Dear Colleagues,

On behalf of the MEDPED organization, | am pleased to welcome you to the MEDPED Educational Symposium
entitled, New Modalities in the Management of Familial Hypercholesterolemia.

MEDPED (Make Early Diagnosis to Prevent Early Death) is a humanitarian, non-profit organization that actively
identifies and helps to treat people with inherited cholesterol disorders, such as Familial Hypercholesterolemia.

Familial Hypercholesterolemia (FH) is a condition that puts patients at extreme risk of developing cardiovascular
disease at young age. If a FH patient remains undiagnosed and untreated, the cumulative risk of coronary heart
disease (CHD) by age 60 is 85% for men and 50% for women. In this situation, the mean age of onset of CHD is
approximately 47 years.

It is evident that early diagnosis of FH is pivotal in order to start treatment as early as possible to reduce LDL-
cholesterol levels to or below the target levels recommended by the NCEP and the Joint Task Force of European
Societies.

Nevertheless, the majority of patients with FH still remain undiagnosed. Even in Western countries less than one
third of the estimated FH population is identified. Apart from this severe under-diagnosis, reaching the LDL-
cholesterol target remains a challenge for patients with FH, who usually have very high LDL-cholesterol levels
while untreated. In some patients with FH combination therapy with a statin and ezetimibe may not be sufficient
or well tolerated. This creates the need for additional cholesterol lowering on top of existing therapies or for new
and more powerful approaches to reach treatment goals.

Professor John Kastelein will begin the program by reviewing the data on Colesevelam, a promising add-on drug
that may enable FH patients to reach LDL-cholesterol goal if standard treatment is not sufficient or is not well
tolerated. Dr. Evan Stein will provide an overview of new approaches with innovative mechanisms of action

- such as MTP inhibitors, squalene synthase inhibitors and apolipoprotein B siRNA - to reduce LDL-cholesterol
levels specifically in patients with homozygous FH and therapy resistant heterozygous FH. Dr. Leiv Ose will
discuss how to manage FH optimally in children, for whom therapeutic alternatives are limited. To conclude the
program, Michael Livingston will describe how patient organizations in Europe can be important partners in
helping to improve the interests of FH patients and to better understand and control their condition.

[ hope that you will find this program interesting and enlightening and wish you a great session.

With L.n:j./egarc:is,

® o - Joep Defesche. Chair Steering Committee MEDPED International
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Colesevelam, the new kid on the block

The link between LDL-cholesterol (LDL-C) lowering and the reduction of
cardiovascular risk is now clearly established. leading to « the lower, the better »
paradigm in hypercholesterolemia management. As a consequence, the NCEP and
European guidelines were adapted to recommend more stringent LDL-C goals for
high-risk patients. Current lipid-lowering medications, such as statins and ezetimibe,
are clearly important and powerful options to reduce LDL-C. Nevertheless

this approach might not be sufficient, especially in patients with Familial
Hypercholesterolemia (FH), who have very high untreated LDL-C levels. Moreover
some FH patients might experience intolerance to these compounds, thus limiting
their treatment alternatives and leaving them away from goal.

For these specific patient cases a clear unmet medical need exists for well-tolerated
and potent add-on therapies that could complement the existing statins and
ezetimibe in bringing additional LDL-C lowering. Colesevelam — a newly engineered
bile acid sequestrant — could provide a credible answer to this unmet need. Its
greater potency to bind bile acids per gram of product compared to other bile acid
sequestrants (BAS) allows a dose of 3.8 grams compared to the usual 24 grams

of BAS to provide a similar amount of fecal bile acid excretion. The substantial
lower amount of product needed in combination with the gel-like substance once
hydrated in the intestines provides a much better tolerability profile than known for
other BAS and provides an improved interaction profile.

Colesevelam has shown to reduce LDL-C up to 15-19% when taken as
rmonotherapy, up to an additional |6% when taken in combination with a statin and
up to an additional 12% when taken in combination with ezetimibe. Apart from

its LDL-C lowering effect, colesevelam increases HDL-C by 3-8%. It is taken as 6
tablets a day and does not have the palatability issues as known for cholestyramine.
In addition, its tolerability profile - with only limited gastrointestinal side effects -
makes it a well suited add-on therapy on top of a statin and/or ezetimibe. It is also a
satisfying alternative in case of intolerance to statin and/or ezetimibe.

Colesevelam is currently tested in a European phase IV trial - the TRIPLE study -

in combination with a statin and ezetimibe to provide additional LDL-C lowering
to FH patients who are not at goal (sponsored by Genzyme Europe BV). It is

also studied as monotherapy or combination therapy in a global trial specific

for pediatric FH patients, the CHIPS study (sponsored by Daiichi Sankyo, Inc). In
addition, colesevelam is under development for its potency to reduce HbA ¢ in
diabetic patients on oral anti-diabetics (series of trials that have been sponsored by
Daiichi Sankyo, Inc), making it a potential treatment regimen for type Il diabetes.







