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Safe Harbour Statement

This presentation may include forward-looking statements that are based on our management’s beliefs

and assumptions and on information currently available to our management.

The inclusion of forward-looking statements should not be regarded as a representation by Cosmo that

any of its plans will be achieved. Actual results may differ materially from those set forth in this

presentation due to the risks and uncertainties inherent in Cosmo’s ability to develop and expand its

business, successfully complete development of its current product candidates and current and future

collaborations for the development and commercialisation of its product candidates and reduce costs

(including staff costs), the market for drugs to treat IBD diseases, Cosmo’s anticipated future revenues,

capital expenditures and financial resources and other similar statements, may be "forward-looking" and

as such involve risks and uncertainties and risks related to the collaboration between Partners and Cosmo,

including the potential for delays in the development programs for Budesonide MMX® and Rifamycin SV
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including the potential for delays in the development programs for Budesonide MMX® and Rifamycin SV

MMX®. No assurance can be given that the results anticipated in such forward looking statements will

occur. Actual events or results may differ materially from Cosmo’s expectations due to factors which

include, but are not limited to, increased competition, Cosmo’s ability to finance expansion plans, the

results of Cosmo’s research and development activities, the success of Cosmo’s products, regulatory,

legislative and judicial developments or changes in market and/or overall economic conditions. Cosmo

assumes no responsibility to update forward-looking statements or to adapt them to future events or

developments.

You are cautioned not to place reliance on these forward-looking statements, which speak only as of the

date hereof, and Cosmo undertakes no obligation to revise or update this presentation.



11:00 Arrival of participants

11:15 Welcome and update on Uceris & Cortiment

12:00 Methylene Blue MMX®

12:45 Lunch

13:30 Site visit

14:00 Status of Rifamycin SV MMX® project 

14:15 Update on CB-03-01 clinical trials and pre clinical 

AGENDA OF THE DAY
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14:15 Update on CB-03-01 clinical trials and pre clinical 
activity 

15:00 Other programs

15:15 Projections and expectations

15:30 Closing words

16:00 End



EUR million 31.12.2006 31.12.2011 31.12.2012 e

Revenues 15,2 33,5 59,6

R&D Cost 3,9 5,2 12,4 

Total Cost 13,8 24,6 32,9

Operating Result 1,4 8,9 26,7

Net Income -0,3 7,6 19,3

Cash & Financial Assets 2,3 31,9 91,7

Financial development since IPO

Cash & Financial Assets 2,3 31,9 91,7

Inventory & Receivables 4,1 8,4 8,7

Total Assets 25,3 78,0 125,3

Equity 4,7 63,1 98,5

Debt 10,7 2,1 13,3

Payables 4,9 4,1 4,2

Other liabilities 5,0 8,7 9,3
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Cosmo’s share price development since the IPO
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Cosmo’s share price development compared 
to the SPI and the SXI Life Sciences Index
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UCERIS 
LAUNCH

NDA Approval January 14, 2013

LAUNCH



Sequential Therapies for UC

Therapeutic 
Alternative

Source: Santarus, Inc.

Locally Acting 
Corticosteroid



UCERIS™ iPAD Sales Aid
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Patient Programs- UCERIS.com

Source: Santarus, Inc.



Cortiment™: the approval process in EU
• Filed MAA with Dutch Regulatory Authority following the DCP procedures (15 countries)

in Q2 2011, validation and Day 0 on July 14th 2011

• Assessment process concluded on August 9th 2012, after 5 rounds of questions &
answers, with a negative opinion by MEB

• Final assessment report challenged by Cosmo in a public hearing session on November
6th with a dedicated MEB commission

• In the closer MEB Board Meeting on December 21st the Final response was delayed
upon a new Assessment and final resolution is expected in the Board session of Jan
31st

• 1st stage DCP registration:
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• 1st stage DCP registration:

• Netherlands (RMS), Austria, Belgium, Denmark, Finland, France,
Germany, Greece, Ireland, Italy, Portugal, Hungary, Spain, Sweden and
UK

• 2nd stage MRP registration:

• Bulgaria, Cyprus, Czech Republic, Estonia, Iceland, Latvia, Lithuania,
Luxembourg, Malta, Norway, Poland, Romania, Slovak Republic, Slovenia



