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Disclaimers
Important Notice
IMPORTANT: You must read the following before continuing. The following applies to this document, the oral presentation of the information in this document by Sequana Medical NV (the "Company")
or any person on behalf of the Company, and any question-and-answer session that follows the oral presentation:
•

•

•

•

•

•

•

This presentation has been prepared by the management of the Company. It does not constitute or form part of, and should not be construed as, an offer, solicitation or invitation to subscribe for,
underwrite or otherwise acquire, any securities of the Company or any member of its group nor should it or any part of it form the basis of, or be relied on in connection with, any contract to
purchase or subscribe for any securities of the Company or any member of its group, nor shall it or any part of it form the basis of or be relied on in connection with any contract or commitment
whatsoever. Prospective investors are required to make their own independent investigations and appraisals of the business and financial condition of the Company and the nature of its securities
before taking any investment decision with respect to securities of the Company. This presentation is not a prospectus or offering memorandum.
The information included in this presentation has been provided to you solely for your information and background and is subject to updating, completion, revision and amendment and such
information may change materially. No person is under any obligation or undertaking to update or keep current the information contained in this presentation and any opinions expressed in
relation thereto are subject to change without notice. No representation or warranty, express or implied, is made as to the fairness, accuracy, reasonableness or completeness of the information
contained herein. Neither the Company nor any other person accepts any liability for any loss howsoever arising, directly or indirectly, from this presentation or its contents.
The presentation also contains information from third parties. Third party industry publications, studies and surveys may also contain that the data contained therein have been obtained from
sources believed to be reliable, but that there is no guarantee of the accuracy or completeness of such data. While the Company reasonably believes that each of these publications, studies and
surveys has been prepared by a reputable source, the Company, or any of their respective parent or subsidiary undertakings or affiliates, or any of their respective directors, officers, employees,
advisers or agents have independently verified the data contained therein. Thus, while the information from third parties has been accurately reproduced with no omissions that would render it
misleading, and the Company believes it to be reliable, the Company cannot guarantee its accuracy or completeness. In addition, certain of the industry and market data contained in this
presentation comes from the Company's own internal research and estimates based on the knowledge and experience of the Company's management in the market in which the Company
operates. While the Company reasonably believes that such research and estimates are reasonable and reliable, they, and their underlying methodology and assumptions, have not been verified
by any independent source for accuracy or completeness and are subject to change without notice. Accordingly, undue reliance should not be placed on any of the industry, market or competitive
position data contained in this presentation.
This presentation includes forward-looking statements that reflect the Company's intentions, beliefs or current expectations concerning, among other things, the Company's results, condition,
performance, prospects, growth, strategies and the industry in which the Company operates. These forward-looking statements are subject to risks, uncertainties and assumptions and other
factors that could cause the Company's actual results, condition, performance, prospects, growth or opportunities, as well as those of the markets it serves or intends to serve, to differ materially
from those expressed in, or suggested by, these forward-looking statements. These statements may include, without limitation, any statements preceded by, followed by or including words such
as "target," "believe," "expect," "aim," "intend," "may," "anticipate," "estimate," "plan," "project," "will," "can have," "likely," "should," "would," "could" and other words and terms of similar meaning
or the negative thereof. The Company cautions you that forward-looking statements are not guarantees of future performance and that its actual results and condition and the development of the
industry in which the Company operates may differ materially from those made in or suggested by the forward-looking statements contained in this presentation. In addition, even if the Company's
results, condition, and growth and the development of the industry in which the Company operates are consistent with the forward-looking statements contained in this presentation, those results
or developments may not be indicative of results or developments in future periods. The Company and each of its directors, officers and employees expressly disclaim any obligation or
undertaking to review, update or release any update of or revisions to any forward-looking statements in this presentation or any change in the Company's expectations or any change in events,
conditions or circumstances on which these forward-looking statements are based, except as required by applicable law or regulation.
This document and any materials distributed in connection with this document are not directed to, or intended for distribution to or use by, any person or entity that is a citizen or resident of, or
located in, any locality, state, country or other jurisdiction where such distribution, publication, availability or use would be contrary to law or regulation or which would require any registration or
licensing within such jurisdiction. The distribution of this document in certain jurisdictions may be restricted by law and persons into whose possession this document comes should inform
themselves about, and observe any such restrictions.
The Company's securities have not been and will not be registered under the US Securities Act of 1933, as amended (the "Securities Act"), and may not be offered or sold in the United States
absent registration under the Securities Act or exemption from the registration requirement thereof.
By attending the meeting where this presentation is presented or by accepting a copy of it, you agree to be bound by the foregoing limitations.
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Disclaimers
Regulatory disclaimer:
•

