SUPPORTING INFORMATION

Oxadiazole-isopropylamides as Potent and Noncovalent Proteasome Inhibitors

Sevil Ozcan,Jr Aslamuzzaman Kazi,Jr Frank Marsilio,§ Bin Fang,” Wayne C. Guida,T’i’ Tl
John Koomen, ¥ I-X Harshani R. Lawrence,*T 8 Said M. Sebti™*

"Drug Discovery Department, *Molecular Oncology Department, $Chemical Biology Core, and IProteomics
Core Moffitt Cancer Center, 12902 Magnolia Drive, Tampa, Florida 33612, United States

“Department of Oncologic Sciences and '"Department of Chemistry University of South Florida, Tampa,
Florida 33620, United States

Contents Page Number
1. Synthetic protocols for 3a to 3s S2-S5

2. Synthetic Protocols for 4a to 4s S5-S9

3. Synthetic protocols for 5a to 5s S9-513
4. Synthetic protocols for 7c, 7e, 7f, 7g, 7h, 7i and 7j S13-S14
5. Synthetic Protocols for 8a to 8j S15-S17
6. Synthetic Protocols for 9a to 9j S17-S19
7. Synthetic Protocols for 10a to 10q S19-S23
8. Synthetic Protocols for 15, 18a, 18b, 20, 21, 22, 24, 25, 26 and 27 S23-S26
9. 'HNMR, *C NMR, LC-MS, HRMS, HPLC and elemental analysis for compound 1 S27-S33
10. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11x S34-S38
11. "H NMR, >C NMR, LC-MS, HRMS and HPLC for compound 11aa $39-543
12. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ab S44-548
13. "H NMR, ">C NMR, LC-MS, HRMS and HPLC for compound 11ac S49-S53
14. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ad S54-S58
15. "H NMR, >C NMR, LC-MS, HRMS and HPLC for compound 11ae S59-S63
16. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11af S64-S68
17. "H NMR, >C NMR, LC-MS, HRMS and HPLC for compound 11ah S69-S73
18. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11al S74-S78
19. "H NMR, >C NMR, LC-MS, HRMS and HPLC for compound 11am S79-S83
20. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11an S84-588
21. '"HNMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11a0 $89-S92

S1



22. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ap S93-597

23. '"HNMR, "*C NMR, LC-MS, HRMS and HPLC for compound 12d $98-5102
24. "H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 12e $103-5107
25. References S108

1. Synthetic protocols for 3a to 3s (except for commercially available 3c, 3f, 3i and 3s).

3a
(@]

Ethyl 2-(p-tolyloxy)acetate (3a)': To a solution of p-cresol (1.0 g, 9.24 mmol) in acetone (20 ml) was added
potassium carbonate (6.39 g, 46.20 mmol) and ethyl bromoacetate (1.85 g, 11.10 mmol) and the mixture was
refluxed for 14 h. Potassium carbonate was filtered and acetone was evaporated and the residue was purified by
SiO, chromatography (EtOAc/hexane gradient elution) to obtain 3a as a white solid (1.61 g, 90%). 'H NMR
(400 MHz, CDCl3) 6 7.08 (d, J = 8.5 Hz, 2H), 6.81 (d, J = 8.6 Hz, 2H), 4.59 (s, 2H), 4.26 (q, J = 7.1 Hz, 2H),
2.28 (s, 3H), 1.29 (t, J=7.1 Hz, 3H).

3b
9

/©/O\)L0Et
F2C

3

Ethyl 2-(4-trifluoromethyl)phenoxy)acetate (3b): This compound was synthesized using the same protocol
described for 3a except using 4-(trifluoromethyl)phenol (1.20 g, 7.40 mmol), ethyl bromoacetate (1.48 g, 8.88
mmol) and potassium carbonate (5.11 g, 37.00 mmol). The compound 3b was isolated as a white solid. (1.78 g,
97%). 'H NMR (400 MHz, DMSO) & 7.63 (d, J = 8.4 Hz, 2H), 7.11 (d, J = 8.5 Hz, 2H), 4.83 (s, 2H), 4.29 (q, J
=7.1 Hz, 2H), 1.32 (q, J="7.1 Hz, 3H).

3d
9

/©/O\)LOE1
Cl

Ethyl 2-(4-chloromethyl)phenoxy)acetate (3d): This compound was synthesized using the same protocol
described for 3a except using 4-(chloromethyl)phenol (1.35 g, 10.50 mmol), ethyl bromoacetate (2.10 g, 12.60
mmol) and potassium carbonate (7.26 g, 52.50 mmol). The compound 3d was isolated as a white solid (2.10 g,
93%). 'H NMR (400 MHz, CDCls) & 7.24 (d, J = 8.5 Hz, 2H), 6.84 (dd, J =9.1, 0.5 Hz, 2H), 4.59 (s, 2H), 4.26
(g, J=7.2 Hz, 2H), 1.29 (t, J = 7.2 Hz, 3H).

3e

O O OEt
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Ethyl 2-(biphenyl-4-yloxy)acetate (3e)*: To a solution of biphenyl-4-ol (1.00 g, 5.88 mmol), in DMF (10 ml)
was added ethyl bromoacetate (1.18 g, 7.06 mmol) and potassium carbonate (4.06 g, 29.40 mmol) and stirred at
rt 14 h. The solution was diluted with DCM (10 ml) and washed with water (5 x 10 ml). Organic layer was dried
and purified by SiO, chromatography (EtOAc/hexane gradient elution) to obtain 3e as a white solid (2.76 g,
90%). 'H NMR (400 MHz, CDCl;) § 7.58 — 7.47 (m, 4H), 7.41 (t, J = 7.6 Hz, 2H), 7.31 (t, J = 7.3 Hz, 1H),
6.99 (d, J = 8.8 Hz, 2H), 4.65 (s, 2H), 4.28 (q, J=7.1 Hz, 2H), 1.31 (t, J = 7.1 Hz, 3H).

39

O
g

Ethyl 2-(6-bromonapthalen-2-yloxy)acetate (3g): This compound was synthesized using the same protocol
described for 3e except using 6-bromonapthalen-2-ol (1.06 g, 4.75 mmol), ethyl bromoacetate (0.95 g, 5.70
mmol) and potassium carbonate (3.28 g, 23.75 mmol). The compound 3g was isolated as a white solid (1.27 g,
82%). "H NMR (400 MHz, CDCls) & 7.92 (d, J = 1.7 Hz, 1H), 7.67 (d, J = 9.0 Hz, 1H), 7.58 (d, J = 8.8 Hz,
1H), 7.50 (dd, J = 8.7, 1.9 Hz, 1H), 7.34 — 7.14 (m, 1H), 7.03 (d, J = 2.4 Hz, 1H), 4.72 (s, 2H), 429 (q, J="7.1
Hz, 2H), 1.30 (t,J=7.1 Hz, 3H).

Br

3h
0

\©/O\)LOE1

Ethyl 2-(m-tolyloxy)acetate (3h): This compound was synthesized using the same protocol described for 3e
except using m-cresol (1.00 g, 9.25 mmol), ethyl bromoacetate (1.85 g, 11.10 mmol) and potassium carbonate
(8.11 g, 46.25 mmol). The compound 3h was isolated as a yellow-brown solid (1.67 g, 93%). 'H NMR (400
MHz, CDCl;) 6 7.16 (t, J = 7.9 Hz, 1H), 6.81 (m, 1H), 6.75 — 6.58 (m, 2H), 4.60 (s, 2H), 4.27 (q, J = 7.1 Hz,
2H), 2.32 (s, 3H), 1.29 (t, J = 7.1 Hz, 3H).

3j .

Ethyl 2-(4-ethylphenoxy)acetate (3j): This compound was synthesized using the same protocol described for
3a except using 4-ethylphenol (0.75 g, 6.14 mmol), ethyl bromoacetate (1.23 g, 7.37 mmol) and potassium
carbonate (4.24 g, 30.70 mmol). The compound 3j was isolated as a viscous yellow liquid (1.06 g, 85%). 'H
NMR (400 MHz, CDCl3) 6 7.12 (dd, J = 8.2, 0.6 Hz, 2H), 6.84 (d, J = 8.7 Hz, 2H), 4.60 (s, 2H), 4.27 (q, J = 7.1
Hz, 2H), 2.58 (q, J=7.6 Hz, 3H), 1.30 (t, J = 7.1 Hz, 3H), 1.20 (t, J = 7.6 Hz, 3H).

3k
(0]
Nease
tert-Butyl 2-(4-propylphenoxy)acetate (3k)*: A solution of 4-propylphenol (500 mg, 3.67 mmol) , tert-butyl
2-bromoacetate (716 mg, 3.67 mmol) and potassium carbonate (2.55 g, 18.5 mmol) in DMF (10 ml) were
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heated at 80 °C for 14 h. The solution was diluted with water (20 ml) and extracted with dichloromethane (2x
20 ml). Organic phase was washed with water (5 x 20 ml), dried (MgSQO,) and evaporated. The residue was
purified by SiO, chromatography (EtOAc/hexane gradient elution) to obtain 3k as a viscous liquid (753 mg,
82%). '"H NMR (400 MHz, CDCl3) § 7.08 (d, J = 8.7 Hz, 2H), 6.81 (d, J = 8.7 Hz, 2H), 4.48 (s, 2H), 2.51 (t,J =
7.4 Hz, 2H), 1.66 — 1.55 (m, 2H), 1.48 (s, 9H), 0.91 (t, J = 7.3 Hz, 3H).

l@“ﬁ*

Tert-butyl 2-(4-butylphenoxy)acetate (3I): This compound was synthesized using the same protocol
described for 3k except using 4-butylphenol (515 mg, 3.43 mmol), tert-butyl 2-bromoacetate (669 mg, 3.43
mmol) and potassium carbonate (2.37 g, 17.15 mmol). The compound 3l was isolated as a yellow viscous
liquid (698 mg, 77%). 'H NMR (400 MHz, CDCls) & 7.08 (d, J = 8.5 Hz, 2H), 6.80 (d, J = 8.7 Hz, 2H), 4.48 (s,
2H), 2.54 (t,J= 7.7 Hz, 2H), 1.61 — 1.50 (m, 2H), 1.48 (s, 9H), 1.38 — 1.25 (m, 2H), 0.91 (t, J = 7.3 Hz, 3H).

3m

o
/\/\/ED/O\)L OJ<
Tert-butyl 2-(4-pentylphenoxy)acetate (3m): This compound was synthesized using the same protocol
described for 3k except using 4-pentylphenol (500 mg, 3.04 mmol) , tert-butyl 2-bromoacetate (593 mg, 3.04
mmol) and potassium carbonate (2.10 g, 15.2 mmol). The compound 3m was isolated as a yellow viscous

liquid (584 mg, 69%). "H NMR (400 MHz, CDCls) & 7.08 (d, J = 8.6 Hz, 2H), 6.81 (d, J = 8.6 Hz, 2H), 4.48 (s,
2H), 2.53 (t, J = 7.7 Hz, 2H), 1.62 — 1.50 (m, 2H), 1.48 (s, 9H), 1.35 — 1.26 (m, 4H), 0.88 (t, J = 6.9 Hz, 3H).

3n

o
\/\/\/ED/O\)LOJ<
Tert-butyl 2-(4-pentylphenoxy)acetate (3n): This compound was synthesized using the same protocol
described for 3k except using 4-hexylphenol (500 mg, 2.81 mmol), tert-butyl 2-bromoacetate (548 mg, 2.81
mmol) and potassium carbonate (1.94 g, 14.10 mmol). The compound 3n was isolated as a colorless viscous

liquid (608 mg, 74%). 'H NMR (400 MHz, CDCl) & 7.08 (d, J = 8.6 Hz, 2H), 6.80 (d, J = 8.7 Hz, 2H), 4.48 (s,
2H), 2.53 (t, J = 7.7 Hz, 2H), 1.62 — 1.52 (m, 2H), 1.48 (s, 9H), 1.28-1.17 (m, 6H), 0.87 (m, 3H).

30

O/@Aiok

Tert-butyl 2-(4-cyclohexylphenoxy)acetate (30): This compound was synthesized using the same protocol
described for 3k except using 4-cyclohexylphenol (1.67 g, 9.47 mmol), tert-butyl 2-bromoacetate (1.85 g, 9.47
mmol) and potassium carbonate (6.53 g, 47.4 mmol). The compound 30 was isolated as a colorless viscous
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liquid (1.95 g, 71%). 'H NMR (400 MHz, CDCl3) § 7.10 (d, J = 8.6 Hz, 2H), 6.80 (d, J = 8.7 Hz, 2H), 4.47 (s,
2H), 2.48 — 2.37 (m, 1H), 1.86 — 1.76 (m, 6H), 1.47 (s, 9H), 1.41 — 1.29 (m, 4H).

3p

veae

Tert-butyl 2-(4-isopropylphenoxy)acetate (3p): This compound was synthesized using the same protocol
described for 3k except using 4-cyclohexylphenol (1.20 g, 8.81 mmol), tert-butyl 2-bromoacetate (1.72 g, 8.81
mmol) and potassium carbonate (6.08 g, 44.05 mmol). The compound 3p was isolated as a colorless viscous
liquid (1.50 g, 68%). 'H NMR (400 MHz, CDCl3) & 7.13 (d, J = 8.8 Hz, 2H), 6.82 (d, J = 8.8 Hz, 2H), 4.48 (s,
2H), 2.94 — 2.80 (m, 1H), 1.49 (s, 9H), 1.22 (d, J = 6.9 Hz, 6H).

3q

(o]
JScass
Tert-butyl 2-(4-isobutylphenoxy)acetate (3q): This compound was synthesized using the same protocol
described for 3k except using 4-isobutylphenol (660 mg, 4.39 mmol), tert-butyl 2-bromoacetate (857 mg, 4.39
mmol) and potassium carbonate (3.03 g, 21.95 mmol). The compound 3q was isolated as a colorless viscous
liquid (836 mg, 72%). 'H NMR (400 MHz, CDCls) & 7.04 (d, J = 8.6 Hz, 2H), 6.81 (d, J = 8.7 Hz, 2H), 4.49 (s,
2H), 2.40 (d, J=7.2 Hz, 2H), 1.89 — 1.74 (m, 1H), 1.48 (s, 9H), 0.88 (d, J = 6.6 Hz, 6H).

3r

o

Tert-butyl 2-(4-tert-butylphenoxy)acetate (3r): This compound was synthesized using the same protocol
described for 3k except using 4-tert-butylphenol (1.63 g, 10.85 mmol), tert-butyl 2-bromoacetate (2.12 g, 10.85
mmol) and potassium carbonate (7.49 g, 54.25 mmol). The compound 3r was isolated as a colorless viscous
liquid (2.07 g, 72%). 'H NMR (400 MHz, CDCls) & 7.30 (d, J = 8.9 Hz, 2H), 6.84 (d, J = 8.9 Hz, 2H), 4.50 (s,
2H), 1.50 (s, 9H), 1.30 (s, 9H).

2. Synthetic Protocols for 4a to 4s (except for commercially available 4c, 4f , 4i and 4s).
4a
o

/@/O\)LOH

p-Tolyloxy-acetic acid (4a)® : A solution of 3a (800 mg, 4.12 mmol) and NaOH (1M, 10 ml) and ethanol (10
ml) was refluxed for 2 h. Ethanol was evaporated and aqueous solution was acidified (pH= 1) with conc. HCL
The precipitated product was filtered and washed with water and dried under vacuum to give the pure
compound 4a as a white solid (644 mg, 94%). "H NMR (400 MHz, DMSO) & 12.94 (s, 1H), 7.05 (d, J = 8.6
Hz, 2H), 6.76 (d, J = 8.6 Hz, 2H), 4.59 (s, 2H), 2.20 (s, 3H).
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4b
o

/©/O\)LOH
F3C

3

2-(4-Trifluoromethyl)phenoxy)acetic acid (4b): This compound was synthesized using the same protocol
described for 4a except using 3b (1.05 g, 4.23 mmol), NaOH (1 M) (10 ml) and THF (10 ml). The compound
4b was isolated as a white solid (913 mg, 98%). 'H NMR (400 MHz, DMSO) & 13.14 (s, 1H), 7.64 (d, J=9.0
Hz, 2H), 7.08 (d, J = 8.5 Hz, 2H), 4.78 (s, 2H).

4d
9

/©/O\)LOH
Cl

2-(4-Chlorophenoxy)acetic acid (4d): This compound was synthesized using the same protocol described for
4a except using 3d (900 mg, 4.19 mmol), NaOH (1 M) (10 ml) and THF (10 ml). The compound 4d was
isolated as a white solid (711 mg, 91%)). 'H NMR (400 MHz, DMSO) & 13.03 (s, 1H), 7.31 (d, J = 9.1 Hz, 2H),
6.92 (d, J=9.1 Hz, 2H), 4.67 (s, 2H).

de

C

2-(Biphenyl-4-yloxy)acetic acid (4e): This compound was synthesized using the same protocol described for
4a except using 3e (500 mg, 1.95 mmol), NaOH (1 M) (5 ml) and THF (5 ml). The compound 4e was isolated
as a white solid (410 mg, 92%). 'H NMR (400 MHz, DMSO) & 7.62-7.53 (m, 4H), 7.41 (t, J = 7.7 Hz, 2H),
7.29 (t,J = 7.4 Hz, 1H), 6.98 (d, J = 8.8 Hz, 2H), 4.70 (s, 2H).

O' oH

49

o

2-(6-Bromonapthalen-2-yloxy)acetic acid (4g): This compound was synthesized using the same protocol
described for 4a except using 3¢ (650 mg, 2.10 mmol), NaOH (1 M) (5 ml) and THF (5 ml). The compound 4g
was isolated as a white solid (519 mg, 88%). '"H NMR (400 MHz, DMSO) & 8.09 (brs, 1H), 7.82 (d, J=9.0 Hz,
1H), 7.74 (d, J = 8.8 Hz, 1H), 7.54 (dd, J=8.7, 1.4 Hz, 1H), 7.28 (brs, 1H), 7.23 (dd, J = 8.9, 2.3 Hz, 1H), 4.78
(s, 2H).

Br

4h

o
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2-(m-Tolyloxy)acetic acid (4h): This compound was synthesized using the same protocol described for 4a
except using 3h (400 mg, 2.06 mmol), NaOH (1 M) (5 ml) and THF (5 ml). The compound 4h was isolated as
a white solid (308 mg, 90%). 'H NMR (400 MHz, DMSO) & 7.13 (t, J = 7.8 Hz, 1H), 6.76 — 6.65 (m, 3H), 4.61
(s, 2H), 2.24 (s, 3H).

