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Table of compounds with text describing structural variations

Comp # aa; aa, aa; aay aas

1 | A-Tri-1II Phe Leu Val-Triazole Leu Leu

2 | B-Tn-III Phe Leu Val-Triazole Leu | NMe-Leu

3 | A-Ox-III Phe Leu Oxazole Leu Leu

4 | B-Ox-III Phe Leu Oxazole Leu | NMe-Leu

5 | C-Ox-III Phe NMe-D-Phe Oxazole Leu Lys(Cbz)

6 | D-Ox-1m | (GRARP- Leu Oxazole D-Leu | D-Phe
Benzoxy-Phe

7 | D-oxer | GRARP- Oxazole NMe-Val D-Leu | D-Phe
Benzoxy-Phe

8 | D-Ox-I Phenyl- Leu NMe-Val D-Leu | D-Phe

Oxazole

9 | A-Th-III Phe Leu Thiazole Leu Leu

10 | B-Th-III Phe Leu Thiazole Leu | NMe-Leu

11 | C-Th-III Phe NMe-D-Phe Thiazole Leu Lys(Cbz)

12| A-PP-II Phe Thr(¥Me,Me-Pro) Val Leu Leu

13 | A-PP-1II Phe Leu Thr(WYMe,Me-Pro) | Leu Leu
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Table of cytotoxicity of additional compounds

Compound PGI at 25pM Error
B 86% +0.3%
C 78.8% +1.4%
D 47.5% +5.1%
2 B-Tri-1I1 60.9% +3.7%
4 B-Ox-111 23.4% +6.0%
5 C-Ox-111 42.2% +0.8%
6 D-Ox-I1I 2.3% +1.3%
7 D-Ox-11 4.6% +2.5%
8 D-Ox-1 2.9% +1.6%
10 B-Th-II1 14.0% +5.0%
11 C-Th-III 6.1% +1.9%
12 A-PP-II 7.7% +3.3%

S7




Supplementary Material
Davis et al.

Molecular models of all compounds in stereo

SE R

Compound A v Compound B ‘
H

/ﬁf

Compound C Compound D
ﬁi m

Compound 1 | Compound 2 |

f[g“%* fg‘&* BN
Compound 3 ) )
Compound 5 Compound 6
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MeD-PheLeuvVal-N3
expl Proton

SAMPLE SPECIAL
date Jun 12 2009 temp 30.0
solvent cdc13 gain not used
file exp spin 20

ACQUISITION hst 0.008
sW 6410.3 pwd0 10.800
at 5.000 aifa 10.000
np 64102 FLAGS
fb 4000 i1 n
bs »m in n
sS dp y
d1 1.000 hs nn o O
nt 16 PROCESSING =
ct 16 1b 0.10

TRANSMITTER fn 65536 T P
tn H1 DISPLAY T
sfrg 399.760 sp -10.8 ™
tof 398.7 wp 3606.0 z
tpwr 59 rfl 806.6 (@)
pw 5.400 rfp 0 Q
DECOUPLER rp 112.2 =
dn c13 1p 0
dof 0 PLOT
dm nnn  wc 240
dmm c sc 0
dpwr 31 vs 200
dmf 29412 th 12

ai cdc ph
o i% E vry T ;’ | Li
i L e A e e B L s B e e e e B B p T e S i e e T
8 7 6 4 3 2 ppm

Compound 1: A-Tri-III

NMR Tripeptide MeO-Phe-Leu-Val-N3(22)
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vis e

Da

Alkyne-Leu-Leu-NHBoc T
expl Proton z
SAMPLE " SPECIAL
date Jun 28 2009 temp 30.0 o)
solvent cdc13 gain not used
file shome/walkup/~ spin 20
vnmrsys/data/mdavi~ hst 0.008
s/N4_20090628_md_I~ pw80 10.800
1_128_Proton_01.Fi~ alfa 10.000
d FLAGS
ACQUISITION i1 n
sw 6410.3 in n
at 5.000 dp y
np 64102 hs nn
fb 4000 PROCESSING
bs 16 1b 0.10
§§ 2 fn 65536
di 1.000 DISPLAY
nt 16 sp =7.7
ct 0 wp 3610.7
TRANSMITTER rfl 806.6
tn H1 rfp 0
sfrg 399,760 rp 98.7
tof 399.7 1p -6.8
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER scC 0
dn C13 s 328
dof 0 th 12
dm nnn ai cdc; ph
dmm c
dpwr 31
dmf 29412
— \\\
;r K - " S \ _
T T T T b T T T 7 T T T T T F o T T T 7 T T 7 7 T T T T ]
8 7 6 5 4 1 ppm

A-Tri-11I

Compound 1

NMR Dipeptide Alkyne-Leu-Leu-NHBoc
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I1)132 m
md 1
_.._m_mmw Pentamer [ Z
=z I
expl Proton T
SAMPLE SPECIAL z 0
date Jul 6 2009 temp 30.0 T
solvent cd3od gain not used ” =
file shome/walkup/~ spin 20
vnmrsys/data/mdavi~ hst 0.008
s/N4_20080706_md_I~ pw90 10.800 @)
I_132_Proton_01.fi~ alfa 10.000
d FLAGS
ACQUISITION il n
sw 6410.3 in n
at 5.000 dp y
np 64102 hs nn
fb 4000 PROCESSING
bs 16 1b 0.10
ss 2 fn 65536
d1 1.000 DISPLAY
nt 16 sp ~-6.5
ct 16 wp 3599.7
TRANSMITTER rfl 806.6
tn H1 rfp 0
sfrq 399.761 rp 104.3
tof 399.8 1p 22.1
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sc 0
dn C13 wvs 700
dof 0 th 33
dm nnn ai cdc ph
dmm [
dpwr 31
dmf 29412
I
i
4 A
||
F\E |
=1 T T T T T T T T T T T T T T
8 7 4 3 E Y ppm

A-Tri-11I

Compound 1

NMR Pentapeptide Alkyne-Leu-Leu-Phe-Leu-Val-N;3(23)
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Display Report - All Windows Selected Analysis
Analysis Name: MD(II)134.D Instrument: Agilent 6330 Ion Trap Print Date: 7/15/2009 4:50:54 PM
Method: SANA.M Operator: sdsu Acq. Date: 7/3/2009 12:29:06 PM

Sample Name: md(I1)134
Analysis Info:

Intens | MD(1)134.D: TIC +All MS

x108
2.0
1.5

1.04

0.5

MD(11)134.D: EIC 610-613 +All MS

1’Ill2lllv3vr"4""5 6"i‘imel[min]

Intens. | +MS, 3.9min #150
x107 12423

611.6

o /<—// N, .
4 QN@

2_
500.3
0+ . T - T r T a— = v p— . T T y - T . T
200 400 600 800 1000 1200 1400 1600 1800 2000 m/z
MSD Trap Report v 4 (Let-Opt2) Page 1of 1 i Agilent Teohnologies

Compound 1: A-Tri-III
LCMS Pentapeptide Alkyne-Leu-Leu-Phe-Leu-Val-N; (23) MW =611)
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vis e

Da

1433 15-JUL-08
Melinda
.-

H
mrd_II_140_final
CD30D

expl2 Proton

SAMPLE
date Jul 15 2009
solvent cd3od
file s/home/walkup/~
vnmrsys/data/mdavi~
s/N6_20090715_mrd_~
II_140_final_Proto~

n_02.fid
ACQUISITION

sw 9615.4
at 5.000
np 96154
fb 4000
bs 16
dl 1.000
nt 128
ct 128

TRANSMITTER
tn H1
sfrq 5§99.724
tof 599.7
tpwr 59
pw 3.000
DECOUPLER
dn c13
dof 0
dm nnn
dmm c
dpwr 42
dmf 35088
Vo

SPECIAL
temp 30.0
gain not used
spin 20
hst 0.008
pw30 6.000
alfa 10.000

FLAGS

il n
in n
dp Yy
hs nn

PROCESSING
1b 0.10
fn 65536

DISPLAY
sp 9.6
wp 5392.2
rfl 3184.1
rfp 1985.1
rp -42.0
1p -6.5

PLOT

we 250
sc 0
vs 1361
th 3
ai cdc ph

.

g

11

-/

NH HN

O

e

ppm

A-Tri-1II

Compound 1

NMR Macrocycle Phe-Leu-Val-Triazole-Leu-Leu (1)
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Display Report - All Windows Selected Analysis

Analysis Name: MD(II)140_FINA Instrument: Agilent 6330 Ion Trap
Method:  SANA_LONB.M Operator: ~ sdsu

Sample Name: md(I1)140_final

Analysis Info:

Print Date: 7/14/2009 10:24:51 PM
Acq. Date: 7/14/2009 10:09:44 PM

Intens
x1081

251
2.0
1.54
1.0

0.5

T
i
|
I
I
I
[
|
|
|
1
1
|
i
|
|
|
'
I
|
|

MD()140_FINAL.D: TIC +All MS

x%)gj MD(11)140_FINAL.D: EIC 610-612 +All MS

"8 Time|[min]

Intens.
x108] 1221.1

1.25

1.004
] N=N
S
0.754

611.9

0.251

0.00 -

2e
foutet

+MS, 4.7min #188)

200 400 600 800 1000 1200 1400 1600 1800

2000  miz

MSD Trap Report v 4 (Let-Opt2) Page 1of 1

Compound 1: A-Tri-III

LCMS Macrocycle Phe-Leu-Val-Triazole-Leu-Leu (1) MW = 610)

S15

Agilent Technologies
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SDSU
Project Name: Defautts Brgele
Reported by User:  System
SAMPLE INFORMATION
Sarrple Name: md(I)140_final_2 Acquired By: System
Sample Type: Unknow n Sample Set Name:
Vial: 1 Acq. Method: primary_sanA_ss_ACN
Injection #: 30 Date Acquired: 7/14/2009 10:32:58 PM
Run Time: 16.00 Mnutes Injection Volume: 30.00 ul
Q&O{ . o o D ,\ o o - o )
oeo} “
0.20 A |\ A
0 001 W
1°°1| ;“
2 oso\
|
ooof_r_ - R — ——
T a0 a0 e 800 1000 1200 1400 16.00
Minutes

— Channel: 2487Channel 1 Channel Desc.: Processing Method: ****
Channel: 2487Channel 2 Channel Desc.. Processing Method: ****

Peak | RT Ares % Area eight Amount | Units

Name | (min) | (uV*sec) (HV) N=N
q | oo prees ey weee . e R \((g/
2 . Rai sl il e —_—— han | e
)\j\NH HNG

Report Method: Injection Summary Report Printed 10:49:12 PM 7/14/2009 Page: 10f1

Compound 1: A-Tri-III

HPLC Macrocycle Phe-Leu-Val-Triazole-Leu-Leu (1)

S16
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Polarity!Scan Type: Positive Sample Name: syeki594 Acq. File: 103111001 wif
Acqg. Date: Monday, October 31, 20
"W +TOF M5: 0.00% to 0.651 min from 102111001 wit Aglent MH+ Map. 4,425 counts.

2004 6104075
18241

1 Bt

1.7e4

1424 MMa+

134 832 3803

2000.0

Intensty, counts

£000.04 6114113

7000.01
£000.0-
500007 6333027
400001

3000.04

200004 525.2820
(24128

000 3975 306 ) 69,4154
507 3434 ~ 143030 6204353 40.1 o 5404153 I &bﬁi
553720 5973431 eoasnar sosdsed | [ 7, TR i i |1 S, Ly, | T seEe A goos o
500 805 610 815 520 625 830 835 540 845 850 835 520 825 670
miz, amu

Compound 1: A-Tri-III

HRMS Macrocycle Phe-Leu-Val-Triazole-Leu-Leu (1) (MW = 610.4075)

S17
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md(I1)210
alkyne-Leu-Leu-M(Me)-NHBoc

expl Proton

V4
NH

NBoc

. 9

SAMPLE SPECIAL
date Aug 17 2009 temp 30.0
solvent cdc13 gain not used
file shome/walkup/~ spin 20
vnmrsys/data/mdavi~ hst 0.008
s/N4_20090817_md_I~ pw80 10.800
I_210_Proton_01.fi~ alfa 10.000
d FLAGS
ACQUISITION il n
sw 6410.3 in n
at 5.000 dp Yy
np 64102 hs nn
fh 4000 PROCESSING
bs 16 1b 0.10
sS 2 fn 65536
di 1.000 DISPLAY
nt 16 sp ~-14.8
ct 16 wp 3613.6
TRANSMITTER rfl 3707.7
tn H1 rfp 2906.2
sfrq 399.760 rp 8.4
tof 399.7 1p 0.0
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sC 0
dn C13 wvs 1000
dof 0 th 50
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412
&
e L s RS (s T T D A o
8 7

B-Tri-111

Compound 2

NMR Dipeptide Alkyne-Leu-Leu-N(Me)Boc

S18



Supplementary Material

is et al.

vis e

Da

md(I1)216

alkyne-leu-n(me)-Leu-phe-Boc

expl Proton

SAMPLE
date Aug 24 2009
solvent cdc13
file shome/walkup/~
vnmrsys/data/mdavi~
§/N4_20080824_md_I~

u:nauuvqoeoznow.ﬂua
ACQUISITION
sw 6410.3
at 5.000
np 64102
fb 4000
bs 16
ss 2
dl 1.000
nt 16
ct 16
TRANSMITTER
tn H1
sfrg 399.760
tof 388.7
tpwr 59
pw 5.400
DECOUPLER
dn c13
dof 0
dm nnn
dmm c
dpwr 31
dmf 28412
2

SPECIAL
temp 30.0
gain not used
spin 20
hst 0.008
pwao 10.800
alfa 10.000
FLAGS
i1 n
in n
dp y
hs nn
PROCESSING
1b 0.10
fn 65536
DISPLAY
sp -3.8
wp 3606.7
rfl 806.6
rfp 0
rp 26.5
1p -8.5
PLOT
weC 240
sc 0
vs 1000
th 50
ai cdc ph

NHBoc

Compound 2: B-Tri-III

NMR Tripeptide Alkyne-Leu-Leu-N(Me)-Phe-NHBoc

S19
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tetramer
san a 9-T3

expl Proton

SAMPLE SPECIAL
date Aug 30 2009 temp 30.0
solvent cd3od gain not used
file s/home/walkup/~ spin 20
vnmrsys/data/mdavi~ hst 0.008
s/N4_20080830_md_I~ pw90 10.800
I_220_Proton_01.fi~ alfa 10.000
d FLAGS
ACQUISITION i1 n (o)
sw 6410.3 in n =
at 5.000 dp y £
np 64102 hs nn 1] Zz
fb 4000 PROCESSING le) T
bs 16 1b 0.10 m
sS 2 fn AY 65536
d1 1.000 DISPL
nt 16 sp -§.2 T z o
ct 16 wp 36198 XN =
TRANSMITTER rfi 806.6
tn H1 rfp 0
sfrg 399.761 rp 5.9
tof 399.8 1p -4.9
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sC 0
dn Ci3 vs 1900
dof 0 th 50
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412
o )
L
R s e S L B G T B T T T e e S Y
8 7 6 5 ppm

Compound 2: B-Tri-1II

NMR Tetrapeptide Alkyne-Leu-Leu-N(Me)-Phe-Leu-NHBoc
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md(I1)224

