Appendix

7.1 Chapter 3 — supporting information
7.1.1 Peptides and peptide-peptoid hybrids characterisation

7.1.1.1 PO06 — VPTDVGPFAF-NH;
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Figure S 1. HPLC chromatogram (215 nm) of PO06. Compound purity based on HPLC

peak area analysis: 96.6%.
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Figure S 2. Accurate mass spectrum of POO6.

7.1.1.2 LJMUO11 - VPTDVGPFA-4-F-Phe-NH>
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Figure S 3. HPLC chromatogram (215 nm) of LIMUO11.
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Figure S 4. Accurate mass spectrum of LIMUQO11. Compound purity based on HPLC

peak area analysis: 95%.

7.1.1.3 LIMUO12 — VPTDVGP-4-F-Phe-AF-NH;
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Figure S 5. HPLC chromatogram (215 nm) of LIMUO12. Compound purity based on
HPLC peak area analysis: 94.3%.
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Figure S 6. Accurate mass spectrum of LIMUO12.
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7.1.1.4 LJMUO13 — VPTDVGP-4-F-Phe-A-4-F-Phe-NH;
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Figure S 7. HPLC chromatogram (215 nm) of LIMUO13. Compound purity based on

HPLC peak area analysis: 98%
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Figure S 8. Accurate mass spectrum of LIMUO13.

7.1.1.5 L[IMUO014 — VPTDVGPFA-Fs-Phe-NH;
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Figure S 9. HPLC chromatogram (215 nm) of LIMUO14. Compound purity based on
HPLC peak area analysis: 90.3%
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Figure S 10. Accurate mass spectrum of LIMUO14.

7.1.1.6 LIMUO15 - VPTDVGP-Fs-Phe-AF-NH>
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Figure S 11. HPLC chromatogram (215 nm) of LIMUO15. Compound purity based on
HPLC peak area analysis: 92.3%
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Figure S 12. Accurate mass spectrum of LIMUO15.
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7.1.1.7 LIMUO16 — VPTDVGP-Fs-Phe-A-Fs-Phe-NH:
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Figure S 13. HPLC chromatogram (215 nm) of LIMUO16. Compound purity based on

HPLC peak area analysis: 90%
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Figure S 14. Accurate mass spectrum of LIMUO16.

7.1.1.8 LIMUO17 — 4-F-benzoyl-VPTDVGPFAF-NH>
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Figure S 15. HPLC chromatogram (215 nm) of LIMUO17. Compound purity based on
HPLC peak area analysis: 92.6%
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Figure S 16. MS spectrum of LIMUO17.

7.1.1.9 LIMUO18 - Fs-benzoyl-VPTDVGPFAF-NH;
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Figure S 17. HPLC chromatogram (215 nm) of LIMUO18. Compound purity based on

HPLC peak area analysis: 99.5%.
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Figure S 18. MS spectrum LIMUQO18.
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7.1.1.10 LUIMUO19 — VPTDVGPFA-NPhe-NH;
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Figure S 19. HPLC chromatogram (215 nm) of LIMUO19. Compound purity based on
HPLC peak area analysis: 91.5%.
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Figure S 20. Accurate mass spectrum of LIMUO19.

7.1.1.11 LJMUO20 — VPTDVGPF-NAla-F-NH,
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Figure S 21. HPLC chromatogram (215 nm) of LIMUO20. Compound purity based on
HPLC peak area analysis: 87.5%.
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Figure S 22. Accurate mass spectrum of LIMUOZ20.

7.1.1.12 LJMUO021 — VPTDVGP-NPhe-AF-NH;
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Figure S 23. HPLC chromatogram (215 nm) of LIMUO21. Compound purity based on
HPLC peak area analysis: 97.5%.
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Figure S 24. Accurate mass spectrum of LIMUOZ21.
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7.1.1.13 LJMUO022 — VPTD-NVal-GPFAF-NH;
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Figure S 25. HPLC chromatogram (215 nm) of LIMUO22. Compound purity based on
HPLC peak area analysis: 99.7%. Minor peak attributed to VPTDGPFAF-NH; due to
deletion of NVal.
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Figure S 26. Accurate mass spectrum of LIMUO22.

