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MIF is a validated clinical target across 

many disease areas

Calandra, Nature Reviews Immunology, Oct 2003
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Cortical’s MIF Inhibitor Program
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Cortical Breakthrough:

Proprietary cellular assays
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• MIF is a unique protein with unique 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
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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 Target Validation
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Indication
Human disease 

overexpression

Association 

with MIF 

promoter SNPs

Inhibited 

disease models 

in MIF-/-

Data with 

compounds

(*Cortical)

RA √ √ √ √*

SLE √ √ √ √*

Asthma √ n.d √ √

MS √ n.d √ √

Colitis √ √ √ √

Atherosclerosis √ √ √ √*



7MIF is a validated target across many 

disease areas – multiple clear clinical strategies
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Indication subset Broad/Common Niche

Inflammation

Chronic

RA SLE

Asthma MS

Atherosclerosis

Colitis

Acute
Asthma flare ARDS

Colitis flare MS flare

Metabolic/
Cardiovascular

Chronic

Insulin resistance/ Type II 
diabetes

Obesity

Atherosclerosis

Acute Myocardial infarction

Oncology

Colon

Many examplesLung

Stomach
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MIF biology supports therapeutic targeting
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Activity Effect of MIF
Effect of MIF depletion or 

inhibition

Leukocyte recruitment increased decreased

MAP kinase activation increased decreased

Cytokine expression increased decreased

Angiogenesis increased decreased

Apoptosis (eg

macrophage, synoviocyte)
decreased increased

Glucocorticoid sensitivity decreased increased

Insulin sensitivity decreased increased
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Targeting MIF opens new broad indications
Example - steroid sparing
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...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

10

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


