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N-Fmoc-L-Phe-L-Ala-OMe (1a)
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H NMR (300 MHz, CDCls) 6 7.78 (d, | =7.5 Hz, 2H, ArH), 7.55 (t, ] = 6.4 Hz, 2H, ArH), 7.42
(t, ] =7.4 Hz, 2H, ArH), 7.37 - 7.09 (m, 5H, ArH), 6.43 (sbroaq, 1H, CONH), 5.45 (Sbroad, 1H,
OCONH), 4.66 — 4.41 (m, 3H, CH2Fmoc, CHCOOMe), 4.33 (m, 1H, CHCONH), 4.20 (t, | =
6.9 Hz, 1H, CHFmoc), 3.72 (s, 3H, OCHs), 3.20-3.96 (m, 2H, CH:Ph), 1.35 (d, ] = 7.1 Hz, 3H,
CHs).
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N-Fmoc-Gly-L-Ala-OMe (2a)

H NMR
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1H NMR (300 MHz, CDCLs) 8 7.73 (d, ] = 7.5 Hz, 2H, ArH), 7.56 (d, ] = 7.3 Hz, 2H, ArH), 7.47
-7.19 (m, 4H, ArH), 6.80 (dbrosd, ] = 6.4 Hz, 1H, CONH), 5.72 (toroad, ] = 5.4 Hz, 1H, OCONH),
4.78 - 4.48 (m, 1H, CHCOOCHS), 4.37 (d, ] = 7.0 Hz, 2H, CH2Fmoc), 4.19 (t, J = 7.0 Hz, 1H,
CHFmoc), 4.05 -3.81 (m, 2H, CH.CONH), 3.69 (s, 3H, OCHs), 1.37 (d, ] = 7.1 Hz, 3H, CH:CH).
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N-Fmoc-L-Tyr(tBu)-Gly-OMe (3a)
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1H NMR (300 MHz, CDCL) 7.76 (d, ] = 7.4 Hz, 2H, ArH), 7.59-7.49 (m, 2H, ArH), 7.40 (t, ] =
7.2 Hz, 2H, ArH), 7.32 (d, ] = 7.2 Hz, 2H, ArH), 7.17-7.03 (m, 2H, ArH), 6.91 (d, ] = 7.4 Hz,

2H, ArH), 6.41 (sbroat, 1H, OCONH), 5.50 (Soroad, 1H, CONH), 4.55 — 4.28 (m, 3H, CH:2Fmoc,

CHCONH), 4.18 (t, ] = 6.8 Hz, 1H, CHFmoc), 4.07 - 3.89 (m, 2H, CH2COOMe), 3.71 (s, 3H,
OCHs), 3.11-2.99 (m 2H, CHz-Tyr), 1.31 (s, 9H, C(CHa)s).
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N-Fmoc-L-Leu-Gly-OMe (4a)
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1H NMR (300 MHz, CDCL) 8 7.76 (d, ] = 7.5 Hz, 2H, ArH), 7.65-7.53 (m, 2H, ArH), 7.38 (d, ]
= 7.4 Hz, 2H, ArH), 7.35 — 7.27 (m, 2H, ArH), 6.89 (Stroat, 1H, CONH), 5.55 (Sbroad, 1H,
OCONH), 4.50-4.37 (m, 2H, CH:Fmoc), 4.34-4.26 (m, 1H, CHCONH), 4.20 (t, J = 6.9 Hz, 1H,
CHFmoc) 4.02 (m, 2H, CH:COOCH), 3.71 (s, 3H, OCHs), 1.80 — 1.46 (m, 3H, CH:CH), 1.04
— 0.88 (m, 6H, CH(CHb)2).
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N-Fmoc-L-Leu-L-Ile-OMe (5a)
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1H-NMR (300 MHz, CDCL)  7.77 (d, ] = 7.5 Hz, 2H, ArH), 7.59 (d, ] = 7.5 Hz, 2H, ArH), 7.49
—7.20 (m, 4H, ArH), 6.58 (d, ] = 8.4 Hz, 1H, CONH), 5.36 (d, ] = 8.4 Hz, 1H, OCONH), 4.58
(dd, ] = 8.4, 5.1 Hz, 1H, CHCOOMe), 4.50-4.35 (m, 2H, CH2-Fmoc), 4.33-4.16 (m, 2H, CH-
Fmoc, CHCONH), 3.73 (s, 3H, OCHz), 1.98-1.75 (m, 2H, CHCH;, CH.CH(CHs)z), 1.74-1.59



