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Disclaimer
References herein to this presentation (the “Presentation”) shall mean and include this document, any oral presentation accompanying this document provided by Advicenne SA (the “Company”) and any further information that may be
made available in connection with the subject matter contained herein.
This Presentation has been prepared by the Company and is for information only. This document does not purport to contain comprehensive or complete information about the Company and is qualified in its entirety by the business,
financial and other information that the Company is required to publish in accordance with the rules, regulations and practices applicable to companies listed on the regulated market of Euronext inParis, including, in particular, the risk
factors set out in in Chapter 4, “Risk Factors,” of its universal registration document, filed with the latter on December 19, 2019, under number D.19-1036, and in any other periodic report, which are available free of charge on the websites
of the Company (www.advicenne.com) and the AMF (www.amf-france.org). Information and other data appearing in such publications, and certain figures and numbers appearing in this document have been rounded. Consequently, the
total amounts and percentages appearing in tables and elsewhere may not necessarily equal the sum of the individually rounded figures, amounts or percentages.
No representation, warranty or undertaking, express or implied, is made as to the accuracy, completeness or appropriateness of the information and opinions contained in this Presentation, or its use for any purpose, and no reliance should
be placed on any information or opinions contained herein. The Company, its subsidiaries, its advisors and representatives accept no responsibility for and shall not, under any circumstance, be held liable for any loss or damage that may
arise from the use of this document or the information or opinions contained in it. In particular, this document contains information on the Company’s markets and competitive position, and more specifically, on the size of its markets. This
information has been drawn from various sources or from the Company’s own estimates which may not be accurate and thus no reliance should be placed on such information. Any prospective investors must make their own investigation
and assessments and consult with their own advisors concerning any evaluation of the Company and its prospects, and this document, or any part of it, may not form the basis of or be relied on in connection with any investment decision.
The information and opinions contained in this document are provided as of the date of this document only and may be updated, supplemented, revised or amended, and thus such information is subject to change at any time. Neither the
Company, nor its advisors, nor any other person is under any obligation to update the information, statements or opinions contained in this document.
All statements in the Presentation other than statements of historical fact are or may be deemed to be forward-looking statements. These forward-looking statements are not guarantees of future performance and involve a number of
known and unknown risks and uncertainties. These risks and uncertainties, and other factors, could adversely affect the outcome of the forward looking statements, and actual results could differ materially from those contemplated in the
statements. As a result, you are cautioned not to rely on such forward-looking statements. Forward-looking statements speak only as of the date of this document and the Company expressly disclaims any obligation or undertaking to
update or re-issue any forward-looking statements contained in this Presentation.
This Presentation does not constitute or form any part of any offer to sell, or the solicitation of an offer to buy or subscribe for, any shares or securities in the Company, in the United States or in any other jurisdiction.
All persons accessing this document are deemed to agree to all the limitations and restrictions set out above.
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Late clinical-stage specialty pharmaceutical company
developing novel therapeutics for rare diseases
Lead asset, ADV7103, with a market potential of several hundred million EUR
pending EU marketing authorization for the treatment of a renal disease and was granted orphan
drug status in Europe
currently in pivotal Phase III trials in the US and Canada for its first indication
currently in pivotal Phase III trials in Europe for a second renal indication

Ozalin® granted EU DCP marketing authorization in September 2018
Well financed, with approximately € 22 million of cash and equivalents at June 30, 2019*,
plus € 20 million loan facility granted by EIB in July 2019
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Experienced management team
Luc-André Granier, MD, PhD

Caroline Roussel-Maupetit, Eng

Co-founder and CEO

Co-founder and
Chief Operating Officer

Previously worked at:
Previously worked at:

Ludovic Robin, Pharm.D, MBA

Paul Michalet, MBA, CEFA

Chief Business and Strategy Officer

Chief Financial Officer

Previously worked at:

Previously worked at:
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Mature and balanced pipeline
PRECLINICAL, PHASE I

