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patients. Preferably, the ACEI is benazepril, benazeprilat, and pharmaceutically acceptable

salts thereof and the CCB is amlodipine and pharmaceutically acceptable salts thereof,
especially the besylate salt.

Another object of the invention is to provide compositions and methods for reducing
cardiovascular morbidity and mortality in patients with hypertension, such compositions
comprising an ACEL, a CCB and a diuretic. In a preferred embodiment, the patients with
hypertension are high-risk hypertensive patients.
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yl)acetamide, triamterene, chlorothiazide, indapamide, bumetanide, amiloride,
spironolactone bendroflumothiazide, benzthiazide, cyclothiazide, quinethazone,
hydroflumethiazide, polythiazide, trichlormathiazide and ethacrynic acid.

Another object of the invention is to provide a method as defined above further comprising
co-administering digoxin.

Another object of the invention is to provide a method as defined above wherein co-
administration is effected for longer than 16 weeks.
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Another object of the invention is the use as defined above, wherein said compound is the
besylate salt of amlodipine.

Another object of the invention is the use as defined above, wherein said diuretic is selected
from the group consisting of methyclothiazide, hydrochlorothiazide, torsemide, metolazone,
furosemide, chlorthsalldone, N-(5-sulfamoyl-1,3,4-thiadiazol-2-yl)acetamide, triamterene,
chlorothiazide, indapamide, bumetanide, amiloride, spironolactone bendroflumothiazide,
benzthiazide, cyclothiazide, quinethazone, hydrofiumethiazide, polythiazide,
trichlormathiazide and ethacrynic acid.

Another object of the invention is the use as defined above, further comprising co-

administering digoxin.
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comprising administering

(a) an ACEI selected from the group consisting of benazepril, benazeprilat, and
pharmaceutically acceptable salts thereof; and

(b) a CCB selected from the group consisting of amiodipine and pharmaceutically
acceptable salts thereof.
In a preferred embodiment, the patients with hypertension are high-risk hypertensive
patients and amlodipine besylate is the CCB.
Other components may optionally be included as part of the compositions or methods of this
invention. When included, such optional components will generally include a diuretic.
Suitable salts of benazepril and benazeprilat can be found in Patent '520, mentioned above.
For purposes of the present invention, the hydrochloride salt of the ACEIl is most
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is a clinically suitable route.
Dosages of the two agents include all dosages at which the agents are used individually.
Typically, the dosage of the ACEl is from about 2 mg to about 80 mg, preferably about 3 mg
to about 40 mg, more preferably about 5 mg to about 20 mg (based on benazepril
hydrochloride). Generally the dosage of the CCB is about 1 mg to about 20 mg, more

preferably about 2 mg to about 10 mg, more preferably about 2.5 mg to about 5§ mg (based
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Table 1. Diuretic Dosages

Typical Range Preferred Range

Diuretic (mgl/day) (mg/day
Bendroflumethiazide 1.250 - 40 . 25-20
Benzthiazide 3.125-200 6.25-100
Chlorothiazide 62.5 — 2000 125 -1000
Hydrochorothiazide 6.25 — 200 6.25-100
Hydroflumethiazide 6.25 - 200 12.5-100
Polythiazide 0.25-16 1-4
Trichloromethiazide 0.25-16 1-4

Chlorthalidone 6.25-200 12.5-100
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EXCITINg posSSibilTity is that specific drug
conmbi nations may confer target organ protection in
For tad grddentpurposfiprefstridanstaimalstire radits, ddg@0gbdis, 8y heep, horses,
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The ACCOWPL] SH study will eval uate whether Lotrel (r),
The {qlgwiog RspmAlE: 25 PETSCTIRE (AXSTRI. Bt B9t 1o bimi Zheyinventighd
ExathPR LCRIiAaikhPEiap! ne, provi des added benefits in
reducing norbrdity and nortality from cardi ovascul ar
1. eBalieralen a high-risk
The ACCOMPLISH (Avoiding Cardiovascular Events through COMbination Therapy in

Patients LIving with Systolic Hypertension) trial is the first major outcomes trial of initial

therapy with combination antihypertensive therapy. Recognition of the importance of
aggressive blood pressure control will lead to more frequent use of combination therapy. An
exciting possibility is that specific drug combinations may confer target organ protection in
addition to and independent of their blood pressure lowering effects. An ACE-
inhibitor/diuretic combination will be increasingly used and is likely to become commonplace
in the treatment of hypertension. The ACCOMPLISH study will evaluate whether Lotrel®, the
combination of the ACE-inhibitor benazepril and the CCB amlodipine, provides added
benefits in reducing morbidity and mortality from cardiovascular events in a high-risk
hypertensive population when compared with an ACE-inhibitor (benazepril) diuretic
combination (components of Lotensin HCT®).

2.  Study objectives

Primary Objective

The primary objective of this trial is to assess the time to first event of composite
cardiovascular morbidity and mortality with Lotrel® compared with the combination of
benazepril and hydrochlorothiazide in patients with high risk hypertension (see section
3.5.2).
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target blood pressure of 130/80 mmHg. Patients are titrated to Dose Level 3 with the
possibility of subsequent free add-on antihypertensive agents based on target blood
pressure.

See study design outline in Figure 3.1.

Figure 3.1. Study Design
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*Medication from study drug classes (ACE-inhibitors, CCBs, thiazide or thiazide-like diuretics)

and specific inhibitors of the renin angiotensin aldosterone (RAAS) system (i.e. ARBs,
aldosterone-receptor blockers) are NOT allowed as add-on therapy. '

Following randomization, all patients will be treated at Dose Level 1 for 4 weeks, then force
titrated to Dose Level 2 for 4 weeks. Patients with symptomatic hypotension or systolic
biood pressure <100 mmHg should not be force-titrated. During the initial titration phase of

the protocol, Visits 3 - 5 are scheduled monthly + 7 days.

Occasionally, a patient whose blood pressure was well controlied on previous
antihypertensive therapy may have a rapid blood pressure rise upon the start of trial
medication. Alternatively, a previously untreated patient may have a very high blood
pressure. In such cases, an upward titration prior to the next scheduled visit is allowed at
the investigator's discretion. Guidelines for upward titration of trial medication are: mean
sitting DBP 2110 mmHg, mean sitting SBP 2180 mmHMg, or symptoms of hypertension. In
no case may a titration step be missed. Conversely, if a patient experiences symptomatic
clinical hypotension on a higher dose level, they may resume treatment at the previous lower
Dosage Level.

Number of Patients

A total of approximately 12,600 patients (6300 per treatment arm) that meet the study

inclusion and exclusion criteria will be randomized into this study using an interactive voice
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inhibition in both groups, patients are randomized to Lotrel® 5/20 mg or benazepril
20mg/HCTZ 12.5 mg and force titrated to Lotrel® 5/40 mg or benazepril 40 mg/HCTZ

12.5 mg. Following the forced dose-titration, further dose-titration is based on achieving
target blood pressure (<140/<90 mmHg). For those patients not reaching goal blood
pressure, patients are titrated to Lotrel® 10/40 mg or benazepril 40 mg/HCTZ 25 mg, and if
necessary to achieve target blood pressure, other allowed add-on antihypertensives are then
used. Medication from study drug classes ACE-inhibitors, CCBs, thiazide or thiazide-like
diuretics and specific inhibitors of the renin angiotensin aldosterone (RAAS) system (i.e.
ARBs, aldosterone-receptor blockers) are NOT allowed as add-on therapy. Results of
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2. 2B0§eHRUPah® keep patients in the trial. f a patient
doés permanently discontinue study treatnent,
3. Previously untreated or'treated hypertension

Definitions:

» For currently untreated patients: mean sitting SBP readings of 2160 mmHg at 2

consecutive readings (confirmed on two different days) during the screening period
prior to randomization and mean sitting DBP readings not greater than 115 mmHg.
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The above events must be appropriately documented by hospital records,

angiographic reports, ECG or other diagnostic tests.
e History of stroke, verified by persistent hemiparesis, MRI or CT imaging,
angiography or appropriate hospital records.

e Peripheral arterial occlusive disease documented by angiography, Doppler
studies or with previous non-traumatic leg amputation, limb bypass surgery,

percutaneous revascularization.