1in péntamer san a 9-t3

expl Proton

SAMPLE SPECIAL
date Sep 2 20089 temp 30.0
solvent cd3od gain not used
file /home/walkup/~ spin 20
vnmrsys/data/mdavi~ hst 0.008
s/N4_20090902_md_I~ pwd0 10.800
1_22%_Proton_01.Fi~ alfa 10.000
d FLAGS
ACQUISITION i1 n =
sw 6410.3 in n T
at 5.000 dp y o =
np 64102 hs nn zZ T
fh 4000 PROCESSING
bs 16 1b 0.10
ss 2 fn 65536 =
d1 1.000 DISPLAY [ T
nt 16 sp -8.6 AN =
ct 16 wp 3627.3
TRANSMITTER rfi 806.6
tn H1 rfp 0
sfrqg 399.761 rp ~-6.4
tof 399.8 1p 8.3
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sc 0
dn C13 vs 2800
dof 0 th 22
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412
]
T T T T T T T —
8 7 6 3 1 ppm

B-Tri-111

Compound 2

NMR Pentapeptide Alkyne-Leu-Leu-N(Me)-Phe-Leu-Val-N; (33)

521
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Supplementary Material

Display Report - All Windows Selected Analysis

Analysis Name:
Method:
Sample Name:
Analysis Info:

MD(II)224.D
SANA_LONG.M
md(11)224

Operator: sdsu

Instrument: Agilent 6330 Ion Trap

Print Date: 9/2/2009
Acq. Date: 9/2/2009 8:50:32 PM

8:59:53 PM

Intens.
x108

1.5

0.5+

MD(11)224.D: TIC +AlMS

MD(11)224.D: EIC 646-648 +All MS

N

& Time [min]

Intens.
x108

0.8+

06

0.4

0i2-

0.0:

5135

646.5

NH HN
;3 e
N HN
O

+MS, 4.7min #185]

200

400

600 800

1000 1200

1400

1600

1800

2000 | miz

MSD Trap Report v 4 (Let-Opt2)

Compound 2: B-Tri-III

Page 1of1

Agilent Technologies

LCMS Pentapeptide Alkyne-Leu-Leu-N(Me)-Phe-Leu-Val-N3 (33) (MW = 624)

S22
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San A 9-T3

md(II)226
expl Proton
SAMPLE SPECIAL
date Sep 9 2008 temp 30.0
sojvent cd3od gain not used
file shome/walkup/~ spin 20
vnmrsys/data/mdavi~ hst 0.008
§/N4_20090909_md_I~ pw80 10.800
I_226_Proton_01.fi~ alfa 10.000
d FLAGS
ACQUISITION i1 n
sW 6410.3 in n
at 5.000 dp Yy
ﬂn mmﬁcw he ROCESSING m
000 P
bs 16 1b 0.10 Z°4 W
s5 2 fn 65536 U] /
d1 1.000 DISPLAY z
nt 64 sp 0.6 Z
ct 64 wp 3601.9
TRANSMITTER rfi 806.6
tn H1 rfp 0
sfryg 398.761 rp 12.2
tof 3%9.8 1p -13.1
tpwr 59 PLOT
pw 5.400 wc 240
BECOUPLER sC 0
dn Ci3 wvs 17394
dof 0 th 10
dm nnn ai  cdec ph
dmm [
dpwr 31
dmf 28412
e e \\\
e il Bas e e S i e T T Ty e B T
8 7 ppm

B-Tri-111

Compound 2

NMR Macrocycle Phe-Leu-Val-Triazole-Leu-Leu-N(Me) (2)

S23
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Display Report - All Windows Selected Analysis
Analysis Name: MD(II)226_FINA Instrument: Agilent 6330 Ion Trap Print Date: 9/9/2009 9:04:20 PM
Method: SANA.M L.D Operator:  sdsu Acq. Date: 9/9/2009 8:56:29 PM

Sample Name: md(II)226_final
Analysis Info:

Intens. |

MD(11)226_FINAL.D: TIC +All MS
x109

0.8
0.6+

0.4-

0.2+

x1009v — ] MD(1)226_FINAL.D: EIC 624-627 +All MS

T T T2 T s T T T4 T s T T 6 Time[min]

Intensg. +MS, 4.0min #173|
x10 1251.5

626.3
e 1 e —
200 400 600 800 1000 1200 1400 1600 1800 2000 miz

MSD Trap Report v 4 (Let-Opt2) Page 1of1 i Agilent Technologies

Compound 2: B-Tri-1II

LCMS Macrocycle Phe-Leu-Val-Triazole-Leu-Leu-N(Me) (2) (MW = 624)

S24
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SDsSU

Project Name: Defaults

Reported by User: System

Supplementary Material

SAMPLE INFORMATION
Sample Name: md(11)226_f50 Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: 1 Acq. Method: primary_sanA_ss_ACN
Injection #: 133 Date Acquired: 9/7/2009 10:43:40 PM
Run Time: 16.00 Minutes Injection Volume:  50.00 ul
2,00
2 1001
o.oof_/\ J
2.00
2 100
0.00 »JJ \/\\ e
2.00 4.00 6.00 8.00 10.00 12.00 " 4200 16.00

Minutes

——— Channel: 2487Channel 1 Channel Desc.: Processing Method: *
——— Channel: 2487Channel 2 Channel Desc.: Processing Method: *

Peak | RT | Area |, Height .
Name | (min)| ( V*sec) % Area (V) Amount | Units
1 kkkk kkkk *kkk kkdkk Fkdkdk dkkk dededkek
2 *hkk dkkk wdkkk Thkk Fdkkk kkkk dkkk e
Report Method: Injection Summary Report  Printed 10:59:54 PN®/7/2009 Page: 10f1

Compound 2: B-Tri-1II

HPLC Macrocycle Phe-Leu-Val-Triazole-Leu-Leu-N(Me) (2)

S25
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Polarity!Scan Type: Positive Sample Name: syek3893 Acg. File: 103111002 wiff]
Acq. Date: Monday, October 31, 20|
Max. 3.8e3 counts,

"W +TOF M5: 0.142 to 0.BB4 min from 10311 1002wt Aglent MH+
v

£ dedq 024 4257
5 2ed
5.0ed
4 Bed
4 Fed
4 424
4 2ea]
4 Ded |
MMNa+
346.4075

3.Bed
364
344
3. 2ed4
3.0e4
2 BedH
2 el
2.4e44

Intensty, counts

2244
2 D=4
1 Eed
1 fed
1 4ed
1 2ed
1 Ded
£000.0
6000.04

4000.0 gpb.4313
000,04 A43.3008.__ BHE.2141
5053708 054148 pi24p4piedary  [RP43R 6{545 51.3881 BE13028 934 4200570 4104 6834334 6OD3077_903.4882

L

" 14 i
sbo - sbs ebo  eds &l els alo ﬁiﬁlﬁdﬂ 635 640 45 GO0 @5 600 605 6/0 G5 GB0 685 600 685 70D 70

miz, amu

0.

Compound 2: B-Tri-1II
HRMS Macrocycle Phe-Leu-Val-Triazole-Leu-Leu-N(Me) (2) (MW = 624.4257)

S26
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vis e

Da

expl Proton

SAMPLE SPECIAL
date Feb 8 2010 temp 30.0
solvent cdc13 gain not used
file /home/walkup/~ spin 20
vnmreys/data/inaza~ hst 0.008
/N4 _20100208_LAN_~ pwS0 10.800
254 _Proton_01.fid alfa 10.000
ACQUISITION FLAGS
sw 6410.3 i1 n
at 5.000 in n
np 64102 dp y
b 4000 hs nn (e}
bs 16 PROCESSING -
ss 2 1b 0.10 p
dl 1.000 fn 65536 T zZ
nt 16 DISPLAY S T o)
ct 16 sp _ <0.1 m
TRANSMITTER wp | 3597.7
tn H1 rfl B06.6 (@) (@)
sfrg 399.760 rfp _ 0 I
tof 399.7 rp -39.6
tpwr 59 ip { ~2.4
pw 5.400 PLOT
DECOUPLER we _ 240
dn C13 sc 0
dof 0 vs 488
dm nnn  th | 50
dmm c ail cdc h
dpwr 31 ﬁ
dmf 29412 {
|
|
_,>
/
e B Mg, i..l.\lllln...\\.,,l
T T T J.)lJl T T T MG eeEla T T T o raae | s e
8 7 6

A-Ox-III

Compound 3

NMR Dipeptide MeO-Ser(Bzl)-Leu-NHBoc
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tal.

LAN268_LP_ox1 | |
expl Proton _~
|
SAMPLE SPECIAL | |
date May 10 2010 temp 30.0 / |
solvent cdc13 gain not used | \ |
file /home/walkup/~ spin 20 | |
vnmrsys/data/inazav hst 0.008 ] |
r/N4_20100510_Boc=~ pw90 10.800 | {
Leu=0xazole-Leu-Phv alfa 10.000 [ |
e-Leu-0Me_Proton_0~ FLAGS o . _ _
1.f7d 11 n o Q | | |
ACQUISITION in n a | | _
sw 6410.3 dp y — T |
at 5.000 hs nn = | {
np 64102 PROCESSING oz | | _
fb aowm 1b 0.10
bs fn 65536 |
ss 2 DISPLAY z X0 _ ,ﬁ
d1 1.000 sp -0.1 T | !
nt 16 wp 3597.7 =
ct 16 rf1 806.6 o
TRANSMITTER rfp 0 |
tn H1 rp -75.7 o ‘
sfrg 399.760 1p 6.9 |
tof 399.7 PLOT
tpwr 59 wc 240 | %
pw 5.400 sc 0 {4 {
DECOUPLER vs 750 * !
dn €13 th 50 |
dof 0 ail cdc ph [ _
dm nnn | {
dmm c | i
dpwr 31 | _
dmf 29412 ﬂ |

528

A-Ox-III

vis e

Da

o V\\ , \ «. |
* ¥ V " [ |
£ - / E ” /| i ._
AT FAT JS S i A ¥ v % f / |
| . , | ) / _
e — an:r!l k__/gdﬁ)\_ Mo e \%‘ s(‘_,r.f\ A ) g_r{. Wk o i Sy ,.fr?rr . h._.\_;1 i .&_ (.>< v .f)\\ er AAAAA
T T T T T T T T T T T T _ T T T _ T T T T T T T Al BRSE | S50 Lok T o \._V T T
8 7 6 5 4 3 2 1

NMR Pentapeptide MeO-Oxazole-Leu-Leu-Phe-Leu-NHBoc (43)

Compound 3
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Davis et al.

Display Report - All Windows Selected Analysis
Analysis Name: LAN_LT_OX1.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:35:07 AM
Method: SANA.M Operator: sdsu Acq. Date: 5/11/2010 4:11:04 AM

Sample Name: LAN_LT_Ox1
Analysis Info:

Intens. 1

LAN_LT_OX1.D: EIC 685-687 +All MS
x109

1 ey SE eSS BT e e Time [min]

Intens.{ +MS, 3.5min #316|
x108 686.4 :

NHN

2

NH NHBoc

613.4
840.4 10516-8
Il 1

0 L L f ||ILL|JI ran

5000 - 4000 5000 o000 00D fpoos s 14000 {eoD- 8000 20000 miz

MSD Tran Renort v 4 (Let-Ont2) Paae 1of 1 % Agilent Technologies

Compound 3: A-Ox-III

LCMS Linear pentapeptide MeO-Oxazole-Leu-Leu-Phe-Leu-NHBoc (43) (MW = 685.85)
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vis e

Da

0823 30-JUN-
Lidia

1H

LAN274
CD30D

expl Proton
SAMPLE

date Jun 3
solvent

file /home/walkup/~
vomrsys/data/walku~

p/N6_20100630_LAN2~
74_Proton_01.fid
ACQUISITION
sw 9615.4
at $.000
np 96154
b 4000
bs 16
d1 1.000
nt S12
ct S12
TRANSHMITTER
tn H1
sfrq 599.662
tof $99.7
tpwr 59
pw 3.125
DECOUPLER
dn c13
dof 0
dm nnn
dmm c
dpwr 41
dmf 35088

10

0 2010
dzo

SPECIAL
30.0
not used

PROCESSING
0.10
65536
DISPLAY
=-0.
5396.

NHHN

3

2

R e

T T T T — T ——————

A-Ox-III

Compound 3

1

-

NMR Macrocycle Phe-Leu-Oxazole-Leu-Leu (3)
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Display Report - All Windows All Analyses

Operator:  sdsu Instrument: Agilent 6330 Ion Trap  Print Date: 6/28/2010 3:08:38 PM

Intens |
x109]

4] !

.i_i }

LAN_OXAZOLE1.D: TIC +All MS

x1 Og‘ LAN_OXAZOLE1.D: EIC 554-556 +All MS

1.50
1.257 ||

1.004 |
1 h

6 Time [min]

X1081; 554.3
| 1107.6
|

| Lo
‘ O NH 4y
21 NH HN’@/

+MS, 2.7min #226|

249.2 379.2 4411'3 ar 858.6 l j
0 = 1 ! Ix 1 ”. e — - il - - " - " -
200 400 600 800 1000 1200 1400 m/z
MSD Trap Report v 4 (Let-Opt2) Page 1of1 i Agilent Technolagies

Compound 3: A-Ox-III
LCMS Macrocycle Phe-Leu-Oxazole-Leu-Leu (3) (MW = 553.69)
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SDSU
Project Name:  Defaults B re 0l 0
Reported by User:  System
SAMPLE INFORMATION
Sample Name: oxazole1-lan Acquired By: System
Sample Type: Unknow n Sample Set Name:
Vial: 1 Acq. Method: primary_sanA_ss_ACN
Injection #: 299 Date Acquired: 6/28/2010 5:25:18 PM
Run Time: 16.00 Minutes Injection Volume: 100.00 ul
4 o o ’"
‘ |
2.00 [l
2 ] |{r |
1.00 i‘ | !
] N ! '.‘
0.0 — it o = Wi i ) S e e ST T e
3.00- g
3 \
2,00~ !
2 3
< 1
1,001
o.oo—'l s s e o s
2.00 " 400 6.00 8.00 10.00 12.00 14.00 16.00
Minutes
— Channel: 2487Channel 1 Channel Desc.: Processing Method: ****
Channel: 2487Channel 2 Channel Desc.: Processing Method: ****
Peak | RT | Area |, Height ;
Name | (min) | (uv*sec) % Area W) Amount | Units o) ]
\Y
1 *kekk Fhkk Fokkk Hdokk ek Fokkk | deokk NH N O
o
2 Fddok Sedekk Jekhek Fedkk haaad Fedokk hAR HN
NH HN’Q/
o
Report Method: Injection Summary Report Printed 5:41:33 PM  6/28/2010 Page: 1of 1

Compound 3: A-Ox-III

HPLC Macrocycle Phe-Leu-Oxazole-Leu-Leu (3)
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PolaritylScan Type: Positive Sample Name: syek3696 Acq. File: 103111003 . wiff
Acq. Date: Monday, October 31, 20
"W =TOF M3 0153 to 0.678 min from 103111003 weT Aglent Max 5 425 counts |

6@1.3637

1800 MH+
5543313

Intensty, counts

)
MINa+ 23568
7G358

FE5 3325

566.995 530.0202
S00.8a%s 570.5083 5749067

5608714

Compound 3: A-Ox-III
HRMS Macrocycle Phe-Leu-Oxazole-Leu-Leu (3) (MW = 554.3313)
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vis e