First MMX® product in the market: Lialda

€ million 2007 2008 2009 2010 2011 2012 

Market revenues in $ m 50 140 236 293 372 393e

Growth 180% 69% 24% 27% 6%

Royalties for Cosmo 1,2 3,5 6,0 8,5 10,0 11,6

Manufacturing Income 
for Cosmo

2,7 7,1 6,8 7,7 10,8 14,5
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• Indicated for Patients with Ulcerative Colitis of mild to moderate severity

• Shire Analysts project Lialda Net Sales for 2013 to increase by 7%
to $ 420 m

Total Lialda Income 
Cosmo

3,9 10,6 12,8 16,2 20,8 25,1

Growth 172% 21% 27% 28% 21%



• Still a product for the bowel

• Exploring new horizons

• Expanding to the world of colonic polyps and endoscopy

MB-MMX® a new challenge for Cosmo
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• New focus is: prevention, diagnosis, adenoma detection 
rate, screening colonoscopy

• The impact in numbers is extremely high: in 2013 in 
Western Countries about 28-30 milions of colonoscopies 
are expected



Polyp resection significantly reduce the risk of colorectal cancer

“Colonoscopic Removal of Adenomatous Polyps is associated
with a 76%-90% CRC Risk Reduction” 

Winawer SJ et al. New Engl J Med 1993; 329: 1977-81



The concept is still there and we have the priority
of diagnosing and removal of all polyps

“Colonoscopic Removal of Adenomatous Polyps is associated
with a 53% Reduction in Mortality” 

Zauber AG et al. New Engl J Med 2012; 366:687-696



• Colonoscopy is the gold-standard diagnostic method to 
identify the colonic polyp a precursor of colonic cancer

• Colonic cancer is second leading cause of death for 
cancer in Western Countries

• Main goal of colonoscopy is to see and to remove all the 

The rationale of the new challenge
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• Main goal of colonoscopy is to see and to remove all the 
polyps growing in the colon including those in the very 
early stage, with flat morphology and small size 



• videoclips
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• Improve the polyp (adenoma detection rate)

• Develop a reliable and standardizable method for 
improving diagnosis

• Standard chromoendoscopy has the potentiality to 
increase the diagnostic yield

What is our unmet clinical need
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increase the diagnostic yield

• Unfortunately this technique is scarcely adopted in 
clinical practice



Methylene Blue MMX® Study CB-17-01/05

Polyp detection rate after single oral dose of Methylene Blue MMX modified release 
tablets administered to subjects undergoing outpatient colonoscopy  

Phase II, open label, efficacy exploratory descriptive study

� Test formulation: Methylene Blue MMX ® 25 mg modified release tablets
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� Investigator: Alessandro Repici, MD, Digestive Endoscopy Unit, Department 
of Gastroenterology IRCCS Istituto Clinico Humanitas, Rozzano University of 
Milan School of Medicine, Italy



Study CB-17-01/05

• End points: 

� Primary end-point to evaluate and describe the polyp detection 
rate and the adenoma detection rate after colonic mucosal 
staining obtained with single dose of 200 mg of Methylene Blue 
MMX® tablets administered during and at the end of the intake of the 
bowel cleansing preparation 
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� Secondary end-point: to classify polyps and adenomas detected 
after colonic mucosal staining obtained with a single dose of 200 mg 
of Methylene Blue MMX ® tablets administered during and at the end 
of the intake of the bowel cleansing preparation. To evaluate the 
serrated lesion detection rate 



The  MMX® chromo-colonoscopy  procedure

Colonoscopy

prescription

tablets   of

MB  MMX®

Self-dyeing of

colonic 

mucosa

Start  of 

bowel prep

End of  

bowel prep



Study population

Population

Sex Age Height BW

Males Females (y) (cm) (kg)
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Males Females (y) (cm) (kg)

Safety and 

FAS
40 (41.7%) 56 (58.3%) 58.8±8.3 166.3±9.1 72.1±14.1

PP 39 (43.3%) 51 (56.7%) 58.7±8.5 166.5±9.2 72.7±14.1



Staining quality (SC) observed in each colonic region, NSA and TSC in the FAS 
population (N=96).

