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Week 8 ABPM data is shown in Figure 5 below.
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Figure 5.Week § ABPM

1gh SeDBP mean change showed no significant difference between male and female subjects.

=, rough SeDBP mean change showed similar response (within 3 mm Hg) of seated diastolic blood pressures between subjects aged <65 and

>65 and with respect to black and non-black subjects

A summary table of therapeutic response is shown in Table 6 below

Table 6. Therapeutic Response of Irbesartan

Variable Placebo Can 8 mg BID | CAN 16 mg qD
Normalized* N(%) 23(26) 47(52) 42(49) ‘
Total Responders** N(%) '
All Subjects 247 T 8561 49 -
Baseline SeDBP>104 0 8%9) ) 853)8)
* SeDBP < 90 mm Hg
** SeDBP <90 mm Hg or >10 mm Hg drop from baseline

There was no smisﬁcally significant difference between candesartan 8 mg BID and 16
qd at Week 8. o en

There was a mean exposure of the study drug of approximately 56 days with a range of 11 to 76 clays. The mean exposure time of the study

groups were within two days of the mean. .

There were two deaths during the double-blind phase, both occurred in the placebo group. Subject 005/031 was a non-black male with a
history of diabetes, hypertension and MI, who experienced severe chest pain, collapsed and died. Subject 006/001 was a 65 non black male

h moderate alcohol use who died suddenly. In both cases, no autopsy was performed.

. aere was one death (Subject 004/010) presumably after the subject completed the trial. According the case report forms provided, the subject
complained of fatigue and had experienced weight loss during the double-blind phase. The subject entered openlabel candesartan at the same
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dose. The subject was hospitalized for pneumonia two months after double blind completion. The subject was found to be HIV positive and
broncheolar ravage revealed Pneumocystis carinni and CMV. Despite maximal treatment, the subject expired one month after hospitalization.

Table 7 below shows a listing of discontinuations after randomization. A total of ten subjects discontinued after.randomization. Five were on
placebo treatment. Two died and are noted above. The three others withdrew due to blurred vision, lung cancer and congential hydrocele.

-able 7. Discontinuations due to Adverse Events after Randomization on

Candesartan
Site/Subject| Dose Days on
| )] (mg) Drug Adverse Event
r———-——_“_
003/011 8 mg 15 Vasospasm, tachycardia,
HTN, fever
014/020 8 mg I8 Chest pain, dizziness,
headache )
016/013 8 mg 0 light headed
005/001 16 mg 13 headache, HTN
016/009 16 mg 39 Dizziness; HTN, Pre-syncope,
Transient ischemic attack

There were two serious adverse events in candesartan subjects who did not withdraw from the trial. One subject (022/014) with a history of
asthmatic bronchitis contracted pneumonia and was hospitalized. The other subject (003/006) complained of dizziness and was noticed to
____have unstable gait. Her blood pressure.at that time was 182/62. The subject was admitted to the hospital for evaluation. CT scan of the brain
“was normal. Angiography revealed 60% occlusion of both internal carotids, with a decrease in flow of the left cerebral artery. At discharge,
her gait was stable with a blood pressure of 154/90. The presumptive diagnosis at discharge vertebral-basilar insufficiency.

Treatment-emergent adverse events will be discussed as a group in the Integrated Summary of Safety. The most common treatment-emergent
adverse events (> 3% ) associated with either placebo or candesartan were (1) headache; (2) dizziness; (3) light-headedness; (3) upper
respiratory/sinus infection; (4) sore throat; (5) coughing; (6) fatigue/tiredness; (7) peripheral edema; (8) diarrhea/nausea/vomiting; (9) rash;
(10) QT prolongation. Of note, QT prolongation was 3.3% and 1.1% in the placebo and candesartan groups respectively.

“here were no statistically significant mean changes from baseline for any of the clinical laboratories. All baseline and treatment
ins were within the normal range. A full analysis of clinical laboratories will be noted in the Integrated Summary of Safety.
# _.an changes hi baseline laboratories which appear dose related include ( | BUN; (2) Glucose; (3) AST; (4) ALT; (5) GGT.

Three significant elevation in creatine kinase were reported in the candesartan group The elevations were approximately 1.5 - 2
times baseline (range 135-191 1U/cc) at Week 8 (range 315-3771U/cc). With follow-up, the creatine kinase normalized (range
107-203 1U/cc). There were a small number of subjects with similar findings who were not recorded as adverse events.

No significant changes in physical exam or ECG were noted.

