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Note: Size of bubble represents relative market siz e

Big Pharma Presence in Selected TAs (2004E WW Sales  in $Billions)

Big Pharma Has Limited Presence 
In Ophthalmology

EvaluatePharma, DH analysis 
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Infectious 
5%

Corneal
5%

DR
5%

AMD
9%

Glaucoma
13%

Other
14%

Cataracts
49%

Surgical Care
(topical anti-
inflammatory 
agents, anti-
infectives)

Meds delay and 
work adjunctively 
with surgery

Third 
World 
issue

The Market Seems Large

• 161 MM 
Worldwide with 
Low Vision

• 37 MM Blinded by 
Disease

WHO global causes of blindness 2002 WHO figure 04.138
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Epidemiology is On Par with Other
Specialty Markets

American Cancer Society, Foundation Fighting Blindness; DH analysis

Note that the 
elevated IOP market 
is significantly larger 

than glaucoma 
incidence and DME 

reflects the most 
severe subset of 

diabetic retinopathy.
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60% w/Tarceva
(9% have tumor shrinkage)

95% w/Lucentis
(25% improve vision)

Clinical Benefit Rate

183,000 

200,000

US Annual 
Incidence

31% OSNSCLC

95% PFSWet AMD

1 year 
OutcomesDisease

NSCLC Patients, US
Tarceva US NSCLC Sales

AMD Patients Have a Longer Progression 
Free Survival

Adis R&D Insight, Tarceva drug monograph, 
Tarceva sales forecast- Morgan Stanley, October 14, 2005
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EvaluatePharma, Wasson JH et al; “Transurethral Resection of the Prostate Among Medicare Beneficiaries: 1984 to 1997.” 
The Journal of Urology; V. 164; 10/00; p1212; DH analysis

Frequency of TURP Decreases as BPH Pharmacotherapy Sales Increase
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Big Pharma Has Successfully Entered Other 
Procedure/Surgery Dominated Markets
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Potential for Repurposing of Drugs From 
Big Pharma Dominated Therapeutic Areas

Drug Monographs
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• Recombinant humanized 
monoclonal Ab

• Binds to multiple forms of VEGF.

• 1/3 the size of Avastin

• Penetrates retina more efficiently.  

• Binds to VEGF isoforms with at least 10 fold greater 
affinity (Site-directed mutagenesis and affinity 
maturation were used to increase the affinity for 
VEGF over Avastin)

Full length mAB

Fab fragment including 
antigen binding site

Potential for Repurposing of Drugs From 
Big Pharma Dominated Therapeutic Areas

Adapting

J Mol Biol.  1999; 293(4):  865-81; Invest Ophthalmol Vis Sci.  2005 Feb;46(2):726-33; www.genentech.com
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Patients with mean baseline
intraocular pressure of 24-25 
mmHg who were treated for 6 
months in multicenter, 
randomized, controlled trials 
demonstrated 6-8 mmHg 
reductions in intraocular
pressure. This IOP reduction
with latanoprost 0.005% 
dosed once daily was 
equivalent to the effect of 
timolol 0.5% dosed twice 
daily.

Innovations Have Been Well Rewarded

$0

$200

$400

$600

$800

$1,000

$1,200

$1,400

$1,600

$1,800

19
96

A
19

97
A

19
98

A
19

99
A

20
00

A
20

01
A

20
02

A
20

03
A

20
04

A
20

05
E

20
06

E
20

07
E

20
08

E
20

09
E

WW Xalatan Sales ($ Millions)

EvaluatePharma, DH analysis



DH Insight Briefing - Ophthalmology
November, 2005 - Pg. 11 © Defined Health, 2005

Clinical Evaluations: 
Four multicenter, randomized, adequate and well-controlled clinical studies were performed in 
approximately 1200 patients with moderate to severe keratoconjunctivitis sicca. RESTASIS™ 
demonstrated statistically significant increases in Schirmer wetting of 10 mm versus vehicle at 
six months in patients whose tear production was presumed to be suppressed due to ocular 
inflammation. This effect was seen in approximately 15% of RESTASIS™ o phthalmic 
emulsion treated patients versus approximately 5% of vehicle treated patients. Increased 
tear production was not seen in patients currently taking topical anti-inflammatory drugs or 
using punctal plugs.

