HALER®
TURNS INHALATIONNTO CHILD'S PLAY
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AGENDA

Background
Asthma Population
Current Spacers and their limitations
WATCHHALER® Concept
In-Vitro Data
Acceptance Testing

Timetable and Pricing

About Activaero
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THERAPY STANDARDS TODAY

Guideline What does it say?

GINA Guideline “Children younger than 4 years of age should uspMDI
plus a spacewmwith face mask, or a nebulizer with face
mask.”

“Children aged 4 to 6 years should usepMDI plus a
spacerwith mouthpiece, a DPI, or, if necessary, a nebaliz
with face mask...”

“Children of any age over 6 years who have diffigulsing
pMDls should use gpMDI with a spacey...”

GINA: The Global Initiative for Asthma, Guidelingpdated 2005
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CURRENT SPACERS FOR CHILDREN

Current spacers reveal a sterile ... While children live in a different
design approach... world!
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CURRENT SPACERS FOR CHILDREN - LIMITATIONS
MDI to be put at the back side
Dilution effect

Several breaths needed to obtain the necessary dose

Electrostatics
Tremendous aerosol losses within the device
Only limited time to inhale after loading

Only limited no. of spacers provide feedback abgatient’'s breathing
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THE WATCHHALERCONCEPT

Mouthpiece and inhaler — filling,
which fits to commonly used
metered dose inhalers.

e

WATCHHALER

Ring gives visual
feedback

|

l

Folding balloon standardised inhalation volume.
“Double-Chamber” concept avoids electrostatics.
Only one inhalation necessary — piston effect.

Flow-valve creates constant, slow
inhalation flow.
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EASY INHALATION - VISIBLE CONTROL

Better design for better compliance
Visible feedback to children and parents
Flow and volume control

A single puff of a MDlI is The child and it's attendant see  The fully deflated balloon
released into the novel spacer the deflation of the balloon signalizes a successful
device. during inhalation. inhalation.
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IN VITRO MEASUREMENTS WITH DIFFERENT MDIs

Emitted Dose

Emitted dose (Output)
analysis with Berodual MDI
(1,0 pum); Budiair MDI (2,9
um); Berodual Respimat
(4,5 pm) and
WATCHHALER

Lung deposition
Calculated lung deposition
with the ICRP - Model,
with the breathing
manoeuvre (inhalation
volume and flow) and
without a breath hold on
the end of the inhalation.
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IN VITRO MEASUREMENTS — INHALTION TIME

Output depending on actuation time
Time relevance between MDI actuation and WATCHHABERalation.

60%

40%

20% "’—'\«.\.\.

0%

Output [%

0 sec 30 sec 60 sec 120 sec 180 sec

Time after activation [sec]

Summary
Particle size of used inhalers is not changed by WATCHHALER.
Emitted Dose of inhalers and WATCHHALERSs in the normal range.
WATCHHALER gives over two minutes time for inhalation.
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INVIVO ACCEPTANCE STUDY

Population
N = 11 mothers with children
6 mothers with inhalation experience (most with PARoy)
Age of the mother between 25 and 42 years
Children age between 14 and 46 month (1 to 4 Years)
4 qgirls and 7 boys

Method
Psychological interviews with parents and their kclien
45 minutes includes a simulating usage of the thr&pacer
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DEVICES

Differences of the Study devices

Device names

AeroChamber
Plus

AeroChamber
Plus

Watchhaler

Electrostatic

Without face
mask

Inhalation
manoeuvre

Visual Control

Usable age

Upto 4

from 4

from 3
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EXAMPLE

Video of use

Normal example with a boy 36 months (3 years)
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RESULTS - RANKING

Ranking 1 (spontaneously)

Watchhaler (WH)

Aerochamber
with mask (ACmM)

Aerochamber
without mask (ACoM)

Rangfolge 2 (after use)

Page 13

Watchhaler (WH)

Aerochamber
with mask (ACmM)

Aerochamber
without mask (ACoM)

WATCHHALER
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STUDY SUMMARY

Invivo study Results
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Half of the parents would prefer the Watchhaler exfffirst usage

Functionality equal or better compared to Marketdaer Aerochamber
Safety and easy coordination and handling

Many Parents like the visual Feedback given byhkil#oon
Parents can easily control the inhalation procedure

Further important point is the time saving
during the once-only inhalation

Reduce electro-static charge
Design that improves Compliance

WATCHHALER
Turns inhalation into child’s play!

WATCHHALER



TIMETABLE

Timetable
In 2006: CE — Label according to the medicine regotg (ISO and MPG)
MARCH 14, 2007: Product Launch
Find sales and distribution partners for Europe

Pricing

Innovative product placed in the high end marketgraent
Customer pharmacyrice between 30 € and 35 €
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SUMMARY

Guidelines strongly recommend the usage of spacers
Actvaero’s WATCHHALER® overcomes the limitations afreent spacers
Better design for better compliance
Flow and volume control
Gives visual feedback
Reduced electrostatics
Particle size of MDls is not influenced by this nesencept

High patient acceptance

Product Will be available March 2007
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ACTIVAERO PROFILE

Activaero GmbH, Germany
Geminden (HQ, Clinical Trial Logistics)
Munich (Device Development)

Activaero America, Inc
Dublin, Ohio
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Technology / IP out-licensing
Contract development

Logistics services for clinical
trials

Aerosol consulting

Various technologies and
patents in the field of inhalation
technology

Privately owned

Watchhaler Contact:
Sascha Roeder
Product Manager | Patents
Robert-Koch-Allee 29
82131 Gauting — Germany
Tel: +49 (0) 89 — 897969 — 14
Fax: +49 (0) 89 — 897969 — 22
roeder@activaero.de



PARTNERSHIPS

Partners for Research
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Asklepios@limass:80 clinics and
15.000 beds. Leading German center
for the treatment of respiratory tract,
lung and chest diseases, including ASKLEPIOS

oncology. CLINICS MUNICH-GAUTING

. GSF — National Research
GSF--National Research Center for Center for Environment
Environment and Health: focused & Health

on protection of humans,
environment. Comparable status to
the EPA in the United States.

Inamed Reseanci: Leading aerosol
CRO, specializing in deposition &
clearance studies and device
characterizations.
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