Da

Me0-Phe-Leu-NHBoc
exp5 Proton

SAMPLE
date Feb 10 2010
solvent cdcl3
file shome/walkup/~
vnmrsys/data/lnaza~
r/N4_20100210_LAN_~
256_Proton_01.fid

ACQUISITION
SW 6410.3
at 5.000
np 64102
fb 4000
bs 16
ss 2
dl 1.000
nt 16
ct 16

TRANSMITTER
in H1
sfrg 399.760
tof 399.7
tpwr 59
pw 5.400

DECOUPLER
dn Cc1i3
dof 0
dm nnn
dmm c
dpwr 81
dmf 29412

SPECIAL
30.0
not used
20
0.008
10.800
10.000

FLAGS
n
n
y
nn

PROCESSING

0.10
65536

DISPLAY
G 0
3597.7
806.6
0
=77 .8
L2 1A

PLOT
. 240
0
280
50

cdc ph

NHBoc

—zi T

B-Ox-III

Compound 4

NMR Dipeptide MeO-Leu-N(Me)-Phe-NHBoc
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expl Proton

SAMPLE
date  Jun 23 2010
solvent cdc13
file shome/walkup/~
vnmrsys/data/lnaza~
r/N4_20100623_lan-~

trimer_Proton_01.f~
id
ACQUISITION
sW 6410.83
at 5.000
np 64102
fb 4000
bs 16
sS 2
d1 1.000
nt 16
ct 16
TRANSMITTER
tn H1
sfrq 399.760
tof 399.7
tpwr 59
pw 5.400
DECOUPLER
dn c13
dof 0
dm nnn
dmm 4
dpwr 31
dmf 29412

SPECIAL
30
not us
0.0
10.8
10.0
FLAGS
PROCESSING
0
655
DISPLAY
=0
8587
806
=111
-5
PLOT
2
15
cdc ph

BocHN

L

ppm

Compound 4

B-Ox-I1I

NMR Tripeptide MeO-Leu-N(Me)-Phe-Leu-NHBoc
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1413 12=NOV=10
Hendra

1H

hw_274

coci3

expl Proton

SAMPLE SPECIAL
date  HWow 12 2010 temp 30.0
solvent cdcl2 gain not used
file shome walkups~ spin 20
vnmreys/data/shwahy~ hst d.008
U/N5_Z20101112_ hw_2~ pwd0 10.500
74_Pratan_01.fid alfa 6.60D
ACQUISITION FLAGS
= 7993.2 11 n
at 5.000 in n
np 79992 dp 4 O
fb 4000 hs nn P
bs a3z PROCESSING T |
55 2 b 0.20 o P4 o |
dl 5.000 fn 65536 o T |
nt 16 DISPLAY m |
ct 16 sp -0.1 |
TRANSMITTER wp 94393 o O
tn HL rf1 AG34 .8 /
sfrg 499940 rfp a634.5
tof 499.% rp -76.8
tpwr 57 1p 1.5
nw 5.250 PLOT
DECOUFLER we 250
dn Gi3 sG 0
dof o v an
dim nnn th 2
clmm o ai cde  ph
dpwr 35
dmf 32258

Davis et al.

S36

B-Ox-III

T l

8 7 6 5 A 3 2 - X
= 2 3 A S ] g %

= K K A S N g ¥ 4w

NMR Dipeptide MeO-Ser(Bzl)-Leu-NHBoc

Compound 4



Supplementary Material

hw288
expl PFroton

SAMPLE
date Dec 15 2010
solvent cdcl3
file shome walkup/~

VAMrsys /data /hwahy~
u/MNA_Z20L0L1215 _hwib~

8_FProton_01.f1d

SPECTAL

Davis et al.

ACQUISITION
W 6410.3
at 5.000
ng 64102
fh 4000
bs 16
55 2z
dl 1.000
nt 16
&t 16
TRANSHITTER
tn H1
sTryg 399.760
tof 399.7
tpwr 58
W 5.400
DECOUPLER
dn c13
def L1}
dm nnn
fipw s
r
nhﬂ 29412
|
_|.|u|— T T _ T
8
[
-
o

S37

NMR Dipeptide MeO-Oxazole-Leu-NHBoc

Compound 4: B-Ox-III
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Davis et al.

LP_OX9_Lastspot \
expl Proton ,\
[
SAMPLE SPECIAL ‘
date Jul 27 2010 temp 30.0 |
solvent cdcl13 gain not used
file shome/walkup/~ spin 20
vnmrsys/data/hwahy~ hst 0.008
u/N4_20100727_LP_0~ pw90 10.800
X9_Lastspot_Proton~ alfa 10.000
_01.fid FLAGS
ACQUISITION il n
sw 6410.3 in n |
at 5.000 dp % o . \
np 64102 hs nn P
fb 4000 PROCESSING / =
bs 16 b 0.10 @) m zZ
ss 280fh 65536 o) m I
dl 1.000 DISPLAY
nt 64 sp =012 ~N
ct 64 wp 3597.7 ZIxO
TRANSMITTER xii 3708.1 T \
tn HI R fip 2906.2 P4
sfrg 399.760 rp =137.6
tof 3997, 1p =18
tpwr 59 PLOT o]
pw 5.400 wc 240
DECOUPLER s€ 0
dn C18 s 1865
dof 0 th 2
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412
|

o \ / | m

AR s \\\ \ \\ \ A » g | \ \J ,

/ \A l bl '

bl i E LS 0 }w,,,\ ,,(PLLFIIAWA“L%\& ﬁ. _f%rx ;?»L?rfﬁ, \\ M ;tt(flff\g%t ftk T B
B Shn. il R P R T e P e T R S TR el

S38

NMR Pentapeptide MeO-Oxazole-Leu-Leu-N(Me)-Phe-Leu-NHBoc

Compound‘4: B-Ox-III
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Supplementary Material

Display Report - All Windows Selected Analysis

Analysis Name:
Method:
Sample Name:

Print Date: 6/8/2011 9:23:34 AM
Acq. Date: 8/17/2010 10:36:34 AM

LP-OX9_2.D Instrument: Agilent 6330 Ion Trap

SANA.M Operator: sdsu

EP=OX9=2

Analysis Info:

Intens.

x109

0.8

0.6+

0.4+

012+

0.0

| LP-OX9_2.D: EIC 698-700 +All MS

1 S e e S T e R dF Time [min]

Intens.
x108]

1.5
1.0

0.5

+MS, 3.6min #351

339.8

600.3
48'?.2 ﬁ

1296.6
M

0.0

200

i e 00 0000 o0 iA00 ie000 R00 T o000 S mz

MSDN Tran Rennrt v 4 (1 ot-Ont2)

Pace 1of1 <. Agilent Technologies

Compound 4: B-Ox-III

LCMS Pentapeptide MeO-Oxazole-Leu-Leu-N(Me)-Phe-Leu-NHBoc (MW = 699)

S39
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Davis et al.

hw260
Proton

SAMPLE
date Oct 25 2010
solvent cd3cn
file /home/walkup/~
vnmrsys /data/hwahy~
u/N4_20101025_hw26~

expl7

0_Proton_01.fid

ACQUISITION
SW 6410.3
at 5.000
np 64102
fh 4000
bs 16
sS 2
di 1.000
nt 64
ct 64

TRANSMITTER
tn H1
sfrg 399.762
tof 399.8
tpwr 59
pw 5.400

DECOUPLER

dn Cc13
dof 0
dm nnn
dmm c
dpwr 81
dmf 29412

temp
gain
spin
hst

pwao
alfa

SPE

PRO

DI

cdc

ESSI

PLAY

LoT

ph

10.000

=
S5<33

NG
0.10
65536

=0.0
3597.7
1591.3
775.5
-45.7
1.8

240
0
1052
50

B-Ox-III

Compound 4

NMR Macrocycle Phe-Leu-Oxazole-Leu-Leu-N(Me) (4)

S40
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Davis et al.
Display Report - All Windows Selected Analysis
Analysis Name: HW260.D Instrument: Agilent 6330 Ion Trap Print Date: 11/1/2010 1:38:38 PM
Method: SANA.M Operator: sdsu Acq. Date: 10/26/2010 4:50:50 PM

Sample Name: hw260
Analysis Info:

Intens. HW260.D: TIC +All MS|

x108]

x1 O% HW260.D: EIC 566-568 +All MS
2.0

0.5

0.0 T T T T T T
) 2 3 4 5 6 Time [min]

Intens. +MS, 3.0min #117]
x107 1134.0

567.8

0 i

200 400 600 800 | 1000 1200 1400 1600 1800 2000  miz

MSD Trap Report v 4 (Let-Opt2) Page 1of 1 i Agilent Technologies

Compound 4: B-Ox-III

LCMS Macrocycle Phe-Leu-Oxazole-Leu-Leu-N(Me) (4) (MW =567)

541
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Davis et al.
SDSU 3/
Project Name: Defaults / /ff / 4
Reported by User: System
SAMPLE INFORMATION
—
Sample Name: hw260 Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: 1 Acqg. Method: primary_sanA_ss_ACN
Injection #: 852 Date Acquired: 10/27/2010 9:47:35 AM
Run Time: 16.00 Minutes Injection Volume:  50.00 ul
e U e 3 B S
1.003
=) 0.504':
<

AU
o
o
)
A—EL
S

= 2.00 400 6.00 8.00 " 10.00 oo 14.00 16.00
Minutes
—— Channel: 2487Channel 1 Channel Desc.: Processing Method: *
—— Channel: 2487Channel 2 Channel Desc.: Processing Method: * -
Peak | RT Area | Height .
Name | (min)| ( V*sec) % Area (V) Amount | Units 5
1 *kkk *kkk *kkk Fkkk *kkk *kkk F*kokk & \
2 *kkk ke hkkd *kkk *kkk dkkk *kkk N O
O NH  HN
/
N HNTXq
(0]
Report Method: Injection Summary Report  Printed 10:03:49 AMI0/27/2010 Page: 10f1

Compound 4: B-Ox-III
HPLC Macrocycle Phe-Leu-Oxazole-Leu-Leu-N(Me) (4)

542
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Polarity'Scan Type: Positive

Supplementary Material

Sample Name: syek3837 Acq. File: 103111004, wiff
Acq. Date: Monday, October 31, 20

[ +TOF MS: 0.183 to 0.555 min from 10311 1004wt Aglent

568 3408
9.5e4

9.0=4
a.5=4
3.0=4
7.5t
704
LRl

8.0=4]

4 Fed ]

Intensity, counis

4 04
3,504
3004 ] #0.2531
2524
210e4]
1504

1.0s4

.08

MH+

000,04 70,3650

Maz 6. 1e5 counts.

MNa+

5203318

213347

5E87.3305
5883804 3381

JI0E

506.3119 ﬁmf'ﬁ’e B08.3038
i

=5 ES o

<]
s
o

4 . il \lL‘ P
i

575 5 545 58 5bs Coa 805

Compound 4: B-Ox-III

HRMS Macrocycle Phe-Leu-Oxazole-Leu-Leu-N(Me) (4) (MW =568.3520)

543



Supervisor Shelli McAlpine
18 cDcl3 F:\\ hwa 51

(><)

__ BRUKER

(>

Current Data Parameters

Supplementary Material

| o N NAME 110308-hwa
| Z O EXPNO 3
5 I PROCNO 1
‘ s =
I
| m F2 - Acquisition Parameters
_ Date_ 20110309
“ o "o Time 5.26
‘ | TNSTRUM dpx2
| PROBHD 5 mm PABBO BB/
{ PULPROG zg
D 32768
| SOLVENT CcDC13
7 NS 64
De Q
i SwH 4816.956 Hz
FIDRES 0.147002 Hz
‘ AD 3.4013684 sec
| RG 256
| DW 103.800 usec
ﬂ DE 12.00 usec
[ | TE 299.2 K
| | Dl 2.00000000 sec
f TDO 1
| ======== CHANNEL fl ========
| NUC1 1H
/ Pl 14.90 usec
f PL1 2.50 dB
SFOo1 300.3019519 MHz

F2 - Processing parameters

SI

65536

S44

Davis et al.

|
‘ LB 0.20 Hz
gﬁ \ MW ° 1.00

_m 4 _ WW 300.3000268 MHz
P : \ H__\ ,_h_\ ‘_ ,_\ \ \ mmw 5 EM
W .\e ;_HL, M 2 W
I 1 T T T T | I

g i 6 5 4 3 2 1 ppm
S bt el J WIS
ﬁﬁ mﬂ 8K Q8 g WL Emé&me
=) o 3&4| _1 - .Jm o] | |e 1w2_2mm.4fni

NMR Dipeptide MeO-Lys(Cbz)-Phe-NHBoc

Compound 5: C-Ox-III
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Davis et al.

Supervisecr Shel
1H CcDCl3 F:\\ h

Li McAlpine
Wg 58
{

(><)

{ o5

Current Data Parameters

i 7 NEME 110316-hwa
{ / EXPNO 1
| { PROCNO 1
| 1
n 2 W F2 - Acquisition Parameters
O N i Date 20110317
(@] o) -
] z @) Time 6.08
| anares b I _ INSTRUM dpx2
g~ < z i PROBHD 5 mm PRBBO BB/
o i BULPROG zg
TD 32768
_ o "o ‘ SOLVENT cDC13
I NS 64
DS 0
SWH 4816.956 Hz
{ FIDRES 0.147002 Hz
| AQ 3.4013684 sec
il RG 256
i oW 103.800 usec
__. DE 12.00 usec
\ i TE 298.2 K
_ D1 2.00000000 sec
/ TDO 1
" _M ==m====== CHANNEL £l =——=—=—=
| | / _ nucl 1H
fl f | Pl 14.90 usec
[ f 7 ? PL1 2.50 dB
: | / 7 SFOL 300.3019519 MH=z
' 7 \ P2 - Processing parameters
_ | s1 65536
SF 300.3000264 MHz
_ o / WDW EM
\ | i i i 55B 0
_ ?e _ﬁ. __m /;: 1B 0.20 Hz
- | | GB 0
i WA :
),\rll..\.(lll.\:\ = g i 4 | ‘_‘ .
, T T T [ e e T T T
8 7 6 4 3 2 1 ppm
f _/J 2#.2F. 5_h5__5p/8.\_ ©
B & I 228 @
_5 L] o AE - 1m - 3_2 © [=]
- =y

Compound 5: C-Ox-III

NMR Tripeptide MeO-Lys(Cbz)-Phe-D-Phe-N(Me)Boc

S45
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Davis et al.

1413 12=NOV=10
Hendra

1H

hw_274

cpciz

expl Proton

SAMPLE SPECIAL \O

date Nov 12 2010 temp 30.0 zZ
solvent cdel13  gain not used T =
f11e /Home/walkup/~ spin 20 o
vnmrsys/data/hwahy~ hst 0.008 o] =
U/NE_R0101112_hw_2~ pwd0 10.500 oM

74_Proton_01.f1d alfa 6.600 o o

ACQUISITION FLAGS
sw 7938.2 i1 n |
at 5.000 in n
np 73992 dp ¥
fb 400D hs nn
bs 32 PROCESSING “
ss ? 1b 0.20 |
dl 5.000 fn 65536 ]
nt 16 DISPLAY _
ct 16 sp -0.1 i

TRANSMITTER wp 4498 .3 |
tn HL rfl 4634.8 |
sfrg 499.940 rfp 2634.5
tof 499.9 rp -76.8
tpwr 57 p 1.5
pw 5.250 PLOT

DECOUFPLER we 250

dn €13 sc o
dof o wvs 30
dm nn th 2
dmm c ai cdc ph
dpwr 35
dmf 32258

/
!

