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PRESS RELEASE

APEPTICO publishes significant scientific results dits development compound AP301

Vienna, Austria, December &, 2013: APEPTICO, a privately-held biotechnology cmpany
developing peptide drugs, today announced that sigficant scientific results of its development
compound AP301 have been published iMolecular Pharmacology and The Journal of Clinical

Pharmacology, summarising the mode of action of AP301 in actitang the amiloride-sensitive
epithelial sodium ion channel (ENaC) and presentinghe results of APEPTICO'’s first-in-man

clinical study of orally inhaled AP301.

APEPTICO develops the AP301 peptide compound @ tttivation of pulmonary oedema clearance in
intensive care patients with life-threatening oedgus respiratory failure and acute respiratoryreks
syndrome.

The December volume dfiolecular Pharmacology publishes the original research article “Mechanism
of action of novel lung edema therapeutic AP301adggivation of the epithelial sodium channel”
(http://molpharm.aspetjournals.org/content/84/6/888track resulting from APEPTICO’s scientific
collaboration with the Department of Pharmacology doxicology of the University of Vienna. The
mode of action of AP301 peptide in activating thmilaride-sensitive epithelial sodium ion channel
(ENaC) was studied in A549 lung epithelial cellsvesll as in human embryonic kidney cells and
chinese hamster ovary cells heterologously exprgdsuman ENaC subunits f, y, andé. The data
suggest that AP301 specifically targets endogegoasti heterologously expressed ENaC, activates
proteolytically processed ENaC in a reversible neapnrequires the pore-forming or 6-subunit co-
expressed witlfy-subunits for maximal activity, and requires glygased extracellular domains of
ENaC to enable binding of AP301 to the ion channel.

In collaboration with the Department of Clinical @macology of the Medical University of Vienna,
safety and tolerability of orally inhaled AP301 pdp was assessed in a FIM (first-in-man) clinical
study at the Vienna General Hospital. The resultthis study are summarised as “A FIM study to
assess safety and exposure of inhaled single-dds83301—-A specific ENaC channel activator for the
treatment of acute lung injury” in the Decemberwoé of The Journal of Clinical Pharmacology
(http://onlinelibrary.wiley.com/doi/10.1002/jcph.2@Bstrack. In the phase | clinical study 48 subjects
received treatment, and completed the study agpqocol. No serious or local adverse events were
noted. None of the assessments indicated notalsie diotime-related alterations of safety outcomes.
Inhaled AP301 single doses up to 120 mg were safeneell tolerated by study subjects. Distributidn o
inhaled AP301 was largely confined to the lungjracated by very low AP301 systemic exposure
levels.

Dr. Bernhard Fischer, CEO of APEPTICO, comment@®13 was another very productive year in the
research & development programme of APEPTICO, tilaasg that the Company’'s strategy of
investigating the mode of action and clinical usat® lead compound AP301 through a network of
research collaborations, is paying off.” “AP301 Isascessfully completed a phase | clinical study an
is currently undergoing two different phase Il @dal trials in patients with life-threatening luogdema
and primary graft dysfunction following lung tramesptation, respectively. We are looking forward
reviewing the clinical data from both studies istja few weeks from today” Dr. Fischer added.

--ENDS - -



Notes to Editors:

About APEPTICO GmbHwww.apeptico.com)

APEPTICO is a privately-held biotechnology compdmsed in Austria, developing peptide-based products
targeting chronic and life-threatening disease® péptide molecules correspond to validated, phewdymamic
active structures and domains of well-known prateind biopharmaceuticals. By concentrating on syiathly
produced protein structures APEPTICO avoids genesils associated with gene- and cell-technologies.
APEPTICO makes use of its technology platforms PEFB™ and PEPSCREEN to significantly reduce
cost and to shorten time to market.

About the AP301 peptide family

AP301 and derived peptides are synthetic molecwlesse structures are based on the lectin-like dorofi
human Tumour Necrosis Factor alpha. AP301 peptdesvater soluble and can be administered intduting by
oral inhalation. Formulated AP301 is easily netdisand the resulting aerosol is composed of péptader
droplets of diameter 4m or less. AP301 and derived peptides are desifpredctivation of the pulmonary
epithelial sodium channel (ENaC). Activation of ElNbBy AP301 results an accelerated lung oedemaatiearin
the airspace. Comprehensive research and developmeducted by APEPTICO has demonstrated that AP301
peptides are effective in animal models of varifuums of pulmonary oedema, including high altitymgémonary
oedema, acute lung injury / acute respiratory eéstrsyndrome, pneumonia, influenza virus lung tidec and
lung transplantation. Currently, AP301 is subjectwo Phase lla clinical studies for the treatmehpatients
suffering from life-threatening oedematous respmatfailure and primary graft dysfunction followiniging
transplantation, respectively.

