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||| Lead generation and optimisation
Medimmane using display technology

ScFv potency improvements - 6 projects from Medl Cam  bridge
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» Optimisation can increase potency of initial functi onal leads 100-1000 fold

» Transgenic Mouse and Display technology can be combi ned to optimise
activity and specificity of mouse derived leads if required
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™ Case Study 1 — IGF /Il antibody
Medimmune MEDI-573

Aim — to Generate an Antibody Capable of neutralisin g IGF-1 And IGF-II
Growth and survival signalling via either IGFR1 or IRA
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Glucose growth growth  -ve regulation
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Identified a lead Ab — MEDI 573 from Xenomouse thatb  inds to and
reduced both free IGF-I and IGF-II
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Medimmane MEDI 573 — In vitro activity

Property MEDI 573
IGFII K, (pM) 1.9

IGFI K, (pM) 294

IGF1 pTyr IC50 (nM) 7

IGFII pTyr IC50 (nM) 4

IGFI prolif IC50 (nM) 23

IGFII prolif IC50 (nM) 8




III IR-A receptor expression and Cancer

Medimmune

Insulin receptor (ng/0.1 mg protein)
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Increase in IR (IR-A) seen in
breast, colon, lung, ovary,
thyroid and myosarcoma

IR-A Is often associated with
autocrine IGF-Il secretion

Higher IR expression leads
to higher hybrid receptor

ratio




MOA assay looking at
Inhibition of pIGF-1R
And down stream pIRS-1
In tumour cells




R-/IR-A cells + 40ng/ml IGF-2

MEDI 573 IGF-1R Ab

B
c
S
o)
N
@)
@)

50 12.5 3.125 0.78 0.1950.049 0.0120.0031 0
Conc. (ug/ml)










—%— 1mgkg
........ * 3mg/kg
——J%—- 10 mgkg
—-—k—- 30 mglkg

Study Day

—+——  1mgkg
........ R STETRE 3 mg/kg
———+—— 10mglkg
—-—+—- 30 mgkg

Study Day
















proliferation

w0

40

20

0
0.001 0.1 0.1 1 10 100

MEDI-575 (M)

phospho
signal (%)

—4—p-PDGFRa
—8—p-MAPK
-~ = p-Akt

10 100

MEDI-575 (nM)
















