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APEPTICO Announces Successful Completion of Phasel Trial
with AP301 in Oedematous Respiratory Failure

Vienna, Austria, 25" October, 2011- APEPTICO GmbH a biotechnology company developing
peptide drugs based on its PEPBASE™ discovery tdobg, today announced completion of a
Phase I clinical trial for its pulmonary sodium ionmannel activator AP301. The orally inhaled drug
candidate was safe and well-tolerated by all stoaficipants. AP301 is being developed for the
prevention and treatment of oedematous respirdadoyre in patients suffering from lung infection,
lung injury and lung transplantation.

The Phase | single-center clinical trial evaludtesl safety, tolerability and pharmacokinetic pefil
of AP301 in an orally inhaled, double-blind, randped, placebo-controlled, dose escalation study
in 48 healthy male volunteers. AP301 was showndaoséfe at all doses investigated, with no
reports of serious adverse side effects.

AP301 is the first compound against respiratorjufai caused by pulmonary oedema that activates
lung oedema reabsorption and thus differs fromctiveently used anti-inflammatory treatment that
often fails in patients with acute lung injury. Thgnthetic peptide AP301 activates alveolar liquid
clearance (ALC) and prevents both endothelial gmtthelial lung tissue from hyper-permeability as
a result of microbial and viral lung infections. 2021 also prevents ischaemia reperfusion injury
following lung transplantation in the lower respg tract.

"The successful completion of our Phase | trialars important step for APEPTICO’s drug
development program" said Dr. Bernhard Fischer, GECAPEPTICO. “We look forward to
starting the Phase lla trial with the aerosol foatian of AP301 in 2012, and are committed to
building on our success with peptide drugs.”

About AP301

AP301 is a fully synthetic peptide molecule whosedure is based on the lectin-like domain of
human Tumour Necrosis Factor alpha. The AP301 gei water soluble and can be administered
into the lung by oral inhalation. AP301 is desigriedactivate the pulmonary epithelial sodium
channel (ENaC) which results in an accelerated madeearance in the airspace. Comprehensive
research and development conducted by APEPTICOdaamnstrated that the AP301 peptide is
effective to clear lung water in animal models einponary permeability oedema, pneumonia,
influenza virus lung infection, acute lung injurydalung transplantation. AP301 has received
Orphan Drug Designation by the EMA and by the FDAMarious indications.

About oedematous respiratory failure

Respiratory failure occurs when the respiratorytesysfails in oxygenation and/or carbon dioxide
elimination. Oedematous respiratory failure is eauby a massive and life-threatening pulmonary
oedema. Pulmonary oedema occurs when fluid leaks the pulmonary capillary network into the
lung interstitium and alveoli. When this happensygen cannot enter the alveoli, which means
oxygen no longer passes into the blood. There amyrpossible causes of lung oedema, such as
inhaling high concentrations of smoke, toxins, aygen, severe burns, blood infections, lung
infections, or trauma to other parts of the bodgu#® lung injury (ALI) and acute respiratory
distress syndrome (ARDS) are catastrophic formhio§ oedema. The mortality rate of patients




with pulmonary oedema in ALI/ARDS is 30% to 60% huit 2 to 4 weeks. Currently, no specific
drug treatment exists for patients suffering froypdr-permeability-caused lung oedema.

About APEPTICO GmbH

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 synthdiicatoduced protein structures APEPTICO
avoids any risk of transmitting microbial and vinalections. Development cost and time to market
are significantly reduced if compared to the recmabt development process of biomolecules.
APEPTICO’s development platform PEPBASETM combisgactural, functional and clinical data
from relevant biopharmaceuticals and well-charaxerproteins. Based on preclinical and clinical
data, including adverse reactions, risk factors aodtraindications to be circumvented and
supported by structural, biochemical and physicotbal data, for each relevant protein a specific
profile is established that links biological & fuimmal properties with discrete structural elements

Contact

Univ.- Doz. Dr. Bernhard Fischer

Chief Executive Officer

APEPTICO Forschung und Entwicklung GmbH
Mariahilferstralte 136

A-1150 Vienna, Austria

T: +43-664-1432919

b.fischer@apeptico.com
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The 2011 Annual Conference of the European Respiratory Society
has been a major successfor APEPTICO Forschung und Entwicklung GmbH

29" September, 2011, Vienna, Austria: APEPTICO Forschung und Entwicklung GmbH, a
biotechnology company developing novel peptide-based drugs for the treatment of life
threatening lung diseases today announced that the 2011 Annual Conference of the European
Respiratory Society has been a major successfor the company.