PHASE II/III

REGISTRATION

MARKET

ADV7103 dRTA – Orphan drug designation
ADV7103 dRTA

Nephrology
ADV7103 Cystinuria
New programs

ADV6209 Moderate Sedation – DCP registration and sold to

Neurology

ADV6769 Epilepsy
New programs

Internal developments
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ADV6209: a deal of up to €40m with Primex
Pharmaceuticals
A novel oral solution for pediatric sedation
The first licensed oral sedative developed by Advicenne and approved in EU

Deal signed in 2016:
up fronts + milestones + royalties based on sales

Market potential: 100 to 300M€*
Launching in EU in 2019-2020
Price per unit: about 20€/box
Favorable opinion (HAS) in reimbursement in children over 6 months to 17 years old

Approval in the US planned by 2021 (505(B)2)
*Source: Primex Pharmaceuticals
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Targeting unmet needs in nephrology
 Numerous diseases with diverse causes
 Abnormal kidney functions lead to serious disorders or debilitating diseases
 Few approved treatments in Europe and the US
 Few players and large unmet needs

ADV7103 addresses two orphan tubulopathies
with severe debilitating consequences and significant unmet medical
needs: dRTA and Cystinuria
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ADV7103
Global Development
for dRTA
EU & US

Consequences of distal renal tubular acidosis (dRTA)
Causes

Dysfunction

Imbalances

Blood Acidosis
Leads to acidification of the blood and low
potassium levels
H+

HCO3-

Hypokalemia
Low potassium (K+) level in blood
serum

Phosphates are extracted from
the bones to compensate for
acidosis (surplus of H+).
K+

dRTA
The inability of the kidney to
adequately excrete an acid (H+)
load
- Result of a genetic defect
- Or secondary to other diseases

Ca 2+

Complications

Cardiac dysfunction
(arrhythmia)

Softening of bones
(rickets)

Calcium is released from the bones

Hypercalciuria

Kidney stones
Excess calcium is
excreted in the urine

Nephrocalcinosis
Could induce renal failure

Source: Advicenne, Rodriguez-Soriano et al 1982, Domrongkitchaiporn et al. 2002a, Domrongkitchaiporn et al. 2002b, MacSherry et al. 1978, Caldas et al. 1992
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A severe debilitating orphan renal disease
In litterature, of the largest dRTA Cohort (89 patients) genetically studied :


Nephrocalcinosis was found in up to 93.6% of patients



Failure to thrive (FTT) was present up to 74.2%



Chronic kidney disease (CKD) is present in 31.3% of patients

Source: Palazzo, Giglio Kidney Int. 2017 May;91(5):1243-1255
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A long-term and significant medical need
CKD was evident in patients with long-term follow-up
Increased prevalence of CKD stage ≥2 in children (35%) and adults (82%)

The need for an efficient treatment is obvious with an early treatment initiation to
prevent long-term complications
Source: Lopez-Garcia et al. Treatment of long-term outcome in primary distal renal tubular acidosis. Nephrol Dial transplant (2019) 1-11.
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dRTA treated with ADV7103
Causes

Dysfunction

Imbalances

Blood Acidosis
Leads to acidification of the blood and low
potassium levels
H+ Acidosis compensation
HCO3-

Hypokalemia

Kalemia(Krebalance
+) level in blood
Low potassium
serum

Phosphates are extracted from
the bones to compensate for
acidosis (surplus of H+).
K+

dRTA
The inability of the kidney to
adequately excrete an acid (H+)
load
- Result of a genetic defect
- Or secondary to other diseases

Ca 2+

2mm slow-release granules

Cardiac dysfunction
(arrhythmia)

Softening of bones
(rickets)

Calcium is released from the bones

Hypercalciuria

ADV7103

Complications

Kidney stones
Excess calcium is
Calcium chelation
excreted in the urine

Nephrocalcinosis
Could induce renal failure

Source: Advicenne, Rodriguez-Soriano et al 1982, Domrongkitchaiporn et al. 2002a, Domrongkitchaiporn et al. 2002b, MacSherry et al. 1978, Caldas et al. 1992
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ADV7103 delivers clear advantages
ADV7103

