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- Mara G. Aspinall , President, Genetics, Genzyme Corporation

- Karen Bernstein, PhD , Chairman & Editor-in-Chief, BioCentury Publications

- Claudio Carini, MD, PhD, FRCPath , VP Translational Medicine, Development &
Regulatory Services, MDS Pharma Services

- Michael D. Clayman, MD, Vice President, Lilly Research Laboratories

- Ron Cohen, MD , President, Chief Executive Officer, Founder & Director, Acorda
Therapeutics, Inc.

- Kapil Dhingra, PhD , VP Medical Science, Roche

- Richard DiMarchi, PhD , Professor of Chemistry, Linda and Jack Gill Chair in
Biomolecular Sciences, Indiana University

- Jean Fourcroy, MD, PhD, MPH , Consultant on Urology, Endocrinology and
Regulatory Issues

- Frederick Frank , Vice Chairman, Lehman Brothers

- Alexandre de Germay , Worldwide Commercial Head, Urology, Gynecology & Sexual
Health, Pfizer Inc.

- Geoffrey Ginsburg, MD, PhD , Director, Duke Institute for Genome Sciences &
Policy's Center for Genomic Medicine, Duke University

- Moti L. Kashyap, MD , Director, Atherosclerosis Research Center, VA Medical Center,
Professor of Medicine, University of California, Irvine

- Roger Longman , Managing Partner, Windhover Information ...
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- Sam Malik , Managing Partner, Strategyx

- Mark Moran, MD, MBA , Chief Medical Officer, Synosis Therapeutics ...

- Roger S. Newton, MD , Senior Vice President & Director, Esperion Therapeutics,
Division of Pfizer Global R&D

- Gary Palmer, MD, MBA, MPH , Senior Director of Medical Affairs, Genomic Health
- Luis A. Parodi, PhD , Senior Director and Site Head, Clinical Pharmacogenomics,
Pfizer

- Dr. Michael A. Perelman, PhD , Clinical Associate Professor of Psychiatry,
Reproductive Medicine, and Urology, Weill Medical College of Cornell University; Co-
Director of the Human Sexuality Program, Payne Whitney Clinic of the New York
Presbyterian Hospital; Senior Consulting Psychologist/Sex Therapist at the NY Center
for Human Sexuality, Department of Urology, Columbia Presbyterian Medical Center;
Senior Consulting Sex Therapist to the Department of Urology, Greenwich Hospital

- Jorge Plutzky, MD , Director, The Vascular Disease Prevention Program, Brigham
and Women’s Hospital

- Tony Rosenberg, BSc, MSc , Head of Global Business Development & Licensing,
Novartis Pharma AG

- David Seo, MD , Assistant Professor, Cardiology, Duke University

- Thomas C. Seoh, JD , Chief Executive Officer, Faust Pharmaceuticals SA

- Henry van den Berg, MD , Marketing Director for Enablex & Intrinsa, N.A. Strategic
Planning, Procter & Gamble Pharmaceuticals
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New Realities of Financing and Impacts on Pharma and Biotech
M&A and Licensing Relationships

KOL Panel - The Future of Cardiovascular Therapeutics: New
Markers and Implications for the Cardiovascular Space

Repurposing and Other Strategies for De-Risking CNS

Rethinking Pharma: Pricing, Reimbursement, Development and
Commercial Issues in the Face of Less Impersonal Medicine

The Dermatology Enigma: Exploring the Disconnect Between
Unmet Needs and Pharma Investment

Getting Personal and Getting Past It: Beyond Cancer's
Individualized Therapies to "Less Impersonal" Medicine

Male and Female Sexual Dysfunction: Attractive Markets; Elusive
Targets

DH Insight Briefing
November 30, 2006 - Pg. 4 © Defined Health, 2006




www.therapeuticinsight .com

DH Insight Briefing |191 Iﬂéﬂﬂﬂiﬂlth
QL D g e

November 30, 2006 - Pg. 5 © Defined Health, 2006 Amesmya



The Dermatology Enigma:
Exploring the Disconnect Between Unmet Needs
and Pharma Investment

Ailleen Nicoletti
Defined Health
DH Insight Briefing ’ %ﬂ&ﬂl‘l&alth
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Dermatology Market Snapshot

WW Dermatology Rx and OTC Sales

8,000 -

7,000 -

6,000 —

5,000 - —

4,000 -

US $ (mlin)

3,000 -

2,000 -

1,000 -

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010

O Topical anti-infectives m Emollients & wound healing agents
0O Topical corticosteroids O Anti-psoriasis agents
B Anti-acne preparations O Other dermatologicals

EvaluatePharma

DH Insight Briefing
November 30, 2006 - Pg. 7 © Defined Health, 2006




Can You Find Dermatology on the Map?