4]
(o]
Neas,
2-(4-Ethylphenoxy)acetic acid (4j): This compound was synthesized using the same protocol described for 4a
except using 3j (450 mg, 2.16 mmol), NaOH (1 M) (5 ml) and THF (5 ml). The compound 4j was isolated as a

white solid (354 mg, 91%). 'H NMR (400 MHz, DMSO) & 7.09 (d, J = 8.7 Hz, 2H), 6.79 (d, J = 8.7 Hz, 2H),
2.50(q,J=7.6 Hz, 2H), 1.12 (t, J = 7.6 Hz, 3H).

0]
/\/©/C\)LOH

2-(4-Propylphenoxy)acetic acid (4k)*: A solution of 3k (600 mg, 2.40 mmol) in dichloromethane (10 ml) and
trifluoroacetic acid (10 ml) was stirred at rt for 2 h. Acetone (10 ml) was added to the reaction mixture. Excess
trifluoroacetic acid and dichloromethane were evaporated to provide the pure acid 4k as a pale yellow solid
(419 mg, 90%). 'H NMR (400 MHz, DMSO) & 7.06 (d, J = 8.5 Hz, 2H), 6.78 (d, J = 8.6 Hz, 2H), 4.59 (s, 2H),
245 (t,J="7.7 Hz, 2H), 1.56-1.47 (m, 2H), 0.84 (t, J = 7.3 Hz, 3H).

4]
()
Sons:

2-(4-Butylphenoxy)acetic acid (41): This compound was synthesized using the same protocol described for 4k
except using 3l (600 mg, 2.27 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 4l was isolated as a white solid (425 mg, 90%). 'H NMR (400 MHz, DMSO) & 7.03 (d, J = 8.4 Hz,
2H), 6.74 (d, J = 8.4 Hz, 2H), 4.47 (s, 2H), 2.53 — 2.39 (m, 2H), 1.55 — 1.38 (m, 2H), 1.24 (m, 2H), 0.85 (t, J =
7.3 Hz, 3H).

dm
(o]

S cas:

2-(4-Pentylphenoxy)acetic acid (4m): This compound was synthesized using the same protocol described for
4k except using 3m (668 mg, 2.39 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 4m was isolated as a white solid (493 mg, 93%). '"H NMR (400 MHz, DMSO) & 7.05 (d, J = 8.5 Hz,
2H), 6.76 (d, J = 8.5 Hz, 2H), 4.56 (s, 2H), 2.57 — 2.28 (m, 4H), 1.61 — 1.34 (m, 2H), 1.34 — 1.07 (m, 2H), 0.82
(t, J=7.0 Hz, 3H).
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2-(4-Hexylphenoxy)acetic acid (4n): This compound was synthesized using the same protocol described for 4k
except using 3n (650 mg, 2.22 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 4n was isolated as a white solid (515 mg, 98%). 'H NMR (400 MHz, DMSO) & 7.05 (d, J = 8.6 Hz,
2H), 6.76 (d, J = 8.6 Hz, 2H), 4.56 (s, 2H), 2.53-2.35 (m, 2H), 1.57 — 1.39 (m, 2H), 1.28-1.17 (m, 6H), 0.82 (t,
J=6.7 Hz, 3H).

OH

o
o
Cg%’o

2-(4-Cyclohexylphenoxy)acetic acid (40): This compound was synthesized using the same protocol described
for 4k except using 30 (650 mg, 2.24 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 40 was isolated as a white solid (493 mg, 94%). "H NMR (400 MHz, CD;OD) & 7.11 (d, J = 8.5 Hz,
2H), 6.83 (d, J = 8.8 Hz, 2H), 4.60 (s, 2H), 2.49-2.37 (m, 1H), 1.87 — 1.69 (m, 6H), 1.49 — 1.22 (m, 4H).

OH

o
©
‘o)

2-(4-1sopropylphenoxy)acetic acid (4p): This compound was synthesized using the same protocol described
for 4k except using 3p (600 mg, 2.40 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 4p was isolated as a pale yellow solid (434 mg, 93%). 'H NMR (400 MHz, CDCl3) 6 7.17 (d, J =
8.4 Hz, 2H), 6.86 (d, J = 8.8 Hz, 2H), 4.67 (s, 2H), 2.92 — 2.81 (m, 1H), 1.22 (d, J = 6.9 Hz, 6H).

OH

;

2-(4- Isobutylphenoxy)acetic acid (4q): This compound was synthesized using the same protocol described
for 4k except using 3q (650 mg, 2.46 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 4q was isolated as a white solid (487 mg, 95%). 'H NMR (400 MHz, CDCls) & 7.02 (d, J = 8.4 Hz,
2H), 6.79 (d, J = 8.5 Hz, 2H), 5.69 (s, 2H), 2.42 (d, J = 7.2 Hz, 2H), 1.98 — 1.69 (m, 1H), 0.91 (d, J = 6.6 Hz,
6H).

OH

5
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2-(4-Tert-butylphenoxy)acetic acid (4r): This compound was synthesized using the same protocol described
for 4k except using 3r (650 mg, 2.46 mmol) in dichloromethane (10 ml) and trifluoroacetic acid (10 ml). The
compound 4r was isolated as a pale brown solid (466 mg, 91%). 'H NMR (400 MHz, CDCls) & 9.68 (s, 1H),
7.33 (d, J=8.8 Hz, 2H), 6.87 (d, J = 8.8 Hz, 2H), 4.68 (s, 2H), 1.30 (s, 9H).

3. Synthetic protocols for 5a to 5s (except for commercially available 5c).

/@ﬂ\)La

p-Tolyloxy-acetyl chloride (SO1-140) (5a)>: To a solution of 4a (300 mg, 1.81 mmol) in benzene (10 ml),
thionyl chloride (5 mL) was added and the mixture was refluxed for 3 h until a clear solution was formed.
Excess thionyl chloride and benzene were evaporated to give the pure compound 5a as colorless liquid (313 mg,
94%). 'H NMR (400 MHz, CDCl3) § 7.11 (dd, J = 8.7, 0.6 Hz, 2H), 6.80 (d, J = 8.7 Hz, 2H), 4.92 (s, 2H), 2.30
(s, 3H).

5b
9

/©/O\)LC|
FsC

3

2-(4-Trifluoromethyl)phenoxy)acetyl chloride (5b): This compound was synthesized using the same
protocol described for 5a except using 4b (410 mg, 1.86 mmol), thionyl chloride (5 ml) and benzene (10 ml).
The compound 5b was isolated as a colorless liquid (409 mg, 92%). 'H NMR (400 MHz, CDCl3) § 7.59 (d, J =
8.8 Hz, 2H), 6.97 (d, J = 8.7 Hz, 2H), 5.00 (s, 2H).

5d
o

C| /@/O\)Lc.

2-(4-Chlorophenoxy)acetyl chloride (5d): This compound was synthesized using the same protocol described
for 5a except using 4d (340 mg, 1.83 mmol), thionyl chloride (5 ml) and benzene (10 ml). The compound 5d
was isolated as yellow solid (341 mg, 91%). "H NMR (400 MHz, CDCl;) & 7.28 (d, J = 8.8 Hz, 2H), 6.84 (d, J
= 8.9 Hz, 2H), 4.93 (s, 2H).

Se

®

2-(Biphenyl-4-yloxy)acetyl chloride (5e): This compound was synthesized using the same protocol described
for 5a except using 4e (410 mg, 1.80 mmol), thionyl chloride (5 ml) and benzene (10 ml). The compound 5e
was isolated as yellow liquid (417 mg, 94%). 'H NMR (400 MHz, CDCls) & 7.57 — 7.52 (m, 4H), 7.43 (dd, J =
8.2,7.0 Hz, 2H), 7.33 (t, J= 7.4 Hz, 1H), 6.97 (d, J = 8.9 Hz, 2H), 4.99 (s, 2H).

O' al
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5f

| Qovﬁoa

2-(4-Fluoro-phenoxy)acetyl chloride (5f): This compound was synthesized using the same protocol described
for 5a except using (4-fluoro-phenoxy)-acetic acid (315 mg, 1.85 mmol), thionyl chloride (5 ml) and benzene
(10 ml). The compound 5f was isolated as yellow solid (429 mg, 94%). 'H NMR (400 MHz, CDCl3) & 7.02 —
6.98 (m, 2H), 6.91 — 6.83 (m, 2H), 4.92 (s, 2H).

jesnn

2-(6-Bromonapthalen-2-yloxy)acetyl chloride (5g): This compound was synthesized using the same protocol
described for 5a except using 4g (500 mg, 1.78 mmol), thionyl chloride (5 ml) and benzene (10 ml). The
compound 5¢ was isolated as yellow liquid (506 mg, 95%). 'H NMR (400 MHz, CDCl;) & 7.93 (d, J = 1.7 Hz,
1H), 7.69 (d, J =9.0 Hz, 1H), 7.59 (d, J = 8.7 Hz, 1H), 7.53 (dd, J = 8.7, 1.9 Hz, 1H), 7.21 (dd, J = 9.0, 2.4 Hz,
1H), 7.03 (d, J = 2.3 Hz, 1H), 5.05 (s, 2H).

Br

5h

ot

2-(m-Tolyloxy)acetyl chloride (5h): This compound was synthesized using the same protocol described for 5a
except using 4h (300 mg, 1.81 mmol), thionyl chloride (5 ml) and benzene (10 ml). The compound 5h was
isolated as a yellow liquid (303 mg, 91%). 'H NMR (400 MHz, CDCl3) & 7.20 (t, J = 7.9 Hz, 1H), 6.88 (d, J =
7.5 Hz, 1H), 6.74 — 6.65 (m, 2H), 4.93 (s, 2H), 2.35 (s, 3H).

5i

fj«im

2-(o-Tolyloxy)acetyl chloride (5i): This compound was synthesized using the same protocol described for 5a
except using ethyl 2-(0-tolyloxy)acetic acid (300 mg, 1.81 mmol), thionyl chloride (5 ml) and benzene (10 ml).
The compound 5i was isolated as yellow liquid (307 mg, 92%). 'H NMR (400 MHz, CDCl3)  7.26 (t, J = 2.8
Hz, 1H), 7.10 (d, J = 8.3 Hz, 1H), 6.83 (d, J = 8.5 Hz, 2H), 4.64 (s, 2H), 2.29 (s, 3H).

5)

P

2-(4-Ethylphenoxy)acetyl chloride (5j): This compound was synthesized using the same protocol described
for 5a except using 4j (330 mg, 1.83 mmol), thionyl chloride (5 ml) and benzene (10 ml). The compound 5j
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was isolated as yellow liquid (346 mg, 95%). 'H NMR (400 MHz, CDCls)  7.15 (d, J = 8.7 Hz, 2H), 6.84 (d, J
= 8.7 Hz, 2H), 4.92 (s, 2H), 2.62 (q, J = 7.6 Hz, 2H), 1.23 (t, J = 7.6 Hz, 3H).

5k

Noas

(4-Propylphenoxy)-acetyl chloride (5k): This compound was synthesized using the same protocol described
for 5a except using 4k (360 mg, 1.85 mmol), thionyl chloride (5 ml) and benzene (10 ml). The compound 5k
was isolated as a viscous yellow liquid (374 mg, 95%). 'H NMR (400 MHz, CDCl3) & 7.13 (d, J = 8.3 Hz, 2H),
6.83 (d, J=28.3 Hz, 2H), 4.93 (s, 2H), 2.55 (t, J = 7.6 Hz, 2H), 1.70 — 1.55 (m, 2H), 0.94 (t, J = 7.3Hz, 3H).

SSsae

2-(4-Butylphenoxy)acetyl chloride (51): This compound was synthesized using the same protocol described
for 5a except using 41 (380 mg, 1.82 mmol), thionyl chloride (5 ml) and benzene (10 ml). The compound 5I
was isolated as a viscous yellow liquid (393 mg, 95%). 'H NMR (400 MHz, CDCl3) & 7.12 (d, J = 8.0 Hz, 2H),
6.82 (d, J = 8.1 Hz, 2H), 4.92 (s, 2H), 2.56 (t, J = 7.6 Hz, 2H), 1.60 — 1.51 (m, 2H), 1.34 (m, 2H), 0.93 (t, J =
7.3 Hz, 3H).

Wﬂj“iC'

2-(4-Pentylphenoxy)acetyl chloride (5m): This compound was synthesized using the same protocol described
for 5a except using 4m (400 mg, 1.80 mmol), thionyl chloride (5 ml) and benzene (5 ml). The compound 5m
was isolated as a viscous yellow liquid (399 mg, 92%). 'H NMR (400 MHz, CDCl3) & 7.12 (d, J = 8.6 Hz, 2H),
6.81 (d, J = 8.6 Hz, 2H), 4.92 (s, 2H), 2.55 (t, J = 7.7 Hz, 2H),1.63 — 1.51 (m, 2H), 1.39 — 1.23 (m, 4H), 0.89 (t,
J=6.9 Hz, 3H).

5n
(e}

T

2-(4-Hexylphenoxy)acetyl chloride (5n): This compound was synthesized using the same protocol described
for 5a except using 4n (420 mg, 1.78 mmol) thionyl chloride (5 ml) and benzene (10 ml). The compound 5n
was isolated as a viscous yellow liquid (435 mg, 96%). 'H NMR (400 MHz, CDCl3) & 7.10 (d, J = 8.5 Hz, 2H),
6.80 (dd, J = 8.6, 2.6 Hz, 2H), 4.91 (s, 2H), 2.53 (t, J = 7.7 Hz, 2H), 1.61-1.49 (m, 2H), 1.36-1.20 (m, 6H),
0.91-0.81 (m, 3H).
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2-(4-Cyclohexylphenoxy)acetyl chloride (50): This compound was synthesized using the same protocol
described for 5a except using 40 (420 mg, 1.79 mmol), thionyl chloride (5 ml) and benzene (10 ml). The
compound 50 was isolated as a viscous yellow liquid (417 mg, 92%). 'H NMR (400 MHz, CDC3) & 7.15 (d, J
= 8.7 Hz, 2H), 6.82 (d, J = 8.8 Hz, 2H), 4.92 (s, 2H), 2.51-2.40 (m, 1H), 1.88 — 1.68 (m, 6H), 1.43 — 1.20 (m,
4H).

Cl

a1
©
o}

2-(4-1sopropylphenoxy)acetyl chloride (5p): This compound was synthesized using the same protocol
described for 5a except using 4p (360 mg, 1.85 mmol), thionyl chloride (5 ml) and benzene (10 ml). The
compound 5p was isolated as a viscous yellow liquid (371 mg, 94%). 'H NMR (400 MHz, CDCl;) & 7.18 (d, J
= 8.5 Hz, 2H), 6.84 (d, J = 8.7 Hz, 2H), 4.93 (s, 2H), 2.94 — 2.86 (m, 1H), 1.24 (d, J= 6.9 Hz, 6H).

Cl

;

2-(4-1sobutylphenoxy)acetyl chloride (5q): This compound was synthesized using the same protocol
described for 5a except using 4q (381 mg, 1.83 mmol), thionyl chloride (5 ml) and benzene (10ml). The
compound 5¢ was isolated as a viscous yellow liquid (394 mg, 95%). 'H NMR (400 MHz, CDCl;) & 7.08 (d, J
= 8.6 Hz, 2H), 6.81 (d, J = 8.6 Hz, 2H), 4.93 (s, 2H), 2.42 (d, J = 7.2 Hz, 2H), 1.89 — 1.69 (m, 1H), 0.89 (d, J =

3

Cl

o o
IRN-
an
N
o
% =
. :

2-(4-Tert-butylphenoxy)acetyl chloride (5r): This compound was synthesized using the same protocol
described for 5a except using 4r (380 mg, 1.82 mmol), thionyl chloride (5 ml) and benzene (10 ml). The
compound 5r was isolated as a viscous yellow liquid (393 mg, 95%). 'H NMR (400 MHz, CDCl;) & 7.34 (d, J =
9.0 Hz, 2H), 6.84 (d, J=9.0 Hz, 2H), 4.94 (s, 2H), 1.31 (s, 9H).
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2-(4-Hydroxyphenoxy)acetyl chloride (5s): This compound was synthesized using the same protocol
described for 5a except using 4s (300 mg, 1.78 mmol), thionyl chloride (5 ml) and benzene (10 ml). The
compound 5s was isolated as a viscous yellow liquid (303 mg, 91%). 'H NMR (400 MHz, CDCls) & 7.24 (d, J
= 8.6 Hz, 2H), 6.95 (d, J = 8.6 Hz, 2H), 4.95 (s, 2H).

4. Synthetic protocols for 7c, 7e, 7f, 7g, 7h, 7i and 7j.

7c
LOH

Cl

4-Chloro-N-hydroxy-benzamidine (7¢)®:  4-chlorobenzonitrile (1.00 g, 7.27 mmol) and hydroxylamine
hydrochloride (1.01 g, 14.54 mmol) were dissolved in water (7 ml). A solution of sodium carbonate (1.54 g,
14.54 mmol) in water (5.0 ml) was cautiously added, and the resulting solution was stirred and heated at 70 °C
for 14 h. The solution was cooled to rt, added saturated sodium chloride (15 mL) and extracted with EtOAc (4 x
15 ml). The organic phase was dried (MgSQO4) and evaporated to give the pure compound 7C as a white solid
(1.02 g, 82%). 'H NMR (400 MHz, CD;0D) & 7.62 (d, J = 8.6 Hz, 2H), 7.39 (d, J = 8.5 Hz, 2H). LC-MS
(ESI+) m/z 171.04 (M+H)+; HRMS (ESI+ve) m/z calculated for CoHyCI,N,O, (MJrH)Jr 171.0320, found
171.0321.

Te
NIDH
| N NH,
T4

N-Hydroxy-pyridin-2-carboxamidine (7e): This compound was synthesized using the same protocol
described for 7c except using 2-cyanopyridine (1.24 g, 12 mmol), hydroxylamine hydrochloride (1.66 g, 24
mmol) in water (12 ml) and a solution of sodium carbonate (2.54 g, 24 mmol) in water (9 ml). The compound
7e was isolated as a white solid (1.53 g, 93%)). "H NMR (400 MHz, CD5;0D) 6 8.55 (ddd, J =4.9, 1.6, 1.0 Hz,
1H), 7.86 (dd, J = 8.04, 1.08, 1H), 7.77 (ddd, J=8.0, 7.5, 1.7 Hz, 1H), 7.37 (ddd, J= 7.4, 4.9, 1.2 Hz, 1H).

