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Synthesis of AVE8062
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Scheme. Synthesis of AVE8062

Experimental Section for the Synthesis of AVE8062

(2)-1,2,3-trimethoxy-5-(4-methoxy-3-nitrostyryl)benzene (46)

NaH (1.54 g, 64.2 mmol) was added into an oven-dried round-bottom reaction flask. Anhydrous
CHCl; (100 mL) and 3,4,5-trimethoxybenzyltriphenylphosphonium bromide (6.94 g, 13.3
mmol) were added to the reaction flask, and the reaction mixture was stirred for 1 h. The reaction
mixture was cooled to -15 °C, and 4-methoxy-3-nitrobenzaldehyde (2.01 g 11.1 mmol) was
added to the reaction flask. The reaction mixture was stirred for 20 h while warming to ambient
temperature under N,. Water (100 mL) was slowly added to the reaction, and the product was
extracted with CH,Cl, (3 x 100 mL). The organic phase was rinsed with brine, dried with
Na,SO4, and concentrated under reduced pressure, and the residue was purified by flash column
chromatography using a pre-packed 100 g silica column [solvent A: EtOAc; solvent B: hexanes;
gradient: 10%A / 90%B (1 CV), 10%A / 90%B — 70%A / 30%B (10 CV), 70%A / 30%B (5

CV); flow rate: 100 mL/min; monitored at 254 and 280 nm] affording 3' CA4-nitro 46 (1.51 g,
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4.34 mmol, 39% vyield) as a yellow solid. *H NMR (600 MHz, CDCls) & 7.80 (1H, d, J=2.0 Hz),
7.44 (1H, dd, J=8.7, 2.1 Hz), 6.95 (1H, d, J=8.7 Hz), 6.58 (1H, d, J=12.1 Hz), 6.47 (2H, s), 6.45
(1H, d, J=12.1 Hz), 3.94 (3H, s), 3.85 (3H, 5), 3.72 (6H, 5). *C NMR (150 MHz, CDCl5) &

153.50, 152.00, 139.67, 137.89, 134.99, 132.12, 131.59, 129.97, 127.15, 126.29, 113.36, 106.03,

61.29, 56.88, 56.31.

(2)-2-methoxy-5-(3,4,5-trimethoxystyryl)aniline (3' CA4-amine)

To a well-stirred solution of 3' CA4-nitro 46 (0.560 g, 1.78 mmol) in AcOH (40 mL), Zn (8.20 g,
125 mmol) was added, and the reaction mixture was stirred for 3 h at room temperature. The
reaction was filtered using Celite®, and the Celite® was washed with EtOAc. The filtrate was
concentrated under reduced pressure, and the residue was purified by flash column
chromatography using a pre-packed 25 g silica column [solvent A: EtOAc; solvent B: hexanes;
gradient: 7%A / 93%B (1 CV), 7%A / 93%B — 60%A / 40%B (15 CV), 60%A / 40%B (2 CV);
flow rate: 75 mL/min; monitored at 254 and 280 nm] affording 3' CA4-amine (0.370 g, 1.17
mmol, 66% vyield) as a brown solid. *H NMR (600 MHz, CDCls) § 6.71 — 6.65 (2H, m), 6.67
(1H, d, J=1.8 Hz), 6.55 (2H, s), 6.45 (1H, d, J=12.2 Hz), 6.37 (1H, d, J=12.2 Hz), 3.84 (3H, s),
3.82 (3H, s), 3.70 (6H, s). *C NMR (150 MHz, CDCls) § 153.09, 146.91, 137.18, 136.02,
133.30, 130.32, 130.29, 128.64, 119.82, 115.53, 110.29, 106.20, 61.23, 56.20, 55.80. HRMS

(ESI) calculated for C1gH»1NO4 315.1471, (M+H)" 316.1549, found 316.1543.

(S,2)-2-((((9H-fluoren-9-yl)methoxy)carbonyl)amino)-3-((2-methoxy-5-(3,4,5-
trimethoxystyryl)phenyl)amino)-3-oxopropyl acetate (47)

3' CA4-amine (0.11 g, 0.35 mmol) was dissolved in CH,Cl, (10 mL), and then Fmoc-serine
acetate (0.19 g, 0.52 mmol), T3P (0.62 mL, 1.0 mmol), and Et3N (0.073 mL, 0.52 mmol) were

added. After stirring for 16 h at room temperature, water (10 mL) was added, and the reaction
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mixture was extracted with CH,Cl, (3 x 10 mL). The combined organic phase was rinsed with
brine, dried with Na,SO,, and concentrated under reduced pressure, and the residue was purified
by flash column chromatography using a pre-packed 10 g silica column [solvent A: EtOAc;
solvent B: hexanes; gradient: 12%A / 88%B (1 CV), 12%A / 88%B — 100%A / 0%B (10 CV),
100%A / 0%B (2 CV); flow rate: 36 mL/min; monitored at 254 and 280 nm] affording the
desired Fmoc-L-serinamide acetate 47 (0.22 g, 0.32 mmol, 93%) as a white solid. *H NMR (600
MHz, CDCl3) § 8.42 (1H, s), 8.31 (1H, d, J=1.8 Hz), 7.77 (2H, d, J=7.0 Hz), 7.60 (2H, d, J=6.7
Hz), 7.40 (2H, t, J=7.0 Hz), 7.31 (2H, d, J=5.6 Hz), 7.03 (1H, d, J=8.2 Hz), 6.70 (1H, d, J=8.5
Hz), 6.51 (2H, s), 6.50 (2H, d, J=12.9 Hz), 6.45 (1H, d, J=12.1 Hz), 5.79 (1H, d, J=7.0 Hz), 4.65
(1H, d, J=4.8 Hz), 4.53 — 4.48 (2H, m), 4.35 — 4.30 (1H, m), 4.24 (1H, t, J=7.0 Hz), 4.02 (1H,
dd, J=9.4, 2.7 Hz), 3.84 (3H, s), 3.79 (3H, s), 3.68 (6H, s), 2.09 (3H, s). *C NMR (150 MHz,
CDClI3) 6 170.99, 166.74, 153.17, 147.41, 143.93, 143.84, 141.59, 137.32, 133.05, 130.45,
129.75, 129.61, 128.13, 127.42, 125.35, 125.28, 121.14, 120.37, 120.35, 109.87, 106.19, 67.78,

64.23, 61.21, 56.19, 56.16, 55.01, 47.34, 21.05.

(S,2)-2-amino-3-hydroxy-N-(2-methoxy-5-(3,4,5-trimethoxystyryl)phenyl)propanamide (3"
CA4-L-serinamide)

To a well-stirred solution of Fmoc-L-serinamide acetate 47 (0.22 g, 0.32 mmol) in
CH,Cl,/MeOH mixture (4 mL, 1:1 ratio), 2 N NaOH (2.00 eq.) was added. The reaction mixture
was stirred for 2 h at room temperature under N,. The solvent was evaporated under reduced
pressure, and sat. NaHCOj3; (10 mL) was added. The solution was extracted with CH,Cl, (3 x 10
mL), and then the combined organic phase was rinsed with brine, dried with Na,SO,, and
concentrated under reduced pressure. The residue was purified by preparative TLC

[CH,CIl,/MeOH mixture (9:1 ratio)] to give the desired 3' CA4-L-serinamide prodrug (0.077 g,
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0.19 mmol, 60%) as a yellow oil. *H NMR (600 MHz, CD3;0D) & 8.21 (1H, d, J=1.9 Hz), 6.97
(1H, d, J=8.4 Hz), 6.88 (1H, d, J=8.3 Hz), 6.53 (2H, s), 6.49 (1H, d, J=12.1 Hz), 6.43 (1H, d,
J=12.1 Hz), 3.84 (3H, s), 3.72 (2H, d, J=6 Hz ), 3.71 (3H, s), 3.61 (6H, s), 3.49 (1H, t, J=5.3 Hz).
¥C NMR (CDs0OD, 150 MHz) 6 172.37, 152.72, 148.32, 136.81, 132.96, 129.88, 129.24, 128.95,
126.76, 124.82, 120.56, 109.89, 106.02, 63.84, 59.74, 57.03, 55.04, 54.93. HRMS (ESI)

calculated for C,1H2sN,06 402.1791, (M+H)" 403.1864, found 403.1869.

(S,2)-2-amino-3-hydroxy-N-(2-methoxy-5-(3,4,5-trimethoxystyryl)phenyl)propanamide
hydrochloride (AVE8062)

3' CA4-L-serinamide prodrug (0.027 g, 0.067 mmol) was dissolved in MeOH (0.50 mL), and 4 N
HCI in dioxane (0.08 mL, 0.32 mmol) was added to the solution. After stirring for 5 min, the
solvent was evaporated to dryness, and the residue was washed with diethyl ether (3 x 2 mL) to
give the desired 3' CA4-L-serinamide prodrug salt AVE8062 (0.020 g, 0.046 mmol, 69%) as a
colorless solid. *H NMR (600 MHz, CDs0D) & 7.97 (1H, d, J=2.0 Hz), 7.04 (1H, dd, J=8.5, 2.0
Hz), 6.93 (1H, d, J=8.5 Hz), 6.52 (2H, s), 6.49 (1H, d, J=12.2 Hz), 6.45 (1H, d, J=12.2 Hz), 4.14
(1H, dd, J=6.3, 5.0 Hz), 3.94 (1H, dd, J=11.2, 4.7 Hz), 3.87 — 3.83 (4H, m), 3.71 (3H, s), 3.62
(6H, s). *C NMR (150 MHz, CD;0D) § 165.22, 152.77, 149.21, 136.74, 132.96, 129.80, 129.07,
128.93, 126.15, 125.87, 122.42, 110.28, 105.90, 60.38, 59.78, 55.04, 55.02, 54.93. HRMS (ESI)

calculated for C,1H27CIN,Og 438.1558, (M-CI)" 403.1864, found 403.1865.
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'H NMR (CDCls, 500 MHz) Compound 1
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3¢ NMR (CDCl3, 125 MHz) Compound 1
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'H NMR (CDCls, 500 MHz) Compound 2
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3¢ NMR (CDCls, 125 MHz) Compound 2
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'H NMR (CDCls5, 600 MHz) Compound 4
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'p NMR (CDCls, 240 MHz) Compound 4
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'H NMR (CDCls, 500 MHz) Compound 5a
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3C NMR (CDCls, 125 MHz) Compound 5a
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'H NMR (CDCls5, 600 MHz) Compound 5b

[ZAR
L68°€ A
b16°€

9€L9

906’9
€€6'9
€ST'L
wmﬁ.m%

891°L
UL
09¢°L —
YL —
1SP°L
Uv'L
LLY'L
65972
€L9°L

NOz

OCH,
S

OCH3

HLCO
HCO

8¢C
Te
19

Aoz

o0

=660
01
60

M\oo.H

3.5 3.0 2.5 2.0 1.5 1.0 0.5 00 -05 -1.0 -15

4.0
f1 (ppm)

9.0 85 8.0 75 70 65 60 55 50 45
S13

9.5




3¢ NMR (CDCl3, 150 MHz) Compound 5b

mmm.mm
£91°9S W.
§¢0°19 —

/8°€0T —
T98°80T —

9EP'0CT ~_
028'2CT ~
6€5°SCT —
LTT6TT ~_
SST'ZET

Nmm.mmu v

80b'8ET —

SPE8PT /
€Y EST —
€50°6ST N

OCH;
Y

HLCO

NO2

HLCO

OCHj3

-10

200 1950 180 170 160 150 140 130 120 110 i %OO N 90 80 70 60 50 40 30 20 10
ppm

210

514



'H NMR (CDCls;, 500 MHz) Compound 6a
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3C NMR (CDCls, 150 MHz) Compound 6a
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'H NMR (CDCls, 500 MHz) Compound 6b
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3¢ NMR (CDCl3, 125 MHz) Compound 6b
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'H NMR (CDCls5, 500 MHz) Compound 7
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3¢ NMR (CDCls, 125 MHz) Compound 7
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Relative Abundance
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HPLC for Compound 7

Data File C:\CHEM32\1\DATA\LAXMANALDII-67\RUN2\LDITI67-RUNOOOO1.D
Sample Name: LD-II-67-1-run2

Acqg. Operator
Acg. Instrument
Injection Date
Acg. Method
Last changed
Analysis Method
Last changed
Sample Info

Laxman

Instrument 1 Location : =

7/3/2013 10:53:44 BAM

C:\CHEM32\1\METHODS\MASTERMETHOD .M

7/3/2013 10:38:50 AM by Laxman
C:\CHEM32\1\DATA\LAXMAN\LDII-67\RUN2\LDII67-RUNOOOO1.D\DA.M (MASTERMETHOD.M)
7/3/2013 11:43:58 AM by Laxman
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Data File C:\CHEM32\1\DATA\LAXMAN\LDII-&7\RUN2\LDII&7-RUNOOOO1.D
Sample Name: LD-TII-67-1-run2
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Data File C:\CHEM32\1\DATA\LAXMAN\LDII-67\RUN2\LDII67-RUNOOQOQ1.D
Sample Name: LD-II-67-1-

run2

Area Percent Report

Sorted By
Multiplier
Dilutiocn

Signal
1.0000
1.0000

Uge Multiplier & Diluticn Facteor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [rAU*s] [mAU] %
=== [====] === [==mm - [=mmm————— [====——= |
1 13.153 BB 0.0801 684.2142% 128.44377 95.8285
2 16.833 BV 0.1042 18.81558 2.54608 2.6352
3 17.041 VB 0.0833 10.96856 2.02302 1.5362
Totals 713.99843 133.012883

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata file!

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====mmmmm- | ====mmmmm- |======-- !
1 13.153 BB 0.0801 715.88000 134.46823 95,3593
2 16.833 BV 0.1076 19.28228 2.51098 2.5847
3 17.041 VB 0.0835 10.85781 1.98546 1.4554
Totals : 746.02010 138.97467

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*3] [mAU] %
=== [====] === [==mm - [=mmm————— [====——= |
1 13.153 BB 0.0786 2124.96387 408.88397 9B8.1593
2 16.112 BV 0.11e2 16.52923 1.96462 0.7635
3 16.238 VB 0.1149 15.90247 1.95409 0.7346
4 16.509 BB 0.0770 7.41531 1.632460 0.3425
Totals 2164.81088 414.43528

Tnstrument 1 7/3/2013 3:

03:4% PM Laxman

S24

Page

3 of 5



Data File C:\CHEM32\1\DATA\LAXMANA\LDII-67\RUNZ2\LDII67-RUNOOOO1.D

Sample Name: LD-II-67-1-run2

Signal 4: DAD1 D, Sig=230,16 Ref=off
Signal has been modified after loading from rawdata file!

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
el EEEEEE R | == | == |- |
1 12.131 Vv 0.1468 52.76670 4.93102 3.2789
2 13.153 EB 0.0790 1556.49365 297.68036 96.7211
Totals : 1609.26036 302.61138

Signal 5: DAD1 E, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata file!

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*5] [mAU] %
il Bttt [====]======= === === [======== |
1 13.153 BB 0.0796 603.33063 114.218%6 97.2505
2 16.834 BV 0.0993 10.60114 1.56055 1.7088
3 17.040 VB 0.0835 6.45647 1.18643 1.0407
Totals 620.38824 116.96593

Signal 6: DADl1 F, Sig=280,16¢ Ref=off
Signal has been modified after loading from rawdata file!

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

i REEEE e R R | === |
1 8.741 VB 0.0797 5.59504 1.05788 0.8730
2 12.121 BB 0.1405 14.87934 1.48978 3218
3 13.153 EB 0.0796 603.33063 114.2183%6 94.1435
4 16.834 BV 0.0993 10.60114 1.56055 1.6542
5 17.040 VB 0.0835 6.45647 1.18643 0075

Totals : 640.86262 119.51359

Signal 7: DAD]1 G, Sig=300,16 Ref=off
Signal has been modified after loading from rawdata file!

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 3.634 BB 0.0769 27.28100 5.22612 4.8981
2 13.153 BB 0.0824 514.18833 93.18947 ©92.3180
3 16.834 BV 0.102¢6 9.8354¢6 1.35601 1.7659

Tnstrument 1 7/3/2013 3:03:4% PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANA\LDII-67\RUNZ2\LDII67-RUNOOOO1.D

Sample Name: LD-II-67-1-run2

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*5] [mAU] %
=== [====] === [==mm - [=mmm————— [====——= |
4 17.040 VB 0.0835 5.67047 1.04138 1.0181
Totals : 556.97626 100.81297

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been modified after loading from rawdata file!

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====mmmmm- | ====mmmmm- |======-- !
1 3.634 BB 0.0773 29.33656 5.58434 66,4560
2 12.127 EB 0.1151 33.01547 4.22876 7.2656
3 13.154 BB 0,0836 382.,05457 69.73837 86.2784
Totals : 454.40660 79.55207

**% End of Report ***

Tnstrument 1 7/3/2013 3:03:4% PM Laxman

S26

Page

5 of 5



'H NMR (CDCls, 500 MHz) Compound 8
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3¢ NMR (CDCls, 125 MHz) Compound 8
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Reldive Abundance

HRMS Compound 8
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HPLC for Compound 8

Data File C:\CHEM32\1\DATA\LAXMAN\JPT1-24-RUN1001.D
Sample Name: JPT-I-24-2- runl

Acqg. Operator :
Acg. Instrument :
Injection Date :
Acg. Method H
Last changed H
PAnalysis Method :
Last changed :

Sample Info :

Laxman

Instrument 1 Location : -

3/8/2013 11:34:37 AM

C: \CHEM32\1\METHODS\MASTERMETHOD . M

3/8/2013 10:58:56 AM by Laxman
C:\CHEM32\1\DATA\LAXMAN\JPT1-24-RUN1001.D\DA.M (MASTERMETHOD.M)
3/8/2013 12:22:23 PM by Laxman

(modified after loading)

CAl Diamine

Run 1 - 10% ACN/Water
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*DAD1 A, Sig=254,4 Ref=off (LAXMAN\ PT1-24-RUN1001.D - LAXMANVPT-I-24- CA1 DIAMINEWPT1-24-BLANKO02.D)
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Instrument 1 3/8/2013 12:24:13 PM Laxman Page 1 of 5

S30



Data File C:\CHEM32\1\DATA\LAXMAN\JPT1-24-RUN1001.D
Sample Name: JPT-I-24-2- runl

*"DAD1 D, Sig=230,16 Ref=off (LAXMANWPT1-24-RUN1001.D - LAXMANAPT-I-24- CA1 DIAMINEWPT1-24-BLANKO02.D)
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Data File C:\CHEM32\1\DATA\LAXMANA\JPT1-24-RUN1001.D
Sample Name: JPT-I-24-2- runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 10.793 VB 0.2658 &36.82605 3&.46028 7.4422
2 11.603 BB 0.0813 7032.83594 1338.65552 82.1882
3 13.706 VB 0.2133 B887.33014 61.89165 10.3697
Totals : 8556.99213 1437.00745

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [MAU*s] [mAU] %

0.2683 634.71381 36.23970 7.3312
0.0813 7088.87402 1349.12854 81.8791
13.428 BV 0,1080 28.47644 3,95348 0.3289
0.2133 905.67200 63.14117 10.4608

Totals : 8657.73626 1452.46289

Signal 3: DAD1 C, Sig=210,8 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 10.792 BB 0.2721 1686.11475 93.64143 2.4590
2 11.603 BB 0.0918 1.6380ced 2819.08179 82.1797
3 13.706 VvV 0.2051 1865.96326 136.85098 9.3613
Totals : 1.99327e4 3049.57420

Instrument 1 3/8/2013 12:24:13 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANA\JPT1-24-RUN1001.D
Sample Name: JPT-I-24-2- runl

Signal 4: DAD1 D, Sig=230,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 10.791 VB 0.2794 1063.522895 56.54724 6.3234
2 11.603 BB 0.0863 1.40428e4 2549.48462 B83.4944
3 13.706 VV 0.2068 1712.51416 124.25601 10.1821

Totals : 1.68188e4 2730.28787

Signal 5: DAD1 E, Sig=280,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %
il ittt [====]======= [====————— [ === [ === \
1 10.791 VB 0.2803 362.40127 19.91856 6.7384
2 11.603 BB 0.0812 4438.77637 845.72125 82.5189
3 13.706 VB 0.2105 577.80243 40.99035 10.7417
Totals 5379.04007 906,63016

Signal &: DAD1 F,

Sig=280,16 Ref=off

3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 10.791 VB 0.2803 362.46127 19.91856 G.7384
2 11.603 BB 0.0812 4438.77637 845.72125 82.5199
3 13.706 VB 0.2105 577.80243 40,99035 10,7417
Totals 5379.04007 906.63016

Signal 7: DAD1 G,

Sig=300,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 10.792 VB 0.2793 422.46881 23.11047 8.3678
2 11.603 BB 0.0815 3879.14600 736.06525 76.8335
3 13.706 VB 0.2085 747.15320 53.30036 14.7987

Instrument 1 3/8/2013 12:24:13 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANA\JPT1-24-RUN1001.D
Sample Name: JPT-I-24-2- runl

Totals : 5048.76801 812.47607

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 10.792 VB 0.2743 400.08136 22.62302 9.6661
2 11.603 BB 0.0822 2933.52075 549.82037 70.8749
3 13.706 VB 0.2086 B805.40729 57.80400 19.4589
Totals : 4139.00940 630.24739

*** End of Report ***

Instrument 1 3/8/2013 12:24:13 PM Laxman Page 5 of 5
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'H NMR (CD30D, 500 MHz) Compound 9
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3C NMR (CD30D, 125 MHz) Compound 9
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Relative Aburdarnce
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HPLC for Compound 9

Data File C:\CHEM32\1\DATA\LAXMAN\LD-V-77-RUNOQOO1.D
Sample Name: LD-V-77-1A-runl

Acqg. Operator : Laxman

Acqg., Instrument : Instrument 1 Location : -
Injection Date : 7/23/2014 10:58:30 AM

Acg. Method ¢ C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed : 7/23/2014 10:57:14 AM by Laxman

Analysis Method : C:\CHEM32\1\DATA\LAXMAN\LD-V-77-RUNO0OO1.D\DA.M (MASTERMETHOD.M)
Last changed 2 7/23/2014 11:48:44 BM by Laxman
Sample Info : Method- Mastermethod

*DADT A, Sig=254,4 Ref=off (LAXMAN\LD-V-77-RUNOO01.D - LAXMAN\LD-V-111BLANKO1.D)
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-V-77-RUN0O0OO1.D
Sample Name: LD-V-77-1A-runl

*DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-V-77-RUN0O00O1.D - LAXMANALD-V-111BLANKO1.D)
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_: [Te] ) ~
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04 4 L Loy
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-20
R T T T T S R S T | T
5 10 15 20 25 30 35 min|
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Data File C:\CHEM32\1\DATA\LAXMANA\LD-YV-77-RUNODO1.D
Sample Name: LD-V-77-1A-runl

Area Percent Report

Sorted By
Multiplier
Dilution

Signal

1.
1.

0000
0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A,
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type

# [min]
1 1.917
2 11.953
32 13.016
4 16.737
Totals

Signal 2: DAD1 B,
Signal has been modified after loading from rawdata filel

Peak RetTime Type

# [min]
1 1.917
2 11.952
3 13.016
4 16.737
Totals

Signal 3: DAD1 C,
Signal has been modified after loading from rawdata filel

Peak RetTime Type

# [min]

1

z

3 11.947
4 12,492
5 13.016
6 14.666
7T 16,024

Sig=254,4 Ref=off

Width Area
[min] [mAU*s]
0.0398 21.88001
0.0959 9.57182
0.0896 1734.00476
0.1027 54.60278
1820.05937

Sig=254,16 Ref=off

width Area
[min] [mAU*s]
0.0398 21.54620
0.0936 10.00687
0.0894 1780.96240
0.1033 52.89812
1865.41360

$1g=210,8 Ref=off

wWidth Area

[min] [mAU*s]

0.0678 178.51530
0.08a61 49.31191
0.1015 70.69033
0.1447 22.89972
0.0865 5184.50049
0.0940 28.75089
0.1287 33.65904

Height Area
[1AU] %
9.19392 1.2022
1.59724 5259

290.73328 95.2719
7.70488 3.0001

309.22931

Height Area
[mAU] %
9.05059 1550
1.67807 0.5364

299.31604 95.4728
7.40820 2.8357

317.45291

Height Area
[mAU] $
37.336842 3.1609
B.45259 0.8731
10.36870 1.2517
2.17788 0.4055
909.86755 91.8002
4.79432 0.5091
3.61362 0.5960
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Data File C:\CHEM32\1\DATA\LAXMANA\LD-YV-77-RUNODO1.D
Sample Name: LD-V-77-1A-runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
8 16.738 BV 0.1132 79.26709 9.51872 1.403¢6
Totals : 5647.59478 986.13178

Signal 4: DAD1 D, Sig=230,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 1.917 BV 0.0412 27.87641 11.13134 0.6840
2 10.293 VB 0.2294 37.74120 2.37437 0.9261
3 12.100 VB 0.0996 12.79910 1.92545 0.3141
4 13.016 BV 0.0878 3866.20088 €65.83093 94.8834
5 14.019 VB 0.0972 7.92666 1.22969 0.1945
6 14.666 BB 0.0922 13.23263 2.19939 0.3247
7 15.073 VB 0.0824 7.13054 1.37812 0.1750
8 16.028 BB 0.1512 16.67805 1.46031 0.4092
9 16.737 BV 0.1155 71.10069 8.87124 1.7446
10 17.747 BB 0.1336 14.03684 1.44144 0.3444
Totals : 4075.42300 ©97.842%94

Signal 5: DAD1 E, Sig=280,16 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

il ittt [====]======= [====————— [ === [ === \
1 1.918 BB 0.0398 16.67188 6.99573 1.0558
2 9,972 BY 0.1246 10.85515 1.31168 0.6874
3 11.953 BB 0.1431 16.43839 1.61048 1.0410
4 13.016 BV 0.08%90 1503.59937 254.13380 95.2219
5 1&.738 BB 0.1006 31.48283 4.67115 1.9938

Totals : 1579.04762 268,72284

Signal &: DAD1 F, Sig=280,16 Ref=off
3ignal has been modified after loading from rawdata filel

Instrument 1 7/23/2014 12:06:57 PM christine
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Data File C:\CHEM32\1\DATA\LAXMANA\LD-YV-77-RUNODO1.D

Sample Name: LD-V-77-1A-runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

e R | == | == | == \
1 1.346 BV 0.1634 13.479863 1.0388¢6 0.8410
2 1.918 BB 0.0398 16.67188 6.99573 1.0401
3 9,972 BV 0.1246 10.85515 1.31168 0.6772
4 11.953 BB 0.1431 16.43839 1.61048 1.0256
5 13.016 BV 0.0890 1503.59937 254.13380 93.8061
G 14,015 VB 0.1280 10.35211 1.13818 0.6458
7 16.738 BB 0.1006 31.48283 4.67115 1.9641

Totals : 1602.87935 270.90089

Signal 7: DAD1 G, Sig=300,16 Ref=off

Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %

il ittt [====]======= [====————— [ === [ === \
1 1.918 BB 0.0399 13.10246 5.47127 0.9396
2 11.955 BB 0.0952 8.87040 49495 0.6361
3 13.017 BV 0.0933 1331.21448 211.96465 95.4686
4 14.013 VB 0.1117 12.31849 60284 0.8834
5 16.737 BB 0.1013 28.89387 4,14858 2.0721

Totals : 1394.39970 224.68228

Signal 8: DAD1 H, Sig=320,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

e R | == | == | == \
1 1.919 BB 0.0339 11.75484 4.92294 1.0894
2 11.962 BB 0.1461 25.13461 2.52625 2.32594
3 13.017 BV 0.0946 1012.13507 158.33987 93.8010
4 14.012 BB 0.0878 7.24201 28391 0.6712
5 16.736 BB 0.1061 22.75686 3.08307 1090

Totals : 1079.02340 170.15604

*** End of Report ***
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'H NMR (CD;0D, 600 MHz) Compound 10
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3¢ NMR (CD50D, 150 MHz) Compound 10
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Relative Abundance

HRMS Compound 10

HaCO

P
NH- . HCI
HsCO O 2
OCH
311680 3 NH, . HCI w
1007 ' OCHj3 3.43E6
] Chemical Formula: C43H,4CI1,N,0,4 ggﬁt}%—g&—;ﬁﬁs
50 Exact Mass: 402.1113 +pESIFUImS
] [100.00-1000.00]
ol o087 314.1392 | 3831476 4410077 6552770 7214432 8615662 9936116
402.1108 NL:
100 4.64E5
. C1gH24 Cl2 N2 Q4:
50| CiH21Cl2 N2 Oy
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i C1s Ho2 N2 O4:
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HPLC for Compound 10

Data File C:\CHEM32\1\DATA\LAXMAN\LD-II-32000001.D

Sample Name: LD-II-32-runl

Acqg. Operator
Acqg.

