! .
-

- ©2014-2019 HERANTIS PHARMA Plc. Af rights reserved.
" d {

D
=
e
Lo
N
~
—
—




Disclaimer

This presentation does not intend to provide a thorough and detailed view of Herantis
Pharma Plc (‘Company’). The information provided in this presentation shall not be
considered sufficient for making any investment decisions related to the Company. Anyone
considering an investment in the Company shall read and consider carefully all information
provided in the formal prospectus approved by Finland’s Financial Supervisory Authority
(Finanssivalvonta).

This presentation may include forward-looking statements, estimates, and calculations
related e.g. to the Company and its markets. Such forward-looking statements, estimates,
and calculations are based on expectations and assumptions of the Company, which may
be inaccurate or untrue. They also involve known and unknown risks and other factors,
which might cause any estimates made by the Company to materially deviate from those
actualized, including the operations, financial situation, and achievements of the Company.
The Company cannot be held liable for any such deviations or for any actions taken by any
party based on this presentation. Known risks related to the future of the Company and its
business have been described in the formal prospectus approved by Finland’s Financial
Supervisory Authority (Finanssivalvonta).
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Breaking the boundaries of
standard therapeutic approaches
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Herantis’ target indications

Parkinson’s disease (PD) Secondary lymphedema

PD is an incurable brain disease
whose first symptoms include
tremors, muscle stiffness

—  Symptoms grow worse with
disease progression

— Known drugs only treat motor
symptoms, only for a while

Lymphedema (LE) is chronic,

progressive swelling due to

accumulation of lymph

— Common consequence of
cancer therapies

— Disabling, disfiguring and
painful disease

— No efficacious therapies
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Parkinson’s facts:

Lymphedema facts:

Second most common

neurodegenerative disease:

7-10 million patients

Estimated annual financial
burden of PD is $50 billion

Progression-stopping
therapy would save the
society over $400,000 per
patient in the USA*

*University of Pennsylvania’s National Parkinson
Foundation

140 million LE patients

2 million breast cancer
diagnosis annually

— 30% of patients who undergo
mastectomy will develop
Breast Cancer Associated
Lymphedema (BCAL)

In USA, annual cost of
lifelong symptomatic BCAL
treatment $10,000 - $20,000
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By developing disease-modifying
treatments, we fight both human
suffering and societal costs
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Parkinson’s is treated with levodopa... since 1960’s!

* Professor Arvid Carlsson

— Lund University: Role of
dopamine in the brain
Science 1958

— First preclinical studies
with levodopa

— Nobel price 2000
on signal transduction
In the nervous system

HERANTIS
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SCIENC

attracted interest as a probable interme-
diate in the biosynthesis of noradrenaline
and adrenaline and also as a possible

als (2, 3), and in the heart (2) of sheep
and in the splenic nerve of the ox (4).
The study of this compound has been
hampered by lack of sensitive and specific
assay methods. Apart from bioassay tech-
niques, only the fuorimetric ethylene-
diamine condensation method of Weil-
Malherbe and Bone (5) appears to be
sufficiently sensitive for biological pur-
poses. However, with this method the
fluorescence spectra obtained from 3-hy-
droxytyramine and adrenaline are almost
identical (6). In the fluorimetric method
of Euler and Floding (7), the fluores-
cence obtained from 3-hydroxytyramine
is very weak and amounts to only a few
percent of that obtained from noradrena-
line or adrenaline.

Recently we observed, however, that
if the pH of samples prepared essentially
according to this method was adjusted
to about 5 by means of acetic acid, a
fairly strong fluorescence developed. Fur-
thermore, the activation and fluorescence
peaks (345 and 410 mu, respectively, as
read in an Aminco-Bowman spectropho-
tofluorimeter) were at much shorter
wavelengths than those obtained from
noradrenaline and adrenaline, so that
these compounds did not interfere, even
if they were present in comparably large

mounts.