(m, 2H, CHCH(CHs)2), 1.47 -1.33 (m, 1H, CH-CH3), 1.23 - 1.08 (m, 1H, CH-CHs), 1.07 - 0.74
(m, 12H, CHCHs, CH2CHs, CH2CH(CHs)2).
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N-Fmoc-L-Cys(Bzl)-L-Ala-OMe (6a)
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1H NMR (300 MHz, CDCLs) & 7.68 (d, 2H, ] = 7.5 Hz, ArH), 7.58-7.46 (m, 2H, ArH), 7.42-7.09
(m, 9H, ArH), 6.72 (Svroad, 1H, CONH), 5.57 (sbroat, 1H, OCONH), 4.47 (m, 1H, CHCOOCHS),
4.41-4.26 (m, 2H, CHz-Fmoc), 4.25-4.15 (m, 1H, CHCONH), 4.14-4.10 (m, 1H, CH-Fmoc),
3.75-3.56 (m, 5H, SCH:Ph, OCH3), 2.80 (m, 1H, CHCHSS), 2.67 (m, 1H, CHCH:S), 1.32 (d, 3H,
] =7.2 Hz, CHs).
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N-Boc-L-Phe-L-Ala-OMe (1b)

H NMR
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1H NMR (300 MHz, CDCls)  7.42-7.11 (m, 5H, ArH), 6.63 (Sbrosd, 1H, CONH), 5.14 (Sbroad, 1H,
OCONH), 4.54 (m, 1H, CHCOOMe), 4.40 (m, 1H, CHCH:Ph), 3.72 (s, 3H, OCHs), 3.07 (d, ] =
6.2 Hz, 2H, CH:Ph), 1.41 (s, 9H, C(CHs)s), 1.35 (d, ] = 7.2 Hz, 3H, CHCHb).

13



BC NMR

180

Abundance

280000
260000
240000
220000
200000
180000
160000
140000
120000
100000
80000

60000

40000

20000

m/z--= 0

170

57

160

T

150

91

T

140

100

T T T T T T T T T

130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)
MS (EI)
120
164
131 233
294
143 l
185 207 l
Ll el
| | L | L|
150 200 250 300 350 400

14



N-Boc-L-Phe-D-Ala-OMe (2b)

ey

'H NMR

=
el

A e J

— - 7 .
-

T
1

8.93—=x

3.12

0
X

T T
1.0 0.5

5.5

4 os2

T T T T T
4.0 3.5 3.0 2.5 2.0 15
1 (ppm)

8t0 725 710 6.5 6:0 5:5 5:0 4I§
1H NMR (300 MHz, CDCLs) & 7.24 — 7.14 (m, 5H, ArH), 6.51 (d, ] = 7.0 Hz, 1H, CONH), 5.22
(d, ] = 8.0 Hz, 1H, OCONH), 4.45 (m, 1H, CHCOOMe), 4.35 (m, 1H, CHCH:Ph), 3.65 (s, 3H,

OCH:), 3.01 (d, ] = 6.5 Hz, 2H, CH2Ph), 1.34 (s, 9H, C(CHs)s), 1.19 (d, ] = 6.9 Hz, 3H, CHCH).
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N-Boc-D-Phe-D-Ala-OMe (3b)
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1H NMR (300 MHz, CDCLs) d 7.17 (t, ] = 9.4 Hz, 5H, ArH), 6.69 (s, 1H, CONH), 5.14 (d, ] =
7.6 Hz, 1H, OCONH), 4.48 (t, ] = 6.8 Hz, 1H, CHCOOMe), 4.36 (m, 1H, CHCH:Ph), 3.66 (s,
3H, OCH), 3.01 (s, 2H, CH:2Ph), 1.35 (s, 9H, C(CHs)s), 1.30 (d, ] = 7.2 Hz, 3H, CHCH).
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N-Boc-L-Ile-L-Leu-OMe (4b)