At the 2011 Annual Congress of the European Respiré&society (ERS) in Amsterdam (The Netherlands,
September % to 28" 2011), APEPTICO has presented significant resegeshlts of its clinical stage
development compound AP301. The beneficial effetBPEPTICO’s development compound AP301, also
known as “TIP-peptide”, have been subject of thmesentations at this prestigious congress.

Professor Dr. Rudolf Lucas (Georgia Health Scieridewersity, Augusta, USA) reported that the AP301
TIP-peptide reduces lung dysfunction in experimeemfiuenza A virus infectiorin vitro andin vivo. Dr.
Susan Tzotzos reported on characterisation of TINRaalectin-like domain derived AP301 TIP-peptides
associated with improved alveolar fluid clearanc@ulmonary oedema. The potential synergism of AP30
and anti-viral drugs, such as oseltamivir and zawiaah, was reported in by Dr. Hendrik Fischer.

The AP301 peptide is being developed by APEPTICQriealation therapy for prevention and treatment o
Oedematous Respiratory Failure. AP301 activateptthmonary epithelial sodium ion channel (ENaC) and
prevents Protein Kinase C activation in lung tissutthus accelerates pulmonary oedema reabsoratid
stabilises endothelial-epithelial barrier function life-threatening conditions resulting from hyper
permeability of lung micro-capillaries. CurrentéP301 is subject to a Phase | clinical study inVenna
General Hospital.

Extracts from presentations

Prof. Dr. R. Lucas: “The AP301 “TIP-peptide” whichduces PLY-induced oedema, can blunt influenza A
virus (IAV) induced Alveolar Liquid Clearance dysfttion and combined IAV/PLY-induced barrier
dysfunction. The TIP peptide represents a therapeandidate for the treatment of IAV-associatedglu
dysfunction, since it interferes with both 1AV imtéon-associated ALC and barrier dysfunction, upon
reducing PKCa activation.”

Dr. S. Tzotzos: “Our data suggest that TIP-peptidils charge distribution and interatomic distanoesst
closely resembling the 3D structure of the natietih-like domain of TNF-alpha, are those with ¢geea
ability to enhance activation of sodium currentotigh ENaC. No standard therapy exists for pulmonary
oedema, thus these TIP-peptides represent prontisergpeutic agents for activating sodium uptakenfr
the alveolar fluid through ENaC and improving atali outcome in this condition.”

Dr. H. Fischer: “Influenza A is a serious publicalib problem that causes severe illnesses anddéath
higher risk populations. Antiviral drugs like osettivir and zanamivir block increase and spreadinth®
virus in the body, however already existing virustigles will not be affected. 2/3 of patients show
pulmonary oedema that can deteriorate to ALI/ARDS8trent experiments suggest a benefit of combining
anti-viral drugs (neuraminidase inhibitors) and AP substance with alveolar liquid clearing atyfivi



Notesto Editors:

About APEPTICO GmbH

APEPTICO is a privately-held biotechnology compdragsed in Austria, developing peptide-based prodactgeting
chronic and life-threatening diseases. The peptitdecules correspond to validated, pharmacodynamctive
structures and domains of well-known proteins amphmmrmaceuticals. By concentrating on syntheticpioduced
protein structures APEPTICO avoids any risk of $raitting microbial and viral infections. Developmeost and time
to market are significantly reduced if comparedhi® recombinant development process of biomolecdlBEPTICO’s
development platform PEPBASE combines structural, functional and clinical dfsam relevant biopharmaceuticals
and well-characterised proteins. Based on predirénd clinical data, including adverse reactiaisk factors and
contraindications to be circumvented and suppohgdstructural, biochemical and physicochemical déa each
relevant protein a specific profile is establishbdt links biological & functional properties witliscrete structural
elements.

About the AP301 peptide family

AP301 and derived peptides are synthetic molecwtssse structures are based on the lectin-like doraaihuman
Tumour Necrosis Factor alpha. AP301 peptides areerwsoluble and can be administered into the lupgotal
inhalation. Formulated AP301 is easily nebulised #re resulting aerosol is composed of peptidefwditeplets of
diameter 4um or less. AP301 and derived peptides are desifpredctivation of the pulmonary epithelial sodium
channel (ENaC). Activation of ENaC by AP301 pepgidesults an accelerated oedema clearance in thgaeé.
Comprehensive research and development conductedRBPTICO has demonstrated that AP301 peptides are
effective in animal models of pulmonary permeapitedema, pneumonia, influenza virus lung infectidoute Lung
Injury / Acute Respiratory Distress Syndrome amgltransplantation. AP301 has received Orphan Dxesgjgnation

by the EMA and by the FDA for various indications.