Using this technique in combina-
tion with jon-exchange chromatography
(Dowex 50), we have started to investi-
gate the 3-hydroxytyramine content of
various tissues. We have thus found that
3-hydroxytyramine is present in rabbit
8 FEBRUARY 1958
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changes in the noradrenaline level of the
brain were much less pronounced if pres-
ent at all (10).
Arvio Carisson, Marcrr LiNnoQvist,
Tor MaoNusson, Bermi Warozex
Department of Phaymacology,
University of Lund, Lund, Sweden
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Upper Atmosphere Densities
from Minitrack Observations
on Sputnik I

The analysis of Minitrack (1) data
on the fist USS.R. stellite, 1957
Alpha 2 (2) provides information on the
density of the atmasphere (3) above the
perigee altitude of 232 km. We find that
the observed rate of change of period
for Alpha 2 may be explained by a

istallization of  brain in an amount of about 0.4 ng/g, 16
1em to be iso-  which is roughly equal to the amount of
later forming  noradrenaline in this tissue. This may in-
ind potassium  dicate that the function of 3-hydroxy- -
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>f neighboring  sor. The following criteria argue for the
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3,4-dihydroxyphenylalanine (150 mg of 16
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caused a very marked increase in the ALTITUDE (km)
3-hydroxytyramine content of the brain  Fig, 1. Curves a, b, and ¢ represent density
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model atmosphere which is in agreement
with recently obtained data on air den-
sity and temperature at altitudes (4, 5)
up to ~ 200 km and constitutes a rea-
sonable extrapolation of these measure-
ments to higher altitudes. With allow-
ance for the estimated probable errors
in the denmy at 200 km and for the

ballistic drag parameter of Alpha 2, the
data still yield a relatively unambiguous
determination of density up to 400 km.

The determination of the density from
the rate of change of the orbital period
depends on the values of the ballistic
drag parameter and the orbit constants
of Alpha 2. The present calculations are
based on a ballistic drag parameter of
8911 kg/m?, derived from USS.R.
announcements of mass and area (6).
The relevant orbit elements were de-
duced from Minitrack observations be-
tween 14 and 25 October, and their
average values for that interval are as
follows: perigee altitude = 2325 km;
eccentricity = 0.047 £0.004; latitude of
perigee = 39° £ 6°; equatorial inclina-
tion = 64.5°  03% rate of change of
period = 0.045 £ 0.003 min/day.

Our results are shown in Fig. 1. The
solid lines represent three model atmos-
pheres (a, b, and ¢) which agree with
the rate of change of period of Alpha 2
and also fall within the limits of proba-
ble error in the rocket measurements of
density up to 185 km. The data of Horo-
witz and LaGow (#) are indicated by
circles, and the data of Byram, Chubb,
and Friedman (5) by a dotted line. The
dashed curve is the atmosphere
by Mizer and Ripley (7). The spread
in the solid curves above 275 km indi-
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PD: Our drug candidate CDNF promotes neuronal survival
and recovery through multiple relevant mechanisms

CDNF transport

Microglia Neuron @ @ ;
retrograde
N
N

www.herantis.com H E RAN TI S

PHARMA

0 CDNF promotes neuronal
survival and functionality by
reducing endoplasmic
reticulum (ER) stress

9 CDNF promotes neuronal
survival by activating Protein
Kinase B (Akt)

© CONF inhibits
a-synuclein oligomerization
and toxicity

0 CDNF suppresses
production and secretion of
proinflammatory cytokines
by glial cells

@ CDNF supports
maintenance of neuronal
functions by enhancing
transcription of genes
involved in e.g. dopamine
synthesis and metabolism
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CDNF doubled the number of neurons in a PD model*

e 150 ug CDNF

80% loss of dopaminergic neurons Doubled the,,humbé‘r?{_dqpaminergic neurons

SN3-Rt

SN3-Rt

* Disease model: MPTP lesion model in aged Rhesus monkey
« Three monthly CDNF doses doubled the number of DA neurons

« Significant improvement in gross motor function, fine motor function,
and for the first time in the world, non-motor symptoms

* Research collaboration with University of
Pittsburgh funded by Michael J. Fox Foundation
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CDNF may change how patients live with PD

Currently in Phase 1-2 clinical study funded by EU: “Leading
science, greatest potential to advance clinical practice”

g .