03.1 Summary

The current study demonstrates that there is no statistical difference between 8 mg BID candesartan and 16 mg qd. This is

based on the power to detect a 5 mm Hg change from baseline of trough SeDBP. The office measurements all show a <1-4 mm

Hg advantage to BID dosing. The response rate is also slightly increased in the BID group. A preference to BID dosing cannot be
. ruled out but is probably less than 5 mm Hg at this dose. Depending on the pharmacodynamic/ pharmacokinetic relationship “of

dose response, it is possible that another dose could favor BID more significantly.

The protocol amendments did not affect the results of the double - blind period

The deaths reported were obviously not related to study drug.

There will be a full safety analysis in the integrated summary of safety. o
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+smments (Stephen Fredd, M.D.)

Two primary purposes of this study were stated:

1. Is there a difference in efficacy when CC is dosed once daily compared to twice daily?

2. s there a difference between CC 16 mg Q.D. or 8 mg B.1.D. and placebo?

Referring back to the study design on the first page of Dr. Caras’ review, | would add that randomization to Q.D. or B.1.D. dosing
was done after the 4 week lead-in and before CC 8 mg Q.D. was begun. Table 5 baseline in that review is not at the time 16 mg
dosing either Q.D. or in divided doses was begun. The DBP “baselines” after the 4 week lead in (randomization) and DB visit 4
when Q.D. or B.1.D. dosing was started and results from the DB4 to DB8 periods can be assessed from the.following chart.

Trough Sitting Diastolic Blood Pressure (mmHg) by Treatment and Visit

(ITT/LOCF Population)

Treatment Baseline DB 2 DB 4 DB 6 DB 8

Placebo N 9] 90 BS 82 91
Mean 99.9 96.0 95.1 95.2 96.6
sp | T34 74 70 7.9 9.4

CC8mgb.id. N 93 91 89 89 93
Mean 99.8 92.4 90.8 90.0 90.1
SD 4.0 8.3 8.0 89 9.6

CC16 mgqd. N 90 88 86 84 90
Mean 100.2 93.0 90.9 90.3 90.9
SD 39 7.0 7.9 7.6 8.9

The major change in all groups occurred from baseline to DB4. There is little change after this. One might conclude that 8 mg of
Candesartan cilexetil was superior to placebo, but there is no evidence that forced dose doubling did any good beyond that for
DBP. Also the design seems less than optional to test.the question of whether Q.D. dosing is different than B.1.D. dosing. It

seems unhelpful to be on the plateau of dose response. It is not clear why an initial treatment period for both active groups was

needed. Without that 8mg Q.D. phase the questions might have been more effectivel

prior to the Q.D. and B.I.D. assignments would have been feasibie.

APPEARS THIS WAY

ON ORIGINAL
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£10 AM 119 (Dr. Caras)

vi.1. Title Evaluation of the Safcty and Efficacy of Candesartan Cilexetil in the Treatment of
Patients with Hypertension: A Multicenter. Randomized, Double-Blind, Placebo
Controlled Dose Escalation Study.

01.2. Source documents Study report: Volumes 1.82-1.92; (Astra Pages 08-21-261 to 08-32-37).

01.3. Investigators Multi-center study (11 centers).

01.4. Study dates April 22, 1996 - November 5, 1996

01.5. Study design This study description was based upon the protocol dated January 24, 1996. Revisim;s

of the original protocol were made prior to entry of the first subject.

This is a randomized, double-blind, placebo-controlled dose escalation study in subjects with mild 10 moderate
hypertension (95< SeDBP <114 mmHg and SeSBP < 210 mm Hg). Figure 1 below shows a schematic of this trial. After a single
blind four week lead-in period, eligible subjects were randomized to 8 mg per day of candasartan or placebo in a 2: 1 ratio.
Every two weeks, the subject’s dose was doubled to a final dose of 64 mg per day. The intent was to randomize approximately
210 subjects.

—_— 64.mg
32mg

]
2 : : d

Figure 1. Study design (AM 119).
Drug supplies are shown in Table I below. :

Table 1. Drug supplies (AM 119).

_ Dose Lot
~ Placebo8mg | HI1210-01-01-01
Placebo 16 mg H1203-02-01-01
H1203-02-01-02
Candesartan 8 mg H1156-02-01-01
Candesartan 16 mg H1191-01-01-01

The subjects were taken from a hypertensive population aged over 18 years. Subjects must have a diagnosis of uncomplicated,
mild to moderate essential or untreated hypertension. Subjects who had any condition in-the opinion of the investigator may
interfere with the participation of the study or potentially produce a risk to the subject were excluded. NSAIDs greater than 3
times per week (low dose ASA excepted) is allowed. Subjects must be able to wean antihypertensives and other vasoactive
agents.
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.ddition to measurement of seated and standing blood pressures, blood for candasartan determinations at trough. trougli+
hours and trough+ 8-20 hours \vere drawn at cacti two week visit.