Reformulated 
cyclosporine

Moderate 
efficacy

Painful 
administration

=
2009 Peak 
sales of 
$342M

+

Even Non-Ideal Products Can Have Success 
Given the High Unmet Need

EvaluatePharma, Restasis Drug Monograph



DH Insight Briefing - Ophthalmology
November, 2005 - Pg. 12 © Defined Health, 2005

Visudyne                                in patients  
with predominantly classic subfoveal

choroidal neovascularization

34%12% 
Severe vision 
loss (>6 lines)

40% (1yr)
31% (2yr)

67%  (1 yr)
59%  (2 yr)

Lost less than 
3 lines

PlaceboVisudyne

Even Non-Ideal Products Can Have Success 
Given the High Unmet Need

2006E U.S. peak sales = $230.7 M 
(SG Cowen, 11-01-05 )

delays vision loss

SG Cowen; DH analysis
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Angiogenesis is the Central Component of 
Wet AMD
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Mouse cornea model 
of neovascularization
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AMD Had to Await Development of Anti-
Angiogenics for Cancer…

http://rex.nci.nih.gov/behindthenews/uangio/03uangio/03uangio.htm, 
www.avastin.com, www.Sirna.com, ACS, FFB
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…Even Though the Sales Potential Is Similar 

$3.4 B$3.3 B
Market potential 
(assuming 100% 
penetration)

$5,000 
($4,400-$5,600 depending on 

patient weight)

$1,000 
(based on cost of 

Macugen)

Cost per cycle

1117 over 2 yearsNumber of cycles

11 months 
(median progression free 

survival)

2 years
(potential to continue until 

visual loss)

Length of Therapy

Breast cancer, lung cancer, etc.Diabetic retinopathyAdditional Market 
Opportunities

60,000 metastatic colorectal 
cancer patients per year 

200,000 new wet AMD 
patients per year

Eligible US patient 
population

AvastinLucentis

American Cancer Society, Foundation Fighting Blindness; DH analysis
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October 2, 2002 

New Drugs Show Signs of Helping Vision Problem for Elderly 
By ANDREW POLLACK 

Experimental drugs show preliminary signs of improving eyesight in some elderly people 
who suffer from a disease that causes blindness, scientists said at a conference here 
today. 

The drugs, still in clinical trials, are intended to treat age-related macular degeneration, 
the leading cause of blindness in the elderly. 

In a 64-patient trial, 26 percent of the patients treated with one drug, rhuFab V2, had 
improved vision of at least three lines on an eye chart after three months, doctors 
reported at Retina Congress 2002. Such a gain can allow people to resume reading or 
driving, ophthalmologists said…

RhuFab ( Lucentis ) Draws Attention to the 
Ophthalmology Market
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PFIZER, EYETECH PHARMACEUTICALS ENTER 
GLOBAL COLLABORATION FOR POTENTIAL 

TREATMENT FOR BLINDNESS

New York, NY, December 18, 2002 - Pfizer Inc and Eyetech
Pharmaceuticals, Inc. today announced they have entered into an 
agreement to jointly develop and commercialize Eyetech’s Macugen™ 
(pegaptanib sodium), a potential treatment for age-related macular 
degeneration (AMD) and diabetic macular edema (DME), both leading 
causes of blindness.
Under terms of the deal, which is subject to government approval, 
Pfizer will make initial payments of $100 million, with the potential for 
an additional $195 million in milestone payments based on worldwide 
regulatory submission and approvals. Eyetech also has the potential to 
receive up to an additional $450 million in milestone payments, which 
are contingent upon successful commercialization of Macugen™ and 
based on attainment of agreed-upon sales levels.
Pfizer will also fund the majority of the ongoing development costs for 
both the AMD and DME indications. Further, if approved, Macugen™ 
will be co-promoted by Eyetech and Pfizer in the United States where 
Eyetech will have an ophthalmology sales force and record sales. 
Outside of the United States, Pfizer will market the product exclusively 
under a royalty-bearing license. Additional payments are subject to 
worldwide Macugen™ sales. Further terms of the deal were not 
disclosed. (PRN Newswire)