» Diabetes defined as overnight fasting blood glucose concentration
>7.0 mmol/L (=126 mg/dL) (ADA criteria, 2 confirmatory values) or chronic

treatment with oral hypoglycemic agent and/or insulin.

o Left ventricular hypertrophy (LVH) confirmed by central ECG laboratory
reading (Sokolow and Lyon criteria or Cornell criteria).

e Serum creatinine defined as >1.5 mg/dL or 133 umol/L (women) and
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3.3.29" >80T PcAfrd sPot urine collection confirned on 2
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separate occasions. 3.3.2.2 Exclusion Criteria .

Current angi na pectori Sag e, ho anginal event within 3
equ’q mmhmg;’emgmij\arpyor to Visit 1)
hypertensi on of any etiology (e.g., uncorrected renal

Kgav&r%éeoﬁ&&v <P,§be°rlens§}1 gfgr%eﬁaw RRIcbRB&EE Per%?sh&? dtenosis).

s SBP unr esponsi ve

triple-drug reginens of %npat hol ytics, diuretics and
Refeacdery Ihm%'%sm defipest 2y §BBR18Y nwﬂldmnd/@r RBRet1 10 aimidg e

urrD8dRsitt 35 B pR-dVub YgiMEn& BN Rk RS it B AG A Vasodilators.

History of symptomatic heart failure (NYHA classes II-IV) or known ejection fraction
<40%.

Myocardial infarction, coronary revascularization (CABG or PCI), unstable angina within

one month of Visit 1.
Stroke or transient ischemic event (TIA) within 3 months of Visit 1.

Current abuse or recent history of alcohol or other drug substance abuse (past 12
months).

Mental or legal incapacitation.
Participation at present or during the past 30 days in another investigational drug trial.

Significant obstructive valvular cardiovascular disease or any valvular disease expected

to lead to surgery during the course of the study



<40% 5. Myocardial infarction, coronary
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ischemc event (TIA) within 3 nonths of Visit . 7.

Current abuse or recent hist®ry of al cohol or other

drug substance abuse (past nonths). . Mental or |egal

i ncapacitation. 9. Participation at present or during
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15. Known allergy to any of the drugs adm nistered in
15. Kndven gltenghyto(asmylod thepdrngs adrpinistared in the study (amlodipine, benazepril,

iazide) 16. History of malignancy
%h?og'{g{n%rz Ekem a and | ynphoma (but not basal cell

Skl n cancer) within the last 5 years. 17. History of
16. Histarnptmplignastyyincittiog trukaonizpandiympborma {let det kasaiieell skin cancer)

Wrﬁ}’,mm%léa}% s Erythematosus. 18. Significant

non- car scular illness or condition likely to
result in death prior to trial conpletion, e.g.

naj o
17. Higtagwaf Q“ﬂ&ﬁ&mlﬁfmﬂca@ﬁ pate l@ﬂ}b‘é@ﬂ&ﬁt@ﬁf gguwggstemlg Lupus
%m&g&y or .unwi |l lingness to sign the inforned
E onsent. 3. 3. 3. Interruptlon or renoval of patients
fromtrial or analysis Every effort nust be nmade to
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cdRIL iR BN rﬁé][)r érﬁgn %ﬁébtlérﬁ @lf@ExﬂéE:?a PQ@X/ear%?

random ze pati ent nust ['owed Unti’l
npl eti on whet her or not st udy nmedi cation is
19. '"P@?ﬁﬂiyaf unwillingress te pige dheipfoseeasrsdty di scont i nued.

3.3.3.htdrrdiplion of PEMBUATOf JaBibRls frdthitAR & arddiydy nedi cation

Every effort must be made to ensure that patients remain in the study and on study
medication for the duration of the study. Each randomized patient must be foliowed until
study completion whether or not study medication is temporarily interrupted or permanently

discontinued.
3.3.3.1. Temporary interruption of study medication

A temporary interruption of study medication may occasionally be required. In this case, the
IVRS must also be called and the patient's discontinuation reported accordingly. If a
temporary interruption occurs, study medication should be re-initiated as soon as possible.
Every attempt to re-initiate study medication should be made. The re-initiation of study
medication is not subject to a time limit; it may occur after days, weeks, months, or even
years. The number of attempts to re-initiate is not limited.

in all cases, study medication must be interrupted for pregnancy for the duration of gestation

and lactation.



A tenporary interruption of study nedication may

occasionally be required. n this case, the |IVRS nust
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reported accordingly. f a tenporary interruption

occurs, study nedication shtaid be re-initiated as

soon as possible. Every attenpt to re-initiate study
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3.3.3.3. Removal of patients from the trial

All efforts should be made to keep patients in the trial and compliant to the protocol required
visit schedule, including patients who have permanently discontinued trial medication (as
described above). If a patient refuses to return to the clinic, all methods of communication
must be employed to follow the patient for clinical event evaluation (telephone, e-mail,
postcard, registered letter requiring signature, fax, etc.)




participation on the ACCOWLI SH trial is conplete.
3.3.3.3. Renoval of patients fromthe trial All
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i ncluding patients who haveqpermanent!|y di sconti nued
trial nedication (as described above). f a patient
refuses to return to the clinic, all nethods of
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eCRR §tuld tss torspleledf i ¢ comments section of the electronic

qca e report form (eCRF). f a patient discontinues from
¢ trial for one of the follow ng reasons, a St udy

o vﬂmmé\ﬁﬁ consefRF shoul d be conpl et ed: Deat h"
"Wthdrawn consent” "Lost to followup", i.e. not in

o “LoshimipliomayR” ol iot 1 QORENIGaPR With the cligiefar >éfyleéf after exhausting

alPrRBakss dogtzat | means of contact n patients who
di scontinue fromthe trial, all efforts should be nmade
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colledtiBh il irfited tﬁ%é%o&(\!@@tt patieht ifforrR&tdmBm4jd? revér%Q'%d?ﬁh‘\ary or
endpoi nts, and fe status. Wienever possib

seCOWaf endpoints 2nd "@nst%tw Whensyenpessitie ol @uailableniata opany endpoints
repor@@@ﬁbhl@%e%ﬂ‘lp‘ﬁ@@éncﬁ 8&nt 36H é&Fild?c%hbl‘PBy e & oﬁi‘@%ﬁinﬂftee

ttee. 3. . 4. Reno atients from anal ysis
333‘$herBem%’ahefﬁt@'ﬁ$ﬁﬁﬁbﬂn?'w§ons for renoval of
patients fromthe all-random zed-patients
There( aratnemre-planned fqasans fos rrmoval of patients franetheradirregdomized-patients

(mtenﬂoﬁ’ctoltréél gﬁgl*&atl onal therapy ‘and reference therapy
Novar t supply the investigators with the

3.4, ﬂ'&atmﬁnh‘g study nedication, Lotrel (r) 5/20, 5/40 and

10/ 40 g and benazepril 20 g /HCTZ 12.5 g benazepril 40
3.4.1.inyestigatiaral therapy andeaterenne therrpyng/ HCTZ 25 ng whi ch

will be sufficient for the course of the study. These
Novariie ailt:suppbyrtbe iaviestigators with lthesiollowing study exedication d@tral 5/20, 5/40

and 194%(}9&aﬁ5’ bér‘fjéaz%hl%l rjné' /l@@f’f‘i‘é.'s'}ﬂg B@r%sz%ﬁslto mg/HCTZ 12.5 mg and

benazepril 40 mg/HCTZ 25 mg which will be sufficient for the course of the study. These
medications will be supplied in bottles labeled as CIB002 as identically appearing capsules.

