- LISAPHARMA

THE PLATFORM CONCEPT

IN DRUG DELIVERY:
INNOVATION AND VERSATILITY

October 11 Lisapharma Spa  — Confidential 1



Platform Concept %

LISAPHARMA

A DRUG DELIVERY SYSTEM capable to BE ADAPTED
to various drugs, strengths, mechanisms of delivery ,
In order TO CONTROL the TIME and SITE of drug

delivery.
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apharma Hrddftbtomss %

LISAPHARMA

Sucralfate gel as antiulcer drug, topical drug/vehicle and for

sequential safe delivery
“Dome Matrix ™" Oral platform
“Patch -non -Patch ™”  Transdermal platform

“Chimerical Agglomerates ™" Nasal, buccal platform ; oral

platform (e.g. mesalazine colon delivery)

Insulin and Tobramycin pulmonary delivery
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Sucralfate gel plaitfomnm

LISAPHARMA

 Sucralfate gel oral suspension 1g/5ml sachet
 Sucralfate gel oral suspension 2g/10ml sachet
 Sucralfate gel + magnesium hydroxide antacid suspension (on study)

 Sucralfate gel topical 25%

Ketoprofen + sucralfate gel pellets (on study)
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LISAPHARMA

Liquid aqueous spray
Use of sucralfate gel as
(active) venhicle

Delivery of antibiotic, antiviral
or antiinflammatory drugs

Covering, protecting and
healing skin lesions, ulcers

Patent: PCT “Therapeutic paints based on sucralfate gel for the treatment
of skin or mucosa lesions by spraying”

Example of application in veterinary medicine:
TOPICAL TREATMENT OF ORF VIRUS SKIN INFECTION IN BR EEDING SHEEP

LT

Untreated lesion



Dome Maitrix ™

LISAPHARMA

Modular aed| dinug abblivesmy Systesm
for time amndl space dnug nedkese comil

RELEASE MODULE Module = simple tablet (matrix)

Module assemblage allows for flexibility, combination,
therapy personalization

Combination of several drugs in one unit; each unit can
have its own function

Application in AIDS, diabetes, tubercolosis, malaria

VOID CONFIGURATION

PILED CONFIGURATION




- Dome Mainix ™: example aff applicatiomn \V

LISAPHARMA

Malaria: four modules assembled, resulting in one administration unit loaded
with 2 active ingredients (clyndamicin, artesunate) delivered with three release

kinetics

In vivo floating (man)

Patents

PCT WO 03/043601

Sistemi modulari per il rilascio controllato di
sostanza a controllo spaziale e temporale

PCT/EP2006/011661

BOM

“New modules, new assemblage kits and new 16:04:00.0
assemblies for the controlled release of
substances”




ch -non -Patch ™ platform

LISAPHARMA

Dry
Not self-adhesive
Flexible, transparent
Water permeable
Electrically conductive
Organic solvents not required

Adhesive only on wet skin

T Washed away with water

CASE STUDIES

§ Backing

: i Active+Adhesive
e Lidocaine e Herbal extracts | Liner
e (Caffeine e Ketoconazole
e Thiocolchicoside e Clindamycin
* Ibuprofen lysine e Acyclovir
« Estradiol « Diclofenac | |
» Nitroglycerin e Chlorexidine

Patch-non-Patch ®

* Hydrocortisone Levothyroxine



non -Patch ™: applicatiom

LISAPHARMA

PnP Type |

PnP Type I
(with backing)




Chimerical Aygiponeseddss ™

LISAPHARMA

Oo——

O-
Primary Chimerical Optical Microscopy of Electron Microscopy of
Microparticles Agglomerates Chimerical Chimerical
Agglomerates Agglomerates

Chimerical agglomerates are clusters of primary microparticles
agglomerated to form soft structures. They are called “chimerical”
since their big size is temporary and only functional to facilitate
handling of the micro- or nanoproduct.

A mechanical action [by an inhalation device) |or contact with water
(mucosa deposition) reconstitute the original microparticles with
consequent prompt drug release.
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Chimerical Adgiponeseddss: masa@iameaee

Mesalazine lipid microparticles blended with spray-dried excipient
microparticles

The powder mip@ure is then agglomerated by tumbling, vibration or simple
mixing

« Lipid microparticles are gastro-resistant and provide prolonged drug release
» Agglomerates have higher wettability compared to lipid microparticles
 Agglomerates are round-shaped and free flowing

* Agglomerates improve product palatability



Insulin & Tobramycin Powders f@or pulimomeany
delivery

1. By means of a patented spray drying method, insulin crystals are transformed into respirable
microparticles having high chemical stability

This powder, loaded into a portable inhalation device, leads to a respirable aerosol. Few milligrams of
powder meet the therapy requirements upon on inhalation act by the patient.

2. Pulmonary administration of tobramycin is possible in a
dry form with improved storage stability and high dose
deposited in the lungs. Compared with solutions for et S, decomn kalq[mmé
nebulisation, the DPI system can reduce dose administered
and administration time. High respirability was obtained
using a very low amount of lipophilic adjunct




