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Spin out from Philips - July 2011
— Private (main investors Philips and ZFHN Heilbronn)
— Based in the Netherlands, USA & Germany

Inventor/developer of
— IntelliCap® technology - world’s first & only electronic oral drug delivery & patient
monitoring capsule
— LiGalli intravaginal ring — JV with LiGalli BV

Extensive Proof of Technology — in animal and clinical studies
— Close partnership with Philips for production, development, and technology
— Projects with 5 of top 10 pharma companies
— CE Marking

Medimetrics provides access to the IntelliCap® technology for :
— Smart Pharmaceuticals
— Pharma R&D Services
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Introduction — Medimetrics Awards

Medimetrics Awards

External Recognition for Innovation
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(B recere | SR
nnovation
Winner of the Frost & Sullivan New Product Innovation Award 2015. o

Winner of the Accenture Innovation Award 2014 in the category High-Tech. | oesse |

T MEDIMETRICS i
Medimetrics Technology

Medimetrics’ Unique Core Competencies
(1) very precise delivery of drugs
(2) connectivity with outside world
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Very precise Built-in
delivery wireless
targeting Gl tract connectivity
Precise Optimized Personal Connected
Dose . Absorption control Device
g Fully
Time Personalized Adherence
Location programmable

The IntelliCap® acts by real-time wireless drug release guided by the
physiology (pH, transit time and temperature) of the gut regions
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Core Competencies
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CC1
very precise delivery
over a certain time

Product implantable drug-device
combination (only CC1)
Valuation - latest funding round : 300
MM USD (2015)
- valuation 5.5 B USD
Conclusion :

Value based on our Core Competencies -> 2 case studies

- each of the two core competencies is potentially very valuable
- in contrast to these companies, Medimetrics offers both CC'’s into one product !

CC2
Communication
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Chip on a tablet — to communicate
with outside (only CC2)

- latest funding round 174 MM
USD (2014)

Prologue
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dramatically
'Beyond the pill’

Medimetrics can provide
'Outcomes beyond the pill’

The Health Care Industry is changing
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Big pharma will take digital health on board
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Figure 2. How important is a Digital Health Strategy and
how important will it be for Pharmaceutical
companies in the future?

Importance of Digital Health strategy

N=30 39 3% 3%
i h
30%
43%
I 84%
75% \
2013 2015 2020
Not important I important
Slightly important [l Crucial

Source: Joint Arthur D. Little, KIT survey

Big Pharma regard Digital Health Strategy

as crucial for future success...

I A different species is entering into the

Health Care Ecosystem ...
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DIGITAL HEALTH

2015

By Laurenti de' Medici
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management

Top 9 Companies Leading The Digital Health In

. Intel — digital health foundation

. IBM — personalised medicine

. Google — digital health alphabet

. Qualcomm — connecting devices

. Microsoft — connected health platform
. Samsung — digital health initiative

. Apple — digital health revolution

. Philips — patient relationship

9. Amazon — digital health retailer
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VC funding in digital health companies
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Venture funding of digital health companies (2011 - 2014 YTD)

2,50
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2014

$ x Billion
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Source: Rock Health
Note: Only includes deals +$2M

Jul Aug Sep Oct Nov Dec

The Digital Health Hype Cycle
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e e DIGITAL HEALTH HYPE CYCLE

Medical trcorder

Remote patient monitoring

Electronic health records
Arificia Inteligence
Quantified self

Smart home health
Ingestible tech

Patch sensors
Smartwatch

Health apps
Actvity trackers

DI bohacking
Brain controled bionics

TECHNOLOGY ~ PEAK OF INFLATED TROUGH OF SLOPE OF PLATEAU OF
TRIGGER EXPECTATIONS DISILLUSIONMENT  ENLIGHTENMENT  PRODUCTIVITY

