PROTEIN BASED
THERAPEUTICS

| " # $$%



"% $ %& & & ' (
& )

1 &*
*



&

(

*
& #8.9%

7!

<
5
a
<



Disease targets

!

Screen libraries

/ N\

Identify mimics for |dentify
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and vaccine development binders for therapeutic
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WOBBEGONG SHARK BLOOD SAMPLE TAKEN LYMPHOCYTE MRNA PREPARATION
FROM SHARK FRACTION ISOLATED MADE FROM
LYMPHOCYTES

cDNA COPIES

CORRESPONDING TO

MRNA FROM ANTIBODY
PRODUCING CELLS
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Lysozyme AMA-1 a-amylase Tom70 PBS

12Y-2 1 AWVDQTPRTATKETGESLTINCVLRD ASFELKOOGWYRTKLGSTNEQSISIGGRYVETVN

61 KGSKSFSLRISDLRVEDSGTYKCQASLPLGDYNYSLLFRGEAGTALTVK



12Y2
14M15

12Y2
14M15

12Y2
14M15

Response

Clone Ko
N 12Y-2 241 x 107 ML
160
1«@ 14M-15 3.26 x 108 M-
120

500 0 500 1000 1500 2000 2500

1 AWVDQTPRTATKETGESLTINCVLRDASFELKD  TGWYRTKLGSTNEQSISIGGRYVETVN
1 AWVDQTPRTATKETGESLTINCVLRDASEFELKD TGWYRTKLGSTNEQSISIGGRYVETVN

61 KGSKSFSLRISDLRVEDSGTYKCQAFYSL  PLGDYNYSLLFRGEGAGTALTVKAAADYKD
61 KGSKSFSLRISDLRVEDSGTYKCQAFYSL | LGDYNYSLLFRGEGAGTALTVKAAADYKD

121 DDDKAADYKDDDDK
121 DDDKAADYKDDDDK _ _



AMA-1 3D7
Binding On-rate: Off-rate:
Vv Mutation Affinity Associati Dissociati
NAR KD on on
(nm) Constant Constant
(1/ms) (1/s)
< > 2.38x10%4+ | 1.32x102
12Y2 None 708 + 357 1 22%10¢ 1.94x10%
CDR3 ( > 8.80x104+ | 2.76x103 +
14M15 Pro90Leu 31:68 8.74x103 7.33x10+
CDR1
Ala27Thr
4 -3
14M8 CDR3 3112 | 832XI07x ) 257107
Phel00Le ' '
u
CDR1
Phe29Leu 8.37x10%4+ | 4.12x104 +
1411 CDR3 48+22 1.05x10¢ 1.65x10
Gly102Arg
CDR3 1.15x10%+ | 7.43x104+
1411-Y2 Gly102Arg 6.4+t16 2 26x10¢ 1565104
CDR3
1411-M15 | Pro90Leu 127x100+ | 6.37x10 7+
Gly102Arg ' '
CDR3
Phel00Le 9.47x10% + | 2.78x103 +
1411-M8 u 570 * 226 1.78x10° 2.12%104
Gly102Arg
No - L
12A9 None No Binding | No Binding
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Growth Inhibition %

120 +

IgNAR GIA on 3D7

IgNAR Conc ng/ml

—6—12A9
—o—12Y2
—&—14M15
—6—1411M15




Streltsovet al. PNAS 2004
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