The medication labels will be multilingual and comply with local legal requirements. These
labels will contain the medication number but will supply no information about the patient.
The proper storage conditions of the study drug will also be described on the medication
labels.

Randomized double-blind study medication will be supplied in packages bearing a two-part
label identified by a unique medication number.

Free add-on of other antihypertensive agents will be dispensed independently from the site if
target blood pressure of 140/80 mm Hg is not achieved after treatment at all 3 double-blind
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conditions of the study druggwi Il al so be described on
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study center beginning with the nunber Onc

a meﬁ'§§§'@'h BHMbgr, Rseo@ated i Anbef tW? fwo fieatmest greuse dThe medication
numb%ﬁ'&&?héﬁ‘toﬁ%’%ﬁﬁérﬂ Yiahhe i\iﬁ‘ﬁ QR AtdppBad (%(L@lbtm&} catlon actually

ati en be random zed to receive e nedi ca

dlspenﬁf@ﬁpuﬂm eafiepl BheiRSowillialse aseien &rrandaraigetion nuumbes, \@fmgh will be

u
e e e rant s vopl ARGt ThE el dbmizaion
numbghMUReDeMAHERAMBYPTEIEE FRPFS/PraVidpe AB Ee mgdlt:ﬁ@n;jatpele nt
343§hiﬁd|n\6RS wi |l also assign a random zati on nunber,

hw || be used by the database to link the patlent
Rand@f@lZﬁh@ Wil @atneé‘ﬁtm@i Riihed¥BE yredor Using a walidated sustemrthat

auto ég)fﬁé rStIm Q&l r{tgf‘ggﬁﬁ‘%nf)@?hag) %ﬂa@ fl&vhlgﬁgergnThe

medi cat i on om za
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Iocke&Mﬂl-%%éﬁ‘@} ng;.gvgfrat es the random assi gnnment of

t reat nent to random zati on nunbers. The
Randemizatinn ¢aia Iatﬁnk@(t: Risioty earfidential, aso¢asitdelony tdNawthorided persons, until

the tir{?%1 gﬁqn‘ﬁ)?lhéiﬁb Cégﬁ%@g{eftﬂalﬁé}v@ﬁﬁ S M Pe VUt K LE aRY emergency

ter
code breaks immediately to the Novartis clinical trial leader (CTL) and the monitor for the

site. Only when the study has been completed, the data file verified, and the protocol
violations determined will the drug codes be broken and made available for data analysis.
For details of the emergency procedure for unblinding of individual patients in cases of
emergency see Section 10.1.3. Emergency procedure for unblinding.
3.4.4.Concomitant therapy

Concomitant medication may be continued throughout the study if not mentioned under
Section 3.4.4.1 (disallowed concomitant medication). The patient should inform the
investigator of any additional medication taken (including OTC-drugs and herbal



Random zation data are kept strictly confidential,
accessible only to authorized persons, until the tine
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d%l ncl udi n%ﬁgo dr u(%s and herbal - 19 - preparation).
mandegigry thepaHERRehBI 8hds S Y€ddocunent ed in the patient's
dical record at the site and not on the eCRF. Onl
The fellowingaansRia ot StiyReHeRRYg replmen! maynat begiven througpodt the
wholendtldy faeanerassiedniess fribemeditition(d periapert disdupanidant
treatment At. random zation, all nedication previously

bei nty AS&INpiBiters Oifter tRasdFiglenedictionust be di sconti nued.

ftrealgmnbnef thay Bey hRaRbAeh W th any of these
nmedi cations i s considered nmandat or¥, the patient

shout d Thisgidger &riazide-e. diqetics §19. cRiaTthalidanseindapamide) other than
anti hy@%{,h%ragag&?treat ment may not be given throughout

t he whol e study for any reason unless trial nedication

is perdgBsntly discontinued: ACE inhibitors other

t han_ tri al ' ' other than trial nedication
Thi azi @éoaogtre |%§%@§P?IP & diuretics (e.qg.,

oYL 3 SRR ) BEbd Ll
Allowedtcomcomitant treatmagnti n t he st udy even if excl usionary

medi cati on was taken. All owed concom tant treatnent
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. ' fter conpleting the third titration step
tira (RERGH LERY b SHldy?
o Beta-blockers
e Alpha-blockers
e Loop diuretics

o Clonidine or other centrally acting antihypertensives

We recommend first line add-on treatment of a beta-blocker (such as atenolol) unless it is
felt that a diuretic is needed for volume.

The continued use of the following drugs for non-hypertension indications is allowed before
and after randomization:
e Alpha-blockers, e.g., for prostatic hyperplasia
» Beta-blockers, e.g., for arrhythmia, secondary prevention of myocardial
infarbtion. glaucoma

e Centrally acting agents, e.g., for migraine or smoking cessation.
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3.5. Visitigchetiuleyand assassatents ty will be noted by the field

3.5.1. R4 Lediifs 1 N9 Site

During this trial at least 11 visits will be performed in a period of 3-5 years. Each evaluation
will be conducted in the morning , allowing a range of +/-7 days for scheduling purposes for
Visits 3-5 and +/- 28 days for Visits 6-11. Additional interim visits may be conducted as
needed to ensure blood pressure control.

Please note that this flexible visit schedule is proposed as a GUIDE and specific
circumstances should be discussed with the study monitor. Visits falling outside this window
SHOULD NOT LEAD to patient discontinuation. Instead, patients should be seen as soon
as possible and subsequent visits should be scheduled in line with Visit 2 (Day 1). Patients
should be instructed NOT to take study medication on the morning prior to their office visit.
If the patient took trial medication prior to arriving for their scheduled visit, the visit must be
postponed and rescheduled to ensure a trough blood pressure evaluation. Please note that
if circumstance exists where the study patient is unable to be attend morning clinics (i.e.



visits and at the conpletion of the trial. Patients
will be asked to return all unused nedication at the
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1). Patients should be instructed NOT to take study
nmedi cation on the norning prior to their office visit.
f the patient took trial medication prior to arriving
for their scheduled visit, the visit nust be postponed
and reschedul ed to ensure a trough bl ood pressure
eval uation. Please note that if circunstance exists
where the study patient is unable to be attend norning
clinics (i.e.- 21 - evening shift worker, etc.),
afternoon eval uations are permtted but nust occur ~24
hours after the | ast dose of study nedication, nust
al ways take study nedication in the afternoon and nust
be able to present for lab evaluations in a fasted
state when necessary.- 22 - Table 3-1. Evaluation and
visit schedule Visit 3 11 2 3 45 6 7-11 Wek Day
Mont h Month Month Month Years -2 1 1 2 3 6 1-32
I ncl usi on/ Exclusion Criteria X Medica
Hi st ory/ Background X Information Physical Exam nation
- Conplete X Physical Examination - InterimX X X X4
Bl ood Pressure and Pulse X X X X X X X Anbul atory
Bl ood Pressure X



Moni torings EC&E *

Study Medications X X X X X X Drug Accountability X X

7 X X Laboratory Eval uati ons9
Hemat ol ogy X X 10 Chemstry LC C C SC LC Urine
wa@bkdansnfer eati nine X 12 X 12 rati o Bi omar ker PCT/EP2004/011824
Eval uati on X X13 Pharmacogeneti c Sanpl el4 X Screening
Logl5 X Random zation X | VR22cal |