About oedematous respiratory failure

Respiratory failure occurs when the respiratorytesysfails in oxygenation and/or carbon dioxide @hation.
Oedematous Respiratory Failure is caused by a waassid life-threatening pulmonary oedema. Pulmonary
oedema occurs when fluid leaks from the pulmonapillary network into the lung interstitium and edli.
There are many possible causes of lung oedema, asiachhaling high concentrations of smoke, toxins,
oxygen; severe burns; blood infections; lung infew; or trauma to other parts of the body. Acut@d. Injury
(ALI) and Acute Respiratory Distress Syndrome (ARREe catastrophic forms of lung oedema. Lungsaiont
alveoli, which are tiny air sacs where the oxygempassed into the blood. During lung oedema, bl fluid
begin to leak into the alveoli. When this happenxygen cannot enter the alveoli, which means oxygefonger
passes into the blood. Because the lungs are ieflaamd filled with fluid, the patient finds it irgasingly
difficult to breathe. The mortality rate of patisnwith pulmonary oedema in ALI/ARDS is 30% to 60%hm
two to four weeks. Currently, no specific drug tment exists for patients suffering from hyper-peatoility-
caused lung oedema.

About Primary Graft Dysfunction

Primary Graft Dysfunction (PGD) (Ischemia Reperasinjury, IRI) is characterized by poor oxygenatas the
main criterion for the condition and is also chéedzed by low pulmonary compliance, interstitibléolar
oedema, pulmonary infiltrates on chest radiograpiseased pulmonary vascular resistance, intrapuodmy
shunt and acute alveolar injury, as revealed biushkf alveolar damage (DAD) on pathology. PGD ocanrs
approximately 20% of lung transplant recipients gatients face prolonged ventilation, prolongegsta the
ICU and the hospital overall, increased medicats;@nd increased risk of morbidity and mortal@urrently, no
specific drug treatment exists for patients sufigmprimary graft dysfunction following lung tranaptation.

Contact

Univ.-Doz. Dr. Bernhard Fischer, Chief ExecutiveiCHdr
APEPTICO Forschung und Entwicklung GmbH
Mariahilferstrafle 136, Top 1.1.5

1150 Vienna, Austria

T: +43-664-1432919

F: +43-1-25330337795

E-mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO announces a licensing agreement for PEPBASE™
with Chem Tech Research Incorporation

Vienna, Austria, October 23, 2013 - APEPTICO, a privately-held biotechnology company
developing peptide drugs, today announced thadstdntered into a license agreement with Chem
Tech Research Incorporation (C-TRI), where APEPTI@Dprovide C-TRI with a non-exclusive
license to APEPTICO’s database PEPBAYE Under terms of the Agreement, APEPTICO will
receive a license fee and annual payments from CfarfRlata base updates.

APEPTICO (Vienna, Austria) is a clinical stage bidtnology company in Austria that develops
new peptide-based medicinal products for therapeutd prophylactic treatment of various severe
forms of pulmonary oedema. C-TRI (Seoul, Korea} iesearch-oriented pharma company which
focuses on developing new drugs and medicines.

PEPBASE™) is a unique research database of human theragpeatiins. The protein therapeutics
included in PEPBASE™ are manufactured by recombinant DNA technology hade received
marketing authorisation in the EU or US for medatinose in humans. For each protein a specific
profile is established, based on preclinical amciedl data, supported by structural, functionad an
biochemical data, in an attempt to link structumadl therapeutically relevant properties on a single
platform. As a consequence of this strategy, therap peptides which mimic functional domains
of these human proteins are also described in PEEBR. Protein profiles also include
developmental, manufacturing and regulatory infdroma

"We are very pleased to enter into this agreemétht @+ TRI, a Korean leader in peptide chemistry
and biotechnology”, stated Bernhard Fischer, Chtetecutive Officer of APEPTICO.
“APEPTICO’s database PEPBASY represents an unique research tool for C-TRI aitidnake

a significant contribution to our new drug devel@mnhprogram” commented Kim Wan-joo, Chief
Executive Officer of C-TRI.
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About APEPTICO GmbHwww.apeptico.com)