•

The alfapump® system has not yet received regulatory approval in the United States and Canada. Any statement in this presentation about safety and efficacy of the alfapump®
system does not apply to the United States and Canada. In the United States and Canada, the alfapump® system is currently under clinical investigation (POSEIDON Study)
and is being studied in adult patients with refractory or recurrent ascites due to cirrhosis. For more information regarding the POSEIDON clinical study
visit www.poseidonstudy.com.
DSR® therapy is still under development and it should be noted that any statements regarding safety and efficacy arise from ongoing pre-clinical and clinical investigations which
have yet to be completed. DSR® therapy is currently not approved for clinical research in the United States or Canada. There is no link between DSR® therapy and ongoing
investigations with the alfapump® system in Europe, the United States or Canada.

COVID-19 disclaimer:
•
•
•

Sequana Medical is closely following the evolution of the COVID-19 global health crisis and is in constant dialogue with its partners to assess the impact and adapt operations
accordingly.
Sequana Medical has put in place mitigation plans to minimise delays. The impact of increased demands on the healthcare systems, limitations on non-essential hospital visits
and procedures, social-distancing and travel restrictions may result in further delays to execution of clinical studies and impact sales.
Sequana Medical will continue to update the market as needed and whenever possible.

Note:
• alfapump® is a registered trademark. DSR® and alfapump DSR® are registered trademarks in Benelux.
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Strong top-line results from RED DESERT
Confirming the potential clinical benefits of alfapump DSR® therapy

• RED DESERT data of all 8 patients confirm:
 alfapump DSR is highly effective at managing fluid and sodium balance in diuretic-resistant heart failure
patients without need for loop diuretics

 restoration of diuretic response and improvement in cardio-renal function
 improvement in diuretic response maintained in long-term follow-up

• SAHARA DESERT study in heart failure patients with residual congestion to start in Q2 2021
• Expanding DSR® development programme with short-term DSR therapy
• Evaluating opportunity for DSR therapy for fluid and sodium removal in renal disease
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Fluid overload in heart failure – major clinical
problem and key driver of healthcare costs

~1M

90%

c. 5d

$13B

Annual US
hospitalisations
due to HF

HF-related
hospitalisations due
to volume overload

Typical hospital
stay

Annual costs of US
HF-related
hospitalisations

Excess sodium drives
fluid overload

• 40% of heart failure patients on IV loop diuretics have a poor response
• 24% re-admission rate at 30 days

Sources: Testani et al. (2014 & 2016); Ross et al. (2010); Costanzo et al. (2007); Kilgore et al. (2017)
HF: Heart Failure
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Proprietary Direct Sodium Removal (DSR®)

Key Principle

We remove the sodium and then the body “does the math” to maintain serum sodium balance

DSR therapy directly
removes the sodium

Body eliminates
excess fluid
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Proprietary Direct Sodium Removal (DSR®)

DSR therapy

Key Principle

We remove the sodium and then the body “does the math” to maintain serum sodium balance

DSR therapy directly
removes the sodium

Administer
sodium-free DSR
infusate to
peritoneal cavity
and allow to dwell

1

Body eliminates
excess fluid

Sodium diffuses
from the body
down a steep
diffusion gradient
into DSR infusate

2

Remove DSR
infusate +
extracted sodium
from the body

Body restores
balance & eliminates
associated fluid via
osmotic
ultrafiltration and/or
urination

3

4
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alfapump DSR® leveraging proven alfapump® platform
Fully implanted system for long-term DSR® therapy

1

Sodium-free DSR infusate administered to

peritoneal cavity via implanted port

2

alfapump pumps sodium-rich DSR infusate into the

1

3
3
2

Sodium diffuses into DSR infusate

4

bladder
Body eliminates excess fluid through osmotic
ultrafiltration and urination

4

Fundamental patents to reduce fluid overload in heart failure patients
granted in the US and Europe
9
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RED DESERT – The first repeated DSR® therapy study
Repeated dose proof-of-concept study of alfapump DSR® in stable heart failure patients on high dose diuretics

alfapump® + surgical
port implantation

start DSR therapy
in hospital

discharged from
hospital

end DSR
therapy

2 weeks

2 weeks

4 weeks

Stabilisation

DSR therapy
(in-patient)

Continued DSR therapy
(out-patient)

Diuretic challenge*

Study Endpoints
• Primary:

absence/rate of device, procedure and/or therapy related serious adverse events

• Secondary:

ability of the alfapump DSR to maintain a neutral sodium balance in the absence of diuretic
therapy and the sustained effect of DSR to maintain euvolemia

