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Working for Women’s Health

Executive summary

Lead project: Candiplus®

A new medicine for topical treatment of
recurrent vulvovaginal Candidiasis (RVVC),
Realizing a completely new treatment
concept, Candiplus® is able to restore a
healthy vaginal environment

The first and only available product worldwide
combining high efficacy against RVVC and high
safety.

Innovative and protected

Candiplus® targets key virulence factors of
Candida infections by a new mode of action,
which results in superior clinical outcomes.

The new combination medicine (active
ingredients: Diclofenac and Clotrimazole) is
protected by three patent families. Patent
protection by granted patents lasts until 2037
and can be extended until 2042.

RVVC

Vulvovaginal Candidiasis is one of the most
frequent causes to visit gynecological
emergency units. App. 150 million women
worldwide are suffering from frequent
relapses or chronic pain (recurrent or
chronic vulvovaginal Candidiasis, RVVC), a
condition, which has a high negative impact
on quality of life.

Unique

Candiplus® is worldwide the only available
product with high efficacy against RVVC
combined with high safety, due to topical
application, making it the best choice for
women of childbearing potential.

Candiplus® has been accepted by the
European Medicine Agency (EMA) for a
central registration procedure, based on its
high level of innovation.

High medical need

With increasing frequency of relapses and
duration of RVVC standard antifungal
treatments show continuously decreasing
efficacy, due to biofilm related resistance
mechanisms.

Standard of care is oral Fluconazol, but even
after long-term therapy short-term relapses
are frequent.

Market potential

The current global vulvovaginal candidiasis
market is valued over US$ 1 billion in 2023
and is anticipated to expand at a CAGR of
4.5% Even based on a moderate pricing
scenario, potential peak sales of more than
1.5 bn EUR globally are expected for
Candiplus® US$ 1.3 bn in US, US$ 200 m
Europe & Canada, US$ 80 m in Middle East
and US$ 250 m in Asia/Others.
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* Vulvovaginal Candidiasis Treatment Market Size & Share | FMI (futuremarketinsights.com)



https://www.futuremarketinsights.com/reports/vulvovaginal-candidiasis-treatment-market#:~:text=The%20global%20vulvovaginal%20candidiasis%20treatment%20market%20is%20currently,likely%20to%20propel%20to%20US%241607%20Million%20by%202033.

Disease

¢



million
patients



NO

effective therapy!

N
Wr



Working for Women’s Health

Recurrent vulvovaginal Candidosis (RVVC):
High prevalence - high medical need

Vulvovaginal Candidosis (VVC):
One of the most frequent causes

of women to contact gynecologists!
Global prevalence VVC: 20-30%

Recurrent vulvovaginal
Candidosis: associated with
significant impact on health-related
quality of life.

Global prevalence RVVC: 6%

Fig 1: Global estimated case burden per 100,000 people (6% prevalence)
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1) Global prevalence of recurrent and chronic vulvovaginal candidiasis David W.
Denning, Matthew Kneale, Riina Rautemaa-Richardson, Jack D. Sobel.
2) Aballéa et al. Health and Quality of Life Outcomes 2013, 11:169
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Working for Women’s Health <>

Simple VVC vs. recurrent VVC - what is different?

¢ In the transition from colonisation to VVC and to RVVC
saprophytic yeasts turn into pathogens.

¢ RVVC is characterized by ongoing inflammation + formation
of complex biofilms.

Antifungal activty blocked
by biofilm resistance

{ Standard antifungals cannot
overcome biofilm related, = o Z[
non-intrinsic resistance S S
mechanisms. i — . f)\

e I

Hyphae adhere to H
e epithelial surfaces and K Expresrswn of
invade deeper layers adehsion molecules
Micro-environmenta
factors
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Lack of effective therapy for RVVC!

¢ App. 50% of cases do not respond to (topical) standard VVC
therapy.

{ Recurrence occurs in more than 50% of all patients shortly
after cessation of treatment?

{ Efficacy of SoC™ declines with increasing duration of RVVC and
increasing frequency of episodes.?

¢ High relapse rates even after long-term therapy

1 Sobel J et al., 2004. Maintenance Fluconazole Therapy for Recurrent Vulvovaginal Candidiasis
2 Donders G, Bellen G, Byttebier G et al. Individualized decreasing dose maintenance fluconazole regimen for recurrent vulvovaginal candidiasis (ReCiDiF trial). Am J

Obstet Gynecol 2008;199: 613.e1-613.e9

* SoC: standard of care
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High Demand for Effecti

Based on the poor long-term
outcome of standard therapy in
RVVC there is a high demand for
new treatment options which
adress the complex pathogenesis
(including bio-films) and combine