7f
LOH
N
XY “NH,
o8

N-Hydroxy-nicotinamidine (7f): This compound was synthesized using the same protocol described for 7¢
except using 3-cyanopyridine (0.62 g, 6.0 mmol), hydroxylamine hydrochloride (0.83 g, 12 mmol) in water (6.0
ml) and solution of a solution of sodium carbonate (1.27 g, 12 mmol) in water (4.5 ml). The compound 7f was
isolated as a white solid (510 mg, 62%). "H NMR (400 MHz, CD5;0D) & 8.80 (dd, J = 2.2, 0.7 Hz, 1H), 8.55
(dd, J = 4.9, 1.6 Hz, 1H), 8.09 — 8.04 (m, 1H), 7.45 (ddd, J = 8.0, 4.9, 0.7 Hz, 1H). "H NMR (400 MHz,
DMSO0) 6 9.82 (s, 1H), 8.84 (dd, J = 2.2, 0.8 Hz, 1H), 8.54 (dd, J =4.8, 1.6 Hz, 1H), 8.01 — 7.97 (m, 1H), 7.39
(ddd, J = 8.0, 4.8, 0.8 Hz, 1H). LC-MS (ESI+) m/z 138.06 (M+H)"; HRMS (ESI+ve) m/z calculated for
CsHgN;O (M+H)" 138.0662, found 138.0659.
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N-Hydroxy-isonicotinamidine (7g): This compound was synthesized using the same protocol described for 7¢c
except using 4-cyanopyridine (1.24 g, 12 mmol), hydroxylamine hydrochloride (1.66 g, 24 mmol) in water (12
ml) and a solution of sodium carbonate (2.54 g, 24 mmol) in water (9 ml). The compound 7g was isolated as a
white solid (1.43 g, 87%). 'H NMR (400 MHz, CD;0D) & 8.55 (dd, J = 4.6, 1.7 Hz, 2H), 7.68 (dd, J = 4.6, 1.7
Hz, 2H).

7h
A NH,
9

N-Hydroxy-pyrimidine-5-carboxamidine (7h): This compound was synthesized using the same protocol
described for 7¢ except using pyrimidine-5-carbonitrile (167 mg, 1.60 mmol), hydroxylamine hydrochloride
(222 mg, 3.20 mmol in water (1.6 ml) and a solution of sodium carbonate (339 mg, 3.20 mmol) in water (1.2
ml). The compound 7h was isolated as a white solid (122 mg, 55%). 'H NMR (400 MHz, CD;OD) & 9.16 (s,
1H), 9.03-9.01 (m, 2H).

7i
LoH

)
@*NHZ

N

N-Hydroxy-pyrimidine-2-carboxamidine (7i): This compound was synthesized using the same protocol
described for 7c except using pyrimidine-2-carbonitrile (1.67 g, 16 mmol), hydroxylamine hydrochloride (2.22
g, 32 mmol) in water (16 ml) and a solution of sodium carbonate (3.39 g, 32 mmol) in water (12 ml). The
compound 7i was isolated as a white solid (1.70 g, 77%). 'H NMR (400 MHz, DMSO) & 10.16 (s, 1H), 8.82 (d,
J=4.9 Hz, 2H), 7.48 (m, 1H), 5.82 (s, 2H).

7]
LOH

i
l/?)\NH2

N

N-Hydroxy-pyrazine-2-carboxamidine (7j): This compound was synthesized using the same protocol
described for 7c except using pyrazine-2-carbonitrile (500 mg, 4.78 mmol), hydroxylamine hydrochloride (664
mg, 9.56 mmol) in water (4.8 ml) and a solution of sodium carbonate (1.01 g, 9.56 mmol) in water (3.6 ml).
The compound 7j was isolated as a white solid (541 mg, 82%). 'H NMR (400 MHz, DMSO) & 10.22 (s, 1H),
9.03 (d,J=1.4 Hz, 1H), 8.64 — 8.58 (m, 2H), 5.94 (s, 2H).
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5. Synthetic Protocols for 8a to 8j.
8a
L0

o

(Z)-N'-(2-chloroacetoxy)-4-methylbenzimidamide (8a)": To a solution of N-hydroxy-4-methylbenzamidine
(500 mg, 3.33 mmol) in acetone (20 ml), chloroacetyl chloride (376 mg, 3.33 mmol) was added slowly and the
mixture was stirred at rt for 30 min. Acetone was evaporated and the residue was washed with sat. sodium
bicarbonate solution (5 ml) and water (10 ml). The compound 8a was dried under vacuum and obtained as a
white solid (664 mg, 88%). 'H NMR (400 MHz, DMSO) & 7.05 (d, J = 8.6 Hz, 2H), 6.76 (d, J = 8.6 Hz, 2H),
4.58 (s, 2H), 2.20 (s, 3H).

8b

/@ﬂr\mz cl
F.C

3

(2)-N'-(2-chloroacetoxy)-4-(trifluoromethyl)benzimidamide (8b): This compound was synthesized using the
same protocol described for 8a except using 4-trifluoromethyl-N-hydroxy-benzamidine (200 mg, 9.80 mmol)
and chloroacetyl chloride (111 mg, 9.80 mmol). The compound 8b was isolated as a yellow solid (242 mg,
88%). '"H NMR (400 MHz, CD;0D) & 7.92 (d, J = 8.2 Hz, 2H), 7.76 (d, J = 8.2 Hz, 2H), 4.40 (s, 2H). LC-MS
(ESI+) m/z 281.03 (M+H)"; HRMS (ESI+ve) m/z calculated for C;oHoCIF3N,0, (M+Na)™ 303.0119, found
303.0117.

8c
O -0

PSas

(2)-N'-(2-chloroacetoxy)-4-chlorobenzimidamide (8c): This compound was synthesized using the same
protocol described for 8a except using 7¢ (220 mg, 1.29 mmol) and chloroacetyl chloride (146 mg, 1.29 mmol).
The compound 8¢ was isolated as a yellow solid (258 mg, 81%). 'H NMR (400 MHz, CD;OD) & 7.71 (d, J =
7.6 Hz, 2H), 7.45 (d, J = 7.8 Hz, 2H), 4.38 (s, 2H). LC-MS (ESI+) m/z 246.99 (M+H)"; HRMS (ESI+ve) m/z
calculated for CoHgCI,N,O,Na (M+Nal)+ 268.9855, found 268.99855.

8d

85s

(2)-N'-(2-chloroacetoxy)benzimidamide (8d): This compound was synthesized using the same protocol
described for 8a except using N-hydroxy-benzamidine (300 mg, 2.19 mmol) and chloroacetyl chloride (247 mg,
2.19 mmol). The compound 8d was isolated as a white solid (405 mg, 87%). "H NMR (400 MHz, CD;OD) &
7.76 — 7.69 (m, 2H), 7.56-7.40 (m, 3H), 4.39 (s, 2H).
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8e

L

| o4

(2)-N'-(2-chloroacetoxy)picolinimidamide (8e): This compound was synthesized using the same protocol
described for 8a except using 7e (260 mg, 1.90 mmol) and chloroacetyl chloride (215 mg, 1.90 mmol). The
compound 8e was isolated as a white solid (370 mg, 91%). 'H NMR (400 MHz, CD;0D) & 8.63 (d, J = 4.3 Hz,
1H), 8.08 (d, J=8.0 Hz, 1H), 7.87 (td, J= 7.8, 1.7 Hz, 1H), 7.49 (ddd, J = 7.5, 4.8, 1.0 Hz, 1H), 4.43 (s, 2H).

8f
OO

o

(2)-N'-(2-chloroacetoxy)nicotinimidamide (8f): This compound was synthesized using the same protocol
described for 8a except using 7f (125 mg, 0.91 mmol) and chloroacetyl chloride (103 mg, 0.91 mmol). The
compound 8f was isolated as a yellow solid (161 mg, 83%). 'H NMR (400 MHz, CD;OD) & 8.91 (dd, J =2.2,
0.8 Hz, 1H), 8.67 (dd, J = 5.0, 1.6 Hz, 1H), 8.20 (ddd, J = 8.0, 2.2, 1.6 Hz, 1H), 7.60 — 7.44 (m, 1H), 4.40 (s,
2H). LC-MS (ESI+) m/z 214.03 (M+H)"; HRMS (ESI+ve) m/z calculated for CgHoCIN30, (M+H)" 214.0378,
found 214.0389.

89
0
i
T N;EZ
N Z

(2)-N'-(2-chloroacetoxy)isonicotinimidamide (8g): This compound was synthesized using the same protocol
described for 8a except using 7g (200 mg, 1.46 mmol) and chloroacetyl chloride (165 mg, 1.46 mmol). The
compound 8g was isolated as a yellow solid (274 mg, 88%). 'H NMR (400 MHz, CD;0D) & 8.55 (d, J = 4.9
Hz, 2H), 7.68 (d, J = 4.9 Hz, 2H), 4.19 (s, 2H). LC-MS (ESI+) m/z 214.04 (M+H)"; HRMS (ESI+ve) m/z
calculated for CgHgClNgOz(MJrNat)+ 236.0197, found 236.0186.

8h

L.
N

N NH, Cl
~
N

(2)-N'-(2-chloroacetoxy)pyrimidine-5-carboximidamide (8h): This compound was synthesized using the

same protocol described for 8a except using 7h (110 mg, 0.80 mmol) and chloroacetyl chloride (90 mg, 0.80
mmol). The compound 8h was isolated as a white solid (158 mg, 92%). 'H NMR (400 MHz, CD;OD) & 9.26
(s, 1H), 9.11 (brs, 2H), 4.41 (s, 2H).

8i

N
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(2)-N'-(2-chloroacetoxy)pyrimidine-2-carboximidamide (8i): This compound was synthesized using the
same protocol described for 8a except using 7i (160 mg, 1.16 mmol) and chloroacetyl chloride (131 mg, 1.16
mmol). The compound 8i was isolated as a white solid (224 mg, 90%). 'H NMR (400 MHz, CD;0D) & 9.03 (d,
J=49Hz, 2H), 7.78 (d, J = 4.9 Hz, 1H), 4.19 (s, 2H).

8
OO

N

(2)-N'-(2-chloroacetoxy)pyrazine-2-carboximidamide (8j): This compound was synthesized using the same
protocol described for 8a except using 7j (540 mg, 3.91 mmol) and chloroacetyl chloride (442 mg, 3.91 mmol).
The compound 8j was isolated as a brown solid (713 mg, 85%). 'H NMR (400 MHz, CD;0D) & 9.27 (d, J =
1.2 Hz, 1H), 8.73-8.66 (m, 2H), 4.44 (s, 2H). LC-MS (ESI+) m/z 232.04 (M+NH4)"; HRMS (ESI+ve) m/z
calculated for C;H,CIN4O, (MJrNa)+ 237.0150, found 237.01401.

6. Synthetic Protocols for 9a to 9j.
9a

5-Chloromethyl-3-p-tolyl-[1,2,4]Joxadiazole (9a)": The compound 8a (400 mg, 1.77 mmol) was refluxed in
toluene (10 ml) along with activated 4A molecular sieves for 2 h. The reaction mixture was concentrated under
vacuum to provide a crude residue. The crude residue was triturated with diethyl ether to afford 9a as a pale
yellow solid (303 mg, 82%). "H NMR (400 MHz, CDCls) 6 7.95 (d, J = 8.2 Hz, 2H), 7.27 (dd, J = 7.9, 0.5 Hz,
2H), 4.72 (s, 2H), 2.40 (s, 3H).

9b

N~ |
S
N
F3C

3

5-Chloromethyl-3-(4-trifluoromethylphenyl)-[1,2,4]oxadiazole (9b): This compound was synthesized using
the same protocol described for 9a except using 8b (150 mg, 0.53 mmol). The compound 9b was isolated as a
white solid (128 mg, 91%). "H NMR (400 MHz, CDCls) & 8.22 (dd, J = 8.1, 0.6 Hz, 2H), 7.76 (dd, J = 8.2, 0.5
Hz, 2H), 4.78 (s, 2H).

9c

o

5-Chloromethyl-3-(4-chloro-phenyl)-[1,2,4]oxadiazole (9c): This compound was synthesized using the same
protocol described for 9a except using 8¢ (200 mg, 0.81mmol). The compound 9¢ was isolated as a white solid
(154 mg, 83%). 'H NMR (400 MHz, CDCl3) § 8.03 (d, J = 8.7 Hz, 2H), 7.47 (d, J = 8.7 Hz, 2H), 4.75 (s, 2H).
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5-Chloromethyl-3-phenyl-[1,2,4]oxadiazole (9d): This compound was synthesized using the same protocol
described for 9a except using 8d ( 300 mg, 1.41 mmol) and refluxed in toluene (10 ml). The compound 9d was
isolated as a yellow solid (252 mg, 92%). 'H NMR (400 MHz, CDCls) & 8.06 (d, J = 8.0 Hz, 2H), 7.52 — 7.40
(m, 3H), 4.74 (s, 2H).

9e

5-(Chloromethyl)-3-(pyridin-2-yl)-1,2,4-oxadiazole (9e): This compound was synthesized using the same
protocol described for 9a except using 8e (200 mg, 0.94 mmol). The compound 9e was isolated as a white solid
(172 mg, 94%). '"H NMR (400 MHz, CDCl;) & 8.81 (ddd, J = 4.8, 1.6, 1.0 Hz, 1H), 8.14 (dt, J = 7.9, 1.1 Hz,
1H), 7.87 (td, J = 7.8, 1.8 Hz, 1H), 7.46 (ddd, J = 7.7, 4.8, 1.2 Hz, 1H), 4.79 (s, 2H). LC-MS (ESI+) m/z 196.03
(M+H)"; HRMS (ESI+ve) m/z calculated for CgH;CIN;O (M+H)" 196.0272, found 196.0264.

of

N~ I
Iw
N N
=

5-(Chloromethyl)-3-(pyridin-3-yl)-1,2,4-oxadiazole (9f): This compound was synthesized using the same
protocol described for 9a except using 8f (150 mg, 0.70 mmol). The compound 9f was isolated as a yellow solid
(123 mg, 90%). 'H NMR (400 MHz, CDCls) § 9.25 (dd, J =2.2, 0.9 Hz, 1H), 8.70 (dd, J = 4.9, 1.7 Hz, 1H),
8.38 — 8.24 (m, 1H), 7.38 (ddd, J = 8.0, 4.9, 0.9 Hz, 1H), 4.71 (s, 2H). LC-MS (ESI+) m/z 196.03 (M+H);
HRMS (ESI+ve) m/z calculated for CsH,CIN;O (M+H)" 196.0272, found 196.0269.

9

N~ {

Y/
I\ N
N~

5-(Chloromethyl)-3-(pyridin-4-yl)-1,2,4-oxadiazole (99): This compound was synthesized using the same
protocol described for 9a except using 8g (200 mg, 0.94 mmol). The compound 9g was isolated as a yellow
solid (154 mg, 84%). "H NMR (400 MHz, CDCls) & 8.83-8.76 (m, 2H), 7.96-7.91 (m, 2H), 4.77 (s, 2H).

9h
N~ {
B
N/
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5-(Chloromethyl)-3-(pyrimidin-5-yl)-1,2,4-oxadiazole (9h)": This compound was synthesized using the same
protocol described for 9a except using 8h (140 mg, 0.65 mmol). The compound 9h was isolated as a yellow
solid (112 mg, 87%). "H NMR (400 MHz, CDCl;) & 9.61 —9.17 (m, 3H), 4.78 (s, 2H).

9i

5-(Chloromethyl)-3-(pyrimidin-2-yl)-1,2,4-oxadiazole (9i): This compound was synthesized using the same
protocol described for 9a except using 8i (200 mg, 0.93 mmol). The compound 9i was isolated as a white solid
(155 mg, 85%). 'H NMR (400 MHz, CDCl3) § 8.96 (d, J = 4.9 Hz, 2H), 7.47 (t, J = 4.9 Hz, 1H), 4.80 (s, 2H).
LC-MS (ESI+) m/z 197.03 (M+H)"; HRMS (ESI+ve) m/z calculated for C;HsCIN,O (M+H)" 197.0225, found
197.0224.

9j
N/

5-(Chloromethyl)-3-(pyrazin-2-yl)-1,2,4-oxadiazole (9j): This compound was synthesized using the same
protocol described for 9a except using 8j (300 mg, 1.40 mmol). The compound 9j was isolated as a white solid
(226 mg, 82%). 'H NMR (400 MHz, CDCls) § 9.32 (d, J = 1.5 Hz, 1H), 8.72 (m, 1H), 8.70 (m, 1H), 4.75 (s,
2H). LC-MS (ESI+) m/z 197.02 (M+H)"; HRMS (ESI+ve) m/z calculated for C;H¢CIN4O (M+H)"™ 197.0225,
found 197.0223.

7. Synthetic Protocols for 10a to 10q.
10a

3~
fou

Isopropyl-(3-p-tolyl-[1,2,4]oxadiazol-5-ylmethyl)-amine (10a)° (10a): To a solution of 9a (100 mg, 0.48
mmol) in acetonitrile (10 mL) was added isopropyl amine (57 mg, 0.96 mmol) and potassium carbonate (199
mg, 1.44 mmol) and the mixture was refluxed for 30 min. Acetonitrile was evaporated and the residue was
dissolved in ethyl acetate and washed with water. Organic solvent was dried (MgSQO,) and evaporated to give
the pure compound 10a as a white solid (101 mg, 91%). 'H NMR (400 MHz, CDCl3) & 7.94 (d, J = 8.2 Hz,
2H), 7.25 (dd, J = 7.8, 0.7 Hz, 2H), 4.08 (s, 2H), 2.92 (hept, J = 6.2 Hz , 1H), 2.38 (s, 3H), 1.10 (d, J = 6.2 Hz,
6H).

10b

AR
Pou

3

Isopropyl-(3-(4-trifluoromethyl-phenyl)-[ 1,2,4Joxadiazol-5-ylmethyl)-amine (10b): This compound was
synthesized using the same protocol described for 10a except using 9b (100 mg, 0.38 mmol), isopropyl amine
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(45 mg, 0.76 mmol) and potassium carbonate (263 mg, 1.90 mmol). The compound 10b was isolated as a
viscous yellow liquid (99.7 mg, 92%). "H NMR (400 MHz, CDCl3)  8.21 (dd, J = 8.8, 0.7 Hz, 2H), 7.74 (dd, J
=8.7, 0.6 Hz, 2H), 4.14 (s, 2H), 2.93 (hept., J=6.2 Hz, 1H), 1.13 (d, J = 6.2 Hz, 6H).

10c
o
N
Cl

[3-(4-Chloro-phenyl)-[1,2,4]oxadiazol-5-yl)methyl]isopropyl-amine (10c): This compound was synthesized
using the same protocol described for 10a except using 9¢ (145 mg, 0.63 mmol), isopropyl amine (75 mg, 1.26
mmol) and potassium carbonate ( 435 mg, 3.15 mmol). The pure compound 10c was isolated as a pale yellow
solid (133 mg, 84%). 'H NMR (400 MHz, CDCls) & 7.99 (d, J = 8.6 Hz, 2H), 7.42 (d, J = 8.5 Hz, 2H), 4.09 (s,
2H), 2.89 (hept, J = 6.2 Hz , 1H), 1.10 (d, J = 6.2 Hz, 6H). LC-MS (ESI+) m/z 252.08 (M+H)"; HRMS
(ESI+ve) m/z calculated for C1,H;5sCIN;O (MJrH)+ 252.0898, found 252.0887.

