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Cyclatop: Topical cyclosporine for atopic
dermatitis and psoriasis
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1. The Institution

e Spherium is a private, independent portfolio development company of the Ferrer
Group

« focused in adding value in early stage to Proof of Concept

e continuously sourcing new innovations from academic research

e alean virtual company

« with an experienced team with a diversified background specialized in Project
Management

e developing a wide range of therapeutic opportunities with high unmet medical
need (indication agnostic)
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1. In the value chain...

PARTNERS:

*No blind
investment in
high risk
research

*Low access cost

*|lnvestment to
reach POC
(limited)

Virtual and lean:
flexible
development and
limited structural
costs (only team)

ePartners
assume full
development

e Future
milestones to
Spherium

Pharma
companies HHRRET
orVC
Prospective

analysis driving
decision making:

» Market need
» Competition

» Expected sales

* Commitmentt of rovergreen *Future royalties

future royalties Portfolio project 0 Sof Yy
management 0 Spherium
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1. Pipeline as of November 2018

Explor_at_ory Pre-Clinical Phase | Phase Il Phase llI NDA
Pre-Clinical

lla results (POC)

SP14019 Cyclatop: Clinical Phase cvel ic d itis /

lla results (POC) yc gto_p,atoplc ermatitis

SP15016 Cilakin : Phase | Cilakin. A Kid Ini

completed ilakin, Acute Kidney Injury

SP12008 C4BP: Preclinical . .

candidate selected - Autoimmune Diseases (RA, Lupus, IBD)

SPlA.'O.A'O S8 AENE g e _ Schizophrenia and Cognitive deficits
preclinical started

SP17001 aortic aneurism in
Marfan patients: IMPD compiled,
manufacturing started

Thoracic aortic aneurism, Marfan Syndrome

@ Relevant positive milestone recently achieved
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2. The Product: topical cyclosporine, 5% spray
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2.a The Product: Target Indications Tpp

ATTRIBUTE TARGET

Indication Treatment of Mild, Moderate and Severe
atopic dermatitis

Prevention of flare-ups of the disease
Potential upside psoriasis

Target Population >2 years-old
Efficacy Similar to Protopic, better than Eucrisa
Safety Better tolerated than Protopic and Elidel

Minimal systemic absorption: exposure at
least 100 fold lower than therapeutic dose of

Meoral
Posology Twice daily
Formulation Scalable and stable

Easier to use than creams and ocintments
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2.b The Product: mechanism of action

« Well known and
validated mechanism:
calcineurin inhibition,
same as Protopic and
Elidel

Antigen-presenting call

Q [‘Cidusnﬂl‘ln

| Tacrolimus
_@ Immunophiling F_J.'____
(eyclophilin, FKBP) -y c1eotide ™

e Systemic cyclosporine is
widely used to treat
severe atopic dermatitis
and psoriasis, but its
use is limited by risk-
benefits considerations
due to nephrotoxicity

Nuclear translocation of NFAT

T cell and |L-2 production
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2.b The Product: experimental evidence

Mon-clinical:

=  Sufficient skin penetration with no significant systemic exposure
= Significant dose-dependent efficacy
= Good skin safety profile

CMC:

= Cyclosporine in a wide range of concentrations (from 0.1 to 10%;)

Sprayable oil formulation

Stable formulations
Scalable & GMP cost-effective production
Three GMP & clinical batches 5% CsA

Clinical:

*  Positive POC Clinical Trial in Atopic Dermatitis
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2.b The Product: experimental evidence: clinical results phase lla

= Cyclatop improves clinical signs in mild to moderate atopic dermatitis patients assessad with
EASI, ADSI and IGA scales, this improvement being significantly superior to vehicle after a 4-
week treatment

= The differential effect is observed already after 1 week

= This statistically significant superiority is observed in both populations analyzed {ITT and PP)

= 04% of patients revert to grade 0-1 1GA (clear or almost clear) after 4 week treatment

=  The pruritus is reduced around 50% within the first week and a reduction of 3.3 points in VAS
iz achieved in patients with moderate pruritus (baseline VAS24) at end of treatment