X X X X X-X D spense

X X X Dose Titration Evaluation 16 X X X X X

ren 4 R o e

P%pomtsXXXXX
fons X X X X X X X Adver se

Event s/ SAEs X s |[X4X X X Fingl PBtuydy [Vigit|1/ X3 23 1 744
WAshout- Patjentsiwill ldisgcontinfie taking
anti - hypertensi ve | Wadk ¢ &Y privonthar Momtilif nidontho Month |  Years
manuf acturer's recor]yendat ons af VM silt 3 Eyaluatiens; | ..
wi |l be conducted | ¢ast [every| 6 nonths from V| sit
InclBion/&xklusibn Erifesia St udy durati on is Ipnger [than the 3|year$
—pLesenl-ed_L_n_'EahL e 3-1. patientstwll lcontiphue tp he
MedicgidistparBagkopyed y 6 [moht s uptil the stgdy is|conplete
Inforafatldheqw red. At tme fipal study yisit, eval pations
11 ) £ [ Ll va al
| DI = LI Ut 1 U T UOVWU. = uay
P“W*’Fé"a”'“i?"“ f'l pée aﬁﬁ }/- b8 dayb duriing Visits 6-1 .
Phydical B@yisatib®l eAmpat i ent$ o ori gl pal visi ¥ schedul ey x4
calculated from\Visit 2/Day ) Interim physical exans
B'OOFBFeB%fecP@ﬁBU'iﬁearl y| To beXperf¥rnepdX n|568 patients Xat
A BEL e LE Lady bl"l es gt ygar _2-[-Subnitted—{o-the
Ee {y ar %&%F Pee Sectipn 3.5 4). To be ¢conpl gted
Monilgring; 5it 1 f or pat i ent$ whpse ONLY qualifying
eca®nclusion criterion+i s|LyH Patients X8
Laboratory Evaluations®
¢ Hematology X x10
e Chemistry LC sc sC sc/ic
e Urine albumin/creatinine | X' X'
ratio
Biomarker Evaluation X X113
Pharmacogenetic Sample' X
Screening Log'"® X
Randomization
IVRS call X X X X X
Dispense Study Medications X X X X X
Drug Accountability X X X X X
Dose Titration Evaluation'® X X X X X
Occurrence of Clinical Endpoints X X X X X
Prior/Concomitant Medications X X X X X X
Adverse Events/SAEs X X X X X
Final Study Visit'’ X




included in trial based on all other CV Table 1

criteria (Section 3.3.2.1.) wll have ECG done at
wOoe®sH37278 Done at Visit 8 (18 no) and Visit (yReX/EB)D4/011824

Blood will be drawn in a fasted state (henatol ogy and

bl ood chem stry). Done at Mzgts 8 (18 no) and Fi nal

Study Visit. SC(short chem stry) to be done yearly; LC

(Iong chem stry) to be corrpl eted at Visit 8 (18 np)
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’ Waoff*wrﬁaw?fzf? \é‘%\f’iSFﬁ”H'@Jert%{?Wgc?“E\f‘VR?ﬁgnsﬂveFedlcé%‘étaciﬂfﬁ"m tofmgnufacturer's
recofmmeéridatonsfat yisiti.ent' s only qualifying cri terl on IS

2Jorotelnurla(>3 Section 3. 3. 2. i!

= B io0a M GRS 150! AP IoaSENT HE W i slocy umtion s fonger
tharytba Blyyars piesentedsn §am£$}m|pa&d1ts(\&meonﬁaretto beediuated eyery Bolaths until the
studlis é@nﬁ)‘lette gs r(e idh. ) Atalﬁpﬂn': | Jﬂ ty vé& légé{ ue}{ bﬁé IFsted ]‘04 Visits 7-11 will be followed.

art|C|pat|n patlen S nus a sep
*+/-p Hays werir@obsite Bi5cand pe @B tiays doﬂrms\ents 6f1or (IaIwaiﬁefDm fiatients to original visit

schERBURLBR4FBM Akl not entering the double-blind
treatnent phase. To be nmintained at the

‘Int¢rinvehysice) atdnortabe doneevearti sit 3: Forced titration; Visit
5To§ ggrgon?\gé) “ﬁ%ﬁb‘l g Fent\?/grsgeelf|eéj%‘?u\gas;gers gé eara%I on of S.t udy

0 ac 1°00d Dose titration

6Su|ﬁ’ﬁi§&ed)ib0hﬂC@tral£QG b (Sek Seatonat4).does not achi eve target
ressure. 17Fol | ow u%aEvaI uati on Formto be

bl ood i : atl C ormto G .
"Togg, ﬁﬁrrég%a%?t 1dtRaEsis RS ONLY Qualifing nstusiop griterion levH- Jratients
inclisded dhytrial baged.on 311 bthér. G¥f Tabarytitehia $S86rE03.3.1 AWl hald ECG @bne at Visit 2.

end p0| nts and fat al events wi Il be processed by

8D°E%ﬁ‘ﬁ15§t8|(ﬁfbm8}?“ﬂ§/§e§§ﬁ@ﬁ't of Endpoi nt Form and

*Blob@ WHYRE A irPd *asfe@ls%‘{@(ﬂémétalf)&f éﬁ%b@&‘ cﬁe?n&tﬁg Endpoi nt
Comm ttee for adjudication. 3. . Primary Endpoi nt -

Dang at VB‘tSrBeUB ooj ar‘rdsFtlnaeS'tedMVlsf corrp05| te cardi ovascul ar
“S(%?rg bi gl ¥try&} t%e%%é?%ﬁrlg/ X‘gl (i) %éem @r?/)ge lbg IS?{PNq%E‘fJ% Vish '8 (18 mo) and at
thefﬂﬁbﬁa@cﬂsﬁl infarction. Non-fatal stroke

sptm Ré Fo?%lb&rmw c%gtlrrlﬁ%rrat%nﬁ M%Pl N @é?br%?toﬁ%ép pathnt’s only qualifying

asCcu zat1on
crtegi BPIRRER K>a$00wm/gra|5iep§pn 3d3e3 1 h#ehiciealtysanyria (i3 ma/gm) present at

VisitSueeleyeamairibipgss @ga@led (scbTedtlonBls.£yat al stroke, death due
to coronary |ntervent|0n

“Done at Visit 7 (1 yr) and Final Study Visit.

Part|C|patmg patients must sign a separate pharmacogenetic specific consent form.
"> To be completed for patients not entering the double-blind treatment phaee. To be maintained at the
investigational site.

"®Visit 3: Forced titration; Visit 4 and subsequent visits: Upward titration of study drugs to achieve
target blood pressure. Dose titration may occur at any visit patient does not achieve target blood

pressure.

Follow-up Evaluation Form to be completed for patients who do not report to clinic for study visit.

3.5.2.Efficacy Assessments

All clinical endpoints and fatal evenfs will be processed by completing an Assessment of
Endpoint Form and forwarding all relevant information to the Endpoint Committee for
adjudication. |

3.5.21. Primary Endpoint



death due to CHF or other CV causes. 3.5.2.2.

Secondary Endpoi nts The secondary endpoints will be
wW@s®wessred separately as follows: Conposite  PCT/EP2004/011824

cardi ovascul ar norbidity New onset diabetes (ADA

definition) Progression of-24nal disease as defined

by a doubling of serumcreatinine or progression to

end-stage renal disease. Hospitalization for

A R T

r ev as‘mﬂ-mtal,zduhucaliy @lidene deute nyocardial infeieiini C

anmputation. 6. Progression/regression of

m!Tg '{a:%lﬁﬁ?lfea (30-300 mg/g) or clinical albumnuria
(>.3%§mé1%t,§u@gu@¢4§@egﬁg,pgt| ents with 1) di abetes at
basel i ne, cor onar¥ arter di sease at baseline, 3)

che orﬁ%’o@%éﬂwaﬁﬁﬁ%ﬂzﬁ ] @W@? e (Bak¥ GARS) i e, serum
creatinine > .5 [dL (wonen) and >1.7 ng/dL (men)
wi PrrdiavaseaiarMetality dafiped ps depth dugteo be eval uated by

9 ep d eiuddéﬁ%&rdf&%g@@? £4t5 W0 fafd) sSWBRS, dedthy u%éo %B%ﬁgg)“iﬁt%rventlon

Descri ption FESaUr & Neasur ernent -
scr eéi@laﬂ'gdtmtp&l"ﬁ @rwtbero@wpamason bl ood pressure wi I I
be recorded. The armin which the highest sitting
3.5.22.ast de¢andaryEpdpeistsare found will be the armused for
al | subsequent readings throughout the study. All
The agcoadpty£ndhonisdvibee aagkssedseravatelytas fallows: i ndi vi dual

' adi ngs in each individual
%%?dsa %@%ggg%%%@dgf the sane tine of the day with
. Ndveomtrduabqtssmmdefrmcbn)g a calibrated standard

+ PIRGPSIRTENRE el o oBTMdi S fouMng ol Srub &R a2 St progression

tdeh%tﬂgsa@maﬁdsemél be made in accordance with the

« Hosptaielen RE e B P bRe 15 250m <o

3.5.2.3.  Other Endpoints
1. All-cause mortality
All hospitalizations

Renal function (estimated change in glomerular filtration rate).