10d

3~
@xN

Isopropyl-(3-phenyl-[1,2,4]oxadiazol-5-ylmethyl)-amine (10d): This compound was synthesized using the
same protocol described for 10a except using 9d (100 mg, 0.51 mmol), isopropyl amine (61 mg, 1.02 mmol)
and potassium carbonate (352 mg, 2.55 mmol). The compound 10d was isolated as a white solid (109 mg,
98%). 'H NMR (400 MHz, CDCls) § 8.15 — 8.00 (m, 2H), 7.59 — 7.32 (m, 3H), 4.10 (s, 2H), 2.90 (hept, J = 6.2
Hz, 1H), 1.10 (d, J = 6.2 Hz, 6H). LC-MS (ESI+) m/z 218.13 (M+H)"; HRMS (ESI+ve) m/z calculated for
C1oH6N3O (M+H)" 218.1288, found 218.1286.

10e

N-((3-(pyridin-2-yl)-1,2,4-oxadiazol-5-yl)methyl)propan-2-amine (10e): This compound was synthesized
using the same protocol described for 10a except using 9e (74 mg, 0.38 mmol), isopropyl amine (45 mg, 0.77
mmol) and potassium carbonate (263 mg, 1.90 mmol). The compound 10e was isolated as a yellow solid (75
mg, 89%). 'H NMR (400 MHz, CDCls) & 8.80 (ddd, J = 4.8, 1.7, 0.9 Hz, 1H), 8.13 (d, J = 7.9 Hz, 1H), 7.85
(td, J=7.8, 1.8 Hz, 1H), 7.43 (ddd, J = 7.6, 4.8, 1.2 Hz, 1H), 4.15 (s, 2H), 2.91 (hept, J = 6.2 Hz, 1H), 1.11 (d,
J=6.2 Hz, 6H). LC-MS (ESI+) m/z 219.13 (M+H)"; HRMS (ESI+ve) m/z calculated for C;;H;sN4O (M+H)"
219.1240, found 219.1244.

10f
D An
AN N
Z
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N-((3-(pyridin-3-yl)-1,2,4-oxadiazol-5-yl)methyl)propan-2-amine (10f): This compound was synthesized
using the same protocol described for 10a except using 9f (80 mg, 0.41 mmol), isopropyl amine (48 mg, 0.82
mmol) and potassium carbonate ( 283 mg, 2.05 mmol). The pure compound 10f was isolated as a pale yellow
solid (75 mg, 84%). 'H NMR (400 MHz, CDCls) 6 9.33 — 9.25 (m, 1H), 8.73 (dd, J = 4.9, 1.7 Hz, 1H), 8.34
(dt, J=8.0, 1.9 Hz, 1H), 7.41 (ddd, J = 8.0, 4.9, 0.8 Hz, 1H), 4.13 (s, 2H), 2.91 (hept, J = 6.2 Hz, 1H), 1.12 (d,
J = 6.2 Hz, 6H). LC-MS (ESI+) m/z 219.13 (M+H)"; HRMS (ESI+ve) m/z calculated for C;;H;sN4O (M+H)"
219.1240, found 219.1241.

10g

3~

N-((3-(pyridin-4-yl)-1,2,4-oxadiazol-5-yl)methyl)propan-2-amine (10g): This compound was synthesized
using the same protocol described for 10a except using 99 (104 mg, 0.53 mmol), isopropyl amine (63 mg, 1.06
mmol) and potassium carbonate (366 mg, 2.65 mmol). The compound 10g was isolated as a pale yellow solid
(94 mg, 81%). '"H NMR (400 MHz, CDCl3) & 8.76-8.67 (m, 2H), 7.89 (dd, J = 4.6, 1.4 Hz, 2H), 4.12 (s, 2H),
2.91 (hept, J = 6.2 Hz , 1H), 1.10 (d, J = 6.2 Hz, 6H). LC-MS (ESI+) m/z 219.12 (M+H)"; HRMS (ESI+ve)
m/z calculated for C;H;sN4O (M+H)" 219.1240, found 219.1251.

10h

3~
e

N-((3-(pyrimidin-5-yl)-1,2,4-oxadiazol-5-yl)methyl)propan-2-amine (10h): This compound was synthesized
using the same protocol described for 10a except using 9h (80 mg, 0.41 mmol), isopropyl amine (48 mg, 0.82
mmol) and potassium carbonate (283 mg, 2.05 mmol). The compound 10h was isolated as a yellow solid (79
mg, 88%). "H NMR (400 MHz, CDCls) & 9.33 (d, J = 0.7 Hz, 2H), 9.29 (s, 1H), 4.10 (d, J = 0.6 Hz, 2H), 2.86
(hept, J = 6.2 Hz , 1H), 1.07 (dd, J = 6.2, 0.7 Hz, 6H). LC-MS (ESI+) m/z 220.13 (M+H)"; HRMS (ESI+ve)
m/z calculated for C1oH;4NsO (M+H)+ 220.1193, found 220.1213.

10i

N-((3-(pyrimidin-2-yl)-1,2,4-oxadiazol-5-yl)methyl)propan-2-amine (10i): This compound was synthesized
using the same protocol described for 10a except using 9i (100 mg, 0.51 mmol), isopropyl amine (60 mg, 1.02
mmol) and potassium carbonate (352 mg, 2.55 mmol). The compound 10i was isolated as a yellow solid (96
mg, 86%). 'H NMR (400 MHz, CDCls) & 8.89 (d, J = 4.9 Hz, 2H), 7.40 (t, J = 4.9 Hz, 1H), 4.12 (s, 2H), 2.81
(hept, J = 6.2 Hz, 1H), 1.03 (d, J = 6.2 Hz, 6H). LC-MS (ESI+) m/z 220.11 (M+H)"; HRMS (ESI+ve) m/z
calculated for C;oH4NsO (M+H)" 220.1193, found 220.1193.
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10j

4
(y

N-((3-(pyrazin-2-yl)-1,2,4-oxadiazol-5-yl)methyl)propan-2-amine (10j): This compound was synthesized
using the same protocol for described 10a except using 9j (100 mg, 0.51 mmol), isopropyl amine (60 mg, 1.02
mmol) and potassium carbonate (352 mg, 2.55 mmol). The compound 10j was isolated as a yellow viscous
liquid (101 mg, 90%). 'H NMR (400 MHz, CDCls) 6 '"H NMR (400 MHz, CDCl3) § 9.37 (d, J = 1.4 Hz, 1H),
8.76 (dd, J =24, 1.5 Hz, 1H), 8.73 (d, J = 2.5 Hz, 1H), 4.18 (s, 2H), 2.91 (hept, J=6.2 Hz, 1H), 1.12 (d, J =
6.2 Hz, 6H). LC-MS (ESI+) m/z 220.13 (M+H)"; HRMS (ESI+ve) m/z calculated for C;oH;4sNsO (M+H)"
220.1193, found 220.1198.

10k

Methyl-(3-p-tolyl-[1,2,4]oxadiazol-5-ylmethyl)-amine (10k): This compound was synthesized using the same
protocol described for 10a except using 9a (85 mg, 0.41 mmol) and methylamine (1 mL from 40% solution in
water) and potassium carbonate (283 mg, 2.05 mmol). The compound 10k was obtained as a yellow viscous
liquid (79 mg, 95%). 'H NMR (400 MHz, CDCl3) 8 7.97 (d, J = 8.2 Hz, 2H), 7.29 (d, J = 7.9 Hz, 2H), 4.07 (s,
2H), 2.55 (s, 3H), 2.41 (s, 3H). LC-MS (ESI+) m/z 204.12 (M+H)"; HRMS (ESI+ve) m/z calculated for
C11H14N;O (M+H)" 204.1131, found 204.1141.

101

Ethyl-(3-p-tolyl-[1,2,4]oxadiazol-5-ylmethyl)-amine (10l): This compound was synthesized using the same
protocol described for 10a except using 9a (80 mg, 0.38 mmol) and ethylamine (1mL from 40% solution in
water) and potassium carbonate (263 mg, 1.90 mmol). The compound 10l was obtained as a yellow viscous
liquid (73 mg, 88%). 'H NMR (400 MHz, CDCl;) & 7.96 (d, J = 8.2 Hz, 2H), 7.28 (d, J = 8.2 Hz, 2H), 4.11 (s,
2H), 2.77 (q, J = 7.1 Hz, 2H), 2.41 (s, 3H), 1.16 (t, J = 7.1 Hz, 3H). LC-MS (ESI+) m/z 218.13 (M+H);
HRMS (ESI+ve) m/z calculated for C,H;sN3;O (M+H)" 218.1288, found 218.1290.

10m

Isobutyl-(3-p-tolyl-[1,2,4]oxadiazol-5-yImethyl)-amine (10m): This compound was synthesized using the
same protocol described for 10a except using 9a (100 mg, 0.48 mmol) and isobutylamine (70 mg, 0.96 mmol)
and potassium carbonate (332 mg, 2.40 mmol). The compound 10m was obtained as a white solid (108 mg,
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92%). '"H NMR (400 MHz, CDCls) & 7.96 (d, J = 8.1 Hz, 2H), 7.27 (d, J = 7.8 Hz, 2H), 4.08 (s, 2H), 2.50 (d, J
— 6.8 Hz, 2H), 2.39 (s, 3H), 1.83 — 1.66 (m, 1H), 0.92 (d, J = 6.7 Hz, 6H).

10n

N’CB___/\IHZ
I/
ﬂN

C-(3-p-Tolyl-[1,2,4]oxadiazol-5-yl)-methylamine (10n)!°: A solution of 26 (120 mg, 0.38 mmol) and
hydrazine monohydrate (23 mg, 0.46 mmol) were refluxed in 20 mL ethanol. The reaction was monitored by
TLC (EtOAc/hexane [1:1], R= 0.5) and the reaction was completed in 30 min. Ethanol was evaporated and the
residue was dissolved in EtOAc, washed with NaOH (1M, 5 x 10 ml) and water (2 x 10 ml). The organic phase
was dried (MgSO4) and evaporated to give the pure compound 10n as a yellow solid (55 mg, 77%). 'H NMR
(400 MHz, CDCl3) 6 7.89 (d, J = 8.2 Hz, 2H), 7.21 (dd, J = 8.0, 0.4 Hz, 2H), 4.07 (s, 2H), 2.34 (s, 3H).

100

3
Jou

Tert-butyl-(3-p-tolyl-[1,2,4]oxadiazol-5-ylmethyl)-amine (100): This compound was synthesized using the
same protocol described for 10a except using 9a (88 mg, 0.42 mmol) and tert-buylamine (61 mg, 0.84 mmol)
and potassium carbonate (290 mg, 2.10 mmol). The compound 100 was obtained as a yellow viscous liquid (81
mg, 79%). '"H NMR (400 MHz, CDCls) & 7.97 (d, J = 8.2 Hz, 2H), 7.28 (dd, J = 8.5, 0.5 Hz, 2H), 4.07 (s, 2H),
2.41 (s, 3H), 1.19 (s, 9H). LC-MS (ESI+) m/z 246.15 (M+H)"; HRMS (ESI+ve) m/z calculated for Ci4H;oN;O
(M+H)" 246.1601, found 246.1593.

10p

Cyclopropyl-(3-p-tolyl-[1,2,4]oxadiazol-5-yImethyl)-amine (10p): This compound was synthesized using the
same protocol described for 10a except using 9a (100 mg, 0.48 mmol) and cyclopropylamine (55 mg, 0.96
mmol) and potassium carbonate (332 mg, 2.40 mmol). The compound 10p was obtained as a yellow viscous
liquid (102 mg, 93%). 'H NMR (400 MHz, CDCl3) & 7.97 (d, J = 8.2 Hz, 2H), 7.28 (dd, J = 7.9, 0.6 Hz, 2H),
4.14 (s, 2H), 2.41 (s, 3H), 2.33 — 2.17 (m, 1H), 0.61 — 0.33 (m, 4H). LC-MS (ESI+) m/z 230.13 (M+H)";
HRMS (ESI+ve) m/z calculated for C13H;¢CIN;O (M+H)" 230.1288, found 230.1285.

8. Synthetic Protocols for 15, 18a, 18b, 20, 21, 22, 24, 25, 26 and 27.
15

< O
<
©/LN
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N-Isopropyl-2-chloro-N-((3-phenyl-1,2,4-oxadiazol-5-yl)methyl)acetamide (15): To a solution of 10d (80
mg, 0.37 mmol) and triethylamine (75 mg, 0.74 mmol) in THF (4 ml) was added chloroacetyl chloride (50 mg,
0.44 mmol) in THF (1ml) in drop-wise. The reaction was monitored by TLC (EtOAc/hexane [7:3], R~ 0.7) and
the reaction went to completion in 15 min. THF was evaporated and the residue was dissolved in EtOAc (15 ml)
and washed with 4M HCI (2 x 15 ml) and water (2 x 15 ml). The organic phase was dried (MgSQO,) and
evaporated. The compound was purified by SiO, chromatography (EtOAc/hexane gradient elution) to obtain 15
as a viscous colorless liquid (87 mg, 80%). HPLC 100% (R; = 5.54 min , 60% CH;3CN in 0.1% TFA water 30
min); 'H NMR (400 MHz, CDCls) & 8.09 — 8.00 (m, 2H), 7.53 — 7.41 (m, 3H), 4.79 (s, 2H), 4.70 (s, 2H) [8
4.79 minor isomer shown]), 4.33 — 4.24 (m, 1H) [d 4.90 — 4.79 minor isomer shown]), 4.20 (s, 2H), 1.34 (d, J =
6.6 Hz, 6H), [§ 1.15 minor isomer shown]). LC-MS (ESI+) m/z 294.10 (M+H)" 316.09 (M+Na)"; HRMS
(ESI+ve) m/z calculated for C4H;7N303 (M+H)Jr 294.1004, found 294.1005.

18a

o
F3C

3

3-(4-(Trifluoromethyl)phenyl)propanoyl chloride (18a): This compound was synthesized using the same
protocol described for 5a except using 3-(4-(trifluoromethyl)phenyl)propanoic acid (400 mg, 1.83 mmol) ,
SOCI, (5 ml) and benzene (10 ml). The compound 18a was isolated as yellow liquid (408 mg, 94%). 'H NMR
(400 MHz, CDCl3) & 7.58 (d, J = 8.1 Hz, 2H), 7.33 (d, J = 8.0 Hz, 2H), 3.24 (t, J=7.3 Hz, 2H), 3.08 (t, J ="7.3
Hz, 2H).

18b
S

Benzofuran-2-carbonyl chloride (18b): This compound was synthesized using the same protocol described
for 5a except using benzofuran-2-carbonic acid (300 mg, 1.85 mmol), thionyl chloride (5 ml) and benzene (10
ml). The compound 18b was isolated as a yellow liquid (314 mg, 94%). "H NMR (400 MHz, CDCl3) & 7.85 (d,
J=0.9 Hgz, 1H), 7.76 (d, J = 8.0 Hz, 1H), 7.65 —7.51 (m, 2H), 7.37 (ddd, J=8.1, 6.8, 1.3 Hz, 1H).

NH,
Cl

(Z)-N'-(2-chloropropanoyloxy)benzimidamide (20): To a solution of N-hydroxy-benzamidine (300 mg, 2.20
mmol) in dichloromethane (15 ml) at 0 °C was added 3-chloropropionyl chloride (279 mg, 2.20 mmol)
dropwise and the mixture was warmed up to rt and stirred for 14 h. The mixture was extracted with saturated
sodium bicarbonate (2 x 15 ml), water (15 ml), dried (MgSO4) and evaporated to give the colorless viscous
compound 20 (379 mg, 76%). 'H NMR (400 MHz, CDCls) § 7.69 (dd, J = 8.3, 1.3 Hz, 2H), 7.49-7.46 (m, 1H),
7.45—7.37 (m, 2H), 3.85 (t, J = 6.7 Hz, 2H), 3.01 (t, J = 6.7 Hz, 2H).
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5-(2-Chloro-ethyl)-3-phenyl)-[1,2,4]oxadiazole (21): This compound was synthesized using the same
protocol described for 9a except using 20 (300 mg, 1.32 mmol). The compound 21 was isolated as a viscous
colorless liquid (224 mg, 81%). "H NMR (400 MHz, CDCls) & 8.08 (dd, J = 7.9, 1.8 Hz, 2H), 7.54 — 7.45 (m,
3H), 3.99 (t, J = 6.9 Hz, 2H), 3.43 (t, J = 6.9 Hz, 2H).

22

\_

N’%\/‘NH
)
©/LN

Isopropyl-[2-(3-phenyl)-[1,2,4]oxadiazol5-yl)-ethyl]-amine (22): This compound was synthesized using the
same protocol described for 10a except using 21 (100 mg, 0.48 mmol), isopropyl amine (57 mg, 0.96 mmol)
and potassium carbonate (332 mg, 2.40 mmol). The compound 22 was isolated as a brown viscous liquid (955
mg, 86%). 'H NMR (400 MHz, CDCls) & 8.00 (dd, J = 8.0, 1.8 Hz, 2H), 7.55 — 7.34 (m, 3H), 3.09-3.07 (m,
4H), 2.84 (hept, J = 6.2 Hz, 1H), 1.03 (d, J = 6.3 Hz, 6H).

24
o

Pyrimidine-5-carboxamide (24)°: A mixture of pyrimidine-5-carboxylic acid ethyl ester (1.57 g, 10.32 mmol)
and ammonium hydroxide (1.2 ml) were heated in a sealed tube at 50 °C for 14 h. The solid precipitated was
filtered (300 mg) and the filtrate was concentrated. The residue obtained was stirred in ethanol/ethyl acetate
(1:4, 13 ml) at rt for 2 h. The white precipitate was collected by filtration and dried under vacuum to give the
final compound 24 as a white solid (826 mg, 65%). 'H NMR (400 MHz, DMSO) & 9.29 (s, 1H), 9.15 (s, 2H),
8.31 (brs, 1H), 7.82 (brs, 1H).

