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MIF is a validated clinical target across
many disease areas

Box 2 | MIF in experimental models and human diseases
Experimental models in which MIF is an important mediator of
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Cortical Breakthrough:
Proprietary cellular assays

 MIF is a unigue protein with unigue mechanisms of
action
— Cellular assays for screening & lead optimisation
have eluded the field

« Cortical has developed proprietary cellular assays
enabling fast compound ranking, SAR, screening

 This enabling technology removes a chronic
roadblock in the field



Cortical’'s MIF Program

1. MIF is a validated target in multiple disease areas

2. Cortical has developed enabling technology that remove a
longstanding roadblock in the field

3. Cortical’'s small molecule MIF inhibitor program has

— POC compounds: efficacy in animal models, nonGLP
tox

— X-ray compound-protein co-crystallography
— Proprietary assays

— Extensive compound library (patents for 3 scaffolds, in
various levels of examination)

— A clear pathway in lead optimisation

Cortical is actively seeking partnering opportunities
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MIF Is a validated target across many 7

disease areas — multiple clear clinical strategies

Indication subset Broad/Common Niche

Asthma flare ARDS
Acute
Colitis flare MS flare

h Acute Myocardial infarction




MIF biology supports therapeutic targeting

Activity
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Targeting MIF opens new broad indications
Example - steroid sparing

Rheumatology 2006; 1 of 7 do1:10.1093 rheumatology kel 142

Review

Macrophage migration inhibitory factor and
glucocorticoid sensitivity

D. Aeberli, M. Leech and E. F. Morand

Glucocorticoids (GCs) are widely used in the treatment of inflammatory diseases including rheumatoid arthritis (RA).
Treatment with GC is associated with significant dose-dependent side-effects. The pro-inflammatory cytokine macrophage
migration inhibitory factor (MIF) has emerged in recent years as a candidate factor which could regulate GC sensitivity. MIF is
induced by GC, and is able to override anti-inflammatory actions of GCs. In this review, we summarize the pro-inflammatory
actions of MIF with respect to RA, describe the interactions between MIF and GC and examin evidence, which identifies
MIF as a specific target for steroid sparing.

Key worps: MIF, Glucocorticoids, Steroid sparing, Rheumatoid :

...evidence which identifies MIF as a specific target for steroid sparing
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Targeting MIF opens new niche indications
Example - accelerated atherosclerosis in RA, SLE

Niature Reviews Drug Discovery | AOP, published anline 13 April 2006; dai:10.1038/ard 2029 R E 1'h'r [ E w 5

MIF: a new cytokine link
between rheumatoid arthritis
and atherosclerosis

Eric F. Marand*, Michelle Leech* and Jirgen Bernhagen'

Abstract | Macrophage migration inhibitory factor (MIF) is well established as a key cytokine
irm immunc-inflammatory diseases such as rheumatoid arthritis. Inflammation is now also
recognized as having a crucial role in atherosclerosis, and recent evidence indicates that
MIF could also be important in this disease. Here, we review the role of MIF in rheumateoid
arthritis and atherosclerosis, discuss the ways inwhich MIF and its relationshipwith
glucocorticoids could link these diseases, and consider the potential of MIF as a new
therapeutic target for small-molecule and antibody-based anti-cytokine drugs.

Morand*, Nature Reviews Drug Discovery, 2006
*Cortical Founder