DN

LVH by ECG.
5. Peripheral arterial revascularization procedure or nontraumatic amputation.

6. Progression/regression of microalbuminuria (30-300 mg/g) or clinical albuminuria (>
300 mg/g)

Subgroups of patients with 1) diabetes at baseline, 2) coronary artery disease at baseline,
3) chronic renal insufficiency at baseline (ie, serum creatinine >1.5 mg/dL (women) and
>1.7 mg/dL (men) will be evaluated. Subgroups will also be evaluated by gender, race and
age (<70, 270 yrs).

3.5.3.Procedure Description

Blood pressure measurement



222A, 988). Wth the arm supported at the I evel of the
heart, systolic pressure will be recorded when the
wo mosiozd27sound i s heard (Phase of the Korot kof PCEHBP2U0)/011824
diastolic pressure will be recorded at the
di sappearance of sound (Phasg V of the Korotkoff
sound). At each study visit, after having the patient
in asitting position for five m nut es,
.systolic/diastolic bl ssure and heart will ,
Duriggl SSeEeNg BT Fandopn pfﬁéaergtw'ﬁeagwa?@n?ee 5 in which
the Hi el@ﬁsﬁ&g@ha%toh@ lbﬁes%@re%\é@e fﬁunulw betheraylused Tdi%ncsubsfequent

readS o g eou?é)I feI attfyatﬁgt 7 r%;pq@?di@qg%gg%glﬁnggge safpe individual

obtaif¥i Bidbodste SRAS HRihgk @ eébhsﬁmada datisrt AP BhEN visiPatlth® same time of the
seat ed bl ood F{)ressure nmeasur enents. Anbul atory Bl ood

day with e FRMapIWR#tng ABPM wi | | be conduct ed during the

Using lalbd¥ibrated\@arda?d phygmRhrianbABice |0Va@§ﬁbr§l@¥jld%ﬁdeaﬁce and
sel ect ed sgt es.. The anbul atory bl ood pressure nonito

appripriate gize ghtkalerighblearrrastiied eHH'n‘?Ft'%ﬂsﬁ’Y'" kepiad Réraam@%ance with

the 1@83|AHA/C6I%ﬁﬁtEéEJ Réadrtt&fblaodT h@séLBEMbteWntnamd {Hy@ertensxon 11: 210A -
aut onmti cal y ure and ecord pressure

222%&@@%) Y8 tr@tfﬁﬂ\ﬁt@ﬁ@%@# ?téh? Y6 qféheeh%aﬁ ssﬁ»fe"q Fmsmr? Wil be

recofRd WHehahd Ritial Sbundis BELHE PPhadel |lof BR KatbikbA %Qurﬁd) diffolic pressure
ABPM Tr ai ni n% Manual . At the conpl etion of

will Bg £ RRIAPS ABRICISEPPRRIZNGS RS hSMBBIPRESSOY P! e IHorafKof sound). At each

study UiBie difteF ﬁéanemeldaaérﬂ% agMindSioshion ér fve niiHates tsysoRdtiaslolic
criteria designed for this study. f the quality

blood grasge ad¢ihea r@eé{\”lbb%@@a%?d ”trﬁ%t“]b‘ﬁﬁ i Eh? repept mBésureme”tS are
to bel REYE L GHé thAwb-ARARE irtér0a1d4 THE eliff SREUIA BE dBEate@ ki £Fhte REEgreater
ABPM St udy Training Manual for further details. The
than 2dnMb\g(se§- pr ocedures wi Il be done over two days at
Year 2 Visit: Application- 26 - The patient wl|
Pulsggatear to clinic for the Year 2 Study Visit. The

of fice blood pressure reading will be done, along w't
At eaph|visil fePulseate vl B meeswied forigfesespprs iyetArics t%hlelseﬁ@d b|00d

pres@iB meaduitbnite determined to be operating
appropriately. The patient will then have his/her dose

Amb@iatéRLBIo8d!ProsshrMshitdFg cat i on adnini stered and the
time ‘of adm nistration recorded. Renoval The patient

ABPNI Wil b@%orhdlfciéd’dﬂrﬂ tﬁé’stb@} 5 Yedr Ban BS%Xlﬂ%‘t’el){ 560 patlents at selected
roxi mat e ours later for renpval

S‘tesdé'@?@@blﬂﬁﬁ%ryé’éc\?ﬂ@é eSRure Mpaitar dibReplacgdan WGLﬂOé‘ ‘iﬁ”ﬁ@%‘t arm.
| ast dose_ of medl catj on) and determ ned that the
EPMdzeadings. QualingLantel oiilia rol criteria. f the readings

did not neet 8 3/
The ABPM unit will be a tomatlc lly set to measure and record blood pressure based upon

study specific requirements. The inflation sequence for this protocol will be outlined in the
ABPM Training Manual. At the completion of each 24-hour ABPM period, each ABPM report
will be immediately evaluated against a set of quality control criteria designed for this study.
If the quality control criteria are not met, the patient will be requested to repeat the 24 hour
monitoring period. See ABPM Study Training Manual for further details.

The following procedures will be done over two days at Year 2 Visit:

Application



control, the patient will be asked to continue taking

doubl e blind nedication and repeat the ABPMwi thin 3
wa@l2008/0378e pr ocedure shoul d be repeated (w thi PCI/EP2004/011824

nonth) if the reading is not acceptable. 3.5.4.Safety

assessnents Safety assessnen2és-w || consist of

nmoni toring and recording the pre-defined safety and

tolerability endpoints (see below), all. serious

The%%g WII %FYF?E%F ) clﬁ'\n:efoF t‘?\gl’vuegl: 2 @%H \%{ g Oéffl? egl}gécg }Dr%ggure reading

y, re dsuremen
will e gmme almdgtvhﬁa qﬂe:tmenrsmm@aaloétnqﬂsyg hed!lBFEMdawa:mWilldmsapplled and be

detegl%ﬁ’ ;@gg@éé@ﬂ%&%@mﬁﬂnﬁ b?h@ﬁatfeg}tg/ﬁ h(arBﬁ% rh%herdo%e of double

blingsitide medicatiardydroinatared smiithe dingoaf iaaeninistyatioRrecalddd. ned
safety and tolerability paranmeters The fol |l ow ng
Remmvel defi ned safety and tolerability endpoints are
known side effects of either Lotrel(r) or benazepril
The patiertydt bz mstuded tcaztuhe the r(éfxugzhy a;ipirtmitinam;sm iReurs [Hterrfat removal

| tudy dru
of tr e, A IRFEE W nd Vel e S-S £RRIE Sop PasP oxtlorBitgny anc
detelryined ¢hat ¢me reabingsmetindality tdntrobtritbra. | If teadadingg did not meet quality
V, .eyer I.nf.or t|on occurr.ence
contfifh 86 BT FiLo oo o G PL R B vl AP ARG e et e
ABPiMheitleiCRfdalyer al | patients. Adverse events- 27 -
Adverse events will be recorded in the eCRF or the
The Sercedue shauldrbeaepeated (WItAE) nfoothifithe tdagingne adt ddeeptable.