25
S

Pyrimidine-5-carbonitrile (25)%: To a suspension of 24 (262 mg, 2.13 mmol) and triethyl amine (431 mg,
4.26 mmol) in anhydrous dichloromethane (15 ml) was slowly added a solution of trifuoroacetic anhydride
(0.36 ml in 4 ml dichloromethane) at 0 °C. The reaction mixture was stirred at 0 °C to rt for 2 h, quenched with
water (2 ml) , washed with NaOH (1 N, 5 ml) and brine (2 x 5 ml). The organic phase was dried (MgSQO4) and
evaporated below 30 °C using a rotary evaporator to provide 25 as a pale yellow solid (175 mg, 78%). 'H NMR
(400 MHz, DMSO) 6 9.44 (s, 1H), 9.31 (s, 2H).
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26

2-(3-p-Tolyl-)-[1,2,4]oxadiazol-5-ylmethyl)-isoindole-1,3-dione (26)'°: A solution of 9a (100 mg, 0.48
mmol), phthalimide (71 mg, 0.48 mmol) and potassium carbonate (332 mg, 2.4 mmol) were refluxed in
acetonitrile (15 ml) for 1 h. Acetonitrile was evaporated and the residue was dissolved in ethyl acetate (15 mL)
and washed with water (2 x 15 mL). The organic phase was dried (MgSQO,4) and evaporated to give the pure
compound 26 as a white solid (140 mg, 91%). 'H NMR (400 MHz, CDCls) & 7.96-7.90 (m, 2H), 7.89 (d, J =
8.2 Hz, 2H), 7.81-7.77 (m, 2H), 7.23 (d, J = 8.0 Hz, 2H), 5.16 (s, 2H), 2.38 (s, 3H). LC-MS (ESI+) m/z 320.10
(M+H)"; HRMS (ESI+ve) m/z calculated for CigH4N303 (M+H)" 320.1030, found 320.1041.

27

\~/O\'(©/O )

o

tert-Butyl 4-hydroxybenzoate (27)*': According to literature procedure'', hydroxy benzoic acid (1.50 g, 10.86
mmol), tert-butanol (12.90 g, 17.40 mmol), DBU (183 mg, 1.20 mmol) and DCC (2.46 g, 11.95 mmol) were
mixed in DCM (40 ml) and vigorously stirred for 18 h. After evaporation of the mixture to dryness, DCM (50
ml) was added to the residue and the resulting heterogeneous mixture was filtered. The filtrate was washed with
sat. K,CO;3 (2 x 50 ml) and sat. NaCl (50 ml). The organic phase was dried (MgSO,) and evaporated and
purified by SiO, chromatography (EtOAc/hexane gradient elution) to obtain 27 as a crystalline white compound
(1.22 g, 58%). 'H NMR (400 MHz, CDCls) & 7.89 (d, J = 8.8 Hz, 2H), 6.84 (d, J = 8.9 Hz, 2H), 5.29 (s, 1H),
1.57 (s, 9H).

S26



9.'H NMR, Bc NMR, LC-MS, HRMS, HPLC and elemental analysis for compound 1.
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BC NMR spectrum (100 MHz) spectrum of 1 in CDCl;
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LC-MS of 1

Mass List Report Page 1 of 1

Sample#: 501143 Sample Location: P1-D-07 Sample |d: 501143 Operator: EasyAccess
Data File Name: DAPE Sciex Data\Projects\Sevil Ozcan\10-10\Data\S011431-081010-ESI_POS2.wiff Acq Time: October 08 2010,

6 PM
Method: D:\TOF_Dataldamethods\EASY ACESS1.ANMimass_list.xmi

One or more scans have failed IRM. Review the data file for details.
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HRMS of 1

Empirical Formula Confirmation Report Page 1 of 1

Sample Name: 501143 Sample Location: P1-D-09 Sample Id: 501143 Operator: EasyAccess
Data File Name: D:\PE Sciex Data\Projects\Sevil Ozcan\10-10\Data\S011431-081010-ESI|_POS2.wiff Acq Time: October 08 2010,

One or more scans have failed IRM. Review the data file for details.
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z omnm

* O

T T T R F T T T TR T T TR R T T TR TR TR T T TR T TR TR TN T T
mfe sy

[ Formula | Compound name | Mass [ Peak RT (min) | Peak area | D

| c22H25N303 | - | 379.18959 | 1.03 | 1.90478 E8 | - |
Speci Abund: { ts) | lon Mass | Measured Mass | Error (mDa) | Error (ppm) | Ret. Time Error (min)
[M+H]}+ 2147285.70 | 380.19687 380.19752 0.65588 1.73 -
[M+Na]+ 297300.96 | 402.17881 40217777 -1.04025 -2.58 -
[ZM+H]+ 138953.49 | 759.38646 759.38503 -1.42621 -1.88 -

Friday, October 08, 2010 13:42:25 PM
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HPLC of 1

Page 1 of |
Area % Report
Data File: CAEZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevi\SO1-143 60% ACN 40% H20
0.1TFA 1ml 30 min.met 10-28-2010 6-47-11 PM.dat
Method: CAEZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevil\60% ACN 40% H20
0.ITFA Iml 30 min.met
Acquired: 10/28/2010 6:49:25 PM
Printed: 10/28/2010 7:38:42 PM
75" Retention Time [
i
50 ]
g
25| 25
8
~
0 B 0
0 5 10 15 20 2 30
Minutes
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
11.793 1416405 100.00 72028 100.00
Totals
1416405 100.00 72028 100.00

S31



Elemental Analysis of 1

Account Nr:

NOTE: Samples will not be analyzed without an account number

UNIVERSITY OF FLORIDA DEPARTMENT OF CHEMISTRY

SPECTROSCOPIC SERVICES N
ELEMENTAL ANALYSIS
SAMPLE SUBMISSION FORM

Sample - Date 312820l Date
| ID: 304-4L3 Submitted: " ! of Run:

User: 50-.‘- i Director:

Dept Name [ User or Supervisor Email: (Useé Lab Location (Bldg, Room#):

. or Company Name)
Supervisor Ph#: “6\,’50-%1*15-39'1\\&(‘;\%0! -‘ema"@-&-?‘\‘“
Molecular Formula (if known) Is Sample: Iid Liqui
cirel N Y Ni
C?.a_“zﬁ ”30-3 (circle one) ,r o es [(No

Does Sample Contain: >15% Fluorine what is the % of Fluorine?

(circle one) Yes /

Does the Sample require special handling? Please Explain,

~yeceived -‘H,}LMI, wWifl b2 bilted by au invoice frem ARK. 2.uny

No
EXPECTED PERCENTAGES
NITROGEN CARBON HYDROGEN
| Mo? b-bly 6-bly

[ FrmesRamanehescaxes Below this line is for Spectroscopic Services use only HemmEEsERErmsiiy

RUN NR| SAMPLENR | OPERATOR | WEIGHT] SoLm| Li ADDITIONAL COMMENTS ]

e ]

Fosm EA - 103258 LasT REVisED 12/08/04
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EAGER 200 Sty lipehari

Sample Ident. : 25 S01~-143 Filename 1255925
Analysed i 04-04-11 0©08:53:40 Printed 104-04~2011 09:03:42
ia - —
H b
E £
E
Unlie) F
t\lr
I\ J
TR % 1
< |
] Se0) T
EAGER Z0O0O0 Peak Integration Report
Instrument name : Instrument #1 Bline drift (fv): 9.7
Company Name i U of Florida Operator Ident, : KOu
Analysed ! 04-04-11 (08:53:40 Printed ! 04-04-2011 09:03:43
Sample Ident. 1 25 S01~143 Filename T 255928
Sample Weight i 2.149 Cale.method: using K. Factors'
No. Type Start End Ret Time Height Area Area X% Nama
(#) (#) (sec) (Sec) (sec) () ( fyxsec) (%)
1 FU &9 108 87 4126.8 57719 4.30 Nitrogen
2 FU 108 286 117 62271.3 1003574 74.72 Carbon
3 RS 28¢. 597 315 5825.9 281770 20.98 Hydrogen
1343063 100.70
EAaGER =200 UUnk ReporTrt
Instrument name : Instrument #1 Bline drift (fv): 2.7
Company Name U of Florida Operator Ident., @ KOU
Analysed ! 04-04-11 (08B:153:40 Printed i 04-04-~2011 09:03:43
Sample Ident. 1 25 S01-143 Filename T 255925
Sample Weight r 2.149 Calc.method: using K. Factors®
Pk. Ret Time Area Element % Area Ratio Name
(#) (sec) ( fFVxSec) (%)
1 87 57719 11.130 .173874E+02 Nitrogen
2 117 1003574 69.511 -10000QE+01 Carbon
3 315 281770 4,737 .356168E+01 Hydrogen
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10. "H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11x.

o)
O\)J\N/\«O;N
AN
7 N

'H NMR spectrum (400 MHz) of 11x in CDCl;
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B3C NMR spectrum (100 MHz) spectrum of 11x in CDCls
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LC-MS of 11x

Mass List Report

Page 1 of 1

Sample#: 502-076 Sample Location: P1-D-09 Sample Id. 502-076 Operator:
Data File Name: D:\PE Sciex Data\Projects\Sevil ¢

04:29:17 PM : e
Method: D;\TOF_Data\damethods\EASY ACESS1.ANM\mass_list.xmi

- EasyAccess
Ozcan\03-11\DatalS02-0761-160311-ES|_POS2.wiff Acq Time: March 16 2011,

One or more scans have failed IRM. Review the data file for details.

T ST s TOE W e SO OTAT TAGI T E R PO R AT

aaz 17

aoar
P [
- Oar o | !
| I|
i A
\
S— | l
| \
3 Oa¥ | 1
7 BT |
| 1

2 0ar

5 own

oo

-

RS | \

B+ 62 D3 oOa 08 08 OF o8 0B

I RIE]
Timm, ewin

17 T3 T4 I8 18

Wew @ T=T oo

Period# : A

ge of all period: Experi A ge of all experiments

[ Peak# | Experiment# | Time |  Area

Imt. ard 38 T

[

1]

1| 048340206 €8 | 36717582 |

STST M O B e

T RO OTR T T AN T R RO RS =it Aoient

ser vres
" Bes

B Ben
7 Bun |
¥ Ban

e [ l ; A

ELy BT ann woo w6 voo Aon

Was B ¥e€ S

@60 ABoo 1100 1200 1300
e e

vaoo  Te66  iAon  1ron  iAoo

Expaeriment# : 1 Ratention Time : 0.49 min

Wednesday, March 16, 2011
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HRMS of 11x

Empirical Formula Confirmation Report

Page 1 of 1

Data File Nama: D:\P|

Sample Name: $02-076 Sample Location: P1-E-09 Sample |
E Sciex Data\Projects!

d: 502-076 Operator:

07:14:26 PM
Method: D;\TOF_Data\d hods\EASY ACESS2 ANMiefe.xml

EasyAccess

11-ESI_POS2.wiff Acq Time: March 16 2011,

One or more scans have failed IRM. Review the data file for details.

s a7 e

m—— (i

soir ] [
1

1 nwr [

1 87| |

f o m
* 1 Om?F l |
aivie [ \
- O ) 1

E N — S— =

W argen Wi =7 184 O0F SA% A5, 347 178, 385 18R, A0E 133, 735 3an

T e

4  O6F @3 04 08 08  or

Merged XIC, Period#: 1 Experiment# : 1

— aar 1Tra
& an
o ten
Far—.
® Oue
 Ban
4 Dat
3 san
.
2 Bmn
2 Dan
' Ban
S

-
B Daa

|
|!
A | - S

TSP WE B EAR to O B00 o rom Br BT Be a1 1 W

-Il
a5

TOET WAl Raverm

Tme © GmE mooe

FB6 308 ELT oo eoo o0

o wOn 660
rate meva

FiBO  1J6G  1a60 1400  i606  ieo0 2 1700 1600

L R T e

— T L T
& Ban
o Omn
5 B=n
e
4 Omn
3 BB
3 0mn
3 Ban
2 Ban
1 Bmn
1 oen

5 Oma

oo

TTNOS T T RN PO BT wil Apienn

e

& . .
wBn 30 GaB  mBe6  e8o  ren  vE0

Formula Compound name Mass | Peak RT (min) | Peak area | Description
p
| c20H22N403 | - | 366.169189 | 0.48 | 1.63561 EB | -

Speci Abundance (; ) | lon Mass | Measured Mass | Error (mDa) | Error (ppm) | Ret. Time Error (min)
[M+H}+ 713177.20 | 367 17647 367.17742 0.85187 2.59 7=,
[M+Naj+ 127254.25 | 389.15841 389.15918 0.76731 197 -
[2M+H]+ 17614.32 | 733.34566 733.34581 0.15247 0.21 -

Wednesday, March 16, 2011

19:16:45 PM
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HPLC of 11x

Area Percent Report Page | of |
Data File: C:\HPLC data\Yunting\so2-076CH3CN35H2065 0.1TFA ImL 30min.met12-21-2011 5-49-24
PM.dat

Acquired: 12/21/2011 5:49:45 PM Printed: 12/21/2011
6:21:47 PM

Analyst: System

Sample ID: s02-076 Vial: N/A Injection Volume: 0
200 JI Retention Time " F200
|
% 100 [ 100 é’
| . |
; 5 8 |
| g = 8
0+ - = = ]
0 5 10 T s N 20 25 0
Minutes
UV-Vis Results
Name R ion Time Area Area Percent _Integration Codes
10.550 3712982 98.342 BB
17.817 31518 0.835 BB
20.450 31090 0.823 BB
Totals
3775590 100.000
Instrument Name: HPLC Software Version: Version 3.1.7
Acquisition Method: CAEZStart\Projects\DefaultMethod\xin\CH3CN35H2065 0.1TFA 1mL
30min.met
Sequence: C:AHPLC data\Dan\abc.seq

S38



11. '"H NMR, *C NMR, LC-MS, HRMS and HPLC for compound 11aa.
ﬁ“*mj

'H NMR spectrum (400 MHz) of 11aa in CDCl;
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3C NMR spectrum (400 MHz) of 11aa in CDCls
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LC-MS of 11aa

Mass List Report

Page 1 of 1

Data File Name: D;\P

Samplo#: 502-050 Sample

Location: P1-C-01 Sample Id: 502050 Operator: EasyAccess
x Data\Projects\Sevil Oz i t 050 0B ES

1 Amr
1 3a7

Jar
4 tar
1 0a7
8 oan

B Oan
E v.oms

o 0an
-
a Oan
3 Own
2 0en

TIE wf TSP MB from BO I 0007 310013 BB PonT wir

Wew T A=Y see

oo

e
Firvim swirs

E N A

ge of all experil

Period# : A

Time | Area | Most Abundant Massesiscan |

(Peakk [ Experi

nti |

1]

1]

113 | 1.15238 €8 | 360.19732 |

Taw K Oaf saome

W TSE B 1 Ot 1 SB0 i o B S ORGSR TOR TS E NSRS wnt Ag i

i 300 1873
| ess
aCan
2 8es
2 0en
> Ban
2 0en
1 Bes
1 Om

5 o=y

i
g o0 Bbo 768 eBo

L B6o  ioo0

so o

EEITY

RECT]

300 t4po  Weoo 1600

R

Peak# : 1 Experiment# : 1 Retention Time : 1.13 min

Friday, August 31, 2012
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HRMS of 11aa

Empirical Formula Confirmation Report

Page 1 of 1

n: P1-C-07

Sevil

mple Id: S02-050

ni02-12\DatalS0

Sample Name: S02.050
Data File Name: D;\PE S

Method: Di\TOF_Data\damethods\EASY ACESSZ ANMiefc.xml

Sample Local

Data\Pro

Sal

ject

rator: EasyAccess

wiff Acq Time: September 10.2012,

One or more scans have failed IRM, Review the data file for details.

Teroen WIS w1 00 B03. 370 RS, 380 157, 07 175, 418 1B, TEG SN
3 Gan
3 Aus
3 Zmn
3 oas |
2 Bus
2 aen
2 ams
2 2
2 Ous

1 nen
4 Ben
1 ann
' Zma
+ oua
B oms
o oas
4 Dmn
2 ows |
oo

CrOm e

G B2 03 04 08 08 OF

Merged XIC, Period# : 1 Experiment# : 1

W STV MR T GAF te 7 50T mn e OO T OB FOET =il Aatern

ano 1eaz
5 oen
4 Ban
4 Bas
2 s
3. 0ms
2 Bas
2 Dss
1 Ben
1 oms

B Dsan

Lol

oo

Was € IsF seumie

L
200 CTTY Fo0 odo wio 1060 1100

SECE]

306 1400 16800 1800 1760 1800

STOW S T OAT e 7 307 o e TGO TS EN_POBT =l Aaienn

380 1E82

4 Bas

a Oun

3 Bas

3 0e8

2 tan

2 DaB

4 0as 4

5 Bean

oo

Wew B Is¥ soume

e

w80 es0 TOD 730 TA0 RO

| Formula ] ci
| C22H25N303 [ -

iname | Mass [ Peak RT
| 379.18959 |

min) | Peak area | Description
1.15 | 383127 E7 | ~

_SEecIas “lon Mass | Measured Mass Errnr'(mD:'_I Error {ppm)

Ret. Time Error (min)

[M+H]+ 51;41 70.19 | 380.19687 380.19824 1.37274 3.61

[M+Na]+ 97405.64 | 402.17881 402.18008 1.26996 3.16

[M+K}+ 5470.87 | 418.15275 41815405 1.30284 312

[ZM+H]+ 17652.04 | 759.38646 759.38738 0.81835 121

Monday, September 10, 2012
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HPLC of 11aa

Page 1 of |
Area % Report
Data File: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil\so2-050 60% ACN 40% H20
0.1TFA Iml 30 min.met 2-21-2011 4-17-17 PM.dat
Method: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevil\60% ACN 40% H20
0.1TFA Iml 30 min.met
Acquired: 2/21/2011 4:19:35 PM
Printed: 4/9/2012 2:42:10 PM
1% Retention Time [0
3 50 50
E
g 5
0 : = L Lo
0 5 10 . 15 20 25 30
Minutes
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
3.807 71857 3.64 8960 8.50
11.500 1887656 95.49 95633 90.74
17.187 17218 0.87 804 0.76
Totals
1976731 100.00 105397 100.00
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12. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ab.

o)
O\)J\N/\«O\N
PN
7\

"H NMR spectrum (400 MHz) of 11ab in CDCl;
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3C NMR spectrum (100 MHz) spectrum of 11ab in CDCI3
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LC-MS of 11ab

| Mass List Report

Page 1 of 1

Sample#. 502-103 Sample Location: P1-8-02 Sample Id: 502-103 Operator: EasyAccess
Data File Name: DiPE Sciex DatalProjects\Sevil Ozcan\08-12\DatalS02-1031-310812-ES|_POS2,wiff Acq Time: August 31 2012,
Method: D:ATOF_Data\damethods\EASY ACESS1.ANMimass_list.xmi : i
T ST TS R e BSOS S TSR T AT S R T Wer T TSTaee
1 a0er 4
1 o0ar \
|I I|
- OCea | II
wonse ] I|' \
7 cows |
|
& BOen 4 |
ER-T-T \\
3 0ome 4 S
sooesd 22332 e MH“‘——_—— —_— e e e
1 00es M
ST 53 o+ ©F ©% o755 % 36 3% 3w s ® @ 7 T8 7% F6
Period# : Average of all periods Experiment# : Average of all experiments
Peak# | Experiment# | Time Area Most Abundant Masses/scan
1 1 0.62 | 643903 E7 381.19239
b e T e e o b e e e
aces
! 2 Bat |
B Onay | -I
oo I
200 ELTY 00 wOO CT.ry Foo Boo n-lo“r) .:‘nhnn 1100 1300 1300 1400 1ROG 4800 1700 1800
Poak# : 1 Experiment# : 1 Retention Time : 0.62 min

Friday, August 31, 2012
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HRMS of 11ab

‘ Empirical Formula Confirmation Report

Page 1 of 1

oject \C

 502-103 Sample Location: P1-0-03 Sample id: 502-103 Operator: EasyAccess
v 2 e oeaen 2 Sample id: $02:103 Operato es

One or more scans have failed IRM. Review the data file for details.

