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R3 

119 Cyclohexylacetic Acid 
tert-buty cyclohexylmethyl 

sulO1 

116 Trimethylacetic Acid 

109 Hydrocinnamic Acid 
phenethyl 102 3-Methoxyphenylacetic Acid 

3-methoxybenzyl 

-1N 

111 Butyric Acid 
4-t-butyl-cyclohexyl propyl 

130 Cyclopentylacetic Acid 112 Heptanoic Acid 
cyclopentylmethyl hexyl 

Figure 9A 
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R3 

134 2-Norbornaneacetic Acid 

2-norbornylmethyl 

118 Cyclohexanecarboxylic Acid 

Cyclohexyl 

su 
108 Phenylacetic Acid 

1293,3-Diphenylpropionic Acid 123 Cyclobutanecarboxylic Acid 
Cyclobuty 2,2-diphenylethyl 

Figure 9B 
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120 Cyclohexanebutyric Acid 

- 

128 1-Adamantaneacetic Acid 

1-adamantymethyl 

1) 
124 Cyclopentanecarboxylic Acid 
cyclopenty 

113 Isobutyric Acid 4-methylbenzy 

isopropyl or 
1054-isobutyl-alpha-methylphenylacetic Acid 

101 p-Tolylacetic Acid 

1-(4-isobutyl-phenyl)-ethyl 

Figure 9C 
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Figure 10 
P882 controls 

All the compounds below have activity at 8 ug/ml 
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4es -p-fluore-pte 
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48 -2-chloro-phic 
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1490-Ethyl-L-Tyr 

50 o-Ethyl-D-Tyr 

Y-KX-, 
52 O-Methyl-d-tyr 

1N1 Y1 
185 eptanoic acid 

89 3-Methylwateric acid 

--- 
90 4-Methylwaleric acid 

i66 --Napthyladanine 

233 Cyclohexaccarboxylic acid 

234. Cyclohexylacetic acid 

C 
236 Cycloheptanecartboxylic acid 

O) v. 
240 3-Cyclopentylpropionic acid 

FC Cf 
249 3,5-bis-(trifluoronethyl)phenylacetic acid 
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A TPI 1391 
N-Benzyl-1,4,5-trisubstited-2,3-diketopiperazines 

R2 

N 
O 1N 

O R ;C 
TPI 1396 
Polyphenylureas 
Diphenyl or Triphenylureas 

NH 
O= R2 

N 1N HN-n's 1Nsr, 
O= R =G 

NH NH 

Figure 14A 
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B 

TP1391-28 

Exact Mass: 615.31 

TP1396-34 O1 

NH 
O= 
HN N1--N 

o=d 

Exact Mass: 611.38 
TP1396-11 

O 

Exact Mass: 747-48 

TP1391-21 

oil. 
on--> O 

Exact Mass. 541.37 

TP1396-22 

m 

HN w N 

O= - 
NH 

Exact Mass: 655.35 

TP1396-12 

O 
O osn 
NH 
FC 

Figure 14B 
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NH 

Exact Mass: 723.48 
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3 9 H2N NH2 (CC) HN NH2 (CC) r 
r O. NH NH2 

O1 NH O NH2 O- N 
On-'' C O O C O H 5 

15 

-" (CC) 
O1 N 

NH H H 2 
N.' 
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CAHACNO MSW339 

19 

Y HN NH, s-V r". O1 NH O 
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Figure 20A 
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27 33 

H2N NH2 S \ HN NH2 S N 

Sa. r". O1 NH O 
NH2 O NH H O NH2 

N N 
H N 

O O O H 

Cl C C 
HaCl-NOAS Casha CINOS s NW'97. 

35 

HN NH S \ r"r O O1 NH NH2 

N O O 

NH2 
Caha,N7OAS MW 334 

Figure 20B 
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TPI1349 Structures MW Exact lowest) 
Mass ug/ml * 

N 

O 

N 
NH u?oir -- c. 

Boc-D-(2-Naphthyl)-alanine Boc-L- 
1 Tryptophan(Formyl)4-Vinylbenzoic acid 544.74 544.32 

622.86 

N 

668.73 | 668.29 

o: 
Boc-D-(2-Naphthyl)-alanine Boc-L- 
Tryptophan(Formyl)4-Ethyl-4-Biphenylcarboxylic 
acid 

2 

Boc-D-(2-Naphthyl)-alanine Boc-L- 
Tryptophan(Formyl)3,5-Bis-(trifluoromethyl)- 
phenylacetic acid) 

Figure 21A 
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Boc-D-(2-Naphthyl)-alanine(Boc-L- 
Tryptophan(Formyl)4-Biphenylcarboxylic acid) 594.80 594.34 5 

Boc-D-(2-Naphthyl)-alanine Boc-L- 608.83 608.35 5 
Tryptophan(Formyl)4-Biphenylacetic acid 

Boc-D-(2-Naphthyl)-alanine Boc-L-(2-Naphthyl)- 
alanine4-Vinylbenzoic acid) 54174 54.31 5 

Figure 2A (cont.) 
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lowest) 
ug/ml * 

Boc-D-(2-Naphthyl)-alanine Boc-L-(2-Naphthyl)- 
alanine)(4-Ethyl-4-Biphenylcarboxylic acid) 619.85 619.36 