(mean (±SD) and median (range) are reported)

PARAMETERS REGIONS MEAN (±±±±SD) 

Staining Score AC 3.1±±±±1.1

TC 2.8±±±±1.1

Staining score/staining quality
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TC 2.8±±±±1.1

DC 2.8±±±±1.2

RES 2.7±±±±1.3

Total Staining Score 11.5±±±±3.4



• Number and proportion of subjects with detected polyps, adenomas 
and serrated lesions by colonic region in the FAS population (N=96)

Methylene Blue MMX® Study CB-17-01/05 
DETECTION RATES

Colonic region

Methylene blue MMX® tablets

Subjects with at 

least one polyp

n (%)

Subjects with at least one 

adenoma

n (%)

Subjects with at least one 

serrated lesion

n (%)

All regions 61 (63.5) 45 (46.9) 26 (27.1)
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Right colon 32 (33.3) 24 (25.0) 9 (9.4)

Caecum 14 (14.6) 13 (13.5) 2 (2.1)

Ascending colon 16 (16.7) 10 (10.4) 5 (5.2)

Hepatic flexure 9 (9.4) 7 (7.3) 2 (2.1)

Transverse colon 12 (12.5) 8 (8.3) 4 (4.2)

Splenic flexure 6 (6.3) 5 (5.2) 0 (0.0)

Descending colon 7 (7.3) 4 (4.2) 3 (3.1)

Sigmoid 21 (21.9) 12 (12.5) 8 (8.3)

Rectum 19 (19.8) 9 (9.4) 12 (12.5)
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PDRs 44.11%-49.5%
ADRs 26.7%-31.8%



Methylene Blue MMX® Study CB-17-01/05 
DETECTION RATES

Number of polyps, adenomas and serrated lesions detected in each

colonic region in the FAS population (N=96)

Colonic region

Methylene blue MMX® tablets

Number of 

polyps

Number of 

adenomas

Number of 

serrated lesions

All regions 1.8±2.9 0.9±1.7 0.7±1.8

Right colon 0.6±1.2 0.4±1.1 0.1±0.4

Caecum
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Caecum 0.2±0.5 0.2±0.4 0±0.2

Ascending colon 0.3±0.6 0.2±0.6 0.1±0.3

Hepatic flexure 0.2±0.6 0.1±0.5 0±0.1

Transverse colon 0.1±0.4 0.1±0.3 0±0.2

Splenic flexure 0.1±0.3 0.1±0.3 0±0

Descending colon 0.1±0.3 0.1±0.2 0±0.2

Sigmoid 0.4±0.8 0.1±0.4 0.2±0.6

Rectum 0.5±1.6 0.1±0.6 0.4±1.3



• Proportion of subjects with detected polyps, adenomas and 
serrated lesions by size in the FAS population (N=96)

Methylene Blue MMX® Study CB-17-01/05 :
Detection by size

Lesion size Subjects with at 

least one polyp

n (%)

Subjects with at 

least one 

adenoma

n (%)

Subjects with at 

least one 

serrated lesion

n (%)
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n (%)
n (%) n (%)

≤5 mm 50 (52.1) 30 (31.3) 23 (24.0)

6-9 mm 12 (12.5) 10 (10.4) 3 (3.1)

≥10 mm 24 (25.0) 22 (22.9) 3 (3.1)



• Videoclips
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Adenoma detection rates: 
comparison with published data

20

25

30

35

40

45

50

29

0

5

10

15

20

MB-MMX NBI meta-

analysis GIE 

2012

i-SCAN GIE 

2012

Split-dose GIE 

2012

Screening Berlin 

Gut 2012



Conclusions

Results of phase-II study have demonstrated a high rate of
Adenoma Detection of 46.9%

A significant portion of adenomas detected in the present study 
were < 10 mm and located in the right colon
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No related side affects recorded

Phase-III multicenter randomized study with US and European
centers is upcoming with the aim to enroll more than 1000 

patients



The unique offering of 
Methylene Blue MMX®

• Tablets taken pre colonoscopy

• Patients come to the endoscopist with fully dyed colon 

• No loss of time by endoscopist

• Homogenous and reliable stain of the entire colon

• Higher reliability

• Less subjectivity

• In chromoendoscopy only the intracellular space is dyed since 
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• In chromoendoscopy only the intracellular space is dyed since 
methylene blue absorption takes longer 

• High likelihood of substantially improving detection 

• Of adenomas

• Of Polyps

• Detection allows immediate excision 

• Less discomfort for patient

• Substantial cost savings for patient and economy



Methylene Blue MMX® targets & objectives 

• Target Indication 

• Colon cancer and IBD dysplasia diagnostic

• MB allows the detection of Polypoid and Not Polypoid lesions, such as flat or 
depressed polyps or adenomas or serrated

