
coocoooo
O~ NWHk I
[

t'R (min)
® Aliphatic, net charge +4 Aliphatic, net charrge +5
Aromatic Deoxycholic acid

Figure S1. Helical fraction (Hf) vs. adjusted retention time.
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