Pfizer Goes for the First Mover Advantage

• First mover

• Same target mechanism

• Same administration

• Dosing advantage       
(q 6 wks vs q 4 wks)

• Similar phase II data (25% 
vs. 21-32% improved 
vision)

Macugen Looks Better 
than Lucentis :
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Phase III Reveals Major Data Differences

Anti-VEGF 
Antibody fragment 
4 week dosing

vs.
Pegylated anti-
VEGF aptamer
6 week dosing

RBC Capital Markets, Nov 2005, DH analysis
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$760MMacugen for AMD and DMEPhase III12-02Pfizer / Eyetech Pharmaceuticals

Not available
Lucentis for Age-Related 

Macular Degeneration
Phase III06-03Novartis Ophthalmics / Genentech

Not availableMacugen fill and finishPhase I11-03Eyetech Pharmaceuticals / Gilead

Not available
PTK787 for "wet" age-related 
macular degeneration (AMD)

Research 
project

01-05Novartis / Schering AG

Not available
Treatment for diabetic macular 

edema (DME)
Formulation02-05

Alimera Sciences / Control Delivery 
Systems

Not available
Gene discovery associated 
with macular degeneration

Discovery03-05University of Iowa / ParAllele Bioscience

Not availablePOSURDEX-R- in JapanPhase III03-05Sanwa Kagaku Kenkyusho / Allergan

Not available
Compounds for Age-Related 
Macular Degeneration (AMD)

Lead 
Compound

07-05Allergan / Pharmacopeia

Value           
($ Millions)

Description / 
Products

StageDateParticipants

Other Ophthy Players Make Moves for AMD

Not available
Compounds for age-related 

macular degeneration (AMD)
Lead 

Compound
07-05Allergan / Pharmacopeia

Not availablePTK787 for "wet"  (AMD)
Research 

Project
01-05Novartis / Schering AG

Not availableLucentis for AMDPhase III06-03Novartis Ophthalmics / Genentech

EvaluatePharma, Recombinant Capital
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EvaluatePharma, Recombinant Capital, DH analysis

Ophthalmology Deal Space is Very Active, 
Considering Its Relatively Modest Size
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Metabolic Disease               
(Type II Diabetes)

Respiratory                      
(Asthma / COPD)

Cardiovascular 
(Hyperlipidemia)

PPARs / DPP IV inhibitors

Inhaled � -agonists, inhaled 
steroids & combo therapies

HMG-CoA reductase 
inhibitors (statins) 

Gastrointestinal / Ulcers            
(GERD)

PPIs

Therapeutic Area / 
Key Disease Area

Key Drug Category / Current or 
Emerging Standard of Care

GSK, Lilly / Takeda,             
BMS / Merck

AZN, BI, GSK, Pfizer 

AZN, BMS / Sankyo,         
Merck, Pfizer 

Abbott / Tap, AZN,                
J&J, Wyeth

Current or Projected 
Market Dominance

Ophthalmology                  
(AMD)

VEGF inhibitors
Genentech, Novartis, 

Pfizer

The Serious Players Need to Catch the 
Next Wave of Innovation
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CAGR

24%

46%

(9%)

(32%)

AMD Will Be the Main Growth Driver in the US 
Ophthalmology Market for the Next 5 Years

Lucentis

Note:  CAGR for First Year Sales to 2010
SG Cowen, Nov 2005, DH analysis
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FORT WORTH, Texas--(BUSINESS WIRE)-
-Oct. 13, 2005--Alcon, Inc. (NYSE:ACL) 
reported 24 month data from its comparative 
study of RETAANE(R) 15 mg (anecortave
acetate suspension) versus VISUDYNE(a) 
photodynamic therapy (PDT) in the treatment 
of wet age-related macular degeneration 
(AMD). The data will be presented at the 
annual meeting of the American Academy of 
Ophthalmology this weekend in Chicago.

Safety of Alcon's
RETAANE(R) Suspension 
Confirmed at 24 Months; 
Data Supports Clinical 
Equivalence to VISUDYNE

Will Alcon Be an AMD Wipe Out?

Alcon press release from Businesswire.