“Standard” of Care (SoC)

Improved efficacy (HCO3-)



1



Sub-optimal efficacy

Only two doses a day (12h) enabling full
night coverage



2



Requires 3-6 treatments a day (<4h) with difficult
night coverage

Normalized kalaemia



3



Potassium supplementation requirement

Improved gastrointestinal tolerance



4



Severe gastrointestinal intolerance

Tasteless and adapted to pediatric patients



5



Bad taste and not adapted to pediatric patients

Improved acceptability and compliance



6



Poor acceptability and compliance

ADV7103 improves treatment efficacy
and quality of life, especially for pediatric patients
Corporate presentation | February 2020
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Design of pivotal EU Phase III trial in dRTA
Key Characteristics
of Trials

 B21CS1 – Pivotal study: A multicenter, open-label, non-inferiority sequential study in 32 patients
 B22CS2 – Extension study (24 months) of B21CS

Study design
B21CS – Main study

B22CS - Extension

32 patients

30 patients3

End of main study
Screening – inclusion

Standard of Care

ADV7103
Study extension
24 months

5 days

Primary objective

Titration + 5 days

Evaluate the relative efficacy of ADV7103 and SoC on correcting metabolic acidosis as measured on pre-morning dose
blood bicarbonate levels

1: EudraCT number: 2013-002988-25
2: EudraCT number: 2013-003828-36
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Phase III Data - Improved efficacy
 Pivotal phase III results
SOC multiple intakes per day
ADV7103 b.i.d .
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demonstrate significant efficacy


Non-inferiority is clearly demonstrated
on primary endpoint



Significantly superior to SoC on primary
endpoint, i.e. bicarbonatemia level


P-value = 0.0037 (Per Protocol)



P-value = 0.0008 (Intention to Treat)
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Phase III Data - non responder/responder analysis
in patients with dRTA
82.4% (14/17) of non-responders * became responders when switching from
SoC to ADV7103
Significant difference between treatments
Number (%) of responders (R) and nonresponders (NR) - ITT set (N=30)
SoC

ADV7103

n/N (%)

R

R

13/30 (43%)

NR

NR

3/30 (10%)

NR

R

14/30 (47%)

R

NR

0 (0.0%)
<0.001

p-value*

Non-responders = Patients presenting abnormally low average bicarbonataemia values (days 2, 3 and 4), as defined by local laboratories
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Phase III Data - Efficacy maintained after 24
months’ treatment
Normal range

Blood bicarbonatemia in normal range in 79% of patients
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Phase III Data - Kalaemia normalized
Normal range

Normalized over 24 months
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Phase III Data - Strong compliance observed
Treatment compliance key to controlling metabolic acidosis and avoiding dRTA
complications
Compliance was approximately 97% during short-term study (B21CS)
During long-term study (B22CS)
Compliance of at least 75% was reported, with 93.3 % (month 3), 89.6% (month 6), 83.3%
(month 12), 79.3% (month 18) and 79.3% (month 24)

Overall, treatment compliance was high under ADV7103

Corporate presentation | February 2020
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Phase III Data - Improved acceptability
Excellent safety profile
Only 11% of adverse events were potentially related to treatment, all of mild
intensity

Strong improvement of quality of life over 24 months
Acceptability and gastro-intestinal (GI) tolerability were significantly improved
and maintained in long term

Corporate presentation | February 2020
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dRTA development plan in the US
Orphan drug designation (ODD) application submitted to the FDA in 2019
One pivotal Phase III study in the US required by the US FDA in addition to EU
clinical package for registration
Pivotal study in US & Canada
ARENA-2 Study : A multicenter, double-blind, placebo-controlled, randomized
withdrawal study, evaluating the efficacy, safety, tolerability and acceptability of
ADV7103 compared to SoC in dRTA patients in US and Canada.
Study open and actively recruiting
40 patients to be included
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Arena-2 study: design of the US trial
Key Characteristics
of Trials

 A multicenter, double-blind, placebo-controlled, randomized withdrawal study, evaluating the efficacy, safety,
tolerability and acceptability of ADV7103 compared to SoC in dRTA patients in US and Canada.