Source: http:/lbionicly comidigital-health-hype-cycle/

THE DIGITAL HEALTH HYPE CYCLE : The key
question is not if this cycle is there or not — the key
questions are :
— (1) how to get over the depression of disillusionment ?
— (2) where the plateau of productivity is going to stabilize
The answer to both questions is to be found in the
same area : the health economic benefit that your
application is providing ...
For instance :
— Whatis the health economic benefit of Google Glass ?
— Whatis the health economic benefit of electronic health
records ?
— Whatis the health economic benefit of e.g. an activity
tracker, a Fitbit device or a smartwatch ?
— Whatis the health economic benefit of a smart pill ?
We better focus on this question ... and the answer is
different for each of the applications ...
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Shift in Pharma Industry Focus

Paradigm Past 30 years
...”The Pill” ...

Drug Innovation

.

Identify unmet needs for key diseases
Research fundamental causes

Develop biological models

Screen and test molecule drugs

Select lead molecules

Develop in the clinic through phase |, Il and llI
Prove quality, efficacy and safety
Commercialize to the customers (patients)

.

.

.

.

.

.

.

)

Paradigm Next 30 years

...Provide Outcomes ”Beyond The Pill” ...

Improved Outcomes

The “customers” (patients, doctors, payers) expect
more active partnership and services

Doctors > effective personalized treatments with
increased precision and feedback on the treatment —
support compliance — tracking patient data and
response

Patients > information on the treatment — real time
when possible

Payers > adherence and compliance data —
confirmation of health economic benefits — build and
track patient (population) history

Developers > more precise feedback during
development

Disruptive innovations tend to become reality slower then expected

but

Their impact tends to be higher then expected
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Paradigm Shift in the Healthcare Industry

..."The Pill" ...

* Research, manufacturing and sale of drugs, in
a physical healthcare world

* During development
« Statistically proven efficacy, quality and safety

* ...and on the Market

« Dose with acceptable variability
« Delivered at a certain place

« To the patient

)

...“The pill beyond the pill"...

Medimetrics Smart Pharmaceuticals

Provide Outcomes beyond the pill in the digital
healthcare world

During Development

» During development — more precise development
possible — absorption window mapping - potential
cest reduction and treatment optimization

o Medimetricy

.. and orrthe Market
Uiiprecedented precision of drug delivery
Adherence and compliance information - has the
drug taken correctly —right time, right place and
right dose 2
Communication - realtime feedback on the
treatment possible to patients, doctors and
ultimately payers — could be with smart phone or,
overcomputer network

Disruptive innovations tend to become reality slower then expected but

Their impact tends to be higher then expected

Medimetrics
/ Services

Pharmd

Smard
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Eye opener - Adherence & Health Care Costs

Between $100 and $300 billion of avoidable health care
costs have been attributed to nonadherence in the US annu-
ally, representing 3% to 10% of total US health care costs.”*

Poor
medication

adherence

Aurel O luga'?

/7 N '
Maura ] McGuire®*

Costs passed Poor health
on to patient outcomes
Johns Hopkins Bloomberg

School of Public Health, Jjohns
Hopkins University, Johns Hopkins
‘Community Physicians, ‘Johns -

Hopkins University School of
Medicine, Baltimore, MD, USA

This article was published in the following Dove Press journal: Increased Increased
Risk Management and Healthcare Policy health care u_rvl?s
20 February 2014 costs utilization -

Figure | Conceptual diagram displaying a mechanism that may contribute

Medimetrics- perspective

Increased adherence is just
one of the factors that the
Medimetrics core technology
enables, aside from
increased precision of place,
time and dose
potential increase of
safety/efficacy
potential increase of cost-
effectiveness

to the maintenance of the medication nonadherence problem within the US
health care system.

Exact costs can be calculated for
each indication and molecule
to make the business case
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Source: Manhattan Research, 2004
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Medimetrics Business
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Multi

Absorption dose

Dose

Services Smart

\

Pharmaceuticals

Medimetrics Core Technology :

Personalized

~— Electronic Drug Delivery
and

Digital Monitoring

IntelliCap® Services for Drug Development
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Medimetrics operates the system during a study for

» Modified Release development
« Compound characterization
+ Clinical or pre-clinical use

Unique combination
v Control location
v Control time
v Control amount

v Control release profile

deliery pump

Benefits for Pharma R&D
Save 3-6 months development time

Get decision making data earlier

Ranking/prioritizing of your drugs

Increase your success rate
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Project Example - Targeted Delivery
Does my drug have sufficient distal / colonic absorption ?