…there does not appear to be a role 
for a drug with great dosing but only 
PDT-like results. Lucentis has changed 
the efficacy bar in this disease.
-Morgan Stanley AAO Coverage, 10/17/05

…there does not appear to be a role 
for a drug with great dosing but only 
PDT-like results. Lucentis has changed 
the efficacy bar in this disease.
-Morgan Stanley AAO Coverage, 10/17/05

Retaane data not compelling
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SAN FRANCISCO, Sept. 29 /PRNewswire-FirstCall/ --
Sirna Therapeutics, Inc. (Nasdaq: RNAI), announced 
today it has entered into a multi-year alliance with 
Allergan, Inc. (NYSE: AGN) to develop Sirna-027, a novel 
RNAi-based therapeutic currently in Phase I for age-
related macular degeneration (AMD), and to discover and 
develop other novel RNAi-based therapeutics against 
select gene targets in ophthalmic diseases.

Sirna Therapeutics and Allergan Enter 
Into Strategic Ophthalmology Alliance

Allergan Comes Late to the Game

Sept.29, 2005

Phase I
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The Current AMD Pipeline is Dominated by 
Anti-VEGF Therapies

Phase II in myopic macular 
degeneration in Nov 04; Phase I/II 
completion in Wet AMD due 2005

-Tubulin inhibitor
Combretastatin A4 Prodrug 

(Oxigene)

Early developmentSystemic (Oral)
Multi-targeted VEGF R-TK 

inhibitor
Vatalanib

Phase ISystemic (IV)Alpha-VEGFVEGF Trap

Phase IOral?VEGF antagonistNx 1838

Phase IIntravitrealVEGFR1 + PGF SirnaSirna 027

Phase IIIntravitrealSirnaCand5 (Acuity)

Phase II; 18 of 20 patients had 
stable vessels at 4 months

Systemic 
(weekly PO)

Alpha-angiogenicEvizon (squalamine, Geneara)

Extensively used off-label for DME, 
less so far for AMD; In Phase II, 8% 

of patients showed decreased 
blood vessels and 25% showed no 

worsening of blood vessels

IntraocularSteroidKenalog (triancinolone, QLT)

Failed to meet non-inferiority 
endpoint in initial phase III analysis

Non-inferiority met at 24 months
JuxtascleralAngiostatic steroid

RETAANE 
(anecortave, Alcon)

Clinical Status / 
Comments

Delivery 
Method

MOADrug (Company)

- Not Exhaustive -

Adis R&D Insight, IDdb
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95% of patients 
taking Lucentis
maintained or 
improved vision 
after one year.

95% Seems Hard to Beat…

RBC Capital Markets, Nov 2005, DH analysis
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Trial Design Differences May Account for Large 
Difference In Efficacy

RBC Capital Markets, Nov 2005, DH analysis

All three subtypes 
including predominantly 
classic patients with a 
higher rate of natural 
disease progression

Occult and minimally 
classic onlyPatients enrolled

55%70%62%95%
Maintained vision
(<15 letters lost)

PlaceboMacugenPlaceboLucentis

EOP1003/04MARINA
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Could Macugen Have a Long-Term Safety 
Advantage?

Macugen Drug Monograph, Genentech Press Releases, 

Endophthalmitis, retinal 
detachment, traumatic 
cataracts (2 year data)

Endopthalmitis, conjunctival
hemorrhage , eye pain, 
increased intraocular pressure 
and vitreous floaters (1 year 
data)

Adverse events

55%70%62%95%
Maintained 
vision
(<15 letters lost)

VEGF 165, which is thought 
to be the prominent 
contributor to choroidal
neovascularization (wet 
AMD).

All VEGF subtypes, may be 
increased risk of hemorrhage

Target

PlaceboMacugenPlaceboLucentis

EOP1003/04MARINA
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“… the buzz around Avastin use that began at ASRS this summer 
continued to build, and physicians appear to view t his as a more
potent drug than Macugen. Many remain optimistic th at Avastin
will have similar efficacy to Lucentis at a lower pr ice with less 
frequent injections…”

- Morgan Stanley analyst report post 10/05 AAO meeting

40%

Could Avastin Be Better?
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5.5

FOLFOX4 
+ 

placebo

10.6

(HR = .54)

IFL + 
Avastin

7.7 

(HR = .67)

5.8High LDH 
group

6.2

IFL

7.4

(p=.0003)

7.7 

(HR = .88)

7.6PFS 
(months)

7.7

FOLFOX4 
+placebo

7.7 

(HR = .97)

Low LDG 
group

FOLFOX4 
+ Avastin

FOLFOX4 + 
vatalanib

No differences in PFS in 
subgroup analysis by LDH, 
performance status or any other 
stratification criteria

Vatalanib failed to prove as effective as Avastin in colorectal cancer.
Could it possibly beat Lucentis in wet AMD?