wiLn ria: Primary and secondary efficacy
351§?#e ?3% (‘ﬁaﬁﬁescn bed in Section 3.5.2)

Safelﬂy assepsroefts edl sakist yf monitoriag @endbedordiyg p-arpmab&maj safety and
ef f ei.t her

d
olorghfiP PRy ARS8 BTPHAL PR S GeeiritpdRe fegdeygnonitoring of
hemptotogycans tfkcmdtdl'remlsityomgular Seasmementivivitabsignearidsthé derformance of

physiR EaSiar. EEB BleBOLoH Aeiie fetorogep Bealb gt sarety

assd@ymentslsthuIdLUeahalmau‘(eﬂtimtﬁe patidnte scLidgahar (source documents).
Pre-defined safety and tolerability parameters

The following pre-defined safety and tolerability endpoints are known side effects of either
Lotrel® or benazepril and hydrochlorothiazide:

e Cough

o Dizziness

e Peripheral edema

¢ Angioedema

o Allergic reaction to study drugs

o Hypo/Hyperkalemia (these parameters will be identified by the central lab and will not

be listed on the adverse event eCRF).

Information on the occurrence of these adverse events will be collected and recorded on the
eCRF for all patients.

Adverse events



2. the severity grade (mld, noderate, severe) 3. its

relationship to the study drug (suspected / not
waeempesnesl), 4. the action(s) taken and, as rePEwBP1004/011824

t he outconme. O her non-serious adverse events wll not

be collected in the eCRF. Hamever, information about

all adverse events, whether volunteered by the

patients, discovered by investigator questioning, or

Advedfgé g?%n%jw llr?ar égo &?ﬁi ?fﬁbé%kR? oo?gig %rhoo%ghbéclvg%gr Vﬁf‘{ (éAtEFﬁcter if

they staed thecthbbowing siteriae docunents) and the events will be

ol lowed and treated as a An, adver se eyent
ey 350 BB PRy B s fetr el od B on
o POGGPECifiew safehebnﬁttarefab’lmy %bké%étér%e@(hﬂ\'ﬁﬁtmdee\éﬁ@ctb foftdither Lotrel,
event | s co ed to treat ment -rel at ed.
q@aaﬁpﬂi ftfﬂ nerf?fLo Qfnisgidelas %Ség%% ingag Brexions segtiongbove.
o SHriddy aliversd BRIMts @ERAeSEHbRU GethRAoIRMNE] Setisyents only i f
they worsen after starting study treatnment. Abnornal

As fdr%@@b@ﬁl@léyea\/cﬂlﬂ é—b@érs@revbﬁswlll BB Beldes&egtdyt Ut e adverse

events o t i nduce clini cal S|gns or synptons
1. iy dyralen {;@y"& %fﬁ/a/ #pS)a change in therapy. Serious

2. md\s@wmygmet(mud\ H6ddraleSsadYHr se event is an
undes npt om or nedi cal conditi on which:

3. lts fedatipgghip tooﬁhegs e SHERAnteTy Pt sisppgiaddd or

4. m%@cﬁmgﬂtah&ﬁ@hd akirgaldrtthd oufcBi! ts i n persistent or
significant disability/incapacity 4. constitutes a

Othe’ﬁﬁﬁlﬁ}eérhck%I ad@él%ﬁ%'vb!nt@f\mlﬁn(ﬂ'b@tcbllét@é@iﬁtthéeCRF RS, Wormatlon
icant, in that it eopardi ze the subj ect and

abot«tra@a?\é%ﬁ%ﬁ g\ents Whether &Q'U%@?r@ﬂwth? patiantse ﬁtSiC@Ye%by investigator
quesBbENG b d@té%té@lfthidﬁgh 9H§'§i<9£ﬁr§§arhuh§t‘i&ﬂ |BBRMEry t&3tBPbhePRleans, will

considered to be Serious adverse events are

be f%?@‘ﬂ?ﬂt‘%thezpﬂt'?wt%f charidsouree decumrents)and fas evesits will be followed
and tP@aﬂéd 8¢ bpiropiaté hAn Svéts€ dvérii Wdrﬂ@sur&i@é s@ﬁ Sé%r\p%rﬁ @r medical

any deterioration in condition.- treat
condpr @ﬁc 29 afterianieg study treatgeah exan if thg e\genb I’Séloéﬁ@rﬁ'qe{ﬁgd to be

treatﬁh@ﬁﬁﬂe‘dté&‘ b taliconditiorsded BresBt Bé?&l‘b%?érhrﬂ‘stH f?éatment are

study and did not worsen adm ssion to a hospit
consileresh advatsE; VRIS M bihey wREsealafiens @ring stuckdsanente dbnormal

laborgtdrjivaiies stabatrbaliBicoRstitite a808ds bidiis oﬁlﬂ/‘?fetﬁé'?i%u@chﬂﬁ:al signs or

energency, outpatient basis for an event not
SYMRQN$ Pf [§aHtge gwyarayfortqq@aaa? imtheiaghs of serious given

above and not resulting in hospital adm ssion.
Serious adverse events

A serious adverse event is an undesirable sign, symptom or medical condition which:

1. is fatal or life-threatening

2. required or prolonged hospitalization

3. results in persistent or significant disability/incapacity

4. constitutes a congenital anomaly or a birth defect

5. is medically significant, in that it may jeopardize the subject and may require medical or
surgical intervention to prevent one of the outcomes listed above.

Events not considered to be serious adverse events are hospitalizations for the:
» routine treatment or monitoring of the studied indication, not associated with any

deterioration in condition.



Any serious adverse event occurring after the patient
has provided infornmed consent and until 4 weeks after
WO bmspa2rent has st opped study partici pati on nRSL/ER®04/011824
reported. This includes the period in which the study
protocol interferes with thegstandard nedical
treatnent given to a patient (e.g. treatnent
wi t hdrawal during washout peri od, change in treat rrent
+ eI BRSBTS, SRR oo By,
uhrelsted tt® theandmtmeeﬂemtugry bl didpot Wensiemf a
rel.ationship to th is.stud r_thera
+ SEVERPRR AR BTN ot cebtpbia al st ateﬁ%?fh any

cmb/r@lret@newemmtwmspect ed by the |nvest| gator to be

reIatedto stud medi cat i nust be re .to

+ GRURPTID 40 STHEREA. AUGPLSTE Pare M ARyt gt Fgling any of the
déﬁﬁutlb:ﬁ@éf%noﬁegnk/étwbm\&fd%t RIsaMihG umﬁﬁspﬁﬁ%ﬁﬁw by
the investigator to be related to study nedication

Any eed.duskeevereeevemcbct:mnh@ aftdiarabhiisnt Waé provived eﬁ&lﬁqe“m&(n@ént and

| nstructi ons about CO
i ik P e Pa s et 8 CBBP GGV RENFEP ST PbTHOgpec. THis
mcluaee frfe pfidd FERAICA the Siedy pratddeMateters Wit tBé ¥RAdAR medlcal treatment
tions for rapid notification

Ve Gr7 AT e ER DSr M WG T By BT ERR GBS BeAtment o a

fixedSdt¥e|of SBondoitanemebitationgd in a fasted state (8 hours
wi t hout food or beverage). Laboratory tests to be

Serlcﬂl_,grafc{véfefévéfﬁstobmrﬂ g riopé tHaahQK/@ékt@raﬁeﬁﬁu@ylﬁﬂstcﬂﬂlduﬂﬂin%ed only
mat Q e Cr |
be reRgtIRg 1 AAEEGHNe etqvaria SHEY Ciaoe Ferang frausbertes

dope—at-Visits—1 - -(\Wek 8 /l\lhnfh 1Q\ ahd—FEinal

To enpuge,Pafient safety wtemrsqwad\@&ﬁgem SHSPEsted by thagwestigator to
be rétg}g 18l fady R dREpRRNAL SR relehga !{9 Nbvath ithiN 2¥enoltsi dt

sodi'um potassium fas asma ucose t ot al
learnjng|of itseacshrrepgr.- C, al buni n, BUN or urea will be done

Serd e Bt i B Pl Bk RS T or
will maeasrfkédimthé Netartis pitiatheee CRUander emdpblribelombnaitaitm\ istructions

aoufpBypice iE]ak folgw-tesitiovs ARlerhu Hepli FRghE and Sending

thermatoNoviartiscare givenimedtiahi10.1at. IN§tRictions foe@RE nqiifitationtod serious
d Vi sit f if patient's only qualifying inclusion

adveEYq T¥&M%n is proteinuria (> 300 ng/gm Section 3.3.2.1

Labqpﬁg%ny%(/gl%lapgrrps nuria (> 30 ng/gn) is present at Visit

Blood samples will be obtained in a fasted state (8 hours without food or beverage).