• Displasia in IBD patients are very difficult to identify under white light only

• Advantages for patient

• Higher probability that a pre cancerous and cancerous growth is identified 

• Higher probability of successful removal without lengthy costly hospital 
stay  
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stay  

• Advantages for endoscopist

• Allows faster diagnosis and perception of the lesion boundary

• Higher likelihood of finding polyps and adenomas

• lower risk of missing something 

• Additional reimbursement opportunity

• Advantages for Health Insurance

• Costs for MB MMX are more than offset by savings made by having to 
treat less acute colon cancer patients 

• Catheter cost not needed  



Methylene Blue MMX®,
the transformational business case

• Market size

• Recommendations that all persons over 50 have a colonoscopy every 5 
years

• In the 7 major markets this would mean ~ 55 m colonoscopies, in the whole 
industrialized world ~ 200 m colonoscopies per year 

• In 2012 30 m colonoscopies are projected in 7 major markets

• This market extends well beyond the 7 major markets. On a global basis the 
market is expanding very quickly

• The world wide population is ageing quickly; this increases market potential
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• The world wide population is ageing quickly; this increases market potential

• Competition

• Non invasive tests are imprecise: require colonoscopy in case of positivity 

• White light colonoscopy is inferior in terms of detection rates

• HD scopes and filters also improve diagnosis of MB MMX

• Chromoendoscopy is subjective and real costs > $ 100 per application 
than white light 

• Exclusivity application by Cosmo through patent protection up to 2032

• No competition known

• Short Time to market 



Methylene Blue MMX®

clinical history and next steps

• Phase I: two trials completed with 200 mg (CB-17-01/01) and 25 mg 
of MB/tablet (CB-17-01/02)

• Phase II: three trials completed 

• CB-17-01/03 dose finding + schedule of administration (112 pat.)

• CB-17-01/04 dysplasia detection in IBD populations (52 pat.)

• CB-17-01/05 full dose preparation in cancer screening and surveillance 
population (96 pat.)
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population (96 pat.)

• CB-17-01/05 split dose preparation in cancer screening and surveillance 
population (40 + 30 pat. still ongoing)

• Phase III to start in H1 13 

• >1000 Patients CRC diagnosis, to be recruited in the EU + AM hospitals

• > 600 Patients  with longstanding active Ulcerative Colitis, to be recruited 
in the best IBD centers worldwide 

• A pool of 4 CROs already contracted

• Bridge trial of split dose bowel prep is planned



Methylene Blue MMX®

regulatory history and next steps

• Feb. 29th 2012: MHRA advise meeting – proposal to act as RMS

• May 24th 2012: EMA scientific advice - positive outcome

• June 8th 2012: pre-IND meeting with FDA – problems of 
understanding

• Sept 7th 2012: amendment for meeting minutes and request for 
SPA

• Sept 20th 2012: EMA has authorized centralized registration process
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• Sept 20th 2012: EMA has authorized centralized registration process

• Oct 24th 2012: SPA response from FDA received and answers under 
reprocessing 

• IND filed December 18th , accepted in January  

• EoP2 meetings with FDA in February scheduled 



36



RIFAMYCIN SV sodium salt

• Broad-spectrum, poorly absorbable antimicrobial agent with anti-
inflammatory / immunomodulatory properties



RIFAMYCIN SV sodium salt

• Bactericidal activity interfering with the synthesis of 
nucleic acids by inhibiting DNA-dependent RNA 
polymerase

• Rifamycin SV sodium salt has a broad spectrum of 
activity targeted to the main enteropathogen 
microorganisms:microorganisms:

• Salmonella

• Shighella

• E. coli (ETEC, EPEC, EHEC, EIEC)

• Enterobacter faecalis

• Staphilococcus aureus

• Mycobacterium Tuberculosis



Rifamycin SV – MMX® 

Time to Last Unformed Stool
(Intent-to-Treat Population)

The distribution of time to last unformed 

stool (TLUS) was estimated using the 

Kaplan-Meier Product Limit method.
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Rifamycin SV – MMX® 

Analysis of Time to Last Unformed Stool 
(Intent-to-Treat Population)

Placebo
(%)

Rifamycin MMX
(%)

Achieved clinical cure
56.9 81.4

Kaplan-Meier percentile estimates 
(P value <0.0001)
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Kaplan-Meier percentile estimates 
(95% CIs) (hours)