Merged XIS at T 157 100, 380 154, 361 153, 403,174, 415 148, 767 377

i 2606 38119
2 aee |
2 2e6
2 0es

1 ses

I
2a6 \
1.006 ] ! i

4.0es \

2 0as"

NMaw 2 66 cpe.

oo
| 67 62 063 0a 08 o6 067 o8 035 R

70
| Time, min

Merged XIC, Period#:1 Experiment# : 1

WITOF MS: 0.634 (6 1,062 min from SG2 1031 260312 ES_P OS2 Wit Aghent

4 405 381.1912

4.0es ]

3.5a8

3.0e5

2.505 ]

Wew A 495 counts

360 LT 3o €60 760  e6o 860 1006
iz amu

7700

7200

1300 1400 1600 1600 1700 1800

‘ W TTOF MS 5853 16 T.082 min from SO2- 10371260515 ES 1 POS Wil Aslant
4.4e8 (3811972
4.0e5 ]

‘ 3 505 ]

3.0e5

2.5us
2.0e6 ]

Tox 4 Awb counts

&0

23 €60
mszamu

lj‘ = Formula

TCompoundr

|- Mass | Peak RT (min) | Peak area | Description |

[ c21H24N403 | -

| 380.18484 |

093 | 2.14365E7 | -

Species

Abundance (counts)

lon:Mass

‘Measured Mass:

Error {(mDa)

. Error (ppm)

Ret: Time Error (min)

[M+H}+

442267.13

381.19212

381.19116

-0.95534

-2.51

[M+Na]+

61169.29

403.17406

403.17318

-0.87826

-2.18

2M+H}*

32437.53

761.37696

761.37481

-2.15262

-2.83

Wednesday, March 28, 2012
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HPLC of 11ab

Page | of 1
Area % Report

Data File: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil'so2103b SOACNS0H20 TFA
0.1 Iml 30 min.met 4-22-2011 11-40-13 AM .dat

mv

Method: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevil\50%ACN 50% H20 0.1
TFA 1ml 30 min.met
Acquired: 4/22/2011 11:42:31 AM
Printed: 3/30/2012 5:33:21 PM
i Retention Iqu. 1
40 - 40
B 20 | S 20
' 3
| r~
0 = oy e e e —
a i
"¢ ]
! |
0 5 10 15 20 25 30
Minutes
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
5.333 546001 95.67 49458 97.38
7.807 24686 4.33 1330 2.62
Totals ‘ ’
570687 100.00 50788 100.00

S48



13. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ac.

o)
O\)J\N/\«O;N
PN
72N

"H NMR spectrum (400 MHz) of 11ac in CDCl;
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BC NMR spectrum (100 MHz) spectrum of 11ac in CDCl;
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LC-MS of 11ac

Mass List Report

Page 1 of 1

Samplo#£03:030
‘Data’File Name: D:
+10:16:58 AM :

Eanh

L Wiff Acq Time: September 022011,

9.0e6
8.5a6
8.006
7.5a6
7.0e6
5.5e6
6 ca6
s.5a6
s.0a6
4506

o

4.0e8
3606
3 0a6
2.6a6
2.0a6
1 5a8
1.006y
s.0e5 ]

W TG of TTOF M5! from 5530367 020571 EST POSE Wit

38316

Wex 5 2e6 ops

oo

o o=z

263

64 o 6. o7 66 08 _106 aa 12 13

Iim in

Period# : Average of all periods

Experiment# : Average of all experiments

#] Time | Area | Most Abundant Masses/scan.]

['Peak# [ Experiment
1]

1]

0.46 | 3.91688 E7 | 353.16185 |

- ToE

s.8a8
5.5e8

5.0e5

4.6a5

35631619

M5 0. 410 (5 6 498 min from SO535-0561-0205711-ES1_P OS2 Wit Aghent, Added +T3

4.0e5

3.6e8

3.0e8

[T

2 6e5

2.0es

1.5e5 ]

1.0e5

5.00a¥

i !

Co

5 55 counts

866 801000

mizemu

7700 12606

0.0
260 350 a6 566 CLE) 760

7300

200

TAs00

7660

2700 1800

Peaki# : 1 Experiment# : 1 Retention Time : 0.46 min

Friday, September 02, 2011
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10:19:08 AM



HRMS of 11ac

Empirical Formula Confirmation Report Page 1 of 1

Sample Name: 503030 Sample Location: P1-A-09 Sample Id: 503-030 Operator: EasyAccess
Data File Name: Di\PE Sciex Data\Projects\Sevil Ozcan08-11\DatalS03-0301-020811-ES|_POS2.wiff Acq Time: September 02 2011,

10:30:14 AM
Method: D:\TOF_Data\damethods\EASY ACESS2 ANMIefc,xmi

One or more scans have failed IRM. Review the data file for details.

ergen KT =1 777 OBa. SET TR3. S5 787 37F 743, 3507 7377, FOE 574 s T Vel wne

—_— 283 e
2 ams
Z Fas o
2 Caa o
P
\
R P 1
100s] | \
5 oen \
- [ \

o ©0=2 03 o4 08 08 07 ow LIS vE 3 14 18 18 AF a8 18

o

Merged XIC, Period#: 1 Experiment# : 1

TSP GE O 383 5 O EAF min o BIOT TR S T Wil Aaier Tww @ PR counie

P— B3 1era

ases
40=8
3 Bas
3 ome
2 mas ]
7 D=8
1 6an ]
102 1202

4 Das

o Omap

1 i
ulica wan 70

CLEY 800 000 1400 AF00 1300

TaBe 686 Aenn 700 inne

E O SEY s B RAT won e BIEE T RN SR T W AG ey e @ Fu counie

1 = T TV ]

4 Ben

PR

R

3 0a6

2 Ban

2 can

1 Bm

1 Dms

B D=y

oo

ET R T

Ao aio  aan CGE Bdo

CECE ]

Formula

2

d name |

Mass

| c19H20N403 | -

iPukR? 'min) | Peak area | Description
0.45 | 1.42941 E7 | -

| 352.15354 |

Species

Abundance (counts)

lon Mass

Measured Mass

Error {mDa})

Error {(ppm)

[M+H}

475087.22

353.16082

353.16140

0.58138

1.65

[M+Na]+

58477.95

37514276

375.14330

0.53814

1.43

[2M+H}+

712016

705.31436

705.31428

-0.08123

-0.12

Friday, September 02, 2011

] & | & 2

S52

10:32:33 AM



HPLC of 11ac

Area Percent Report Page 1 of |
Data File: C:\HPLC data\Sevil\so3-030CH3CN;water 30;701ml 30 min.met2-1-2012 6-28-59 PM.dat
Acquired: 2/1/2012 6:29:30 PM Printed: 2/1/2012 7:03:33 PM

Analyst: System
Sample ID: s03-030 Vial: N/A Injection Volume: 0

Retention Time \

100 1 100
!
H ' i
50 50
|
a8 & I
aa g 8 !
-
0+ el al - SN : 0
0 ".'- 10 o 15 2-0 “_25 30
Minutes
UV-Vis Results
Name R ion Time Area Area Percent _Integration Codes
2933 12287 0.516 BB
3.600 23071 0.968 BI
8.817 24291 1.020 11
11.400 2322490 97.496 11
Totals
2382139 100.000
Instrument Name: HPLC Software Version: Version 3.1.7
Acquisition Method: CAEZStart\Projects\Default\Method\SEVIL\CH3CN;water 30:701ml 30 min.met
Sequence: CAHPLC data\Dan\abe.seq
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14. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ad.

ey

N/\(N

B

'H NMR spectrum (400 MHz) of 11ad in CDCl;
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3C NMR spectrum (100 MHz) spectrum of 11ad in CDCls
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LC-MS of 11ad

Mass List Report

Page 1 of 1

Data File Name: DI\PE Sciex Data\Pro,

Sample#: 302-184 Sample Location: P1-D-04 Sample Id; 502-184 Operator: EasyAccess
jects\Sevil Ozean\02-12\Data\S02-1841

11:28:50 AM
Method: D:\TOF_Data\damethods\EASY ACESS1.ANMimass_list.xmi

-150212-ES|_POS2.wiff Acg Time: February 15 2012,

TIE =T s TOF B from BOT TRAT TEO3 TS BB POBS wif

0 Ban
e
r Ban
T an
asen
& One
5 fea

5 Ous
4nan
40s8

2 Bun
2w
2 Ban
2 oun |
1 Ban
1 D
&.0us |
oo

Wes B TSR abe

——
Lima. min

“ oW LIl Tz i3 A ey 1e g i e

Period# : Average of all periods Experiment# :

ge of all exp it

Peak# | Experiment# | Time Area
1 1 0.87 | 4.19451 E7

Most Abundant Masses/scan

385.20774

W TTSE WE B 70N e O BET o fran

. ass FoTr

ER L ]
aoes
Sigie

2.6en
-
-

& Cmap

['F S N —— - et
ELTY ET- T o0 Foo

TTEOS TS BRI POET Wil Agient

Waw % Fek ssurie

BE0 @O0 9600 4900 1366 41300 1480 4800 1660 1766 1866

Peak# - 1 Experiment# : 1 Retention Time : 0.87 min

Wednesday, February 15, 2012

11:31:01 AM
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HRMS of 11ad

Empirical Formula Confirmation Report Page 1 of 1

erator::

W NST5ed XIS o T 158 106, 552 200, 355 208, 4717 190, 433 164, 769 408 Waw 3 Te8 cpn

Dree 395 21
30e6
2 8ee /
2. 6es ‘ \
2. 4e6 i
2 2a6

2.00s ] /

8 0as L
c.0as \
a.0es ] \
2,005 ]
oo
G767z 63 64 85 68 07 08 05 _10 a4 a2 a3 74 a5 a6 17 8 15 Zo
Time min

Merged XIC, Period# : 1 Experiment#: 1

W TOF WS 6 607 18 0 558 min from SO2 18471160215 ES1_POSZ wif Agient Wex 2 Be5 counts

4ses 2395 2080

4505
‘ 4.0a5 ]
| 3 5es
3.0e5

25657
2.0es 4
1 5e8

1.088 ]

s 0eap

i L
o566 e85 736 B46 866 1666 1765 7566 1566 466 E66 Wé66 7766 iBoo
e acits

oo

W TOF WS 6 50716 0 556 MR freom 502 1841 180313 E81_POSS Wil AgNent Wiaw 4 685 counts

\ soes 395 2000

| I
4685l
4.0e5

3.6e8

3.0e5 ]

=

480 as0 440 460 480 600 630 54D 560 6680 600 & 630 6340 666 686 706 730 740 7&6 780
miz amu

[ Formula i ] Compound name | Mass | Peak RT(min) | Peak area | Description.

[ c22H26N403 | - | 394.20049 | 0.87 [ 2.01124 E7 [ -
‘Species | Abundance (counts) | lon Mass: | Measured Mass | Error (mDa) | Error (ppm) | Ret. Timé Ervor (min)
M+H]+ 490446.74 | 395.20777 395.20803 0.26001 0.66 —
[M+Na]+ 76835.38 | 417.18971 417.18982 0.11125 0.27 -
M+K]+ 5235.66 | 433.16365 433.16381 0.16129 0.37 -
[2M+H* 36674.50 | 789.40826 789.40741 -0.85286 -1.08 -

Wednesday, February 15,2012 11:04:20 AM
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HPLC of 11ad

Area Percent Report Page | of |
Data File: C:\HPLC data\Sevil\so2-184-b5 (2)CH3CN;water 50;50 1ml 20min.met7-26-2012 6-06-23 PM.dat
Acquired: 7/26/2012 6:06:55 PM Printed: 7/26/2012
6:29:23 PM

Analyst: System

Sample ID: so02-184-b5 (2) Vial: N/A Injection Volume: 0
g0  Retention Time : L 600
400 - 400
3 i I =
£ | | H
B
o 8L 0
0— o é___ 4 - -3 10 12 14 16 18 T 20
Minutes
' UV-Vis Results
| Name Retention Time Area Area Percent  Integration Codes
7.583 9105570 100,000 11
Totals
9105570 100.000
Instrument Name: HPLC Software Version: Version 3.1.7
Acquisition Method: CAEZStart\Projects\Default\Method\SEVILVCHICN; water 50;50 1ml 20min.met
Sequence: CAHPLC data\Dan\abc.seq
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15. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ae.

o)
O\)J\N/\«O;N
AN
4N

'H NMR spectrum (400 MHz) of 11ae in CDCl;
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3C NMR spectrum (100 MHz) spectrum of 11ae in CDCls
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LC-MS of 11ae

Mass List Report

Page 1 of 1

- P16:06 ‘Sample 1d:
vjectsiSevil Ozcan 1\Datals

503:026 Operator: EasyAccess
Data\damethods\EASY. ACESST.ANMimass._ list.xml -

One or more scans have failed IRM. Review the data file for details.

WIS of v TOF MS from SO3-0367 020071 ESL_POSZ Wit

e 208 23
26e6 //

2. 408 \
2206

2.006

10w

T oms /

Teraya=
Iy
o
o

Max 2 8e6 cpe.

£
Tima, min

vaes| e e
1.0e6
5 0es ]
6 005 4
a.0a8
oo o’ a2 0’3 o’a oS5 o’6 o7 o's o'9 1 RG] 172 EREY qa 1.5 1le k] 1’8 1’9 2o

Period# : Average of all periods Experiment# : Average of all experiments

‘Mot Abundant Masses/scan

[Peake | Expariments | Time. | Area L.
1] 1] 128]1.16238E7

W T SE NS 7 175 te 1 567 min Tram 505 6561 0205711 ES_POSE Wit ASISRT

o ea 09 2232
.04
B8.604
8.004
7 Sea
7 0ea
6.504
6.0a4
5 504
5.0ea
a5ea
4004
3 5e4
3.0e4
2.604
oo a3q 2050
4 Sea
1 Oeay
5000.0

Wiox 5 6wd counts

oo -

S6o 1000 11006

gx aig

830 9200 1306 1466 1600

660 17006 1800

Peaki# : 1 Experiment# : 1 Retention Time : 1.28 min

Friday, September 02, 2011

S61
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HRMS of 11ae

Empirical Formula Confirmation Report

Page 1 of 1

Bample Name: 503:026 oni P1:D-01 Sal
Data File Name: D:\PE S s\Sevi
02:A7:24PM G : GEmma
Method: D:\TOF Data\damethods\EASY ACESS2. ANMiefe. xmi

Tiple 10: 503026 Cperatar B T
0 Data\S03-0261-020911:ESI PO

One or more scans have failed IRM. Review the data file for details.

B~ erged XIC at 205 175, 466 276, 405 555, 451 208, 447 175, 817 440

1.06e6
1 00e6 4

9.00as o
8.00es

7.00a5 4
5.00e5
5.00e5 {
4.00as 4

3.0085 -

2 00es 4

1.00e5m

We= 1156 cpe.

000 1
ST ST T T E TE ST o o T IT I
o e

Merged XIC, Period#:1 Experiment#: 1

W TTSF MS 7 753 to 7 406 min from S53-0567 0205 11 ESI_ P OS2 Wit Aghent

a0s.2238

1.7e5 4
1.6e5 ]
1505
1 45 4
1365
1.2e8
1.1es
1 0es
5.0aa
5.0ea
7.0ma]
6.004 1
&.004
4004
3 0ea ]
2.0aa]
1.00a]

20869

M=% 7 7eS counts

0.0 L L
260 330 I €66 660 780 860 500 1006 410
sz amu

TR

56 1300 1400 1660

q660

A706 1800

TTOF M5 1 153 15 1 406 MmN Trerm S55-0261 020511 €51 P OS5 wif Agient

_—a09. 2238
1.7e8 -‘

1.605 ]
1.5a5 ]
1. 4as ]
1345

1 .25 ]
11es

1.0e5

5.00a ]
8.004
7.0a4-
5.004 ]
5004
4.004 ]
3.0044

T

431 2088

2004
1 0aa

Waw 7795 counts

oo

poiss

| Descri

[ Formula. . | Compound i[:i Mass. [ Peak RT (i

B
14738 E6 | -

1
[c23H28N403 | - [ 408.21614 | 1.27 i

:Species
[M+H]+

Abundance (counts)

fon Mass

172012189

409.22342

409.22378

Ret.. Time Error (min)

0.36672

0.90

[M+Na]+

37176.55

431.20536

431.20589

0.52500

1.22

[M+K]+

2263.33

447.17930

447 17867

-0.62866

-1.41

[2M+H]+

3238.26

817.43956

817.43886

-0.69495

-0.85

Friday,

September 02, 2011
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HPLC of 11ae

Area % Report

Page 1 of |

C:AEZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil\so3-026 S0OACNS0H20 TFA

Data File:
0.1 Iml 30 min.met 8-26-2011 6-43-13 PM.dat
Method: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevil\50%ACN 50% H20 0.1
TFA 1ml 30 min.met
Acquired: 8/26/2011 6:45:31 PM
Printed: 4/2/2012 11:32:32 AM
100 | 1 100
Retention Time |
50| |50
£ ” | E
3 <
© ©
w [} - |
o
o e +0
=
0 5 10 15 2 0
Minutes
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
6.833 5280 0.36 552 0.59
10.193 1426053 97.51 92299 98.13
16.453 31096 2.13 1210 1.29
Totals
1462429 100.00 94061 100.00
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16. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11af.
U snse" %

"H NMR spectrum (400 MHz) of 11af in CDCl;
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3C NMR spectrum (100 MHz) spectrum of 11af in CDCls
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LC-MS of 11af

Mass List Report

Page 1 of 1

8:22 AM Thnaoomema i
\TOF Dataidamethods\EASY ACESS1.ANMmass listxmt =

Sample |
evil O a

 Wiff. Aca Tie: March 28

3.2a6
3.0u6
2.8a6
2.6a8
2 406
2 2e6
2.0a6

4
4
a
1

1.0a6
6.005
& 0es
4.0e8
2 0as

o0

150,09

1

TIS of +TOF MS from SO3 0501 266313 ESPOSEMINRUNTIME Wi

423 23

:_‘,\/ [ . -Y - N

ME% 3 5e6 ops

62 ba 06 o8 10

5

2o 2z 24 26
Tine min

2 14 16 18 26 30 32 3.4 36

EIC)

a6 a3z

aa

a6 a8 50

Period# : Average of all periods

Experiment# : Average of all experiments

| Peak# [ Experiment
|

] Time ]

Area | Most Abundant Masses/scan |

1] 335 [504412E7 |

423.23875 |

1406
13e5

1 2a8

1.1e6

1.0e6

5.0a4

8.0a4a

7.0a4

& 0aa

TTOF MS 3 17616 3955 min from SO3 0507~

BOS12 ESIPOSEMINRUNTIME Wit AgTien

423.2388

5.0e4 |

4.0e4 |

voes] ‘
e {
1

oo

Tax 7 385 sounte

“1600

Pealk# : 1 Experiment# : 1 Retention Time : 3.35 min

Wednesday, March 28, 2012
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HRMS of 11af

Empirical Formula Confirmation Report

Page 1 of 1

- Samiple:Logation:

‘Sciex: j

E_Data\damethods\EASY ACESS2. ANMiefc.xml

102 Sample 4 353080 Operator Eamvherens
il K it e 3

Merped XIS =t P12 723, 425 257, 423 P35, A48 327, 467 156, BAE A7

8 ses
8.0 -
7 Ses
7.0e8
6.6as
6.0as
5.6e5
&.0m5
4608
4.0e6
3.5e5
3.005
2.5es
2.0e5
1.6es
10085 ]
5.0ea

Wew 5585 ops.

o.0
G

o4 o6 08

ERCINC R )

EICEEIC)

20 =22

=

El B3
Timeo min

a6 ae so0

Merged XIC, Period# : 1

Experiment# : 1

1.4e6 4
1.3e5 ]
1205
1.1a8

1.0e5

5.004

5.004 ]
7.0ma ]
6.004
5.004

4.0ea4

3.0e4

2004

J
| S

]

i ‘

az3.2386
i

L.