Laboratory tests to be performed by the central laboratory as outlined below:

Hematology: hemoglobin, hematocrit, red blood cell count, white blood cell count, platelet
count to be done at Visits 1 (Week -2), 8 (Month 18) and Final Study visit.

Biochemistry. Long Chemistry(LC):

AST, ALT, alkaline phosphatase, bilirubin, creatinine, uric acid, sodium,
potassium, fasted plasma glucose, total cholesterol, HDL-C, albumin, BUN or
urea will be done at Visits 1 (Week -2), 8 (Month 18) and Final Study visit.
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normal values are obtained or the abnormality can be satisfactorily explained. A comment is
required if any vital signs fulfill notable criteria.

Physical examination

For all physical examinations attention should be focused on cardiovascular signs and
symptoms. The extensive physical examination (Visit 1) comprises the examination of head,
thorax, abdomen, spinal column and the measurements of body weight, body height,
auscultation of heart, lungs and abdomen, and the inspection of skin. The interim physical
examination comprises a short check of all organ systems including auscultation of heart
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. i dy. 4. Protocol anendnments, other
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will be measured at Visits 1, 7 and Final Study Visit. The parameters to be measured would
be restricted to those that would lead to a better understanding of the pathophysiology of
cardiovascular disease, prediction of the development of the condition or responses to
treatment. For these measurements plasma and serum aliquots will be frozen until the time
of analysis.

3.5.5.Drug levels and pharmacokinetic assessments

None planned

3.5.6.Pharmacogenetic assessments

To study the effects of human genetic variation on drug response, we plan to conduct
exploratory pharmacogenetics research studies as a sub-study to this protocol. See Post
Text Supplement 1 for details.

3.5.7.Resource Utilization assessment

In-patient hospitalizations is the only resource utilization parameter to be followed during the
study.

4. Protocol amendments, other changes in study conduct
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5.2. patabaskimanagement and gualityseontrol

Data items are entered directly into the study database or indirectly from source data
documents by designated Novartis-trained investigator staff using single data entry with
electronic verification. Novartis staff review the data for completeness and accuracy and
instruct the site personnel to make any required corrections or additions. Queries are
generally sent to the investigational site using an electronic data query system which
provides an automatic audit trail of the corrections made by designated investigator staff.
Occasionally, when queries are sent on a Data Query Form, the signed, original and
resolved Data Query Form is kept at the investigator site and a copy sent to Novartis so the
resolutions can be entered centrally into the database.

Concomitant medications entered into the database will be coded using the WHO Drug
Reference List which employs the Anatomical Therapeutic Chemical classification system.
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so that an adequate number of patients will be available for analysns

Data will be summarized with respect to demographic and baseline characteristics, efficacy

observations and measurements, and safety observations and measurements.

6.1.1.Populations
Intent-to-treat (ITT) Population

The intent-to-treat (ITT) population consists of all randomized patients. The primary analysis
will be performed on the basis of ITT population.
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e Sex
+ Race (White, Black, and Other)
e Previous antihypertensive treatment (yes/no)
¢ Diabetes (yes/no)
e Evidence of at least 1 coronary heart disease (CHD) (yes/no)
- Myocardial infarction (M!) > 1 month prior to Visit 1
- Coronary revascularization (CABG, PCI) > 1 month prior to Visit 1
- Hospitalization for unstable angina > 1 month prior to Visit 1
- History of Stroke > 1 month prior to Visit 1
o Evidence of atleast 1 target organ damage (yes/no)
- Left ventricular hypertrophy (LVH) (confirmed at Visit 1)
- History of or present peripheral arterial disease (verified at Visit 1)
- Proteinuria (confirmed at Visit 1)
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6.1.3.Study medication

Duration and numbers of patients on study medication will be summarized by treatment
group, dose level and visit. Frequencies and percentages of patients will also be provided
for maximum dose and final dose taken.

6.1.4.Concomitant therapy

Concomitant use of antihypertensive agents during the trial will be summarized by treatment
group and medication class (e.g., beta blockers, alpha blockers, loop diuretics).
6.1.5.Efficacy evaluation

Primary Endpoint

Time to first event of composite cardiovascular morbidity and mortality, with:
Cardiovascular Morbidity, defined as

¢ Non-fatal, clinically-evident acute myocardial infarction.
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Other Endpoints

Other endpoints of interest include:

e All cause mortality

e All hospitalizations

* Renal function (estimated change in glomerular filtration rate (GFR)). Where, GFR will
be calculated at baseline and at endpoint by Abbreviated MDRD (Modification of Diet in
Renal Disease) Study Equation® displayed in below:

Estlmated GFR (ml/min/1.73 m% = 186 x (serum creatinine in mg/dly™ ™

(Age in years)®?® x (0.742 if female) x
(1.210 if African-American)

e LVHbyECG

» Peripheral arterial revascularization procedure or nontraumatic amputation.

e Progression/regression of microalbuminuria (30-300 mg/g) or clinical albuminuria
(>300 mg/g)

In general, all of the efficacy endpoints can be classified into two categories: (1) time-to-

event variables, and (2) non-time-to-event variables.
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from the primary analysis to assess the effect of permanent discontinuation of double-blind

medication.

For patients remaining in the trial until trial compietion, with no endpoint occurring
prior to trial completion (or analysis cut-off date if earlier), the time to endpoint will be
considered censored and the time from randomization to trial completion (or analysis cut-off
date) will be used as the censoring time in the primary analysis.

For patients who discontinue from the trial (e.g., due to withdrawal of consent, or loss
to follow-up) with no events observed, the time to event will be considered censored and
the time from randomization to the date the patient was considered discontinued from the
trial will be used as the censoring time in the analysis.
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As an exploratory analysis for the primary endpoint, a Cox regression model with an
adjustment for mean sitting systolic blood pressure as a time-dependent covariate (in
addition to treatment effect) will be used to assess whether or not the treatment effect on
outcome is fully mediated through blood pressure. Additionally, diastolic blood pressure may
be considered as a time-dependent covariate as appropriate.

Secondary efficacy endpoints

The log-rank test and the univariate Cox regression model (with treatment effect only)
described above for the primary analysis of the primary efficacy endpoint will be used for
each of the four secondary time-to-event endpoints (i.e., composite cardiovascular
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model with treatment-by-center and treatment-by-baseline interaction will also be performed

to assess these treatment interaction terms.
24-Hour Ambulatory Blood Pressure

e Hourly Mean Ambulatory Systolic Blood Pressure (MASBP)

The hourly mean ambulatory systolic blood pressure will be calculated for each post-dosing
hour over 24 hours by taking the average of the readings taken in the corresponding post-
dosing hour at Year 2 visit. To assess the treatment effect on hourly MASBP (hour 1, 2, 3,
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the foIIowmg potezmal covariates will be considered: baseline mean sitting diastolic blood
pressure (BP), baseline mean sitting systolic BP, baseline pulse pressure (difference in
baseline mean sitting systolic and diastolic BP (systolic-diastolic)), baseline serum glucose,
baseline serum creatinine, baseline lipid profile (i.e. total cholesterol and HDL), and other
covariates identified prior to final database lock.
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Laboratory data will be summarized by presenting numbers and percentages of patients
outside of the extended normal ranges, by presenting summary statistics of raw data and
change from baseline values (means, medians, standard deviations, ranges) and by the
flagging of notable values in data listings.