TLUS Placebo
(N=65)

Rifamycin MMX
(N=199)

25th percentile 37.4 21.3

50th percentile 68.0 46.0

(P value 0.0008)



Rifamycin SV – MMX® : Phase III trials

• Indication

• Travellers and Infectious Diarrhoea

• Status

• Positioned as New Chemical Entity in USA, as
known drug in Europe

• Phase III EU trial (by Dr. Falk Pharma)

� Randomized, double-blind, double-dummy, multi-centre,
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� Randomized, double-blind, double-dummy, multi-centre,
comparative parallel-group study to evaluate the efficacy and
safety of oral daily Rifamycin SV-MMX ® 400 mg b.i.d. vs.
Ciprofloxacin 500 mg b.i.d. in the treatment of acute infectious
diarrhoea in travellers

� Status: recruitment to be completed with approximately 250
more patients. Analysis expected Q3 2013
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Rifamycin SV – MMX® :  New opportunities

• New indications

• Phase II P.O.C. for Diverticulitis in EU has started in Q1 13 by

Dr. Falk Pharma in various countries

• Second indication for USA for other intestinal diseases still in
evaluation

• Opportunities

• Sister molecule of Rifaximin (Xifaxan/Salix; 2012 revenues $ 422• Sister molecule of Rifaximin (Xifaxan/Salix; 2012 revenues $ 422
m expected) with a broad range of possible application (H.E., CDI,
IBS...)

� Potentially very effective against Hepatic Encephalopathy and Clostridium
Difficile

• More than 60% of people over the age of 60 have diverticulae

� In 10-20% of cases the diverticula get infected and inflamed

� No drug is currently approved for this disease
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COSMO – AIMM  collaboration

• Is aimed at the generation of diagnostic and therapeutic human 
monoclonal antibodies directed against colon carcinoma utilizing 
COSMO’s MMX technology.

• AIMM has a proprietary technology platform in place to produce 
high quality colon carcinoma antibodies. A novel colon carcinoma 
selective antibody has been obtained and is currently being 

44

selective antibody has been obtained and is currently being 
validated.

• COSMO has demonstrated that oral administration of therapeutic 
antibodies in a tablet form, utilizing its MMX technology, is 
feasible and results in the local release of biologically active 
antibodies at therapeutic concentrations in the gut.



AIMM* – COSMO

Collaboration on diagnostics

AIMM has an efficient technology platform in place to produce 
selective human anti-colon cancer antibodies and is in the process 
of validating a candidate monoclonal antibody obtained from a 
cancer patient. Simultaneously, AIMM is generating antibodies 
against Carcino Embryogenic Antigen (CEA), which is expressed by 
>90% of colon carcinomas and therefore is currently considered to 
be the best candidate for diagnostic purposes. 
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AIMM WILL PRODUCE THE RELEVANT 
LABELED ANTIBODY TO BE FORMULATED BY 
COSMO FOR ORAL ADMINISTRATION UTILIZING 

ITS MMX TECHNOLOGY

be the best candidate for diagnostic purposes. 

* AIMM is a therapeutic antibody company based in Amsterdam



COSMO – AIMM  collaboration

• AIMM’s monoclonal colon carcinoma antibody will be tested:
a) for diagnostic purposes (after labeling) to detect colon      

carcinoma during colonoscopy,
b) for innovative colon carcinoma therapy.

• Simultaneously AIMM will produce a labeled antibody against 
Carcinoma Embryonic Antigen (CEA) which selectively expressed 
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Carcinoma Embryonic Antigen (CEA) which selectively expressed 
by > 90 % of all colon carcinomas and currently  is the best 
candidate for colon carcinoma diagnostics.

• AIMM is also developing therapeutic antibodies against pro-
inflammatory cytokines associated with IBD which could result in 

additional collaborative projects for the treatment of IBD.