Acg. Method
Last changed

Pnalysis Method

Last changed
Sample Info

Instrument
Injection Date

Laxman
Instrument 1 Location : -
6/28/2015 4:33:05 PM
C:\CHEM32\1\METHODS\MASTERMETHODZ .M

6/28/2015 4:06:36 PM by Eric Lin

C: \CHEM32\1\DATA\LAXMAN\LD-TII-32000001.D\DA.M
6/28/2015 5:21:03 PM by Laxman

Method-Mastermethod2

(MASTERMETHODZ . M)

3
>
c
|

@
(=]
o

@
(=3
(=]

&
[=3
o

&
(=3
(=]

o

DAD1 A, Sig=254,4 Ref=off (LAXMAN\LD-II-32000001.D)

13.688

T T T T T T T T T T T T T T T T T T T

T
5 10 15 20

25

min

3
>
c

(==}
(=]
o

&~
[=1
o

LS
(=]
o

o

DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-1-32000001.D)

13.465

=2
o
(=]
P I SIS AT AR S |

T T T T T T T T T T T T T T T T T T T

T
5 10 15 20

25

min

mAU

2000

1500

1000

w
=]
(=]

DAD1 C, Sig=210,8 Ref=off (LAXMANALD-11-32000001.D)

o

Instrument 1 6/28/2015 5:23:27 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-II-32000001.D
Sample Name: LD-II-32-runl

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-11-32000001.D)
mAU
2000

1500
1000

500

7 3.688

15 20 25 min

5
DAD1 E, Sig=240,4 Ref=off (LAXMAN\LD-I-32000001.D)

2

»3.688

15 20 25 min

1

1718878

5
DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-1I-32000001.D)
mAU

800
600
400

200

Fasss
: 062
SEE%%’

T
5 10 15 20 25 min
DAD1 G, Sig=300,16 Ref=off (LAXMAN\LD-11-32000001.D)

mAU

~
(=]
o

T YT PR o

600
500

200
| :

T
5 10 15 20 25 min
DAD1 H, Sig=320,16 Ref=0off (LAXMAN\LD-1I-32000001.D)

mAU
500

o~
i<
o

8] w
[=3 (=]
(=] o
I T T T PR PR R

-
o
(=]

Ligs

o

1

5 10 15 20 25 min|
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Data File C:\CHEM32\1\DATA\LAXMANALD-II-32000001.D
Sample Name: LD-II-32-runl

Area Percent Report

Sorted By Signal
Multiplier 1.0000
Dilution 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
B R | === | == | == \
1 3.688 BB 0.0941 70.04630 11.33046 0.3650
2 13.061 BV 0.1080 7049.17139 1027.60767 97.1129
3 13.465 VvV 0.0763 120.159%94 24.05628 1.6554
4 13.728 BB 0.0629 19.36081 4.71832 0.2667
Totals 7258.73903 1067.71272
Signal 2: DAD1 B, Sig=254,16 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | === | = | —=mmmmm - | -—mmmm - | -—mmmm-- \
1 3.688 BB 0.0939 90.60506 14.70064 1.1994
2 13.062 BV 0.1080 7342.37061 1070.50842 97.1965
3 13.465 VvV 0.0764 121.17745 24.21496 1.6041
Totals 7554.15312 1109.42402
Signal 3: DADl C, Sig=210,8 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
B R | === | == | == \
1 3.688 BB 0.0958 1287.63304 209.26445 5.1710
z 13.063 BV 0.1355 1.92646ed 2304.68799 92,3255
3 13.465 VvV 0.0819 230.33527 42.03444 1.1039
4 13.599 VB 0.0544 11.39503 3.29091 0.0546
5 13.727 BB 0.0648 71.98167 17.20097 0.3450
Totals 2.08659e4  2576.47876

Instrument 1 6/28/2015 5:23:27 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALD-II-32000001.D

Sample Name: LD-II-32-runl

o O O
o
o
o
=

96.2542
1.4530
0.2969

Signal 4: DAD1 D, Sig=230,16 Ref=off
Peak RetTime Type Width Area Height
# [rmin] [min] [mAU*s] [mAU]
B R | === | == | == \
1 3.688 BB 0.0936 411.70078 67.10372
2 13.062 BV 0.1164 1.64493ed 2272.70361
3 13.465 VV 0.0778 231.34738 45.13335
4 13.602 VB 0.0543 8.60591 2.49010
5 13.728 BB 0.0650 70.94254 16.90570
6 14.081 BV 0.1019 T.25227 1.00877
Totals 1.71791e4 2405.34525
Signal 5: DAD]1 E, Sig=240,4 Ref=off
Peak RetTime Type Width Area Height
# [min] [min] [mAU*s] [mAU]
B R | === | == | == \
1 3.688 BB 0.0935 340.03543 55.47417
2 13.062 BV 0.1086 1.18929%e4 1721.22375
3 13.465 VvV 0.0842 224.57724 39.56317
4 19,0783 BV 0.1209 10.11429 1.24328
5 19.213 VB 0.1184 11.95831 1.41727
Totals 1.2479¢e4  1818.92165
Signal &: DAD1 F, Sig=280,16 Ref=off
Peak RetTime Type Width Area Height
# [min] [min] [mAU*s] [mAU]
B R | === | == | == \
1 3.688 BB 0,0936 149.57484 24.38544
2 13.062 BV 0.1079 7213.50439 1053.68127
3 13.465 VvV 0.0766 108.89276 21.67045
4 13.728 BB 0.0643 22.24805 5.37009
Totals 7434,22105 1105.10725
Signal 7: DAD1 G, Sig=300,16 Ref=off
Peak RetTime Type Width Area Height
# [min] [min] [mAU*s] [mAU]
e R | === | = | —=mmmmm - | -—mmmm - | -—mmmm-- \
1 3.688 BB 0.0965 37.61830 6.05143
z 13.061 BV 0.1083 5836.52344 848.33795

Instrument 1 6/28/2015 5:23:27 PM

Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALD-II-32000001.D
Sample Name: LD-II-32-runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
3 13.466 VvV 0.0789 182.86238 35.00428 2.9%40
4 13.728 VB 0.0714 50.57355 10.64560 0.8280
Totals : 6107.57767 900.03926

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | ==
1 13.061 BV 0.1086 3%37.61230 56%9.77728 93.4230
2 13.466 VvV 0.0762 185.44067 37.14345 4.4000
3 13.728 VB 0.06397 91.49677 19.89258 2.1710
Totals : 4214.54975 626.81331

**% Fnd of Report ***
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'H NMR (CDCls, 500 MHz) Compound 11
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3C NMR (CDCls, 150 MHz) Compound 11
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'H NMR (CDCls, 500 MHz) Compound 12
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3C NMR (CDCls, 125 MHz) Compound 12
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'H NMR (CDCls, 500 MHz) Compound 13
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3¢ NMR (CDCl3, 90 MHz) Compound 13
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HRMS Compound 13
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N H
H4CO ‘ j(lvo
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HPLC for Compound 13

Data File C:\CHEM32\1\DATA\LAXMAN\LD-V-155-1A0001.D
Sample Name: LD-V-155-1A-runl

Acqg. Operator : Laxman

Acqg., Instrument : Instrument 1 Location : -

Injection Date
Acg. Method
Last changed
Pnalysis Method
Last changed
Sample Info

7/31/2014 1:28:27 PM
C: \CHEM32\1\METHODS\MASTERMETHODZ . M
7/31/2014 1:12:57 PM by Laxman

C: \CHEM32\1\DATA\LAXMAN\LD-V-155-1A0001.D\DA.M (MASTERMETHODZ2.M)

7/31/2014 2:17:20 PM by Laxman
Method- Mastermethod2

0-5 min 10:90 ACN:

0.1%

TFA in Water

5-25 min 10:90 to 100:0 ACN:

0.1%

TFA in Water

25=-30 min 100:0 ACN:

0.1%

TFA in Water

mAU

2000

1500

1000

500

DAD1 A, Sig=254 4 Ref=off (LAXMAN\LD-V-155-1A0001.D)

-968

3.317

15,679

v benn bevna b bewaa b

$15.232

23.363

T T T T T T T T T T T T

1

v

20

25

mAU

2000

1500

1000

500

5 10
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-V-155-1A0001.D
LD-V-155-1A-runl

Sample Name:

mAU
2500

2000
1500

1000

o
(=]
o

M N NS FEETE PR N R

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-V-155-1A0001.D)

4 51.909

317

15232

716.788

19.791

o

-
o

LS
(=]

min

mAU
2500

2000
1500
1000

500

5
DAD1 E, Sig=240,4 Ref=off (LAXMAN\LD-V-155-1A0001.D)

3.317

15.232

16.788

19.791

1

o

min

mAU
2000

1500

1000

500

IS I R WA

5
DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-V-155-1A0001.D)

12968

13.317

15232

19.788

5

T
10

1

o

N
k=]

25

min

DAD1 G, Sig=300,16 Ref=off (LAXMAN\LD-V-155-1A0001.D)

-568

13.317

15.232

T
5

T
10

1

o

min

mAU
1200

1000

N s O
Qo o 9 g
o O O QO

I PR TS T N PN T |

o

DAD1 H, Sig=320,16 Ref=off (LAXMAN\LD-V-155-1A0001.D)

12968

315

15,232

19.790

1

il

LS
o

min
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Data File C:\CHEM32\1\DATA\LAXMANALD-YV-155-1A0001.D

Sample Name: LD-V-155-1A-runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]

1 0,1362 2.16384ed

2 0.0888 820.29114
3 15.232 BV 0.0812 234.08575
4 0.0841 9.86208
5 0.1591 14.41530

Totals : 2.27171ed

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]

0.1368 2.17823e4
0.0885 910.27527
15.232 BV 0,0812 252,22407
0.0815 89.26048

Totals : 2.30341e4

Signal 3: DAD1 C, Sig=210,8 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]
B e | === | === | == \
1 12.970 VvV 0.1930 2.69550e4
2 13.317 VB 0.0884 3234.33423
3 13.824 BB 0.06324 35.76576
4 13.987 BV 0.1578 19.65191
5 14.213 VB 0.1124 88.28443
6 15.231 vV 0.0804 750.52655
7 16.480 BV 0.0813 87.05302
8 16.787 VB 0.0843 200.55069
9 17.402 BV 0.0832 244.03852

Instrument 1 7/31/2014 2:22:52 PM Laxman

Height Area
(AU ] %
2571.50366 95,2518
143.31441 3.6109

43.19005 1.0304
1.73634 0.0434
1.20862 0.0635

2761.01308
Height Area
[1AU] %
2571.0539%6 94.5653
159.73578 9519
46,5576l 1.0853
16.92814 0.3875
27384,27549

Height Area

(AU ] %
2294.62939 84.3049
568.48431 10.1158
7.82016 0.1119
1.68774 0.0615
10.91145 0.2761
140.31758 2.3474

16.56549 0.2723

36.40348 0.6272

45.06736 0.7633
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Data File C:\CHEM32\1\DATA\LAXMANALD-YV-155-1A0001.D

Sample Name: LD-V-155-1A-runl

Peak RetTime Type
# [min]

Totals

Signal 4: DAD1 D,

Peak RetTime Type
# [min]
1 1.909 BB
2 12.971 BV
3 13.317 VB
4 15.232 BV
5 1&.788 VB
6 19.791 VvV
Totals

Signal 5: DAD1 E,

Peak RetTime Type

# [min]

1 12.970 BV

2 13.317 VB

3 15.232 BV

4 16.788 BV

5 19.791 VB
Totals

Signal é: DAD1 F,

Peak RetTime Type

# [min]
1 12.968 BV
2 13.317 VB
3 15.232 BV
4 19.789 BB

Width

Area
[mAU*s]

15.19789
43.13522
261.74756

3.19732e4

Sig=230,16 Ref=off

Width

L1748
L0877
.0813
.0830
.1089

Area
[mAU*s]

64.22646
2.95450e4
2179.68066

588.52106
164.31732
229.63806

3.27713e4

Sig=240,4 Ref=off

Width

Area
[mAU*s]

2.78349e4

1778.19116
446,13184
134.76234
184,50830

3.03785e4

Sig=280,16 Ref=off

Width

Area
[mAU*s]

1.93204e4

1085.78162
302.56723
139.03084

Height Area
(AU ] %
5.22775 0.1187
2.27553 0.0475
65227 00,1348
36.2691¢6 0.818¢6
3172.31167
Height Area
(AU ] %
9.81579 0.1960
2762.10352 90.1543
387.20401 6.6512
108.53487 1.7358
30.45298 0.5014
30.12724 0.7007
3328.23841
Height Area
[mAU] %
2861.06689 91.6270
315.66486 5.8535
81.93328 1.4686
25.35521 0.4436
22,952483 0.6074
3306.97284
Height Area
[1AU] %
2365.42163 92.6736
192.58340 5.2082
56.02794 4513
19.01400 0.6669

Instrument 1 7/31/2014 2:22:52 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALD-YV-155-1A0001.D

Sample Name: LD-V-155-1A-runl

Totals

Signal 7: DAD1 G,

Peak RetTime Type

e e | === | == | === \
L1321
.0875
.0823
.1094

# [min]
1 12.%968 BY
2 13.317 VB
3 15.232 BV
4 19.790 BB
Totals

Signal 8: DAD1 H,

Peak RetTime Type

R R | === es | === s | === \
L1217
.0905
L0826
.1030

# [min]
1 12.968 BV
2 13.315 VB
3 15.232 BV
4 19.790 BB
Totals

Width

Width

2.08477e4

Sig=300,16 Ref=off

Area
[AU*s]

1.83907e4

1356.34009
263.98782
131.35910

2.01423e4

5ig=320,16 Ref=off

Area
[mAU*s]

1.06545e4
890.75409
148.,63684
80.32684

1.1774z2e4

2633.04697
Height Area
[1AU] %
2233.27051 91.3035
241.75505 7338
47,88708 3106
17.14645 0.6522
2540.05910
Height Area
[mAU] %
1356.26221  90.4901
156.25275 7.5653
26.85264 2624
10.53331 0.6822
1549, 90090

*** End of Report *#**

Instrument 1 7/31/2014 2:22:52 PM Laxman
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'H NMR (CDCls, 500 MHz) Compound 14
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3C NMR (CDCls, 125 MHz) Compound 14
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Relative Abundance

8

8

8

N8 388

[=]

HRMS Compound 14
NH,

3731827
=1

OCH;

3661552

=1 Chemical Formula: C3Ho4N,05

Exact Mass: 372.1685

3201985
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HPLC for Compound 14

Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-111\RUN6-GOOD-0,1TFA\LDIII111RUNOOOG.D

Sample Name:

LD-ITII-111-runeé

Acqg. Operator
Acqg.
Injection Date
Acg. Method
Last changed
Pnalysis Method

Instrument

Last changed
Sample Info

Laxman
Instrument 1

7/9/2013 9:00:02 PM
C: \CHEM32\1\METHODS\MASTERMETHOD . M
7/9/2013 6:17:01 PM by Laxman
C:\CHEM32\1I\DATA\LAXMAN\LD-TIIT-111\RUN6-GOOD-0. 1TFA\LDITII111RUNOOOG. D\DA.M (

MASTERMETHOD.M)

4/1/2014 10:55:34 AM by ZHE
Method- Mastermethod

0.1% TFA in Water

Location

*DAD1 A, Sig=254,4 Ref=off (LAXMANLD-III-111\RUN6-GOOD-0.1TFAWLDIIIM11RUNO00S.D - LAXMAN\LD-11-111\RUNB-GOOD-0.1TFA\L

mAU 1 f-'-_}
2000 @
15004
10004
] A ol
0 1R %
h T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T — T T T T T
5 15 30 min
*DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-III-111\RUNE-GOOD-0.1 TFA\LDIIIT11RUNO00B.D - LAXMAN\LD-11I-111T\RUNG-GOOD-0.1 TFAL
mAU ] @
2000 -] L
1500
1000
] @2 o
Oi 1 a— L
S
5 10 15 20 25 30 min
*DADA C, Sig=210,8 Ref=off (LAXMAN\LD-III-111\RUN6-GOOD-0.1 TFAILDIII111RUNOO06.D - LAXMANILD-1II-111\RUNB-GOOD-0.1TFAIL
mAU 3
1500
1250
1000
750
E @
. e 8
250 e o
0—5 ALy ¥
e
5 10 15 20 25 30 35 min
Instrument 1 4/1/2014 11:13:54 AM ZHE Page 1 of 6
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-111\RUN6-GOOD-0,1TFA\LDIII111RUNOOOG.D
Sample Name: LD-III-11l-runé

*DAD1 D, Sig=230,16 Ref=off (LAXMANALD-III-111\RUNB-GOOD-0.1TFAWLDIIIMT11RUNO006.D - LAXMANALD-11I-11 N\RUNB-GOOD-0.1TFA\

©

mAU
2000

1500

1000

500

5 15
*DAD1 E, Sig=280,16 Ref=off (LAXMANALD-11I-111\RUNE-GOOD-0.1TFA\LDIIIT111RUNO006.D - LAXMANALD-111-111\RUNG-GOOD-0.1TFAL
mAU B
2000
1750
1500
1250

1000

Llodvndvedvn ool

5 35
*DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-IIl-111\RUN6-GOOD-0.1TFA\LDIII111RUN0006.D - LAXMANWLD-III-11 1\RUN6-GOOD-0.1TFA
mAU 3 2

e}

w

o
wlvlenl

-18.898
71420231

L e L B e | e — T U T T

] 10 15 20 25 30 35 min
*DAD1 G, Sig=300,16 Ref=off (LAXMANLD-II-111\RUNB-GOOD-0.1TFAWLDIIIM11RUNG008.D - LAXMANALD-1I-11T\RUNB-GOOD-0.1TF A\
=}

mAU

wlonding

1750
1500
1250 =
1000

750

o
[=]
o

dodiebindiadend

— T T T T T T T T T T T T T
5 10 15 20 25 30 35 min
*DAD1 H, Sig=320,16 Ref=off (LAXMAN\LD-1I-111\RUNG-GOOD-0.1TFAWLDIIIT11RUNO0C0G.D - LAXMANALD-111-111\RUNG-GOOD-0.1TFA\

)
=1
S

|
8.583

Loaos
T
13.559

[N
o
(==
el
=8.801

1%

Instrument 1 4/1/2014 11:13:54 AM ZHE Page 2 of 6
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-111\RUNG-GOCD-0.1TFA\LDIIT111RUNOOQG.D

Sample Name: LD-III-111-run6

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %

il ettt [====] === [==mm————— [mmm [=====—== |
1 3.139 BV 0.1754 2.5189%4ed 2271.24341 95.4505
2 8.485 VvV 0.0515 142.75304 42.16708 0.5409
3 9,408 BV 0.0674 326.38943 74.15012 1.2368
4 9.883 BV 0.0796 640.42310 117.46875 2.4268
5 12.785 VB 0.0730 91.04413 19.30842 0.3450

Totals : 2.63900ed 2524.33778

Signal 2: DAD1 B, Sig=254,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

e R | == | == | == \
1 53.133 BV 0.1739 2.58701ed 2288.13721 922.2516
z 8.485 Vv 0.0526 167.77173 48.26380 0.5983
3 8.583 VB 0.06893 721.26178 158.01703 2.5720
4 9,408 BV 0.0674 337.57236 76.65775 1.2038
5 9.883 BV 0.0794 ©56.34247 120.76386 2.3405
6 10.291 VB 0.0718 171.31871 37.16681 0.6108
T 1z.722 BV 0.0809 118.60582 21.33296 0.4229

Totals : 2.80430ed4 2750.33941

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 1.760 VB 0.1147 713.67432 31.08369 1.9280
2 8.192 BV 0.2641 3.05965e4 1801.82019 82.6552
3 5.485 VvV 0.0556 &07.23651 162.55046 1.6404

Instrument 1 4/1/2014 11:13:54 AM ZHE
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-111\RUNG-GOCD-0.1TFA\LDIIT111RUNOOQG.D

Sample Name: LD-III-111-run6

Peak RetTime Type
# [min]

Signal 4: DAD1 D,

Signal has been nmodified after loading from rawdata filel

Peak RetTime Type

# [min]

1 8.146 BV

2 8.582 VB

3 9.408 BV

4 9.882 BV

5 10.231 BV

6 12.799 VB
Totals

Signal 5: DADL E,

Signal has been nmodified after loading from rawdata filel

Peak RetTime Type
# [min]
1 8.138 BV
2 8.582 VB
3 9,408 VB
4 9.883 BV
5 10.447 VB
6 12.327 VB
7 12.719 BV
8 12.800 VB
9 13.925 BB
Totals

Width

Area
[mAU*s]

.03918
. 96521
.00427
.79422
. 40680
72.

98273

3.70171e4

Sig=230,16 Ref=off

Width

Area
[mAU*s]

3.4375%e4

1254.
651,
926.
385,
302.

74963
16071
087865
79929
09579

3.78958e4

Sig=280,16 Ref=off

Width

O OO0 OO O O O O

Area
[mAU*s]

2.42665e4

656,
z282.
524.
8.
90.
94.
142.
14.

98676
83658
90851
61436
34814
46789
46277
42253

2.60816e4

Instrument 1 4/1/2014 11:13:54 AM ZHE

Height

[mAU]

2984

. 44962
. 45256
. 01939

.43545
. 03465
. 92350

.76544

3
2
3
. 99573 2.
0
0
0

Height Area
[1AU] %
2300.159604 90.7117
273.39069 3.3111
144.70052 1.7183
202.89774 2.4438

85,91025 1.0181
54.06322 0.7972
3061.15845

Height Area
[1AU] %
2186.85913 93.0409
143.97168 2.5180
63.43553 1.0844
97.49480 2.012¢6
1.84189 0.0330
11.42952 0.3464
19.16719 0.3622
26.00443 0.5462
2.09712 0.0553
2552.30129
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-111\RUNG-GOCD-0.1TFA\LDIIT111RUNOOQG.D

Sample Name: LD-III-111-run6

Signal 6: DAD1 F,

Signal has been modified after loading from rawdata filel

Peak RetTime Type
# [min]

8.138 BV
8.582 VB
9.408 VB
©.883 BV
VB
12.719 BV
13.925 BB
18.898 VB
20,231 BB

[E e B N
=
o
IS
=
-

Totals

Signal 7: DAD1 G,

Signal has been modified after loading from rawdata filel

Peak RetTime Type
# [min]

8.138 BV
8.583 VB
8.918 VB
9.408 VB

9.883 BV
10.443 VB
12.327 VB
12.797 VB

W -1 oy o W N

Totals

Signal 8: DAD1 H,

Signal has been modified after loading from rawdata filel

Peak RetTime Type

# [min]

5ig=280,16 Ref=off

wWidth Area
[min] [mAU*s]
0.1715 2.42665e4
0.06%2 &56.98676
0.0680 282.83658
0.0788 524.90851
0.0706 8.61436
0.0755 94.46789
0.1102 14.42253
0.1124 30.22587
0.0976 9.12180
2.58881le4

Sig=300,16 Ref=off

Width Area
[min] [mAU*s]
0.1723 2.34731e4d
0.0679 1408.04065
0.0565 13.70495
0.0681 275.41730
0.0795 513.82751
0.0686 B8.27514
0.1099 91.84422
0.0747 93.86009
2.58781le4d

5ig=320,16 Ref=off

Width

Area
[mAU*s]

1.41791e4

1786.
214
151.
Z68.
110.

11.

Instrument 1 4/1/2014 11:13:54 AM

22986

57774

69165
97365
94556
75747

ZHE

Height Area
[mAU] %
2186.85913 93.7362
143.97168 2.5378

63.43553 1.0925
97.49480 2.027¢6
1.84189 0.0333
19.16719 0.3649
2.09712 0.0557
3.81837 0.1168
1.40804 0.0352
2520.09375

Height Area
(AU ] %
2101.46777 90.7065
316.57404 5.4410

3.76272 0.0530
61.68370 1.0643
94.4455¢6 1.9856

1.83508 0.0320
11.91732 0.3549
18.64861 0.3627

2610.33480

Height Area
[mAU] $
1430.12402 84.7866
410.09262 10.6811
52.71780 1.2831
33.99868 0.9071
50.61902 1.6084
23.25360 0.6634
1.90529 0.0703

S70
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-111\RUNG-GOCD-0.1TFA\LDIIT111RUNOOQG.D

Sample Name: LD-III-111-run6

Peak RetTime Type Width Area Height Area

# [min] [min] [mAU*s] [mAU] %
e R | == | == | ==
Totals : 1.67233e4  2002.71104

*** End of Report ***

Instrument 1 4/1/2014 11:13:54 AM ZHE
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'H NMR (CD;0D, 600 MHz) Compound 15
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3¢ NMR (CD50D, 150 MHz) Compound 15
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148.0756
z=1

181.0858
z=1

425.1685
z=1

441.1422
=7
L f Loy

HRMS Compound 15

=
|e H
N\ﬂ/k/

OCH; O o

OCH;

Chemical Formula: C21H27CIN,Og
Exact Mass: 438.1558

HyCO NH, . HCI

OH
H3zCO

7922096
6792620 ]

z=1 |

h83.2876
z=1

835.3150
7=

040.3784
7=1

ML:

1.23E7
LD-VIIFO7-1A_Crbi_+
ESKE12 RT:0.10 AV:
1T.FIMS +pESI
Fullms
[100.00-1000.00]

Relative Abundance

ML:
7.78E5

C21Hzs N2 Os:
Cz1Ha2s N2 Og
pa Chrg 1

$I\Ié 2 B S 8 8\Ié 2 B g 8 8\Ié
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7.78E5

Coq Hog Na Og +H:
Cz1Hzz N20Og

pa Chrg 1

S BE888 o383

4251

NL:

7.78E5

Co1 Hag N2 O HNa:
Cz1Hzg N2 Og Na4
pa Chrg 1

é Lea bl

S74



HPLC for Compound 15

Data File C:\CHEM32\1\DATA\LAXMAN\LDVI-07-RUNOOO1.D
Sample Name: LD-VII-07-1A-runl

Acqg. Operator
Acg. Instrument
Injection Date
Acg. Method
Last changed
Analysis Method
Last changed
Sample Info

Laxman

Instrument 1
1/30/2015 11:04:00 AM
C3 \CHEM32\1\METHODS\MASTERMETHODZ .M

1/30/2015 11:00:11 AM by Laxman

C3 \CHEM32\1\DATA\LAXMAN\LDVI-07-RUNOOQOOL1.D\DA.M (MASTERMETHODZ.M)
1/30/2015 11:44:15 AM by Laxman

Method-Mastermethod2.M

0.1% TFA/H20

Location : -

mAU

800

600

N
i=3
(=]

[e]
o
o

e b b b b by

A

o

DAD1 A, Sig=254,4 Ref=off (LAXMAN\LDVI-07-RUNQ001.D)

T T T T T T T T T

min

3
>
c

1000

N B D =3
o 9 o (=3
o o o (=]

e b v be i b by

o

A

5
DAD1 B, Sig=254,16 Ref=off (LAXMAN\LDVI-07-RUN0001.D)

T T T T T T T T T T

min

mAU

2000

1500

1000

5
DAD1 C, Sig=210,8 Ref=off (LAXMAN\LDVI-07-RUN0001.D)

14.147

500

Instrument 1 1/30/2015 1:22:36 PM Laxman

Page
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Data File C:\CHEM32\1\DATA\LAXMAN\LDVI-07-RUNO0OO1.D

Sample Name

: LD-VII-07-1A-runl

mAU

1750 5
1500 =
1250 =
1000

oo~
o
o o

L)
w
(=]

L

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LDVI-07-RUN0001.D)

1.692

3

o
ey

1 114148

min|

5
DAD1 E, Sig=240,4 Ref=off (LAXMAN\LDVI-07-RUNQ001.D)

min|

mAU
800

600

400

200

5
DAD1 F, Sig=280,16 Ref=off (LAXMAN\LDVI-07-RUN0001.D)

13.272
4.861

i

T
5 10

-
w
[N]
k=]