APEPTICO is a privately-held biotechnology compéaged in Austria, developing peptide-based
products targeting chronic and life-threateningedses. The peptide molecules correspond to
validated, pharmacodynamic active structures andnailzs of well-known proteins and
biopharmaceuticals. By concentrating on synthdyicatoduced protein structures APEPTICO
avoids general risks associated with gene- andtedtinologies. APEPTICO makes use of its
technology platforms PEPBASH) and PEPSCREEN" to significantly reduce cost and to
shorten time to market.

About C-TRI fttp://www.c-tri.co.kj

C-TRI is a research-oriented pharmaceutical compangh has focused on developing new drugs
and medicines ever since its establishment in 1988.company vision is to become the number
one company in Korea in life science. C-TRI is\aglif growing in next-generation peptide drugs,
anti-viral drugs and ionic liquids.

About PEPBASE™

PEPBASE™ is APEPTICO's a unique database of human therapgubteins. The protein
therapeutics included in PEPBASE are manufactured by recombinant DNA technology and
have received marketing authorisation in the EUJ& for medicinal use in humans. For each
protein a specific profile is established, based poeclinical and clinical data, supported by
structural, functional and biochemical data, in atempt to link structural and therapeutically
relevant properties on a single platform. As a egunence of this strategy, therapeutic A{)e tides
which mimic functional domains of these human prateare also described in PEPB

Protein profiles also include developmental, mactuiigng and regulatory information.

Contact

Univ.- Doz. Dr. Bernhard Fischer, Chief Executivei€er
APEPTICO Forschung und Entwicklung GmbH
MariahilferstraBe 136, Top 1.15, A-1150 Vienna, #ias
Mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO accelerates its clinical development program
with a research grant from the Austrian Research Promotion Agency (FFG)

Vienna, Austria, July 8, 2013 - APEPTICO, a privately-held biotechnology company developing peptide
drugs based on its PEPBASE™ discovery technology, today announced that it has received a research
grant worth more than EUR 500,000 from the Austrian Research Promotion Agency (FFG) to accelerate the
clinical assessment of the AP301 peptide in patients following lung transplantation.

AP301 is synthetic peptide which has been shown in animal studies in rats and pigs following application by
inhalation of the nebulised compound, to prevent and treat ischemia reperfusion injury, to significantly
improve gas exchange in pre-damaged donor lungs and to activate lung oedema reabsorption. Until today,
no medicinal product has been specifically authorized by medicines agencies for prevention and treatment of
primary graft dysfunction / ischemia reperfusion injury in the lung following lung transplantation.

The research grant to APEPTICO results from the FFG recently established research promotion scheme
“KLIPHA”". “KLIPHA” specifically aims to enable research-driven companies in Austria to perform phase | and
phase Il clinical studies with their new molecules. APEPTICO will use the FFG grant for its phase lla “Pilot
study to investigate the clinical effect of orally inhaled AP301 on treatment of primary graft dysfunction (PGD)
in mechanically ventilated patients after primary lung transplantation” which started last month at the Medical
University Vienna / Vienna General Hospital, Austria.

"We are very pleased that the Austrian Research Promotion Agency (FFG) supports us in our efforts to
access the AP301 peptide in this orphan clinical indication” said Bernhard Fischer, CEO of APEPTICO.
“Prevention and treatment of primary graft dysfunction represents an unmet medical need as no specific
therapy or medicinal product has been approved so far for this life-threatening condition. Having successfully
completed our Phase | clinical trial in 2011, this is our second Phase Il clinical study in pulmonary patients.
We initiated a Phase Il clinical study in patients suffering from oedematous respiratory failure in summer
2012 and the new clinical study in lung transplantation patients broadens the therapeutic application of our
lead compound AP301.”
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About APEPTICO GmbHwww.apeptico.com)

APEPTICO is a privately-held biotechnology compéaged in Austria, developing peptide-based
products targeting chronic and life-threateningedses. The peptide molecules correspond to
validated, pharmacodynamic active structures andnailts of well-known proteins and
biopharmaceuticals. By concentrating on synthdyicatoduced protein structures APEPTICO
avoids general risks associated with gene- andtedtnologies. APEPTICO makes use of its
technology platforms PEPBASETM and PEPSCREENTM igmiBcantly reduce cost and to
shorten time to market.