sM INJ» - :
;= Karolinska ¢

%%g institutet. [ AROLINSKA “§w\NE N

» Study fully recruited: 17 patients randomized in CDNF vs. placebo groups
» Topline results expected in Q1/2020
» First-in-human study in advanced PD patients => Primary endpoint is safety
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Location of implanted drug
delivery device components

Next generation: xCDNF

« Common challenge in brain
diseases is drug delivery in the

brains - CDNF is dosed directly
In brains using medical device

Close-up view of
the port structure

* Next step: we have shown that certain CDNF fragments:
1. Retain its biological activity (comparable efficacy in PD models)
2. Penetrate the BBB - much simpler administration

3. Have potential in several indications beyond PD: E.g.
Alzheimer’s, ALS, stroke

> Based on current data xCDNF could be administered as easily as insulin
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Lymfactin® gene therapy for
curing secondary lymphedema
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Lymfactin®: VEGF-C gene therapy to reconstitute the
lymphatic system

A single Lymfactin® injection results
in local VEGF-C expression for
about 2 weeks

VEGF-C is the natural human protein
that promotes the growth of
lymphatic capillaries

Lymphatic capillaries mature into
functional lymphatic vessels,
reconstituting the lymphatic system
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Lymfactin® development

* Actively recruiting patients with breast cancer associated LE (BCAL)
— Adjunct to lymph node transplantation surgery, which attempts to relieve
symptoms
— Study centers: 5 university hospitals in Sweden and Finland
* Safety established in Phase 1 study with same approach

— Promising improvements observed in signs and symptoms of LE
(uncontrolled data)

> Target: 40 patients randomized in Lymfactin® vs. placebo groups
> Topline results expected by end of 2020 (12-month follow-up)
» Primary endpoints: Efficacy in signs and symptoms of LE
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Lymphedema: Market and awareness

* 140 million LE patients worldwide

'\
* €600M market for Lymfactin® as an edll
adjunct therapy in BCAL*

— Significant potential in other lymphedemas

-

* Lymphedema awareness increases

— Herantis is a partner of LE&RN,
international patient advocacy group

— Hollywood superstar Kathy Bates is an
active LE&RN spokesperson
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ZsLSummary and
- | _Offerlng in Sweden
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Drug candidates

Based on leading science, CDNF and Lymfactin® are in
placebo-controlled studies targeting unmet clinical needs

COMPANY’S
DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3 ESTIMATE ON
MARKET POTENTIAL
Lymfactin® in breast cancer associated secondary lymphedema 6%\) EUR 600m
|
CDNF for Parkinson's disease (Q%f}) EUR 1.6bn
Non-invasive xCDNF
in neurodegenerative Not provided
diseases
HERANTIS i
© 2014-2019 HERANTIS PHARMA Plc. All rights reserved.
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Selected financials as reported 1H/2019

H1/2019 H1/2018
Cash end of period 5.6 MEUR 4.0 MEUR
Cash flow from operations -2.7 MEUR -1.8 MEUR
Personnel 9 9

* Market cap approximately 450 MSEK (Nov 18th, 2019)
* Last funding round in 3/2019
— Cornerstone investor: Swedbank Robur’s healthcare fund Medica

* Company is fully funded to reach unblinding in both
randomized trials

— Full subscription in Swedish IPO would be expected to fund the
company through Q1/2021
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Public company in Finland since 2014: ~ HRTIS

Now dual-listing in Sweden ;¥ Nasdag
First North listed

* Herantis announced on 11 Nov 2019:

—Public offering in Sweden and Denmark, and private placement: max
618,018 shares to be issued at 71 SEK (~€6.65) per share

—Target: Herantis’ shares listed in Nasdaq First North Sweden in Dec
* Reason for dual-listing:

—Increase liquidity of our shares, prepare for next stage in development
° Details on the Swedish IPO:

—Subscriptions can be made through Nordnet and Avanza

— See herantis.com/information-memorandum/ for details
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Thank you

E-mail: pekka.simula@herantis.com
Twitter: @HerantisPharma
Blog: http://herantis.com/blog/
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