Data from other tests (e.g. electrocardiogram or vital signs) will be listed, notable values will
be flagged, and any other information collected will be listed as appropriate. Any statistical
tests performed to explore the data will be used only to highlight any interesting comparisons
that may warrant further consideration.
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6.1.8 Oh ¥Spl an and procedures for interimnonitoring of
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6.2 Sample size and power considerations

Sample Size for the Entire Trial

Sample size calculations are made for the primary efficacy endpoint, time to first event for
the primary composite cardiovascular morbidity and mortality endpoint.

Based on the data reported by major large-scale cardiovascular event trials (e.g. recent
ALLHAT'"), an annual first-event rate of 3.5% per year for the primary endpoint is assumed
for patients in the control group (benazepril + HCTZ). Sample size is calculated with 90%
power to detect a treatment difference under the alternative hypothesis of a 15% reduction in
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treat ment group nbi ned (except for early
hour reg@ﬂ)ﬁr@pplgw%ws(cﬁlg apfi |dgqstq||@ plood pressures respectively:

o Ambulatory Systolic Blood Pressure
- atreatment difference (A) of 2.5 mmHg with 80% power at two-sided significance level
of o =0.05 assuming the standard deviation of ambulatory systolic blood pressure =
10 mmHg
- a95% confidence interval of + 1.74 mmHg approximately if there is no treatment

difference using a standard deviation of 10 mmHg.

o Ambulatory Diastolic Blood Pressure



statistically significant interimresults). Assumng a
recruitnment period of 1 to 1.5 years and the
waoevos@senidi ng m ni num fol |l ow up period of 3. 9FCYERZB4/011824
to 3.72 years (total trial duration of approximately
4.97 to 5.22 years), a tota#3zef 12,000 random zed and
conpleted patients are required to achieve this nunber
of events. To allow for a rate of slightly less than
- ? g gﬂ?'ﬁ éitg{‘eggéqsééh? §ft % tgl%ﬁgg\hwg#%%wgr t?tgthgl-ﬁsicogd sllgzriif6 c%(r)\ce level of
a\e0.05 &6 WhAiRg thid thndaft@evistichl of buURRCY AMERLEIE BfboBdréssure =
9g§ %ﬁgﬁtatlstlcally significant interimanalysis
for the primary endpoint; otherwi se, the tria
- vidsb, Bshfigendd iffePrhl B 38 rﬁrﬁH%'ap?foxM@ly Rakdrend ﬁo %étpne?at
pri mary endpoi nt are obtaine he actual |ength of
flifferance arsing aipndard Aeviption afdpemiHeh t he observed event
The stdHd@fd d&ptRhdbR \ﬁlﬂil#ﬁferfﬁﬁttﬁegoﬂ dbsERRd leSfiahts Font ;Ifl'?wous trials.
enrol I ment period and/or The estinmated nunber ©
random zed patients required to obtain the specified
maxi mum nunber of patient events nay be nade during
the trial in order to facilitate trial conpletion
within 5 years. Sanple Size for the Anmbul atory Bl ood
Pressure Monitoring Subset The sanpl e size cal cul ation
for the anbul atory bl ood pressure nonitoring subset is
based on the primary paraneters of interest: 24-hour
mean anbul atory bl ood pressures. Assuming a 10%
dropout rate, a total sanple size of n = 280
random zed subjects (i.e. 255 conpl eted subjects) per
treatment group is required in order to detect the
followi ng differences in 24- hour nean anbul atory
systolic and diastolic blood pressures respectively:
Anmbul atory Systolic Blood Pressure - a treatnent
difference (D) of 2.5 mmHg with 80% power at two-sided
significance level of a = 0.05 assum ng the standard
devi ati on of anbul atory systolic bl ood pressure = 10
nHg - a 95% confidence interval of .74 mmtg
approximately if there is no treatnent difference
using a standard deviation of 10 nmHg. Anbul atory
D astolic Blood Pressure- 43 - - a treatnent
difference (D) of 2 mHg with 85% power at two-sided
significance level of a = 0.05 assum ng the standard
devi ati on of anbul atory diastolic blood pressure = 7.5
mHg - a 95% confidence interval of .30 mHg
approximately if there is no treatnent difference
using a standard deviation of 7.5 nmHg.



The standard deviations are wthin the range of
observed estinmates fromprevious trials.- 44 - Wiat is
webasned7s s: 1. Use of (a) a compound sel ect edpdET/BP2004/011824
am odi pi ne and pharmaceutically acceptable salts
thereof; and (b) an ACE inhiljtor selected from
benazepril, benazeprilat, and pharmaceutically
acceptabl e salts thereof for the manufacture of a
Wh dj cam nt. for the prevention, reduction of
——ﬁr&—ﬁgsﬁul ar norbidity and/ or nortali ty in a mammal
with hypertension. 2. Use according to claim1 wherein
1. S@sd mmal is a human. 3. Use according to claim 2,
further conprising co-admnistering a diuretic. 4. Use
according to claim2 wherein the hypertensi ve pati ent
(a) é%oﬁﬁpabr%sélécaﬁdeﬁérﬁ%fnggﬂﬂ ﬁ'% %Prg @{Hceufﬁ?llﬁg?éfa%?% Qésllgl hereof;
andof anm odi pine. 6. Use according to claimb5, wherein
said diuretic is selected fromthe group consisting of
cl ot hi azi de, hydrochl or ot hi azi de, torsem de,
(b) ﬁ%ﬁ@)éd%h'éor seleciseldrAng benazapdr bensapprdainend pharmaceutically
accéﬁﬁétﬂésﬁ&ltﬁ@{@BWor %e%ﬁndfgétg@'cﬁ‘% ecﬁc%%ﬂ?&ttﬁﬁé%@en?n reduction

trianterene, | or ot hi azi apam
of caigipvasaulas moglpﬁ!ﬁmm/@rdnmtyoe radnammimrttm hyperriéasion.
benzt hi azi de, cycl othi azide, quinethazone,
ﬁdr of | unet hi azi de, pol yt hi azide, trichlormathiazide
a

2. aHge @eeptding ¢ elaie i gwhereinisaid raér@maais@%aru aim 2
further conprising co-adm nistering digoxin. 8. Use
a@cordi ng, to cl ai g1f2 wherei n, co-adni nistration is
3. ePPREFAIINGIO PRy erfutthRnFompinea cs-adginigigenga dbrelicng t o
claim8 , wherein co-admnistration is effected for
4. | Gng %Ec&r&%{q‘ to Icl)a(imnB r\}/%grséin the hypertensive patient is a high-risk hypertensive
patient.

5. Use according to claim 4, wherein said compound is the besylate salt of amlodipine.

6.  Use according to claim 5, wherein said diuretic is selected from the group consisting of
methyclothiazide, hydrochlorothiazide, torsemide, metolazone, furosemide, chiorthsalldone,
N-(5-sulfamoyl-1,3,4-thiadiazol-2-yl)acetamide, triamterene, chlorothiazide, indapamide,
bumetanide, amiloride, spironolactone bendroflumothiazide, benzthiazide, cyclothiazide,
quinethazone, hydroflumethiazide, polythiazide, trichlormathiazide and ethacrynic acid.

7. Use according to claim 2, further comprising co-administering digoxin.

8.  Use according to claim 2, wherein co-administration is effected for longer than
16 weeks.

9.  Use according to claim 8 , wherein co-administration is effected for longer than six
months.