47



Endocrine control of androgen production and 
mechanism of action of CB-03-01

HypothalamusHypothalamus

PituitaryPituitary

TesticleTesticle AdrenalsAdrenals

testosterone

LHRH LHRH Analogues, Inhibitors

LH
FSH Cyproterone ac.
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testosterone

DHT

5a reductase Finasteride, Dutasteride, 
Progesterone

CB-03-01, Cyproterone ac., Flutamide

Receptor

Skin and skin appendages



CB-03-01 Partnering

CB-03-01 licensed world wide to Medicis
(now Valeant) in March;

• $ 25 million signing fee; 

• additional milestones;

• royalties increasing to double digits
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• royalties increasing to double digits



CB-03-01: Acne therapeutic indication 

• Androgens are involved in the first step in a cascade of 
events that ultimately leads to the physical expression of 
acne:

• Sebaceous gland cells (sebocytes) in the skin are androgen-
sensitive and contain androgen receptors 

• Upon androgenic stimulation they increase production of 
sebum

• The pilosebaceous follicle is obstructed by sebum excess  

50

• The pilosebaceous follicle is obstructed by sebum excess  
• The obstruction and the continued androgen-stimulated 
excess sebum production dilates the follicle resulting in the 
formation of the acne lesion (comedo)

• In presence of bacteria, infection and inflammation occur,  
the lesion worsens to papulas and pustulas

• A topical acne product  provided with an antiandrogenic
activity as CB-03-01 can prevent the cascade of 
physiological events that leads to acne formation



CB-03-01: Alopecia therapeutic indication

• Androgenic alopecia is a hair-follicle disease:
• Increased levels and activity of 5α-reductase isoenzyme
• Consequent increased conversion of Testosterone (T) in its 
active and potent metabolite, Dihydrotestosterone (DHT)

• High concentration of DHT at the hair-follicle level shorten the 
hair cycle

• The scalp follicles are gradually miniaturized
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• Androgenic alopecia may be susceptible to medical 
treatment with drugs able to reduce DHT production, or 
to antagonize DHT/T interaction with the specific hair-
follicle androgen receptors. 
CB-03-01 has been shown to antagonize the DHT/T 
interaction at these receptors.



Key CB-03-01 Acne Activities

2012 (as of January 2013)

Phase 2 Dose Ranging Clinical Study

Jan File 
IND

J         F         M         A        M         J         J A         S       O        N         D

DR Clinical Supply Mfr 
and Package (Cosmo) IRB

Franz Cell Study: 
0.5, 1.0. 1.5%

1.5%
Yes/No
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Rat 
13-
wk 
Der
mal 
DT

Steady State 
Clinical Study 

SS +PK/HPA 

Protocol 
IR
B 

Clin. 
Supply 
Cosmo

Improve Bioassays/Analyze Samples



CB-03-01 Acne: skin permeation test
• In 2012, a skin permeation
test was performed on
three different strengths of
CB-03-01 cream (0.5%,
1% and 1.5%).

• For each strength, the
permeation of CB-03-01
through the skin of 3
donors was evaluated (4
replicates per donor).
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replicates per donor).

• No statistical differences
were observed among
results obtained by using
creams containing 0.5%,
1%, 1.5% CB-03-01
through human epidermis
of three different donors.

• On the basis of skin permeation test results and of 8-week Phase II results,
CB-03-01 1% cream was selected as the candidate drug product for the
treatment of acne.

Skin permeation profiles of CB-03-01 through human epidermis:
mean values of all donor (n=12, mean ±±±± s.d., p=0.61)



Key CB-03-01 Acne Activities
2013 (as of January 2013)

Phase 2 Dose Ranging  Clinical Study (cont.)

J         F         M          A        M         J         J A         S       O        N         D

SS
Study
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Segment 1 Toxicology Study  

Pursue Systemic Carc 
Waiver/ CRC  review 
of 2-yr derm protocol 

If No on Waiver, 
begin DR work

PK/HPA Axis Clinical Study IRBClin Supply 

13-wk dermal dose tolerance study in 
rat (prep for 2-yr dermal carc study)



Key CB-03-01 Acne Activities
2014 (as of January 2013)

I          Jan                    I Feb                  I March             I

PK/HPA Draft Study Report

Dose Response Draft Study Report
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Prepare EOP2 Docs, Prep for Meeting

If Systemic Carc Waiver not successful,  run dose ranging study for 2-yr  
carc study (systemic Tg mouse)

Segment I Tox 
study

March 
2014  
EOP2



Acne Dose Response Study (1)

Basic Study Design – Phase 2 Dose Ranging

• 4 Cohort Design comparison to vehicle:

• 0.1% BID

• 0.5% BID

• 1.0% QD

• 1.0% BID • 1.0% BID 

• Subjects: 360 (90 subjects/cohort)

• Visits: Screening/BL, Weeks 2, 4, 8 & 12 

• Efficacy: global scores (IGA) & lesion counts 
(inflammatory & non-inflammatory)

• Safety: EKG/Labs/Evaluations
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Key CB-03-01 Alopecia Activities
2012 (as of January 2013)

J         F         M          A        M         J         J A         S       O        N         D

Formulation work
(Cosmo) 

2 Formulations stability/Franz Cell
(Cosmo) 

Select 
Form, prep 
Tox Supp.
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28-Day 
Dose 
Sel. 