Top Desired Attributes of Patients

Resolves symptoms faster FEEEEEEE————

Starts to act faster

Better at getting rid of vaginal yeast

Better at continuing to keep me
symptom free/longer lasting

¢ high efficacy with

Less expensive

{ fast onset of relief and

¢ reduced recurrence rate
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by Profem

First in class for RvVVC
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Working for Women'’s Health

Candiplus® - new mode of action
targeting the main drivers of Candida " s pathogenic switch

¢ Inhibition of inflammation, cellular adhesion and invasion

¢ Disruption of complex '
biofilms o

¢ Realized by a N
combination of the COX Y o v
inhibitor diclofenac and ’:‘ + ':‘
clotrimazole in a topical 0o '
application e seets o

COX inhibitors suppress
adhesion molecules and
loosen up biofilm

invade deeper layers

v
i
\ Y]

e Candida turns back
to being a
saprophyte again
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Candiplus ° - a ,first in class” combination medicine
to solve the problem of RVVC

Superior outcomes USP
¢ Quick pain & symptom
lief
"eie » Fast symptom
¢ Increased primary cure relief
rate

» Improved long-

Reduced relapse rates term outcome

N
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Fewer side effects, no

interference with » Improved
pregnancy and no drug- safety profile
drug interactions
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Clinical Development Plan
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Working for Women’s Health
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ProF-001 - Development program accorded
with European authorities and FDA

-

Discussion of basic
requirements of the
clinical study program.

(

Details of PK and Phase 2
and 3 studies,

OTC requirements

a

4
<

3
<

o

Detailed planning of
clincial program, for
registration in
Germany/EU (,one pivotal
study®)

Specific requirements
for the study program
for approval in the US,

E

Eligible for centralized registration by EMA
as innovative medicine.
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Milestones of project

development

2006 - 2015

Project idea,
formulation
development,
case studies.
Pilot PK

/

2015-2017 Phase 2a:
Dose finding, first
clinical PoC
Optimum dose,
significantly
improved clinical
cure rate in RVVC

/

*RVVC: recurrent
vulvovaginal candidiasis

2018 - 2023
Phase 2b-3 - pivotal EU:
Safety and efficacy

Topical treatment with
sigificantly improved
overall cure rate within
12 months in RVVC*

2025 - 2026 Final PK
PK with final formulation

2026 - 27 Phase 3 USA

Phase 3 study according to
requirements of FDA

N
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Working for Women’s Health

Project plan 2025 - 2027

Work packages and milestones

Q2 2025 Q3 2025 Q4 2025 Q1 2026 Q2-2026 Q3-2026 Q4-2026

T | 1 T !

Approval

EMA Scientific advice Filing for Regulatory Assessment
registration EU (150) - 300 days EU

PK study | CSR PK

CMC — completion

Preparation of document package EU
1 Vv

Adjustment of US- Filing of IND
development
program with FDA Phase 3 US* CSR

Filing for
registration US

Preparation of document package USA

CMC: Chemistry, manufacturing and controls
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Clinical Data N
@ derived from completed phase 2a and &
~~ phase 3 studies
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Prof-001 - Candiplus®:

Significant advantages over standard therapy and new compounds

¢ Highest primary response rate in acute phase therapy
¢ Accelerated pain relief

¢ Excellent overall cure rate after 12 months

¢ Excellent safety

¢ Restoration of quality of life

N
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The Market of RVVC

o

&

L



Working for Women’s Health

Market data - market leaders

N
W

The original products Canesten and Diflucan are still market leaders.

Gynecological antifungal market y
2017 770 million USD
AR 2-3
2023 1.1 billion USD @ Billion
uUsD

The current market for VVC is highly
genericized,

resulting in an economic potential
worth billions for PROFEM,

as:

global patents protect Candiplus®
until 2042!

million
UsD

| Patent expiry of
Fluconazole

(1) Vaginal Antifungals Market Share & Forecast

Drug substance Clotrimazol Fluconazol

Market share app. 50% app. 25%

Total sales '? app.250 m USD app. 250 mUSD

Original product, Canesten® - Bayer,

Market leader ca. 50% Diflucan, Pfizer

2023 to 2033 (futuremarketinsights.com)

J


https://www.futuremarketinsights.com/reports/vaginal-antifungals-market
https://www.futuremarketinsights.com/reports/vaginal-antifungals-market
https://www.futuremarketinsights.com/reports/vaginal-antifungals-market
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Intellectual Property
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Working for Women’s Health

IP: Patent protection until 2042

Patent family 1- includes Candiplus®

PCT/AT2007/000227 USE OF COMBINATION PREPARATIONS COMPRISING ANTIFUNGAL AGENTS.
Priority date 12.05.2006, expiry 2027; Broad claims for combinations of antifungals and NSAIDs for topical
treatment of dermal and mucosal fungal infections

Patents granted: EU, NOR, USA, CAN, AUS
Patent family 2: PCT EP2018 081253 - includes Candiplus®

Manufacturing process and specific features of cream formulation. Further indications: featuring fungal
and mixed infections. Priority date 15.11.2017, patent protection until 2037, extension until 2042 intended.