If Avastin is the Benchmark, 
Lucentis May Well Be Hard to Beat

Data from ASCO.org virtual meeting abstracts

Second-line
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CAGR (04-09)

4%

46%

14%

Wet AMD 
(Nov 2005 Forecast)

24%

Revised 
downward 
projection 

attributable to 
“off-label” 

Avastin use

Will Avastin Cannibalize AMD Sales?

SG Cowen, March & Nov 2005;  DH analysis
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Raising the Bar to Improving Vision
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Better Than a Poke in the Eye

Not Available

Aeon delivery for macular degeneration, edema & 
uveitis.

$356/99-12/01Bausch & Lomb / 
Control Delivery 
Systems

Phase I

Development of non-invasive drug delivery 
system for Eyetech's investigational therapy 
targeting AMD.

Oct-01Eyetech
Pharmaceuticals / 
IOMED

Discovery
Treatments for cancer & macular degeneration. 
Drug delivery, oral synthetics.

Oct-01Merck KGaA / 
Targesome

Lead Molecule

Panzem angiogenesis inhib for macular 
degeneration. Panzem will be assessed for 
development using Oculex Pharmaceuticals' 
proprietary biodegradable drug delivery platform 
technology. 

$41Jan-02

Allergan / EntreMed

Phase III

PEG technology for Macugen (EYE001 anti-
VEGF inh). Includes Shearwater PEGylation
technology and one that uses the inhaleables
technology.

Feb-02
Eyetech
Pharmaceuticals / 
Nektar Therapeutics

Discovery

Anti-angiogenic therapeutics for AMD and DR. 
Includes LentiVector® for delivering genes to the 
eye. 

May-02Institute of 
Ophthalmology / Oxford 
BioMedica

Phase I 

Sirna-027 and RNAi products for ophthalmology.
Allergan brings proprietary ocular drug delivery 
technologies for administration of RNAi-based 
therapeutics.

$250Sep-05Sirna
Therapeutics/Allergan

Stage at 
SigningDescription/Products

Value 
($mln)DateParticipants

Recombinant Capital, EvaluatePharma
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Steep Learning Curve for 
Novel Delivery Systems

RETAANE(R) 15 mg (anecortave acetate for depot suspension) is the only 
therapy for AMD that uses the unique delivery system of posterior juxtascleral
depot (PJD). During the procedure, RETAANE(R) is drawn into a blunt-tipped, 
curved cannula and then delivered in direct contact with the outer surface of the 
sclera without puncturing the eyeball. This method of delivery for RETAANE(R) 
avoids the risk of intraocular infection and retinal detachment, the most 
common side effects associated with frequently injecting therapeutic agents 
directly into the eye. RETAANE(R) requires less frequent administration (once 
every six months) compared to some other investigational angiogenesis 
inhibitors, which are injected into the eye as often as nine to 12 times a year. 
According to an independent safety panel, no clinically relevant side effects 
were associated with RETAANE(R) or the PJD procedure. 

Although seemingly 
quite simple, 
anecortave depot 
represents a 
unique delivery 
approach for 
clinicians.

Although seemingly 
quite simple, 
anecortave depot 
represents a 
unique delivery 
approach for 
clinicians.

Alcon believed 
drug reflux due to 
poor injection 
technique was a 
contributing factor 
to negative interim 
data.

Alcon believed 
drug reflux due to 
poor injection 
technique was a 
contributing factor 
to negative interim 
data.