COWEN
ke Therapeutic Categories Outlook

Therapeutic Categories:
Drug Sales As A Percentage Of The Total Market

Ophthalmology, 1.1% Sexual Dysfunctlon’ 310 Mli“;l}?"m'“‘
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Dsteoporosls
2.9%

Gl W ear

Anti-TNFs for Psoriasis
Represent $700 MM or
<0.2% of the total market

Diabetes
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Resplratory
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_ _ CNZ Antlblotles/Antlvirals
SG Cowen Therapeutic Categories Outlook, October 2006 1.0% 13.8%
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Growth Has Been Limited to Psoriasis and
Aesthetics

Growth per Year (%)
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Dermatology Has Become a Specialty
Pharma Dominated Market

Dermatology Market Share, Top Companies (Past and

Present)
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Is the Lack of Growth Due To Lack of

Investment?
Number of Top 15 Firms with Projects in Area
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Aesthetics Has Become A Recent Focus

US Facial Aesthetics Market (Selected Products)
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Aesthetics- Effective Products In a
Growing Market

Fillers

Before After
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Only J&J Has Made a Serious Move

Palomar Medical Signs Agreement With Johnson & John son
Consumer Companies to Develop Home-Use, Light-Based
Devices for Skin Rejuvenation, Acne, and Cellulite

Anika Therapeutics Announces Worldwide Development a nd
Commercialization Partnership with Ortho Neutrogena -
Agreement Meets Key Corporate Objective for Clinica |
Development of Cosmetic Tissue Augmentation Product

Recombinant Capital
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Growth In Aesthetics Appears to Have
Peaked
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Increasing Competition Makes for Some
Unusual Sales Tactics

www.medicis.com

Proudy spoeaceed b:/'?g?y‘?a'ﬂ.“
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Big Pharma Appears to be Making an Exit?

Connetics to Acquire US Soriatane Product Rights to f rom
Roche: Oral Psoriasis Product Posted 2003 US Net
Revenues of $41 MM

ALTANA Inc Acquires US Dermatology Business from
GlaxoSmithKline Consumer Healthcare

Connetics Announces Year End 2005 Velac Transaction

Recombinant Capital
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Skin Disease — Epidemiology (U.S.)

All Grades Moderate and

Severe
Eczema 27 18.4
Acne 25.8 10.4
Scaly Dematoses 25.4 8.6
Scalp and Hair Disorders 24.6 4.08
Prurigo and Allied Conditions 24.6 11.7
Erythematous and Other Dermatoses 22.5 6.4
Infective and Parasitic Conditions 13.8 2.0

Over 20% of the

Warts 10.3 0.5 US population
Nail Disorders 9.9 5.6 has a moderate
Psoriasis 4.7 1.7 to severe skin
Mouth and Tongue Disorders 2.7 0.2 disorder
Chronic Ulcer 0.5 0 /
Any Skin Condition 191.9 MM 69.6 MM

http://hcna.radcliffe-oxford.com/pdfs/O005HCNA chap5.pdf .
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Standard of Care for Major Derm
Indications Leaves Room for Improvement

Information for Healthcare Professionals

Ato p | C D e rm at |t| S Tacrolimus (marketed as Protopic)

6/2006: The issues described in this alert have been
addressed in product labeling.

FDA ALERT [03/2005] The FDA has issued a public health advisory to inform healthcare
professionals and patients about a potential cancer risk from use of Protopic (tacrolimus).
This concern is based on information from animal studies, case reports in a small number
of patients, and knowledge of how drugs in this class work. It may take human studies of
ten vears or longer to determine if use of Protopic is linked to cancer. In the meantime, this
risk is uncertain, and FDA advises Protopic should be used only as labeled, for patients
after other prescription treatments have failed to work or cannot be tolerated.