—
——

f ! i

f *
| /1l |
I ..s. § Plrnl:._.vll.\_fl.,lx( —

|

546

C-Ox-III

8 7 6 5 4 3 2
T e top-t o Ly
e S i R I @ S
oo o s B R i hess

.BZ

1

NMR Dipeptide MeO-Ser(Bzl)-Leu-NHBoc

Compound 5
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Davis et al.

hw2gs

expl Proton

SAMPLE SPECIAL
date Dec 15 2010 temp 30.0
solvent cdc13 gain not used
file shome/walkups~ spin 20
vimrsys /data /hwahy~ hst 0.008
u/N4_20101215_hwzd~ pwdd 10.800
8§_Proton_01.fid alfa 10.000
ACOUISITICN FLAGS (@)
swW 6410.3 i1 n
at 5.000 in n
np 64102 dp ¥
fh 4000 hs nn —
bs 16 PROCESSING
ss 2 1k 0.10 o2z
dl 1.000 fn 65536
nt 16 DISPLAY
ct 16 sp =0.0 =z ﬂ\
TRANSHMITTER wp 3597.7 T
in HL rfl 3708.7 o
sfrq 3%9.760 rfp 2906 .2 o
tof 3948.7 rp 142.6 m
tpwr 59 1p -0.7
pw 5.400 FLOT
DECOUPLER we 240
dn C13 sc 0
dof 0 we 108
dm nnn th 2
dmm ¢ ai cdc ph
dpwr 31
dmf 29412
d {
|
\ |
_ﬁ /)
ke ! Lo AU |
T 1 T R T T — T T T T T T T — T T
8 7 ) 5 4 2 1 ppm
- ﬁl_ M r.u..L - rMu.. pd J ﬂM.._ M.
o o w - m - W M o ﬁ

Compound 5: C-Ox-III

NMR Dipeptide MeO-Oxazole-Leu-NHBoc

S47
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Davis et al.

o
o -
Supervisor Shel{li McAlpine m\/~\\0
LP-122-30x \ _ L
v (@)
R s o o ﬁ)@ BRUKER
| T
[ z
| 4 _N T ) %
| Z
o Current Data Parameters
| o NAME 110323-hwa
| EXDPNO 1
{ PROCNO 1
%_ W - F2 - Acquisition Parameters
| N i Date 20110324
| IS { Time 8.33
| i TNSTRUM dpx2
ﬁ‘ 11 PROBHD 5 mm PABBO BB/
il PULPROG zg
I TD 32768
i SOLVENT cDCl3
P | NS 64
Il DS D
___ SWH 4816.956 Hz
.ﬂ_ i FIDRES 0.147002 Hz
f AQ 3.4013684 sec
{ RG 256
DW 103.800 usec
\ DE 12.00 usec
| il o TE 299.2 K
[ / b1 2.00000000 sec
| ‘ TDO 1
{ T
==—===—= (HANNEL £l ========
NUC1 1H
Pl 14.90 usec
| PL1 2.50 dB
m; SFO1 300.3019519 MHz
I I
_ _ :w F2 - Processing parameters
| ! _ 5T 65536
_ SF 300.3000262 MHz
\ fl i WDW EM —
, , ﬁ 5SB 0 =
i 1B 0.20 Hz 1
il . ? GB 0 >
C _ BC 1.00 o
L4 \WF\ ’ SN SR @)
-
= T T T R T Tt T v R T T o
8 7 6 5 4 3 2 1 ppm g
R e AT PN y 2
8 e s 8OO0 e B 18 BlE £
- Z_ | e I 3 _n. < ~ o™ | | e} o
l lew 1 | i i i i | e i C

S48

NMR Pentapeptide MeO-Oxazole-Leu-Lys(Cbz)-Phe-D-Phe-N(Me)Boc
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==== Shimadzu LCMSsolution Analysis Report ====

Chromatogram
LP 122-30x C:\LabSolutions\DataMcAlpine\HW0S0S LIILP 122-30.led

uv
1500000

] |

1250000 | ‘|
1000000 ‘ |
250000 [
300000

250000 I ’ |

TPDA Multi |

MS Spectrum Graph
Ret. Time:6.633(Scan# 339)
BG Mode:?

Mass Pcaks 1619 BasuPcaJ\ 883 30(1350551) Polarity: Pn\ Segment] - Evenrl
100+ e A “P A S P e Sy - - |-

o)

. p| ﬁéﬁ 43

CbzHN
30-

20 |

10 475 |

571 l

i 622 | |

T S 7 | o

_;Ilfr -1 (S . ‘_iﬁ_l ki 1 B . lise amz 13331378 1486 1381 1665 ITI8 1537 1529 15%0)

T e = e (L o

300 400 500 600 700 800 900 1000 1100 1200 1300 1400 1500 1600 1700 1800 1900

m'z

Compound 5: C-Ox-III

HPLC/LCMS Pentapeptide MeO-Oxazole-Leu-Lys(Cbz)-Phe-D-Phe-N(Me)Boc (MW =
882)

549
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Supervisor Shellli McAlpine

122-30x

1H CDC13 F:\\ hwa 11

|

Lot )

(<O

Current Data Parameters

NAME 110428-hwa
i EXPNO 1
i PROCNO 1
! z
| T F2 - Acquisition Parameters
| X Date_ 20110428
I O Time 15.54
INSTRUM dpx2
PROBHD 5 mm PABBO BB/
PULPROG zg
TD 32768
SOLVENT cpC13
NS 128
DS 0
{ SWH 4816.956 Hz
{ PIDRES 0.147002 Hz
| AQ 3.4013684 sec
; { RG 228.1
f , DW 103.800 usec
\ DE 12.00 usec
! TE 298.2 K
i \ Dl 2.00000000 sec
h | TDO bl
m% / \ ====c=== CHANNEL fl s===c=—==
| | NUC1l 1H
i S \ | Pl 14.90 usec
! | PLl 2.50 dB
_ FoU sFol 300.3019519 MHz
__\\ { ___ F2 - Processing parameters
| [ sI 65536
- \ SF 300.3000266 MHz
) _ WDW EM
_ / | i 33B 0
é _ ﬁ ; & , LB 0.20 Hz
B ii ._:_ _ 7{’ GB 0
k / ﬁfll?(arllltuaqﬁ [ | \ PC 1.00
S 4 ) ) i
RERTRTEEE | R TUR T TR PR TR SR L) (R L e A [B et ; B R T [ o
8 5 4 3 2 1 ppm
| | AR L) 2]
8 8 198 AR S 885 g K |3 R |8
- _0 ~ 3“ 1;2_73 N e | | © |© |o

Compound 5: C-Ox-III

NMR Macrocycle Phe-D-Phe-N(Me)-Oxazole-Leu-Lys(Cbz) (5)

S50
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==== Shimadzu LCMSsolution Analysis Report ====

Chromatogram
122-30x C:\LabSolutions\Data\McAlpine\HW\3004111122-30x led
uv

1500000
1250000
1000000

50000

500000 |

250000 [

' |
e s e .| IPDAMultil

0.0 25 5.0 7.5 10,0 125 150
min

MS Spectrum Graph
Ret Time:5 200(Scan#:253)
BG Mode:?
Mass Peaks: 1605 Bace Peak:751.15(881037) Polarity:Pos Sepment] - Event]
100 " e R L T
i 7

|
90 |
80 |

70

o7 |

50 o

N 0
NH /T% \ |
" NHHN g D i
] CbzHN o} '
30;

m

|
201 ‘
|
10 l ‘

m

487 3 L s?z
IV O Ll L T M e e M e g s bw
30 400 00 600 0D 800 90D 100D 1100 1200 1300 1400 1500 1600 1700 1800 1900

Compound 5: C-Ox-III
HPLC+LCMS Macrocycle Phe-D-Phe-N(Me)-Oxazole-Leu-Lys(Cbz) (5) MW=750)

S51



Davis et al.

Polarity!Scan Type: Positive

Supplementary Material

Sample Mame: syek5598

Acq. File: 103111005 wil
Acq. Date: Monday, Cctober 31, 2

[ W +TOF MS: 0202 to 0726 min from 10311 1DDS.w‘anl1i'e_nt
+

7513821
2 TedA

2 et
2 Bt
2444
2244
2244
214
2.0t
184
1824
1 Ted
1 el
1 524
1 4ed
134
1 2ed
IRES
1 0ed
9000.04
£000.04
T000.04
6000.04
5000.04

Imtensty, counts

P52 3857

4000.04
3000.04
2000.04
1000.04

|

Ir53.3884

54.!39 i5

MNa+
T73.2640

743677

T8 4004

085757 10.3607 [75.3703

' 1.3602
|

|.th" Wl

Max_ 4.B25 counts

D TR TR TR TR

'
Th2 To4

miz, amu

7 7H6 758 740 766

768 70 T2 T4

7ha

Compound 5: C-Ox-III

HRMS Macrocycle Phe-D-Phe-N(Me)-Oxazole-Leu-Lys(Cbz) (5) MW= 751.3821)

S52
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Davis et al.

eks~I1I-204
October 14, 2010

eXpl Proton

SAMPLE SPECIAL
date Oct 14 2010 temp 30.0
solvent cdc13 gain not used
file /home/walkup/~ spin 20
viamrsys/data/esing~ hst 0.008
h/N4_20101014_eks=~ pw90 10.800
II1I-204_Proton_01.~ alfa 10.000
fid FLAGS
ACQUISITION L n
sw 6410.3 1in n
at 5.000 dp y
np 64102 hs nn o
fb 4000 PROCESSING @
bs 16 1b 0.10 l @)
sS 27Ty 65536
d1 1.000 DISPLAY z z
nt 16 sp -0.1 5 T
ct 16 wp 3587.7 o
TRANSMITTER rfl 806.6 m
tn H1 rfp 0 o ~O
sfrq 399.760 rp -109.0
tof 399.7 1p Z13l9 \
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sc 0
dn C13 vs 1500
dof 0 th 50
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412
{
— R e e e e g T —— :
8 7 6 5 2 ppm

D-Ox-1II

Compound 6

NMR Dipeptide MeO-Ser(Bzl)-D-Leu-NHBoc

S53
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Davis et al.

eks=-1I11-208
October 18, 2010

expl Proton

SAMPLE SPECIAL
date Oct 18 2010 temp 30.0
solvent cdc13 gain not used
file s/home/walkup/~ spin 20
vnmrsys/data/esing~ hst 0.008
h/N4_20101018_eks~~ pw90 10.800
I111-208_Proton_01.~ alfa 10.000
fid FLAGS
ACQUISITION i1 n
sW 6410.3 in n >
at 5.000 dp % S
np 64102 hs nn =
fb 4000 PROCESSING S @)
bs 16 1b 0.10 s
ss DR 65536 m Z_ o
dl 1.000 DISPLAY
nt 16 sp -0.1
ct 16 wp 35872.7
TRANSMITTER rfl 806.6 o ~O
tn H1 rfp 0 /
sfrg 399.760 rp -81.7
tof 399.7 1p ~2.4
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sc 0
dn C13 s 150
dof 0 th 50
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412
A
) 1 W i
- T e T e T i
8 7 6 ppm

D-Ox-IIT

Compound 6

NMR Dipeptide MeO-Oxazole-D-Leu-NHBoc

S54
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Display Report - All Windows Selected Analysis

alysis Name: EKS-III-202.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:29:53 AM
rthod: SANA.M Operator: sdsu Acq. Date: 10/19/2010 10:53:25 AM
mple Name:  eks-II1-202

alysis Info:

ansé“ i EKS-11-202.D: EIC 540-542 +All MS
10° |
44

SRes e a3 e e eRE e e T (N

ans. +MS, 1.8min #124
107 485.6

2.0

541.6

982.5 OH BocHN

O &5
&
el g

D0 Ao S0 S Y R00 000 P00 4008 Sie000 T e00e o000 ez

ISD Trap Report v 4 (Let-Opt2) Page 1of1 % Agilent Technologies

Compound 6: D-Ox-III
LCMS Tripeptide HO-D-Phe-Phe-(2R,3R)/(2S,3S)-p-OH-Leu-NHBoc (MW = 541)

S55
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eks~III-212
October 21, 2010

expl Proton

SAMPLE SPECIAL
date Oct 21 2010 temp 30.0
solvent cdc13 gain not used
file /home/walkup/~ spin 20
vnmrsys/data/sesing~ hst 0.008
h/N4_20101021_eks=~ pw30 10.800
I1I-212_Proton_0l1.~ alfa 10.000
fid FLAGS (@) 2t
ACQUISITION i1 n = o)
swW 6410.3 in n T
at 5.000 dp y Gl
np 64102 hs nn o I
fb 4000 PROCESSING A m
bs 16 1b 0.1
ss 2 fn 65536 o L0
dl 1.000 DISPLAY
nt 64 sp -0.1
ct 64 wp 3587.7 (@] Z W/”x "
TRANSMITTER {1 806.6
tn H1 rfp 0 | /v'\
sfrq 339.760 rp -61.0 o S @)
tof 399.7 1p 16.4 |
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sc 0
dn L3l Vs 1250
dof Ditith 50
dm nnn ai cdc ph
dmm c
dpwr 81
dmf 29412

Davis et al.

NMR Pentapeptide MeO-Oxazole-D-Leu-D-Phe-(2R,3R)/(2S,3S)-p-OH-Phe-Leu-NHBoc
S56

Compound 6: D-Ox-III
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Davis et al.
Display Report - All Windows Selected Analysis
Analysis Name: EKS-III-212.0  Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:30:59 AM
Method: SANA.M Operator: sdsu Acq. Date: 10/19/2010 6:46:26 PM

Sample Name:  eks-III-212
Analysis Info:

Intens. ; EKS-I1I-212.D: EIC 735-737 +All MS
x1084 |
1 |
4 ]
] |
41 1
] |
|
|
] |
3 |
|
|
|
|
|
|
21 :
|
|
|
|
|
14 |
|
|
|
0 e s : e — e
;) 2 3 4 5 6 Time [min]
Intens. +MS, 2.7min #207
x107 735.8 : i
8_
1 (0}
= 7
o
O /N
4 /k\“\[
NH BocHN
OJ\,NH HN‘D—
> )—4 (0]
2 (0] ;N OH
| 635.7
e e e i e s
200 400 600 800 1000 1200 1400 1600 1800 2000 m/z
MSD Trap Report v 4 (Let-Opt2) Page 1of 1 % Agilent Technolagies

Compound 6: D-Ox-I1I

LCMS Pentapeptide MeO-Oxazole-D-Leu-D-Phe-(2R,3R)/(2S,3S)--OH-Phe-Leu-NHBoc
(MW = 736)
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Supplementary Material

Davis et al.
Display Report - All Windows Selected Analysis
Analysis Name: EKS-1I1-222_46. Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:31:48 AM
Method: SANA.M D Operator: sdsu Acq. Date: 10/28/2010 2:03:15 PM

Sample Name:  eks-11I-222_46
Analysis Info:

Intens7. ‘ EKS-11l-222_46.D: EIC 603-605 +All MS
x10 |
1.0
0.8
0.6
0.4
0.2
0.0 - ; - — , , v
1 2 3 4 5 6 Time [min]
Intens. +MS, 2.4min #92
x106 603.9
4
34
O
\( «\\’ﬁ\(o
P N
2 1227.9 HN
0 NH
O
o) ";-IOH
14
200 400 600 800 1000 1200 1400 1600 1800 2000 m/z
MSD Trap Report v 4 (Let-Opt2) Page 1of1 i Agilent Technologies

Compound 6: D-Ox-I1I

LCMS Macrocycle (2R,3R)-p-hydroxy-Phe-Leu-Oxazole-D-Leu-D-Phe (MW = 604)
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Davis et al.