25

min|

mAU
800

600

400

200

DAD1 G, Sig=300,16 Ref=off (LAXMAN\LDVI-07-RUN0001.D)

P RN IR RN BRI

T
5 10

min|

mAU

- ] w &
[=] (= (=1 (=]
o (=] o o

o

DAD1 H, Sig=320,16 Ref=off (LAXMAN\LDVI-07-RUN0001.D)

13.272

15 20

min|

Instrument 1 1/30/2015 1:22:326 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALDVI-07-RUNODO1.D
Sample Name: LD-VII-07-1A-runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 13.045 vv 0.0738 5¢41.813882 1100.64673 925.6171
z 13.272 VvV 0.0679 258.60953 58.10617 4.3829
Totals : 5900.423835 1158.75290

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 13.045 VvV 0.0798 5725.09717 1116.79260 95.6048
z 13.272 VvV 0.0679 263.19711 59.14703 4.3952
Totals : 5988.29428 1175.93363

Signal 3: DAD1 C, Sig=210,8 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 12.831 BB 0.1014 707.34418 101.35224 5.4677
2 13.046 BV 0.0917 1.14252e4 2030.26953 B88.31¢4
3 13.272 VB 0.0674 483.14075 109.64965 3.7347
4 14,147 VB 0.0927 320.987895 48.82853 2.4812
Totals : 1.29367e4 2290.09996
Instrument 1 1/30/2015 1:22:36 PM Laxman Page 3 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALDVI-07-RUNODO1.D

Sample Name: LD-VII-07-1A-runl

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %

il Bttt [====]======= === === [======== |
1 1.692 VB 0.0863 273.36813 45.01778 2.25495
2 12.831 vV 0.1009 308.57629 43.41265 2.5505
3 13.045 VvV 0.0831 1.08210e4 2067.49194 89.4404
4 13.272 VB 0.0677 469.66138 105.94901 3.8819
5 14.148 VvV 0.0830 225.85723 39.32711 1.8676

Totals : 1.20986ed 2301.19848

Signal 5: DAD1 E, Sig=240,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 13.045 VvV 0.0800 8622.23145 1675.22180 95.2748
2 13.272 VvV 0.0678 427.61954 96.27460 4.7252
Totals : 9049.850988 1771.49640
Signal &é: DAD1 F, Sig=280,16 Ref=off
Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 13.045 BV 0.07%7 4888.63330 955.13538 95.3672
2 13.272 VB 0.0677 227.55379 51.38308 4.4391
3 14.861 BB 0.0931 9.93156 1.54228 0.1837
Totals : 5126.11865 1008.06074
Signal 7: DAD1 G, Sig=300,16 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
| [—=== === [ = [—mmmm [===————= |
1 13.045 BV 0.0799 4717.08740 919.34308 90.2095
2 13.272 VB 0.0672 511.94711 11¢.60598 9.7905
Totals : 5229.03452 1035.94906

Instrument 1 1/30/2015 1:22:36 PM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALDVI-07-RUNODO1.D
Sample Name: LD-VII-07-1A-runl

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 13.045 BV 0.0801 2620.03%06 508.46661 79.2579
2 13.272 VB 0.0670 685.67603 156.98068 20.7421
Totals : 3305.71509 665.44730

*** End of Report ***

Instrument 1 1/30/2015 1:22:36 PM Laxman Page 5 of 5
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'H NMR (CD;0D, 600 MHz) Compound 16
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3¢ NMR (CD50D, 150 MHz) Compound 16
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HRMS Compound 16

H3;CO
3 X NH, . HCI
N
H3;CO
OCHj, o)
100 373.1759
] OCHj,3
i Chemical Formula: C;3H,5CIN,O5
507 Exact Mass: 408.1452
i 316.1543
0] 148.0754 L 3‘9—5"1575 495.2098 566.3118 745.3435 8453958 903.5696
408.1447
100
50
o] 414.1527
372.1680
100+
50
o] 378.1832
373.1758
100+
50
0] 379.1910
395.1577
100+
50
] 401.1729
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RT: 0.00 AV:1 T: FTMS
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5.98E5
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C20H25 Cl1 N2 Os
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HPLC for Compound 16

Data File C:\CHEM32\1\DATA\LAXMAN\LD-VII-13000001.D
Sample Name: LD-VITI-13-1A-runl

Acqg. Operator : Laxman

Acg. Instrument : Instrument 1 Location : -
Injection Date : 1/30/2015 2:24:28 PM

Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHODZ .M

Last changed : 1/30/2015 2:22:10 PM by Laxman

Analysis Method : C:\CHEM3Z\1\DATA\LAXMAN\LD-VII-13000001.D\DA.M (MASTERMETHODZ.M)
Last changed : 2/3/2015 10:01:31 AM by Laxman
Sample Info : Method-Mastermethod2 .M

DAD1 A, Sig=254.4 Ref=off (LAXMAN\LD-VII-13000001.D)
mAU
1750

1500
12503
1000

42:933

i T T T T
F11.301
F13.290

17

T T T T T T T T T T

15 20 25 min

5
DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-VII-13000001.D)

3

-
o]
w
o
(TN

#11.301
+13.290
=>19.432

T T T T T T T T T T

15 20 25 min

5
DAD1 C, Sig=210,8 Ref=off (LAXMANALD-VII-13000001.D)

mAU

2000

1500

1000

500

Instrument 1 2/3/2015 10:04:46 AM Laxman Page 1 of 5
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-VII-13000001.D

Sample Name:

LD-VII-13-1A-runl

mAU
2500

2000
1500
1000

500

0

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-VII-13000001.D)

A 11.301

13.290

214767

19.432

E=

-

5

25

min|

mAU

2000

1500

1000

500

5
DAD1 E, Sig=240,4 Ref=off (LAXMAN\LD-VII-13000001.D)

#11.301

934

49

=13.290

—19.432

15

20

25

min|

5
DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-VII-13000001.D)

£11.301

42933

=19.432

5

T
10

20

25

min|

1400
1200
1000
800
600
400
200

DAD1 G, Sig=300,16 Ref=off (LAXMAN\LD-VII-13000001.D)

13.290

FM

5

T
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-
o

25

min|

3
o
g &
1 L

P =2
(=] Q
o o

%]
o
(=]

o

DAD1 H, Sig=320,16 Ref=off (LAXMAN\LD-VII-13000001.D)

£ 11.301

49624

= 13.290

>19.433

-
i

20

25

min|

Instrument 1 2/3/2015 10:04:46 AM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALD-VITI-13000001.D
Sample Name: LD-VII-13-1A-runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 11.301 vv 0.0688 216.40208 49,69001 1.5422
2 12.933 BV 0.1082 1.35325e4 1968.75415 96.4400
3 13.290 VB 0.0767 283.14041 56.29315 2.0178
Totals : 1.40320ed4 2074.73782

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 11.301 vv 0.0683 220.70474 50.70074 1.4896
2 12.933 BB 0.1083 1.36721ed 1986.53516 92.2783
3 13.280 BV 0.0707  249.8394¢ 55.35823 1.6863
4 19.432 BB 0.0870 673.50708 117.34465 4.,5458
Totals : 1.48161ed 2209.93979

Signal 3: DADl C, Sig=210,8 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 11.300 BV 0.0709 ©74.,63080 148.83742 2.9450
2 12,937 VvV 0.1521 2.01127e4 2169.80444 87.7994
3 13.290 VB 0.0728 479.12888 102.04993 2.0916
4 19.432 BB 0.0865 1503.00769 263.54004 6.5612
5 27.104 BBA 0.2629 138.09706 8.43884 0.6028
Totals : 2.29076e4  2692.67067
Instrument 1 2/3/2015 10:04:46 AM Laxman Page 3 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VITI-13000001.D
Sample Name: LD-VII-13-1A-runl

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %

1 0.0686 494.89111 114.18317 2.0390
2 VvV 0.1305 2.18511ed 2696.80225 90.0305
3 13.290 VW 0.0733 470.43481 99.17249 1.9383
4 BB 0.0844 173.55266 31.42022 0.7151
5 0.0869 1280.80042 223.38777 5.2771

Totals : 2.42708ed 3164.96590

Signal 5: DAD1 E, Sig=240,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %

0.0687 374.85321 86.20531 1.7492
0.1178 1.96632ed4d 2673.26465 91.7548
13.290 BV 0.0707 396.78284 87.91900 1.8515
0.0869 995.31000 173.60373 4.6444

Totals : 2.14301ed4 3020.99268

Signal &: DAD1 F, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 11.301 Vv 0.0689 198.91370 45.63385 1.56460
2 12.933 BB 0.1075 1.17454ed 1722.68103 92.4673
3 13.2%0 BV 0.0707 217.0233%0 48.02873 1.7085
4 19.432 BB 0.0868 540.88361 94.,40138 4,2582
Totals : 1.27023e4  1910.74500

Signal 7: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

1 0.0693 190.55530 43.33076 1.4858
z 12.934 BV 0.1082 1.15952e4 1687.50012 90.4100
3 13.290 vV 0.0725 517.15173 110.68778 4.0323
4 19.432 BB 0,0868 522,22614 91.,22451 4.0719

Instrument 1 2/3/2015 10:04:46 AM Laxman Page 4 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VITI-13000001.D

Sample Name: LD-VII-13-1A-runl

Peak RetTime Type Width Area

# [min] [min] [mAU*s]
B R | === | == | ==
Totals : 1.28252e4

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]
B R | === | == | == \
1 11.301 BV 0.0690 96.04256
2 12.934 BV 0.1078 6687.89258
3 13.290 VB 0.0727 ©84.77283
4 19,433 BB 0,0867 300.,91791
Totals : 7769.62588

Height Area

(AU ] %
1932.74317

Height Area

[10AU] 3

21.98625 1.2361
978.16895 86.0774
146.05211 5.8135

52.62127 3.8730

11598.82858

*** End of

Report ***

Instrument 1 2/3/2015 10:04:46 AM Laxman
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'H NMR (CD;0D, 600 MHz) Compound 17

68L'€
0v8'€ /
S06'€ ~-
LTy
9Ty

JAZ44
9SC'v W
YoC'y

U LlJUWLu\Jg

2689
116'9
916'9
926'9
0£6'9
0002 ~
(20, ~F
980°L \
060°Z
81T’L
SHT'L
VAVAVAENG
eLL"

OCHs

L

H,CO.

NH, . HCI

HNWH\,

OH

HsCO

OCHj3

L

.m.
e

8'G
60T

FE0'T

6T |

01
Bor'1

M/mm.o |

Apor

0.0 -0.5

0.5

2.0 1.5 1.0

2.5

3.0

3.5

f1 (ppm)
S88

8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0

8.5



3¢ NMR (CD50D, 150 MHz) Compound 17
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—-

HRMS Compound 17

e
O HN

OCHs o]
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HPLC for Compound 17

Data File C:\CHEM32\1\DATA\LAXMAN\LD-V137-2RUNOO1.D
Sample Name: LD-V-137-2-runl

Acqg. Operator

Acg. Instrument
Injection Date

Acg. Method
Last changed

Analysis Method

Last changed
Sample Info

Laxman

Instrument 1 Location : -
7/14/2014 10:03:32 PM

C3 \CHEM32\1\METHODS\MASTERMETHODZ .M

7/14/2014 9:54:41 PM by Laxman

C3 \CHEM32\1\DATA\LAXMAN\LD-V137-2RUNOOL1.D\DA.M (MASTERMETHODZ.M)
7/14/2014 10:43:46 PM by Laxman

Mastermethod2

0-5 min 10:90 ACN: 0.1% TFA in Water

5-25 min 10:90 to 100:0 ACN: 0.1% TFA in Water
25-30 min 100:0 ACN: 0.1% TFA in Water

(=2
(=]
o
PRI IR BRI BRI SR

*DAD1 A, Sig=254 4 Ref=off (LAXMAN\LD-V137-2RUNQ01.D - LAXMANLD-V137-2BLANK1.D)
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12.815
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115505
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T
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*DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-V137-2RUNO001.D - LAXMAN\LD-V137-2BLANK1.D)
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T
5 10

T T T T T T T T T T T T T

T
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*DAD1 C, Sig=210,8 Ref=off (LAXMAN\LD-V137-2RUNQ01.D - LAXMANALD-V137-2BLANK1.D)

™~

min

Instrument 1 7/24/2014 7:36:25 PM ERICAP
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-V137-2RUNOO1.D
Sample Name: LD-V-137-2-runl

*"DAD1 D, Sig=230,16 Ref=off (LAXMANALD-V137-2RUN001.D - LAXMANALD-V137-2BLANK1.D)

mAUj ©
1400
1200 -
1000
800
600
400 2 3
200—: ©Q g
0 - T
——— ——— —
5 1 20 25 min
*DAD1 E, Sig=240,4 Ref=cff (LAXMAN\LD-V137-2RUN001 D - LAXMAN\LD-V137-2BLANK1.D)
mAU o &
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10003
800
600
400 0w
3 5 R &
200 3 2 3 =
04 - AT
————————F— — —
1 20 25 min
*DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-\V137-2RUN001.D - LAXMAN\LD-V137-2BLANK1.D)
mAU 1 @
E ¢
7003 bl
6004
500
400
300
2003 @ 9o w
3 2 @ || ©5 2
100 = dl|eos w
0 e WA
—_— : —_— T ; — : :
5 10 15 20 25 min
*DADA G, Sig=300,16 Ref=off (LAXMAN\LD-V137-2RUN00T.D - LAXMAN\LD-V137-2BLANK1 D)
mAU 3 ©
1500
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500 - o
2507 2 E
0+ D a——
—_— —_—— —
5 10 15 20 25 min
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Data File C:\CHEM32\1\DATA\LAXMANALD-V137-2RUNO01.D
Sample Name: LD-V-137-2-runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %

il ettt [====] === [==mm————— [mmm [=====—== |
1 11.797 VB 0.0571 37.39809 10.12354 0.6524
2 12.815 BB 0.0943 141.%96701 24.23329 2.4765
3 13.226 VB 0.0908 5449.38037 924.33872 95.0589
4 13.649 BB 0.0717 75.91022 16.47810 1.3242
5 14.011 VB 0.0582 5.78434 1.52517 0.1009
6 15.505 BV 0.0677 22.19742 5.01273 0.3872

Totals : 5732.63745  981.71255

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %

il ettt [====] === [==mm————— [mmm [=====—== |
1 11.797 VB 0.0543 37.51292 10.34681 0.6424
2 12.815 BB 0.0946 141.00084 23.99567 2.4146
3 13.226 VB 0.0907 5548.84961 942.08569 95.0223
4 13.649 BB 0.0717 74.49856 16.18236 1.2758
5 14.011 VB 0.0583 5,93264 1.56384 0.1016
6 14.246 BB 0.0727 31.73079 6.76175 0.5434

Totals : 5839.52536 1000.93613

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 1.371 BV 0.0676 340.71149 T4.14633 2.0426
2 1.906 BV 0.1686 2097.38916 164.71938 12.5738
3 11.70%9 BB 0.1048 1859.09814 268.37698 11.1453

Instrument 1 7/24/2014 7:36:25 PM ERICAP
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Data File C:\CHEM32\1\DATA\LAXMANALD-V137-2RUNO01.D
Sample Name: LD-V-137-2-runl

Peak RetTime Type
# [min]
4 12,644 BV
5 13.227 VB
6 13.648 VvV
7 13.890 VB
Totals

Signal 4: DAD1 D,

3ignal has been modified after loading from rawdata filel

Peak RetTime Type
# [min]

S3:23

Totals

Signal 5: DAD1 E,

Signal has been mcodified after loading from rawdata filel

Peak RetTime Type
# [min]
1 1.891 BB
2 11.793 VB
3 12.814 BB
4 13.226 VB
5 13.518 BV
6 14.010 VB
7 14.795 VB
8 15.505 Vv
8 15.675 VB
Totals

Width

L1103
. 0960
L0770
L0834

Area Height Area
[mAU*s] (AU ] %
423.80072 53.58047 2.5407

1.12451e4 1772.58142 &7.4141
315.91071 62.49385 1.8939
398.60931 73.31020 2.3897

1.66806ed 2469,

Sig=230,16 Ref=off

Width

.0956
.0918
.0736
L0767
L1051

Area Height Area
[mAU*s] [AU] %
206.66499 23.52118 1.8437
132.52130 39.94218 1.1822
323.16006 54.13917 2.8830

1.01460ed4 1696.98718 90.5198
178.25475 37.39213 1.5902
213.33083 42.40094 1.8032

8.73081 1.28800 0.0779

1.12093e4 1895.

81g=240,4 Ref=off

Width

O OO O O o o O O

G7081

Area Height Area
[mAU*s] [mAU] %
19.58302 6.28240 0.2135
76,00732 23,73110 0.8287
236.46078 39.57375 2.5782
8730.77148 1542.62524 95.1954
6.40798 1.82516 0.0693
10.10926 2.73744 0.1102
9,97771 2.34226 0.1088
35.71164 7.87916 0.3894
46.39381 8.72317 0.5059
9171.42301 1635.71969

Instrument 1 7/24/2014 7:36:25 PM ERICAP
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Data File C:\CHEM32\1\DATA\LAXMANALD-V137-2RUNO01.D
Sample Name: LD-V-137-2-runl

Signal 6: DAD1 F, Sig=280,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 11.709 BB 0.1042 97.78605 14.22911 0067
2 12.815 BB 0.0938 97.29163 16.737597 1.9965
3 13.226 VB 0.0873 4604.29199 B823.04236 94.4843
4 13.648 BB 0.0710 46.71126 10.28558 9586
5 14.014 VB 0.0629 6.04078 1.50286 0.1240
6 15.505 vV 0.0699 20.95428 4.53886 0.4300
Totals : 4873.07599 B870.33683

Signal 7: DAD1 G, Sig=300,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

=== [ === === === [——=—m [ === \
1 12.812 BB 0.0888 138.41168 25.71216 1.2652
z 12,983 BV 0.0620 88.38454 22.33664 0.8078
3 13.226 VB 0.0887 1.06324e4 1859.13770 97.1902
4 14.014 VB 0.0646 15.00118 3.60392 0.1371
5 15.675 VB 0.0780 65.59080 12.75470 0.5996

Totals : 1.09398ed4 1923.60512

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 12.810 BB 0.0877 154.40775 29.18997 1.0733
2 13.107 BV 0.0546 66.88392 19.22609 0.4649
3 13.226 VB 0,0901 1.38478ed4 2443.69946 96,2531
4 13.889 BV 0.0742 109.93297 22.84040 0.7641
5 14.013 VB 0.0647 19.88695 4.76055 0.1382
6 14.246 BB 0.0723 54.22525 11.65682 0.3769
7 15.505 Vv 0.0698 57.71371 12.52080 0.4012
8 15.675 VB 0.0779 76.01604 14.81508 0.5284
Totals : 1.4386%e4 2558.70918
Instrument 1 7/24/2014 7:36:25 PM ERICAP Page 5 of 5
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'H NMR (CD;0D, 500 MHz) Compound 18

1€
£18°€
c88'c
pg6'c /.

6989
£/8°9
889

5969
1669
981,
NmEW
917,
959'/ ~_
€19t

BBl

Zog'z
A¢6'g
“gg:

Bp6°C

6T |

=007 |

75 70 65 60 55 50 45 40 35 30 25 20 1.5 1.0 05 0.0
f1 (ppm)

8.0

8.5

S96



3¢ NMR (CD50D, 125 MHz) Compound 18
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HRMS Compound 18
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HPLC for Compound 18

Data File C:\CHEM32\1\DATA\LAXMAN\LD-V-139-2RUNO1.D

Sample Name: LD-V-139-2runl

Acqg. Operator : Laxman

Location

Acg. Instrument : Instrument 1
Injection Date : 7/13/2014 12:11:09 FM
Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed : 7/13/2014 12:04:39 PM by Laxman
Analysis Method : C:\CHEM32\1\DATA\LAXMAN\LD-V-13%-2RUNO1.D\DA.M (MASTERMETHOD.M)
Last changed : 7/13/2014 1:05:46 PM by Laxman

Sample Info : Method
Mastermethod.M

DAD1 A, Sig=254,4 Ref=off (LAXMAN\LD-V-138-2RUN01.D)

-

3
r-y
se

w
(=1
o

200

100

25610

4 <=1.920

T

T
20

min

mAU b
400 >

300
200

100

5
DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-V-138-2RUNO1.D)

JL 5609

1 <1.920

T T T T T T T T T T T T T T

T T

T

T
20

min

5 0 15
DAD1 C, Sig=210,8 Ref=off (LAXMAN\LD-V-139-2RUN01.D)
mAU 3
800 4
700
600
500
400
300
200
100

509

4.705

min
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-V-139-2RUNO1.D
Sample Name: LD-V-139-2runl

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-V-138-2RUN01.D)
mAU I

700
600
500
400
300
200

o
o
100 @
5

20 25 30 35 min

5
DAD1 E, Sig=280,16 Ref=off (LAXMAN\LD-V-139-2RUNO1.D)

mAU I

350 )

300

250

200

150

=5,

g
| +1.920
=5409

20 25 30 35 min

DADTF, Sig=280,?8 Ref=off (LAXMAN\LD-V-139-2RUN01.D)

mAU 3 o
350 ‘
3004
250

= N
u o
o o

vnlonly

=
(=]
(=]
|

5

o
i

g
{ +1.920
#5448

T T L B A e B e M T R B L e | T —
] 10 15 20 25 30 35 min
DAD1 G, Sig=300,16 Ref=off (LAXMANALD-V-139-2RUNO1.D)
e

8

&

mAU
800

600

400

200

5409

16301

[9.370
413.362

T T
5 10 15 20 25 30 35 min
DAD1 H, Sig=320,16 Ref=0off (LAXMAN\LD-V-139-2RUN01.D)

mAU

G664
6-664

1000
800
600
400
200

4141.920

5 10 15 20 25 30 35 min|
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Data File C:\CHEM32\1\DATA\LAXMANA\LD-YV-135-2RUNO1.D
Sample Name: LD-V-139-2runl

Area Percent Report

Sorted By
Multiplier
Dilution

Signal

1.
1.

0000
0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A,

Peak RetTime Type
# [min]
1 1.920 BB
z 5.417 BV
3 5.610 VB
4 G.661 VB
Totals

Signal 2: DAD1 B,

Peak RetTime Type
# [min]
1 1.920 BB
z 5.417 BV
3 5.609 VB
4 6,661 VB
Totals

Signal 3: DAD1 C,

Peak RetTime Type
# [min]

. 656 VB

1 4
2 5
3 5.609 VB
4 G
5 9.418 BB

Totals

Instrument 1 7/13/2014 1:08:21 PM Laxman

Sig=254,4 Ref=off

Width Area
[min] [mAU*s]
0.0775 46,97380
0.0785 73.83537
0.0783 87.99896
0.1616 5220.14502
5428.95316

Sig=254,16 Ref=off

wWidth Area
[min] [mAU*s]
0.0764 44.75594
0.0785 80.30719
0.0784 90.60959
0,1615 5296.55029
5512.22301

Sig=210,8 Ref=off

Width Area
[min] [mAU*s]
0.0736 31.72051
0.0786 1011.34918
0.0784 932.56183
0.1680 1.06542e4
0.1088 49.18766
1.26790e4

Height Area
(AU ] %
9,52554 0.8652
14.72783 1.3600
17.59993 6209
455.76682  96.1538
497.62012
Height Area
[10AU] 3
9.26610 0.8119
16.00921 1.4568
18.10985 1.6438
462.70700 96.0874
506.09225
Height Area
[10AU] %
6.42426 0.2502
201.44394 7.9766
186.28250 3552
875.27972 84.0301
6.46056 0.3873
1275.89098

S101
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Data File C:\CHEM32\1\DATA\LAXMANA\LD-YV-135-2RUNO1.D
Sample Name: LD-V-139-2runl

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 1.920 BB 0.0702 44.30437 10.30551 0.4233
2 5.417 BV 0.0786 388.58575 77.37257 3.7130
3 5.609 VB 0.0784 381.26849 76.18825 3.6430
4 6.660 VB 0.1644 9651.52832 825.70642 92.2207
Totals : 1.04657e4 989.57275

Signal 5: DAD1 E, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 1.920 BB 0.0868 4z.78221 7.47017 0.8821
2 5.417 BV 0.0786 51.21740 10.19095 1.0560
3 5.609 VB 0.0786 44.75695 8.91765 0.9228
4 6.662 VB 0.1583 4711.51318 415.42648 97.1392

Totals : 4850.26974 442,00525

Signal 6: DAD1 F, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 1.920 BB 0.0868 42.78221 7.47017 0.8821
2 5.417 BV 0.0786 51.21740 10.180%5 1.0560
3 5.609 VB 0.0786 44.75695 8.91765 0.9228
4 6,662 VB 0.1583 4711.51318 415.42648 97.1392

Totals : 4850.26974 442.00525

Signal 7: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %

1 1 0 5 0
2 5 0.0789 11.63756 2 0
3 5.609 VB 0.0787 10.18231 z.02301 0.0995
4 G 0.2271 25.72116 1 0
5 6,663 VB 0,1552 1.0150%e4 930

Instrument 1 7/13/2014 1:08:21 PM Laxman Page 4 of 5
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Data File C:\CHEM32\1\DATA\LAXMANA\LD-YV-135-2RUNO1.D
Sample Name: LD-V-139-2runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
3 9,370 BB 0.0844 5.83878 1.05772 0.0570
7 13.362 BB 0.1049 7.84864 1.07818 0.0767
Totals : 1.02384e4 944,08958

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 1.920 BB 0.0834 29.69390 4.93136 0.2281
z G6.664 VB 0.1527 1.29935e4 1215.47620 99.7719
Totals : 1.30232e4  1220.46756

*** End of Report *#**

Instrument 1 7/13/2014 1:08:21 PM Laxman Page 5 of 5
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'H NMR (CDCls, 500 MHz) Compound 19
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3C NMR (CDCls, 150 MHz) Compound 19
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'H NMR (CDCls, 500 MHz) Compound 20
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3C NMR (CDCls, 125 MHz) Compound 20
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'H NMR (CDCls5, 600 MHz) Compound 21
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3C NMR (CDCls, 150 MHz) Compound 21
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'H NMR (CD;0D, 600 MHz) Compound 22
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3¢ NMR (CD;0D, 150 MHz) Compound 22
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Relative Abundance
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HRMS Compound 22
NH,
“ o\\‘/k/OH
O O NHO
OCHj N)J\/\O

OCHs'  NH, M

H3CO

HsCO

5052289

Chemical Formula: Co4H35N40g
Exact Mass: 504.2220

527.2104

5472389

413.2658 4612024 | |77 5051977 6832907 7254021 8035406

921.9521 951.3142
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HPLC for Compound 22

Data File C:\CHEM32\1\DATA\LAXMAN\LD-VI-121-RUNO5.D
Sample Name: LD-VI-121-runb

Acqg. Operator :
Acqg.