This information reflects FDA s preliminary analyvsis of data concerning this drug. FDA is considering, but has not
reached a final conclusion about, this infermation. FDA intends fo update this sheet when additional information or
analyses become available.

To report any unexpected adverse or serious events associated with the use of Protopic, please
contact the FDA MedWatch program at 1-800-FDA-1088 or

WY Product Sales: LS § (min)
(%) ypou D saeg

2001 2002 2003 2004 2005 2006 2007 2008 2009 2010

e R Medscape, Evaluate Pharma, www.fda.gov/cder/drug/InfoSheets/HCP/Protopic HCP.pdf
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Typical Novel Compound In Development
for Atopic Dermatitis

Phase Indication Country
Phase Il Crohn's disease Europe
Phase Il Ulcerative colitis Europe
Phase | Crohn's disease USA
Phase | Diarrhoea USA
Phase | Ulcerative colitis USA
Preclinical Barrett's oesophagus USA
Preclinical Chemoprotection USA
Preclinical Interstitial cystitis USA
Suspended(Preclinical) Atopic dermatitis USA
Suspended(Preclinical) HIV infections treatment USA
Suspended(Preclinical) Multiple sclerosis USA
Suspended(Preclinical) Psoriasis USA
Suspended(Preclinical) Pulmonary fibrosis USA
Suspended(Preclinical) Respiratory tract disorders  USA
Suspended(Preclinical) Uveitis USA Adis R&D Insight
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Standard of Care for Major Derm
Indications Leaves Room for Improvement

CAUSES BIRTH

Acne DEFECTS
Acc UTANE@ DO NOT GET

(isotretinoin capsules) RAEGnant

Annual Sales WW Sales

(US § (min))

Medscape, EvaluatePharma, Accutane prescribing information
DetinedHealth
N PR TSP (UL O MOREL et e
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The Acne Pipeline Is Meager

Established mechanisms Novel mechanisms

5 topical anti-infectives 1 topical HDAC inhibitor
e 2 novel compounds

3 derivatives

2 retinoid derivatives

2 topical anti-androgens

Adis R&D Insight, IDdb3
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Novel Phase |l Ache Product...

Avugane ™ W w..;

« Avugane™, a topically used product, is being
developed as a potential new treatment of inflammatory T QP Q TARGET
skin disorders such as acne vulgaris, psoriasis and
atopic dermatitis... TopoTarget has recently completed
a randomised and blinded Phase Il trial with
AvuganeTM for the indication of acne vulgaris and in
April 2006 published promising data from this trial.

Phase Il for Acne Vulgaris

« Similar reductions in the total counts of facial
acne lesions compared to retinoic acid

* More rapid time to response

* Reductions in inflammatory and non-inflammatory
lesions

www.topotarget.com/index.dsp?page=238, Adis R&D Insight
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.Is Not So Novel

DEPAKOTE" ER

DIVALPROEX SODIUM EXTENDED-RELEASE TABLETS

BOX WARNIMNG:
HEPATOTOXICITY:
HEFATIC FAILURE RESULTIMG 1M FATALITIES Has OCCURKED IN PATIENTS

Adis entry for AVUgane: RECEIVING VALPROIC ACITF AND ITS DERIVATIVES. EXPERIENCE HAS INDICATED

THAT CHILDREM UNDER THE AGE OF TWO YEARS ARE AT & CONSIDERABLY

PCREASED RISK OF DEVELIWING FATAL HEPATUTOUACITY, ESPECLALLY THOSE OM
MULTIFLE ANTICONYULEANTS, THOSE "WITH CONGENITAL METABLIC

i . . DISORDERS, THOSE WITH SEVERE SEFURE DISORDERS ACCOMPANIED BY MENTAL
TopoTarget IS developlng a gel-based RETARDATION, AND THOSE WITH (HGANKC BRAIN DISEASE. WHEN DEPAKOTE 5
formulation of the histone deacetyl b o DD Lo
ormu atl.On _O . t € |St0[:]e e_acety ase RISKS. ABOVE THIS AGE GROUF, EXPERIENCE IN EPILEPSY HAS INDICATED THAT
(H DAC) |nh|b|t0r VaIDrO|C aC|d THE }Eﬁﬁﬁﬁf&?ﬁh:ﬁ?ﬁ%ﬁm DECREASES CONSIDERABLY 1M
H THESE IMCIDENTS USUALLY HAYE QOCCLREED DURIMG THE FIRST 51X MOMHTHS