About AP301 peptide family

AP301 and derived peptides are synthetic peptidecutes whose structures are based on naturally
occurring motifs. AP301 peptides are water solarid can be administered into the lung by oral
inhalation. Formulated AP301 is easily nebulisedl ahe resulting aerosol is composed of
peptide/water droplets of diameterpdn or less. AP301 and derived peptides are desifored
activation of the pulmonary epithelial sodium chan(ENaC). Activation of ENaC by AP301
results an accelerated lung oedema clearance inaitispace. Comprehensive research and
development conducted by APEPTICO has demonstridiaid AP301 peptides are effective in
animal models of various forms of pulmonary oedemeluding high altitude pulmonary oedema,
acute lung injury / acute respiratory distress sgnwe, pneumonia, influenza virus lung infection,
and lung transplantation. AP301 is subject to asBhE clinical study for the treatment of patients
suffering from life-threatening oedematous respimatfailure and subject to a Phase lla clinical
study for the treatment of Primary Graft Dysfunatia patients following lung transplantation.

About Primary Graft Dysfunction

Primary Graft Dysfunction (PGD) / Ischemia Repeidasinjury (IRI) is characterized by poor
oxygenation as the main criterion for the conditeomd is also characterized by low pulmonary
compliance, interstitial/alveolar oedema, pulmonarfiltrates on chest radiographs, increased
pulmonary vascular resistance, intrapulmonary stamtdt acute alveolar injury, as revealed by
diffuse alveolar damage (DAD) on pathology. PGDursan approximately 20% of lung transplant
recipients and patients face prolonged ventilatimmlonged stays in the ICU and the hospital
overall, increased medical costs, and increas&dfimorbidity and mortality.

Contact

Univ.- Doz. Dr. Bernhard Fischer, Chief ExecutivEi€er
APEPTICO Forschung und Entwicklung GmbH
MariahilferstraRe 136, Top 1.15, A-1150 Vienna, #ias
Mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO initiates phase Il clinical trial with AP301
in patients with primary graft dysfunction following lung transplantation

Vienna, Austria, April 17, 2013 - APEPTICO, a privately-held biotechnology company developing peptide
drugs based on its PEPBASE™ discovery technology, today announced that the Ethics Committee of the
Medical University of Vienna has approved the company’s application to perform a phase lla clinical study in
male and female patients following lung transplantation to investigate the clinical effect of repetitive orally
inhaled doses of AP301 on primary graft dysfunction.

AP301 is synthetic peptide which has been shown in animal studies in rats and pigs following application by
inhalation of the nebulised compound, to prevent and treat ischemia reperfusion injury, to significantly
improve gas exchange in pre-damaged donor lungs and to activate lung oedema reabsorption. Until today,
no medicinal product has been specifically authorized by medicines agencies for prevention and treatment of
primary graft dysfunction / ischemia reperfusion injury in the lung following lung transplantation.

The interventional, randomized, placebo-controlled, parallel-group study entitled “Pilot study to investigate
the clinical effect of orally inhaled AP301 on treatment of primary graft dysfunction (PGD) in mechanically
ventilated patients after primary lung transplantation” will be conducted at the Vienna General Hospital and
the Medical University of Vienna, Austria. Immediately after lung transplantation, patients will be screened for
early signs of primary graft dysfunction. Patients who are included into the study will receive doses of AP301
or matching placebo converted into an aerosol by state-of-the-art nebuliser technology over a period up to 7
days.

"We are very pleased that the Ethics Committee has approved our study” said Bernhard Fischer, CEO of
APEPTICO. “Prevention and treatment of primary graft dysfunction represents an unmet medical need as no
specific therapy or medicinal product has been approved so far for this life-threatening condition. Having
successfully completed our Phase | clinical trial in 2011, this is our second Phase Il clinical study in
pulmonary patients. We initiated a Phase Il clinical study in patients suffering from oedematous respiratory
failure (ALI/ARDS) in summer 2012 and the new clinical study in lung transplantation patients broadens the
therapeutic application of our lead compound AP301.”
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About APEPTICO GmbHwww.apeptico.com)

APEPTICO is a privately-held biotechnology compdaged in Austria, developing peptide-based
products targeting chronic and life-threateningedses. The peptide molecules correspond to
validated, pharmacodynamic active structures andnailts of well-known proteins and
biopharmaceuticals. By concentrating on synthdyicatoduced protein structures APEPTICO
avoids general risks associated with gene- andtedtnologies. APEPTICO makes use of its
technology platforms PEPBASETM and PEPSCREENTM igmiBcantly reduce cost and to
shorten time to market.

