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Why it should be so hard for

diabetics o manage their own
insulin therapy?

We absolutely
need an
innovative idea




When beta-cells fail...

...necessarily the mind of the patient
has to replace them.

"Transplantation of pancreatic
beta-cells in the brain of the
patient”

This is essentially the
therapeutic education of
diabetic.

But control of his own diabetes with insulin is a cumbersome and
danger process




Always remember:

this device is a weapon!

Not only
Therapeutic

But also
potentially lethal!




Today we can give a
response to this unmet
need thanks to...

CALIPSO
PROJECT

Telehealth project for
insulin-freated diabetics

via web and app on
smartphone




The therapeutic target is hard to reach...
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Therapeuhc iargeis.
4° 1. Reaching the tighter control as possible and
especially, customized, of the glycemic state
2. avoiding hypoglycemic crisis, particularly severe
ones

Toxicity of diabetic disease:

- CHRONIC HYPERGLYCEMIA AND HIGH VARIABILITY 2 micro- and
macrovascular complications

- HYPOGLICEMIA: &> Acute complications, especially in T2DM with
comorbidities




Evidence: DCCT/EDIC study

Tight glycemic control
achieved with intensive glucose lowering treatment reduces
the risk of long-term complications of diabetes

but

it is counter-balanced by an increased incidence of
hypoglycemia.

"DCCT paradox™
the best glycated hemoglobins

can be reached only by increasing

frequency of hypoglycemia
R OUs veiEeE—wIn——NR——I SR SS—S———————————————————.




Evidence: ACCORD study

e NEW ENGLAN D
JOURNAL o MEDICINE

ESTABELISHED IN 1812 JUNE 12, 2008 VOL. 358 NO. 24

Effects of Intensive Glucose Lowering in Type 2 Diabetes

The use of intensive therapy with insulin to target normal glycated
hemoglobin levels increased mortality and did not significantly
reduce major cardiovascular events

Moreover in 2010 it was published by Kelly a meta-analysis of
intervention studies performed on type 2 diabetes:

NNT (Number Needed to Treat) to prevent one cardiovascular event
varies between 60 and 110 while the NNH (Number Needed to Harm)
for hypoglycemia is about 25.




HYPOS-1 (an Italian study)

ECONOMIC IMPACT OF HYPOGLICEMIA

in type 1 diabetes: hypoglycemia causes more hospital
admissions (ER) and lost working days.

whereas

in type 2 diabetes hypoglycemia is associated with
longer hospital stay and caregivers’ involvement.




Technologies for diabetics

In order to address these challenges for a long time the
manufacturers of pharmaceuticals and medical devices,
have sought solutions of two types:

- Technologies for insulin administration

- Technologies for glycemic control




Technologies for insulin administration

1. Pens

2. Increasingly performing insulins (very long-acting and
flat profile basals; ultra-rapid insulins)

3. CSlI

4. Others

Warning: “FINANCIAL SUSTAINABILITY"




Technologies for glycemic conirol

1. Glucometers
2. Abbott’s FreeStyle Libre
3. The sensors with or without the CSII

The control systems from remote via cloud
- Nightscout (associated with the DexCom sensor)
- Others system of glucose telemonitoring

Do-It-Yourself Medical Monitor
Diabetes patients and family members devised a system to monitor blood-sugar levels
from afar, essentially hacking an FDA-approved device and uploading data to the Internet.

DEXCOM
DEVICE

==

Transmitter
=)

El A transmitter on the E .-transmits them To monitor from afar, a smartphone ] The data is gathered by a customized
body gathers glucose- to a receiver for display. with NightScout software is website and displayed. Almost any
level data every This works only if the connected to the receiver. The device with access to the Internet and
five minutes and... receiver is within 20 feet software downloads the glucose a Web browser can view the data.

of the transmitter. data and uploads it to a server.
Sources: Dexcom; NightScout The Wall Street Journal
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BETA-CELLS

The mind decides, it
does no more
calculations!

“Beta-cells
transplantation
on the web
portal and on the
patient
smartphone®

Calipso Project OBJECTIVES
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Who Calipso takes care of...