[Avugane™, Baceca®, G2M 777 topical] OF TREATMENT. SERIOUS. Ot FATAL HERATOTOXICITY MAY BE FAECEDED BY

NON-SPECIFIC SYMPTOME 5UCH AS BIALAISE, WEAKMESS, LETHARGY, FACTAL

for the treatment of hyperpr()liferative and EDEMA, AMOREXIA. AND VOMITING. 1M PATIENTS WITH EPILEPSY, A LOGS OF

SEIZUEE COMNTROL MAY ALSCHHOCUR. PATEENTS SHOULD BE MONITORED CLOSELY

inﬂam matory skin disorders. The product FOR APPEARANCE OF THESE SYMFTOMS. LIVER FUNCTHON TESTS SHOULD BE

o o . PERFORMED PRICE T THERAFY AMD AT FREQUENT INTERVALS THEREAFTER,
Is in phase Il clinical development in e T T e
Certaln EU Countrles for the treatment Of VALPROATE CAN PRODUCE TER ATOGENIC BRFECTS SDCH A5 NEURAL TUBE DEFECTS

(E.C, SMNA BIFIDA) ACOORDIMGLY, THE USE OF DEFAKOTE TABLETS IN WOMEN OF

acne vulgaris and basal cell carcinoma, 'AGATNST THE RISK OF INTURY TO-THE FETLIS THIS {5 ESPECIALLY IMPORTANT WHEN
. THE TREATMENT OF A SPONTANEOUSLY REVERSIBLE CONDHTION NOT ORDINARILY
and has potential for the treatment of ASSOIATED WITH PERMANENT INIURY OR RISK OF DEATH (E0.. MIGRAINES IS
. . . . . . COHITE A A o IR
actinic keratosis, psoriasis and atopic AN INFORMATION SHEET DESCRIBING THE TERATOGENIC POTENTIAL OF
e VALPROATE 15 AVAILABLE FOR PATIENTS:
dermatitis. PANCREATITES:

CASES OF LIFE-THREATENING PAMCREATITIS HAYE BEEN REPORTED IN BOTH
CHILDREN AMD ADULTS RECEIVIRNG MALPROSTE. S0ME OF THE CASES HAVE BEEN
MESCRIBED A% HEMORRHAGH WITH A RAPID PROGREESSION FROM INITIAL
SYMFTOME TO DEATH. CASES HAVE BEEM REPOETED SHOETLY AFTER INITIAL USE
ASWELL A5 AFTER SEVERAL YEARS OF USE. PATIEMTS AND GUARDIAME SHOHLD BE
WARMED THAT ABDOARIRAL PAIMN, HALSES WOMITING, AMIMOR AMOREXLA CAM BE
SYMFTOMS OF PANCREATITIS THAT RECUIRE PROMPT MEDICAL EVALUATHNL IF
PANCHEATITIS 15 DIAGROSED, VALFROATE SHOULD GRMNARILY BE DESCOMNTINUELD-
ALTERNATIVE TREATMENT FOR THE UNDERLYTHG MELHC AL CONDITHR SHHLD BE
IMITIATED 45 CLINICALLY INDICATED. (5o WARNMNGS and PRECAUTHINS )

Adis R&D Insight, Depakote prescribing information
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Acne Reformulations May Do Well

Medicis Announces FDA Approval of
SOLODYN -- minocycline HCI, USP --
Extended Release Tablets

Unique Dosing Redefines Traditional
Minocycline Acne Therapy

300 50
250+

200+
SCOTTSDALE, Ariz., May 8, 2006 -- Medicis

(NYSE:MRX) today announced that the U.S. Food
and Drug Administration ("FDA") has approved its
New Drug Application ("NDA") for SOLODYN(TM)
(minocycline HCI, USP) Extended Release Tablets.
SOLODYN(TM) is the only oral minocycline
approved for once daily dosage in the treatment of
inflammatory lesions of non-nodular moderate to . . . | .
severe acne vulgaris in patients 12 years of age 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010
and older. SOLODYN(TM) is also the only approved

minocycline in extended release tablet form. B Sales (MRX) e Ann. Growth (MRX)
SOLODYN(TM) is lipid soluble, and its mode of

action occurs in the skin and sebum.