Study design

Screening – inclusion

Lead-in Period

6 days

Up to 28 days

dRTA patients with a
history of non-anion-gap,
hyperchloremic, hypokalemic
metabolic acidosis and a minimal
alkali requirement

Randomized Withdrawal

Dose Titration

Stabilization

Up to 28 days

42- 56 days

Titration to effective
ADV7103 dose

Randomization to placebo or
ADV7103 dose.

Stabilization of serum bicarb
on ADV7103 dose

Monitored for serum bicarb ≤
17 or 18mEq/L based on age

EoS/OLE FV
Up to 28 days

Open-Label rollover
Protocol

Age <6 months dRTA patients

Primary dRTA patients in EU

Primary objective

Corporate presentation February 2020
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ADV7103
for Cystinuria
EU

Consequences of Cystinuria
Causes

Dysfunction

Complications
In Normal Urine pH
Precipitation of cystine

Buildup of
amino acid
cystine in urine

Hypertension
Urinary tract infections
Renal impairment
Renal failure

Cystinuria
An inherited autosomal
recessive disease
characterised by the
inability of the kidney to
reabsorb Cystine

ADV7103

Frequent kidney stones

Prevent formation of cystine
stones
Increase urine ph

Increase cystine
solubility

2mm slow-release granules

Source: Advicenne, Orphanet: cystinuria, NORD cystinuria, Eggermann T. and al, Cystinuria: an inborn cause of urolithiasis, Orphanet Journal of Rare Diseases 2012; 7:19
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ADV7103: Cystinuria clinical program

European Clinical
Development Plan

ODD designation approval (Dec 2019)
Protocol assistance procedure ongoing
Positive clinical proof of concept for Cystinuria
Stabilizes urinary pH with only 2 doses per day
Significantly increases pH level with a positive dose-response
CORAL study plan
Pivotal Phase III studies (B12CS & B13CS) agreed to support EU registration
A 2-year extension study (B14CS) evaluating the safety, tolerability, compliance and acceptability of
alkalizing treatments in patients with cystinuria
72 patients to be included with results expected in 2021

US Strategy under
review

ODD to be submitted soon
Meeting with FDA planned in 2020

Source: Advicenne

Corporate presentation | February 2020

25

CORAL study: Cystinuria EU clinical plan
Pivotal Phase III studies in patients with cystinuria
In Children 6 -17 years of age & adults (B12CS) : A multicentre, randomized, controlled versus
placebo, double-blinded, 4 parallel arms, dose-ranging main study, to evaluate the efficacy, safety
and tolerability, compliance and acceptability of repeated doses of ADV7103 after 7 days of
treatment.
Children 0.5 - 5 years of age (B13CS) : An efficacy and safety exploratory study.

Key Characteristics
of Trials

Extension study (B14CS): a multicenter, open-label study evaluating the safety, tolerability, compliance
and acceptability of alkalizing treatments in patients with cystinuria.

Study design

Pivotal study B12CS

Extension B14CS

Investigational sites (France, Belgium, UK, …)
ADV7103 Placebo

Screening /
inclusion

Wash-out of
chelators

58 + 13 patients

ADV7103 1.5 mEq/Kg/Day

Baseline under usual SoC

EOS
ADV7103 3.0 mEq/Kg/Day

24 months
ADV7103 4.5 mEq/Kg/Day

Primary objective
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To evaluate the effect of ADV7103 at three different doses compared to placebo on the
percentage of urinary pH values ≥ 7.0 during 24h after a 7-day treatment
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ADV7103 Market
needs
EU & US

Nephrology Scientific Board
Prof. Larry Greenbaum (Co-chairman)
Head of Pediatric Nephrology at Emory
University School of Medicine
and Children’s Healthcare of Atlanta