Small
Bowel

Stomach
B

PROTOCOL

1. IntelliCap® delivers compound as
bolus into distal small intestine
(dSl) and into ascending colon
(AC)

Temperature [*C]

2. Analyze PK data to determine
0 e e : precise regional absorption

4.00E+05

= 3006405 RESULT
£ .12
£ iy . » BA is decreases in distal Gl tract
;2.00E+05 = -
s » Use data to assess MR feasibility
3 1.00E+05
REFERENCE
0.00800 " ‘ ac ‘ Bio-Images Research Ltd, LA
Release Location HOdgeS, UKPharmSci 2013
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Gut Health & The Microbiome

A new direction for drug targets and treatments

* Humans possess an extended genome of
millions of microbial genes located in the

inteStineS i d health
V he link petween U the gut rmicrobiome an
| ! Explonngt e
» The gut microbiome has been connected to ' A T
= invasive sa
— Colorectal cancer A 4 )

— Cardiovascular disease
— Diabetes and obesity

o frs
publicat Wagen e
leofo d"‘m':'"m erics is expected 1
Unive

e,

‘ cliCap® CRITSIRLE i
fined location
. Pl s of cont

« The gut microbiome represents a new
frontier for health and disease

» Sampling of small intestines demonstrated
with Nizo N[Gz2=

YOUR FOOD RESEARCHERS
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Precision Medicine & Medimetrics
Precision Medicine in the digital era Medimetrics
e e oo Smart

Health
raatmen’ —- outcomes)

AERTR Exposome

Observational Studies
s during normal course
bl A@) Signs and Symptoms - of clinical care
vy

Epigenome

oo, Pharmaceuticals
(based on Intellicap
and
LiGalli ring)

\ Smart

Diagnostic

D\ R woosioe

4————————— Biomedical Research

Reprinted with permission from “Toward Precision Medicine, Building a Knowledge Netuwork for Biomedical Research and a New
Taxonomy of Disease,” 2011 by the National Academy of Sciences, courtesy of the National Academies Press, Washington DC.

Procedures
(based smart sampling
and microbiome &
metabolome)

Medimetrics Business Lines
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—
Multi

dose

ot
Dose

. >
Services Smart
Pharmaceuticals
-

Business lines
use the same
Medimetrics Core Technology :

Personalized
Electronic Drug Delivery
and
Digital Monitoring

This
“core technology”
and its broad applicability
is also our
Unique Selling Point

10
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Smart Pharmaceuticals to develop with IntelliCap

Drugs that could benefit well from the IntelliCap

Sovaldi (sofosbuvir) Gilead 9.1 15.4 Hepatitis C
Tecfidera (dimethyl fumarate) Biogen 3.1 4.6 Multiple Sclerosis
Revlimid (lenalidomide) Celgene 2.2 9.75 Myeloma Cancer
Gilenya (fingolimod q q q
hydrochloride) Novartis 2.2 4 Multiple Sclerosis
Harvoni (sofosbuvir + Gilead 15 10.1 Hepatitis C
ledipasvir)
0 0 Hospital-acquired pneumonia
Zivox (linezolid) Pfizer 14 P::tk sales achievedinthe e rvion Vancomycin-resistant
P infection
Afinitor (everolimus) Novartis 1.3 251 Breast Cancer
A 3 Bristol Myers Peak sales not available in -
Daklinza (daclatasvir) Squibb 0.32 secondary research Hepatitis C
Nexavar (sorafenib) Bayer 0.5 0.9 Liver Cancer
. q Peak sales not available in
Stivarga (regorafenib) Bayer 0.11 secondary research Colorectal Cancer
Marketed Product Candidates A
RESULTS OF MARKET STUDY EVALUESERVE ”
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Product Case Study —IntelliCap Smart Pharmaceutical
Breast Cancer — business case (Example)