Currently, AP301 is subject to a Phase | clinitatly in the General Hospital in Vienna.

About Oedematous Respiratory Failure

Respiratory failure occurs when the respiratoryteays fails in oxygenation and/or carbon dioxide dhation.

Oedematous Respiratory Failure is caused by a weassid life-threatening pulmonary oedema. Pulmomeagema
occurs when fluid leaks from the pulmonary capyllaetwork into the lung interstitium and alveolih@re are many
possible causes of lung oedema, such as inhalgigduncentrations of smoke, toxins, or oxygen; seberns; blood
infections; lung infections; or trauma to other tpaof the body. Acute Lung Injury (ALI) and Acutee8piratory
Distress Syndrome (ARDS) are catastrophic formsmg oedema.

Lungs contain alveoli, which are tiny air sacs vehtdre oxygen is passed into the blood. During laedema, blood
and fluid begin to leak into the alveoli. When th@ppens, oxygen cannot enter the alveoli, whicamaexygen no
longer passes into the blood. Because the lungsnfieened and filled with fluid, the patient finds increasingly

difficult to breathe. The mortality rate of patienwith pulmonary oedema in ALI/ARDS is 30% to 60%hm 2 to 4

weeks.

Currently, no specific drug treatment exists fotligrats suffering from hyper-permeability-causedduwedema.

About ERS Conference

The ERS Conference is the largest internationafezence specialising in pulmonary medicine. It jdeg a unique

forum where scientists and medical professionamfaround the world have the opportunity to meet exchange

ideas and information in the field of respiratorgditine. The scientific programme of the ERS Cosgraims to

provide a perfect balance between clinical edupatod the latest scientific developments. The ERBigBss

highlights key issues in the diagnosis, managemedttreatment of respiratory diseases, giving akms and research
scientists the opportunity to report the latesdifigs in basic, clinical and population research.

Contact

Univ.- Doz. Dr. Bernhard Fischer, Chief Executiveic®r
APEPTICO Forschung und Entwicklung GmbH
Mariahilferstrafe 136, A-1150 Vienna, Austria

T: +43-664-1432919

F: +43-664-1477280

E-mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO presents significant resear ch results of itsinhalation ther apy
for prevention and treatment of Oedematous Respiratory Failure
at the 2011 Annual Congress of the European Respiratory Society

09" September, 2011, Vienna, Austria: APEPTICO Forschung und Entwicklung GmbH, a
biotechnology company developing novel peptide-based drugs for the treatment of life
threatening lung diseases today announced that it will present significant research results of
itsinhalation therapy for prevention and treatment of Oedematous Respiratory Failure at the
2011 Annual Congress of the European Respiratory Society.

At the 2011 Annual Congress of the European RespyaSociety (ERS) in Amsterdam (The
Netherlands, September™®4o 28" 2011), APEPTICO will present significant researebults of

its inhalation therapy for prevention and treatmehtOedematous Respiratory Failure to the
scientific community. The scientific advisory boaod the ERS has appointed in total three
contributions of APEPTICO to be presented at thegomevent. In the oral presentation entitled
“Characterisation of TNF-alpha lectin-like domairrided peptides associated with improved
alveolar fluid clearance in pulmonary oedema” APERD's strategy for design and
pharmacodynamic assessment of state-of-the-art EiN@C agonists will be presented. Professor
Dr. Rudolf Lucas will give a talk entitled “The I&a-like domain of TNF reduces lung dysfunction
in experimental Influenza A virus infection” andsearchers of APEPTICO will present additional
scientific findings in “Potential synergism of dugith anti-viral and pulmonary oedema clearance
activity may be advantageous for influenza patients

APEPTICO develops synthetic peptide drugs, basati@structural motif of the lectin-like domain
of human tumour necrosis factor alpha (TNF-alphahjch activate the pulmonary epithelial
sodium ion channel (ENaC) and thus accelerate pudinyooedema reabsorption in life-threatening
conditions such as pneumonia, influenza virus lumfgction and Acute Lung Injury / Acute
Respiratory Distress Syndrome.

APEPTICO’s lead peptide AP301 is currently subjecia Phase | clinical study in the Vienna
General Hospital.