Minipig 
Tox 

Tox Supp.



CB-03-01 Alopecia: skin permeation test

• In 2012, a skin permeation test
was performed on two different
CB-03-01 formulations:
– CB-03-01 5% anhydrous solution
– CB-03-01 5% aqueous solution.

• For each formulation, the
permeation of CB-03-01 through
the skin of 3 donors was evaluated
(4 replicates per donor).
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• No statistical differences were
observed among results obtained
by using anhydrous or aqueous
solutions containing 5% CB-03-01
through human epidermis of three
different donors.

• On the basis of skin permeation test results and of stability test results,
CB-03-01 5% anhydrous solution was selected as the candidate drug
product for the treatment of alopecia.

Skin permeation profiles of CB-03-01 through human
epidermis: mean values of all donor (n=12, mean ±±±± s.d.,
p=0.21).



Key CB-03-01 Alopecia Activities
2013 (as of January 2013)

6/9-month MiniPig Repeat Dose Tox Study (6 mo report 12/31/13) 

J         F         M         A         M         J         J A         S       O        N         D

Ex Vivo bovine 
ocular irritation study

6 month Chronic Tox Study (Cosmo)

28-day MInipig
Dose Sel.
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IND Prep
Pre-IND
Mtng

Pre-IND Prep,
Request Mtng

EU Clinical PK Study—Single/Repeat Dose (Cosmo)

6 month Chronic Tox Study (Cosmo)



Key CB-03-01 Alopecia Activities

2014 (as of January 2013)

J         F         M          A        M         J         J A        S       O        N         D

File IND
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POC Clinical StudyClinical Supply Prep and Ship

6/9-month MiniPig Repeat Dose 
Tox Study



Key CB-03-01 Alopecia Activities

2015 (as of January 2013)

POC  Analysis, Report 

I January                 I February                     I        March

POC Study

61

POC  Analysis, Report 

Complete 
Alopecia 
POC 

3/31/15

POC Study



Alopecia Non-Clinical Update

• 28 day Tolerability Study on Solution Formulations; 
completed – mini-pig

• All formulations well tolerated (skin histopathology 
pending) 

• PK study in volunteers starting in March

• IND enabling 6 – month study arm dosing scheduled • IND enabling 6 – month study arm dosing scheduled 
to complete in Q4 13

• IND filing target Q1 14



CB-03-01: advantages over marketed 
antiandrogens

• High anti-androgenic activity (similar to Cyproterone acetate)

• Topical activity (target: androgenic receptors in the skin; no marketed anti-

androgen has topical activity)

• No inhibitory activity on activity on 5α-reductase (different from Finasteride

and Dutasteride)

• Moderate anti inflammatory activity, similar to hydrocortisone (advantageous 
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in treatment of acne)

• Rapidly converted to its inactive metabolite, Cortexolone, after passing 

through the skin

• Thanks to its prompt metabolism, it has only topical effectiveness without any 

systemic effects (different from Cyproterone acetate and other antiandrogens

currently in the market).
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The Santarus investment

Total number 
of shares

Value per
share

Total value

Purchases from
2008 to 2012

7’878’544 $ 2,41 
(average)

$ 19.0 million

at 31.12.12 7’878’544 $ 10,98 $ 86.5 million
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at 31.12.12 7’878’544 $ 10,98 $ 86.5 million

at 24.1.13 7’878’544 $ 12,70 $ 100.0 million



in EUR million 2012 e 2013 p 2014 p

revenues 59 67 108

costs 31 36 36

Financial projections 2012-2014

costs 31 36 36

operating 
income 27 31 72
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Cosmo Pharmaceuticals

Contacts

• Mauro Ajani, CEO
majani@cosmopharma.com

• Chris Tanner, CFO
ctanner@cosmopharma.com
ph: +39-02-9333’7453
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• Giuseppe Cipriano, COO
gcipriano@cosmopharma.com

• Luigi Moro, CSO
lmoro@cosmopharma.com