• Exploratory: impact of DSR to restore response to diuretics following DSR treatment

* 40mg intravenous furosemide to evaluate diuretic response (6 hour sodium and fluid excretion)
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RED DESERT – Concluded at 8 patients implanted
Key lessons learned – so we can move ahead to our target patient population ASAP

N=8

Ejection Fraction – %
(Mean ± SD)

24.4 ± 3.1

NT-proBNP – pg/mL*
(Mean ± SD)

4,589 ± 2,945

Furosemide equivalents – mg/day
(Mean ± SD)

323 ± 263

* NT-proBNP: N-terminal-pro hormone B-type Natriuretic Peptide – analysed in local lab

Study recruited severely ill heart failure patients on
very high doses of oral loop diuretics
11
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Highly effective management of fluid & sodium
No loop diuretics required during study despite mean baseline dose of >300 mg/day furosemide equivalents
Daily Dose of loop diuretics (mg)**

Subject

At screening

During DSR
Treatment
(D0 - 42)

101-001

80

0

101-002

200

0

101-003

400

0

101-005

120

0

101-006*

80

0

101-007*

300

0

101-008*

600

0

101-009†

800

0

* in follow-up extension with DSR; † subject 101-009 died at D3
** loop diuretics in furosemide equivalents (mg)
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Dramatic improvement in diuretic efficiency
Over 250% increase in mean diuretic response*

Diuretic efficiency
6h Na excretion (gr)

8

p<.001

6
4
2
0
Baseline

End

* 6 hour Na excretion following administration of 40mg intravenous furosemide; paired statistical analysis of patients with baseline and D42 value (N=7)
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Long term improvement in diuretic response
79% reduction in mean diuretic dose at median follow-up of 10 months
Daily Dose of loop diuretics (mg)***

5
Subject

At screening

During DSR
Treatment
(D0 - 42)

101-001

80

0

12.5 months

40

-50 %

101-002

200

0

12.5 months

80

-60 %

101-003

400

0

10 months

80

-80 %

101-005

120

0

10.5 months

40 E3D

-89 %

101-006*

80

0

8.5 months

20 BIW

-93 %

101-007*

300

0

2 months

40 TIW

-94 %

101-008*

600

0

2 months

80

-87 %

101-009†

800

0

NA

NA

NA

* in follow-up extension with DSR; † subject 101-009 died at D3
** excluding DSR treatment in follow-up extension
*** loop diuretics in furosemide equivalents (mg)
E3D: every third day; BIW: two times per week; TIW: three times per week

Time since last
DSR study
treatment**

Current
Daily dose (mg)***

Reduction in
diuretic dosage
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Significant improvement in cardio-renal function*
Creatinine

NT-proBNP
p<.001

1.5

4000

mg/dL

pg/mL

6000

1.0

2000

0.5

0

0.0

Baseline

Baseline

End

30% decrease
in mean natriuretic peptides

p<.001

22% increase
in mean eGFR

End

22% decrease
in mean creatinine

“The simultaneous normalisation of diuretic response and improvement in cardio-renal
status of the RED DESERT patients is a never before seen treatment effect and could
translate into important long-term clinical benefits in heart failure patients” – Dr. Testani
* Paired statistical analysis of patients with baseline and D42 value (N=7)
NT-proBNP: N-terminal-pro hormone B-type Natriuretic Peptide (analysed in local lab); eGFR: estimated glomerular filtration rate
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Adverse event overview
No clinically significant changes in serum sodium levels / no progressive hyponatremia

• Study system related adverse events:

3 in 2 patients

• 2x SAE blockage of peritoneal catheter in 1 patient
• 1x site AE hematoma in 1 patient

• Therapy related adverse events:

1 in 1 patient

• 1x AE abdominal discomfort during pumping phase in 1 patient

• Implant procedure related adverse events:

2 in 2 patients

• 1x AE site hematoma in 1 patient (see above “Study System related AE”)
• 1x AE hematuria in 1 patient

• Other SAEs:

2 in 2 patients

• 1x SAE TIA in 1 patient (D29 - D35)

DMC: possibly related to study therapy/procedure but unlikely related to device

• 1x SAE Cardiac Arrest 1 patient (D3)

Site PI: not related to study therapy, procedure or device

16

SAE: Serious Adverse Event; AE: Adverse Event; TIA: Transient Ischemic Attack; DMC: Data Monitoring Committee; PI: Principal Investigator at site in Georgia

16

SAHARA DESERT – On track to start in Q2 2021
20 decompensated heart failure patients with residual congestion on high doses of loop diuretics
Start DSR®
therapy