SOLODYN(TM) is not bioequivalent to any other

minocycline products, and is in no way

interchangeable with other forms of minocycline.

150

100

Yy Product Sales: US § (min)

B0~

Evaluate Pharma, Medicis press release, ww.medicis.com
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Will Big Pharma Re-enter the Acne
Market?

Pfizer, Vicuron in $1.9 billion merger

06/16/2005 - Pfizer has struck a deal to buy Vicuron
Pharmaceuticals, for $1.9 billion (€1.6 billion) in cash, ina
move that places the drug company further into the realms of
anti-infective R&D — an area thought to be fallingo  ut of favour
in the pharmaceutical industry.

Under the terms of the agreement, Pfizer will acquire two of
Vicuron's products currently under New Drug Application (NDA)
review at the US Food and Drug Administration (FDA):
anidulafungin for fungal infections and dalbavancin for Gram-
positive infections...

BI-K0376, an antibacterial agent in a gel formulati  on for
the potential treatment of acne is active against
propionibacterium acnes, including bacteria resistan t
to erythromycin and clindamycin. Phase | complete.

www.drugresearcher.com/news/ng.asp?id=60707-pfizer-vicuron-oxazolidinone, Adis R&D Insight
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Psoriasis

Estimated 4.5 MM in US _
$600 MM in 2005

Over 1 MM Moderate +$700 MM for a-TNFs
and Severe

IDdb reports 69 drugs in clinical development
for Psoriasis
» Most (60) are reformulations or "next
generation" of established classes
» Of novel classes, 3 are "class extensions"

 PTH analog
* PNP inhibitor
P38 MAPK inhibitor

136 discontinued products,
many discontinued for
psoriasis with continued
development for

Medscape, IDdb3, EvaluatePharma RA and IBD
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The Conventional Wisdom

12,000 . . .
“Despite its large size,
$10.000 1 Growth Of The US Autoimmune Biologics penetration of biologics will
likely remain low due to
V) . .
el égg’ (ﬁr $519|\/|t|\/350f dominance of less expensive
norelr's curren . .
. e therapies such as topical
sales are in psoriasis .
56,000 i steroids and phototherapy,
E especially in mild to moderate
. patients.”
$2.000 - Credit Suisse, 13 April 2006: Injecting Growth
Sizing Up The Opportunity For Biologics In
ﬂ Autoimmune Diseases
olm B B

1000 2000 2001 2002 2003 2004 2005 2006E  200FE  2008E  2009E  20M0E

ORA BAS OPsA B Psoriasis OIBD OSLE

Source: Company data, Credit Suisse estimates
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Treatment Algorithm Has Limited

Penetration
Step 4 - Biologicals
Enbrgl
Stepwise Therapy EZS}:SZ"E
Amevive Rotational Therapy

Step 3 - Systemic therapy

Acitretin
Cyclosporin A
Methotrexate . _
Systemic steroids 1= line ~ 3Line |
Topical Sternids aystetic Therapy H- T opical Bteroids
Step 2 - Phototherapy +- Dowonex +- UV +H- TV

Broadband UVB

Laser
Narrowband UVB
PUVA
Step 1 - Topical therapy
2md Jine
Over-the-counter products Dovogex +- UV
Topical retinoids +- Topical Steroids +- Systemic Agents

Topical steroids
Vitamin D analogs
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Effective Therapy Can Change the
Treatment Algorithm

The AAD consensus
statement recommends

The AAD consensus statement was developed as part of the
Psoriasis Therapies Educational Summit meeting that took

place in 2002 s1). It was dev?loped by a subset of attenfdﬂes that blologlcals be

and subsequently sent for review and comment by all of the ) ) }
summir attendees, as well as AAD members. The AAD con- COﬂSIdeI‘ed as fII‘St-|Ine
sensus statement incor:p::-rates the biologics into the same cat- th el’apl es alon gS| de
egory as other systemic agents and recommends they be o i

considered as first-line therapies alongside traditonal systemic trad |t|0nal SyStem IC agents

agents [51]. This statement does not disclose whether or not
cost was considered when making this recommendartion.

