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ADDENDUM A:  ABOUT COZAAR

COZAAR® (losartan), COZAAR COMP® and FORTZAAR™, a combination of
losartan and hydrochlorothiazide (a diuretic) are antihypertension medications in

a class called angiotensin Il antagonists (AllA).

Hypertension is a risk factor or precursor for a wide range of cardiovascular (CV)
conditions. 22 While the exact cause of hypertension has not been determined,
much attention has been focused on a series of reactions following the release
by the kidney of the enzyme renin. Renin activates a chain reaction leading to the
formation of a substance called angiotensin II, which stimulates an array of
effects on the structure of blood vessels, heart and other body tissues.
Angiotensin 1l is a potent vasoconstrictor that also mediates the retention of

sodium and water.22

COZAAR works by blocking the receptors of angiotensin 1, thus preventing

vasoconstriction and other hypertensive effects.

» COZAAR is approved for use in 94 countries for the treatment of
hypertension.

» COZAAR and COZAAR COMP are the most widely prescribed AllA
medications.

« COZAAR and COZAAR COMP are already the second highest selling
branded antihypertensives worldwide.

« COZAAR and COZAAR COMP have been prescribed for 12 million

patients worldwide.

COZAAR is the most widely studied medication in its class. COZAAR has been
the focus of four clinical mega-trials in more than 18,000 patients and the subject

of approximately 4500 scientific publications **

101



CLINICAL RESULTS AND BLOOD PRESSURE EFFICACY

COZAAR and COZAAR COMP have provided excellent results in lowering blood
pressure. In controlled trials, COZAAR lowered blood pressure comparable to
other classes of antihypertensive therapy, including ACE inhibitors, calcium-
channel blockers, beta blockers and diuretics. The results of a pooled meta-
analysis of 51 published, randomized, controlled trials showed that COZAAR is
highly effective in controlling blood pressure comparable to other angiotensin Il
antagonists.’2 Other studies have shown that COZAAR provided consistent 24-

hour blood pressure reduction.1415

Recent results of the landmark LIFE study (Losartan Intervention For Endpoint
reduction in hypertension study) showed that in patients with hypertension and
left ventricular hypertrophy COZAAR significantly reduced the primary endpoint
of combined risk of CV death, myocardial infarction and stroke by 13% (p= 0.021)
versus the beta blocker atenolol.* Additionally COZAAR reduced the risk of
stroke by 25% versus atenolol (p=0.001).Z Stroke is an important consequence of

hypertension.18

Recent results of the landmark RENAAL study® (Reduction of Endpoints in Non-
Insulin Dependent Diabetes Mellitus and nephropathy with the Angiotensin I
Antagonist Losartan) showed that COZAAR plus conventional therapy (CT:
diuretics, calcium-channel blockers, and/or centrally acting agents) demonstrated
renal benefits: a significant 16% reduction in the primary composite endpoint of
risk of death, doubling of serum creatinine concentration, or end-stage renal
disease (ESRD**) (p=0.02). In addition, COZAAR was also superior in reducing
the risk of ESRD by 28% vs. conventional therapy (p=0.002). A cardioprotective
effect was also evident in the significant 32% reduction in risk of first
hospitalization for heart failure with COZAAR (p=0.005). Diabetes is the leading

cause of chronic kidney failure or ESRD in many countries.?
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SAFETY AND TOLERABILITY PROFILE

Many hypertension treatments produce side effects that cause patients to

discontinue treatment. A major and consistently observed advantage of
COZAAR and COZAAR COMP is their excellent tolerability (or low incidence of

side effects) giving physicians confidence that patients will stay on therapy and

get the benefit of their treatment.

791215
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ADDENDUM B: THE COZAAR e-PILOT - ALL YOU NEED TO KNOW!
About the COZAAR e-Detailing Workshop

+ The use of rich text editor, GUI (Graphical User Interface) enhanced
presentation.

» Web browsers, online communication availed tremendous amounts of
information on just a click of mouse.

* The audio-visual description, interaction with world—over-experienced faculties
and various stimulation models provided a better understanding of the marketing
[ medical material.

» The ideal participation of eye, ear, and hand along with precise intellectual
judgment ensured that the COZAAR e-Pilot optimised the marketing effort.

* The use of graphic resources like Flash animations provided the best most

exciting way to deliver promotional and educational messages.

How the application worked

Contents structure

The contents of the e-Detail pages were laid out in .dat files. The .dat files were
stored on Softmed’s servers as part of the application. This way of structuring the
information -allowed for or a higher level of security as well as for a faster

navigation through the site.

Database structure

The database organized the e-Detailing contents in a tree structure. The process
by which .dat files were viewed, depended on both the predefined structure of the
modules and previous decisions of the user. The database also included security
information that governed which pages, tools and links were made accessible to
respective users and at what times, depending on MSD’s requirements. The
database used was the MySQL 3.23.54 release, and resided on the Softmed

server with the rest of the application.
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