All insulin-treated diabetics

especially

with glycometabolic imbalance (Alc >9)

not eligible for insulin pump therapy or
patients who reject it




Actors and technological means

PATIENT
INTERFACE

Pt
- Sign up to the platform
- Makes glucose self-monitoring

- Follows the suggested insulin
boluses and the others advise

- Interacts with his doctor
through messaging and video
conferencing

- Learn the educational contents

CALIPSO
PLATFORM

|||||||||
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DOCTOR
INTERFACE

- Processes the patient data
- Compiles statistics

- Suggests insulin boluses

- Compiles a daily logbook
- Teaches carb counting

- Supports training and disease
management

- Sign up to the platform

- Sets the parameters required
by the expert system

- Supports the patient for
therapy adjustments

- Interacts with his patients
through messaging and video
conferencing




Calipso-Physician interface
A '
~
Login
:




Calipso-Patient interface
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Mario Rossi lives in Rome. He has a
Type 2 diabete, with medium risk factor
and 30 as Insuline Sensivity value.
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Global Digital Shapshot

TOTAL ACTIVE ACTIVE SOCIAL UNIQUE ACTIVE MOBILE
POPULATION INTERNET USERS MEDIA ACCOUNTS MOBILE USERS SOCIAL ACCOUNTS

LUTEKIC)

7.210 3.010 2.078 3.649 1.685

BILLION BILLION BILLION BILLION BILLION

URBANISATION: 53%  PENETRATION: 42%  PENETRATION: 29%  PENETRATION: 51%  PENETRATION: 23%

+1.6% +21% +12% +5% +23%

+115 MILLION +525 MILLION +222 MILLION +185 MILLION +313 MILLION

Calipso Project 2015




Current and projected cases of diabetes by region

600 million
South and Central
4+ 59.8% g America
4 109.6% SR\
ROO
MNorth America/
Caribbean
4 Middle East/
MNorth Africa

2013

Source: International Diabetes Federation

World diabetes cases expected to jump 55

percent by 2035

Top 10 countries by number of people with
diabetes in 2013, ages 20 to 79

u.s 24.4

Brazil . 11.9
Russia . 10.9

Mexico 8.7

Indonesia . 8.5
Germany l T.6

Nearly one in ten
people globally
will have some
form of diabetes

Egypt 7.5 by 2035, the
International

sapan [ 72 Diabetes
Federation

predicts in a new

5 Culp, 12/11,/2013

report.




Market analysis

Diabetes apps will be used by 7,8% of diabetics that have a capable
device in 2018

Global penetration of diabetes app users within the target group

350 9,0%
8,0%
300
7,0%

250
6,0%

. 5,0%

150 Diabetes app o
market do not

100 fulfil the customer 3,0%

demand!

2,0%

; = m .

2013 2014 2015 2016 2017 2018

. Addressable market BN Diabetes app users e Penetration

Comment: The chart is based on the results of the ,Diabetes App Market Report 2014”. Addressable market includes people with diabetes (20-79y) that have
a smartphone or tablet.

Source: IDF Diabetes Atlas, 6th edition, research2guidance, 2014
www.research2guidance.com

Only 1.2 percent of diabetics that have a mobile device globally (1.6 million
people) currently use a diabetes app to manage their health condition




Business Model Blocks

T

Insulin, devices

¢’ Q G

glucose levels (low)
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Business Model Canvas

Key Partners

Who are our Key Partners? Who are our key suppliers?
Which Key Resources are we acquairing from partners? Which
Key Actvities do partners perform?

é@

Key Activities

What Key Activities do our Value Propositions require? Our
Distribution Channels?

Customer Relationships?

Revenue streams?

Pharmaceuvutical and bio-

medical companies

* Insulin producers

+ CGM suppliers

* Pensand pumps

+ Biosensors and new sensing
devices producers

They produces items required A
therapy protocol can be set-up that
includes:

Cadlipso app

+ smart sensors / CGM for initial
continuous monitoring

Insulin, pens and glucometers
supply for day-by-day therapy

They provides an initial funding and
advertise the protocol on Physicians
network.

