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Fig. S1. Ac-Pro-NHMe *H NMR spectrum in DO.

r2563.33
2560.33
2654.80
2651.80
2613.87
261076
250517
250211

/
\

15

1.0

0.5 0.0  ppm

Lurrant Data Paramatars
MAME  AcPr

ohiHMa_ sober
EXPh 1
PROCHC 1
F2 - Acyiaiton Parameatan
Data 20180233
Tima 14.12
INSTRUK spec]
PROBHD 5 mm PATED BB
PLALPROG ]
m 32TER
SOLVENT DMS0
HE a2
0E Q
SWH 5952331 Hz
FIORES 0181652 Hz
A 27525120 mao
RG 114
N IH O(I}uauc
DE ﬂ SOLM
TE 1K
m 1D0|Il:0|}ﬂ
oo 1
======== CHANMEL 11 ===
SFOn HO0.1724408 MH;
ML 1H
M 1315 usec
PLW V00000000 W

;IE Prc-cmrg paramahans
5F EIJCI 1]'Dl:lﬂ29 MHz
W EM

55H ]
LE 010 He
&R 1]
PC 1.4
) Jo J«
ﬁ‘%
| —
8 7 6 5 4 3 2 1 0 ppm

Fig. S2. Ac-Pro-NHMe *H NMR spectrum in DMSO-d.
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Fig. S3. Ac-Pro-NHMe "H NMR spectrum in CD3CN.
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Fig. S4. Ac-Pro-NHMe 'H NMR spectrum in CD,Cl,.
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Fig. S5. Ac-Pro-NHMe *H NMR spectrum in CDCls.



Table S1. NBO parameters obtained at the M06—2X/aug—cc—pVTZ level for the conformers of Ac—Pro—NHMe. Lewis, hyperconjugative and
second order perturbation LP(O)—o n energies are given in kcal mol™. The threshold for the energy of the hyperconjugative interactions is

equal to 0.5 kcal mol™.

Isolated CHCI, CH,Cl, CH;CN DMSO H,O
Conformer
AELewis AEHyp AELewis AEHyp AELewis AEHyp AELewis AEHyp AELewis AEHyp AELewis AEHyp LP1(O)->0'*NH LPZ(O)_’G*NH

trans,trans—I1d 0.19 2.10 — — — — — — — — — — 2.23 3.38
trans,trans—Ilu 0.00 0.00 — — — — — — — — — — 2.35 3.36
trans,trans—Id — — 3.63 4.09 3.43 3.66 3.37 3.39 3.43 3.44 3.47 3.45 — —
trans,trans—Iu — — 5.61 5.86 5.60 5.69 5.72 5.66 5.78 571 5.81 5.73 — —
trans,trans—11u — — 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00 — —

cis,trans—I1u — — 1.12 1.16 3.34 3.02 3.51 2.76 3.60 2.80 3.60 2.80 — —

cis,trans—Id — — 8.31 7.67 7.94 7.29 7.86 7.17 7.91 7.22 7.91 7.22 —_ —

cis,trans—lu — — 11.90 10.95 11.62 10.68 11.45 10.51  11.48 1054 11.48 10.54 — —