1401 07-DEC-10
Erin

1H
eks_III_252_ERT_phenser

CD30D
expl Proton
SAMPLE SPECIAL
date Dec 7 2010 temp 30.0 o (@]
o

solvent cd3od gain not used
file /home/walkup/~ spin 20 s
vnmrsys/data/esing~ hst 0.008 i 5] zZ /.
h/N6_20101207_eks_~ pw90 6.250 _— TN
III_252_ERT_phense~ alfa 10.000
F_Proton_02.fid FLAGS \N Hﬁ
ACQUISITTON i n O Tz
sw 9615.4 in n =
at 5.000 dp Yy
np 96154 hs nn < Vx\\
fb 4000 PROCESSING
bs 16 b 0.10 ®)
d1l 1.000 fn 65536
nt 256 DISPLAY
et 256 lisp =0.1
TRANSMITTER wp 5396.3
tn HEN G 3190.8
sfrq 599.628 rfp 1984.8
tof S99 U7 P! el 1 Y
tpwr 59 1p -3.0
pw 3425 PLOT
DECOUPLER weC 250
dn €181 rsc 0
dof (LS 5000
dm nnn  th 0
dmm c ai cdc| ph
dpwr 41
dmf 35088

il o

BRI |8 e

S59

D-Ox-IIT
NMR Macrocycle (2R,3R)-pB-benzoxy-Phe-Leu-Oxazole-D-Leu-D-Phe (6)

Compound 6



Supplementary Material

Davis et al.
Display Report - All Windows Selected Analysis
Analysis Name: EKS_VIAL10.D Instrument: Agilent 6330 Ion Trap Print Date: 4/3/2011 6:25:51 PM
Method: SANA.M Operator: sdsu Acq. Date: 3/30/2011 5:34:17 PM

Sample Name: eks_viall0
Analysis Info:

Intens.[— | EKS_VIAL10.D: TIC +AllMS
x107] 1
e
A
34
q | I
|
|
2 |
|
|
14 |
g
1 |
X1 o%— EKS_VIAL10.D: EIC 693-695 +All MS
6,
4,
2_
e ey
1 2 3 4 5 6 Time [min]
Intens. +MS, 3.3min #157
x106 694.4 1391.4
2.0
151 \( 2=
N N O
; N
HN
NH
(e}
1.0
Q N
o 710 C
0.57
1 586.9 m J 1661.8
0ot 389 el L
200 400 600 800 1000 1200 1400 1600 1800 2000 miz
MSD Trap Report v 4 (Let-Opt2) Page 1of1 3% Agilent Technologies

Compound 6: D-Ox-I1I

LCMS Macrocycle (2R,3R)-B-benzoxy-Phe-Leu-Oxazole-D-Leu-D-Phe (6) (MW = 694)
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Davis et al.
SDSU ’
Project Name: Defaults //’Zf/f
Reported by User: System
SAMPLE INFORMATION
Sample Name: eks_comp145_30ox Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: i Acq. Method: primary_sanA_ss_ACN
Injection #: 240 Date Acquired: 3/16/2011 1:22:10 PM
Run Time: 16.00 Minutes Injection Volume:  50.00 ul
2.00—}
= 1Aooi§
0.00\—— = — /L =
3.00 & e S = :
2.00- ‘
2 ‘ f §
< 100 | / ;
1 5 | 3
e e Fi s J L*ﬁ—“—"‘——:,*
200 . 400 600 800 10.00 1200 1400 | 16.00
Minutes
——— Channel: 2487Channel 1 Channel Desc.: Processing Method: *
——— Channel: 2487Channel 2 Channel Desc.: Processing Method: *
Peak | RT Area |, Height :
Name | (min)| ( V*sec) % Area (V) Amount | Units \( o \
[l R Fekdkek ek ek kK Tkkk | kkkd I,,(Q\Ni\(o
2 kkkk Fededkd Kk Fkdkk ekkk Fekkk *kkk H N
= T
Q\ NH HN "N
C§ C
Report Method: Injection Summary Report  Printed 1:38:23 PM 3/16/2011 Page: 10of1

Compound 6: D-Ox-I1I

HPLC Macrocycle (2R,3R)-B-benzoxy-Phe-Leu-Oxazole-D-Leu-D-Phe (6)
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Polarityl/Scan Type: Positive

Supplementary Material

Sample Name: syek3599

Acg. File: 103111006 wil
Acq. Date: Monday, Cctober 31, 2

Intensty, counts

2004 6704300

[ +TOF MS: 0154 to 0,552 min from 102111006 weT Aglent

680.3385

MH-+
804.3502

ges.3620

808.3674

602 2637

702 8634

708.2832

Mazx_ 6825 counts

MMa+
718.2419

7134438 TE.3474

43854

7300337
TIRAT 727438

7153220

150

100

s
0

4327 I 62,3506
ol JJL"JL;«UJL .w.tUuI‘u\Mm_.,-.M uJJJ LJ 'Ju"hﬁ. Wi
650 GBS &ho

s il

G5

700

miz, smu

Ti0.8772
JWIJJ o LLL}E;..\.«JlLJAJ\E.#'LJ_.JL I}uJ% : 5_.u ||u'L ) ul.JiL:J‘w.AMWLJJ JLJJ u\.nﬁ.a..' L,

730 715

Compound 6: D-Ox-I1I

HRMS Macrocycle (2R,3R)-p-benzoxy-Phe-Leu-Oxazole-D-Leu-D-Phe (6) MW =

694.3592)
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Davis et al.

eks-III-232
November 5, 2010

Sample: eks-III-232
Sample ID: s_20101105_07
File: s/home/walkup/vnmrsys/data/esingh/N4_20101105_eks-III-232_Proton_01.fid

Pulse Sequence: s2pul

Solvent: cdcl13

Temp. 30.0 C / 303.1 K

Operator: esingh

File: N4_20101105_eks-III-232_Proton_01
VNMRS-400 "wormhole"

Relax. delay 1.000 sec

Pulse 45.0 degrees 15}
Acq. time 5.000 sec [e)
Width 6410.3 Hz as) o
16 repetitions z O
OBSERVE  H1, 399.7571774 MHz |
DATA PROCESSING Z
Line broadening 0.1 Hz O
FT size 65536
Total time 1 min, 48 sec
: (@) o

P

ppm

D-Ox-11

Compound 7

NMR Dipeptide MeO-Ser(Bzl)-Val-N(Me)Boc
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STANDARD 1H OBSERVE - profile

Sample: EKS-III-240
Sample ID: s_20101115_10
File: s/home/walkup/vnmrsys/data/esingh/N5_20101115_EKS-III-240_Proton_01.fid

Pulse Sequence: s2pul

Solvent: cdcl13

Temp. 30.0 C / 303.1 K

Operator: eracht

File: N5_20101115_EKS-III-240_Proton_01
VNMRS-400 "wormhole"

Relax. delay 1.000 sec o /
Pulse 45.0 degrees o
Acq. time 5.000 sec

Width 7999.2 Hz =

16 repetitions

OBSERVE H1, 499.9374769 MHz o_Z
DATA PROCESSING

Line broadening 0.2 Hz

FT size 65536 o
Total time 1 min, 48 sec

ppm

D-Ox-11

Compound 7

NMR Dipeptide MeO-Oxazole-Val-N(Me)Boc
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Display Report - All Windows Selected Analysis

Analysis Name: EKS-I1I-234.D  Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:22:13 AM
Method: SANA.M Operator: sdsu Acq. Date: 11/8/2010 12:05:19 PM
Sample Name: eks-1II-234

Analysis Info:

Inten57 ! EKS-I11-234.D: EIC 443-445 +All MS
x107 |

0.51

7 2 SERes sesE SEESEeERT s e e in]
Intens. +MS, 3.0min #204
x1071 3227 .
4_
(0]
= ?’OH
lie
3 NH

(0]
@j’NH NHBoc
al

4446

200 A0l 000 S0 00000 00 T eon T a0 000 e

Compound 7: D-Ox-II
LCMS Tripeptide HO-D-Leu-D-Phe- p-OH-(2R,3R)/(2S,3S)-NHBoc (MW = 444)
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eks~I111-244
November 19, 2010

expl Proton

SAMPLE SPECIAL
date Nov 18 2010 temp
solvent cdc13 gain
file shome/walkup/~ spin
vnmrsys/data/esing~ hst
h/N4,20101119_eks=~ pw90
111-Z44_Proton_01.~ alfa

fid FLA
ACQUISITION i1
sw 6410.3 in
at 5.000 dp
np 64102 hs
fb 4000 PROCE
bs 16 1b
$S 2 fn
dl 1.000 DISP
nt 32 sp
ct 32 wp
TRANSMITTER rfl
tn H1 rfp
sfrg 399.760 rp
tof 389.7 1p
tpwr 59 PL
pw 5.400 wc
DECOUPLER sC
dn C13 vs
dof 0 .ith
dm nnn ai ecdc
dmm c
dpwr a1
dmf 29412
1
1
e _i
B S e S R gt
8

Compound 7: D-Ox-II

NMR Pentapeptide MeO-Oxazole-Val-N(Me)-D-Leu-D-Phe-(2R,3R)/(2S,3S)-p-OH-Phe-

NHBoc
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Display Report - All Windows Selected Analysis
Analysis Name: EKS-III-244_F38 Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:27:43 AM
Method: SANA.M -45.D Operator:  sdsu Acq. Date: 11/19/2010 4:08:59 AM

Sample Name:  eks-1I1I-244_f38-45
Analysis Info:

Intenss_ ; EKS-Il-244_F38-45.D: EIC 734-736 +All MS
x10 [
i
|
|
1 |
1.5+ |
|
|
|
I
|
1
1.0 1
]
]
I
I
I
|
|
0.5 i
1 |
I
|
|
I
|
goie—0u»——————— — —_—
1 2 3 4 5 6 Time [min]
Intens. | +MS, 3.1min #238
x107 735.8 :
5<
O
4
0.§~<\ |

] 2-N N o

4 T \

5 636.2 NH o

] 02&

J Q NH NHBoc
{5 o} ?‘;NOH
1

1 523.8 1369.0
o] 326.2 ﬂ \

0 A0 o000 o0 P00 4000 & ie00E S eet0 o000 iz

Compound 7: D-Ox-II

LCMS Pentapeptide MeO-oxazole-Val-N(Me)-D-Leu-D-Phe-(2R,3R)/(2S,3S)-$-OH-Phe-
NHBoc (MW = 736)
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Display Report - All Windows Selected Analysis

Analysis Name:
Method: SANA.M -15.D

Sample Name: eks-III-252_f11-15
Analysis Info:

Operator:

EKS-III-252_F11 Instrument: Agilent 6330 Ion Trap

Print Date: 6/8/2011 9:28:48 AM
Acq. Date: 11/30/2010 2:20:23 PM

Intens. |
x1 07_

T
|
|
|
1
|
I
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
I
|
|
I
|
|
I
|
|
|
|

EKS-I11-252_F11-15.D: EIC 603-605 +All MS

] |
|
J | A}
0—— ———— Y

1 2 :'3 SRR "'é'Ti'metminj
Intens. | +MS, 2.4min #130
x107 604.3
Lok 1208.6
368.9
\( 0
1.0 "~2¥ N )
e
NH Z
Oi
(0] OH
0.5
7023
200 400 600 800 1000 - 1200 1400 1600 1800 2000 m/z

Compound 7: D-Ox-II

LCMS Macrocycle (2R,3R)-p-OH-Phe-Oxazole-Val-N(Me)-D-Leu-D-Phe (MW = 604)
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1221 30-NOV-10
Erin

1H
eks_III_252_ERT
CD30D

exp3l Proton

SAMPLE
date Nov 30 2010
solvent cd3od
file shome/walkup/~
vimrsys /data/walku~
p/N6_20101130_eks_~

III_252_ERT_Proton~
201 fd
ACQUISITION
sw 9615.4
at 5.000
np 96154
fb 4000
bs 16
dl 1.000
nt 128
ct 128
TRANSMITTER
tn H1
sfrg 589.638
tof 599.6
tpwr 59
pw 3.125
DECOUPLER
dn Cc13
dof 0
dm nnn
dmm c
dpwr 41
dmf 35088
|

o\fo

=

SPECIAL z 22 T
30.0 TN

20 Z
0.008
6.250 nu"uxprllun z
10.000
FLAGS e =
n ¥
n
%
nn
PROCESSING
0.10
65536
DISPLAY
-0.0
5396.6
3184.1
1984.8
7313
-5.4
PLOT
250
0
3000
11
cdc ph

Compound 7: D-Ox-II

NMR Macrocycle (2R,3R)--benzoxy-Phe-oxazole-Val-N(Me)-D-Leu-D-Phe (7)
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Supplementary Materi

al

Display Report - All Windows Selected Analysis

Analysis Name:
Method:
Sample Name:
Analysis Info:

EKS-11256_F11-1 Instrument: Agilent 6330 Ion Trap
SANA.M 2_8MIN.D

eks-11256_f11-12_8min

Operator: sdsu

Print Date: 12/13/2010 5:30:26 PM
Acq. Date: 12/13/2010 4:02:20 PM

Intens q
x108
1.0
0.84
0.6+
0.4
0.2

0.