Patents granted: MEX, UA, Eurasia, USA, EU, India, South Korea, Chile, JPN, China, ISR, Usbekistan,
AUS pending: CAN, BR

Patent family 3: PCT EP2018 081264

Use of antibiotic preparations for the treatment of further gynecological conditions, featuring bacterial
diseases. Combinations of antibacterial substances and NSAIDs based on the basic cream formulation,
triple combinations, for topical treatment of bacterial and mixed vaginal infections, cystitis, OAB.

Priority date 15.11.2017, patent protection until 2037

Patents granted: MEX, UA, Eurasia, USA, EU, JPN, South Korea, Chile, China, ISR, pending: AUS, CAN, BR,
India
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Working for Women’s Health
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PROFEM GmbH, Vienna, Austria
£

A company dedicated to Women s Health

>
>

founded in 2012 by internationally experienced pharma-experts

developing medicines specifically for women - apart from
hormones, general anti-infectives and vitamines

based on forward-thinking scientific concepts and extensive
clinical experience

to provide comprehensive and effective treatment in therapeutic
fields with high medical need
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Focus on gynecological infectiology
Follow-up projects share pelevant features
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() ChPOﬂiC infeotions Over’lap Project Indication Development state
with toplcs overactive T e D
bladder syndrome/UUl and
vU |VOC|yﬂ |a ProF-002 Vulvodynia _
' . . Bacterial Vaginosis, _
¢ High medical need Prof-003 i ophic Vaginitis
¢ High impact on quality of Prof-004  ChronicCystiis [ TD
| Ife Prof-005 OAB/UUI
¢ Lack of innovation w. ——

candidate PoC Phase 1 Phase 2 Phase 3

RVVC: Recurrent vulvovaginal Candidosis

OAB: Overactive bladder syndrome, UUl: Urinary urge incontinence

Blue: status clincal development, white: preliminary studies
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Working for
Women’s Health

A team of distinguished international experts is
leading the development of Candiplus.

DI DDr. Marion Noe
Founder and CEO

Board certified in Gynecology and Obstetrics,
Biochemist

Specialized in gynecological endocrinology and reproductive
medicine,

Main focus of research work: Endometriosis, uterine physiology and
pathophysiology, gynecological infectiology.

Long-term management experience of pharmaceutical and clinical
development projects

N
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Working for
Women’s Health

Karin Vilsmeier, lic.oec.HSG
Partner and CFO

MBA at University of St. Gallen, Switzerland.
Focus: Finance / Controlling

Founder and CEO VMP St. Gallen Investment Management GmbH
Founder and CEO WKYV Investment Holding GmbH
Delegate to the governing board of Romabau - Gerinox AG

{
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PD Dr. Ghazaleh Gouya
Partner and CMO

Board certified for Internal Medicine (Cardiology),
specialized in Clinical Pharmacology, Associate
Professor at Medical University of Vienna

2014-2016 Medical Director of a leading international CRO for Clinical Development
(Quintiles), 2017 formation of Gouya Insights, CRO specialized in the management of
clinical studies.



A team of distinguished international
experts is leading the development of
Candiplus.

N
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Univ. Prof. DI Dr. Christian Noe
Founder and CSO

Professor of chemistry and pharmaceutical
sciences

Former Head of the Departments of Medicinal Chemistry of the Universities of

Working f
y Frankfurt/Main, Germany, and Vienna, Austria. Long-time expert for United
WO m e n S H e a I t h Nations (UNIDO, IAEA), first Chairman of the Scientific Committee of IMI, past
president of EUFEPS

IMI: Innovative Medicines Initiative of the European Commission EUFEPS: European Federation of
Pharmaceutical Sciences
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Partner network

PROFEM is cooperating with an
international network of
recoghized experts and CROs.

Scientific board

Univ.-Prof. Dr. H. Kiss, Medical

Ulsfie el Wheie Key Opinion Leader for gynecological infectiology

Univ.-Prof. Dr. C. Lass-Florl Clinical microbiologist, expert for fungal infections, head of
,Medical University Innsbruck European reference lab for rare fungal diseases

Clinical studies

PK, Clinical operations Germany

i

& \ _ ; Cllqc’gl,Qper’atlons Slovakia, Data management

Socratec GmbH
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Business model

Candiplus® is planned to be sold
(alternative: out-licensed) to one
or several partners for worldwide
distribution.

We are open to various models,
like an asset or license deal, or a
cooperation agreement.

Negotiations are conducted in
parallel to the final steps of the
clinical development program and
regulatory preparations.

0
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