= The systemic exposure after topical administration is very low, at least 200-fold less than the
levels observed after therapeutic doses through the systemic route

=  The formulation, with and without 5% cyclosporine, is well tolerated and accepted by the
patients

= These results warrant further clinical development
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2.c The Product: Differential features facing the market

The need of topical Cyclosporine formulations

Dermatologists agree on the need of topical Cyclosporine formulations in Atopic Dermatitis
and Psoriasis due to the following reasons:

* The need to increase therapeutic tools in Atopic Dermatitis and Psoriasis, especially in
pediatric patients

* The need of new formulations different than creams and ointments to improve
compliance

* The need to find substitutes to topical corticosteroids, widely rejected in pediatric
patients

* The need to reduce side effects associated to systemic use of immunosuppressants.

Challenges in developing topical Cyclosporine so far

Cyclosporine is a potent and stable drug in skin, but technical difficulties have prevented to
date the development of topical formulations of Cyclosporine due to lack of stability,
production difficulties or to low penetration of Cyclosporine in the skin.
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2.d The Product: current status of development

1er semestre | 2% semestre | ler semestre | 2% semestre | 1er semestre | 2% semestre | 1er semestre | 2% semestre | ler semestre
Comienzo [~ pyp Fin
mar D'l_-'":"l,-’"l g mar u-'|m-|ng - lun mﬂuﬂg mar DE;'EIS;'B

Phase | contact allergic potential n=200 HV
lun 03/06/19 - jue 31,/12/20

PK study In AD...

mar 02/07/19 -...
Phase Il, DRF2.5-5% pbo mild... End-of-Phase...
lun 03/06/19 - vie 03/04,20 lun 06/04/20 -...

Phase 111, 4 weeks n=500 (=2y)
mié 09/09/20 - jue 04/11/21

Phase 11l 4 week n=500 (=2 y) filing NDA
mié 09/09/20 - jue 04/11/21 Jue 05/05/22 - mar 09/05/23

Long term safety, 12 month n=500 (=2 y) Comparative clinical Study TCI
mar 20/10/20 - jue 16/12/21 jue 21/04/22 - jue 26/01/23
CMC primary package/ dose def.. CMC Pivotal Batches
vie 01/02/19 - jue 12/12/19 vie 13/12/19 - jue 23/12/21
Preclinical Chronic toxicity minipigs
mié 03/04/19 - mar 02/06/20
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2.e The Product: IPR protection

The project is protected by 4 patent families:

. Patent filing claiming the general formulation system:

“NANOPARTICLES COMPRISING ESTERS OF POLY {METHYL VINYL ETHER-CO-MALEIC ANHYDRIDE)
AND USES THEREOF*” n? WO 2012/140252 Al

Priority April 15" 2011

Mational extensions, Australia (granted), Canada, Eurcpe, Hong Kong, India, Japan (granted),
Mexico (granted), USA (granted).

. Patent filing claiming the candidate Cyclosporine formulation space:

“"CYCLOSPORINE A TOPICAL COMPOSITIONS”n2 PCT/EP2017/050059.
Priority January 4th 2016

. Defensive Patents filing claiming alternative Cyclosporine and Placebo formulation space:

“CYCLOSPORINE A TOPICAL COMPOSITIONS * PCT/EP2018/067237 Priority June 28th 2017
“TOPICAL COMPOSITIONS FOR THE TREATMENT OF DERMATOLOGICAL DISEASES
PCT/EP2018/067247 Priority June 28th 2017
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2.T Risk assessment

Below average for the development stage:

« Commercial: well established market, knowledge and appreciation of
physicians of cyclosporine as therapeutic agent in the target indications

« Technical (efficacy): well established development path, well validated
mechanism of action, clinical proof of concept achieved

« Technical (safety): known drug with known safety profile for systemic
exposure, clinically demonstrated minimal exposure after topical
administration

« |Industrial (CMQC): fully developed pharmaceutical form, ready for phase
lIb (dose finding) and phase Il
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3. Partnering Opportunities

M
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Manufacturing rights
Straight license
Option to certain territories

Co-development
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