EKS-11256_F11-12_8MIN.D: TIC +All MS

5677
4]

34

EKS-11256_F11-12_8MIN.D: EIC 693-695 +All MS

6  Time[min]

Intens. |
x107

0.84

0.6+

0.4

0.2+
586.0

0.0

694.0

1387.3

12792

T

+MS, 3.3min #138

At
O,
o0

200 400 600

800 1000 1200 1400

1600 1800 2000 miz

MSD Trap Report v 4 (Let-Opt2)

Compound 7: D-Ox-II

LCMS Macrocycle (2R,3R)-B-benzoxy-Phe-oxazole-Val-N(Me)-D-Leu-D-Phe (7) (MW =

694)

Page 1of1

S70

¢%~ Agilent Technologies
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Supplementary Material

SDSU 1/
Project Name: Defaults //’ f f Z ¢
Reported by User: System

SAMPLE INFORMATION
Sample Name: eks-11I-252_ERT-208 Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: 1 Acg. Method: primary_sanA_ss_ACN
Injection #: 42 Date Acquired: 12/7/2010 4:31:57 PM
Run Time: 16.00 Minutes Injection Volume:  75.00 ul
1.00-]
2 050
0.00]
J
1.00-|
= ]
<C
0.00]
200 400 = 600 8.00 10.00 12.00 " 1200 | 16.00
Minutes
——— Channel: 2487Channel 1 Channel Desc.: Processing Method: *
——— Channel: 2487Channel 2 Channel Desc.: Processing Method: *
Peak | RT Area | Height -
Name | (min)| ( V*sec) % Area (V) Amount | Units =
1 [ ower . . e . [y -
hkkk *hkkk KhKK *hxK *kkk *hkKk *hkk N
2 \
NH /
Report Method: Injection Summary Report  Printed 4:48:11 PM 12/7/2010 Page: 1 of 1

Compound77:7D-Ox-II
HPLC Macrocycle (2R,3R)-B-benzoxy-Phe-oxazole-Val-N(Me)-D-Leu-D-Phe (7)
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PolaritylScan Type: Positive

Supplementary Material

Sample Name: syek3700 Acq. File: 103111007 wi
Acq. Date: Monday, October 31, 2

"W +TOF MS: 0175 to 0.0B2 min from 103111007 weT Aglent MH+

860 894.3570
650

Intensty, counts

70.4285
824283 5

(25 6450

06,3836

Max 4. 1ed count:

MNa+
716.2305

TR743

7023608
T27.3884

T0p.3TED
7134411 TE.34T0 730.0302

gy TiDEB1E_ 728.389p_
"’ﬁm 706 aw1 7 12 25 790 535? ﬁ _ g5 7372003
Wi L'l- ! ul E.Lnl -A\MJ'MJW ‘vl L W..A.'--"M\hj

T00.8573

611

.=‘°—;n_9

A jf Lﬁi iﬁuﬁﬁj u,LUjJu'LL"

abs

inU ) LLM‘\J
700 705 7 in 755
miz, amu

Compound 7: D-Ox-II

HRMS Macrocycle (2R,3R)-p-benzoxy-Phe-oxazole-Val-N(Me)-D-Leu-D-Phe (7) (MW =

694.3570)
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Display Report - All Windows Selected Analysis

1alysis Name: JBK_145T1_LP.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:18:30 AM

ethod: SANA.M Operator: sdsu Acq. Date: 6/28/2010 10:35:16 AM
imple Name:  jbk_145T1_Ip
r1alysis Info:
ens. | : JBK_145T1_LP.D: EIC 667-669 +All MS
x109 i
i
|
|
I
|
3] | :
/’ O
o \4<
; AN?-NH HN—
2- i —>=0
| HO NH2 —N
|
] HO HNﬁ
| ‘ )
11 l o
|
1 |
|
|
|
|
l
I
D= ———— T —————T—————— 77— ———— 77— 77—
1 2 3 4 5 6 Time [min]
tens. +MS, 1.8min #137|
x10% 668.4 :
0.84
0.6
0.4
0.2
5373 1335.7
00 T T T T T T T T g T T = T T T T T T T T T
200 400 600 800 1000 1200 1400 1600 1800 2000 m/z
1SD Trap Report v 4 (Let-Opt2) Page 1of1 i Agilent Technologies

Compound 8: D-Ox-I

LCMS Pentapeptide HO- Leu-Val-N(Me)-D-Leu-D-Phe-f-OH(2R,3R)(2S,3S)-Phe-NH;
(MW = 668)
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Display Report - All Windows Selected Analysis

\nalysis Name: JBK_196B.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:12:14 AM
Method: SANA.M Operator: sdsu Acq. Date: 11/18/2010 4:02:48 AM
sample Name: jbk_196b

\nalysis Info:

ntens.

JBK_196B.D: EIC 649-651 +All MS
x108

1.0

0.8

0.6

0.4

0.2

1 2 3 4 5 6  Time[min]

ntens. | +MS, 2.5min #94
x1071 . 1299.3

650.1

c L L

SO0y e p e e e O i o g e T ) S e el o G Ee s 6 0D B

MSD Trap Report v 4 (Let-Opt2) Page 1of1 7 Agilent Technologies

Compound 8: D-Ox-I

LCMS Macrocycle B-OH(2R,3R)-Phe-Leu-Val-N(Me)-D-Leu-D-Phe (MW = 649.82)
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1619 21-MAR-11
Joe
1H

JBK_145_1_0x
cDnci3

Sample: JBK_145_1_0x
Sample ID: s, Ne»ucwwu 02

=z
ag
File: \sa!w\tndx:u\<=!nm<m\nn~n\hx::_n\Zm 20110321_JBK_145_1_0x_Proton_01.fid

Pulse Sequence: s2pul

Solvent: cdc13
Temp. 30.0 C / 303.1 K
Operator: chem600

File: N6_20110321_JBK_145_

VNMRS-400 “wormhole"

Relax. delay 1.000 sec
Pulse 45.0 degrees

OBSERVE H1, 599.6058108
DATA PROCESSING

Line broadening 0.1 Hz
FT size 65536

Total time 25 min, 38 sec

A

1_0x_Proton_01 U

MHZ

/

"()P1

NH HN Y

T

/4

ppm

Compound 8: D-Ox-I

NMR Macrocycle -OH(2R,3R)-Phe-Leu-Val-N(Me)-D-Leu-D-Phe (8)

S75



Supplementary Material

Davis et al.

1619 21-MAR-11

Joe
1H

JBK_145_1_0x
cDnci3

Sample: JBK_145_1_0x

Sample ID: s_20110321_02

File: shome/walkup/vnmrsys/data/jkunic/N6_20110321_JBK_145_1_0x_Proton_01.fid

Pulse Sequence: s2pul
Solvent: cdcl13

File: N6_20110321_JBK_145_1_0x_Proton_01
VNMRS-400 “wormho1le"

Relax. delay

1.000 sec

Pulse 45.0 degrees

Acq. time 5.000 sec

Width 9615.4

Hz

256 repetitions

OBSERVE H1, 599.6058108 MHz

DATA PROCESSING
Line broadening 0.1 Hz

FT size 65536

Total time 25 min, 38 sec

L

B

\

ppm

Compound 8: D-Ox-I

NMR Macrocycle Phe-Oxazole-Leu-Val-N(Me)-D-Leu-D-Phe (8)
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Display Report - All WIndows Selected AnalysIs

Analysis Name: JBK_145_1_OX. Instrument: Agilent 6330 Ion Trap Print Date: 3/20/2011 1:32:40 PM
Method: SANA.M D Operator: sdsu Acq. Date: 3/20/2011 1:24:12 PM
Sample Name: jbk 145_1 Ox

Analysis Info:

Intens. |

JBK_145_1_OX.D: TIC +All MS
x107]

4

T
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
I
|
|

X1O9 2 JBK_145_1_OX.D: EIC 629-631 +All MS
1.04 \( le}
] s
0.8 |
NH HN
1 O§<\
0.6 ©\\\. NH NW

04] : HEN e

0.2

1 e e e T e 6  Time [min]

Intens. +MS, 3.3min #143
x106+ 1263.9

630.7

L B 15123

200 400 600 800 1000 1200 1400 1600 1800 2000 miz

MSN Tran Renart v 4 (1 at-Nnt2) Pane 1 nf1 ‘2% Agilent Technolagies

Compound 8: D-Ox-1

LCMS Macrocycle Phe-Oxazole-Leu-Val-N(Me)-D-Leu-D-Phe (8) (MW = 629.79)
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PolaritylScan Type: Positive

Supplementary Material

Sample Name: syek3TH

Acq. File: 103111008 wif
Acq. Date: Monday, October 31, 0

"W +TOF MS: 0272 to 0635 min from 102111008 wet Aglent

2000
2800
27004

Intensty, counts

625.3009

224420

MH+
830.3846

6313687

[32.3766

MNa+
8523472

65 2800

£53.3514

Max_ 5.2e5 counts

Compound 8: D-Ox-1

HRMS Macrocycle Phe-Oxazole-Leu-Val-N(Me)-D-Leu-D-Phe (8) (MW = 630.3646)
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hwid2Boc_Leu_Phe_0Me
expl Proton

Davis et al.

SAMPLE SPECIAL
date Mar 30 2010 temp 25.0 n
solvent cdc13  gain not used |
file shome/walkup/~ spin 0
YAMrEys sdata/hwahy~ hst 0.008
u/NA_ 20100330 _hwld~ pwil 10.800
2boc_Leu_Phe_TOMe_P~ alfa 10.000
roton_01.FTd FLAGS
ACOUISITION i1 n
W 6410.3 in n
at 5.000 dp ¥
np 64102 hs nn (@]
fio 4000 FROCESSING = -
bs 16 b 0.10 T
55 2 fn 65536 s Z
di 1.000 DISPLAY o T
nt 1] -0.1 o
ct 64 a587.7 o
TRAHNSHITTER 3708.2
tn H1 2906.2 |
sfry 398.760 =54.5
tof 380.7 -7.1
tpwr 58 FLOT 1
W 5.400 we 240 |
DECOUPLER sc ] _
dan Cl13 s 18l I
dof 0 th 50 |
dm nnh al cdc ph |
lmam c
opwr 31
dmf 25412 |
|
i
{
| '
! _ {
| |
| ;
f {
[ m
Lo __ i _
_ f | | ]
{ | ! f
| | | / | !
% / / & / 4
{
Ul 2 , . L
‘,IL 1 _ -; Ty, !
T T T T T T T T T T “ T T T ﬁ T T T T T T T T T T T 1 T
8 7 6 5 4 3 2 1 ppm
el e [ —_— et e bt = L b ek e
9.78 2.81 4.07 6,24 B.BS 2.26
5.55 5.45 B.43 1.75 27.42 17.38
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A-Th-III

NMR Dipeptide MeO-Phe-Leu-NHBoc
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hw
expld Proton

SAMPLE
date May 29 2010
ent cdc13
e /home/walkup/~
vomrsys/data/hwahy~
u/N4_20100529_hwlS~
8_Proton_01.fid

ACQUISITION
sw 6410.3
at 5.000
np 64102
fb 4000
bs 16
SS 2
d1 1.000
nt 64
ct 64

TRANSMITTER
tn H1
sfrg 399.760
tof 399.7
tpwr 59
pw 5.400

DECOUPLER

dn Cc13
dof 0
dm nnn
dmm c
dpwr 31
dmf 29412

9

SPECIAL
temp
gain not
spin
hst 0.008
pw30 10.800
alfa 10.000
FLAGS
il n
in n
dp Y
hs nn
PROCESSING
1h 0.10
fn 65536
DISPLAY
sp 0.0
wp 3597.7
rfi 3708.1
rfp 2906.2
rp -81.0
1p 5.3
PEGIF
we 240
sc 0
vs 250
th e

ai cdc ph

(@)

—O HN

k
|
|

ppm

A-Th-IIT

Compound 9

NMR Tripeptide MeO-Phe-Leu-Ketone-Br (48)
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hwl24_Boc_Leu_Leu_Thioamide

expld Proton
SAMPLE
date Feb 25 2010
solvent cdcl13
file /home/walkup/~
vnmrsys/data/hwahy~
u/N4_20100225_hwl2~
4_Boc_Leu_Leu_Thio~
amide_Proton_01.fi~
d

ACQUISITION
sw 6410.3
at 5.000
np 64102
fb 4000
bs 16
Ss 2
dl 1.000
nt 64
ct 64
TRANSMITTER
tn H1
sfrg 399.760
tof 3992
tpwr 519
pw 5.400
DECOUPLER
dn C13
dof 0
dm nnn
dmm (o
dpwr 31
dmf 29412
|
3

SPECIAL
temp 30
gain not us
spin
hst 0.0
pwao 10.8
alfa 10.0

FLAGS

il
in
dp
hs

PROCESSING
b 0.
fn 655

DISPLAY
sp -0
wp 3597
rfl 3708
rfp 2906
rp £60.
1p M 0

PLOT" 7|

wce -2
S'C W
vs bz
th |
ai cdc ph |

.0
ed
20
08
00
00

0
HN
HN S

BocHN

ppm

A-Th-IIT

Compound 9

de-Leu-Leu-NHBoc (52)

ioami

NMR Dipeptide Th

S81
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hw208_afteraucol

expl Proton

Davis et al.

SAMPLE SPECIAL
date Jun 10 2010 30.0
solvent cdc13 not used
file shome/walkup/~ 20
vnmrsys/data/hwahy~ 0.008
u/N4_20100610_hw20~ 10.800
8_afteraucol_Proto~ 10.000
n_01.fid FLAGS
ACQUISITION n
swW 6410.3 n
at 5.000 %
np 64102 nn
fb 4000 PROCESSING
bs 16 0.10
SS 2 65536
di 1.000 DISPLAY
nt 64 =0.2
ct 64 3597.7
TRANSMITTER 833.6
tn H1 0
sfrq 399.760 -75.4
tof 23887 2.8
tpwr 59 PLOT
pw 5.400 240
DECOUPLER 0
dn c13 335
dof 0 2
dm nnn cdc  ph
dmm [4
dpwr 31 |
dmf 29412 7
|
,
!
|
/|
:\ A
/
{
| |
| |
| |
| \\ \ \
o
o L
i S i ST i o T

S
i
0

HN
-0 HN

NHBoc

582

NMR Pentapeptide MeO-Phe-Leu-Thiazole-Leu-Leu-NHBoc (53)

Compound 9: A-Th-IIT
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Display Report - All Windows Selected Analysis

nalysis Name: HW208.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:14:51 AM
lethod: SANA.M Operator: sdsu Acq. Date: 6/9/2010 7:21:57 PM
ample Name: hw208_aucol35

nalysis Info:

itens. HW208.D: EIC 724-726 +All MS

x108]

i

1 |
2.5 |
| |

] |
2.0

1.5

1.0

00.»J

1 2 3 e e

itens. | +MS, 3.5min #321
x107 602.3 :

7243

395.3 488.9 920.2 1072.311&}3.2
TR 1| m

b b o Lol oo it lo M sdatie 8 T2,
0 :

200 &0 600 600 - 000 1200 1400 - 1800 180D - 2000 - Wk

Compound 9: A-Th-IIT
LCMS Pentapeptide MeO-Phe-Leu-Thiazole-Leu-Leu-NHBoc (53) MW=701)
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expl6 Proton

SAMPLE
date Jul 2 2010
solvent cdci3
file /home/walkup/~

u/N6_20 by
4_Proton_C01.fid
ACQUISITION
sw 9615.4
at 5.000
np 96154
b 4000
bs 16
di 1.000
nt 212
ct 512
TRANSMITTER
tn H1
sfrg 599.661
tof 5996
tpwr 59
pw 3.125
DECOUPLER
dn C13
dof 0
dm nnn
dmm 4
dpwr a1
dmf 35088
|
|
|
|
|
[
8

temp
gain
spin
hst

pw90
alfa

ai

SPECIAL
30.0
not used
20
0.008
6.250
10.000

FLAGS
n
n
¥
nn

PROCESSING

0.10
65536

DISPLAY
-0.2
5396.9
5546.9
1984.9
=52 .9
3.6

pLOT
| 250
0
1500
2

cdc | ph

NH N
NH HN

o)

!
|
{
|
i
i

A-Th-IIT

Compound 9

NMR Macrocycle Phe-Leu-Thiazole-Leu-Leu (9)
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Display Report - All Windows All Analyses

Operator:  sdsu Instrument: Agilent 6330 Ion Trap  Print Date: 7/13/2010 3:29:17 PM

Intens y HW214_RERUN.D: TIC +All MS

x109

6 Time [min]

Intens.|
x108 570.3

(0]

L 1AL, " 1 .