D

« Monitoring response to treatment is a key element
in the management of breast cancer’
«  Need for therapeutic drug

monitoring to guide « IntelliCap can facilitate

dose titrations

Dose adjustments and poor compliance levels

» Occurrence of side effects such as nausea, subsequ_ent dosing and « IntelliCap can help monitor
vomiting, decreased appetite, weight loss, unusual dose adjustments response to therapy for
taste in the mouth, nosebleeds, headache, pain or +  Side effects and monitoring patients and disease
sores in the mouth response to therapy progression

*  Low compliance

Drugs are given in combination and response
monitoring is essential

.

Everolimus (Afinitor)

o Close monitoring for dosing «  Scope of improving overall

titrations is recommended success of therapy by e \
" response monitoring \
o Low compliance levels .« Costof perpill / \
- Palbociclib (Ibrance) Peak Sales: 3.5 bn in 2025 administration is high for | |
oral drugs \
o Low compliance levels «  Scope of improving /
. o . compliance and dosage
o Patient monitoring for side effects monitoring e

and adverse events

\‘
EVALUESERVE

Sources: 1 2. 3
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4
Partnering for Smart Pharmaceuticals
Technology access, licensing, and production

+ Unique drug-device combination products
* Medimetrics offers
— Product definition brainstorming
— Partner for development

v' Custom designed solutions

_ . v' Low cost delivery platform
— License to intellectual property v Exploit “Digital Health”

— Device design and production

O Example: Intelligent vaginal ring
| Partner: LiGalii B.v.

b Controlled delivery of drug via the vaginal

mucosa, adaptive delivery, sensor

integration, wireless data exchange

¢ LiGalli

h 73:MED|METRICS i
LiGalli Intra-vaginal ring
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The vaginal mucosa Built-in wireless
as drug delivery route connectivity
Excellent Discrete & Personal Integrated
absorption non-invasive control diagnostics
No first Enhanced Fully Health
pass effect compliance programmable data capture
Innovative LiGalli i-Ring First application: O ive bladder (OAB)
+ Miniaturized electronic drug delivery & diagnostics device + Unmet medical need
— Medication reservoir, delivery pump, electronic « >$2B market
microcontroller, sensors, wireless communication
+ 4 week drug residence Empowering female OAB patients to live a normal life

— Stores hundreds of therapeutic doses
» Programmable and controllable drug delivery
+ Patent protected
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Conclusions
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Digital technologies are transforming healthcare

— anew phase of integration between pharmaceuticals and devices is being led by

digital technologies
— leading to “Connected Drug-Device Combinations” (“CDDC’s)
— pharma and device companies will benefit from it

+ Medimetrics has a world leading position in electronic drug delivery and

monitoring
— extensive portfolio of patents and publications
+ The Medimetrics Technology may be broadly applied to
— speed oral product development
— create smart therapeutic products
» Extensive partnering experience
— top 5 of the top 10 pharmaceutical companies
— extensive Proof of Technology, in animals and in clinical studies

by
Extensive Partnering Experience

METRICS i

Services and Smart Pharmaceuticals

Experience with 5 of top 10 pharmaceutical companies
Experience with mid-size companies and biotech companies

Extensive portfolio of patents and publications

Contact:

Jeff Shimizu

CTO

jeff.shimizu@medimetrics.com

Yves Decadt

CEO y
yves.decadt@medimetrics.com \

www.medimetrics.com

13
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Electronic Drug Delivery
Medimetrics Vision

Our company, Medimetrics is committed to innova ting human
healthcare.

...We believe that making smart use of
the modern digital innovations will
bring a revolution in healthcare. we

have created a digital device, the
IntelliCap®, for smart oral controlled
delivery of drugs. This allows drug

development in a more intelligent way
and enables creation of

smart pharmaceuticals....