Alcon press release and CSFB analyst report (AAO Coverage, 10/20/05).
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The Drug Delivery Success Story

Intravitreal Injections

CAND5 Sirna-027 

(fomivirsen)

A
P

P
R

O
V

E
D

 O
P

H
T

H
A

M
IC

IN
D

IC
A

T
IO

N
S

PIPELINE OPHTHALMIC INDICATIONS

Two complex therapeutic macromolecules that have ex perienced difficulties with 
systemic delivery for other indications have gained  approval as intravitreal
injections and several others look promising in cli nical development.

http://www.macugen.com/about.asp

Figures from Company Websites, 
Product Websites and Monographs
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Other Mechanisms Play a Causative Role

Retinal Metabolites: 
Lipofuscin, A2E

Genetic Factors:
ABCA4, Complement H

Oxidative Stress

Unidentified Factors ?

CSFB analyst report on AMD
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The Promise:  Beyond Anti-VEGF Therapies

Research projectSignal transduction inhibitors
Integrin linked kinase (ILK) 

inhibitors (QLT)

Phase IAnti-PDGF-Beta-aptamerE10030 (Eyetech Pharma)

Phase I; Out-licensed to iCo
Therapeutics for development in 

AMD & DR
C-raf kinase antisenseISIS 13650 (Isis Pharma)

Phase ICiliary neurotrophic factorCNTF (Amgen)

Clinical Status / 
Comments

MOADrug (Company)

Adis R&D Insight, IDdb
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Low Risk

Occult

Classic
with foveal 
involvement

Dry AMD

Many or large drusen 
Pigmentary changes

High Risk

Geographic
Atrophy

Wet AMD

Classic
Outside fovea

5 yr progression 
rate ~12-24%

25%

15%60%

Accounts for 
90% of AMD 
related blindness

Accounts for 10% 
of AMD related 
blindness

10% of all AMD

5 yr progression 
rate ~3%

15-20% of dry 
AMD cases

14 MM in US

200,000 
per year

The Challenge

•Largest market segment
•Low diagnosis rate
•Slow progression
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Alcon has also initiated enrollment in two risk 
reduction phase III trials of anecortave
acetate in patients with dry AMD; enrollment 
of patients is expected to take 12-18 months.
These new trials will assess the efficacy and 
safety of anecortave acetate, versus placebo, 
in patients with advanced dry (or non-
exudative) AMD who are at risk of 
progressing to wet AMD. After completion of 
enrollment, the studies will occur over a 
period of four years and will include 
approximately 2500 patients, who will be 
enrolled at 100 sites worldwide. 
As of February 2005, >1,200 patients had 
been enrolled in the trials and full enrollment 
is expected by the end of 2005.

2,500 patients
2 year enrollment period
4 year follow up study

x twice as many patients as       
wet AMD

Alcon Takes on Dry AMD

$ 3.5 B market opportunity

Adis R&D Insight, Alcon Press Release
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Pfizer Takes on Vitamin E

SOPHIA ANTIPOLIS, France, Nov. 22 /PRNewswire-FirstCall/ --
NicOx S.A. (Eurolist: NICOX) today announced that Pfizer Inc. has selected a 
development candidate in its collaboration with NicOx, which is focused on novel 
nitric oxide-donating compounds in ophthalmology. Accordingly, Pfizer has exercised 
its option to acquire an exclusive worldwide license to the proprietary NicOx
compounds covered by the agreement. NicOx will receive a euro 2M payment from 
Pfizer…

Pfizer and NicOx were jointly responsible for this research project, in which a 
number of nitric oxide-donating compounds were synthesized and submitted to an 
extensive series of preclinical tests. Several compounds successfully fulfilled a 
number of key criteria and demonstrated superior activity, compared to reference 
compounds, in established in vivo eye disease models. Pfizer has selected a 
candidate for development and will fund and be responsible for all future work on this 
compound…
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Anti-Infectives / Anti-Allergy 
(Conjunctivitis, Corneal Ulcer)

Prostaglandins
Beta-Blockers 
(Glaucoma)

Anti-angiogenics
(AMD)

Photodynamic Therapy (AMD)
Immunosuppressants (Dry Eye) 

AMD Prophylaxis ?
DME?
Next  generation glaucoma?

Market Evolution / Time
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What Will be the Next Wave of Innovation?
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Diabetic Macular Edema

Diabetes
(16 MM)1

Improved glycemic control may decrease the number of 
diabetic patients developing diabetic retinopathy (DR) and 
diabetic macular edema (DME). 