S
&
1139.5 \(%Nko
21 O NH=
)\jNHHN’Q/

+MS, 2.8min #230|

2000 - A00 . 7600 - B0DL o 100D 1200 S areqAGD 18005 - 1800

2000  miz

MSD Trap Report v 4 (Let-Opt2) Page 1of1

Compound 9: A-Th-IIT

LCMS Macrocycle Phe-Leu-Thiazole-Leu-Leu (9) (MW=569)

S85

Agilent Technologies



Supplementary Material
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SDSU 1/
Project Name: Defaults i/ff/g
Reported by User: System /
SAMPLE INFORMATION
Sample Name: hw214 Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: 1 Acq. Method: primary_sanA_ss_ACN
Injection #: 377 Date Acquired: 6/30/2010 6:29:30 PM
Run Time: 16.00 Minutes Injection Volume:  40.00 ul
1.00-]
0.50-
2
<<
0.00-
. 1,00
0.50-]
2
<
0.00-]
N“Aw-/\
-0.50-]
2.00 4.00 6.00 8.00 10.00 12.00 14.00 16.00
Minutes
——— Channel: 2487Channel 1 Channel Desc.: Processing Method: *
——— Channel: 2487Channel 2 Channel Desc.. Processing Method: * |
Peak | RT [ Area |, Height ;
Name | (min)| ( V*sec) % Area (V) Amount| Units
1 *kkk *kkk *kkk *kkk kkkk dkkk *kkk
2 dkkk dkkk kkkk *kkk *kkk *hkk *kkk S
&
N (0]
Ox-NH N
NHHN @/
(0]
Report Method: Injection Summary Report  Printed 6:45:44 PM 6/30/2010 Page: 1 of 1

Compound 9: A-Th-IIT
HPLC Macrocycle Phe-Leu-Thiazole-Leu-Leu (9)

S86
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Polarity!Scan Type: Positive Sample Name: syek3T02 Acq. File: 103111005 wiff,

Acq. Date: Monday, October 31, 20|

"W =TOF M3 0,352 to 0.460 min from 10311 1000.weT Aglent . Max 6.2e5 counts |
MH+

570.3102
1.00e4 4

2500.00
2000.00
£500.00
£000.00
7500.00
7000.004
500.00
6000.00

g 5500.00

Z 5000007

E 4500.00]
4000.00

2500001 713112

3000.00 Mha+

5022011

2500.00

2000.00

1500.00]

72.3131
100000 23 2044

500.00 I 580 2847

33108 5808250  584.0330 04,2053 - -
I e 1 i meres L - h ST oy g
50e 660 502 S04 506 508 60 572 G4 50 6/8 580 582 584 506 558 500 G602 544 56 508 60D ez 604 el

miz, amu

Compound 9: A-Th-IIT
HRMS Macrocycle Phe-Leu-Thiazole-Leu-Leu (9) MW= 570.3102)
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hw224
expl Proton

SAMPLE
date Jun 21 2010
solvent cdc13
file /home/walkup/~
vnmrsys /data/hwahy~
u/N4_20100621_hw22z~

4_Proton_01.fid

ACQUISITION
sw 6410.3
at 5.000
np 64102
fb 4000
bs 16
sS 2
dl 1.000
nt 64
Gt 64

TRANSMITTER
tn H1
sfrqg 389.760
tof 889.7
tpwr 59
pw 5.400

DECOUPLER

dn c18
dof 0
dm nnn
dmm c
dpwr 81
dmf 29412

temp
gain
spin
hst

pwao
alfa

SPECIAL
30.0
not used
20
0.008
10.800
10.000

FLAGS
n
n
y
nn

PROCESSING

0.10
65536

DISPLAY
-0.3
85977
806.6
0
-152.6
10.5

PLOT
240
0
1182
50

cdc  ph

NHBoc

Compound 10: B-Th-IIT

NMR Dipeptide MeO-Leu-N(Me)-Phe-NHBoc

S88



Supplementary Material

Davis et al.

hw228

expl Proton

SAMPLE SPECIAL (
date Jul 1 2010 temp 30.0
solvent cdc13 gain not used
file shome/walkup/~ spin 20 |
vnmrsys/data/hwahy~ hst 0.008 |
u/N4_20100701_hw22~ pw90 10.800 |
8_Proton_01.fid alfa 10.000 |
ACQUISITION FLAGS | |
SW 6410.3 i1 n
at 5.000 in n (@)
np 64102 dp y |
fb 4000 hs nn pd
bs 16 PROCESSING
$§ 2 h 0.10 un_w m
dl 1.000 fn 65536 o
nt 64 DISPLAY m /N
ct 64 sp =0.1
TRANSMITTER wp 8592 .7 ! ©)
tn e 3708.6 i
sfryg 399.760 rfp 2906.2 o ﬁ,
tof 3499.7 TP -159.8 |
tpwr 59 . 1p =83 |
pw 5.400 PLOT
DECOUPLER wC 240
dn C13 sc 0
dof 0 vs 500
dm nnn  th 3
dmm ¢ ai cdc ph
dpwr 31
dmf 29412
(
|
|
n
|
k 4
i
_‘\ 4
\ |
i /
| [ \ / ]
A L by d B |/ Y
1 _ | "\l
WL Y §li§\c Lg\rr t;LL_ ﬁ\f'\g L{iil\l\.cl; \J
b TR ik I I i 1 I ¥ T ik
8 7 6 5 4 1 pm

B-Th-III

Compound 10

NMR Tripeptide MeO-Leu-N(Me)-Phe-Leu-NHBoc
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hw246_peak?2 \
expl Proton a
SAMPLE SPECIAL
date Jul 28 2010 temp 30.0 |
solvent cdc13 gain not used 1/
file /home/walkup/~ spin 20
vhmrsys/data/hwahy~ hst 0.008 _
u/N4_20100728_hw24~ pw90 10.800
6_peak2_Proton_01.~ alfa 10.000
fid FLAGS
ACQUISITION i1 n ®)
W 6410.3 in n
at 5.000 dp \ (o)
np 64102 hs nn e |
b 4000 PROCESSING — L |
bs 16 1b 0.10
ss B, En 65536 n_z
dl 1.000 DISPLAY |
nt 64 sp -0.0
ct 64 wp 3597.7 =
TRANSMITTER rfl 3707.9
tn HL rfp 2906.2 5
sfryg 339.760 rp -146.8 Ie)
tof 399.7 1p w3l [02]
tpwr 59 PLOT
pw 5.400 wc 240
DECOUPLER sc 0
dn C13 vs 358
dof 0 th 2
dm nnn ai cdc ph
dmm c
dpwr 31
dmf 29412

Davis et al.

S90

B-Th-III

&L

E
NMR Dipeptide EtO-Thiazole-Leu-NHBoc (57)

Compound 10
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hw236

Sample: hw236
Sample ID: s§_20100803_18
File: shome/walkup/vnmrsys/data/hwahyu/N4_20100803_hw236_Proton_01.fid

Pulse Sequence: s2pul

Solvent: cdcl3

Temp. 30.0 C / 303.1 K

Operator: hwahyu

File: N4_20100803_hw236_Proton_01
VNMRS=400 "nmr400.sdsu.edu”

Relax. delay 1.000 sec (]
Pulse 45.0 degrees
Acq. time 5.000 sec
Width 6410.3 Hz

s
Ll
O z

64 repetitions o =

OBSERVE H1, 399.7571514 MHz

DATA PROCESSING ~

ESSIN \\ WN = o

w

BocHN

Line broadening 0.1 Hz
FT size 65536
Total time 6 min, 37 sec

NH

G o k_\\ / \\\ 1 V s ;ﬁ
,{ i

I _W I
Mmoo |
I N L Lyt T i«ifl

[

IIfL}Lf

Davis et al.

T T T T T T T T T T i

8 7 6 5

T T T T T T T T T T T T T T T 0

Compound 10: B-Th-IIT

NMR Pentapeptide EtO-Thiazole-Leu-Leu-N(Me)-Phe-Leu-NHBoc (63)

S91
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Display Report - All Windows Selected Analysis
Analysis Name: HW236.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:16:12 AM
Method: SANA.M Operator: sdsu Acq. Date: 8/12/2010 4:29:06 PM

Sample Name: hw236
Analysis Info:

Intens.

| 1 HW236.D: EIC 729-731 +All MS
x109]

1.255
1.00;
0.754
0.504

0.25-

gholtEme e e ——
1 2 3 4 5 6  Time[min]

Intens. +MS, 3.8min #371
x1081 730.1 :

S\

NH  BocHN

/
N HN

369.9
A 488.0
e | [T

oGRS e R o e e TR e G AT e Y Do S nEe e R oD 000 S e

MSD Trap Renort v 4 (Let-Opt2) Pace 1of1 “i Agilent Technologies

Compound 10: B-Th-III

LCMS Pentapeptide EtO-Thiazole-Leu-Leu-N(Me)-Phe-Leu-NHBoc (63) (MW = 729)
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HW242
expl Proton
SAMPLE SPECIAL
date Sep 30 2010 ‘temp 30.0
solvent cdc13 gain not used
file /home/walkup/~ spin 20
vnmrsys/data/hwahy~ hst 0.008
u/N4_20100830_HwW24~ pw90 10.800
2_Proton_01.fid alfa 10.000
ACQUISITION FLAGS
sw 6410.3 11 n
at 5.000 in n
np 64102 dp Yy
fb 4000 hs nn P
bs 116 PROCESSING I =z
ss 2| 1k 0.10 am
dl 1.000 fn 65536
nt 64 DISPLAY T >
ct 64 sp -0.2 =z
TRANSMITTER wp 3597.7
tn HL. ‘rtfl 3708.3
sfrqg 339.760 rfp 2906.2 (@)
tof 899.7. rp =108,
tpwr S ) =82
pw 5.400 PLOT
DECOUPLER we 240
dn C13 sc 0 \
dof 0 wvs 1000
dm nnn  th / g |
dmm c ai cdc}|ph |
dpwr 31 \
dmf 29412 \ |
| [ |
|
| |
i | _

B-Th-III

Compound 10

NMR Macrocycle Phe-Leu-Thiazole-Leu-Leu-N(Me) (10)
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Display Report - All Windows Selected Analysis

Analysis Name: HW242FINAL.D Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:25:14 AM
Method: SANA.M Operator: sdsu Acq. Date: 9/30/2010 2:50:31 PM
Sample Name: HW242final

Analysis Info:

Intensé_ Y HW242FINAL.D: TIC +All MS
x10 I

x10%' HW242FINAL.D: EIC 582-584 +All MS

o
r

1 e e e e

Intens. +MS, 3.1min #225
x108 583.8 :

1.01

0.8

1165.5 24
O
ik O NH 1N
7
ot
0.4 (0]

0.2

. J I

o000 c000 T 00 10000 T 00 00 s h00 S 00 o000 e

AMCMN Temim NDamavk s A 71 Ak NwEDN PNama 1 ~AF 1 A R e et et e ot

Compound 10: B-Th-IIT
LCMS Macrocycle Phe-Leu-Thiazole-Leu-Leu-N(Me) (10) (MW = 583)
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SDSU g1/
Project Name: Defaults / /’ é’f/ ¢
Reported by User: System
SAMPLE INFORMATION
Sample Name: hw242 Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: 5 Acq. Method: primary_sanA_ss
Injection #: 749 Date Acquired: 9/29/2010 11:33:03 AM
Run Time: 16.00 Minutes Injection Volume:  100.00 ul
4.00 2
= 200
P
0.00-
4.00
LS 1
|
=5 2.004‘
<€
]
]
000
2.00 4.00 6.00 8.00 10.00 12.00 14.00 16.00
Minutes
——— Channel: 2487Channel 1 Channel Desc.: Processing Method: *
———— Channel: 2487Channel 2 Channel Desc.: Processing Method: *,
Peak | RT Area | Height .
Name | (min)| ( V*sec) % Area (V) Amount | Units
dkkk Fedekk dededkde Fedkdek F*kkk Fdkk Fekkk S
1 p \
2 KEKKE WRER T KRER KRKK KREE KEKK N O
OxNH N
s/
N HNTSg
O
Report Method: Injection Summary Report  Printed 11:49:17 AM/29/2010 Page: 1of1

Compound 10: B-Th-IIT

HPLC Macrocycle Phe-Leu-Thiazole-Leu-Leu-N(Me) (10)
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Polarity!Scan Type: Positive Sample Mame: syek3T03 Acq. File: 103111010 wiff

Acq. Date: Monday, October 31, 20

[ +TOF MS: 0485 to 1.147 min from 10311 1DID.w‘f.AgIent. Mazx 1.525 counts.
v

5843753
3800

24004 MMa+
6083072

Intensity, counis

1400 L Lciel:c]

800 6q7.3104

6220284
6. 2263

3087
i BB0.8221- 534.98
5668861 5740085 ' 5873047 500.0050. 803.2000 3005 e2a0ard. 6253812 gompmeo 535 GR35
A " | L s SR 4 ) in 108 T TP TP Ao id J; I - N

585 570 55 B 585 500 505 0D 805 810 &l5 620 625 &0 65 640

miz, amu

:’:’-

Compound 10: B-Th-IIT
HRMS Macrocycle Phe-Leu-Thiazole-Leu-Leu-N(Me) (10) (MW = 584.3253)
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Supervisor Shelli McAlpine g
1H CDC13 F:\\ hwa 51 %
| z _ BRUKER
_, -0 FZ o
m Current Data Parameters
| (@] NAME 110308-hwa
| EXPNO 3
PROCNO 1
‘ F2 - Acquisition Parameters
__ = Date_ 20110308
| N Time 5.26
‘ &) INSTRUM dpx2
| PROBHD 5 mm PABBO BB/
! PULEROG zq
| TD 32768
| SOLVENT cpel3
_ NS 64
| D3 0
] SWH 4816.356 Hz
| FIDRES 0.147002 Hz
‘ AQ 3.4013684 sec
, RG 256
f DW 103.800 usec
__ / DE 12.00 usec
! i TE 29%.2 K
| | Dl 2.00000000 sec
‘ TDO 1
ﬁ ======== CHANNEL fl ========
| NUC1 1H
{ Pl 14.90 usec
| * PL1 2.50 dB
. { SFO1 300.3019519 MHz
[
| \ 7 | F2 - Processing parameters
| | | ‘ _ sI 65536
|4 SF 300.3000268 MHz
- | H\ ! ‘ WOW EM
\ I / SSB 0
r / \ / ,_ LB 0.20 Hz
GB 0
] 1Y I
| Il | ; =0} 1.00
_‘F LNF N L e A
T T T T T T T 3] [RA R AR o
8 rd 6 5 4 3 2 1 ppm
L | | Lo Eobd £l M | ix; L
| =] oiw
B B g5l N8 (8] g5 [g=hENEE
=] sl 3@1 _1.1 e e |o|= sijeije 47"07
1 I I i i i !

