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Å The following iCoTherapeutics Inc. (òiCoó) presentation may contain forward 

looking statements that include discussions of future plans and objectives.  There 

can be no assurance that such statements will prove accurate.

Å Such statements are based on estimates and assumptions that are subject to 

numerous risks and uncertainties beyond the control of iCo that could cause actual 

results and future events to differ materially from those anticipated or projected.

Å Important risk factors that could cause actual results to differ materially from iCoõs

expectations are contained in documents filed from time to time with regulatory 

authorities, most of which are available at  www.sedar.com

Å iCo disclaims any intention or obligation to revise or update such statements.
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Safe Harbour Statement



Å 2nd generation antisense 

Å More stable

Å More potent

Å Less inflammatory

ð Inhibits C -raf expression

ð Blocks MAP kinase signaling

ð In vivo efficacy 

Å Pig model ðbranch vein occlusion

Å Mouse model ðlaser induced CNV

ð Favorable ocular pharmacokinetic profile 

Å T ½ = 6-8 weeks in rabbit and monkey after intravitreal injection

iCo Therapeutics Inc.

iCo-007 Background



Antisense Technology ð

A New Approach for Drug Discovery ðTarget Specificity

iCo Therapeutics Inc.



MOEMOE Deoxy

2nd-Generation Improved Pharmacological Activity of  Antisense 

Oligonucleotides Through  Medicinal Chemistry

Å Chimeric oligonucleotides support 
RNase H activity.

Å High affinity for target RNA.  
Hybridization fidelity maintained. 

Å High stability against nuclease -
mediated metabolism.

Å Permits infrequent dosing

Å Improved toxicity profile relative 
to earlier generation chemistries

Å Lower cost of therapy.
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Ocular PK

Clearance of iCo-007 from Retina-Choroid Following 

Single Intravitreal Injection of 90 µg ASO

Å Clearance from retina is slow

Å Every 4 to 6 week dosing in 

the rabbit  leads to a 2.5 -fold 

increase in concentration

Å Similar half -life in monkey 

retina and choroidT1/2 = 44 days

Tissue Concentration µg/g)

Dose

µg)

Single Multiple x 3

90 32.2  ± 22 81 ± 37 

Time (days)
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Numerous Growth Factor/ Signal Transduction Pathways 

Potentially Down -regulated by iCo-007 (Hypothesis)

VEGF ñ+ò  approach should be more effective in the diabetic retinopathy

indications as more growth factors that signal through c-RAF

have been reported to play a significant role in the disease.

Factors

VEGF bFGF IGF-1 EPO HGF integrins

c-RAF

Kinase

X X X X X X
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Safety / Tolerability Trial
- Diabetic macular edema patients 

- OCT ïretinal thickness, VA

Other

-AMD

-Branch retinal vein occlusion

-Central retinal vein occlusion

-Intraocular neovascularization

or macular edema from

other causes

DME                 DR

- Standalone     -Standalone

- Combination   -Combination

Ph I

Ph II

iCo-007 - Clinical Development Strategy
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iCo-007 Phase I Trial in Diffuse DME

Design:

Å Open label, dose-escalation study in patients with diffuse DME

Å A single intravitreal injection of iCo -007

Å 6-month follow -up

Å Doses ranging between 110 µg -1,000 µg

Å 4 cohorts total (total of 15 patients, 6 in the last cohort)

Å Last patient dosed in August 2009

Investigators: 

Å Dr. Boyer (Retina-Vitreous Associates Medical Group, L.A.)

Å Dr. Lalwani ( BascomPalmer Eye Institute, Miami)

Å Dr. Cousins (Duke Eye Center, Durham)

Å Dr. Gonzalez (Valley Retina Institute, McAllen)



iCo-007 Phase I Trial Inclusion Criteria

ÅDiabetes mellitus type I or II

ÅDiffuse DME within 300 µm of the foveal center

ÅOCT at baseline>250 µm

ÅBCVA at baseline: 60 -15 letters (ETDRS) or 

approximately 20/63 to 20/500 (Snellen)



iCo-007 Phase I Trial Exclusion Criteria

ÅMacular edema not caused by DR

ÅOther concurrent retinal diseases

ÅSevere capillary non-perfusion (avascular zone diameter 

>1,000 microns)

ÅHb A1c >12%

ÅBP > 180/100 mm Hg

ÅSerum creatinine >2.0 mg/dL

Å>2.5 times the upper limit of the normal range for aspartate 

transaminase (AST), alanine transaminase (ALT), or total 

bilirubin



1º Endpoint: Safety

2º Endpoints: Retinal 
Thickness, Visual 
Acuity

Miami, FL

Trial Endpoints

Durham, NCLos Angeles, CA

McAllen, TX



iCo-007 - Phase I Study in Patients with Diffuse DME ð

Patient characteristics

ÅPatients with diffuse DME more difficult to treat

ÅMore chronic course warrants choice of this 

population for a Phase I study

ÅMost received multiple treatments prior to entering 

the study (steroids, anti -VEGF agents, 

photocoagulation)

ÅMany of these patients were non -responders to 

previous treatments
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iCo-007 Phase I Trial Interim Safety and PK results

ÅNo drug-related SAEs to date

ÅNo signs of ocular inflammation to date

ÅNo IOP issues identified in the highest doses to 

date

ÅPK ðtest results available to date indicate that iCo -

007 is below the detectable level of 2.00 ng/mL in 

the blood plasma .
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Patient #1 Cohort 1, Dose Level 110 g ð

Baseline Visit

Macula Fundus Photo Fluoescein Angiongram ï40 seconds Fluorescein Angiogram ï3 minutes

OCT - Vertical OCT - Horizontal

Central OCT ï528 BCVA ï63 letters 
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Patient #1 Cohort 1, Dose Level 110 g ð

Visit 10, Wk24

Macula Fundus Photo Fluoescein Angiongram ï40 seconds Fluorescein Angiogram ï3 minutes

OCT - Vertical OCT - Horizontal

Central OCT ï379 BCVA - 68 Letters
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iCo-007 Intravitreal Injection Phase I Safety and Tolerability
Patient #1 - Cohort 1, Dose Level 110g

Macular Thickness Map

HorizontalVertical

Pre Injection
RCT:  528,  VA: 63 letters

3 Days Post Injection

7 Days Post Injection

14 Days Post Injection

8 weeks post injection

24 weeks after injection
RCT:  379,  VA: 68 letters

12 weeks post injection

18 weeks post injection

4 weeks post injection
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