The ERS Congress is the largest international cenée specialising in pulmonary medicine. It

provides a unique forum where scientists and megicdessionals from around the world have the
opportunity to meet and exchange ideas and infooman the field of respiratory medicine. The

scientific programme of the ERS Congress aims twvide a perfect balance between clinical
education and the latest scientific developmente ERS Congress highlights key issues in the
diagnosis, management and treatment of respiratiisgases, giving clinicians and research
scientists the opportunity to report the latesdifags in basic, clinical and population research.

Dr. Bernhard Fischer, CEO of APEPTICO commentedifi pleased that the scientific organising
committee of the ERS Annual Congress is givinghesdpportunity to present the progress of our
drug development programme - the development of mewicines for prevention and treatment of
Oedematous Respiratory Failure. Today no speaitig tteatment exists for patients suffering from
hyper-permeability-caused lung oedema.”

- -ENDS - -
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About APEPTICO GmbH

APEPTICO is a privately-held biotechnology compdmaged in Austria, developing peptide-based prodiactgeting
chronic and life-threatening diseases. The peptittdecules correspond to validated, pharmacodynamctive
structures and domains of well-known proteins ammphmrmaceuticals. By concentrating on syntheticptoduced
protein structures APEPTICO avoids any risk of $raiiting microbial and viral infections. Developneost and time
to market are significantly reduced if comparedhi® recombinant development process of biomolecdlBEPTICO’s
development platform PEPBASE combines structural, functional and clinical dfiam relevant biopharmaceuticals
and well-characterised proteins. Based on preeliramd clinical data, including adverse reactiansk factors and
contraindications to be circumvented and suppohgdstructural, biochemical and physicochemical d&a each
relevant protein a specific profile is establistibdt links biological & functional properties witltiscrete structural
elements.

About the AP301 peptide family

AP301 and derived peptides are synthetic molecwtesse structures are based on the lectin-like dorodihuman
Tumour Necrosis Factor alpha. AP301 peptides areerwsoluble and can be administered into the lupgotal
inhalation. Formulated AP301 is easily nebulised #re resulting aerosol is composed of peptidefateplets of
diameter 4um or less. AP301 and derived peptides are desifpredctivation of the pulmonary epithelial sodium
channel (ENaC). Activation of ENaC by AP301 pepdidesults an accelerated oedema clearance in thgaeé.
Comprehensive research and development conducteARBPTICO has demonstrated that AP301 peptides are
effective in animal models of pulmonary permeapitiedema, pneumonia, influenza virus lung infectidoute Lung
Injury / Acute Respiratory Distress Syndrome amgltransplantation. AP301 has received Orphan Desgjgnation
by the EMA and by the FDA for various indicatior@urrently, AP301 is subject to a Phase | clinidadg in the
General Hospital in Vienna.

Oedematous Respiratory Failure

Respiratory failure occurs when the respiratorytesys fails in oxygenation and/or carbon dioxide dhiation.
Oedematous Respiratory Failure is caused by a weaasid life-threatening pulmonary oedema. Pulmomeagema
occurs when fluid leaks from the pulmonary capyllaetwork into the lung interstitium and alveolih@re are many
possible causes of lung oedema, such as inhalgigddncentrations of smoke, toxins, or oxygen; se=barns; blood
infections; lung infections; or trauma to other tpaof the body. Acute Lung Injury (ALI) and Acutee8piratory
Distress Syndrome (ARDS) are catastrophic fornmismg oedema.

Lungs contain alveoli, which are tiny air sacs veh#re oxygen is passed into the blood. During loedema, blood
and fluid begin to leak into the alveoli. When th@ppens, oxygen cannot enter the alveoli, whicansexygen no
longer passes into the blood. Because the lungsnfieened and filled with fluid, the patient finds increasingly
difficult to breathe. The mortality rate of patisnwith pulmonary oedema in ALI/ARDS is 30% to 60%hm 2 to 4
weeks.

Currently, no specific drug treatment exists fotigrets suffering from hyper-permeability-causedguedema.

Contact

Univ.- Doz. Dr. Bernhard Fischer, Chief ExecutivHicr
APEPTICO Forschung und Entwicklung GmbH
Mariahilferstraf3e 136, A-1150 Vienna, Austria

T: +43-664-1432919

F: +43-664-1477280

E-mail: b.fischer@apeptico.com

URL: www.apeptico.com
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APEPTICO Initiates Phase | Trial with AP301 in Pulmonary Oedema

Vienna, Austria, April 07, 2011 - APEPTICO, a privately-held biotechnology company developing peptide
drugs based on its PEPBASE™ discovery technology, today announced the initiation of a Phase | clinical
trial with its lead product AP301 to assess the safety and tolerability of the orally inhaled peptide drug.
AP301 is being developed for the treatment of oedematous respiratory failure in patients suffering from lung
infection, lung injury and lung transplantation.