About AP301 peptide family

AP301 and derived peptides are synthetic peptidecutes whose structures are based on naturally
occurring motifs. AP301 peptides are water solarld can be administered into the lung by oral
inhalation. Formulated AP301 is easily nebulisedl ahe resulting aerosol is composed of
peptide/water droplets of diameterpdn or less. AP301 and derived peptides are desifored
activation of the pulmonary epithelial sodium chan(ENaC). Activation of ENaC by AP301
results an accelerated lung oedema clearance inaitispace. Comprehensive research and
development conducted by APEPTICO has demonstridiaid AP301 peptides are effective in
animal models of various forms of pulmonary oedemeluding high altitude pulmonary oedema,
acute lung injury / acute respiratory distress sgnwe, pneumonia, influenza virus lung infection,
and lung transplantation. Currently, AP301 is scibje a Phase lla clinical study for the treatment
of patients suffering from life-threatening oedeouest respiratory failure.

About Primary Graft Dysfunction

Primary Graft Dysfunction (PGD) / Ischemia Repeiduasinjury (IRI) is characterized by poor
oxygenation as the main criterion for the conditeomd is also characterized by low pulmonary
compliance, interstitial/alveolar oedema, pulmonarfjltrates on chest radiographs, increased
pulmonary vascular resistance, intrapulmonary skamd acute alveolar injury, as revealed by
diffuse alveolar damage (DAD) on pathology. PGDursan approximately 20% of lung transplant
recipients and patients face prolonged ventilatimmmlonged stays in the ICU and the hospital
overall, increased medical costs, and increaskdfimorbidity and mortality.

Contact

Univ.- Doz. Dr. Bernhard Fischer, Chief Executiveic®r
APEPTICO Forschung und Entwicklung GmbH
MariahilferstralBe 136, Top 1.15, A-1150 Vienna, #ias
Mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO releases significant scientific results oits industry-academia collaboration network

Vienna, Austria, 31st January, 2013: Apeptico Fordaung und Entwicklung GmbH announced
that the recent publication of an article in the jaurnal Pulmonary Pharmacology and
Therapeutics, describing the effect of APEPTICO’sdad compound, AP301, in primary dog, pig
and rat cells, marked the culmination of another sacessful year in the Company’s R&D
programme.

APEPTICO's research programme comprises a netwiczckl@borative projects with research groups in
academic and clinical university departments botAustria and abroad. The work published this week
in Pulmonary Pharmacology and Therapeutidsp(//www.ncbi.nlm.nih.gov/pubmed/23313096 the
result of cooperation between APEPTICO and resegirahps at the Department of Pharmacology and
Toxicology of the University of Vienna and the Gtirfor Small Animal Surgery of the University of
Veterinary Medicine in Vienna. The study descritfes isolation of alveolar cells from dog, pig atwd r
lungs and their application in electrophysiologieaiperiments. For the first time it was shown that
APEPTICO'’s lead compound AP301 exerts a currenteaing effect in freshly-isolated alveolar cells
from dog and pig lungs.

Other highlights of APEPTICO'’s collaborative resdaefforts over the last 12 months include:
Demonstration of the beneficial effect of AP301 laggtion in a pig model of acute lung injury in a
collaborative research project with the Medical €erof the Johannes Gutenberg-University, Mainz,
Germany; this work was published in the journal aActAnaesthesiologica Scandinavica
(http://www.ncbi.nlm.nih.gov/pubmed/23216436Publication in the Journal of Chromatography
(http://www.ncbi.nlm.nih.gov/pubmed/23122396f a bioanalytical study of AP301 undertaken in
cooperation with ‘pharm-analyt Labor’ located indga, Austria; Presentation at the American Thoracic
Society conference, held in San Francisco, Caliéorof the results of a collaborative study conddct
by research groups in Shanghai, China, showingAR&01 attentuates high altitude pulmonary oedema
(HAPE) in rats; Further progress in elucidationtttd mechanism of action of AP301 and its activating
effect on the epithelial sodium channel (ENaC) s@®mmunicated at the annual meeting of the Austrian
Peptide Society, where the latest results of APERI$ ongoing research initiative with scientistshet
Department of Pharmacology and Toxicology of theversity of Vienna were presented; Completion
of a collaborative research project with the Daparit of Thoracic Surgery of Vienna Medical
University, aimed to improve lung transplantatiorluding ex vivo lung perfusion of donor lungs;
Establishment of a joint research effort with stiga at the Roslin Institute, University of Edimgh,
Scotland, to investigate combination therapy fdtdsereatment of influenza infections.