Laxman

Instrument : Instrument 1 Location : -

Injection Date :

Acg. Method
Last changed
Analysis Method
Last changed
Sample Info

2/4/2015 9:18:24 AM

C3 \CHEM32\1\METHODS\MASTERMETHODZ .M

2/4/2015 9:15:35 AM by Laxman

C3 \CHEM32\1\DATA\LAXMAN\LD-VI-121-RUNO5.D\DA.M (MASTERMETHODZ.M)
2/4/2015 10:03:37 AM by Laxman

Method-Mastermethod2

0.05% TFA/HZ20

mAU
600

500
400
300
200
100

"DAD1 A, Sig=254.4 Ref=off (LAXMAN\LD-VI-121-RUN05.D - LAXMAN\02-04-15-BLANK1.D)

T T T T T T T T T T T T T T T T T T T T T T

25 min

5 10 1
*DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-VI-121-RUN05.D - LAXMAN\02-04-15-BLANK1.D)

mAU
600

500
400
300
200
100

10045
F940

T T T T T T T T T T T T T T T T T T T T T T

20 25

mAU 3

1750
1500
1250
1000

750

5 1
*DAD1 C, Sig=210,8 Ref=off (LAXMANLD-VI-121-RUNO05.D - LAXMANY02-04-15-BLANK1.D)

[s]

117088

Instrument 1 2/4/2015 10:06:27 AM Laxman
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-VI-121-RUNO5.D
Sample Name: LD-VI-121-runb

*DAD1 D, Sig=230,16 Ref=off (LAXMANLD-VI-121-RUN05.D - LAXMANWZ-04-15-BLANK1 D)
mAU 3 @
1400 &
1200 1
1000 —f
800 ]
600
400 %
200 =

20 25 min|

5 15
*DAD1 E, Sig=240,4 Ref=off (LAXMAN\LD-VI-121-RUNO0S.D - LAXMAN\02-04-15-BLANK1.D)
mAU

1000

40045
e=p il

800
600
400

1H1788

200

20 25 min|

5 10

*DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-VI-121-RUNO5.D - LAXMAN\02-04-15-BLANK1.D)
mAU <
4
[

500 T
400
300
200

100

117898

i

T T
5 10 15 20 25 min|
*DAD1 G, Sig=300,16 Ref=off (LAXMAN\LD-VI-121-RUNO05.D - LAXMANY02-04-15-BLANK1.D)

o
T

mAU
500

10045

400
300
200
100

I PR N EETT PN PR Fr |

T
5 10

T
15 20 25 min|

*DAD1 H, Sig=320,16 Ref=off (LAXMANLD-VI-121-RUN0S.D - LAXMAN\02-04-15-BLANK1.D)
w

mAU
250

200
150
100

50

Y FETEY FERTE PR N ST

5 10 15 20 25 min|

Instrument 1 2/4/2015 10:06:27 AM Laxman Page 2 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VI-121-RUNO5.D
Sample Name: LD-VI-121-runb

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 10.945 BV 0.0806 3429.38184 &60.40332 85.7238
2 11.608 BV 0.0818 342.65540 64.67617 8.5653
3 11.750 Vv 0.0771  228.46587 45.06903 5.7109
Totals : 4000.50310 770.14853

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 10.945 BV 0.0806 3503.13452 &74.63476 85.7581
2 11.608 BV 0.0818 348.8c224 65.84724 8.5403
3 11.750 Vv 0.0771 232.920524 45,94286 5.701¢6
Totals : 4084.90201 786.48487

Signal 3: DAD1 C, Sig=210,8 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

|- [l e === [ == [ === \
1 10.945 BV 0.0842 9926.38086 1861.91199 86.6126
2 11.608 BV 0.0789 927.72119 183.65503 8.0948
3 11.749 VB 0.0748 606.56696 124.58265 5.2926

Totals : 1.14607e4  2170.14967

Instrument 1 2/4/2015 10:06:27 AM Laxman Page 3 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VI-121-RUNO5.D
Sample Name: LD-VI-121-runb

Signal 4: DAD1 D, Sig=230,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 10.945 BV 0.0808 7864.293%5 1509.11328 85.7517
2 11.608 BV 0.0822 780.64148 146.49777 g.5121
3 11.750 vV 0.0783 526.07617 101.73031 5.7363
Totals : 9171.01160 1757.34136

Signal 5: DAD1 E, Sig=240,4 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %
il ittt [====]======= [====————— [ === [ === \
1 10.945 BV 0.0806 5953.35156 1145.60352 85.4289
2 11.608 BV 0.0823 600.10669 112.39833 8.6114
3 11.750 VvV 0.0793 415.31732 79.05017 5.9597
Totals : 6968.77557 1337.05202

Signal 6: DAD1 F, Sig=280,16 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 10.945 BV 0.0805 3185.41992 &13.96997 86.4240
2 11.608 BV 0.0817 305.75058 57.77947 8.2954
3 11.750 Vv 0.0770 194.63496 38.46372 5.2807
Totals : 3685.80547 710.21316

Signal 7: DAD1 G, Sig=300,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 10.945 BV 0.0809 2988.00757 572.34558 81.8322
2 11.204 Vv 0.0725 169.99767 35.08196 14,6557
3 11.608 BV 0.0823 296.85989 55.58070 8.1301
4 11,751 Vv 0.0785 196.51675 37.88121 5.3820

Instrument 1 2/4/2015 10:06:27 AM Laxman
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Data File C:\CHEM32\1\DATA\LAXMANALD-VI-121-RUNO5.D
Sample Name: LD-VI-121-runb

Peak RetTime Type Width Area Height Area

# [min] [min] [mAU*s] [mAU] %
e R | == | == | ==
Totals : 3651.38188 700.88845

Signal 8: DAD1 H, Sig=320,16 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %

1 0.0814 1481.12476 281.65887 78.3325
2 0.0685 204.32208 45.42173 10.8060
3 11.608 BB 0,0749 121.84870 25.89132 6.,4442
4 0.0733 83.52104 17.62517 4.4172

Totals : 1890.81658 370.53708

*** End of Report *#**

Instrument 1 2/4/2015 10:06:27 AM Laxman
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'H NMR (CD;0D, 500 MHz) Compound 23
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3¢ NMR (CD;0D, 150 MHz) Compound 23
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Relative Abundance

éo B g 8 gl\\é L1 B g 8 8“2

85888

149.0117

| | ‘1:}5&9841 2720015 313.1500 418.1966

467.1892

HRMS Compound 23

NH, . HCI

~ O%OH
O NH
0]

OCH3 O NMOH

0CHY'  NH, . HCI

Chemical Formula: Cy4H34CI2N4Og
Exact Mass: 576.1754

6152991 663.2393 7254013

H4CO

H3CO
505.2287

527.2102

N
22567
LDVH145_Qrbi_+
ESE1 RT 000 AV:1
T FTMS +p ESI Ful
s [100.00-1000.00]

9614335

88883,

504.2215

Egg.zssa

N

74455

Co24 Haz2 Ny Og:
C24H32N4Os
pa Chrg 1

575.1670

| 5831721

NL:

42765

C24H33 Cla N4 Og:
C24Hz3Cla Ny Og
pa Chrg 1

505.2293

510.2436

N

744

Cog H3a Ny Og +t
C24H33 Ny Og
paChrg 1

0B 8588

5272112

NL:

74465

C24 Haz N4 Og HNa:
C24H32 N4 Og Naq
paChrg 1
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HPLC for Compound 23

Data File C:\CHEM32\1\DATA\LAXMAN\LD-VI-145-00002.D
Sample Name: LD-VI-145-run2

Acqg. Operator : Laxman

Acg. Instrument : Instrument 1 Location : -
Injection Date : 2/3/2015 10:54:00 AM

Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHODZ .M

Last changed : 2/3/2015 10:52:45 AM by Laxman

Analysis Method : C:\CHEM3Z\1\DATA\LAXMAN\LD-VI-145-00002.D\DA.M (MASTERMETHODZ.M)
Last changed : 2/4/2015 9:20:40 AM by Laxman
Sample Info : Method-Mastermethod2

DAD1 A, Sig=254,4 Ref=off (LAXMAN\LD-VI-145-00002.D)
mAU
800

600
400

200

o

kl vl by by Lwvs
Eises TR
Lz.aao

T T T T T T T T T

T
5 10 15 20 25 min
DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-VI-145-00002.D)

I~

mAU
800

600

1.508

8] -~
[=3 i=
(=] (=]
P I B R B

o

+12.830

T T T T T v T T T T
5 10 15 20 25 min
DAD1 C, Sig=210,8 Ref=off (LAXMAN\LD-VI-145-00002.D)

mAU 2

2000

1500

1000

500

5 10 15 20 25 min|

Instrument 1 2/4/2015 9:23:16 AM Laxman Page 1 of 5
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-VI-145-00002.D
Sample Name: LD-VI-145-runz

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-VI-145-00002.D)
mAU >
1750
1500
1250
1000
==
750 8 >
500 = @
250 <
0
-
5 15 20 25 min
DAD1 E, Sig=240,4 Ref=off (LAXMAN\LD-VI-145-00002.D)
mAU L ¥
——— e S —
5 10 15 20 25 min
mAU >
700
600
500
400
300 =
200 2 2
100 o
0 e
— T I T T . —
5 10 15 20 25 min
DAD1 G, Sig=300,16 Ref=off (LAXMAN\LD-VI-145-00002.D)
mAU T
700
6003
500
3 @O
400 =
300 A
200 — 3
100 o
04+ S
T .
5 10 15 20 25 min|
DAD1 H, Sig=320,16 Ref=off (LAXMAN\LD-VI-145-00002.D)
mAU -4
300
250
200
150
100 o
&
50 &
0 iy
—
5 10 15 20 25 min|
Instrument 1 2/4/2015 9:23:16 AM Laxman Page 2 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VI-145-00002.D
Sample Name: LD-VI-145-run2

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 11.247 Vv 0.0750 4529.85498 927.612%2 84.7722
2z 11.508 VB 0.0703 &04.70068 129.86781 11.3164
3 12.830 VvV 0.0862 209.00600 38.00933 3.9114
Totals : 5343.56l166 1095.49006

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 11.085 BV 0.0666 158.56816 36.54854 2.8155
2 11.247 VvV 0.0750 4626.72656 947.20282 82.1503
3 11.508 VB 0.0711 &34.57526 134.26546 11.2673
4 12.830 Vv 0.0861 212.15869 38.62234 3.7670
Totals : 5&32.02867 1156.63916

Signal 3: DADl C, Sig=210,8 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 11.086 BV 0.0678 2736.85107 615.96875 16.5802
2 11.248 vB 0.0883 1.11715e4 2027.12781 &7.6783
3 11.508 BV 0.0638 1073.51233 262.24918 5.5035
4 11.607 VB 0.0726 937.48230 193.35208 5.6794
5 12.829 VB 0.0846 587.43060 109.54142 3.5587
Totals : 1.65068ed4 3208.23923
Instrument 1 2/4/2015 9:23:16 AM Laxman Page 3 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VI-145-00002.D

Sample Name: LD-VI-145-run2

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width

R R | === es | === s | === \
1128.

# [rmin] [min]
1 11.085 BV 0.0671
2 11.247 VB 0.0801
3 11.508 BV 0.0658
4 12.829 VB 0.0847
Totals

Area
[mAU*s]

58777

1.00606e4

1199.
459.

73914
43491

1.28483e4

Signal 5: DAD1 E, Sig=240,4 Ref=off

Peak RetTime Type Width

# [min] [min]
1 11.085 BY 0.0672
Z 11.247 Vv 0.0754
3 11.508 VB 0.0754
4 12.829 VB 0.0847
Totals

Area
[mAU*s]

634,
7837.
1302.

340.

16797
56641
14511

1.0113%9e4

Signal 6: DAD1 F, Sig=280,16 Ref=off

Peak RetTime Type Width

# [min] [min]
1 11.086 BV 0.0671
2 11.247 VvV 0.0748
3 11.508 vV 0.0736
4 12.829 BV 0.0917
Totals

Area
[mAU*s]

. 94482
. 60266
. 62273

. 60674

Signal 7: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width

e e | === | == | === \
3908.
1175.
.30544

# [min] [rain]

1 11.247 Vv 0.0750

2 11.508 VB 0.0668

3 12.828 BV 0.0913
Totals

Area
[mAU*s]

188

5272,

86646
77905

Height
[mAU]

z57.
2019.
281.
85.

2643,

2057,

43103
74780
16333
48837

83054

. 39835
. 89563
.79105
.32522

41024

. 92053
. 70569
. 76098

56375

Height
[mAU]

800.
270.
31.

75116
14182
69815

95094 1102.559113

Instrument 1 2/4/2015 9:23:16 AM Laxman

8.7839
78.3026
9.3377
3.5758

Area

74.1305
22.2983
3.5712

5124

Page

4 of 5



Data File C:\CHEM32\1\DATA\LAXMANALD-VI-145-00002.D
Sample Name: LD-VI-145-run2

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 11.247 VvV 0.0753 1927.66699 392.75601 53.8382
2 11.508 VvV 0.0661 1547.21765 360.35504 43.2126
3 12.829 Vv 0.0940 105.59404 17.09910 2.9482
Totals : 3580.47808 770.21016

*** End of Report *#**

Instrument 1 2/4/2015 9:23:16 AM Laxman
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'H NMR (CD;0D, 600 MHz) Compound 24
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3¢ NMR (CD50D, 150 MHz) Compound 24
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Relative Abundance
Bo B 5838

100

B 5323

116.9858

HRMS Compound 24

445.2082
430.1968

Chemical Formula: C;H3pCIoN4Og
Exact Mass: 516.1542

149.0120
388.1866

351.9853 |

467.1897
| | 1649842 2430802 ) |

[[#83-1636 5373943  656.1530 710.9648

796.1858

NL:

292E7
LDHI-21_Cxbi_+ESEH
RT:001 AV:1T:
FTIVS +p ESIFulms
[100.00-1000.00]

911.3903
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=]
oo

||IIBI|I$\|\$|I|$|\\I

516.1537

524.1587

NL:
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4442003

4432113

NL:
764E5
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HPLC for Compound 24

Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-21\RUN1-III-21-0001.D
Sample Name: runl-LD-IITI-21-1A

Acqg. Operator : Laxman
Acg. Instrument : Instrument 1 Location : -
Injection Date : 12/21/2012 11:37:50 AM
Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M
Last changed : 12/21/2012 11:34:21 AM by Laxman
Analysis Method : C:\CHEM32\1\DATA\LAXMAN\LD-III-21\RUN1-III-21-0001.D\DA.M
Last changed : 1/18/2013 10:56:37 AM by song
(modified after loading)
Sample Info : runl

10%ACN in 0.1%TFA water sclution

(MASTERMETHOD. M)

*DAD1 A, Sig=254,4 Ref=off (LAXMANALD-1II-21\RUN1-11I-21-0001.D - LAXMAN\LD-III-221\BLANK1-111-2101.D)

o]

mAU
400
300
200

100

I P AT N FErS S

T T T T T T T T T T T T T T T T T T T T — T T T T T T

min

5 15
*DAD1 B, Sig=254,16 Ref=off (LAXMANILD-1I-21\RUN1-111-21-0001.D - LAXMANALD-II-221\BLANK1-11l-2101.D)
mAU 2
400
300

200

100 %
e

t
T T T T T T T T T T T T T T T T T T T T T T T T T T T

30

35

min

15 25
*DAD1 C, Sig=210,8 Ref=off (LAXMAN\LD-III-21\RUN1-111-21-0001.D - LAXMAN\LD-I1I-21\BLANK1-111-2101.D)
mAU @

1200
1000
800
600
400
200

5‘1?14.863

min

Instrument 1 1/18/2013 11:01:07 AM song
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-21\RUN1-III-21-0001.D
Sample Name: runl-LD-III-21-1A

*DADT D, Sig=230,16 Ref=off (LAXMAN\LD-IF21\RUN1-111-21-0001.D - LAXMAN\LD-II-2T\BLANKI-11-2101 D)

mAU 3

1000 '
800
600
400
200

15
*DAD1 E, Sig=280,16 Ref=off (LAXMANLD-1II-21\RUN1-111-21-0001.D - LAXMANLD-III-221\BLANK1-111-2101.D)

)

mAU
400

300
200

100

15
*DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-III-21\RUN1-111-21-0001.D - LAXMAN\LD-11I-21\BLANK1-11-2101.D)

mAU 3

400
300
200
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=
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*DAD1 G, Sig=300,16 Ref=cff (LAXMANLD-II-22T\RUNA-111-21-0001 D - LAXMAN\LD-1II-21\BLANK1-1-2101.D)
mAU 3
400 5

300
200

100

T T T I
10 15 20 25

T
30

*DAD1 H, Sig=320,16 Ref=off (LAXMANLD-III-21A\RUN1-11I-21-0001.D - LAXMAN\LD-1II-21\BLANK1-11I-2101.D)
mAU 3
200 3

150
100

50
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-21\RUN1-III-21-0001.D
Sample Name: runl-LD-III-21-1A

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %

1 4 0.0643 71.16022 17.17359 2.8439
2 5 0.0645 37.81452 9.088590 1.5113
3 6.063 BV 0.0693 2286.42432 500.08197 91.37¢7
4 G 0.0649 106.79793 24.49240 4.2682

Totals : 2502.196988 550.83686

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il ittt [====]======= [====————— [ === [ === \
1 4.863 BB 0.0642 98.68317 23.90006 6702
z 5.171 BB 0.0639 50.66319 12,33087 1.8843
3 6.063 BV 0.0694 2422.45068 529.47382  90.0960
4 6.326 VB 0.0648 116.94734 26.84951 4.3495
Totals : 2688.74438 592.55435

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*=] [mAU] %

e e B | = e |-——m--- \
1 4.863 VB 0.0650 2312.86865 551.00055 21.8635
2 5.171 VvV 0.0671 1246.27808 284.80121 11.7810
3 6.063 BV 0.0732 7019.53174 1483.43799 66.3555

Totals : 1.05787e4 2319.23975

Instrument 1 1/18/2013 11:01:07 AM song Page 3 0f 5
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-21\RUN1-III-21-0001.D

Sample Name: runl-LD-III-21-1A

Signal 4: DAD1 D, Sig=230,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 4.863 VV 0.0648 884.47058 211.53062 12.5062
2 5.171 Vv 0.0674 505.99442 114.94447 7.1546
3 6.063 BV 0.0721 5426.37646 1169.56604 76.7275
4 6.326 VB 0.0645 255.42552 59.02868 3.6116

Totals : 7072.26698 1555.06981

Signal 5: DAD1 E, Sig=280,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 4.863 BB 0.0643 129.42253 31.24761 5.2480
z 5.171 BB 0.0635 60.69393 14.92229 2.4616
3 6.063 BV 0.0688 2160.37939 477.03757 B87.6182
4 6,326 VB 0.0654 115.17860 26.14397 6713
Totals : 2465.67446 549.35143

Signal 6: DAD1 F, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 4.863 BB 0.0643 129.42253 31.24761 5.2430
2 5.171 BB 0.0635 60.69393 14.92229 2.4616
3 6.063 BV 0.0688 2160.37939 477.03757 87.6182
4 G.326 VB 0.0654 115.17860 26.14397 4.6713
Totals : 2465.67446 549.35143

Signal 7: DAD1 G, Sig=300,16 Ref=off
3ignal has been modified after loading from rawdata filel

Instrument 1 1/18/2013 11:01:07 AM song
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-III-21\RUN1-III-21-0001.D
Sample Name: runl-LD-III-21-1A

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 4.863 BB 0.0639 28.,77723 7.00664 1.2205
2 5.171 BB 0.0640 11.33881 2.75776 0.4809
3 6,063 BV 0.0709 2067.921895 455.823%7 87.7011
4 6.326 VB 0.0640 249.88266 58.33168 10.5976
Totals : 2357.91764 523.9%2005

Signal 8: DAD1 H, Sig=320,16 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 6.063 BV 0.0706 1020.73212 22¢.40169 76.5450
2 6.326 VB 0.0635 312.77420 73.71690 23.4550
Totals : 1333.50632 300.11858

*** End of Report *#**

Instrument 1 1/18/2013 11:01:07 AM song Page 5 of 5
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'H NMR (CDCls5, 600 MHz) Compound 25
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3C NMR (CDCls, 150 MHz) Compound 25
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'H NMR (CDCls, 500 MHz) Compound 27
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3C NMR (CDCls, 125 MHz) Compound 27
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'H NMR (CDCls5, 500 MHz) Compound 28
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3C NMR (CDCls, 125 MHz) Compound 28
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'H NMR (CDCls5, 500 MHz) Compound 29
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3C NMR (CDCls, 125 MHz) Compound 29
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'H NMR (CDCls, 500 MHz) Compound 30
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3C NMR (CDCls, 125 MHz) Compound 30
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'H NMR (CDCls, 500 MHz) Compound 31
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3C NMR (CDCls, 125 MHz) Compound 31
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'H NMR (CDCls5, 500 MHz) Compound 32
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3C NMR (DMSO-d6, 125 MHz) Compound 32
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OCH,

H,CO ! OCH;

HRMS Compound 32

342.1695
z=7?
100
] O‘ 327.1461
807 HyCO s
. NH
60 2
4 Chemical Formula: CyoH,3NO,4 345.0041
407 Exact Mass: 341.1627 ZT?
. 324.2679 /
20 296.1276 o
] 281.1406 286.9608 z=? 3014119 3121225 3301248\ 331.7874 340.5490 /348.5839 356.0992
o] z=1 z=? z=? ZZI? z=? z=? z=? | z=? z=?
327.1461
z=?
100+
80
60|
40
1 296.1277
207 281.1406 =2 312.1225
] 1 294.1124 | 298.1435 s 320.1247 3317991  340.0298  348.8884 356.1120  364.2839
o] f z=1 z=? L 7= ) 7=? 7=? 7=? 7=? 7=?
342.1698
z=7?
100+
80
60
40
] 339.4334
20 z=?
] 2811295  289.4168 296.1205 301.4261 3121192 3201249 327.1442 331.7871 344.9394 356.1209 360.9939
8 z=1 z=? z=1 z=? z=? z=? z=? z=? z=1 z=? z=?
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m/z

5148

NL: 8.96E5
CML_1_amine_ESI_MS"2(20ev)
_342_Orbi_+ESK9-15 RT:
0.14-0.24 AV:7 T: FTMS +p
ESI Full ms2 342.00@cid20.00
[90.00-500.00]

NL: 1.51E6

CML_1_amine_ESI MS"2(50ev)
_342_Orbi_+ESH10-16 RT:
0.14-0.24 AV:7T:FTMS +p
ESIFull ms2 342.00@cid50.00
[90.00-500.00]

NL: 7.13E6
cml_1_amine_esi_fs_orbi_+
esi#10-16 RT:0.14-0.23 AV:7
T: FTMS + p ESI Full ms2
342.00@cid0.00 [90.00-500.00]



HPLC for Compound 32

Data File C:\CHEM32\1\DATA\ERIC LIN\CML 1 115000015.D
Sample Name: CML 1 115 runl

Acqg. Operator : ERIC LIN

Acg. Instrument : Instrument 1 Location : -
Injection Date : 7/24/2012 12:57:54 PM

Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed : 7/24/2012 12:53:18 PM by ERIC LIN

Analysis Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed : B8/7/2012 10:31:04 PM by ERIC LIN

(modified after loading)

*DAD1 A, Sig=254 4 Ref=off (ERIC LIN\CML_1_115000015.D - ERIC LINNCML_1_115000014.D)

mAU o
700
600
500
400
300
200
100

0

]

— 7
10 1

T L S F |
5 5 20 25 30 35 min
*DAD1 C, Sig=210,8 Ref=off (ERIC LINNCML_1_115000015.D - ERIC LINACML_1_115000014.D)
mAU 2
1500
1250
1000
750
500
250
0 T
T T e e : o
5 10 15 20 25 30 35 min
*DAD1 E, Sig=280,16 Ref=off (ERIC LIN\CML_1_115000015.D - ERIC LIN\CML_1_115000014.D)
mAU o
400
300
200
100
0 =y
e T T : e
5 10 15 30 35 min
*DAD1 G, Sig=300,16 Ref=cff (ERIC LIN\CML_1_115000015.D - ERIC LIN\CML_1_115000014.D)
mAU o
200
150
100
50 3
@<
(=]
0 Il T PPN N,
R T e T : o
5 10 15 20 25 30 35 min|
Instrument 1 8/7/2012 10:35:11 PM ERIC LIN Page 1 of 3
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML 1 115000015.D
Sample Name: CML 1 115 runl

*DAD1 H, Sig=320,16 Ref=off (ERIC LINNCML_1_115000015.D - ERIC LIN\NCML_1_115000014.D)
mAU 4]
160 :
140
120
100
80
60
40
20
0 "
- 1 - - - - I - - T I - - - 1 T T T T 1 T T T 1 T T T T I
5 10 15 20 25 30 35 min|
Area FPercent Report
Sorted By H Signal
Multiplier : 1.0000
Dilutiecn : 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been modified after loading from rawdata file!
Peak RetTime Type Width Area Height Area
# [min) [min] [mAU*s] [mAU] %
=== [==== === [ === | === [====——= |
1 14.182 BB 0.1152 5719.51270 841.00653 100.0000
Totals 6719.51270 841.00653
Signal 2: DAD1l C, Sig=210,8 Ref=off
Signal has been modified after loading from rawdata file!
Peak RetTime Type Width Area Height Area
# [min) [min] [mAU*s] [mAU] %
=== [==== === [=mmm | === === |
1 14.183 VB 0.1246 1.60874ed4 1902.56287 100.0000
Totals 1.60874ed  1902.56287
Signal 3: DADL E, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata file!
Instrument 1 8/7/2012 10:35:11 PM ERIC LIN Page 2 of 3
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML_1 115000015.D
Sample Name: CML 1 115 runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 14.182 BB 0.1150 4291.95557 538.23181 100.0000
Totals : 4291,95557 538,29181

Signal 4: DAD1 G, Sig=300,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 0.850 BV 0.4104  317.42105 9,63334 13,8350
2 14.182 BB 0.1150 1%60.44995 245.89526 86.0650
Totals : 2277.87100 255.52861

Signal 5: DAD1 H, Sig=320,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 14.183 BB 0.1132 1353.12427 173.10461 100.0000
Totals : 1353.12427 173.10481

*** End of Report *#**

Instrument 1 8/7/2012 10:35:11 PM ERIC LIN Page 3 of 3
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'H NMR (CDCls5, 500 MHz) Compound 33
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3C NMR (CDCls, 125 MHz) Compound 33
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HRMS Compound 33

C:\Xcalibun\..\CML_I_041_Orbi_+ESI 8/21/2013 4:30:17 PM CML_II_041
CML_II_041_Orbi_+ESI #50 RT: 0.47 AV: 1 NL:
T: FTMS + p ESI Full ms [150.00-1000.00]
356.1863
7m1 H;CO
100 OCH;,
% H3;CO
80
70
60 @
50 HyCO H
40 NH,
20 358.1920
H . +
z=1 Chemical Formula: Cy4HygNO,4
354.1710
20
222 / Exact Mass: 356.1856
378.1678
10 309.2046 316.1216 325.2351 335.1258 342.1714 / 363.0774 221 388.1757 394.3470 404.1707  418.1864 432.2174 446.1554 464.2796 472.1639 490.2796
z=1 z="? z=1 I | z=1 ? 2= z=1 z=2 z=1 z=? z=? z=1
T T T e TR B e e e A B T
320 330 350 360 370 380 390 420 430 440 450 460 470 490 500
356.1863 NL:
z=1 9.06E8
100
CML_II_041_Orbi_+
80 354.1710 ES#50 RT: 0.47
z=? AV: 1T: FTMS + p
60 \ ESI Full ms
20 \\ 358.1920 [150.00-1000.00]
\ z=1
20— 309.2046 316.1216 335.1258 342.1714 | / 378.1678 388.1757 399.1816 418.1864  432.2174  446.1554 464.2796 472.1639 490.2796
o z2=? z=1 z=1 _z=1 \ 11y z=.1 z=1 z=1 z=1 z=? z=1 z=? z=7? z=1
NL:
356.1856 7.85E5
100
Ca21Hz26 NOa:
80 C21H26 N104
paChrg 1
60
40
20
360.1966
Lo T T T T T T e T JE A T T T S T I T I TR I B I S e
300 310 320 330 340 350 360 370 380 390 400 410 420 430 440 450 460 470 480 490
m/z
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HPLC for Compound 33

Data File C:\CHEM32\1\DATA\ERIC LIN\II 041 RUN10034.D

Sample Name:

CML ITI 041 runl

Acqg. Operator
Acg. Instrument
Injection Date
Acg. Method
Last changed

Analysis Method
Last changed
Sample Info

ERIC LIN

Instrument 1
10/3/2012 10:17:19 FM
C3 \CHEM32\1\METHODS\MASTERMETHOD .M

10/3/2012 10:08:22 PM by ERIC LIN

(modified after loading)

C:\CHEM32\1\DATA\ERIC LIN\II70417RUNIOO34.D\DA.M (MASTERMETHOD . M)
10/3/2012 11:09:57 PM by Matt Mac

Location : -

mAU
1000

800
600
400

200

*DAD1 A, Sig=254,4 Ref=off (ERIC LINVI_041_RUN10034.D - ERIC LINVI_041_BLANKO033.D)

©

mAU
1000

800
600
400
200

5 0 15
*DAD1 B, Sig=254,16 Ref=off (ERIC LINVI_041_RUN10034.D - ERIC LIN\I_041_BLANK033.D)

©

10004

w
(=]
o
I T e e

S 10 15
*DAD1 C, Sig=210,8 Ref=off (ERIC LINVI_041_RUN10034.D - ERIC LINVI_041_BLANK033.D)

