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Figure 1

a

loop 1 loop 2
P . P Z\me NH,
library 5x5 AfxxxxxEIxxxxx[EA - phage pIII H w\
. , , - n=3,506
library 3x3 A aAfxxxfxxx[lA - phage pIII
library 3x3 B  x[elx x X&) X X X8l X - phage pIII S 2
clone: amino acid sequence: clone: amino acid sequence: clone: amino acid sequence:

1 23456789 10111213415 1 2345678% W11 123 454678%9%1011

PK100 AC ARNS R TV A PK117 A A PK125 8 N 4 P
PK101 R Y R A PK118 A A PK126 X T 4N D
PK102 R R A PK119 A A PK127 R N R B
PK103 AL K A PK120 A A PK128 D Q R B
PK104 AN R G PK121 A A PK129 Q g E ] R M4
PK105 S hi R A PK122 A A PK130 M D R B
PK106 1 W R A PK123 A A PK131 S A R
PK107 g W A PK124 A A PK132 v P L3 P
PK108 T K R A PK133 v G} R
PK109 S K R - A PK134 K Q R K
PK110 N R : A PK135 v S R 3
PK111 GV R A PK136 R E 2
PK112 TY 1 § A PK137 R Q I S
PK113 AD Al A PK138 L T R B
PK1l14 GG N A PK139 G A R G
PK115 GG N K A PK140 R T 3G L
PK116 FP D A PK141 D Q4 . S

PK142 T R j R A

PK143 Q1 Q j§ T L
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Figure 2
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Figure 3
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06-34 Position W2 substitutions
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06-58 Position G1 substitutions
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Figure 6
(6-58 Position G1 substitutions
10nM hPK
300
g
B
8 0
5 &
Py
g 004 e e B i e -
< ¥+
> y {yg

KLMHNPQRST WY

Substitution

06-58 Position P3 substitutions.
10nM hPK

% Parent binding

Y

2 EFGH I K
Substitution
06-56 Position N5 substitutions
100 hPK
300
¥
E 200
H ¢
| I - N e
3 J&,ﬁ
PR . Sy g w5} o ™ o g N 3
2 CEF G H i LMNPQRS TV -~ Y
Substitution
06-56 Position T7 substitutions
10nM hPK
300
[~d
&
E o
é q‘*‘#
B HODf - - e i e e e —;&M‘
¥t
91K o 4 W5 - | %%
2 . DEFGH TLMNPQR I TVWY
Substitution
06-56 Position T2 substitutions
10nM hPK
300
F
% 200
S
E FDO o o i i e e O e -
3 &

RS T

(14
VWY

& DEFG» KLuNPGQ
Substitution

6/23

6-56 Position G2 substitutions
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Figure 7
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Figure 10
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Figure 12
Tryptophan 4-pyridy! 3-pyridy! 1-naphtyl 2-naphtyl
A!anine Alanine Alanine Alanine

n_.w——«‘lzwwu-—m NJN*TH*C*OH

e

H—TMJ—W HN *""L'*&h N;N— F'Z—L‘w

5 b

Trp 4-PAI 3-PAl 1NAI
Cyclohexyl 4,4 Biphenyi 3,3 Dipheny! Tetrahydro
Alanine Alanine Alanine norharman
3 -carboxylic acid

l
f
gt (o s O

o,

@ ~

g G G O

[

O

Cha 3,3 DPAI
4,4 BPAI
Figure 13
Proli trans-hydroxy 4-fluoro 4-phenyl 4-benzyl Indoline-
ine . Proling Prollne Proline Proline carboxylic acid
l)
I I H q
C. C. ”
\on HN- \m [2 Y— d
\OH
1 ; = : ’
P
Pro HyP 4FluoPro \
) 7
_ Tetrahydro- Tetrahydro 4PhenylPro 4BenzylPro Ind
isoquinoline-3- norharman
carboxylic acid 3 -carboxylic acid o . . .
] Azetidine Pipecolic Amino
o ’J carboxylic Acid isobutyric
(];l HN o acid acid
HN- \DH
0 (o [$
— I I I
HN / \ m--—w —-S OH wm-»mm&\u \U“
g <
Pip Aib

Tic NorHar Aze



13/23

Figure 14

120-
100-
80+
60-
40-
20-

Ac-06-34-18(TMB)
Ac-06-34-18(TMB) Aze3
Ac-06-34-18(TMB) NMeR5
Ac-06-34-18(TMB) Aze3 NMeR5

4 » = @

¥ ’
12 -10 -8 -6 -4

20 bicycle concentration [logM]

% activity (normalised, RFU/min)

Figure 15

Ninminm 2-Aminobutyric  peta-Alanine
Acid

o) Q

]

C.

C HyN.
L ’/ \on ! j/ \DH . N \un

i Aba b-Ala

2!

Amino Dipropyl Penicillamine
isobutyric Glycine

acid 2

J

bt HN
‘l;' (“ ‘ \on
o o

Hiuw-m.un§ \QH FNnin \on

Aib Dpg Pen

=]

Figure 16
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Figure 17:
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Figure 18b:
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Comparative Plasma assays: 06-34-18 NMe-Arg5
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Figure 19b
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Figure 19d
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Figure 22
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