Patient
enrolment

Up to 3 x
2 weeks
alfapump® + port
implantation

End DSR
therapy

Euvolemic
state

Intensive DSR therapy
“Recompensate / Decongest”

16 weeks
Maintenance DSR therapy
“Maintain”

Diuretic challenge*

Study Endpoints
• Primary:

safety and tolerability of alfapump DSR® therapy

• Secondary:

feasibility of DSR therapy to restore and maintain euvolemia without additional loop diuretics

• Exploratory: evaluate potential impact of SGLT-2 inhibitors on DSR therapy**

Interim results expected Q4 2021 / Top-line results expected H2 2022
* 40 mg intravenous furosemide to evaluate diuretic response (6 hour sodium and fluid excretion)
** patients will be randomised 1:1 to DSR therapy +/- SGLT-2 inhibitor therapy
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Development of proprietary DSR® Infusate 2.0 ongoing
• D10% was chosen as the initial DSR infusate for fastest proof-of-concept
• We are developing our proprietary next-generation DSR infusate:

 Improved therapeutic profile compared to D10%
 IP protected

 Recurring revenue from high gross margin consumable
Note: This image is intended for illustration purposes only

• Pre-clinical development work ongoing & preparing for CMC activities

18
CMC: Chemistry, Manufacturing and Controls
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Short-term DSR® – Expanding development programme
Building upon the success of RED DESERT to extend and strengthen the DSR franchise

Short-term DSR therapy:

Long-term alfapump DSR® therapy:

• “one off” ~2 weeks intensive DSR treatment

• Intermittent, recurring, intensive DSR treatment

• With peritoneal catheter (w/o alfapump®)

• With alfapump

Faster adoption by
clinical community

Support alfapump DSR
market entry

Expand potential market
opportunity

Target earlier entry into
the US

Both DSR therapies will target diuretic-resistant heart failure patients with residual

congestion and aim to restore patients’ diuretic response and cardio-renal status
19
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DSR® and alfapump DSR® development strategy
Short-term DSR therapy extends portfolio
Study description*
- alfapump DSR dose-ranging feasibility study
D10% infusate; decompensated heart failure patients
- Proprietary DSR infusate 2.0 manufacturing

Short-term
DSR:
w/o alfapump

- GLP animal study (chronic safety)

Long-term
DSR:
w/ alfapump

- GLP animal study (chronic safety)

2021

2022

2023

2024

SAHARA

DSR Infusate 2.0

- Efficacy studies in US
decompensated heart failure patients

MOJAVE

- Controlled efficacy study in US
decompensated heart failure patients

Ph. 2b

SONORAN

Partner
* Timelines subject to further developments related to the ongoing COVID-19 pandemic
Description and timing of these studies are subject to change and/or feedback from applicable regulatory authorities
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Evaluating potential for DSR® in renal failure
Complementary opportunity leveraging heart failure programme capabilities

• Like heart failure, kidney failure / dialysis is one of the leading burdens for healthcare systems and carries
a high mortality / morbidity burden
• Hemodialysis seeks to tackle two different challenges – removal of uremic toxins as well as managing the
sodium and fluid balance – creating clinical and economic challenges
• DSR therapy has the potential to more effectively manage the fluid and sodium balance of this large
patient group
 Leveraging all of our experience from congestion / fluid overload in heart failure
• We are exploring the potential of DSR in this large and important patient group, potentially reducing
hospitalisations, the cost and burden of hemodialysis therapy as well as mortality
 Supporting work of Dr McIntyre (Lawson Health Research Institute, Ontario, Canada): evaluating the

use of DSR therapy in effective volume management and sodium removal in prevalent hemodialysis
patients (NCT04603014)
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Building Sequana Medical on Two Platforms
Complementary approaches to diuretic-resistant fluid overload

alfapump®

Liver Disease /
NASH &
Malignant Ascites

alfapump DSR®

DSR®

Heart Failure
Decongestion
Long-term
therapy

Short-term
therapy
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Liver disease /
NASH in North
America

Expected core value drivers & outlook

Q2 21:
POSEIDON
interim analysis 2

Q2 21:
POSEIDON
LPI

Q2 22:
POSEIDON
primary endpoint

Heart failure in
North America
& Europe

2021
21:
Q2RED
DESERT
top-line results

Q2 21:
SAHARA
DESERT
FPI

H2 22:
Filing to
US FDA

2022

Q4 21:
SAHARA
DESERT
interim results

H2 22:
SAHARA
DESERT
top-line results

H2 22:
MOJAVE
DESERT
FPI

Note: Presented timelines are subject to further developments related to the COVID-19 pandemic
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FPI: First Patient In; LPI: Last Patient In
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