Boc-D-(2-Naphthyl)-alanine Boc-L-(2-Naphthyl)- 
alanine 3,5-Bis-(trifluoromethyl)-phenylacetic acid) 665.72 665.28 

Boc-D-(2-Naphthyl)-alanine Boc-L-(2-Naphthyl)- 591.80 59.32 15 
alanine4-Biphenylcarboxylic acid) 

Figure 21A (cont.) 
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TPI1349 Structures MW Exact lowest 
Mass ug/ml 

605.83 605.34 

544.74 544.32 

622.86 622.37 12 Boc-D-(2-Naphthyl)-alanine)(Boc-D-Tryptophan)4- 
Ethyl-4-Biphenylcarboxylic acid 

Figure 21 A (cont.) 
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TPI1349 Structures MW Exact lowest 
Mass ug/ml * 

CF ^- N w 

Boc-D-(2-Naphthyl)-alanine Boc-D- 
13 Tryptophan 3,5-Bis-(trifluoromethyl)-phenylacetic 668.73 668.29 25 

acid 

M 

u? C O g 
m 

O N-- N h 

14 Boc-D-(2-Naphthyl)-alanine Boc-D-Tryptophan)4- 59480 594 34 15 
Biphenylcarboxylic acid 

N 

?hC) O 

-n- NH 

15 Boc-D-(2-Naphthyl)-alanine Boc-D-Tryptophan)4- 60883 608.35 25 
Biphenylacetic acid 

Figure 21 A (cont.) 
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Structures MW Exact lowest 
Mass ug/ml * 

Boc-L-(2-Naphthyl)-alanine Boc-L- 544.74 54432 15 
Tryptophan(Formyl)(4-Vinylbenzoic acid 

Boc-L-(2-Naphthyl)-alanine Boc-L- 
Tryptophan(Formyl)4-Ethyl-4-Biphenylcarboxylic 622.86 622.37 5 
acid 

668.73 

TPI 1349 

Boc-L-(2-Naphthyl)-alanine Boc-L- 
Tryptophan(Formyl)(3,5-Bis-(trifluoromethyl)- 
phenylacetic acid) 

Figure 21A (cont.) 
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TPI1349 Structures MW Exact lowest) 
Mass ug/ml * 

N 

O 

Boc-L-(2-Naphthyl)-alanine) Boc-L- 
19 Tryptophan(Formyl)4-Biphenylcarboxylic acid 594.80 594.34 5 

608.83 608.35 5 

54174 541.31 15 

Boc-L-(2-Naphthyl)-alanine Boc-L- 
Tryptophan(Formyl)4-Biphenylacetic acid 

o 
Boc-L-(2-Naphthyl)-alanine Boc-L-(2-Naphthyl)- 
alanine)4-Vinylbenzoic acid 

Figure 21 A (cont.) 
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TPI 1349 Structures MW Exact lowest) 
Mass ug/ml * 

22 Boc-L-(2-Naphthyl)-alanine) Boc-L-(2-Naphthyl)- 619.85 619.36 5 
alanine)4-Ethyl-4-Biphenylcarboxylic acid 

23 

59.80 59.32 

n CF3 

O N. 

C 

Boc-L-(2-Naphthyl)-alanine Boc-L-(2-Naphthyl)- 
alanine)(3,5-Bis-(trifluoromethyl)-phenylacetic acid 

H 

N 

oo: 
24 (Boc-L-(2-Naphthyl)-alanine)(Boc-L-(2-Naphthyl)- 

alanine)4-Biphenylcarboxylic acid) 

Figure 21A (cont.) 
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MW Exact lowest 
Mass ug/ml * 

605.83 

544.74 

Boc-L-(2-Naphthyl)-alanine Boc-D-Tryptophan)4- 
Ethyl-4-Biphenylcarboxylic acid) 

TPI349 Structures 

622.86 622.37 

Figure 21 A (cont.) 
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TPI349 Structures MW Exact (lowest) 
a Mass ug/ml * 

N 

CF3 O 

CF is "r 

668.73 | 668.29 5 

594.80 

608.83 608.35 

Boc-L-(2-Naphthyl)-alanine) Boc-D-Tryptophan 3,5 
28 Bis-(trifluoromethyl)-phenylacetic acid 

Boc-L-(2-Naphthyl)-alanine Boc-D-Tryptophan 4 
9 Biphenylcarboxylic acid) 2 

uti) 
1 are 

9. 
Boc-L-(2-Naphthyl)-alanine Boc-D-TryptophanA 
Biphenylacetic acid 

30 

Figure 21 A (cont.) 
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TPI 1349 

372.56 372.29 25 

Boc-L-Leucine Boc-L-Phenylalanine)(3,5-Bis- 531.58 531.27 1 
trifluoromethyl)-phenylacetic acid 

-O", 
33 Boc-L-Leucine Boc-L-Phenylalanine 4 

Vinylbenzoic acid 
407.60 407.29 

Figure 21A (cont.) 
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TPI1349 Structures MW Exact lowest) 
Mass ug/ml * 

S 
O ? 

34 Boc-L-Leucine Boc-L-Phenylalanine)4-Ethyl-4- 485.72 485.34 >25 
Biphenylcarboxylic acid . 

Figure 21 A (cont.) 
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FIGURE 21C 
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i. 
° N . . . . p 3 

TPI 1349. 
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e c 

100 ug/ml 10, 2003 

FIGURE 21D 
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FIGURE 25 
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