«©

Instrument 1 10/3/2012 11:13:24 PM Matt Mac
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Data File C:\CHEM32\I\DATA\ERIC LINA\II 041 RUN10034.D
Sample Name: CML II 041 runl

*DAD1 D, Sig=230,16 Ref=off (ERIC LINVI_041_RUN10034.D - ERIC LINVI_041_BLANK033.D)
mAU 3 2

414329
419311

o
i

25 30 35 min

*DAD1 E, Sig=ZBU,515 Ref=off (ERIC LINMI_041_RUN10034.D - ERIC LIN\I_041_BLANK033.D)
mAU o
600
500
400
300
200

100

r11.020
413.213
14328
419.312
+21.234
1422136

AT PR FEE TR AP P ST

25 30 35 min

*DAD1F, 5ig=280,?6 Ref=off (ERIC LIN\II_041_RUN10034.D - ERIC LINVI_041_BLANK033.D)
mAU 2
600
500
400
300
200

100

1.234
422136

J14328
9.312

t |

711.020
J13.213

T T T
] 10 15 20 25 30 35 min
*DAD1 G, Sig=300,16 Ref=off (ERIC LINMI_041_RUN10034.D - ERIC LIN\I_041_BLANKO033.D)

oo NN W W %
wooaoadad
o550 o000 dS C
L FTTTY FET T FTETE T FR AT FRTT) YT

338
19.312

— T T T T T T — 7T T T
5 10 15 20 25 30 35 min
*DAD1 H, Sig=320,16 Ref=off (ERIC LINVI_041_RUN10034.D - ERIC LINVI_041_BLANK033.D)

«©
A i I
T

5 10 15 20 25 30 35 min|

mAU
100
80
60
40
20

+19.313

I NI N A A N

Instrument 1 10/3/2012 11:13:24 PM Matt Mac Page 2 of 5
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Data File C:\CHEM32\1\DATA\ERIC LIN\IT 041 RUN10034.D
Sample Name: CML II 041 runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 15.333 BB 0.1028 7705.96333 1140.77222 100.0000
Totals : 7705.96338 1140.77222

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 15.333 BB 0.1028 7757.90479 1143.84033 100.0000
Totals : 7757.90479 1148.84033

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 15.338 BB 0.1211 1.59885e4 2092.96558 100.0000
Totals : 1.59885e4 2082, 96558

Signal 4: DAD1 D, Sig=230,16 Ref=off
3ignal has been modified after loading from rawdata filel

Instrument 1 10/3/2012 11:13:24 PM Matt Mac Page 3 of 5
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Data File C:\CHEM32\1\DATA\ERIC LIN\IT 041 RUN10034.D
Sample Name: CML II 041 runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 14.329 BV 0.1151 81.64388 10.45437 0.5524
2 15.338 BB 0.1118 1.46307e4 2036.75854 98,9872
3 19.311 BV 0.1073 66.05374 9,76025 0.4604
Totals 1.47804ed4 2056.97377

Signal 5: DAD1 E, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e e B | = e |-——m--- \
1 11.020 BB 0.0916 21.07620 3.53085 0.4414
2 13.213 BB 0.1162 14.41269 1.78558 0.3018
3 14.328 BB 0.1234 15.15916 1.77981 0.3175
4 15.338 BB 0.1024 4¢43.60498 &91.30487 97.2565
5 19.312 BV 0.1072 40.08195 5.75978 0.8395
6 21.234 BB 0.0913 17.97745 3.02522 0.3765
722,136 BV 0.0880 22.285865 3.93942 0.4668

Totals : 4774,59807 711.12554

Signal 6: DAD1 F, Sig=280,16 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 11.020 BB 0.0916 21.07620 3.53085 0.4414
2 13.213 BB 0.1162 14.41269 1.78559 0.3019
3 14.328 BB 0.1234 15.15916 1.77981 0.3175
4 15.338 BB 0.1024 4643.60498 ©91.30487 97.2565
5 19.312 BV 0.1072 40.08195 5.75978 0.8395
s 21.234 BB 0.0913 17.97745 3.02522 0.3765
7 22.136 BV 0.0880 22.28565 3.93942 0.4668
Totals : 4774.59807  711.12554

Signal 7: DAD1 G, Sig=300,16 Ref=off

Signal has been mcodified after loading from rawdata filel

Instrument 1 10/3/2012 11:13:24 PM Matt Mac
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Data File C:\CHEM32\1\DATA\ERIC LIN\IT 041 RUN10034.D
Sample Name: CML II 041 runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 15.338 BB 0.1025 2873.33496 427.13150 98.6222
2 19.312 BV 0.1067 40.14083 5.80112 1.3778
Totals : 2913.47579 432.99261

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 15.333 BB 0.1027 814.71570 120.7%123 97.7850
2 1%.313 BV 0.1074 18.45501 2.64384 2.2150
Totals : 833.17071 123.43507

**% Fnd of Report ***

Instrument 1 10/3/2012 11:13:24 PM Matt Mac Page 5 of 5
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'H NMR (CDCls, 500 MHz) Compound 34
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3C NMR (CDCls, 125 MHz) Compound 34
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'H NMR (CDCls, 500 MHz) Compound 35

000 —

v6'T
S6°T
L6°T
86'T

01z
(AN
£1C
PTT-¥
ore-f
(1T
612
(5T

65°C—F
ow.N.\.

YLE~C

oM

OL<C

e

&'y
324
Sty
lAa4
A

6v't
€S~

08t
8%
8%
[4:24
€8

$6'S~_
56’5~

bE'9
9€'9 W
L£°9
69~
29~
b9
96'9~_
459
wm.m/
9€L
AN
95,
85, W
WL
YOI\
sci

OCH,

HiCO

Fese
e
0T

Fere

ce |

v'9
Reze

Heo

a4

F81°C
880

Fsre

2.5 2.0 1.5 1.0 0.5 0.0

3.0

3.5

5.5 5.0 4.5
ppm

6.0

6.5

7.0

7.5

5162



3C NMR (CDCls, 125 MHz) Compound 35
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'H NMR (CDCls5, 500 MHz) Compound 36
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3C NMR (CDCls, 125 MHz) Compound 36
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Chemical Formula: C,3HogN>Og

325.1068

z=?

HRMS Compound 36

Exact Mass: 428.1947

342.1698
z=? z=?

367.0059

388.3150
z=?

4141785 4261802
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429.2041
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HPLC for Compound 36

Data File C:\CHEM32\1\DATA\ERIC LIN\1 149 RUN300015.D

Sample Name: CML 1 149 run3

Acqg. Operator : ERIC LIN

Acg. Instrument : Instrument 1 Location : -
Injection Date : 8/6/2012 11:41:44 AM

Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed : 8/6/2012 11:35:23 AM by ERIC LIN

(modified after loading)
Analysis Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M
Last changed : 3/28/2012 11:50:33 AM by Erica P

3
>
c

©
Q
g
i
2000
1500
1000

500

76742

*DAD1 A, Sig=254 4 Ref=off (ERIC LINVI_149_RUN300015.D - ERIC LIN\I_149_BLANK3014.D)

25

35

0
Q
hid

mAU

2000

1500

1000

500

5 15
*DAD1 B, Sig=254,16 Ref=off (ERIC LIN\1_149_RUN300015.D - ERIC LIN\1_149_BLANK3014.D)

I T PR PR PR N

T T T T T T T T T T T T T

mAU P

1750
1500
1250
1000
750
500 @
250 5

5 10 15
*DAD1 C, Sig=210,8 Ref=off (ERIC LIN\1_149_RUN300015.D - ERIC LINVI_149_BLANK3014.D)

T
25

mAU 5
2000
1500
1000

500

6.742
7.350

5 20
*DAD1 D, Sig=230,16 Ref=off (ERIC LIN\1_149_RUN300015.D - ERIC LIN\1_149_BLANK3014.D)

Instrument 1 8/6/2012 1:00:02 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1 149 RUN300015.D
Sample Name: CML 1 149 run3

*DAD1 E, Sig=280,16 Ref=off (ERIC LIN\1_149_RUN300015.D - ERIC LINVI_149_BLANK3014.D)
mAU 4 2
= U).
2000 4 ;

E =
250 28

—— T — 7T T
] 10 15 20 25

30

*DAD1 F, Sig=280,16 Ref=0off (ERIC LIN\1_149_RUN300015.D - ERIC LIN\1_149_BLANK3014.D)

3

>
c
ol
#6803

)

&

S
ol
f5.742

T T T T T T T T T T T T T T T T T T T T T T T T T

T
25

5 20
*DAD1 G, Sig=300,16 Ref=cff (ERIC LIN\1_149_RUN300015.D - ERIC LIN\1_149_BLANK3014.D)

mAU &

$

800
600
400

200

6.742
.358

|

T
25

30

5 20
*DAD1 H, Sig=320,16 Ref=off (ERIC LINVI_149_RUN300015.D - ERIC LIN\1_149_BLANK3014.D)
-3

3
>
c

@
o
L

= @
S o
N BN BRI I A |

n
(=]

6.741
358

o

Area Percent Report

Sorted By :
Multiplier

Signal
1.0000
1.0000

Diluticn :
Use Multiplier & Dilution Factor with ISTDs

Instrument 1 8/6/2012 1:00:02 PM ERIC LIN

5168

2 of 5



Data File C:\CHEM32\1\DATA\ERIC LIN\1_149 RUN300015.D
Sample Name: CML 1 149 run3

Signal 1: DAD1 A, Sig=254,4 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 6.742 VvV 0.0717 ©25.44885 131.10748 2.0644
2 7.803 BV 0.1916 2.96707e4 2551.87720 97.9356
Totals : 3.02962ed 2682.98468

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 7.803 BV 0.1880 2.95208ed 256%.66016 100.0000
Totals : 2.95208ed 2569.66016

Signal 3: DAD1 C, Sig=210,8 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 .889 VB 0.0780 144.33323 27.16252 0.4637
z 7.797 BV 0.2001 3.09806ed4 2052.53306 99.5363
Totals : 3.11250ed 207%.70158

Signal 4: DAD1 D, Sig=230,16 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

il Bttt [====]======= === === [======== |
1 6.742 BV 0.0721 968.08734 201.15717 2.7443
2 7.350 VvV 0.0622 9.36047 2.17735 0.0265
3 7.797 BV 0.2211 3.42%987e4 2547.35425 97.2292

Totals : 3.52762e4 2750.68876

Instrument 1 8/6/2012 1:00:02 PM ERIC LIN Page 3 of 5
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_149 RUN300015.D
Sample Name: CML 1 149 run3

Signal 5: DAD1 E, Sig=280,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 6.894 VB 0.0813 45.02870 8.046397 0.1943
2 7.355 BV 0.1814 15.41385 1.07444 0.0665
3 7.803 BV 0.1693 2.31112e4 2259.27368 99.7392
Totals : 2.31717ed  2268.39509

Signal &: DAD1 F, Sig=280,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %
il ittt [====]======= [====————— [ === [ === \
1 6. 742 BV 0.0718 337.84677 T70.68241 1.4408
2 7.803 BV 0.1693 2.31112ed4 2259.27368 98.5592
Totals : 2.34491ed 2329.95609

Signal 7: DAD1 G, Sig=300,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 6.742 BV 0.0715 176.22855 37.06408 1.59206
2 7.358 Vv 0.1462 16.24239 1.45576 0.1770
3 7.800 BV 0.1471 8983.08105 960.55737 97.9024
Totals : 9175.55189 ©999.07721

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ittt [====]======= [====————— [ === [ === \
1 6.741 BV 0.0729 65.90073 14.00128 6.4953
2 7.358 VB 0.14897 12.81287 1.11823 1.2629
3 7.778 BV 0.1271 935.87689 105.88159 92.2418
Totals : 1014.59050 121.00111

Instrument 1 8/6/2012 1:00:02 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_149 RUN300015.D
Sample Name: CML 1 149 run3

*** End of Report *#**

Tnstrument 1 8/6/2012 1:00:02 PM ERIC LIN Page 5 of 5
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'H NMR (CDCls, 500 MHz) Compound 37
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3C NMR (CDCls, 125 MHz) Compound 37
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HRMS Compound 37

H;CO
OCH3 443.2190
100 H,CO O =t
90
; CO
70 H3;CO
(0] NH
‘ X
HO
50 NH;
40 Chemical Formula: C,4H39N2Og
Exact Mass: 442.2104 445.2239
30 Molecular Weight: 442.5048 z=1
20 16 451.4518 465.2004
z=? z=1
10 356.1736 371.1021 380.0748 391.2851  402.0568 413.2671 429.2032 439.1874 459.2133
ol z=1 =7 z=1 ,,Zil, z=1 z=? =1 z=? [ z=1 |
443.2214
100 z=1
90
80 356.1885
70 z=?
60
445.2268
50 z=1
40
30
20 358.1839
z=?
10 / 366.1730 380.1886 396.1837 411.1942 425.2105 441.2040 455.9115 462.1925
z=? z=7? z=7? z=? z=? z=? z=? z=?
Ox[xxywxwxywxwx[xwxwywxwxyxwxwywxwxywxwx[wxwx?xwxx[xx\xxyxxxx[
350 360 370 380 390 400 410 420 430 440 450 460 470
m/z

S174

NL: 1.14E8
CML_Il_005_MS”2_raw_Orbi_+
ESI Orbi_+ESW5-17 RT:
0.04-0.16 AV:13 T:FTMS +p
ESI Full ms [95.00-600.00]

NL: 7.92E7
cml_ii_005_ms_fs_raw_orbi_+
esi_120820125716#4-14 RT:
0.04-0.16 AV:11T:FTMS +p
ESIFull ms2 443.21@cid15.00
[120.00-800.00]



HPLC for Compound 37

Data File C:\CHEM32\1\DATA\ERIC LIN\II 005 RUN10007.D

Sample Name

: CML IT 005 runl

Acqg. Operator :
Acg. Instrument :

Injection Date :
Acg. Method H
Last changed H

Analysis Method :
Last changed :

Sample Info H

ERIC LIN

Instrument 1
8/26/2012 6:28:39 PM
C3 \CHEM32\1\METHODS\MASTERMETHOD .M
B/26/2012 6:29:45 PM by ERIC LIN
(modified after loading)
C:\CHEM32\1\DATA\ERIC LIN\IIﬁOOSiRUNIOOOT.D\DA.M (MASTERMETHOD . M)
8/26/2012 8:08:08 PM by ERIC LIN

Location

2500
2000
1500
1000

500

DAD1 A, Sig=254,4 Ref=off (ERIC LINVI_005_RUN10007.D)

&

o

evnbenc b b e b b

T

min

mAU

2500
2000
1500
1000

500

oo b b b b

5 1 15
DAD1 C, Sig=210,8 Ref=off (ERIC LINVI_005_RUN10007.D)

©

min

15005

S 10 15
DAD1 E, Sig=280,16 Ref=off (ERIC LINMI_005_RUN10007.D)

@

&

&

min

Instrument 1 8/26/2012 8:09:26 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LINA\II 005 RUN10007.D

Sample Name: CML II 005 runl

DAD1 G, Sig=300,16 Ref=off (ERIC LINVI_005_RUN10007.D)

g

o

mAU
600
500
400
300
200
100

PN U SR PR SR FTAT P

v T

] 10 15 20
DAD1 H, Sig=320,16 Ref=off (ERIC LINVI_005_RUN10007.D)
mAU 3 ]
153 J
103
5=
05 N
-5
-10
-154
203
-254
L B B |
] 10 15 20
Area Percent Report
Sorted By H Signal
Multiplier : 1.0000
Dilution : 1.0000
Use Multiplier & Dilution Factor with ISTDs
Signal 1: DAD1l A, Sig=254,4 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === [ |====== [ === |
1 8.229 vV 0.1674 3.16497e4 3082.45068 100.0000
Totals : 3.16497ed  3092.45068
Signasl 2: DADL C, Sig=210,8 Ref=off
Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [==== === === | === === |
1 8.223 VV 0.1718 3.58401ed 2754.71655 100.0000
Totals : 3.58401ed 2754.71655

Instrument 1 8/26/2012 8:09:26 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\IT 005_RUN10007.D
Sample Name: CML II 005 runl

Signal 3: DAD1 E, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 3.229 Vv 0.1462 1.83095e4 2011.87817 100.0000
Totals : 1.83095e4 2011.87817

Signal 4: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e e B | = e |-——m--- \
1 8.229 VB 0.1406 6393.18701 712.86285 100.0000
Totals : 6393.18701 712.86285

Signal 5: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 3.229 VB 0.1486 169.87639 18.24767 100.0000
Totals : 169.87639 18.247¢7

*** End of Report *#**

Instrument 1 8/26/2012 8:09:26 PM ERIC LIN Page 3 of 3
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'H NMR (CD;0D, 500 MHz) Compound 38
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3¢ NMR (CD50D, 125 MHz) Compound 38
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HRMS Compound 38

CML_Il 015_MS”2_raw_ORBI_+ESI#7-41 RT: 0.06-0.35 AV: 35 NL: 3.85E7
T: FTMS + p ESI Full ms [150.00-2000.00]
342.1735

100 z1

95 OCH;

20 H;CO OCH3
85
80
75
70 H;CO

65 O~__NH

00 HO

55 NH,'HCI
Chemical Formula: C53H59CIN,Og
Exact Mass: 464.17

Molecular Weight: 464.94

50
45
40
35

30

344.1795

25 =1

20
15

10

5-339.4369 358.1682
=7
0+ ZI \IL ] z=7? |, z=1 z=? z=1 2=9 71

352.1576 z=1 366.1734 372.1478 382.1686 394.3507 399.1957

429.2063
z=1

431.2115
z=1

445.2009
435.2137 z=1
l N z=1
T

e )
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m/z
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HPLC for Compound 38

Data File C:\CHEM32\1\DATA\ERIC LIN\1 153 RUN100017.D
Sample Name: CML 1 153 runl

Acqg. Operator : ERIC LIN

Acg. Instrument : Instrument 1 Location : -
Injection Date : 8/6/2012 1:58:05 PM

Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed :+ 8/6/2012 1:47:21 PM by ERIC LIN

(modified after loading)
Analysis Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M
Last changed : 8/6/2012 1:00:08 PM by ERIC LIN
(modified after loading)

*DAD1 A, Sig=254.4 Ref=off (ERIC LINVI_153_RUN100017.D - ERIC LINVI_153_BLANK1016.D)

©

mAU

17503

1500 5

1250 5
1000 5
7505

250 -

>6.813

mAU

Z04

- a2 -

Nt~

g o

o O O
L

-
-~ o
(S =]
=3 =)
ol

W
(=
(=]

250

AT TR
6.813

5 10 15 20 25
*DAD1 B, Sig=254,16 Ref=off (ERIC LINV1_153_RUN100017.D - ERIC LINV1_153_BLANK1016.D)

T T T T T T T T T T T T T T T T T T T T T

T T T T
5 10 15 20 25

*DAD1 C, Sig=210,8 Ref=off (ERIC LINVI_153_RUN100017.D - ERIC LINVI_153_BLANK1016.D)

T 6.813

W

(=]

(=]
chedvn il

T
25

S 10 15 20
*DAD1 D, Sig=230,16 Ref=off (ERIC LINVI_153_RUN100017.D - ERIC LINVI_153_BLANK1016.D)

mAU %
2000
1500
1000

500

Instrument 1 8/6/2012 2:53:33 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1 153 RUN100017.D

Sample Name:

CML 1 153 runl

76.813

*DAD1 E, Sig=280,16 Ref=off (ERIC LINVI_153_RUN100017.D - ERIC LINVI_153_BLANK1016.D)

5

T
10

T
15

T
20

I
25

-
T
c.
IS

*DAD1 F, Sig=280,16 Ref=off (ERIC LINV1_153_RUN100017.D - ERIC LIN\1_153_BLANK1016.D)

mAU

400

300

200

100

6.812

—

5
*DAD1 G, Sig=300,16 Ref=cff (ERIC LINVI_153_RUN100017.D - ERIC LINV1_153_BLANK1016.D)

T
25

mAU

= N W & O
o o O O o

—

5 20
*DAD1 H, Sig=320,16 Ref=off (ERIC LINVI_153_RUN100017.D - ERIC LIN\I_153_BLANK1016.D)

NS P PR PR PN SR P

(=]

Area Percent Report

Sorted By

Multiplier

Dilutiocn

Signal
1.0000
: 1.0000
Use Multiplier & Dilution Factor with ISTDs

Instrument 1 8/6/2012 2:53:33 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_153 RUN100017.D
Sample Name: CML 1 153 runl

Signal 1: DAD1 A, Sig=254,4 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 6.813 BV 0.0760 537.58142 104.52646 3.3615
2 7.943 BV 0.1131 1.54548e4 2117.94653 96.6385
Totals : 1.59924ed  2222.472899

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 6.813 BV 0.0777 540.95329 102.36874 3.4331
2 7.943 BV 0.1128 1.51888e4 2089.05884 96.5609
Totals : 1.57297e4  2191.42757

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 6.813 Vv 0.0816 1336.63696 237.73387 5.3785
2 7.928 BV 0.1420 1.9618%e4 2007.60486 93.6215
Totals : 2.09555e4 2245.33853

Signal 4: DAD1 D, Sig=230,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
| [—=== === [ = [—mmmm [===————= |
1 6.813 VvV 0.0693 728.46539 159.36909 3.3904
2 7.937 BV 0.13%2 2.07575e4 2440.93188 96.6096
Totals : 2.14860ed 2600.30098
Instrument 1 8/6/2012 2:53:33 PM ERIC LIN Page 3 of 4
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_153 RUN100017.D
Sample Name: CML 1 153 runl

Signal 5: DAD1 E, Sig=280,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 6.813 BV 0.0770 292.07108 55.82075 2.6804
2 7.944 VvV 0.1111 1.06043e4 1488.94983 97.3196
Totals : 1.08964ed4 1544.77058

Signal &: DAD1 F, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 6.813 BV 0.0770 29%2.07108 55.82075 2.6804
2 7.944 VvV 0.1111 1.06043e4 1488.94983 97.31896
Totals : 1.08964e4 1544.77058

Signal 7: DAD1 G, Sig=300,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 6.812 Vv 0.07%1 160.51169 29.68318 3.9846
2 7.941 BV 0.1093 3867.79565 542.01520 96.0154
Totals : 4028.30734 571.69837

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*=] [mAU] %
| [—=== === [ = [—mmmm [===————= |
1 6.812 BB 0.0828 65.37932 11.41679 12.7347
2 7.921 VB 0.1073 448.01462 64.29078 87.2653
Totals : 513.39394 75.70757
Instrument 1 8/6/2012 2:53:33 PM ERIC LIN Page 4 of 4
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'H NMR (CD;0D, 500 MHz) Compound 39
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3¢ NMR (CD50D, 125 MHz) Compound 39
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CML_Il_017_MS"3_raw_ORBI_+ESI

HRMS Compound 39

8/26/2012 11:33:23 PM

CML_II_017_MS"3_raw_ORBI_+ESI #58 RT: 0.86 co
T: FTMS + p ESI Full ms2 443.22@cid0.00 [120.0( 3 OCH3
443.2226
H;CO =1
100
90
80
70
H;CO
60
(@) NH
50
HO.
40 NH2HC|
30 Chemical Formula: C4H31CIN,Og
20 Exact Mass: 478.1871
10 145.1325 158.6360  181.0951 197.8388 222.9335  243.4772 273.8741 307.2518 326.1172 356.1772  378.6978 393.2097 428.1965 447.3102  476.3375
z=? z=? z=2? z=? z=? z=? z=? z=? z=1 z=7? z=? z=7? | /Z/:? z=?
OF——— L B e e L B B e e e B e e L s e e e e N B A e s e e e e e e e
120 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500
m/z
NL:
443.2177 7.53E5
100
C24 Ha1N2 Og:
80 C24 H31N2 Os¢
aChrg 1
50 p (]
40
20
449.2329
o L
443.2226 NL:
z=1 1.01E7
100
CML_II_017_MS"3_raw_ORB
80 |_+ESI#58 RT: 0.86 AV: 1
T: FTMS + p ESI Full ms2
60 443.22@cid0.00
o 447.3102 [120.00-500.00]
z=2?
20— 133.2800 158.6360 181.0951 197.8388  222.9335 243.4772 273.8741 307.2518 326.1172 356.1772 378.6978 393.2097 428.1965 476.3375
z=? z=? z=? z=? z=? z=? z=? z=? z=? z=1 z=? z=? z=? z=?
O e o e o e e A e e LA e e e e e e e L B e e L B e e e e e B B e e R
120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440 460 480 500
m/z
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HPLC for Compound 39

Data File C:\CHEM32\1\DATA\ERIC LINMNII 017 RUN10009.D
Sample Name: CML IT 017 runl

Acqg. Operator : ERIC LIN

Acg. Instrument : Instrument 1 Location : -
Injection Date : 8/26/2012 B:14:23 PM

Acg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed : B/26/2012 8:11:49 PM by ERIC LIN

(modified after loading)
Analysis Method : C:\CHEM32\1\DATA\ERIC LIN\IIﬁOlTiRUNIOOC@.D\DA.M (MASTERMETHOD . M)
Last changed : B/26/2012 9:04:41 PM by ERIC LIN
Sample Info H

DAD1 A, Sig=254,4 Ref=off (ERIC LINVI_017_RUN10009.D)

)
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20 25 30 35

5
DAD1 B, Sig=254,16 Ref=off (ERIC LINWI_017_RUN10009.D)
mAU - o
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S
DAD1 C, Sig=210,8 Ref=off (ERIC LINVI_017_RUN10009.D)
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Instrument 1 8/26/2012 9:13:14 PM ERIC LIN Page 1 of 4
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Data File C:\CHEM32\1\DATA\ERIC LINA\II 017 RUN10009.D

Sample Nam

e: CML II 017 runl

DAD1 D, Sig=230,16 Ref=off (ERIC LINVI_017_RUN10008.D)
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DAD1 E, Sig=280,16 Ref=off (ERIC LINVI_017_RUN10009.D)
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DAD1 F, Sig=280,16 Ref=off (ERIC LINMI_017_RUN10009.D)
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DAD1 G, Sig=300,16 Ref=off (ERIC LINMI_017_RUN10009.D)
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©

i

min

Instrument

1 8/26/2012 9:13:14

PM ERIC LIN

$189

Page

2

of



Data File C:\CHEM32\1\DATA\ERIC LIN\IT 017 RUN10009.D
Sample Name: CML II 017 runl

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 8.323 Vv 0.0949 8745.86328 143%9.63110 100.0000
Totals : 8745.86328 1439.63110

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [tAU] %
e | === | == | = | ————mm - |- \
1 8.323 VB 0.0948 8403.83496 1384.48010 100.0000
Totals : 8403.83496 1384.48010

Signal 3: DAD1 C, Sig=210,8 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 §.323 VB 0.1035 1.56445ed  2416.47046 100.0000
Totals : 1.56445e4 2416.47046

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [rain] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 8.323 VvV 0.0977 1.3125%e4 2134.97778 100.0000
Totals : 1.31259e4  2134.97778
Instrument 1 8/26/2012 9:13:14 PM ERIC LIN Page 3 of 4
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Data File C:\CHEM32\1\DATA\ERIC LIN\IT 017 RUN10009.D
Sample Name: CML II 017 runl

Signal 5: DAD1 E, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 3.323 VB 0.0948 4502.56006 741.66730 100.0000
Totals : 4502.56006  741.66730

Signal 6: DAD1 F, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e e B | = e |-——m--- \
1 8.323 VB 0.0948 4502.56006 741.66730 100.0000
Totals : 4502.56006 741.66730

Signal 7: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 3.323 BB 0.0949 1553.26367 255.71465 100.0000
Totals : 1553.26367 255.71465

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 8.323 BB 0.09388 45.32738 7.16882 100.0000
Totals : 45.32738 7.16882

**% Fnd of Report ***

Instrument 1 8/26/2012 9:13:14 PM ERIC LIN Page 4 of 4
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'H NMR (CDCls, 500 MHz) Compound 40
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3C NMR (CDCls, 125 MHz) Compound 40
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'H NMR (CDCls5, 500 MHz) Compound 41
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3C NMR (CDCls, 125 MHz) Compound 41
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'H NMR (CDCls, 500 MHz) Compound 42
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3C NMR (CDCls, 125 MHz) Compound 42
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HRMS Compound 42