AP301 is the first compound against respiratory failure caused by pulmonary oedema that activates lung
oedema reabsorption and thus differs from the currently used anti-inflammatory treatment that often fails in
patients with acute lung injury. The synthetic peptide AP301 activates alveolar liquid clearance (ALC) and
prevents both endothelial and epithelial lung tissue from hyper-permeability as a result of microbial and viral
lung infections. AP301 also prevents ischaemia reperfusion injury following lung transplantation in the lower
respiratory tract.

The randomized, double-blind, placebo-controlled, dose escalating study is enrolled in Austria. Up to 48
patients will receive a single dose of AP301 or matching placebo converted into an aerosol by state-of-the-
art nebuliser technology.

"We are very pleased to expand the development of our lead molecule AP301 into clinical studies,
particularly as we have faced widespread scepticism regarding the usefulness of peptide drugs in inhalation
therapy,” said Bernhard Fischer, CEO of APEPTICO. “Treatment of oedematous respiratory failure
represents an unmet medical need as no specific therapy or medicinal product has been approved so far for
the prevention and treatment pulmonary oedema caused by hyper-permeability.”

APEPTICO seeks partner in Influenza

“Pulmonary oedema is the primary cause of death in patients with influenza. Due to our promising results
with AP301 in mice infected with influenza virus and a porcine model of acute lung injury, we are very
confident that we will soon find partners in the pharmaceutical industry for further development of AP301,”
said Bernhard Fischer.

Treatment of influenza virus-infected mice with AP301 results in a significant reduction of oedema fluid
accumulation in the air space and increased ALC. AP301 acts synergistically with anti-viral neuraminidase
inhibitor, such as oseltamivir and zanamivir, in influenza virus-infected mice by reducing virus-mediated lung
oedema and by prevention of endothelial/epithelial hyper-permeability. In a porcine model of acute lung
injury, inhalation of AP301 peptide results in a sustained improvement of the lung function according to the
parameters oxygenation index, extravascular lung water (EVLWI) and pulmonary shunt fraction.

About AP301

AP301 is a synthetic peptide that corresponds to a structural motif of the human tumour necrosis factor
alpha. It is water soluble and can be administered into the lung by instillation or by oral inhalation.
Formulated AP301 can be nebulised and the resulting aerosol is composed of peptide/water droplets of
diameter 3 uym or less. AP301 was originally designed for the treatment of acute lung injury and acute
respiratory distress syndrome. Additional research demonstrated that AP301 has additional significant
potential in related clinical indications, such as prevention and treatment of pulmonary permeability oedema,
prevention of progression of acute hypoxemic respiratory failure due to bacterial/viral pneumonia and
prevention of ischemia reperfusion injury. AP301 activates lung oedema reabsorption and protects both
endothelial and epithelial lung cells from virulence factor- and reactive oxygen species-induced hyper-
permeability of lung capillaries. AP301 has received orphan drug designation by the EMA (European
Community) for the treatment of acute lung injury and by the FDA (USA) for the prevention of ischemia
reperfusion injury in the lung during lung transplantation.



About APEPTICO GmbH - www.apeptico.com

APEPTICO, a privately-held biotechnology company located in Austria, develops peptide-based products
targeting chronic and life-threatening diseases using its PEPBASE™ discovery technology. PEPBASE™
combines structural, functional and clinical data of relevant biopharmaceuticals and well-characterised
proteins to establish a specific profile for each protein that links biological & functional properties with
discrete structural elements. Accordingly, APEPTICO’s synthetic peptides correspond to validated,
pharmacodynamic active structures and domains of proteins and biopharmaceuticals. By focusing on
synthetically produced protein structures APEPTICO avoids any risk of transmitting microbial and viral
infections. Development cost and time to market are significantly reduced compared to the recombinant
development process of biomolecules.

Contact

Univ.-Doz. Dr. Bernhard Fischer

Chief Executive Officer

APEPTICO Forschung und Entwicklung GmbH
MariahilferstraRe 136, Top 1.1.5

1150 Vienna, Austria

T: +43-664-1432919

F: +43-664-1477280

E-mail: office@apeptico.com