Similarly, an International Consensus Conference comprising
23 dermatologists from around the globe convened in Zurich,
Switzerland in January 2004 in order to define the current
unmet medical needs of psoriasis, to assess the value of biological
therapies in psoriasis management and to provide general guid-
ance regarding the use of these new agents [53]. Their suggested
approach was that the biologics be considered as a tirst-line treat-
ment along with traditional therapies (i.e., phototherapy and
systemic agents) and that the decision between these therapies
should incorporate tactors trom both the patient and physician
perspective. Although the consensus admitted that cost must be
considered an important factor in treatment decisions, they
excluded cost from their discussions and focused solely on
clinical and scientitic aspects of the issue [53].
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Complex Biology of Psoriasis Should
Allow for Intense Development

Keratinocyte differentiation <
and proliferation

Macrophage/monocyte
mediators

T cell mediators g

Adhesion and
cell migration S

Nature Reviews Drug Discovery Vol 4, pp 19-34, 2005
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Several Pathways Have Shown Some
Success

Anti-TNFs — ;‘:"::
a"l--"
Raptiva =
# .:.l ] l‘:
Amevive =

Nature Reviews Drug Discovery Vol 4, pp 19-34, 2005
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Still Room for Repurposing

14 PPARgand algin
Phase I/l for diabetes

 Many major pharmas
with PPAR programs

* None in development for
psoriasis.

 One in development for
scars
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How High Is the Safety Bar for Oral
Therapy?

DH Insight Briefing
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Not That High

Very Common Common Uncommon
10 % 1-10 % <1 %
Renal dysfunction, Paraesthesia, anorexia, Too many things
hypertension, nausea, vomiting, abdominal to list.
_ hyperlipidemia pain, diarrhea, gingival
Cyclosporin A hyperplasia, hepatic

dysfunction, hyperuricemia,
hyperkalaemia,
hypomagnesaemia

None Upper respiratory tract, Hypoglycemia
infection, injury, headache,
back pain, hyperglycemia,
fatigue, sinusitis, diarrhea

Avandia

Derived from prescribing information for each product
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Psoriasis and Diabetes May Not Be Such
Strange Bedfellows
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Still Room for Topicals

Evaluate Pharma

DH Insight Briefing
November 30, 2006 - Pg. 37 © Defined Health, 2006




Still Room for Topicals

Concerns
over systemic
toxicity for
systemic
inhibitors

O

http://www.biocarta.com/pathfiles/h_mapkPathway.asp
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Novel Topicals for Psoriasis

NFkB decoy oligonucleotide ointment
AnGes MG... is developing a NF-kappa-B (NF B) decoy oligonucleotideointment for the
potential treatment of patients with severe atopic dermatitis and psoriasis

Adapted from company websites
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Big Pharma Is Still In Psoriasis
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Emerging Markets- Pigment Disorders

Graphics from www.magen .com
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Emerging Markets- Pigment Disorders

Disfiguring Pigment Disorders

Polymorphous light
eruption (PMLE)

"sun allergy" systemic immune
reaction to photodamaged skin, can
include hives (solar uticaria)

Effects and estimated 10-15% of
the US population (peaks in
young adult women), hereditary
IS rare

pigmentosum

group of rare inherited skin
disorders characterized by a
heightened reaction to sunlight
(photosensitivity) with skin
blistering occurring after exposure
to the sun.

Vitiligo Vitiligo or leukoderma is a chronic The prevalence of vitiligo is ~ 1-
skin condition that causes loss of 2%.
pigment, resulting in irregular pale
patches of skin.

Xeroderma Xeroderma pigmentosum (XP) isa | Prevalence is estimated at

1:1,000,000 in the United States.

National Institute of Arthritis and Musculoskeletal and Skin Diseases Information clearinghouse
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Emerging Markets- Pigment Disorders

www.magen.com, www.epitan.com.au
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Emerging Markets- Pigment Disorders

Non-Disfiguring Pigment Disorders

Medscape, www.summertan.com
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