Dr. Bernhard Fischer, CEO of APEPTICO, comment@@12 was another productive year in
the R&D programme of APEPTICO, illustrating thatetiCompany’s strategy of investigating the
mechanism of action of its lead compound AP301ubhoa network of research efforts, is bearing
fruit.” Dr. Fischer continued: “In both the cell4ed electrophysiological studies and the pre-dinic
models of lung injury, the role of AP301 in improgi alveolar fluid clearance and lung function,
thereby reducing oedema, has been clearly demtedtrpaving the way for future application of
AP301 in other areas such as HAPE and lung trantgtian.” AP301 has successfully completed Phase
| and is currently undergoing Phase Il clinicalalsi the clinical trials have been undertaken in
collaboration with the Departments of Anaesthegjpl@nd Clinical Pharmacology of the Medical
University of Vienna.

- -ENDS - -
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About APEPTICO GmbH

APEPTICO is a privately-held biotechnology compargsed in Austria, developing peptide-based
products targeting chronic and life-threateningedses. The peptide molecules correspond to validate
pharmacodynamic active structures and domains dfkawewn proteins and biopharmaceuticals. By
concentrating on synthetically produced proteimcttires APEPTICO avoids general risks associated
with gene- and cell-technologies. APEPTICO makes afsits technology platforms PEPBABEand
PEPSCREEN" to significantly reduce cost and to shorten timenarket.

About the AP301 peptide family

AP301 and derived peptides are synthetic moleculesse structures are based on the lectin-like
domain of human Tumour Necrosis Factor alpha. APB6ftides are water soluble and can be
administered into the lung by oral inhalation. Falated AP301 is easily nebulised and the resulting
aerosol is composed of peptide/water droplets afédter 4um or less. AP301 and derived peptides are
designed for activation of the pulmonary epitheBaldium channel (ENaC). Activation of ENaC by
AP301 results an accelerated lung oedema clearantee airspace. Comprehensive research and
development conducted by APEPTICO has demonstthegdAP301 peptides are effective in animal
models of various forms of pulmonary oedema, iniclgchigh altitude pulmonary oedema, acute lung
injury / acute respiratory distress syndrome, pranm influenza virus lung infection, and lung
transplantation. Currently, AP301 is subject tohadge lla clinical study for the treatment of patsen
suffering from life-threatening oedematous respinatailure.

Contact

Univ.-Doz. Dr. Bernhard Fischer, Chief ExecutiveiCHr
APEPTICO Forschung und Entwicklung GmbH
Mariahilferstral3e 136, Top 1.1.5

1150 Vienna, Austria

T: +43-664-1432919

F: +43-1-25330337795

E-mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO granted Orphan Drug Designation by EMA and FDA
for development compound AP301 for treatment of Hig Altitude Pulmonary Oedema

18" January, 2013, Vienna, Austria: APEPTICO Forschungund Entwicklung GmbH, a
biotechnology company developing novel peptide-badedrugs, today announced that its
development compound AP301 has been granted orphaimug designation by the Committee
for Orphan Medicinal Products (European Medicines Ayency, EC) and by the Office of
Orphan Product Development (Food and Drug Administation, USA) for the clinical
indication “treatment of High Altitude Pulmonary Oe dema”.

High Altitude Pulmonary Oedema (HAPE) is a lifegatening complication of rapid ascent to
altitudes higher than 3,000 meters. HAPE represam®n-cardiogenic pulmonary oedema that
usually occurs within the first 2-5 days after \aliat high altitude. HAPE is a life-threatening
condition with a mortality rate of approx. 25%.