S97

NMR Dipeptide MeO-Lys(Cbz)-Phe-NHBoc

Compound 11: C-Th-IIT
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Supervisor Shel[li McAlpine
1H CDC13 F:\\ hwa 58
8 o BRUKER
b i
! V2
| I
| H8 Current Data Parameters
,m _0 zZ ~ NAME 110316-hwa
| o / EXPNO 1
| f PROCNO 1
{ o |
] W F2 - Acguisition Parameters
H _ Date_ 20110317
] | Time 6.08
[ > | TNSTRUM dpx2
ﬁ < i PROBHD 5 mm PABEBO BR/
N | PULPROG zg
| &) | TD 32768
| ‘ SOLVENT CDCl3
| NS 64
DS 0
SWH 4816.956 Hz
f FIDRES 0.147002 Hz
i AD 3.4013684 sec
i RG 256
Ht DW 103.800 usec
_E DE 12.00 usec
\ i TE 298.2 K
_ D1 2.00000000 sec
/ ” TDO 1
,m s======= CHANNEL fl ========
i | | nuCl 1H
I f _ Pl 14.90 usec
| | __ PL1 2.50 dB
: i | 7 SFO1 300.3019519 MHz
[ \ P2 - Processing parameters
_ , 51 65536
SF 300.3000264 MHz
_ o / _A WDW EM
\\ / i /i ! SSB 0
. \5 ;\ ( l LB ’ 0.20 Hz
' | | r | / hil { J | GE
IV _ /L_l_r(_(\\,c /| g 3efp
\HHFI|.||.)|.[|\{ < O [ ) & i \‘ 4 o
T T T T T T e R T T
8 7 6 4 3 2 1 ppm
|
L L | | L b
I g |8 ®mEy [gegs @
_..-m — o~ _n_n_m == o) e o

NMR Tripeptide MeO-Lys(Cbz)-Phe-D-Phe-N(Me)Boc

Compound 11: C-Th-IIT



Supervisor Shelli McAlpine
Boc-Leu-Thiazole
1H CDC13 F:\\ hwa 12

/ (C><)

Supplementary Material

f BRUKER

(<O

Current Data Parameters

S99

Davis et al.

NAME 110409-hwa
EXPNO 2
PROCNO 1
F2 - Acquisition Parameters
Date_ 20110411
Time 0.03
INSTRUM dpx2
PROBHD 5 mm PABBO BB/
PULPROG zg
D 32768
SOLVENT CcDC13
NS 64
DS Q
SWH 4816.956 Hz
FIDRES 0.147002 Hz
AQ 3.4013684 sec
RG 362
DW 103.800 usec
DE 12.00 usec
TE 299,2 K
Dl 2.00000000 sec
TDO 1
======== CHANNEL fl =s=s=====
NUC1 1H
P1 14.90 usec
| PL1 2.50 dB
SFO1 300.3019519 MHz
{ ] F2 - Processing parameters
[ SI 65536
ﬂ [ ] _ SF 300.3000257 MHz
[ h [ WDW EM
i i [ i SsB 0
/ 0| . LB 0.20 Hz
! J \ /\ _ GB 0
, r\klp\ ;fg, PC 1.00
J )
| T Sl i [ I 20 S e e R S I
8 7 6 5 4 3 2 1 ppm
i 1
\ J 2 AN A ﬂ
ol © w| O |e=| | N
Q =] (=] | ;] = 0
- z‘ 73 Tﬁsﬁ_oﬁ_n
| W ! I e

NMR Dipeptide EtO-Thiazole-Leu-NHBoc

Compound 11: C-Th-IIT
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Supervisor Shelli
LP 122=3Th
1H CDC13 F:\\ hwa

P}
(@) z |
(@) T _
T ! Current Data Parameters
I NAME
b4 |
i i 4le) | EXPNO
(%)

T
z m PROCNO

| Date

| Time

_ INSTRUM
_ PROBHD
m PULPROG
i D
%

CbzHN

SOLVENT

NS

_ D3

| SWH
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Compound 11: C-Th-IIT

NMR Pentapeptide EtO-Thiazole-Leu-Lys(Cbz)-Phe-D-Phe-N(Me)Boc
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==== Shimadzu LCMSsolution Analysis Report ====

Chromatogram
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uVv
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MS Spectrum Graph
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Compound 11: C-Th-IIT

58

m'z

HPLC+LCMS Pentapeptide EtO-Thiazole-Leu-Lys(Cbz)-Phe-D-Phe-N(Me)Boc (MW =
912)

5101



Supplementary Material

Davis et al.

Supervisor Shelli McAlpine
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Compound 11: C-Th-IIT

NMR Macrocycle Phe-D-Phe-N(Me)-Thiazole-Leu-Lys(Cbz) (11)
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==== Shimadzu LCMSsolution Analysis Report ====

Chromatogram
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Compound 11: C-Th-IIT
HPLC+LCMS Macrocycle Phe-D-Phe-N(Me)- Thiazole-Leu-Lys(Cbz) (11) (MW = 766)
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Polarity!Scan Type: Positive

Supplementary Material

Sample Hame: syek3T11

Acq. Filez 103111014 wiff
Acq. Date: Monday, October 31, 20

[ +TOF MS: 0.780 to 1.175 min from 1031110 14.wilf Agient

7673683 MH+

8000.04

s000.04 FBe.3616

Intensity, counts

T000.04

E000.04

5000.04

4000.04

3000.04

803319
2000.04

1000.0

70.3622
TEa4517. Tedeat  TOREGHT || ,l 7713814

7843848
T * A

_774.6403 TTSBA5B gy pazg

TBEB3IT

A by
T T

Max. 3325 counts.

MiNa-+
780.3401

yo0.3428

vo1.434

780 762 794 | 768 768 T/0  Ti2

Ti4

Tre Tie TED TE2
miz, amu

B4

Lirge

TED

Compound 11: C-Th-IIT

HRMS Macrocycle Phe-D-Phe-N(Me)- Thiazole-Leu-Lys(Cbz) (11) (MW = 767.3583)
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Compound 12: A-PP-II

LCMS Deprotected Pentapeptide HO-Thr(W¥Me,Me-Pro)-Val-Leu-Leu-Phe-NH, (MW =
631)

5105



Supplementary Material
Davis et al.

[=-]

@ ]

@

@]
—— o
:13 . %\iﬁ
9.6 —_—

PN
i

sTnboy - 74

T-9%¥

€
91~

=2

siajawered BIRQ

238
\

26
]

T

/ & =—

I ) TN

Compound 12: A-PP-II

NMR Macrocycle Phe-Thr(YMe,Me-Pro)-Val-Leu-Leu (12)

5106

.
-

(dd-T 1) Aud-na-narg-[e A-(0ad,, . -h)ay L aprdadejuag pazippay Jo HIAN Hy



Supplementary Material
Davis et al.

ClLelmeg ke AG-1-15-M2 10/ME200 73145 PM AG-1-1682
BT T I ]
e e
TEY 142810
v TCF e
l ES1 Full o
. =
l s
e AS-1AEAT
@
. = |12
o R - - - . THID - " mIs Mmes M WIT AR
- :“,E :I-ol':e_ -1;“ Tls:e_l'.‘ !I::'.-.':? rI:I:l-ls ) I ::'?i'j’-u:":x! gL ER | ATR pes ':;'I;"

A
F 4 B L] ] 1z 14 L] “ o = 24 F ] - | o = k) » » £l az

£l
Tira min
-
Fr
mam
1350
e
Wz
eREre
w2
Ga 3T 445 TO0 G0 1007 @06 WM 1731 1S5 2084 23T 547 WD BB M OED T @M 45 W
SLIST BT G384 B354 000 OO0 B13S] SI0ES  0QD SULE D00 00D S64IT 000 B8 3% Q00 0N0 O SME 000
a 0 2 M M M 40 A M
T i
AG-I-1BAT BIED AT 2985 AW KL 2TEES
F: = c IE50 Fuil ma[150.00-3000.00]
18
S 184118
- o 169138 -
12D ) 4y 120 i 7

1300 1403 R 1800 Lre 1800 ] ros i)
UG
O
N
NH H N (6]
ot
NH HN o
(@)

Compound 12: A-PP-II

LCMS Macrocycle Phe-Thr(¥YMe,Me-Pro)-Val-Leu-Leu (MW = 613)
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The University of Sydney, School of Chemistry
Single Channel Report

SAMPLE INFORMATION
Project Name: Payne Acq. Method Set:  G_40to1000v30_B_D2ml
Sample Name: AG-1-16M-2 Sample Set Name: RJP_AFGPanalyt
Sample Type: Unknown Date Acquired: 9/08/2010 9:42:11 PM EST
Vial: 8 Proc. Method: NoPeaks
Injection #: 1 Date Processed:  13/08/2010 1:49:27 PM EST
Injection Volume: 10.00 ul Channel Name: PDA Max Plot 190.0 - 800.0
Run Time: 70.0 Minutes Proc. Chnl. Descr.. PDA MaxPlot (190.0 nm to 800.0 nm)
Chromatogram_Info: 0t100%Bover40, A:H20/TFA 100:0.1, B.ACN/TFA 100:0.1; SunFire C18-106 01;0.2
mL/min
140/ P
i cg
| ¥
120
1.00]
5 ]
] N
* 1 NI NJ(O
0607 )ij t
] NH HN
0.40 © |
] g ;
r
i
1 o i
000 1000 2000 3000 4000 5000 6000 7000

Minutes

RT Area % Area | Height
15.979 120121855 | 97.31| 1447222
2(16.476 | 557241 269 48631

Compound 12: A-PP-II
HPLC Macrocycle Phe-Thr(¥YMe,Me-Pro)-Val-Leu-Leu (12)
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Polarity!Scan Type: Positive Sample Mame: syekiT05 Acq. File: 103111011 wiff
Acq. Date: Monday, October 31, 20
Mac 6.0e5 counts.

[ +TOF MS: 0316 to 0.522 min from 10311107 1.wet Aglent
MH~ MHa=

284 614.3887 6363711
2.Te44

2 Bt
2 5t
2444
2344
2 e
2,144
2104
1244
18244
1. T4

Intensity, counis

000.04
E000.04
7000.04
6000.04
£000.04
4000.04

3000.04
000,04 g16.3050 Ara 3Tas
633.3024

}00.0026.601.9076 grr2e7a Gieorl | 473881 e2002 ssayTn sospses &M-E{E#-ﬁﬁs“ ST | 5413400 pa 34y 423011 i L
805 &l 615 620 625 &30 835 640 645 50

miz, amu

Br.3rey

1000.04

Compound 12: A-PP-II

HRMS Macrocycle Phe-Thr(¥Me,Me-Pro)-Val-Leu-Leu (MW = 614.3887)
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Display Report - All Windows Selected Analysis

1alysis Name: LDA_286_1-3PP_ Instrument: Agilent 6330 Ion Trap Print Date: 6/8/2011 9:32:59 AM
ethod: SANA.M DD.D Operator:  sdsu Acq. Date: 5/26/2010 5:41:45 PM
imple Name: LDA_286_1-3pp_dd

1alysis Info:

ens.

5 LDA_286_1-3PP_DD.D: EIC 644-646 +All MS
k107 |

1.0

0.8

0.6

0.4+

0.2

0.04

i R RIS Rt R e e s e Time [min]

ens. T +MS, 1.9min #146
x1084 646.3

] : A<O
0
2 \C},N
. NH HN@\

e s e 8

Ol : : :
200 400 600 800 1000 1200 1400 1600 1800 2000 miz

Compound 13: A-PP-III

LCMS Deprotected Pentapeptide HO-Thr(¥Me,Me-Pro)-Leu-Leu-Phe-Leu-NH, (MW=
646)
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1142 15-JuL-10
Leslie

0]

1H zZ
lda_18-III_1-3pp T
CD30D =
expl6 Proton T o
T P4
SAMPLE SPECIAL @)
date Jul 15 2010 temp 30.0
solvent cd3od gain not used
file /home/walkup/~ spin 20
vimrsys/data/lalex~ hst 0.008
a/N4_20100715_lda_~ pw30 6.250
18-ITI_1-3pp_Proto~ alfa 10.000
n_01.fid FLAGS
ACQUISITION i n
sw 9615.4 in n
at 5.000 dp y
np 96154 hs nn
fb 4000 PROCESSING
bs 16 b 0.10
dl 1.000 fn 65536
nt 128 DISPLAY
ct 128 sp -0.3
TRANSMITTER wp 5396.6
tn H1 rfl 3190.8
sfrgq 599.655 rfp 1984.8
tof 588.6 rp 160.1
tpwr 59 1p 0.5
pw 3.125 PLOT
DECOUPLER weC 250
dn Ci13 sc 0
dof 0 vs 3000
dm nnn  th :
dmm c ai cdc ph
dpwr a1
dmf 35088
1.0 . A, ; L g
T T T T T T T T T S St s T T T ~F ¥ L} v T
8 7 S

T
1

L

S T B RS |

ppm

Compound 13: A-PP-III

NMR Macrocycle Phe-Leu-Thr(¥Me,Me-Pro)-Leu-Leu (13)
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Display Report - All Windows Selected Analysis

Analysis Name: LDA_18-I1I_1-3P Instrument: Agilent 6330 Ion Trap Print Date: 7/29/2010
Method:  SANAM P.D Operator:  sdsu Acq. Date: 7/13/2010
Sample Name: LDA_18-III_1-3pp

Analysis Info:

12:00:31 PM
5:53:29 PM

Intens,
x109]

g LDA_18-1l_1-3PP.D: TIC +All MS)

xacd [DA_18-1l_1-3PP.D: EIC 627-629 +All MS

1 2 3 4 5 6

Time [min]

x108 628.4

570.4

962.0 1256.8
1L LA

+MS, 3.0min #268|

200 400 600 800 1000 1200 1400 1600 1800

2000  mkz

MSD Trap Report v 4 (Let-Opt2) Page 1of1

Compound 13: A-PP-III
LCMS Macrocycle Phe-Leu-Thr(¥Me,Me-Pro)-Leu-Leu (13) MW= 628)
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SDSU
Project Name: Defaults B re e Z e
Reported by User:  System
SAMPLE INFORMATION
Sample Name: LDA_18-Il_1-3PP Acquired By: System
Sample Type: Unknown Sample Set Name:
Vial: 1 Acq. Method: primary_sanA_ss_ACN
Injection #: 480 Date Acquired: 7/20/2010 2:25:27 PM
Run Time: 16.00 Minutes Injection Volume: 50.00 ul
1.00- |: E
|
=] | i
= 0‘50; ;E r
. el |
2001 |
2 |
1.004 4
: |
0.00— e o . e : ' ;
2.00 4.00 6.00 8.00 12.00 14.00 16.00
Minutes
— Channel: 2487Channel 1 Channel Desc.: Processing Method: *™**
Channel: 2487Channel 2 Channel Desc.: Processing Method: ****
Peak | RT Area Height ]
Name | (min) | (1V*sec) % Area (W) Amount | Units
2| wwee P xan e ik wkek | waan \Q/ é
Q NH HN
Report Method: Injection Summary Report Printed 2:41:41 PM  7/20/2010 Page: 10f 1

Compound 13: A-PP-III

HPLC Macrocycle Phe-Leu-Thr(YMe,M

S113
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Polarity!Scan Type: Positive
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Sample Mame: syek3T06

Acq. Filez 103111012 wiff
Acq. Date: Monday, October 31, 20

[ +TOF MS: 0ZBB to 0,687 min from 103111012wet Aglent

1.47e4

£204338
8008020 BI03512 611 0145 | o

fi25 3604 $204100 5P 301
o

MNa+
650.2850

MH+

628.4040

62p.2DEE

647 3607 [

3m2! 1
L irm , om0 snan) (]

6603607 oo
RPN

6624153

[ o7 ney ST 2

Mac 4.8e5 counts.

T R 615 &0

625

835 840 645 650 5 60

miz, amu

670

GG B ok

Compound 13: A-PP-III

HRMS Macrocycle Phe-Leu-Thr(¥YMe,Me-Pro)-Leu-Leu (13) MW= 628.4040)
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