TTSF MS 5105 to 3 BB7 min from SO3 0601260312 ESIPOSEMINRUNTIME Wit Agian

Mo 1 4e5 counts

360

250

€60

00
Mz amy

S60 7600

1.4e6 4
4 .3a6 ]
1.2as ]
1.1es ]
1.0a5 4
5.0a4
8.0e4
7.004 ]
6.004 -
5.004 -
4.0aa
3. 0ma
| 2004

1.0e4

oo

_—423.2386

TTOF MS 5 105 10 3.867 min from SO3.0601-260372 E5 POSEMINRUNTIME. wif Aghen

e 1 4eE counts

30

TR
PrarTT

560

€60

620 640

iz amy

L)

[ Formuia  T'compound name |.  Mass. | Peak RT {min) | Peak area | Description.
3.33 | 2.08823 €7 | -

[ c24H30N403 | -

] 422.23179 |

Species | Abundance (counts):{:lon:Mass: | Measured Mass: | Erfor (mDa) | Error. (ppm) | Ret.. Time Erfor:(min)
[M+H}+ 142191.60 | 423.23907 423.23859 -0.47686 -1.13 -
[M+Na)+ 23985.12 | 445.22101 445.22117 0.15398 0.35 -
[M+K]+ 3501.79 | 461.19495 461.19541 0.45913 1.00 -
[2M+H]+ 7314.28 | 845.47086 845.47017 -0.68603 -0.81 -

Wednesday, March 28, 2012

15:32:01 PM
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HPLC of 11af

Page 1 of 1
Area % Report
Data File: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil\so3-050 MeOH 70% TFA 0.1
in H20 30% Iml 20 min TEMPL.met 10-18-2011 11-05-19 AM.dat
Method: C:A\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevi\50ACNS0H20 TFA 0.1 1ml
30 min.met
Acquired: 10/18/2011 11:07:36 AM
Printed: 10/18/2011 3:09:10 PM
Re!entidn "I"ime A
40- N 40
> 204 H 20
g § ', i
e P
[ =1a%
0 i = s 0
! s
0 2 4 s 8 10 12 14 16 18 20
Minutes
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
2.280 8546 0.63 1261 2.56
2.620 16390 1.20 2217 4.49
10.980 22730 1.67 1400 2.84
17.120 1316798 96.51 44462 90.11
Totals | ‘
1364464 100.00 49340 100.00
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17. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ah.

o}

'"H NMR spectrum (400 MHz) of 11ah in CDCls
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3C NMR spectrum (100 MHz) spectrum of 11ah in CDCls

o] o o] o
= =) = = = = = = = ) = = =
(=] =) (=] (=] (=] (=] (=] (=] (=] =) (=] (=] fm}
= =) = = = = = = = =2 = = =
o — ) o ) o) = = o =2 = = —
T T T T P T P L T i o T T 1
BERT—— -4 k&
15T2— -
Lo
J— o
— )
o
SEpE— - r
OEEE~_ —
FBE— = e
L O
=+ =
L £
R =3 —
apEp’ L @‘9’
L0 _ find
26'8b=_ AT =
Ty
u
Sy
w
STy
SHEY “ =
Ebl'sg_b: - I
05 HTI _ n
09+ =
=
I
=
9g £2[— =4 o
o
-
£0r a2l — -
[}
o
i}
3
96 BEl— — B
—
o
kR
kA —
56 THT— —]
—
P E —
nE
a8 bl ] =
TE 31 2
0z zsl -
e —=
Bt 251" —
e
98 551~ _ _ iz}
17 951" T
o
=]
=1
[In}
iu}
99 991~ - -
£5 890
b3 83l T o
=
i
gl
9z'm~§= ™~
44T -
g =
=
2

S70

-10

210 200 190 180 170 160 150 140 130 120 110 100 =l1] 80 ] 60 50 40 30 20 10
1 {ppm)

220



LC-MS of 11ah

Mass List Report Page 1 of 1

Sample#: 503066 Sample Location: P1-C-03 Sample Id: 503-066 Operator: EasyAccess
Data File Name: D;\PE Sciex Data\Projects\Se -
Method: D;\TOF_Data\damethods\EASY ACESS1.ANMimass_list.xml

RUNTIME.wiff Acg Time: August 31

s @ Ball ope

WS o s TSP WE from BSOS 0BT STO8 I8 TR

szt 7
S f\

|

o A

B A

2 ose |
| \
| .
armar | -
e — e

'\ Ban

1 Omn eeas

"B 20 22 24 I8 I8 30 33 34 36 30 A0 AZF A4 A6 40 60
T i

O 6% 08 6@ 15 F A A

Period# : A ge of all period Exp H ge of all experi

Peak# | Experiment# | Time | Area | Most Abundant M lscan
1 1 1.61 | 716131 E7 | 435.23947

TIFT TR w97 e Wes 3 OsF coumis

W TS e T ABE te 1 BES min fram BSOS TAIORT S B
438 2306

2 nen
2 6an
2 ann
Pt |
2 0un

1 Bub o |
AR LY
1 ann |

1 Fmn

oo
Boo woo THO nio wio ECLLY
i men

ELTY ada

Poak# : 1 Expariment# : 1 Retention Time : 1.61 min

Friday, August 31, 2012 19:30:42 PM
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HRMS of 11ah

Empirical Formula Confirmation Report

Page 1 of 1

Sample Name: $03-086 Sample Location: P1-B-08 Sample
Data File Name: Di\PE Sciex Data\P,

Method: D:\TOF_Data\damethods\EASY ACESS2 ANMiefc.xml

1d: 503-066 Operator:

EasyAccess
-ESIPOSSMINRUNTIME.wiff Acq Time: September

ST N TSR T AN ST RS S ST ST TS TSR AR AT
azn. 28

1i9m0 1

1008 ]
s 7me ]
ane
i
e
3ma

2
4 Oas
» oan
o oan
7 oms |
o oun

® oan
- oun

3 e o
2 Bans
1 Dan
oo

Wes T 08 coe

T3 04 o8 GB8 18 12 14

m 30 33 3A4 38 W AD AT A4 a8 A8 6O

Merged XIC, Period#: 1 Experiment#:1

W STST WE 7RI e T 0T o e B OR0 1 0805 38 T

436 FIeE

2 aan
2 amn
2 2an
2 oas
1 Ben
1 8an
1 ann
T
1 08
B oua
e
4 0ua

2 ona®

oo

o Was T ReR soume

ST w55
g men's

—m—————ia—

STSE WE 7 BEA T THTTAE

2 aan 438 2300
2 s
2 2an
2 Dun
1 BeE
1 Ban
1 Amn
1 Fan
1 Omn
o oea
L
4 0e4

PR

oo

W At

wan  een ©30 840 660

e e

A0 480 4D CECICTT

7HO 600 B8I0 B40 860

Formula

| e dname | Mass

| Peak RT (min) | Peak area | Description |

| c2sH3oN403 | - | 434.23178 | 1.66 | 2.60098 E7 |
i { ) | lon Mass | Measured Mass | Error (mDa) | Error (ppm) | Ret. Time Error (min)
[M+H} 265996.60 | 435.23907 435.23985 0.88014 2.02 -
[M+Na}+ 37789.24 | 457.22101 457.22216 1.15205 2.52 -
[M+K]+ 6170.22 | 473.19485 473.19569 0.74154 1.57 -
[2M+H]+ 24637 .53 | B69.47086 869.47146 0.59891 0.69 -

Thursday, September 06, 2012

13:43:29 PM
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HPLC of 11ah

Page 1 of 1
Area % Report
Data File: CAEZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil'so3-066a MeOH 70% TFA 0.1
in H20 30% Iml 30 min.met 10-18-2011 3-10-18 PM.dat
Method: CAEZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Dan\MeOH 70% TFA 0.1 in H20
30% 1ml 30 min.met
Acquired: 10/18/2011 3:12:35 PM
Printed: 4/2/2012 11:34:23 AM
Retention Time
50
H 25 28 H
8 g !
o w
; &
% LR [PPSO " I — SR 0
! - :
0 5 10 15 20 25 30
Mirdes
1: 254 nm, 4 nm Results
R ion Time Area Area %
2.613 14793 0.85
6.707 37243 2.15
17.027 1680191 97.00
Totals
1732227 100.00
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18. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11al.
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'H NMR spectrum (400 MHz) of 11al in CDCl;
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3C NMR spectrum (100 MHz) spectrum of 11al in CDCls
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LC-MS of 11al

Mass List Report Page 1 of 1

Sample®: 503-074 Sample Location: P1-A-08 Sample Id: §03-074 Operator: EasyAccess
Data File Name: D:\PE Sciex Data\Projects\Sevil Ozcan\08-12\Data\S03-0741-310812-ESI_POS2.wiff Acq Time: August 31 2012,

DiATOF_Datald: ds\EASY ACESS1.ANMimass_list.xmi

Taw T 0T oee

T o sTSF W8 from BOIO7AT STOBTE BB FOaT =i
o Ome i i
A

5 ses II| \
5 Bea \
[

2 |
[\
E o / e

5 omn®

I R b I e S e 7
Period# : A ge of all period Exp A ge of all experiments

ol ——
0 oa ar am o

| | Peak# | Experiment# | Time | Area | Most
| 1] 1| 077278448 E7 | 396.20257 |

Wes T USE ooume

W LT WE O 804 e B BIE i em BT 0T T STORT T B TSR T Wi AShe T
P ame Foze

ER
1 7aB
1 Gan
1 60
1 a=n
e e
T

| i

nOsa
¥ Oma CREE TR
B 0sa
B D=4
4 0sa
2 Dadp
104
oo -
ECT] ELE oo

vano  ameo  ie60 1766 1600

500 w60 roo0 Bo0 Boo 000 1100 1460 1300
oots m e

Peak# : 1 Experiments : 1 Retention Time : 0.77 min

Friday, August 31, 2012 18:33:19 PM

S76



HRMS of 11al

Empirical Formula Confirmation Report

Page 1 of 1

Sample Name: 503-074 Sample Location: P1.C-03 Sample 4.
Data File Name: DAPE Sciex Data\Projects\Sevi A1)

074 Operator: EasyAccess
\ 41-281011<ES]: P

TOF Data\damethods\EASY ACESS2 ANMistc xmi

One or more scans have failed IRM. Review the data file for details.

Merged XIS a1 156 605, 356 155, 556 203, 476,785, 434 155, 757 355

1 aee 396 20
1566 4
1.2e6 {
1106

I ,

coms ] y

| e.0ms ]

s P \
5008 ]

2.0es

Termhra=

>
1.006 7

Wax 1 Ae6 ope

o.0

67 o=z o3 o©a 086 06 0.7 08 a3 R
Tima, min

i Merged XIC, Period#:1 Experiment#:1

TTSF MS 0700 t6 5878 minfrom 505 0747 26710711 ES_P OS2 wiff Agient

396 2031
2.0es
1.9a8
1.8es
1.7e8
1608
1.5e5
1.4e8
1 3085
1 2e8
1 1es
1.0e5
S5.0ea
B8.0a4
7.0e04
&.004
5.004
4004’
3.0a4 ]
2.00aM
1 Oma
0.0 daul Ly 1

1es2

|

Tax 2 7e8 Counts

&80 766 860 560 10060 1106

mizamu

o 530

3260

1366 1406 1600

7666 1700 1800

TTOF MS 0700 16 0678 min from SO 07472610711 ESI_FOS2 Wi Aghent

_396.2031

2.0e85
1.9e5
1.8e5
1.7e8
1.6e5
1.5e8
| 1 4es
1 3as
1.2e5

a18 1882

Mex 2 785 counts

l.

7 1
name |-

V] Peak area ||

[ C21H25N503 | - | 395.19574 | 0.78 | 8.05859 E6 | -

“Species | Ablindance (counts) | lon Mass. | Maasured Mass | Error (mba) | Error (ppm) | Ret, Time Error (min)-
M+H[+ 206654.18 | 396.20302 396.20311 0.09681 0.24 -
[M+NaJ+ 70935.19 | 418.18496 418.18522 0.26002 0.62 —
M+K]+ 3123.14 | 434.15890 434.15875 -0.14529 -0.33 -
[2M+H}+ 9593.56 | 791.39876 791.39750 -1.25512 -1.59 -

Friday, October 28, 2011
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HPLC of 11al

Area Percent Report Page 1 of |
Data File: C:\HPLC data\Roberta\so3-074CH3CN50 H2050 0.1TFA 1mL 20min.met10-28-2011 1-47-15
PM.dat

Acquired: 10/28/2011 1:47:42 PM Printed: 10/31/2011
1:16:16 PM

Analyst: System
Sample ID: so3-074 Vial: N/A Injection Volume: 0

Retention Time

100 100
=2 2
H t g
50 rso
1 g.': +
b
. bz o .
0+ =l —- ro
! & |
0 2 4 6 8 10 12 14 16 18 20
Mirutes

UV-Vis Results

Name Retention Time Area Area Percent _Integration Codes
2,133 35123 1.269 RI
2617 42945 1.552 11
12.100 2689715 97.179 11
Totals
2767783 100.000
Instrument Name: HPLC Software Version: Version 3.1.7
Acquisition Method: CAEZStart\Projects\Default\Method\xin\CH3CN50 H2050 0.1TFA ImL
20min.met
Sequence: C:AHPLC data\Dan\abc.seq
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19. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11am.
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'H NMR spectrum (400 MHz) of 11am in CDCl;
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BC NMR spectrum (100 MHz) spectrum of 11am in CDCl;
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LC-MS of 11am

Mass List Report Page 1 of 1

Samplef: 50306 Sample Locanon | P1-8:04 Sample Id: 503057 Operator: EasyAccess
Data File Name: DI\PE slSjij_st 0 “\Qai SQMMJ_‘LESI_EQ_SZM Acq Tlme Q_G!Q_bgLQ_E.Z_Qi‘L

W TS oT TTOF MBS from SG5.0571 06 10T ES_FOSE Wi Wax 2596 ope.

396.19
2206 4

2 0e6

+ a6 ] [

1 6es ] [

o7 6.2 03 0a o085 ©06 07 08 0% _10 a1 A2 43 14 18 ae a7 18 a8 2o
Time min

Period# : Average of all periods Experiment# : Average of all experiments

[:Peak# | Experiment# [ Time | Area . | Most Abtindant Masses/scan |
1 1] o07a[752014E6] 396.20302 |

W TGr WS G 865 15 0 878 min from SO5.057 71 061011 E51_POS2 wil Agient Tax & e counts
o san 358 2030
8.0ea
7. 604
7004
&.504
&.0e4
5 5e4
504

4.5ma a8 1852

T

toea
eaa
Soea
= o0
Z o
jpeoy
' 1 onag

s000 0]

oot
EL- I 260 566 edo 7806 830 560 100D 1766 4200 1300 1400 4606 4600 1700 1800
iz amy

Peakd# : 1 Experiment# : 1 Retention Time : 0.74 min

Thursday, October 06, 2011 10:23:29 AM
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HRMS of 11am

Empirical Formula Confirmation Report Page 1 of 1

Sample Name:'so3 Q§1 Sample Locatlon 131_5;4& ‘Bamptle: id gq;ﬁg,sl Operator: EasyAccess |
Data File Name: D:\PE Sciex Data\Projects\Sevil ngan\10‘11\031§§;‘2§£§?_‘li5101|3_E§J_Q§.2.mﬁ Acq T'me Q t
10:12:12°AM

Method: D:\TOF-: Data\d: l:hods\EASY ACESS2 ANM\efc.xml:

W ierged XIC =t 158 605, 355 15€, 556 203, 415 168, 454 155, 757 3555 NMaw B 0SE cpe

0.005 296.19

7 ses i
7 0es
&5as \

6.0as
5 Sas

1o

s ces [ i

% ases Lo

a0es
P sous
2 0es

o i

1 5as5
1 0as

¥
&.0a4

0.0
©a o2 o= o4 o085 08 7 o8 ©0®% 10 11 12 13 14 18 316 1% a8 a8 =20
Timg.