Until today, no drug has been registered, eitheEumope or the USA, for prevention and/or
treatment of HAPE. HAPE is a life-threatening cdimti that may affect individuals of any
geographic origin when travelling from low to higttitude locations. APEPTICQO’s synthetic
peptide is the first ever compound receiving orptiarg designation for this indication.

Dr. Bernhard Fischer, CEO of APEPTICO commentedarii pleased that both the European
Medicines Agency and the Food and Drug Administratiave approved our application for orphan
drug designation for AP301 for treatment of Highitide Pulmonary Oedema. Until today there
exists no approved treatment for this life-threatgrcondition in which the airspace in the lung
becomes flooded with body fluids preventing normas exchange due reduced air pressure and
decreased oxygen supply at high altitude levelifigaknto account the steadily increasing mobility
of people worldwide, HAPE may affect increasing tems of tourists and workers in high altitude
regions, such as the Alps and Pyrenees in Eurbpdslimalayas in Asia, and mountains in Alaska
in the USA or the Andes in South America.” Dr. Fiscadded, “HAPE was first described in great
detail in a series of reports from an expeditiorthte Mont Blanc massive in 1891, having been
published in the Swiss “Neue Ziurcher Zeitung” ingist and September 1891. During this Mont
Blanc expedition, at least four members of the tearffered from HAPE, one of whom,the
expedition’s medical doctor, Dr. Jacotte, unfortehadied at an altitude of about 4,000 meters.
With our innovation we hope to make an importanhtabution to the field of environmental
medicine by improving the patient’s condition anbiding an unfortunate outcome, if affected by
HAPE.”

- -ENDS - -
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About APEPTICO GmbH

APEPTICO is a privately-held biotechnology comp&aged in Austria, developing peptide-based
products targeting chronic and life-threateningedsses. The peptide molecules correspond to
validated, pharmacodynamic active structures andnailts of well-known proteins and
biopharmaceuticals. By concentrating on synthdticatoduced protein structures APEPTICO
avoids general risks associated with gene- andt@dtinologies. APEPTICO makes use of its
technology platforms PEPBASE and PEPSCREEN to significantly reduce cost and to shorten
time to market.

About the AP301 peptide family

AP301 and derived peptides are synthetic moleonlesse structures are based on the lectin-like
domain of human Tumour Necrosis Factor alpha. AP@&itides are water soluble and can be
administered into the lung by oral inhalation. Faolated AP301 is easily nebulised and the
resulting aerosol is composed of peptide/water ldtspof diameter 4um or less. AP301 and
derived peptides are designed for activation ofgbhknonary epithelial sodium channel (ENaC).
Activation of ENaC by AP301 results an acceleraligg oedema clearance in the airspace.
Comprehensive research and development conductddPBPTICO has demonstrated that AP301
peptides are effective in animal models of varibmsns of pulmonary oedema, including high
altitude pulmonary oedema, acute lung injury / aadspiratory distress syndrome, pneumonia,
influenza virus lung infection, and lung transp&idn. Currently, AP301 is subject to a Phase lla
clinical study for the treatment of patients sufigrfrom life-threatening oedematous respiratory
failure.

High Altitude Pulmonary Oedema

High altitude pulmonary oedema (HAPE) is a lifeeitening complication of rapid ascents to
altitudes higher than 3,000 m that usually occuithiw the first 2-5 days after arrival at high
altitude. At 3,000 m, the standard barometric presss 72kPa (537 mmHg). This means that there
is only 71% of the oxygen available at sea levdie Teduced partial oxygen pressure in the
atmosphere results in a drop of the alveolar ameriar oxygen pressure. Above 3,000 m the
oxygen saturation in the blood (Sa02) drops bel®8%9During exercise and sleep hypoxia is
increased. Furthermore temperature and atmosphenudity decrease as well. In sum, climatic
and environmental changes lead to exaggerated palywbypertension leading to vascular leakage
through over-perfusion, stress failure, or botldividual susceptibility, rate of ascent, and pre-
exposure to high altitude are major, independetgrgenants of high altitude pulmonary oedema.

About Orphan Drugs

An orphan drug is a pharmaceutical agent that fpelty treats a rare medical condition, the
condition itself being referred to as an orphareaée. Both European and USA orphan drug
legislation aim to encourage pharmaceutical congsato develop drugs for rare diseases. Under
the law, companies that develop such a drug fasrphan disorder gain marketing exclusivity for
10 years (EU) and 7 years (USA) after marketing-ayd.
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