OCH,
342.1716 H3CO OCH3 NL: 3.79E7
z=1 cml_1_151 ms”3_raw_orbi_
+esi_+esi#34 RT:0.36 AV:
20 1T: FTMS + p ESIFull ms
[105.00-500.00]
80
70
60
HN
50 j]/\NHZ
421.1751
O z=1
344.1771 Chemical Formula: Cy5HogN5O5
z=1 .
3971479 ] Exact Mass: 398.1842, . .
/ C 423.1812
=t 340.1563 || / z z=1
> | 3521553 3581660 367.1427 381.1821 397.1774| 4061517 4191597 /
. — / z=1 z=1 z=1 z=1 =2 |, z=1 = ’
399.1931 NL: 5.18E6
100 z=? cml_1_151_ms"2_raw_orbi_
+esi_+esi#22 RT:0.36 AV:
90 1T: FTMS + p ESIFull ms2
398.18@cid0.00
80 [105.00-500.00]
70
60
50
40
30
20
397.1779
327.1411 342.1624 351.6070 369.6369 374.8050 z=? 402.6868 415.1223 426.5432
z=? z=? z=? =2 z=? ] z=? 7=? 7=?
LR RAAN RARS RARE MAAN RARS RAMS LAANRASY RS RAAN ALY LARS RAAN LAAD RALS LALE RALS RARS RAAD RS RARS RARELALY RARS RAMS RAR) RARS RALY LAANRARS RALE RASY RALS AN RAAN RALS RARE RAAY RARS LAMD LRANRARS LA LAAD RARS RARS RALLARS RARS LALE RARS RARS ALY LARST
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m/z
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HPLC for Compound 42

Data File C:\CHEM32\1\DATA\ERIC LIN\1 151 RUN200019.D
Sample Name: CML 1 151 runZ

Acqg. Operator
Acg. Instrument
Injection Date
Acg. Method
Last changed

Analysis Method
Last changed

ERIC LIN

Instrument 1
8/6/2012 3:44:48 PM
C3 \CHEM32\1\METHODS\MASTERMETHOD .M
8/6/2012 3:41:45 PM by ERIC LIN
(modified after loading)

C3: \CHEM32\1\METHODS\MASTERMETHOD .M
8/6/2012 1:00:08 PM by ERIC LIN
(modified after loading)

Location : -

o~
(=]
o

S I N N

*DAD1 A, Sig=254.4 Ref=off (ERIC LINVI_151_RUN200019.D - ERIC LINV_151_BLANK2018.D)

I~

30

mAU
1200

1000
800
600
400
200

M P T P N R P

5 10 15 20 25
*DAD1 B, Sig=254,16 Ref=off (ERIC LINVI_151_RUN200018.D - ERIC LINV1_151_BLANK2018.D)

P~

-
5 10 15 20 25

mAU
1750
1500
1250
1000

N~
g g un
o QO O
L T FRET T FRTE FATI STeT ATRL A TR

o

*DAD1 C, Sig=210,8 Ref=off (ERIC LINVI_151_RUN200019.D - ERIC LINVI_151_BLANK2018.D)

o

T
25

30

mAU

1750
1500
1250
1000
750
500
250

S 10 15 20
*DAD1 D, Sig=230,16 Ref=cff (ERIC LINVI_151_RUN200019.D - ERIC LINVI_151_BLANK2018.D)

w

Instrument 1 8/6/2012 4:40:54 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1 151 RUN200019.D

Sample Name: CML 1 151 runZ

mAU
800

600

400

200

PN BRI B BRI

I~

*DAD1 E, Sig=280,16 Ref=off (ERIC LINVI_151_RUN200018.D - ERIC LINVI_151_BLANK2018.D)

5

— T T
10 15

T
20

I
25 30

mAU
800

600

400

200

N~

2

e

*DAD1 F, Sig=280,16 Ref=0off (ERIC LIN\1_151_RUN200019.D - ERIC LIN\1_151_BLANK2018.D)

T T T T T T T T T T T

T T T T

T T T T T T T T T —

I
25 30

mAU
300

250
200
150
100

50

P TS P PR FTRTY FTET ST S

5
*DAD1 G, Sig=300,16 Ref=cff (

20
ERIC LINVI_151_RUN200019.D - ERIC LIN\1_151_BLANK2018.D)

T
25 30

104

wlidin

5 20
*DAD1 H, Sig=320,16 Ref=off (ERIC LINVI_151_RUN200019.D - ERIC LIN\1_151_BLANK2018.D)

Area Percent Report

Sorted By :
Multiplier
Dilutiocn

Signal
1.0000
1.0000

Use Multiplier & Dilution Factor with ISTDs

Instrument 1 8/6/2012 4:40:54 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_151 RUN200019.D
Sample Name: CML 1 151 runZ

Signal 1: DAD1 A, Sig=254,4 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 8.097 VB 0.1019 8863.30371 1363.22180 100.0000
Totals : 8663.30371 1363.22180

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e | === | == | = | ————mm - |- \
1 8.097 VB 0.1039 8660.84570 1330.41003 100.0000
Totals : 8660.84570 1330.41003

Signal 3: DAD1 C, Sig=210,8 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e | === | == | = | ————mm - |- \
1 8.100 BV 0.1328 1.61150e4 1982.65149 100.0000
Totals : 1.61150e4 1982.65149

Signal 4: DAD1 D, Sig=230,16 Ref=off
Signal has been mcodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [tAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 8.095 BV 0.1118 1.44809e4 2065.76636 100.0000
Totals : 1.44809e4 2065.76636
Instrument 1 8/6/2012 4:40:54 PM ERIC LIN Page 3 of 4
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_151 RUN200019.D
Sample Name: CML 1 151 runZ

Signal 5: DAD1 E, Sig=280,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 8.097 VB 0.1017 5946.59521 916.38574 100.0000
Totals : 5946.59521 916.38574

Signal &: DAD1 F, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e | === | == | = | ————mm - |- \
1 8.097 VB 0.1017 5946.59521 916.38574 100.0000
Totals : 5946.59521 916.38574

Signal 7: DAD1 G, Sig=300,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il ittt [====]======= [====————— [ === [ === \
1 8.094 VB 0.1049 2171.17407 329.57730 99.5934
z B8.726 BB 0.1166 §.86310 1.02736 0.4066
Totals : 2180.03717 330.60466

Signal 8: DAD1 H, Sig=320,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
B e | === | === | == \
1 8.073 VB 0.1002 270.49811 42.54499 100.0000
Totals : 270.49811 42.54499

**% Fnd of Report ***

Instrument 1 8/6/2012 4:40:54 PM ERIC LIN Page 4 of 4
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'H NMR (CD;0D, 500 MHz) Compound 43
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3¢ NMR (CD50D, 125 MHz) Compound 43
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HRMS Compound 43

C:\Xcalibur\..A\CML_Il_091_ORBI_+ESI 2/13/2013 5:26:54 PM CML_Il_091

CML_II_091_ORBI_+ESI #20 RT: 0.18 AV: 1 NL
T: FTMS + p ESI Full ms [170.00-2000.00]
413.2074
z=1

100 H3CO

90

H;CO
OCH;

80

30 435.1887 Chemical Formula: Co3HygN,O5
: sasaved Exact Mass: 412.1998

z=1

/ 512.2755

356.1858 / z=1 1237.6060
107 221.1261 / l 619.3069 753.4470 881.4324 990.3774 1075.6530 1375.9260  1488.8524 1568.8521  1699.3824 1801.1279 1883.6924
»

z=1 _ z=1
| J / z=2 z=1 ll z=1 2=1 2=1 z=1 z=1 z=7 2=7 2=1 2=7
0 i —= z = ).y = =
T B e e L B B o o o e e B B L s s s s o ey o B N S L B e e
200 300 400 500 600 700 800 900 1000 1100 1200 1300 1400 1500 1600 1700 1800 1900 2000

m/z

cml_ii_091_fs_orbi_+esi #16 RT: 0.18 AV: 1 NL: 2.41E9
T: FTMS + p ESI Full ms2 413.21@cid35.00 [110.00-2000.00]
356.1859
z=1
100
90
80
70
60
50
40
30

20

10 284.1391
207.1016 2= 395.1964 470.9405 576.2418 715.2518 837.2023 939.7074 1114.6400 1308.1173 1435.4714 1586.4937 1784.1864 1883.7671
z=? 7 | z=1 ? 2

z=? z=? z=? z=? z=? z=?
|SLISL SN E O s B B B B B B B O e s e B B B B B e e e S B s s s B B s s e s B B |
900 1000 1100 1200 1300 1400 1500 1600 1700 1800 1900 2000

m/z

T T T T
200 300 400 500 600 700 800
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HPLC for Compound 43

Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R109.D
: CML-TII-091-runl

Sample Name

Acqg. Operator

Acg. Instrument
Injection Date
Acg. Method
Last changed
Analysis Method

Last changed

Eric Lin

Instrument 1 Location : -

2/13/2013 3:57:47 PM

C:\CHEM32\1\METHODS\MASTERMETHOD .M

2/13/2013 3:54:29 PM by Eric Lin

C:\CHEM32\1\DATA\ERIC LINACML-II-091-R10%9.D\DA.M (MASTERMETHCD.M)
2/13/2013 4:48:00 PM by Eric Lin

*DAD1 A, Sig=254.4 Ref=off (ERIC LIN\CML-II-091-R109.D - ERIC LIN\CML-11-091-BLA8.D)

mAU 3 2
1600 '
1400 5
1200 |
1000
800
600
4004 n oo - - «an < @
E 3 NE3 3 € B 28 &
200 3 ..g o = o x E © o
E " <—H"~"~ —] ﬁi% 5
e T ; T T T T S
5 10 15 20 25 30 35 min
*DAD1 B, Sig=254,16 Ref=off (ERIC LIN\CML-1I-091-R109.D - ERIC LIN\CML-II-091-BLA8.D)
mAU 3 2
14005
1200
1000
800
600
400 © w85 f & B =
3 =] N W O o =~ an @
200 « 00 o ~ ©» <« @0 =
0 = Il AN S S M & 5
S R —— e S T ———
] 10 15 20 25 30 35 min
*DAD1 C, Sig=210,8 Ref=off (ERIC LIN\CML-11-091-R109.D - ERIC LINNCML-1I-091-BLAS.D)
mAU 3 2
1500 |
1000%
5004 o
0 RRF—ogeatt am onoe e 308 ™ R 5 RRE & 2 5 ENEk R N ISRNEGISneese
150N | MRCD: O TR0 OO G o) W @OS & i F 6 N GG OO0 ¢ O 0 S OO0 B 5
-500 IO, ququﬁ A L I A ATt e
4 T T — T T T T T T T T — T T T T T T T T T T T T — T T T T T
] 0 15 20 5 30 35 min
*DAD1 D, Sig=230,16 Ref=off (ERIC LIN\CML-1I-081-R109.D - ERIC LIN\CML-II-091-BLA8.D)
mAU - 2
2000
1500 -
1000
007 e g smxe2i R E R §3 @ 5
1 88= S QMO NO© 5~ wy W @b S = @ ~
0o _ery ) ORO @D, ~ ~ T T T AN o
—+v 1 - T T v T 1 T T T v T T I
5 10 15 20 25 30 35 min|
Instrument 1 2/13/2013 5:00:11 PM Eric Lin Page 1 of 7
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R109.D
Sample Name: CML-II-0%2l1-runl

@©

mAU
800

600

400

200

1.884

19620

14,701
16:948

o

"DAD1 E, Sig=280,16 Ref=off (ERIC LIN\CML-1I-091-R109.D - ERIC LINXCML-I1I-091-BLA8.D)

+20.908
r21.930

24,909

1713.014

g 1‘22.920

] 10 15

T
20

N _|
3

35

min

mAU
800

600
400

200

i

*DAD1 F, Sig=280,16 Ref=off (ERIC LINNCML-11-091-R109.D - ERIC LINACML-1-091-BLA8.D)

24.909

171.884

:‘S 620

1 13014
14701
16548

il T

1 $20.908
1.930
2.920

T T T T T T T T

o

@

mAU

250
200
150
100

50

1 20
*DAD1 G, Sig=300‘16 Ref=cff (ERIC LIN\CML 11-091-R109.D - ERIC LINNCML-1I-091-BLAS.D)

AT FERTI RTINS FRRTL FTETE FET PR hm

+16.079

| 1885

+20.908

35

min

@

3
~
[y

N h
[SIRTIRT

——1.886

vl iedonlin

L
W,
i

—_—

4
(=)
bl

5 15 20
*DAD1 H, Sig=320,16 Ref=off (ERIC LIN\CML-1I-081-R109.D - ERIC LIN\CML-II-091-BLA8.D)

N
w
L

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilutiocn : 1.0000
Use Multiplier & Dilution Factor with ISTDs

Instrument 1 2/13/2013 5:00:11 PM Eric Lin
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R102.D
CML-II-0%1-runl

Sample Name:

Signal 1:

Signal has been modified after loading from rawdata filel

Peak RetTime Type

# [min]
1 1.885 BB
2 8.448 BV
3 8.758 VvV
4 9.074 VB
5 9.622 BB
6 10.685 BB
7 11.692 BB
g 13.011 BV
9 14,433 BV
10 14.701 VB
11 16.078 BB
12 16.399 BB
13 18.034 BB
14 20.909 BB
Totals
Signal 2: DAD1 B,

Signal has been modified after loading from rawdata filel

Peak RetTime Type

#

[ T e LS L = US B NS

o

10
11
12
13

Totals

DAD1 A, S5ig=254,4 Ref=ocff

[min]

Width

O O O 0O OO0 O O o0 o O o o O

Area
[mAU*s]

303.

67535

1.54340e4

43.
30.
81.
10.

8.
46.
17.
31.
42.
11.

7.

9.

91451
B7476
67364
20960
05322
89869
61300
21455
34123
89078
92484
65385

1.60800e4d

Sig=254,16 Ref=off

Width

O OO O O o0 o0 O o o O OO0

Area
[mAU*s]

292,

19580

1.48160e4

16.
40.
84.

9.
.22453
44,
14.
30.
41,
11.
11.

B8

97472
01356
10874
81310

79118
41688
12296
94569
48548
53259

1.5451ce4

Height Area
[mAU] %
22.32442 1.8885
1796.28943 95,9830
5.87406 0.2731
2.92129 0.1920
T.67224 0.5079
1.03738 0.0635
1.19470 0.0501
5.62008 0.2917
2.66349 0.1085
4.85003 0.1941
7.33771 0.2633
2.34849 0.0739
1.18623 0.0493
2.09784 0.0600

1863.

Height Area
(AU ] %
21.55061 1.8310
1725.56189 95.8863
6.09177 0.3040
3.1212¢6 0.259%0
7.61149 0.5443
1.00172 00,0635
1.17736 0.0532
5.37278 0.28399
2.14135 0.0833
4.71330 0.1950
7.276858 0.2715
2.28234 0.0743
2.48224 0.0746
1790.38559

Instrument 1 2/13/2013 5:00:11 PM Eric Lin
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R102.D
CML-II-0%1-runl

Sample Name:

Signal 3:

Peak RetTime Type

#

W 1oy o W N

jte]

10
11
1z
13
14
15
16
17
18
19
20
21
2z
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46

DAD1 <,

Signal has been modified after loading from rawdata filel

[min]

o

W L @ @ g W wwNNNE PR O O

.039
.336
. 602
. 482
. 924
.554
.048
. 448
.758
.070
. 615
10.
11.
11.
11.
12.
13.
13.
14.
14,
le.
le.
la.
20.
21.
21.
21.
22Z.
22.
23.
23.
24.
26.
27.
28,

696
239
446
692
052
015
251
458
701
078
399
705
908
101
788
935
141
404
005
144
900
132
378
650

S

VB
BV
VYV
VB
BY
VB
BB
BB

BY
VYV
vV
VB
BV
VvV
VB
BY
VB
BV
VB
BY
VB
BY
vV
VB
BV
VB
BY
vV
VB
BB
BV
A
VB
VB
BV
Vv

$ig=210,8 Ref=off

Width

PO ORFRF OO O OO0 OO0 oD OoO0o0 00000000000 o000 0o0o0o0o0o0000o00o00-00Oo0o000od

Area Height
[mAU*5] [mAU]
92.21676 4.09649 0.
53.20325 9,33237 0.
670.57526 27.30559 1.
2115.05581 99.71152 3.
3927.80103 531.70923 7.
4284.61621 164.61928 8.
2180.02832 143.45102 4.
3652.52368 119.61574 6.
1475,25244 88.38440 2.
989.25763 65.68133 1.
1286.01184 52.61129 2.
351.56982 13.18396 0.
179.99951 8.26615 0.
54.66105 4.54023 0.
113.11806 3.49148 0.
163.18980 7.16936 0.
20.66869 2.30251 0.
46.82283 5.12485 0.
2.7040%9e4 2&75.88184 50,
207.94093 20.79608 0.
388.74979 17.56201 0.
307.48911 23.89076 0.
335.67877 9.31619 0.
157.50700 4.35884 0.
21.31094 1.97792 0.
33.04355 3.24023 0.
7.33788 1.26097 0.
93.54889 11.94884 0.
10.98901 1.53050 0.
10.71459 1.09359 0.
60.09192 9.59263 0.
86.43350 14.35692 0.
68.47499 10.03284 0.
15.76245 2.27747 0.
689.77765 140.49957 1.
18.98328 2.06597 0.
7.57358 1.36091 0.
61.65607 11.26755 0.
15.22546 1.87094 0.
12.27476 2.61129 0.
12.24500 1.99634 0.
20.31472 2.70290 0.
340.25699 2.32597 0.
208.87184 2.81955 0.
19.50561 6.35763 0.
297.,79504 3.55320 o.
Eric Lin

Instrument 1 2/13/2013 5:00:11 PM
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R102.D
CML-II-0%1-runl

Sample Name:

Peak RetTime Type

# [min]

47 28.862 VV
48 29.176 VB
49 29,721 BV
50 30.335 Vv
51 30.778 VB
52 31.733 BB
53 32.720 BB
54 33.437 BV
55 34.005 VB
56 34.400 BB
57 34.907 BV
58 35.220 VB
59 35.684 BV
60 35.955 VB
61 36.440 BV
62 36.869 VB
63 37.284 BV
64 37.530 Vv
65 38.005% Vv
66 38.456 VB
67 38.979 BV
68 39.484 VB

Totals
Signal 4: DAD1 D,

Signal has been mcodified after loading from rawdata filel

Peak RetTime Type

#

@ -1, o W N

Xe}

10
11
1z
13
14
15
16
17

[min]

el

[VoRNss s CRNN's S R RC R NG RS S S Y

.552
. 695
.049

448

L7157
.072
L 619
10.
11.
13.
13.
14,

689
684
011
250
435

VB
BV
A
VB
BB
BB
BB
BY
VB
BY

Width

[ e T e B e B e A e o B e B o R s (v [ o o e R e B e o B v [ o B e B o B

Area Height
[mAU*s] (AU ]
47,13171 3.62181 0.
66.63641 3.78308 0.
154,19702 5.283990 0.
48.,99574 3.14722 0.
74.64709 3.35520 0.
92.02336 3.45542 0.
61.00483 2.92722 0.
46.26827 2.61943 0.
74,92151 3.09050 0.
51.44723 3.50920 0.
32.06065 3.15101 0.
23.26075 1.56117 0.
24.30363 1.71397 o.
27.64740 2.24256 0.
25.35880 1.90497 0.
39.94121 3.39431 0.
38.22689 2.84392 0.
34.93135 2.76789 O.
62.55053 2.95101 0.
47.111865 2.49561 0.
45.89429 2.49911 0.
43.82164 3.15564 0.

5.336%4ed  4407.62637

5i1g=230,16 Ref=off

Width

O O O O 0 O O O O oo o o 0o o OO

Area Height
[mAU*s] [mAU]
5.56431 1.20046 0.
13.39890 1.86771 o.
272.98090 53.73421 1.
10.24736 1.44641 0.
13.83992 1.52722 0.
16.18779 1.77921 0.
7.71480 1.26159 o.
19.13415 2.02378 0.
2.29623ed4  2571.97168  95.
72.72637 9.34707 0.
37.48595 4.462380 0.
136.21893 12.81127 0.
48.31770 2.01960 0.
24.21141 2.59154 0.
53.04623 6.29419 0.
7.95180 1.19580 0.
32.173561 1.30322 o.

Instrument 1 2/13/2013 5:00:11 PM
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R102.D
CML-II-0%1-runl

Sample Name:

Peak RetTime Type

# [min]
18 14.701 VB
19 16.078 BB
20 16,399 BV
21 20.908 BB
22 21.934 BV
23 22,134 VvV
24 23.132 BB
25 27.378 BB
Totals
Signal 5: DAD1 E,

Signal has been modified after loading from rawdata filel

Peak RetTime Type

# [min]
1 1.884 BB
2 8.448 BV
3 8.758 VvV
4 9.084 VV
5 9.620 VV
6 13.014 BV
7 14.701 BB
8 16.079 BB
9 16.399 BB
10 20.908 BB
11 21.930 BB
12 22.920 BV
13 24.909 VB
Totals
Signal &: DAD1 F,

Signal has been modified after loading from rawdata filel

Peak RetTime Type

#

[min]

233352

BB

Width

O O oD O O O O O

Area
[mAU*s]

.22536
. 36917
.37622
.05586
.14204
. 67745
.31213

2.41187e4 27

5ig=280,16 Ref=off

Width

M OO0 OO0 O OO0 o 00 O 0

L1919
1221
1162
L2509
.1660
.1304
.0984
.0889
.0788
.0766
L2128
L1313
L4737

Height

[mAU]

12.
5.
35.
3.

1
1.
4

48.

=S
[
=
[v8)
=
O O o O O O O O

Area Height Area
[mAU*s] (AU ] %
257.12570 19.75065 2.9011

7991.19873  931.65533 90,1645
37.21556 4.24881 0.4199
55.30842 2,74731 0.6241
57.15676 4.62927 0.6449
25.37619 3.13567 0.2863

14.28490 2.24054 0.1612

33.30441 5.80521 0.3758

7.59325 1.50537 0.0857

66.62645 13.74501 0.7517

18.59188 1.12523 0.2098

11.14157 1.33532 0.1257
287.98969 1.36046 3.2494

8862.91449 993.28419

5ig=280,16 Ref=off

Width

.1919
1221
L1162
.2509
.1660
.1304
L0984

Area Height Area
[mAU*s] [mAU] $
257.12570 19.75065 2.9011

7991.19873 931.65533  90.1645
37.21556 4.24881 0.4199
55.30942 2.74731 0.6241
57.15676 4.62927 0.6449
25.37619 3.13567 0.2863
14.28450 2,24054 0.1612

Eric Lin

Instrument 1 2/13/2013 5:00:11 PM
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Data File C:\CHEM32\1\DATA\ERIC LIN\CML-II-091-R102.D
Sample Name: CML-II-09l-runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
8 16.079 BB 0.0889 33.30441 5.80521 0.3758
9 16.399 BB 0.0788 7.59325 1.50537 0.0857
10 20.908 BB 0.0766 66.62645 13.74501 0.7517
11 21.930 BB 0.2128 18.59188 1.12523 0.2098
12 22.920 BV 0.1313 11.14157 1.33532 0.1257
12 24.3%03 VB 2.4737  287.98963 1.36046 3.2494
Totals : 8662.91449 993.28419

Signal 7: DAD1 G, Sig=300,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

e R | == | == | == \
1 1.885 BB 0.1997 241.76862 17.66125 7.8587
2 8.448 BV 0.1224 2746.77637 319.03760 89.2840
3 8.762 VV 0.0701 9.90111 1.98929 0.3218
4 8.855 VB 0.0902 14.08478 2.41078 0.4578
5 9.190 BB 0.2484 28.60969 1.50082 0.9300
3 9,623 BB 0.1341 11.87181 1.23573 0.38583
7 16.079 BB 0.0887 15.36226 2.6866606 0.4994
8 20.908 BB 0.0719 8.07447 1.74746 0.2625

Totals : 3076.44910 348.26959

Signal 8: DAD1 H, Sig=320,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R |====m=mm | ====mmmmm |======m- \
1 1.886 BB 0.1964 216.25700 15.92820 73.9221
z 8.448 BB 0.1286 76.29005 8.50886 26.0779
Totals : 292.54706 24,43706

*** End of Report ***

Instrument 1 2/13/2013 5:00:11 PM Eric Lin

5212

Page

7 of 7



'H NMR (CD;0D, 500 MHz) Compound 44

8C'C
0€'e /

134
1€C N
[45x4

197
697 X
e/

0g'e
om.mw.
T€€e

6r€
08'€
18c/

L6'€ —

009
109>
w09/

169~
859"

189~
€897
96'9 ~_
869"

OCH,4
H5CO O OCH4
HLCO E '

NH

NH,HCI

JU

—==

Feoe

Fe61

Bra

96T

Fv0T

- L0C

01

00T

2.0

2.2

36 34 32 30 28 26 24

3.8

44 42 4.0
f1 (ppm)

4.6

4.8

68 66 64 62 60 58 56 54 52 50

7.0

7.2

$213



3¢ NMR (CD50D, 125 MHz) Compound 44

LT~
60°€C

Yoy —

LLHS ~_
(1SS~

965 —

TL£'80T —
80T —

€9°1¢T —
9Pl ~
€E°GCT
9€"8¢T ~—

T9'GET ~_

[8'9€T
o60sT /.
$S6ET "

06CST ~
9L'€ST

rsotT —

|

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

170
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100

90

80

70

60

50

40

30

20

10

342.1705
z=1

HRMS Compound 44

HNWANHZ-HCI
o)

Chemical Formula: Cy,H57CIN,Og
Exact Mass: 434.1608

352.1486 356.0338 363.2547 368.1425

z=?

z="

z=7?

z=?

378.7494 385.1765 391.2848

z=? z=1

z=1

399.1919
z=1

397.1768
z=1

401.1973
z=1

405.1914
| 2;2

413.1705

z=1

100

90

80

70

60

50

40

30

20

10

0

342.1704
z=1

340.1551
z=1

344.1762
z=1

352.1543

z=1

357.1991

z=7?

367.1416 372.5325

z=7?

z=?

381.1810
z=1

389.1354
z=7?

400.1952
z=1

z=2

407.0351 411.4839

z=?