Prof. Pierre Cochat (Co-chairman)
Head of Pediatric Nephrology CHU Lyon
President of IPNA (International Pediatric
Nephrology Association)

President of APNA
(American Pediatric Nephrology Association)

Prof. Elena Levtchenko

Prof. Bertrand Knebelmann

Head of Pediatric Nephrology
at the KU Leuven

Head of Nephrology
at the Unit Necker Hospital Paris

President of ESPN

Prof. Gema Ariceta

Prof. Detlef Bockenhauer

Head of Pediatric Nephrology at the Vall
d’Hebron University Hospital of Barcelona
(European Society of Pediatric Nephrology

Head of Nephrology
at the Great Ormond Street Hospital

Source: Company information
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Significant unmeet needs: dRTA & cystinuria
No approved first line treatment
•

dRTA: SoC requires compounding of various unapproved products in an attempt to reestablish normal physiological functions

•

Cystinuria: SoC combines diet, hyperdiuresis and compounding of various unapproved
alkalizing products administered every 4 to 6 hours

Soc induces severe complications in the gastro-intestinal tract
•

Not adapted for pediatric use

•

Poor compliance

Significant unmet medical needs
•

Unregistered SoC requires 3 to 6 doses per 24 hours, resulting in sleep disruption

•

Lack of compliance adversely affects treatment efficacy

•

Direct impact on quality of life, especially for pediatric patients
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One product for two diseases: dRTA & cystinuria
Two rare/orphan indications
Addressable Global population

dRTA (genetic and acquired)

Approx. 30,0001

Approx. 20,0001

Cystinuria

Approx. 70,0002

Approx. 20,000 – 30,0002,3

1: Low range prevalence considered by the EMA for ODD (EU/3/17/1888)
2: Eggermann T. and al, Cystinuria: an inborn cause of urolithiasis, Orphanet Journal of Rare Diseases 2012;
7:19
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3: NORD cystinuria
Source: Advicenne, ODD (EU/3/17/1888), European Medicines Agency, U.S. National Library of
Medicines
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Market access
strategy
EU & US

ADV7103 for dRTA: 12months from market
Industrial production

Commercial deployment
of ADV7103 under the brand name
Sibnayal

Manufacturing agreement with Elaiapharm
Lundbeck to secure the supply of ADV7103 for
the commercial phase

MAA


2019


Clinical development
European ODD granted in 2017
Positive results in a pivotal Phase III study (12
months)
Positive results confirmed in an extension
Phase III study (24 months)
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2021

2020


Registration process
Ongoing regulatory dossier with EMA
Ongoing market access dossier
Structuring the commercial organization
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Progressive commercial deployment in key markets
EU5

others

Limited prescribing centers
Develop KOL relationships
Communicate among the specialist
community

Advanced ongoing discussion with potential
partners

Commercial strategy to be decided in 2020

Direct sales force in
EU 5
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Partnering in other EU countries
& RoW

US strategy
under review
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An adapted pricing policy for ADV7103
No approved treatment to Date

A high burden of diseases
The current costs associated with patient management
are substantial, reaching up to £22,000 / year in the UK

Current SoC is suboptimal and the need for an
efficient treatment is obvious, with an early
initiation to prevent long term complications

Orphan drug designation
Clinical benefit demonstrated for ADV7103 over SoC
Innovative product well adapted for pediatric
community

Substantial
clinical &
economic value
of ADV7103

Strong market demand
High expectations from physicians and patients for an
efficient and easy-to-use treatment

Building a robust pharmacoeconomic core dossier to support orphan drug
pricing of ADV7103
Source: a pharmacoeconomic study on dRTA conducted by Advicenne

Corporate presentation | February 2020

34

Progressive commercial launch in both indications
EAPs
in FR, UK, SP, S,D,N,F

dRTA EU Commercial
Launch

dRTA US Commercial
Launch

Market authorization and
registration by partners

2020

2021

dRTA EU MAA expected
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Cystinuria EU
Commercial Launch