In-app purchases and advertising
allows a quick ROL.

Academies and Hospitals
Provides scientific validation for the
protocol

.

App development
Scientific Validation of the
protocol that enlights long
ferm HbAlc reduction

.

.

Training and advertising

Medical protocol definition

Key Resources

What Key Resources do our Value Propositions require? Our
Distribution Channels? Customer Relationships?
Revenue Streams?

anl

Value Propositions

What value do we deliver to the customer?
Which one of our customer's problems are
we  helping to solve?

What bundles of products and services are
we offering to each Customer Segment?
Which customer needs are we satisfying?

Diabete management
app for patient and

family network

« Adaptive insulin calculator,
based on predictive algorithm

+ Glycemic and CHO intake

logbook

Family and Nurses monitoring

and collaboration on therapy

User friendly interface

Training through gamification

Reminders

Support community

« Initial funding for app
development

» Promotion to physician
network

« Academic sponsorship for
validation

Diabete management
app for healthcare
network

* Physician monitoring and
therapy setup

» Nurses for therapy logging and
information sharing

Customer Relationships @

What type of refationship does each of our Customer
Segments expect us to establish and maintain with
them?

Which ones have we established?

How are they integrated with the rest of our business
model?

How costly are they?

For patients and family:

+ Gamification

« Social Communities

+ Sponsored by physicians

For Healthcare operators:
» Sponsored by key partners

Customer
Segments

For whom are we creating value?
Who are our most important customers?

12

T2D Patients

Usual profile:

« >45years

» Low technological skills
« Lowinfo on diabetes

» Low education profile

Family Network

+ Relatives

« greater education level and
technological skills

Channels

‘Through which Channels do our Customer Segments want to
be reached?

How are we reaching them now? How are our Channels
integrated? Which ones work best?

Which ones are most cost-efficient?

How are we integrating them with customer routines?

MR

Indicated to patients as
therapy by their physicians
* Requested to nurses by
patient or his family

» Promoted to physicians
through key partners network
Training to physicians and
nurses offered online by
Calipso

Healthcare operators
* Physicians

* Nurses

* Public Healt Ministry

Cost Structure

What are the most important costs inherent in our business model? Which
Key Resources are most expensive?
Which Key Activities are most expensive?

¢

currently pay?

* App development

* Marketing materials
* Training materials

* Business starfup consultancy

* Academic support for scientific validation

Revenue Streams

For what value are our customers really willing to pay? For what do they

How are they currently paying? How would they prefer to pay?
How much does each Revenue Stream contribute to overall revenues?

+ Initial founding from key pharmaceutical and bio-medical key partners

» App store revenues (huge patient market!)




High Level Time Plan

M1 M2 M3 M4 M5 M6

Business start-up

App Development

Marketing materials

Training materials

Scientific Validation

Go to Market

It's a challenging plan, but feasible with appropriate funding and
key resources.

Challenging milestones represent the only way to hit the market at
the right time!




Support needed!

We need:
 nitial funding

« Advertising on physicians network

We offer back:
« Brand advertising
« Company shares

« On long term, increasing numbers of T2D patients treated with
insulin

* More safety and better results in diabetes treatment (ethical
valuel)




«Calipso Project Team
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«Calipso Projectn» Team

Michelangelo Menduni
Computer programmer
and teacher at ITC in
Canosa

Davide Malerba
Computer programmer,
working for “DELTA X
MULTIMEDIA" in Trani

Francesco Gargiuvolo
Information Systems
specialist, working at
“Tecnica Trani” in Trani

Ludovico Di Gioia
Graduating Medicine
student , Bari University

Roberto Paolillo
IT Consultant at Everis
Italia SpA in Rome

Giuseppe Gargiuvolo
IT Consultant at Everis
Italia SpA in Milan

Antonio Sasso
M.D., Trani Hospital (ASL BAT), Division of Internal
Medicine - Project Team Coodinator




Thanks for your attention!