Diabetic Retinopathy
(5.3 MM)2

Diabetic Macular Edema
(1.6MM)3

Clinically Significant 
Macular Edema

(320,000 -480,000)3

Physicians estimated that 20-30% of DME patients can 
be classified as clinically significant macular edema 
CSME (when edema involves or threatens the center of 
the macula). 

DR is the most common microvascular complication of 
diabetes. 

DME, the thickening of the retina, results from the 
increased permeability of the retinal capillaries and 
transudation of blood serum components into the retina. 
It is often associated with diabetic retinopathy. 

1 Aiello LP, Diabetic Retinopathy: New Results, New Trials, New Opportunities, www.medscape.com
2 National Eye Institute and Prevent Blindness America
3 DH primary research. Prevalence cited in the literature ranges from 0.5 MM 1 to 2.24 MM4.
4 Klein R et al., Diabetes 1995 Jul;44(7):796-801
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DME Treatment Options Are Currently Limited

CSME
<500,000 pts

DME
1.6 MM pts

Laser 
photocoagulation 

Unsuccessful Successful

Kenalog
Or

Vitrectomy

Kenalog or 
vitrectomy

• Even well-timed and adequate laser treatment only 
effectively controls edema in 50% of patients with 
CSME, and repeated laser therapy (more than three or 
four treatments) is contraindicated due to cumulative 
destruction of the visual field. Patients with diffuse or 
cystic macular edema tend to have a poorer response 
to laser. 

• Kenalog is gaining usage in these patients, and those 
with vitreous traction are candidates for vitrectomy.

DR 
5.3 MM pts

Recurrent
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Phase II
Selective 

somatostatin
analog

Biomeasure/IpsenBIM 23190

Preclinical-Tubulin inhibitor
Combretastatin A4 
Prodrug (Oxigene)

PreclinicalIntravitrealSirnaCand5 (Acuity)

Preclinical
Systemic 

(weekly PO)
Alpha-angiogenic

Evizon (squalamine, 
Geneara)

PreclinicalPOInsulin sensitizerDexlipotam (Viatris)

Phase III
Intraocular 
injection

Anti-VEGF aptamerMacugen (Pfizer/Eyetech)

Phase IIIPOPKC beta inhibitorRuboxistaurin (Lilly)

Extensively used off-label 
for DME

IntraocularSteroid
Kenalog (triancinolone, 

QLT)

Clinical Status / 
Comments

Delivery 
Method

MOADrug (Company)

DME Pipeline Opportunities are Currently 
Limited

Adis R&D Insight, IDdb
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Roboxistaurin Finally Shows Its Colors

• Improved vision

• Reduced catastrophic 
vision loss

• Reduced vision 
loss by 40%

CSFB Equity Research Report on Eli Lilly
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Lilly Proceeds with Caution
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Lilly Will Submit Ruboxistaurin Mesylate
(Arxxant TM) to FDA for Treatment of Diabetic 
Retinopathy in 2005 Ruboxistaurin

reduced the 
occurrence of vision 
loss in patients with 
diabetic retinopathy.

Ruboxistaurin
reduced the 
occurrence of vision 
loss in patients with 
diabetic retinopathy.

Lilly believes it is 
appropriate to 
submit a new drug 
application…

Lilly believes it is 
appropriate to 
submit a new drug 
application…
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The Rest of the Big Pharma DME Pipeline

Launched for AMD (Phase II)
Intraocular 
injection

Anti-VEGF aptamerMacugen (Pfizer/Eyetech)

Launched for acromegaly
Phase III DR (over 800 patients 

in two trials expected 2006)

Monthly IM 
(depot)

Somatostatin analog
Sandostatin LAR 

(Novartis)

Clinical Status / 
Comments

Delivery 
Method

MOADrug (Company)

Includes Only Products Marketed for Other Indicatio ns

Adis R&D Insight, IDdb
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The Rest of the Big Pharma DME Pipeline

Do the clinical development risks really outweigh t he 
potential to be the second entrant in an underserve d 
market with over 5 MM patients who are already in t he 
healthcare system? 

$1.1 B by 2010 for 
just this indication

CSFB Equity Research Report on Eli Lilly
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