Market authorization and
registration by partners

2023

2022

dRTA US MAA
expected

Cystinuria US
Commercial Launch

Cystinuria EU MAA
expected

Cystinuria US MAA
expected
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A niche but high value market
Market geographical segmentation
EU5 : 25%

A market potential of several hundred million
EUR

US : 50%
RoW : 25%

Pricing strategy to maximize revenue
Expectations ranging from 15 to 80k€
per year per patient depending on
geography
Source: Recommended price based on pricing studies performed by Advicenne
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IP & Financials

Broad IP estate offers protection through 2031
IP number of the EU patent

Description

Geographies

2640365

Solid pharmaceutical composition of the granules of potassium citrate
treatment/prevention of urinary lithiasis and related diseases

15 EU countries including EU5

2640364

Composition of the bicarbonate salt granules
Treatment/prevention of urinary lithiasis and related diseases

15 EU countries including EU5

2640363

Combination of bicarbonate salt and citrate salt granules
Treatment/prevention of Cystinuria

15 EU countries including EU5

Expiry date
2031

2031

2031

Additionnal IP protection notably through know-how and brand names for all marketed or
soon-to-be marketed product
ODD’s extend IP protection and provide market exclusivity
All products under development and undisclosed are proprietary and will bring in-house IP
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Financial highlights
• Approximately € 22 million* ($24 million) in cash and cash equivalents as
of June 30, 2019
•

€27,8 million ($31 million) raised in successful IPO in December 2017

• Streamlined operations with a headcount of 32 (20 in R&D)
• Cash sufficient to fund operations through numerous value-creating
inflection points in the next 12 months

• € 20 million debt facility authorization from EIB (July 2019)
Corporate presentation | February 2020
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Upcoming value-creation milestones
ADV7103 dRTA

ADV7103 Cystinuria
2018
2020

Orphan drug designation (ODD) in the US
End of US pivotal Phase III trial

ODD granted in US

European MAA granted ±18 months after filing

Completion of European pivotal Phase II/III trial

New Drug Application (NDA) filing US

2020
2021

Commercial launches EU

Data from European pivotal Phase II/III trial

2019

MAA filling EU

2022
MAA granted US
Commercial launch US

2020

Commercial launch

2020
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Euronext: ADVIC
COMPANY OVERVIEW
Specialty pharmaceutical company
Headquarters in Nîmes, France

SHAREHOLDERS AND INVESTORS1

Founded in 2007
Number of shares: 9,285,894
Financing:
Approx. €30m in private rounds
€27.8m at listing on Euronext Paris in 2017
€20m loan facility from EIB, not yet drawn
Cross listing on Euronext Brussels on June 12, 2019

24%

Floating
34%

ANALYSTS COVERAGE
France - Jamila El Bougrini (FR)
UK - Samir Devani (ENG)

8%

5%
HNWI2
14%

Management
15%

1: On a fully diluted basis as of January 1st, 2020
2: High-net-worth individuals
Source: Company information
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Our efficient business model
A KOL-driven product and development approach with a strong commitment to treatments
adapted to both pediatric and adult patient populations

MEDICAL NEEDS FOCUSED

TANGIBLE DEPLOYMENT

BUSINESS ORIENTED

Tailored approach

Orphan & pediatric indications

Partnerships

KOL driven with direct feedback from
physicians

1 product already registered: ADV6209 in Pediatric
Moderate Sedation (EU)

Patient centric development

2nd MAA pending: ADV7103 in dRTA in (EU)

Innovative drugs from known APIs

3 Phase III studies ongoing:
ADV7103 in dRTA (EU & US) & in Cystinuria (EU)

A deal of up to €40m with Primex Pharmaceuticals on
ADV6209 in 2016
(upfronts + milestones + royalties)
Commercialized products (France)
Worldwide flagship product commercialization
strategy with EU5 direct sales organization

A unique track record of efficient drug development
Corporate presentation | February 2020
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Thank you for your
attention

www.advicenne.com