H NMR
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1H-NMR (300 MHz, CDCL) & 6.35 (d, ] = 7.6 Hz, 1H, CONH), 5.08 (d, ] = 8.9 Hz, 1H,
OCONH), 4.57 (m, 1H, CHCOOMe), 3.89 (m, 1H, CHCONH), 3.68 (s, 3H, OCHs), 1.81
(broad, 1H, CHCHs), 1.66 — 1.45 (m, 4H, CH2CHs), CH.CH), 1,38 (s, 9H, C(CHz)s), 1.22 - 1.08
(m, 1H, CH(CHs)2), 0.99-0.89 (m, 12H, CH(CHs)2, CH2(CHa).).
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N-Boc-L-Leu-L-Val-OMe (5b)
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1H NMR (300 MHz, CDCL) 8 6.57 (dbroad, ] = 8.0 Hz, 1H, CONH), 4.87 (d, ] = 8.2 Hz, 1H,
OCONH), 4.51 (dd, ] = 8.0, 4.9 Hz, 1H, CHCOOMe), 4.09 (m, 1H, CHCONH ), 3.70 (s, 3H,
OCHs), 221207 (d, | = 4.6 Hz, 2H, CH:CH(CHs)2, CH(CHs):), 1.73-1.58 (m, 2H,
CH.CH(CHs)z), 1.41 (s, 9H, C(CHs)s), 0.97-0.83 (m 12H, CH(CHs);, CH:CH(CHa)2).
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1BC NMR
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N-Boc-L-Arg(Z):-L-Ala-OMe (6b)
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1H NMR (300 MHz, CDCL3) & 9.56 — 9.18 (m, 2H, NHZ, NH), 7.39 - 7.23 (m, 10H, ArH), 6.91
(d, ] =7.0 Hz, 1H, CONH), 5.57 (d, ] = 8.4 Hz, 1H, OCONH), 5.22 - 5.05 (m, 4H, CH:Ph), 4.43
(m, 1H, CHCOOMe), 4.25 (m, 1H, CHCONH), 4.12 - 3.75 (m, 2H, CH:NH), 3.63 (s, 3H,
OCH:), 1.82-1.55 (m, 4H, CHCH.CHCH:NH), 1.39 (s, 9H, C(CHa)s), 1.16 (d, ] = 7.2 Hz, 3H,
CHCH).
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N-Boc-L-Phe-L-Leu-OMe (7b)
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1H NMR (300 MHz, CDCLs) & 7.44 — 7.09 (m, 5H, ArH), 6.36 (d, ] = 7.9 Hz, 1H, CONH), 5.08
(d, ] = 8.0 Hz, 1H, OCONH), 4.57 (m, 1H, CHCOOMe), 4.36 (m, 1H, CHCONH), 3.69 (s, 3H,
OCH:), 3.07 (d, = 6.7 Hz, 2H, CHCH:Ph), 1.66 — 1.33 (m, 12H, CH.CH(CHs)2, C(CHs)s), 1.03-
0.75 (m, 6H, CH(CHa)2).
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N-Z-L-Ala-L-Ala-OMe (1¢)
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1H NMR (300 MHz, CDCI3) & 7.40 — 7.20 (m, 5H, ArH), 6.78 (d, ] = 6.2 Hz, 1H, CONH), 5.54
(d, ] = 7.5 Hz, 1H, OCONH), 5.10 (s, 2H, CH:Ph), 4.55 (m, 1H, CHCOOMe), 4.30 (m, 1H,
CHCHs), 3.73 (s, 3H, OCH:), 1.38 (d, J = 7.0 Hz, 6H, CHs).
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N-Z-Gly-L-Val-OMe (2c)

H NMR
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H NMR (300 MHz, CDCls) 0 7.42 - 7.26 (m, 5H, ArH), 6.97 (d, ] = 8.8 Hz, 1H, CONH), 5.89
(m, 1H, OCONH), 5.12 (s, 2H, CH2Z), 4.55 (dd, ] = 8.8, 5.2 Hz, 1H, CHCOOMe), 3.94 (d, | =
5.5 Hz, 2H, CH.CONH), 3.71 (s, 3H, OCHs), 2.21-2.09 (m, 1H, CH(CHs)2), 1.03-0.77 (m, 6H,
CH(CHs)2).
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N-Z-L-Val-L-Phe-OMe (3¢)
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1H NMR (300 MHz, CDCL) & 7.51-7.00 (m, 10H, ArH), 6.58 (d, ] = 7.6 Hz, 1H, CONH), 5.47
(d, J=8.8 Hz, 1H, OCONH), 5.16-4.96 (m, 2H, CH2Z), 4.94-4.82 (m,1H, CHCOOMe), 4.11-3.98
(m, 1H, CHCH(CHb)2), 3.67 (s, 3H, OCHs), 3.15-2.99 (m, 2H, CH2Ph), 2.02 (m, 1H, CH(CHs)2),
0.97-0.73 (m, 6H, CH(CHs).).
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