Merged XIC, Period#: 1 Experiment# : 1

W STOF MS .0 686 15 0 848 min from SO5-057 1 661011 ES1_P OS2 wif Aghent Waw 7 095 counts

396.2028
1 ooes

&.50e4 a18. 1849
s 0oea

25004
4.00e4a i
3 5004
3.00a4a
2.50a4
2.00a4
1.50aa
1.00aaM

s000.00 4 11\\ i

pgion TN ! .
e she ke —sss o5 7o s56 88 WGGs —T7EE EGsT3b6 55 TEES 885 TTeE TS0
S et

W TTSF M5 0666 to 0 BAE MmN Trem S03 6571 06710 T T ES P OS2 Wit Agient Wew T 0eE coumt
3962028

1 0oes
9 50a4
9.00ua
8.50a4a
8.0084
7.50e4
7.00e4a
6. 5084
6.00a4
6.50a4 418,184
5.00a4
4.50aa
4.0004
3.60ea
3.00e4
2.650a4
2.00e4
1 50e4a
1.0004¥
5000 00
o.00

396 3958 400 402 404 406  A08 490 412 414 416  4ié a0 a3z 434 aZe ads  a30 a3z 434 436 a3s6
m/z amu

| Formula [ Compound name [ Mass [ Peak RT (min) | Peak area | Description |

[ c21H25Ns03 | - [ 395.19574 | 0.74 | 4.09164 £6 | -
Species | Abi {counts) I lon Mass | Measured Mass | Error (mDa) | Error{ppm} | Ret. Time Error {min)
[M+H+ 106840.32 | 396.20302 396.20284 -0.17427 -0.44 -
[M+Naj+ 53059.41 | 418.18496 418.18485 -0.10690 -0.26 -
M+K]+ 1447.97 | 434.15890 434.15905 0.15400 0.35 -

Thursday, October 06, 2011 10:14:31 AM
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HPLC of 11am

Area Percent Report
Data File: C:AHPLC data\Yunting\S03-057CH3CN50 H2050 0.1TFA 1mL 30min.met12-12-2011 2-55-04

PM.dat

Acquired: 12/12/2011 2:55:25 PM

3:32:59 PM

Analyst: System

Page 1 of |

Printed: 12/12/2011

Sample ID: S03-057 Vial: N/A Injection Volume: 0
| Retention Time |
100 100
2 : 2
e 504 50 g
£ |
0+ S e : ro
0 5 0 s s 20
Merutes
UV-Vis Results
Name Retention Time Area Area Percent  Integration Codes
1.483 11379 0479 RB
1.700 10165 0428 BV
1.933 1931 0.081 WV
2.300 18584 0.782 VV
2.533 23407 0.985 VI
11.133 2310978 97.245 BI
Totals
2376444 100.000
Instrument Name: HPLC Software Version: Version 3.1.7

Acquisition Method:
30min.met
Sequence:

CAEZStart\Projects\Default\Method\xin\CH3CN50 H2050 0.1TFA 1mL

CAHPLC data\Dan\abe.seq

S8&3



20. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11an.

O\)(J)\N \O\N
SO E Ty

'H NMR spectrum (400 MHz) of 11an in CDCls
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3C NMR spectrum (100 MHz) spectrum of 11an in CDCls
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LC-MS of 11an
Mass List Report Page 1 of 1

tion: P1-8-06 Sample Id: 503-084 Operator: EasyAccess
ojects\Sevil Ozcan\08-12\Data\S03-0541-310812-ES]_POS2.wiff Acq Time: August 31 2012,

plod: 503-054 =
Data File Name: D:\PE Sciex Data\Pr

Wes T VST oee

One or more scans have failed IRM. Review the data file for details.

BEAT A TGRS E B O S WAt

TS el =T OF ME from B
L N
\
b.ooma | f
I |
0 ooea | ( \
* owa |
1 \
i @ ooma | | \
6 OO o ! X
)

=1 I.I .
— e e rep e o

3 oowa
| 13108
2 Obes 4 S
+ coeol
1
(I(ib--—n' oz CE] ) o6 oa or on o® 1.0 11 R 13 T oA AR e T L) T F o
T, e
Period# : Average of all periods Experiment# : Average of all experiments
| Peak# | Experiment# | Time f Area ] Most A Masses/s |
1] 1] o088 785601E7 | 410.21919 |
TS O S RA e T OTE R e RO IR AT S TOR T R R R SR Y WA R e e YT Teo
- a0 zre2
e
-
|
3 Bab |
3 en
2 Bas
Z Oub
1 Bus anf 2000
1 Ows
5 omay
oo b g ‘.nnl w55 wes oo #Gd w0n o6 TiBn 1968 V386 VASE T TEGE Y966 i7EE 700
s s
Retention Time : 0.88 min

Poak# : 1 Experiments# : 1

Friday, August 31, 2012 19:00:48 PM
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HRMS of 11an

Empirical Formula Confirmation Report

Page 1 of 1

Sample Narme: SQ3.054
Data File Name: D:\WPE
‘ 03:36:21PM i
| Mgthod

ojects

DATOF Data\damethods\EASY ACESSZ ANMisfcxml | 1

Sample Location: P2:D-01 Sample 1d: SO3:054 Operator: EasyAccess
Data\ Sevil 0z¢an\10:11\Data\S03-0541-0410 POSZ Wi

Meroad XIC =t
2 2a6
3.0e6

2. 806

366 675, 405 211, 410 215. 432 201, A48 175, 815 430

4a10.21

/

Wiew 326 ops

2606
2 ses
2 2es

ome]
|

1 406 ] /
2206 |
+.008

8 006 \
6.0e8

Tersbas

4.0es ]

2.0e5

oo
ERE]

57 o622 063 ©0a4 085 06 07 08 o0® 10
Time, min

2 13 414 a8 18 47 18 185 =20

|
| Merged XIC, Period# : 1 Experiment# : 1
|

W TTGF MBS. 0547 to 7. 142 mn from SO3-053471 031011 ESI_FO52 Wil AgTent

a10.2188

2.0e5

Terhccons

2002
1505 ]
oes

| 1

5.0ea,

L1, .

Maw 4 A58 counts

00 L
260 L) 266 60 660 760 560 960 1000
mizamy

7700 1200 1300 1466 1506 1600 1760 1600

TS B 5437 1o 7 132 min from SO3.0841 041071 ES_POS2 witf Agient

_—at0.2186

432 2002

x4 465 Sourts

236 a50 a3z

sz amu

70

233

[ii Formula " ] Compound name | Mass _ .| Peak.RT (min) | Peak.area ] Description |

[ c22H27N503 | - [ 409.21139 | 1.02 | 2.08656 E7 | -
‘Abundance (counts) | lon Mass | Measured Mass | Error (mDa) | Error: (ppm) | ‘Ret. Time Error:(min):
462384.16 | 410.21867 410.21848 -0.18167 -0.44 -
[M+Na]+ 173849.57 | 432.20061 432.20019 -0.42333 -0.98 -
M+K}+ 6233.32 | 448.17455 448.17425 -0.29950 -0.67 -

Tuesday, October 04, 2011
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HPLC of 11an

Page 1 of 1
Area % Report
Data File: C:AEZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil\so3-054 MeOH 70% TFA 0.1
in H20 30% Iml 30 min.met 10-18-2011 4-25-19 PM.dat
Method: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Dan'\MeOH 70% TFA 0.1 in H20
30% Iml 30 min.met
Acquired: 10/18/2011 4:27:36 PM
Printed: 4/2/2012 11:35:10 AM
RGtBI‘lﬁOI"I Time
40 - 40
RN B Lo &
S8 g |
[, = ~ -
ol AR ) .__.____g-u_ R S 50 B
! o
! i
0 5 10 15 20 30
Minutes
1: 254 nm, 4 nm Results
Retention Time Area Area %
2.027 9055 0.96
3.220 6066 0.65
7.400 3935 0.42
9.720 920137 97.97
Totals
939193 100.00

S8&8



21. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11a0.
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"H NMR spectrum (400 MHz) of 11a0 in CDCl;
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BC NMR spectrum (100 MHz) spectrum of 11a0 in CDCl;
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LC-MS of 11a0

Mass List Report

Page 1 of 1

Sample#: 503-096 ‘Sample Location: P1-8:02: Sample Id: 503-096  Operator: EasyAcgess:
:Data:File Name: D:\PE Sciex Data\Projects\Sevil Ozcan\02-1 f i 2ESL
i 10:20:10 AM HE s BRI B
! Method: D:\TOF  Data\damethods\EASY ACESS1.ANMumass list.xml

8 i

T ST TR W TS oS GSETTE0sTE ES RS ST
. 308,21

22071 \
3007 ]
2007 ]
2607
2 ae7
> 2a7 |
2007 ] f
T o07

o7 |

=

v
1 de7 A
a

WMax 3 37 ope

©-© 67 ©8 09 _a106 a4 =z a3

G 5z o3 04 0685 08
Time, mio

Period# : Average of all periods Experiment# : Average of all experiments

[[Peak# | Experiment# | Time | Aréa |
L]

1] 058]203437E8 |

Masses/scan |
396.20343 |

W TTOr WS 0575 t6 0555 mn from SO3- 0587 150215 -ES1 PGS wif Agiant, AdSes 710

396 2034
7506

7 ces
6 5es
& 0es
5.5a5
5.0as5 -
4ases
4.0es

3.5e5

Tercane

3.0e5
2.8e5 4181839

2 0as ‘

L |

1.0e5

e L

260 360 200 866 660 760 860 760 1200

566 1000
iz emu

360

460

7800

1600

760 Fabo

Peakd# : 1 Experiment# : 1 Retention Time : 0.58 min

Wednesday, February 15, 2012
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HPLC of 11a0

Area Percent Report Page | of |
Data File: C:\HPLC data\Roberta\so3096CH3CN50 H2050 0.1TFA 1mL 20min.met11-21-2011 1-22-14
PM.dat

Acquired: 11/21/2011 1:22:33 PM Printed: 11/21/2011
1:44:23 PM

Analyst: System
Sample ID: s03096 Vial: N/A Injection Volume: 0

Retention Time |

150 - 150
o100 - 100 =
] i %

s0 - 50

&8 :
| Y © 1
{ —Oloy }
1] L LU 0
koo i - T o e e v
Minutes
UV-Vis Results
Name Retention Time Area Area Percent Integration Codes
1.667 6345 0.275 RB
1.917 11717 0.507 BB
2.133 10840 0.469 BV
2.367 6462 0.280 VV
2.517 4272 0.185 VI
3.000 8411 0364 11
T.133 2261029 97.919 Bl

Totals
2309076 100.000

Instrument Name: HPLC Software Version: Version 3.1.7
Acquisition Method: CNEZStart\Projects\Default\Method\xin\CH3CN50 H2050 0.1TFA 1mL
20min.met

Sequence: C:AHPLC data\Dan\abe.seq
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22. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 11ap.

(0]
ON
O\)J\N/\« /N
N

'H NMR spectrum (400 MHz) of 11ap in CDCl;
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3C NMR spectrum (100 MHz) spectrum of 11ap in CDCls
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LC-MS of 11ap

Mass List Report i Page 1 of 1

Sample#: 503-126 Sample Location: P1-B-08 Sample |d: 503-126 Operator: EasyAccess
Data File Name: D Sciex Datal\Projects\S Ozcan( atals 126 !

wiff Acq Time: February 22 2012,

WIS T TSP WE Tom BSSTIET JI0I I R T i Tas T =¥ one

| ||

= I\

7 |
2 Ome /

L — S ) —

<5

Period# : Average of all period Experiment# : Average of all experiment

[ Peak# | Experiment# | Time | Area [ Most Abundant Masses/scan |
| 1] 1| 283|410195€8 | 408.22811 |

W CTSE WE T EET e SIS i e BOS T I8 T IS0 T BB OB I0M N Wi Apient ASaed Ties @ U=E oo
& Bt aoe zam
& Ban
& oun

& Bun

-
o 0ma” l
on | L

FLT) ELTY AG0 RGO a60 760 ndo »80 10D
mie sy

Peak# : 1 Experiment# : 1 Retention Time : 2.83 min

Wednesday, February 22, 2012 11:24:31 AM
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HRMS of 11ap

Empirical Formula Confirmation Report

Page 1 of 1

Samplo Name: §03-126 Sample Location: P1:A-05 Sample Id: $03-126 Operator: EasyAccess
Data File Name: D; x DatalProjects\Sevil Ozcan\02-12\DatalS03:1261-

222012, 12:54:11 PM
Mathod: D:\TOF_Data\damethods\EASY ACESS2. ANMefc.xml

TIME.wiff Acq Time: Eebruary

W g RIS w1 SOW B0 A0F S90, AON SO0, 450 S0, Aa0 THa 6 aan

3 Bui !
3 Bun

2 amm
2 2us ]
3 Dun
Er

\
Z 8us |
2 ans \
z 2mo i

1 Ban || |
o 1 Ban {

1 aan | \
- 1

TR

1 wn ll'.

5 Oan

& oan |
A

i /

Tes 3 0=t ope

T3 64 6% 68 16 2 14 18 8 36 22 a4 26 I8 586 53 34
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Formula | dname | Mass | Peak RT (min) | Peak area [ Description |

C24H20N303 | - | 407.22088 | 2.80 | 557577 E7 | - |

Species

Abund: { ts)

lon Mass

Measured Mass

Error (mDa)

Error (ppm)

Ret. Time Error (min)

M+H}+

596990.78

408.22817

408.22792

-0.24891

-0.61

[M+Na]+

55732.20

430.21011

430.20835

-0.76202

-1.77

M+K}+

8379.08

446.18405

446.18376

-0.28063

-0.65

[2M+H]+

35634.15

815.44506

81544598

-3.07984

-3.78

Wednesday, February 22, 2012
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HPLC of 11ap

Area Percent Report Page 1 of |
Data File: C:\HPLC data\Sevil'so3-126CH30H70 H2030 0.1TFA ImL 30min.met2-22-2012 2-36-40 PM.dat
Acquired: 2/22/2012 2:37:03 PM Printed: 2/22/2012
3:19:40 PM

Analyst: System

Sample ID: s03-126 Vial: N/A Injection Volume: 0
1000 4 ﬁelmtion Time - 1000
E 500 - 500 §
% j=4
i 8l
e JULE, = Lo
r; s o 15 . 0 s T »
Minutes
UV-Vis Results
Name Retention Time Area Area Percent _Integration Codes
1.433 29902 0.180 BV
1.800 81700 0.491 VI
11.050 16512161 99.329 BI
Totals
16623763 100.000
Instrument Name: HPLC Software Version: Version 3.1.7
Acquisition Method: CAEZStart\Projects\Default\Method\xin!\CH3OH70 H2030 0.1TFA 1mL
30min.met
Sequence: CAHPLC data\Dan\abe.seq
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23. '"H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 12d
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"H NMR spectrum (400 MHz) of 12d in CDCl;
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BC NMR spectrum (100 MHz) spectrum of 12d in CDCls
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LC-MS of 12d

Mass List Report Page 1 of 1

Sample#: 502-007 Sample Location: P1-B-02 Sample Id: 502-007 Operator: EasyAccess
Data File Nameo: D:\PE Sciex Data\Projects\Sevil Ozcan\08-12\Data\S02-0071-310812-ESI_POS2.wiff Acq Time: August 31 2012,

Method: D:\TOF_Dataldamethods\EASY ACESS1.ANMimass_list.xml
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Peak# | Experiment# | Time | Area [ Most Abundant M. Iscan
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Poak#® : 1 Experiment# : 1 Retention Time : 0.72 min

Friday, August 31, 2012 15:42:17 PM
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HRMS of 12d

Empirical Formula Confirmation Report Page 1 of 1

$02-007 Operator.

1d: EasyAccess
- )2-0071-010311-ES|_POS2.wilf Acq Time: March 01 2011,

Sample Name: $02-007 Sample Location: P1-A-09 Sample
Data File Name: D;\PE Sciex Datal\Projects\Yunting
01:53:16 PM

Method: D:ATOF_Data\damethods\EASY ACESS2. ANMiefe.xmi
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[ Formula | Compound name | Mass | Peak RT (min) | Peak area | Description |

| CisH1aN303 | -

| 337.14284 |

0,66 | 8.94410E6 | ~

[Species

lon Mass

Measured Mass

dance {counts)

Error (mDa)

Ret. Time Error {min)

M+H}

39156.95

338.14992

338.15046

0.53868

Error (ppm)
1.59

M+ Na+

284902.40

360.13186

360.13243

0.56400

1.57

Tuesday, March 01, 2011
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HPLC of 12d

Page 1 of |
Area % Report
Data File: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Data\Sevil\so2-007 60% ACN 40% H20
0.1TFA 1ml 30 min.met 11-18-2010 6-30-22 PM.dat
Method: C:\EZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevil\60% ACN 40% H20
0.1TFA 1ml 30 min.met
Acquired: 11/18/2010 6:32:39 PM
Printed: 12/17/2010 5:35:50 PM
254 | 300
Retention Time |
200 200
£
1001 100
58 |
oo 8
0 - 0
[ 5 1 15 20 2 0
Merwites
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
3.047 4099 0.12 387 0.14
3.760 932 0.03 180 0.06
6.493 3368552 99.85 280929 99.80
Totals
3373583 100.00 281496 100.00
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24. "H NMR, "*C NMR, LC-MS, HRMS and HPLC for compound 12e.
(0]
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"H NMR spectrum (400 MHz) of 12e in CDCl;
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B3C NMR spectrum (100 MHz) spectrum of 12e in CDCls
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LC-MS of 12e

Mass List Report

Page 1 of 1

N

Sample#: 302-070 Sample Location: P1-A-02 Sample Id: 302-070
DIPE Sciex Data\Projects\Sey 08-12\Da

Data File Name; D;

312012, 05:43:17 PM |
Method: D;\TOF_Dataldamethods\EASY ACESS1.ANMimass_list.xml

One or more scans have failed IRM. Review the data file for details.
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Peak# : 1 Experiment# : 1 Retention Time : 1.94 min

Friday, August 31, 2012
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HRMS of 12¢

| Empirical Formula Confirmation Report Page 1 of 1

Sample Name: $02-070 Sample Location: P1-A-03 Sample Id: 502-070
Data File Name: Di\PE Sciex Data\Projects\Sevil Ozcan\09-12\Data\S0

Operator; EasyAccess

September 10 2012, 10;06;42 AM
Method: D:\TOF_Dataldamethods\EASY ACESSZ. ANMiefc.xml

One or more scans have failed IRM. Review the data file for details.
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[ Formula [ compoundname| Mass |

| c23H27N303 | -

| 393 20524 |

Peak RT (min) | Peak area | Descri
1.99 | 1.35953 E7 | ~

| Species

Measured Mass

Error (mDa)

M+H

13244534

394.21252

394 21143

-1.09289

Ret. Time Error (min)

[M+Na]+

13646.46

416.19446

416.19370

-0.76143

Monday, September 10, 2012
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HPLC of 12¢

Page 1 of |
Area % Report
Data File: CAEZChrom Elite\Enterprise\Projects\HTS Chemistry\Data'\Sevil\so2070 60% ACN 40% H20
0.1TFA Iml 30 min.met 4-25-2011 4-22-37 PM.dat
Method: CAEZChrom Elite\Enterprise\Projects\HTS Chemistry\Method\Sevil'\d0% ACN 60% H20
0.1TFA Iml 30 min.met
Acquired: 4/25/2011 4:24:54 PM
Printed: 4/27/2011 10:25:10 AM
Retention Time
75 75
i 0 50
E
. ~
=3 & 0§ 3 5 :
= ~ n - ~ |
5 2 _ e +0
0 5 10 15 20 2% 0
Minutes
1: 254 nm, 4 nm
Results
Retention Time Area Area % Height Height %
0.100 1565 0.05 371 0.40
2.887 11959 0.39 2033 2.19
5.627 23321 0.76 1764 1.90
18.313 2995382 971.73 87886 94.51
26.307 32658 1.07 937 1.01
Totals
3064885 100.00 92991 100.00
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