340

L ) = > s ) £
LIS N O I I I I N Y I B B

345

350

355

360

365

370

375
m/z

380 385

S215

390

395

400 405

410

NL: 4.30E8
CML_1_156_MS"2_raw_Orbi_+
ESI Orbi +ESI#4-19 RT:
0.03-0.18 AV: 16 T: FTMS +p
ESI Full ms [50.00-500.00]

NL: 6.48E8
cml_1_156_ms_fs_raw_orbi_+
esi_orbi_+esi#3-16 RT:
0.03-0.18 AV:14 T: FTMS +p
ESI Full ms2 399.19@cid30.00
[105.00-500.00]



HPLC for Compound 44

Data File C:\CHEM32\1\DATA\ERIC LIN\1 156 RUN200010.D
Sample Name: CML 1 156 runZ

Acqg. Operator : ERIC LIN

Acg. Instrument : Instrument 1 Location : -
Injection Date : 8/7/2012 9:41:12 PM

Acqg. Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M

Last changed + 8/7/2012 9:37:06 PM by ERIC LIN

(modified after loading)
Analysis Method : C:\CHEM32\1\METHODS\MASTERMETHOD.M
Last changed : 8/7/2012 10:31:04 PM by ERIC LIN
(modified after loading)

*DAD1 A, Sig=254,16 Ref=off (ERIC LINVI_156_RUN200010.D - ERIC LINVI_156_BLANK2009.D)
mAU 8
2500 ]
2000 ]
1500 -}
1000 ]
soo—f &
| I~
0+ 7%
—,—— Y
5 10 15 20 25 30 35
*DAD1 B, Sig=254,16 Ref=off (ERIC LIN_156_RUN200010.D - ERIC LINVI_156_BLANK2009.D)
mAU &
2500 i
2000
1500
1000
500 b
I~
0 A'?]L
e
5 10 15 20 25 30 35
*DAD1 C, Sig=210,8 Ref=off (ERIC LIN\_156_RUN200010.D - ERIC LIN\I_156_BLANK2009.D)
mAU 3
2000
1500
1000
500
0
-500 )
T e A — T
5 10 15 20 25 30 35
*DAD1 D, Sig=230,16 Ref=off (ERIC LINI_156_RUN200010.D - ERIC LIN\I_156_BLANK2009.D)
mAU 1 o
2500
2000
1500
1000
500 5
(E
o T T T T I T T T T [ T T T T ‘ T T T T I T T T T I T T T T I T T T T I T T T
5 10 15 20 25 30 35
Instrument 1 8/7/2012 10:38:27 PM ERIC LIN Page 1l of 4
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Data File C:\CHEM32\1\DATA\ERIC LIN\1 156 RUN200010.D
Sample Name: CML 1 156 runZ

*DAD1 E, Sig=280,16 Ref=off (ERIC LINV1_156_RUN200010.D - ERIC LINVI_156_BLANK2009.D)
mAU &
1750
1500
1250

-

(=]

o

o
1

A
730

T T T I
] 10 15 20 25

30

35

min|

*DAD1 F, Sig=280,16 Ref=off (ERIC LINVI_156_RUN200010.D - ERIC LINVI_156_BLANK2009.D)
mAU &
1750
1500

1250

ol

500
250

bl
730

T T T T T T T T T T T T T T T T T T T T T T T T T

T
25

min|

5 20
*DAD1 G, Sig=300,16 Ref=cff (ERIC LIN\1_156_RUN200010.D - ERIC LIN\1_156_BLANK2009.D)

mAU b
600 '
500
400
200
200
100

0 i

31

T
25

30

35

min|

20
*DAD1 H, Sig=320,16 Ref=off (ERIC LINVI_156_RUN200010.D - ERIC LIN\1_156_BLANK2009.D)

T T T T T T T T T T T T T T T T T T T

10 15 20 25

mAU o
80
60
40
20

0 T

—7
5

min|

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilutiocn : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Instrument 1 8/7/2012 10:38:27 PM ERIC LIN
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_156 RUN200010.D
Sample Name: CML 1 156 runZ

Signal 1: DAD1 A, Sig=254,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 T.724 VYV 0.1122 56.09821 6.90150 0.2336
2 8.028 VvV 0.1413 2.47516e4 2794.96948 99.5184
3 8.412 VB 0.0864 61.67973 10.51692 0.2480
Totals : 2.48714ed  2812.38790

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %
il ittt [====]======= [====————— [ === [ === \
1 7.724 VV 0.1122 58.09821 6.90150 0.2342
2 8.028 VvV 0.1413 2.4751ced 2794.96948 99.7658
Totals : 2.48097e4 2801.87099

Signal 3: DAD1 C, Sig=210,8 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 8.014 VvV 0.1645 3.54314ed4d 2861.09155 100.0000
Totals : 3.54314ed  2861.09155

Signal 4: DAD1 D, Sig=230,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*=] [mAU] %
| [—=== === [ = [—mmmm [===————= |
1 7.727 VB 0.0929 50.91706 7.52660 0.1468
2 8.022 BV 0.1757 3.46356e4d 3266.68286 99.8532
Totals : 3.46865ed  3274.20946
Instrument 1 8/7/2012 10:38:27 PM ERIC LIN Page 3 of 4
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Data File C:\CHEM32\1\DATA\ERIC LIN\1_156 RUN200010.D
Sample Name: CML 1 156 runZ

Signal 5: DAD1 E, Sig=280,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 7.730 Vv 0.1146 51.66423 6.11322 0.3020
2 8.028 VvV 0.1375 1.70565e4 1960.77515 99.6980
Totals : 1.71082e4 1966.88837

Signal &: DAD1 F, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 7.730 VvV 0.1146 51.66423 6.11322 0.3020
2 8.028 VvV 0.1375 1.70565e4 1960.77515 99.6980
Totals : 1.71082ed4  1966.88837

Signal 7: DAD1 G, Sig=300,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 7,731 WV 0.0987 26.19738 3.69741 0.4170
2 8.023 VvV 0.1374 6256.75488 719.75366 99.5830
Totals : 6282.95226 723.45107

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | === | = | —=mmmmm - | -—mmmm - | -—mmmm-- \
1 7.991 vV 0.1072 785.54877 107.56760 100.0000
Totals : 785.54877 107.56760

*** End of Report *#**

Instrument 1 8/7/2012 10:38:27 PM ERIC LIN Page 4 of 4
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'H NMR (CD;0D, 500 MHz) Compound 45

1€6°T
SH6'T
096°T

vL6'T —
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ﬁmﬁ.N.V.
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T'6
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0.0
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3¢ NMR (CD50D, 125 MHz) Compound 45

SE'9C ~
0L'LC—

10°6€ —

pogpo 6388 T~
PoEPO £8°8h
POEPY 00°6t -

PoEPd HE'61

Y298 ~_
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£€6'60T —

ETELT —

osger /.
08'0eT "
SLPET ~L
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SE6ET L
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C:\Xcalibur\..\CML_Il_097_ORBI_+ESI

CML_II_097_ORBI_+ESI #20 RT: 0.16 AV: 1 NL

T: FTMS + p ESI Full ms [110.00-2000.00]

100

60

50

40

30

20

149.0120 249.1825

z=7?

z=1

356.1857

z=1

413.2074
z=1

435.1887

619.3068

z=2

2/13/2013 5:40:17 PM

HRMS Compound 45

CML_Il_097

725.3428

z=1

825.4060

z=1

927.6121

z=1

b

1047.4744 1137.5803

z=1

HaCO
H;CO

OCH;

H,CO

HN
j(\NHz-Hu
0

Chemical Formula: C,3H,9CIN,O5

z=1

Exact Mass: 448.1765

1259.5885 1355.8085 1461.7120 1556.6252 1787.6826 1883.5226
z=1 z=? z=1 z=? z=? z=7?

T

=TT
200

T

T

T

T
300

T

=TT
600

T

T
700

T

T

T
900

T

T

T

T T
1000

m/z

T
1100

T

T

L L L L L L L L L L L L L L L L L L
1200 1300 1400 1500 1600 1700 1800 1900

T

T

™
2000

cml_i

_097_fs_orbi_+esi #14 RT: 0.16 AV: 1 NL: 3.56E8

T: FTMS + p ESI Full ms2 413.20@cid35.00 [110.00-2000.00]
356.1859

195.0648 284.1368

z=7?

z=?

z=1

bl

395.1963

z=1

581.3404 651.7420

z=?

z=?

789.6995
=2

z

960.9956

z=?

z=7?

1114.5297

1308.0225 1389.6559 1760.4691 1883.5575
z=7? z=7? z=? z=7?

400

T

T

T
700

T

T

T

T

T
800

T

T

T

T

T
900

T

T

T

T T T T
1000
m/z

5222

T T
1100

T

T

L L L L L L L L L L L L L L L DL L
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HPLC for Compound 45

Data File C:\CHEM32\1\DATA\ERIC LIN\II-097-RUN10011.D

Sample Name:

IT-097-runl

Acqg. Operator
Acqg.
Injection Date
Acg. Method
Last changed
Analysis Method
Last changed

Instrument

Eric Lin
Instrument 1 Location :
2/13/2013 6:00:26 PM
C:\CHEM32\1\METHODS\MASTERMETHOD .M

2/13/2013 5:46:30 PM by Eric Lin

C: \CHEM32\1\DATA\ERIC LIN\II-097-RUN10011.D\DA.M

2/13/2013 6:53:22 PM by Eric Lin

(MASTERMETHCD. M)

mAU

1500
1250
1000
750
500
250
0

bbb v b

*DAD1 A, Sig=254,4 Ref=off (ERIC LINVI-097-RUN10011.D - ERIC LINVI-097-BLANKO010.D)

o
<
of

B

;

1./13.048

—— T
5 10 15 20

T
25

mAU
1600

1400
1200
1000

*DAD1 B, Sig=254,16 Ref=off (ERIC LINVI-097-RUN10011.D - ERIC LINVI-097-BLANK010.D)

o
b
©

;

1-13.048

T T T T T T T T T T T T T T T T T T T

T
25

T T T T T —T T T T T

5 10 15 20
*DAD1 C, Sig=210,8 Ref=off (ERIC LINV/I-097-RUN10011.D - ERIC LINVI-097-BLANKO010.D)

3
o

5.165
7.633
22.156

-9.805

-27.467

o T

T
25

mAU

2000

1500

1000

500

1.372
1.893

o
1+

5 15 20
*DAD1 D, Sig=230,16 Ref=off (ERIC LINVI-097-RUN10011.D - ERIC LINVI-097-BLANK010.D)

o

ad
B4

1-13.049

Instrument 1

2/13/2013 6:54:01 PM Eric Lin
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Data File C:\CHEM32\1\DATA\ERIC LIN\II-097-RUN10011.D

Sample Name:

II-097-runl

[=]
<
o

B4+

;

*"DAD1 E, Sig=280,16 Ref=off (ERIC LINVI-097-RUN10011.D - ERIC LINVI-097-BLANK010.D)

T
]

— T
10 15

T
20

I
25

30

mAU
800

600

400

200

o
<
o

Bl

;

*DAD1 F, Sig=280,16 Ref=off (ERIC LINVI-097-RUN10011.D - ERIC LINVI-087-BLANK(010.D)

T T T T T T T T T T T T

mAU

250
200
150
100

50

5
*DAD1 G, Sig=300,16 Ref=cff (El

30

PEPETN IR IR SFEEr A A

—

5 15
*DAD1 H, Sig=320,16 Ref=off (ERIC LINVI-097-RUN10011.D - ERIC LIN\I-097-BLANK010.D)

Area Percent Report

Sorted By

Multiplier

Dilutiocn

Signal
1.0000
1.0000

Use Multiplier & Dilution Factor with ISTDs

Instrument 1 2/13/2013 6:54:01 PM Eric Lin
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Data File C:\CHEM32\1\DATA\ERIC LIN\II-097-RUN10011.D
Sample Name: II-0%87-runl

Signal 1: DAD1 A, Sig=254,4 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 8.470 BV 0.1008 1.17827e4 1837.96814 99.4176
2 B.798 VvV 0.0826 G2.69828 10.97642 0.5280
3 13.049 BB 0.0837 6.32477 1.12330 0.0534
Totals : 1.18517e4 1850.06786

Signal 2: DAD1 B, Sig=254,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %
il ittt [====]======= [====————— [ === [ === \
1 8.470 BV 0.1007 1.1314ced4 1766.50464 99,4144
2 8.798 VvV 0.0832 60.84603 10.56088 0.5346
3 13.048 BB 0.0822 5.79796 1.05424 0.0509
Totals : 1.13813e4 1778.11976

Signal 3: DAD1 C, Sig=210,8 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area

# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 0.054 BB 0.0750 11.16905 2.55559 0.0520
2 0.202 BV 0.0817 55.52967 9.57559 0.2587
3 0.504 vV 0.2634 105.,27843 5.21736 0.4904
4 0.734 VB 0.0770 51.02904 9.44696 0.2377
5 0.973 BV 0.2570 99.27760 5.93896 0.4625
[3) 1.275 Vv 0.1060 41.00343 5.56546 0.1910
7 1.372 VvV 0.0851 147.69992 23.58000 0.6880
51 1.731 VB 0.1449 112.58514 9,88511 0.5245
9 1.901 BB 0.0702 78.50723 16.88350 0.3657
10 2.607 BB 0.1757 41.11032 3.81595 0.1915
11 3.019 BB 0.1998 64.92876 4.98890 0.3025
12 3.446 BV 0.1491 23.71148 2.63236 0.1105
13 3.822 VB 0.1872 15.85303 1.19137 0.0738
14 4.382 BB 0.3332 51.56498 2.16998 0.2402
15 5.165 BB 0.2393 32.31220 2.03490 0.1505
1e 7.619 BY 0.1153 11.13670 1.30909 0.0519
17 7.824 VB 0.0996 6.59859 1.04646 0.0307
18 8.472 BV 0.11989 1.92972e4 2621.11572 £59.8915

Instrument 1 2/13/2013 6:54:01 PM Eric Lin Page 3 of 5
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Data File C:\CHEM32\1\DATA\ERIC LIN\II-097-RUN10011.D
Sample Name: II-0%87-runl

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

e R | == | == | == \
13 8.738 VvV 0.0861 131.16293 21.82805 0.6110
20 9.122 VB 0.0850 15.38597 2.60056 0.0717
21 9,805 BV 0.1435 9.15189 1.01217 0.0426
22 13.049 BB 0.0798 12.42094 2.34633 0.0579
23 22.156 BB 0.3403 45.85422 1.72430 0.2136
24 27.467 BB 0.0955 14.02170 2.35320 0.0653
25 28.891 BB 0.2091 30.57117 2.32981 0.1424
26 29.296 BV 0.2434 50.76952 3.16065 0.2365
27 29.679 VB 0.1904 36.37481 2.71358 0.1694
28 30.437 BV 0.3088 49.40651 2.06713 0.2301
2% 30.79%6 VB 0.1172 7.50973 1.00418 0.0350
30 31.144 BB 0.2749 30.461c4 1.78680 0.1419
31 31.828 BV 0.2434 49,71087 2.88011 0.2316
32 3z2.056 VvV 0.2347 56.01570 3.28860 0.2609
33 32.499 VvV 0.1936 24.38632 1.85169 0.1136
34 33.129 VB 0.2906 45.53355 2.05459 0.2121
35 33.443 BV 0.1474 19.68425 2.09988 0.0917
36 33.874 VV 0.27397 65.24351 3.12388 0.3039
37 34.118 VB 0.1626 20.04897 1.76423 0.0934
38 34.726 BV 0.2280 25.88588 1.64124 0.1206
39 35.069 VvV 0.1740 25.54245 2.29200 0.113%0
40 35.362 VB 0.1951 16.67540 1.17863 0.0777
41 35.930 BB 0.3034 46,04016 1.97845 00,2145
42 36.652 BV 0.2354 27.88365 1.92074 0.1299
43 36.937 VB 0.1720 32.49429 2.828%90 0.1514
44  37.340 BB 0.3804 86.93623 3.22579 0.4050
45  38.023 BV 0.2396 65.75677 4.04585 0.30863
4¢  38.688 VB 0.3647 75.06680 2.63271 0.3497
47  39.245 BV 0.2034 36.32860 2.83767 0.1692
48 3%.584 Vv 0.20061 39.79880 2,86473 0.1854
49  3%9.828 VBA 0.1623 28.59319 2.771497 0.1332

Totals : 2.14672ed 2821.16288

Signal 4: DAD1 D, Sig=230,16 Ref=off
3ignal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [mAU] %

il Bttt [====]======= === === [======== |
1 1.372 BB 0.0580 10.34708 2.62183 0.05%96
2 1.893 BB 0.0638 10.50224 2.56492 0.0605
3 8.470 BV 0.1075 1.72373e4 2593.79321 99.2714
4 8.798 VvV 0.0849 92.273%6 15.63470 0.5314
5 9.120 VB 0.0763 7.66288 1.48331 0.0441
6 13.049 BB 0.0763 5.72853 1.14636 0.0330

Totals : 1.73638e4  2617.24433

Instrument 1 2/13/2013 6:54:01 PM Eric Lin Page 4 of 5
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Data File C:\CHEM32\1\DATA\ERIC LIN\II-097-RUN10011.D
Sample Name: II-0%87-runl

Signal 5: DAD1 E, Sig=280,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 53.470 BV 0.1006 6110.43115 955.03564  99.255¢
2 8.798 VvV 0.0974 45.82551 6.57189 0.7444
Totals : 6156.25666 961.60754

Signal &: DAD1 F, Sig=280,16 Ref=off
Signal has been nmodified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [tnin] [mAU*s] [1AU] %
il ittt [====]======= [====————— [ === [ === \
1 8.470 BV 0.1006 6110.43115 ©955.03564 99.255¢6
2 8.798 VvV 0.0974 45.82551 6.57189 0.7444
Totals : 6156.25666 961.60754

Signal 7: DAD1 G, Sig=300,16 Ref=off

Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 8.470 BV 0.1009 2099.83813 326.97824 98.7479
2 B.798 VB 0.1206 26.62493 2.97049 1.2521
Totals : 2126.,46306 329,94873

Signal 8: DAD1 H, Sig=320,16 Ref=off
Signal has been modified after loading from rawdata filel

Peak RetTime Type Width Area Height Area
# [min] [min] [MAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 8.471 BB 0.1060 58.33273 8.73021 100.0000
Totals : 58.33273 8.73021
Instrument 1 2/13/2013 6:54:01 PM Eric Lin Page 5 of 5

$227



'H NMR (CDCls5, 600 MHz) Compound 46
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3C NMR (CDCls, 150 MHz) Compound 46
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'H NMR (CDCls, 600 MHz) for 3' CA4-amine
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3C NMR (CDCls, 150 MHz) for 3' CA4-amine
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HRMS for 3' CA4-amine

C:\Xcalibur\..\0602\LD-VII-69_Orbi_+ESI 6/2/2015 5:05:33 PM LD-VI-69

LD-VII-69_Orbi_+ESI #1 RT: 0.00 AV: 1 NL: 3
T: FTMS + p ESI Full ms [100.00-1000.00]

316.1542 H.CO
100 3 >
90
H;CO
80 OCH
@ 3 NH,
70 H
OCH;
60
Chemical Formula: C1gH>5NO4*
50
Exact Mass: 316.1543
40
317.1570
30 338.1359
20
10 339.1392
108.4151  132.9577 148.0752 181.0856 217.1047 226.9514 253.1007 270.1121 285.1357 301.1307 || 3181595 i 380.1462 406.1231 416.0782  449.2062
L, AL BN AN N SO B S U B S E B B B EE B B B S R S N R S B B E S B B B S B S B E B S B B N B S B E B B B BN B S S E EE B R E S R S m —
100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440
m/z
316.1542 NL:
100 3.00E8
LD-VII-69_Orbi_+ESI#1
50 317.1570 RT: 0.00 AV: 1T: FTMS
338.1359 + p ESI Full ms
339 1392 [100.00-1000.00]
o 132.9577 148.0752 181.0856  217.1047 226.9514 270.1121 285.1357 301.1307 [ 318.1595 | 339. 380.1462  406.1231 416.0782 449.2062
316.1543 NL:
1007 8.11E5
7 C H21NO4 +H:
50— CH22N104
1 317.1577 paChrg 1
] 318.1610
o 3
338.1363 NL:
100 8.11E5
q Ci H21NO4 +Na:
50— CxH21N104 Nay
a 339.1396 paChrg 1
O T T I T S T T e T T S T B T B S B T
100 120 140 160 180 200 220 240 260 280 300 320 340 360 380 400 420 440
m/z
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HPLC for 3' CA4-amine

Data File C:\CHEM32\1\DATA\LAXMAN\LD-VII-69-00001.D
LD-VII-69-1 3'CA4-Amine

Sample Name:

Acqg. Operator :
Acg. Instrument :
Injection Date :

Acg. Method H
Last changed H
Analysis Method :
Last changed H
Sample Info :

Laxman

Instrument 1 Location : -

6/1/2015 2:33:28 PM

C: \CHEM32\1\METHODS\MASTERMETHODZ .M

6/1/2015 2:13:25 PM by Eric Lin
C:\CHEM32\1\DATA\LAXMAN\LD-VII-69-00001,.D\DA.M (MASTERMETHODZ.M)
6/1/2015 3:22:30 PM by Eric Lin

Method-Mastermethod2

DAD1 A, Sig=254,4 Ref=off (LAXMAN\LD-VII-65-00001.D)
mAU 3 a2
800 |
600
400
200 2 g ]
0] R = &
e —
5 10 15 20 25 min
DAD1 B, Sig=254,16 Ref=off (LAXMAN\LD-VII-65-00001.D)
mAU B
800
600
400
200 2 R 2
9 - © =
0] = L &
™ T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
5 10 15 20 25 min
DAD1 C, Sig=210,8 Ref=0ff (LAXMAN\LD-VII-69-00001.D)
mAU J o
10004
500
0
] © o™
b 3 ]
-500 = &
B e e L,
5 10 15 20 25 min
Instrument 1 6/1/2015 3:27:13 PM Eric Lin Page 1 of 5
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Data File C:\CHEM32\1\DATA\LAXMAN\LD-VII-69-00001.D

Sample Name:

LD-VII-69-1 3'CA4-Amine

mAU
1500

1250
1000
750
500
250

oo b b b bl

DAD1 D, Sig=230,16 Ref=off (LAXMAN\LD-VII-69-00001.D)

13.365
114.263

721.805

15 20

min|

800

'Y
(=
(=]

NPT T T

5
DAD1 E, Sig=240,4 Ref=off (LAXMAN\LD-VII-69-00001.D)

21.804

115,004
i ’->1ﬂ-8—23

15 20

min|

mAU

600
500

300
200
100

.
(=]
o

Y FRETFETY RV FETT FTE SRS PRI

5
DAD1 F, Sig=280,16 Ref=off (LAXMAN\LD-VII-69-00001.D)

3
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4 111.980

5

T
10
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25
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mAU
600
500
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DAD1 G, Sig=300,16 Ref=off (LAXMAN\LD-VII-69-00001.D)

11.980

21.801

118.278
J >1.&323

T
5

T
10

min|

mAU
500

400
300
200
100

DAD1 H, Sig=320,16 Ref=0off (LAXMAN\LD-VII-68-00001.D)

21.801

min|

Instrument 1 6/1/2015 3:27:132 PM Eric Lin
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Data File C:\CHEM32\1\DATA\LAXMANALD-VII-69-00001.D
Sample Name: LD-VII-69-1 3'CA4-Amine

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

1 0.1751 89.589236 7.625060 1.4503
z 17.425 BB 0.0961 10.77919 1.65243 0.1745
3 0.0851 6008.21289 1077.08765 97.2588
4 0.0943 68.96559 11.13570 1.1164

Totals : 6177.55003 1097.50084

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
=== [ === === === [——=—m [ === \
1 11.980 BB 0.1756 89.20059 7.56309 1.4138
2z 18.278 BB 0.0868 26.60785 4.64551 0.4217
3 18.823 BB 0.0851 6123.01221 1097.30920 97.0493
4 21.801 BB 0.0947 70,35337 11.296z26 1.1151
Totals : 6309.17402 1120.81407

Signal 3: DAD1 C, Sig=210,8 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [mmin] [mAU*3] [10AU] %

il ettt [====] === [==mm————— [mmm [=====—== |
1 11.986 BB 0.1510 134.73405 13.20541 1.0140
2 18.823 BV 0.0883 1.2913%e4 2273.72705 97.1937
3 21.802 VB 0.0974 238.12749 36.85693 1.7922

Totals : 1.32868ed4 2323.78940

Instrument 1 6/1/2015 3:27:13 PM Eric Lin Page 3 of 5
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Data File C:\CHEM32\1\DATA\LAXMANALD-VII-69-00001.D
Sample Name: LD-VII-69-1 3'CA4-Amine

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 13.365 BB 0.0656 9.52854 2.24285 0.0928
2 14.263 BB 0.0820 5.22144 1.01602 0.0508
3 18.823 BV 0.0872 1.01168e4 1810.49146 98.5021
4 21.805 VB 0.0987 139.09056 21.72524 1.3543
Totals : 1.02707e4 1835.47557

Signal 5: DAD1 E, Sig=240,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 15.004 BB 0.1330 14.18810 1.51891 0.1524
2 18.823 BV 0.0870 9179.7240l 1646.90674 98.5840
3 21.804 VB 0.1042 117.66814 17.11329 1.2637
Totals : 9311.58084 1665.53893

Signal &é: DAD1 F, Sig=280,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
il ettt [====] === [==mm————— [mmm [=====—== |
1 11.930 BB 0.1822 64.04824 4.97383 1.5266
2 18.823 BB 0.0852 4088.56470 731.74805 97.4517
3 21.801 BB 0.0807 42.86423 7.27667 1.0217
Totals : 4195,47717  743.99854

Signal 7: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*=] [mAU] %
| [—=== === [ = [—mmmm [===————= |
1 11.980 BB 0.1797 62.46052 5.14319 1.5541
Z2 18.278 BB 0.085¢6 34.96275 6.22234 0.8699
3 18.823 BB 0.0852 3891.12744 ©95.78998 S96.8142
4 21.801 BB 0.0907 30.62026 5.19646 0.7619
Totals : 4019.17097 712.35197
Instrument 1 6/1/2015 3:27:13 PM Eric Lin Page 4 cf 5

$236



Data File C:\CHEM32\1\DATA\LAXMANALD-VII-69-00001.D
Sample Name: LD-VII-69-1 3'CA4-Amine

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rmin] [min] [mAU*s] [mAU] %
il Bttt [====]======= === === [======== |
1 18.273 BB 0.0849 42.04350 7.55673 1.2647
2 18.823 BB 0.0851 3256.91406 583.29913 97.9669
3 21.801 BB 0.0909 25.54603 4.32569 0.7684
Totals : 3324.50358 595.18155

*** End of Report ***

Instrument 1 6/1/2015 3:27:13 PM Eric Lin
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'H NMR (CDCls5, 600 MHz) Compound 47
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3C NMR (CDCls, 150 MHz) Compound 47
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'H NMR (CD;0D, 600 MHz) for 3' CA4-L-serinamide
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3C NMR (CD50D, 150 MHz) for 3' CA4-L-serinamide
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HRMS for 3' CA4-L-serinamide

C:\Xcalibur\..\0602\LD-VII-73_Orbi_+ESI 6/2/2015 5:10:31 PM LD-VI-73
LD-VII-73_Orbi_+ESI#1 RT: 0.00 AV: 1 NL: 6
T: FTMS + p ESI Full ms [50.00-1000.00]
403.1869 H3;CO
100 3 X
90 H3;CO (@]
o0 OCH3 N)J\/\OH
H =y
70 OCHg3 NH;
60 H
50 Chemical Formula: Cy1H»7N>0g"
20 Exact Mass: 403.1864
30
404.1896
20
10 425.1683
405.1921
356.1451 376.2023  385.1751 388.1640 4011715 | [ “5=- 415.1857 419.1809 426.1718 441.1421 444.3287
[ i s s e S e S S N S N N N L O B B e e B B e B B B B B O S B B B B e e
350 355 360 365 375 380 385 395 400 405 410 415 420 425 430 435 440 445 450
m/z
403.1869 NL:
100 6.01E8
LD-VII-73_Orbi_+ESH1
50 RT: 0.00 AV: 1T: FTMS
404.1896 + p ESI Full ms
[ 425.1683 [50.00-1000.00]
o 356.1451 376.2923 385.1751 388.1640 401.1715 | | 405.1921 415.1857 Y 429.2023 441.1421 444.3287
403.1864 NL:
1007 7.78E5
] C21H26 N2 O6 +H:
50 C21H27 N2 O6
] 404.1897 paChrg 1
] 405.1931 410.2049
o i S
425.1683 NL:
1007 7.78E5
B C21H26 N2 O +Na:
50— C21H26 N2 Og Nax
: 426.1717 paChrg 1
] ‘431-,1750 432.1869
L o e e e e e e LI B
350 355 360 365 370 375 380 385 390 400 405 410 415 420 425 430 435 440 445 450
m/z
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Data File C:\
Sample Name:

HPLC for 3' CA4-L-serinamide

CHEM32\1\DATA\ERIC LIN\LD-VII-73A-R209.D
LD-VII-73A-R2

Acqg. Operator
Acg. Instrument
Injection Date
Acg. Method
Last changed
Analysis Method
Last changed
Sample Info

Eric Lin

Instrument 1
6/1/2015 12:29:03 PM
C3 \CHEM32\1\METHODS\MASTERMETHOD .M

6/1/2015 11:52:37 AM by Eriec Lin
C3\CHEM3Z2\1\DATA\ERIC LIN\LD-VII-73A-R209.D\DA.M
6/1/2015 1:19:18 PM by Eric Lin

wash

Location : -

Method:

10: 920 ACN/Water
gradient, 10:90 to 100:00 ACN/Water
100:00 ACN/Water

0-5 min,
5-25 min,
25-30 min,

(MASTERMETHCD. M)

mAU

600
500
400
300
200
100

DAD1 A, Sig=254 4 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

o
o

&
ow©

9,553
m1.072

T T T T T T T T T T T T T T T T T — T T T

mAU

600
500
400
300
200
100

S 10 15
DAD1 B, Sig=254,16 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

w0
[y
©
@

r11.071

wlondina bindn b b bl

T

T T
5 10 15 20 25

mAU
600
400
200

-200
-400
-600
-800

DAD1 C, Sig=210,8 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

©

Z9.545

139.150

Instrument

1 6/1/2015 1:29:40 PM Eric Lin
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Data File C:\CHEM32\1\DATA\ERIC LIN\LD-VII-73A-R209.D
Sample Name: LD-VII-T3A-R2