7.1.1.14 LJIMUO23 — VPT-NAsp-VGPFAF-NH:
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Figure S 27. HPLC chromatogram (215 nm) of LIMUOZ23. Compound purity based on

HPLC peak area analysis: 77%
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Figure S 28. MS spectrum of LIMUO23.
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Figure S 29. HPLC chromatogram (215 nm) of LIMUO024. Compound purity based on

HPLC peak area analysis: 95.4%.
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Figure S 30. Accurate mass spectrum of LIMUO24.
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7.1.1.16 LUMUO25 — TDVGPFAF-NH>
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Figure S 31. HPLC chromatogram (215 nm) of LIMUOZ25. Compound purity based on

HPLC peak area analysis: 96%.
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Figure S 32. MS spectrum of LIMUO25.
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Figure S 33. HPLC chromatogram (215 nm) of LIMUO26. Compound purity based on
HPLC peak area analysis: 91.7%.
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Figure S 34. Accurate mass spectrum of LIMUO26.
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Figure S 35. HPLC chromatogram (215 nm) of LIMUOZ27. Compound purity based on

HPLC peak area analysis: 88.9%.
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Figure S 36. MS spectrum of LIMUO27.
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7.1.1.19 CGRP 8-37 — VTHRLAGLLSRSGGVVKNNFVPTNVGSKAF-NH>
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Figure S 37. HPLC chromatogram (215 nm) of CGRP 8-37. Compound purity based on
HPLC peak area analysis: 88.5%.
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Figure S 38. MS spectrum of CGRP 8-37.
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7.1.2 Experimental LogD (shake-flask method)

7.1.2.1 Calibration curves in PBS aq. solution saturated with 1-octanol
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Figure S 39. PO06 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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Figure S 40. LIMUO11 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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0.4 y = 0.0023x - 0.0005
R2 = 0.9984

0 50 100 150 200 250 300 350
LIMUO12 concentration (uM)

Figure S 41. LIMUOQ12 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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Figure S 42. LIMUO13 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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Figure S 43. LIMUOQ14 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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Figure S 44. LIMUO15 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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Figure S 45. LIMUOQ16 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate
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Figure S 46. LIMUOQ17 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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Figure S 47. LIMUQ27 calibration curve in aq. PBS solution saturated with 1-octanol.

Absorbance detected at 220 nm. Experiment performed in duplicate.
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7.1.2.2 LogD and cLogP data

Table S.1. Lipophilicity assessment — full data set. N.P. = experiment non performed.

Entry

P006
LUuMuUo011
LUMuUo012
LUMuUo013
LUMuUo014
LUMUO015
LMUO16
LUMuUo17
LMuUo018
LMUO019
LMUO020
LuMuo021

RP-HPLC
RT (min)

5.424
5.668
5.633
5.850
6.589
6.601
7.735
8.961
10.015
5.295
5.288
5.435

% ACN

343
35.3
35.2
36.0
39.0
39.0
43.6
48.5
52.7
33.8
33.8
34.4

ART

(min)

N.A.
0.244
0.209
0.426
1.165
1.177
2.311
3.537
4.591
-0.129
-0.136
0.011

A%
ACN

N.A.
1.0
0.9
1.7
4.7
4.7
9.3

14.2

18.4
-0.5
-0.5
0.1

cLogP

(ChemDraw)

-1.4278
-0.6222
-0.6222
-0.4703
-0.9228
-0.9228
-0.4178
2.5966
2.2786
-0.9316
-1.1536
-0.9316

miLogP

(Molinspiration)

-2.94
-1.70
-1.70
-1.54
-2.41
-2.41
-1.88
-0.83
-0.47
-3.65
-2.52
-2.59

cLogP

(Chemicalize)

-4.687
-3.058
-3.058
-2.915
-3.973
-3.973
-3.275
-0.607
-0.036
-4.963
-5.032
-4.963

cLogD, pH

7.4

(Chemicalize)

-4.740
-3.160
-3.160
-3.020
-4.030
-4.030
-3.710
-3.700
-3.140
-5.020
-5.090
-5.020

Experimental

LogD, pH 7.4

-3.800
-1.120
-1.864
-1.405
-1.972
-1.676
-0.232
-1.200
N.P.
N.P.
N.P.

N.P.
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Entry

LMuUo022
LuMuo23
LMUo024
LMU025
LMUO026
LMuo27

RP-HPLC
RT (min)

5.160
5.453
5.451
5.073
5.468
8.718

% ACN

33.3
34.4
34.4
32.9
34.5
47.5

ART

(min)

-0.264
0.029
0.027
-0.351
0.044
3.294

A%
ACN

-1.0
0.1
0.1
-1.4
0.2
13.2

cLogP
(ChemDraw)

-1.1812
-0.2848
-1.4856
-2.6533
-1.5698
2.4536

miLogP

(Molinspiration)

-2.63
-3.37
-2.47
-4.34
-3.30
-1.00

cLogP

(Chemicalize)

-5.146
-4.912
-5.145
-4.241
-5.103
-0.749

cLogD, pH
7.4
(Chemicalize)
-5.200
-4.970
-5.160
-7.230
-5.160
-3.850

Experimental

LogD, pH 7.4

N.P.
N.P.
N.P.
N.P.
N.P.
-0.300
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7.1.3 Concentration-response curves (CAMP accumulation assay)
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