DAD1 D, Sig=230,16 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

@

600

400

200

2319

5.982

7.994

%

mAU
400

300

200

100

IS S R NN N

[}

1553

5
DAD1 E, Sig=280,16 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

mAU
400

300

200

100

D

5
DAD1 F, Sig=280,16 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

+9.553

11,071

T
S

T
10

T
15

20

30

35

min

mAU
400

300

200

100

e b benia b bl

[=21

19.553

DAD1 G, Sig=300,16 Ref=off (ERIC LIN\LD-VII-73A-R209.D)

1 11.071

T
5

T
10

T
15

mAU
250
200
150
100
50

@O

49.553

DAD1 H, Sig=320,16 Ref=0ff (ERIC LIN\LD-VII-73A-R209.D)

R T TS FETEE P T

Instrument 1 6/1/2015 1:29:40 PM Eric Lin
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Data File C:\CHEM32\1\DATA\ERIC LIN\LD-VII-73A-R2092.D
Sample Name: LD-VII-73A-R2

Area Percent Report

Sorted By : Signal
Multiplier : 1.0000
Dilution : 1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD1 A, Sig=254,4 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %
e R | == | == | == \
1 §.628 VB 0.0761 3615.06738 725.35886 99,2925
z 9.553 BB 0.0725 8.57860 1.836858 0.2356
3 11.072 BB 0.1303 17.18025 1.78545 0.4719
Totals : 3640.82624 728.98219

Signal 2: DAD1 B, Sig=254,16 Ref=off

Peak RetTime Type Width Area Height Area
# [rin] [min] [mAU*s] [10AU] %
il Bttt [====]======= === === [======== |
1 3.628 VB 0.0764 3597.92407 718.34595 99.5364
2 11.071 BB 0.1264 16.75720 1.77018 0.4636
Totals : 36l14.68127 720.11613

Signal 3: DAD1 C, Sig=210,8 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*s] [mAU] %

il Bttt [====]======= === === [======== |
1 8.341 BB 0.0702 125.129a8 27.94563 2.2352
2 8.503 BV 0.0582 32.47391 8.98720 0.5801
3 8.628 VB 0.0744 5386.43848 1113.73535 96,2202
4 9.545 BB 0.0701 25.450853 5.69919 0.454¢6
5 3%.150 BB 0.2871 28.53901 1.39256 0.5098

Totals : 5598.03160 1157.75993

Instrument 1 6/1/2015 1:29:40 PM Eric Lin Page 3 of 5
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Data File C:\CHEM32\1\DATA\ERIC LIN\LD-VII-73A-R2092.D

Sample Name: LD-VII-73A-R2

Signal 4: DAD1 D, Sig=230,16 Ref=off

Peak RetTime Type Width Area
# [rmin] [min] [mAU*s]
il Bttt [====]======= === === [======== |
1 3.343 BB 0.0704 97.43347
2 8.506 BV 0.0582 33.81914
3 53.628 VB 0.0748 4350.40234
4 12.319 VB 0.1081 10.71834
5 15.982 BB 0.1050 6.85785
6 17.994 VB 0.0977 17.53352
Totals : 4516.76467

Signal 5: DAD1 E, Sig=280,16 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]
e R |====mmmms | === |====-- \
1 B.506 VvV 0.0609 26.17398
2 8.629 VB 0.0813 2547.08740
3 9.553 BB 0.0732 11.68830
Totals : 2584.94968

Signal &: DAD1 F, Sig=280,16 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]
il Bttt [====]======= === === [======== |
1 53.506 VvV 0.0609 26.17398
2 8.629 VB 0.0813 2547.08740
3 29.553 BB 0.0732 11.68830
4 11.071 BB 0.0906 6.71148
Totals : 2591.66116

Signal 7: DAD1 G, Sig=300,16 Ref=off

Peak RetTime Type Width Area
# [min] [min] [mAU*s]
e R |====m=mm | ====mmmmm |======m- \
1 8.505 BV 0.0613 50.99851
z 8.629 VB 0.0773 2427.22803
3 9.553 BB 0.0727 11.26238
4 11.071 BB 0.0867 6.51313

Instrument 1 6/1/2015 1:29:40 PM Eric Lin

Height Area
[mAU] %
21.70703 2.1572
9.34663 0.7487
B93.63580 96.31a68
1.41883 0.2373
1.01244 1518
2.63260 0.3882
929.75333
Height Area
[mAU] %
6.80126 1.0126
469,12259 98.5353
2.47169 0.4522
478.39554
Height Area
[mAU] %
6.80126 1.0099
469.12259 98.2801
2.,47169 0.4510
1.07787 0.2590
479,47341
Height Area
[mAU] %
13.13386 2.0432
477.66873  97.2444
2.40055 0.4512
1.10683 0.2612

S246
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Data File C:\CHEM32\1\DATA\ERIC LIN\LD-VII-73A-R2092.D
Sample Name: LD-VII-73A-R2

Peak RetTime Type Width Area Height Area

# [min] [min] [mAU*s] [mAU] %
e R | == | == | ==
Totals : 2496.00805 494,303897

Signal 8: DAD1 H, Sig=320,16 Ref=off

Peak RetTime Type Width Area Height Area
# [min] [min] [mAU*=] [mAU] %
Il Bttt [====[=====—= === === [=====——= \
1 8.505 BV 0.0623 62.80982 15.83393 4.0939
z 8.628 VB 0.0754 1464.79163 297.60844  95.4747
3 9.553 BB 0.0730 6.61850 1.40323 0.4314
Totals : 1534.21994 314.84660

*** FEnd of Report *#**

Instrument 1 6/1/2015 1:29:40 PM Eric Lin
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'H NMR (CDs0D, 600 MHz) for AVES062
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3¢ NMR (CD50D, 150 MHz) for AVE8062
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HRMS for AVE8062

C:\Xcalibur\..A\0602\LD-VII-75_Orbi_+ESI 6/2/2015 5:17:27 PM LD-VI-75
LD-VII-75_Orbi_+ESI#1 RT: 0.00 AV: 1 NL: 8
T: FTMS + p ESI Full ms [50.00-1000.00]
403.1865
100 H;CO N
920
H;CO o]
80
OCH,
70 H : OH
o OCH, NH,HCI
50 Chemical Formula: C1H57CIN,Og
%0 Exact Mass: 438.1558
30
404.1893
20
425.1680
0 401.1713 | | 405.1917 423.1523 | 4261713
353.2660  363.1508 373.1764 381.2972 393.2980 =5 [ 415,1857 [ 441.1420 451.1471 455.2195 467.1782 471.0213 483.1263 493.1538
BB s e e e e e e A o L B o e B B aa e e o e o e e e e B e e e L B e e na e e L e e e e e M ann ot
350 360 370 380 390 400 410 420 430 440 450 460 470 480 490 500
m/z
403.1865 NL:
100 8.84E7
LD-VII-75_Orbi_+ES1
50 RT: 0.00 AV: 1T: FTMS
404.1893 + p ESI Full ms
i 425.1680 [50.00-1000.00]
353.2660 363.1508 373.1764 381.2972 393.2980 401.1713 |]405.1917 415.1857 | 441.1420  451.1471 467.1782 483.1263  493.1538
0 = - ——
403.1864 NL:
100 7.78E5
Ca21H26 N2 O +H:
50 C21H27 N2 Os
404.1897 pa Chrg 1
405.1931
0 425.1683 NL:
100 7.78E5
C21H26 N2 Og +Na:
50 C21H26 N2 Og Na1
426.1717 paChrg 1
427.1750
e LA B o o B B L B B B o e e AL A A B e A B B e e B e ]
350 360 370 380 390 400 410 420 430 440 450 460 470 480 490 500
m/z
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HPLC for AVE8062

\ERIC LIM\AWE-S062-R10005.D

Acg. Operator

Acg. I[nstrumen

Inj=ction Date

Mathod

Enalysis M=thod

Last changed

Sample Info H

Location : -

Instrument L

oM

METHOD3 \MASTERMETHOD . M

lZ:44:32 PM by Eric Lin

[modified after loading]

\ERIC LIW\AVE-BO6Z2-R10005.D%DAR M

FM by Eric Lin

(MASTERMETHOD . M)

DAD1 A, Sig=254 4 Ref=off (ERIC LINA\WE-BIE2-R 100050

e
947%
J'13."4'.;‘

sz
-_r1EI'95"3

(3] 15 20 25 30 35

n—]

DADA B, Sig=2354,16 Ref=off (ERIC LINAVE-SDE2-R10005.D)

o

10953
Jia Taa

(3] 15 20 25 30 335

mAL

1750
1500

DaDi C, m;-z-u.% Raf=0f (ERIC LINVAVE-E082-R10005.D)
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M= ==
ata

Cample Hame: AVE-80E:

.

e

2=H1

i 2

~HEEEAE

:

DADA D, Sig=230, %5 Ret=pfT {ERIC LINWAE-BD52-R1D0CE.D)

L
2443

I.h

LAE

L[k

T8 742

i

= e

o5

g
DAL G, Sig=300, 1E Ref=olf [ERIC

T
jle]

T
=

i

T
EEL
14

e 9E)

T Ta)

LN AVE-SDE2-RA0005.04

0

T
1=

]

i
3
a

g 8

o 8 H

s
DAL H, Sigei0, 55 Refea'T {ERIC

AR A

LINANE-BDE2-R 1000E .00
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Data File C:\CHEMI2Y1\DATR\ERIC LIN\AVE-80E2-R1D005.D
Eample Hame: AVE-8{E2-R1

Area Fercent Report

Sorted By
Multiplier
Dilution

Signal
1.0000
1.0000

Use Multiplier & Dilution Factor with ISTDs

Signal 1: DAD] A, Sige25d;4 Refsoff

Peak BetTime Type Width AToa Height Arma
# [min] [min] [milrés] [mpar] i

-1 |=—1 | | [
1 §.232wve 0.0727 T.52764 1.54801 0.0804
2 B.265 BV D.1l1g 2095 58009 129€. 55225 9T. 1534
3 B.741 ww 0.1189  15_38905 1.72812 0.1644
4 9,432 wB D.O7ER  19.83443 3.97215 0.2119
5 9.810 es 00786 11.9T414 2.26029 01279
6 10.953 BB 0.0E1Y 18T 22200 34, 8277  1.9938
T 13.742 BB 016873 24_55183 2.11708 02622

Totals : 936207927 1342 71463

Eignal 2: DAD] B, Sigw254,16 Eefmoff

Peak RetTime Type Width ATea Height Area
# [min] [min] [mALes] [mpaz] L3

=1 |====1 | | I
1 §.231 wve 0. DESE T.30522 1.53343%  0.0782
2 B.26E BV 0,112 9068_53711 128€.86707 9T7.09399
3 B 741 ww 01311 19.50147 1.97604  0.2088
4 9,131 ww 0.1183 892629 1.0085%4  0.095&
5 9432w O.0ELS 25 36250 4. 6342 02714
& 9,810 wvB O.0EET 1470501 2.42778  0.1575
T 10.953 BB D.0ELE 185.16338  34.1554%  1.9824
B 19.78% BB 0. DBSD 9. 88684 1.72187  0.1059

Totals @ 9339_387490 133432444

Signal 3: DAD] ¢, Sige2lD;8 Refsoff

Peak RetTime Type Width ATea Height Area
# [min] [min] [mAlEs] [mAa1] i
-1 |====1 | | I
1 6143 Bv O.DERE  29_88357 E.B055E  0_2195
2 6.230 we 0.0716  43.3425% .00865  0.3183
3 6570 ve 0.1ZB0 22.19154 231232 0.1630
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bData File C:\CHEMI2%1\OATAMERIC LINWAVE-A0E2-R1O005.D
Sample Hame: AVE-80EZ-R1

Peak EetTime Type Width Arma Height Arca
§ [min] [min] [mAU*s] [mAa7] i
- =1 I
4 T.aT4 B2 0.0es7 T.42780 1.1924%  0.0546
5 B.264 BW 0.1121 1.31104ed 1963 22046 962920
& B.734 wve 0. 1087 29_T38E2 3.74297 0.2184
T 9.430 B2 0.0753  T4.1TEd) 1459327 0.5448
B 9.904 B2 0.0708 12 46281 2.75485 0.0915%
9 10,953 v D.C0BOE 285.4279%% 5303270 2.04979
Totals @ 1.36152e4 1956 55330
Signal 4: DAD] D, Sigw2i0,ld Refmoff
Peak EetTime Type Width Arma Height Arca
# [min] [min] [malTe g ] [mnar] 13
- |===1 I
1 8264 v 0.1086 1.09526ed 1545 03564 96_T945
2 A.na2w 0.1154 24 171482 2.B3IR0S 0.2136
JC O T -] 0.0771 4790776 S.44578 04234
4  9.90% e 008X 14 80064 2.6817F 0.1308
5 10,953 v D.0B24  231.90778 42 03B93F  2.0495
6 11352 w 0.0e03 100907 1.7234% 0.0832
T 13.0£3 BB 0.1017 8.28207 1.24403 0.0732
B 14.267 BB D.oBE3 T.61213 1.3B036  0.0&T73
9 14_529 v 0. 0940 T.T070% 1.28438 00881
10 16,690 ww b.112l 10.23456 1.206586  0.0304
Totals @ 1.13153e4 1649 08105
Signal 5: DAD]l E, Sigw2B0,lé Refmoff
Peak EetTime Type Width Arma Height Arca
£ [min] [min] [mAL* 5] [mAat] 13
- |===1 I
1 &.13% BB 0.0786  2T.36%€% R X733 0_4053
2 8270 ew 0.1215 &523_29443 965 5REXE  96_6053
1 5,433 em 0.0751 25_1T73485 5.13026  0.3T28
4 59.912 = 0.0B3g T.8683% 1.39310 01165
5 10.%953 = D.0BLE  117.99647 21.75365  1.T7474
6 13.741 B2 D.lES0 50.81811 4.38317 0.7524
Totals : aT52.52103 907.54081
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Data File C:\CHEMIZ%1\DATAM\ERIC LIN\AVE-8(E2-Rl0O00DS.D
Eample Hame: AVE-S0£Z-R1

Signal é: DAD]l F, Sige@0,1§ Refmoff

Peak RetTime Type Width ATea Helght Area

£ [min] [mim] [mALI* 5] [mRd1] i
-1 =1 [ | |

1 4.13% BB 0.0788 2T 3TO3E 27350 04045

2 B.270 BV 0.1215 G523 2836% 969 .5EELY 964126

3 B 42 we 0.l035  13.48111 1.B4035  0.19592

4 9.£331 BB 0.0751 25_1THAE 5.13047 03721

5 9.812 BB O.DE3S T.8TOL10 1.39280 0.11&63

& 10.953 BB O.OELE  118.00455  21.75415 1.7441

T 13.743 BB O.1e50 50.82064 4.30342 0.7511
Totals : aTa6. 00630 509 3EL03

Signal T: DAD] G; Sigw300,;1é Refmoff

Peak RetTime Type Width ATea Halght ATea
£ [min] [min] [midis] [mpaz] i
-1 [=—1 I | |
1 8266 BV 0.1147 &275_ 62851 964 02368 96 2008
2 A.TE2WVEB G.1013% 11 85244 1.66052 01828
3 4433 BB 0.0753 24 5B80E0 5.00164 0.374a2
4 9.4910 B b.0B1l4 T.66EST 1.4114%  0.1183
5 10.%51 BB 0.0824 125.00182 22, 6423 1.9281
& 11.534 wvB 0.0E2E T.59221 1.37027 0.1171
T 13.743 EB 0.1658  30.T0807 2.64326 0.4T3T
Totals : G483.03103 9949 .75385

Signal 8: DAD] H; Sigw320,;16 Refmoff

Peak EetTime Type Width Area Helght Area
¥ Imin) [min]  [mAU*s) [mAts] '
- =1 I | |
1 4.13% B2 0.0714  1T.48327 3,B1750  0.4340
2 B.2E1 BV 0.1134 3913_4TH34 534, B1088 9T.1548
3 9.433 B2 D.0760 14.63547 2.54218  0.3633
4 10.%531 B2 O 0840 B2 49001 1457937 2.0473

Totals : 4028.0840% 5BE.1590%

wue End of Report 44#
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Enzymatic Assays of Leucine Aminopeptidase

(Determination of Enzyme Units; Substrate: L-leucine p-nitroanilide)

Enzymatic Assay of LAP (Sigma-Aldrich)
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Enzymatic Assay of LAP (Calzyme)

e e
e o 9

Absorbance (405 nm, AU
o
T

o
o
-

N o
w 4
DN -
o1 4
o 4
~ A

Time (min)
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HPLC Conditions

Method 1: solvent A acetonitrile, solvent B 0.05% TFA in H,O; isocratic, 30%A/70%B.
Method 2: solvent A acetonitrile, solvent B 0.05% TFA in H,O; isocratic, 28%A/72%B.

Method 3: solvent A acetonitrile, solvent B 0.05% TFA in H,O; isocratic, 26%A/74%B.

HPLC Chromatograms of Compounds 7, 15 and 16

Chromatogram of 40 uM Each of Compounds 7 and 15 (Method 3)

~~ 8'
S
.f) 7, 31.228 min
g 6 15, 9.516 min
%* — Compound 7
E s - Compound 15
]
(&)
c
S 2
3
@)
< o | 1

0 10 20 30 40

Time (min)

[Note: Retention times of compounds 7 and 15 were determined separately as standards in HPLC with the
same mobile phase. The chromatograms were combined for comparison purposes.]
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Chromatogram of 40 uM Each of Compounds 7 and 16 (Method 3)

/é\ 30'
c 16, 10.528 min
0 — Compound 7
~ Compound 16
< 20+
@
E
(]
O
S 101 7,31.228 min
2
o
(72}
Q0
< 0 o . I IL

0 10 20 30 40

Time (min)

[Note: Retention times of compounds 7 and 16 were determined separately as standards in HPLC with the
same mobile phase. The chromatograms were combined for comparison purposes.]
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HPLC Chromatograms of Compounds 15 and 16 Before and After Leucine Aminopeptidase Digestion

Chromatogram of 40 h LAP-treated (1.5 U)
Chromatogram of 40 h non-LAP-treated compound 15 (Method 3)

compound 15 (Control) (Method 3)

= 1.5- = 0.51
= 15 15, 9.57 min £
0 4 .
§ @ 047 15,9.57min
> 1.0 =1
é g 031 7, 31.37min
() Q 0.2
o (&)
S 05- g
2 ‘g 0.1
o
[%)] (2]
g 00' T T T T 1 g OO! T T T T T 1
5 10 15 20 25 30 35 5 10 15 20 25 30 35
Time (min) Time (min)
Chromatogram of 40 h non-LAP-treated Chromatogram of 40 h LAP-treated (0.5 U)
compound 16 (Control) (Method 3) compound 16 (Method 3)
—~ 8- . = 1.57
£ 16, 10.68 min E 7,31.29 min
Lo Lo
Q6 Q
%“ %' 1.0+
E 4 £
g 3
S . S 0.54
2 2
o o
(2] (2]
Q Q
< < 00 ' . . . . s
5 10 15 20 25 30 35 5 10 15 20 25 30 35
Time (min) Time (min)
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HPLC Chromatograms of Compounds 8, 22, 23 and 24

Chromatogram of 40 pM Each of Compounds 8 and 22 (Method 3)

40+ 22, 2.083 min

g ........... Compound 8
S I — Compound 22
£ 30-
]
8, 8.937 min

E 20- I
o
i |
‘G I!
e 104 “!
o I
[%] H
2 N
< C r _— - T 1

5 10 15

Time (min)

[Note: Retention times of compounds 8 and 22 were determined separately as standards in HPLC with the
same mobile phase. The chromatograms were combined for comparison purposes.]

Chromatogram of 20 uM Each of Compounds 8 and 23 (Method 3)

=
o
]

........... Compound 23

8423, 2.09 min — Compound 8

8, 9.10 min

A

6 8 10
-2° Time (min)

N
1

Absorbance (mau, 254 nm)
5
N =
N

[Note: Retention times of compounds 8 and 23 were determined separately as standards in HPLC with the
same mobile phase. The chromatograms were combined for comparison purposes.]

Chromatogram of 20 uM Each of Compounds 8 and 24 (Method 3)

—~ 8-

E 24,2.18 min - Compound 8
D 6 — Compound 24
N

3 4- 8, 9.10 min

£

g 2

C

= 1

-E O 1 T T T T

2 2 4 6 8 10

_Q . .

< -2- Time/min

[Note: Retention times of compounds 8 and 24 were determined separately as standards in HPLC with the
same mobile phase. The chromatograms were combined for comparison purposes.]
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HPLC Chromatograms of Compounds 22 and 23 After Leucine Aminopeptidase Digestion

Chromatogram of 40 h LAP-treated (1.5 U)
compound 22: No cleavage observed (Method 3)

= 107 22 2.094 min
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Chromatogram of 40 h LAP-treated (1.5 U)
compound 23 : No cleavage observed (Method 3)

g 14- 23, 2.086 min
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HPLC Chromatograms of Compound 24 After Leucine Aminopeptidase Digestion

Chromatogram of LAP-treated (0.12 U) compound 24 Chromatogram of LAP-treated (0.12 U) compound 24  Chromatogram of LAP-treated (0.12 U) compound 24

incubated for 3 h (Method 3) incubated for 7 h (Method 3) incubated for 10 h (Method 3)

= Intermediate | ~ 31 Intermediate | = '
E 4.76 min £ 4.76 min E ntermediate |
3 2 3 3 2 '
3\ 24 Y N
= 2.13 min 5 21 =
T I} T
E E E
g 14 3 . § 14
s § 24 Intermediate Il & 24 Intermediate Il
5 5 2.13 min 7.87 min _ 5 2.13 min 787min 8
_8 8 8.99 min B 8.99 min
< O < OM < O

2 4 6 8 10 2 4 6 8 10 2 4 6 8 10

Time (min) Time (min) Time (min)

Chromatogram of LAP-treated (0.12 U) compound 24 Chromatogram of LAP-treated (1.5 U) compound 24 Chromatogram of LAP-treated (3.7 U) compound 24

incubated for 25 h (Method 3) incubated for 20 h (Method 3) incubated for 20 h (Method 3)
~ 1.5+ —
E ' = 6 E ° . .
g c Intermediate 1, 4.87 min g Intermediate |, 4.86 min
9 Intermediate | 3 ] 4
4.76 min N

- 1.0 ] -
é é 4 Intermediate II, 7.92 min é 3 Intermediate II, 7.92 min
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[0} ; o @ 2 .
£ 051 787 min g 2 8, 9.05 min 2 05 min
@© 8 @ a
2 8.99 min 2 2 1
2 2 2
o J e ]
g 0o . : : . & o . ; . ; < 04 ' - - -
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HPLC Chromatograms of Compounds 17, 18 and of Their Parent Compound

Chromatogram of 40 uM Each of Compounds
17 and 18 and of Their Parent Compound

(Method 3)
10= 17, 10.8 min
Optntogmn Compound 18
g 18, 13.3 min
E g- — Compound 17
§ - Parent compound
§ 61 Parent compound, 34.6 min
g ﬂ
S 4
@
Q0
o
g 2
) '
0 ¥ ¥ J |
10 20 30 40
Time (min)

[Note: Retention times of compounds 17 and 18 and of their parent compound were determined
separately as standards in HPLC with the same mobile phase. The chromatograms were combined for
comparison purposes.]
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HPLC Chromatograms of Compounds 17 and 18 Before and After Leucine Aminopeptidase Digestion

Chromatogram of non-LAP-treated compound 17
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£
n 81
)]
N
3 64
E
(]
e M
©
2
S 21
o
<
0 L] L] L] L]
10 20 30 40
Time (min)

Chromatogram of non-LAP-treated compound 18
(Control) (Method 3)
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Chromatogram of 20 h LAP-treated (1.53 U) compound 17
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Chromatogram of 2 h LAP-treated (0.3 U) compound 18 (Method 3)

Absorbance (mau, 295 nm)
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HPLC Chromatograms of Compounds 32, 38 and 44

Chromatogram of Compounds 32 and 38 (Method 1)
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Chromatogram of Compounds 32 and 44 (Method 2)
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HPLC Chromatograms of Compounds 38 and 44 Before and After Leucine Aminopeptidase Digestion

Absorbance (mau, 254 nm)

Absorbance (mau, 254 nm)

Chromatogram of 24 h non-LAP-treated
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compound 38 (Control) (Method 1)

38, 4.32 min

Chromatogram of 2 h non-LAP-treated

3.
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compound 44 (Control) (Method 2)

44, 6.55 min

Time (min)

Chromatogram of 24 h Calzyme LAP-treated (3.6 U)
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HPLC Chromatograms of Compounds 33, 39 and 45

Chromatogram of 20 uM Each of Compounds 33 and 39 (Method 1)

z 601 39, 5.58 min
S N — Compound 33
§ — Compound 39
S 404 33, 12.00 min
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S
S
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[Note: Retention times of compounds 33 and 39 were determined separately as standards in HPLC with
the same mobile phase. The chromatograms were combined for comparison purposes.]

Chromatogram of 20 uM Each of Compounds 33 and 45 (Method 1)

g 60+ 45, 6.15 min
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= 40- 33, 12.00 min
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[Note: Retention times of compounds 33 and 45 were determined separately as standards in HPLC with
the same mobile phase. The chromatograms were combined for comparison purposes.]
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HPLC Chromatograms of Compounds 39 and 45 Before and After Leucine Aminopeptidase Digestion

Absorbance (mau, 254 nm)

Absorbance (mau, 254 nm)
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Chromatogram of 3 h non-LAP-treated
Compound 45 (Control) (Method 1)
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HPLC Chromatograms of 3' CA4-amine, 3' CA4-L-serinamide and AVES8062

Chromatogram of 40 uM Standard 3' CA4-amine (Method 1)

3' CAd4-amine, 7.48 min
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Chromatogram of 40 uM Standard 3' CA4-L-serinamide (Method 1)
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Chromatogram of 40 uM Standard AVE8062 (Method 1)
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HPLC Chromatograms of 3' CA4-L-serinamide and AVE8062 Before and After Leucine Aminopeptidase Digestion

Absorbance (mau, 290 nm)

Chromatogram of 48 h non-LAP-treated
3' CA4-L-serinamide (Control) (Method 1)

0.6+

3' CA4-L-serinamide, 6.61 min

0.5+

0.4

0.3

0.2+

0.1

4 5 6 7 8 9 10 11 12
Time (min)

Chromatogram of 24 h non-LAP-treated
AVES8062 (Control) (Method 1)

T

c AVES062, 6.60 min
o

&  4A

AN

3 3

E

S 21

[

©

2 1

o

(7]

2 )

< 0 ] T T T T 1

4 5 6 7 8 9 10
Time (min)
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Calibration Curves of Parent Compounds 7, 8, 32 and 33

Calibration Curve of Compound 7 Calibration Curve of Compound 8
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Rate Studies for Cleavable Compounds 15, 16, 17, 18, 44 and 45
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Evaluation of Aqueous Solubility

A preliminary evaluation of the water solubility of two sets of the most promising parent drugs
and their respective prodrug conjugates (as representative examples) was carried out, which utilized
solution cloudiness (as evidenced by visual examination with the naked eye) as the transition between
soluble and non-soluble.

Compound 7 (parent drug): 0.29 mg of compound 7 was weighed out in a vial and 580 uL of DI
water was added in several sequential aliquots. Only partial solubility of compound 7 in water was
observed even at the lowest concentration, thus aqueous solubility was < 0.5 g/L. Compound 16 (prodrug
of compound 7): 0.57 mg of prodrug 16 was weighed out in a vial, and upon the addition of a total of 90
pL of DI water (added in several aliquots), the solution remained cloudy. Upon the addition of a total of
190 pL of DI water, complete solubility of prodrug 16 was achieved. Thus, the calculated approximate
solubility of prodrug 16 in water was 3 g/L.

Compound 32 (parent drug): 0.24 mg of compound 32 was weighed out in a vial and 480 pL of
DI water was added (in several aliquots). Only a partial solubility of compound 32 in water was observed
even at the lowest concentration, thus aqueous solubility was < 0.5 g/L. Compound 44 (prodrug of
compound 32): 0.54 mg of prodrug 44 was weighed out in a vial. Upon the addition of a total of 120 pL
of DI water, complete solubility of prodrug 44 was observed. Thus, the calculated approximate solubility

of prodrug 44 in water was 4.5 g/L.
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