The primary efficacy variable in this study was the change in bough SeDBP from baseline (last single blind placebo reading)
to Week 8 of double-blind treatment Secondary endpoints are as follows: (1) Trough SeDBP, SeSBP. StDBP and StSBP at 2,
4, 6 and 8 weeks. (2) Safety and tolerability of candasartan for 8 weeks; (3) Population pharmacokinetics and
pharmacodynamics.

The data sets used for the primary and secondary analysis were intent-to-treat(primary data set) and one which excludes
protocol violations (secondary data set). Statistical significance was determined by analysis of covariance using baseline and
center as covariates.

Safety assessments were done both in the single and double blinded period. Tests included were (1) ECG; (2) Laboratory tests
(CBC, SMA20, urinalysis). Clinical adverse events and its relationship to the study drug were recorded.

There were 204 subjects enrolled. Disposition of enrolled subjects is shown in Table 2 below.

Table 2. Subject Disposition

I Subject Disposition ' l Number
- Enrolled 204
Not Randomized 71
Randomized ’ 133
DiscominJued ¥ 6
Completed Week 8 127

Reasons for not randomizing subjects was not given in the study report.

* . able 3 below gives the reasons for discontinuations from study medication in the double-blind period.
Table 3. Reasons for Discontinuations

Candasartan Placebo

Total Randomized 93 E 40

Total Discontinued 3 3

Adverse Event 1 0

Lost to Follow-up 1 1

Subject Request 1 1

Lack of Response 0 R T -
Subject Completed 90 i 37

There were nine randomized subjects who had protocol violations which would effect all efficacy measurements. These were
excluded from the secondary data set but were included in the primary (ITT) data set.

Demographics of the two treatment groups are shown in Table 4 below. o
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Table 4. Demographics of the Treatment Groups

Subject Candasartan | Placebo

Gender Malc N(%) 22(55) 46(50)
Femalc N(%) 18(45) 4% 50)

Race Non-Black N(%) 67(72) 3107
) Black(%) 26(28) 9(23)
Elderly < 65 years 83(89) | 32(80)
2 65 years 1(11) B(20)

Age Mean (SD) 53(10) 54(11) -

There was no statistical relationship between baseline seated blood pressure (at last visit before randomization) or heart rate
for any of the treatment groups (see Table 5 below). .

Table 5. Seated Baseline Blood
Table 5. Seated Baseline Blood Pressure and Heart Rate among Treatment

groups.
Measurement Subjects
—_ (mmHg or BPM) ’;__k Placebo Candasartan

SeDBP; Mean(SD) 1 100(3) 100(4)
SeSBP; Mean (SD) " 152(14) 152(13)
SeDBP Group *

< 104 mm Hg; N(%) 32(80) 80(86)

> 104 mm Hg; N(%) 8(20) 13(14)
SIDBP; Mean(SE) 100(4) 100(4)
5tSBP; Mean (SE) 151(13) 151(13)

L
“Trough seated and standing blood pressure using the intent to treat data set is given in Figure 2 below. DELTA is the
difference between Candasartan and placebo. In this forced titration model, all blood pressures on Candasartan were
statistically significant against placebo. However, the difference between Week 8 (corresponding to 2 weeks on 64 ma) and
Week 2 (corresponding to 2 weeks on 8 ma) showed no statistical significance. A statistical review of the dose response
relationships (if any) in this trial and AM 1 13 are given In the Appendix .

APPEARS THIS WAY
ON ORIGINAL
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Figure 2. Dose Response of Trough Pressures

Peak blood presstre at 8 weeks are given in Figure 3 below.
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Figure 3. Dose Response of Peak Pressures

Trough SeDBP mean change on candesartan from bascline at Week 8 in non-black and black subjects was -14 and -7 mmHg
(not placebo subtracted) respectively. There was near statistical signi
subjects. Weeks 2. 4. 6 and 8 showed no statistical significance (p>0. 1 ) though there was a qualitative magnitude difference.

There was no statistical difference between the placebo g~iOUpS at any week.

{ »ugh SeDBP mean change on candesartan at Week 8 showed no significant difference (-8 and -11 mm Hg respectively)
setween male and female subjects. No statistical effect on gender with candesartan for an
significant change in mean blood pressure on the basis of sex (-12 males and -7 females) for Week 8.
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Trough SeDBP mean change at Week 8 in non-clderly (<65) and elderly (>65) was - 12 and 9 mmHg rcspcctivefy. There was
statistically significant difference between the two groups at any Week.

A summary of therapeutic response of trough SeDBP is shown in Figure 4 below. Therapeutic response is defined as a change
in baseline of -10 mmHg or SeDBP <90 mm Hg.

Percentage Response of

Candesartan
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Figure 4. Response of Candesartan versus Placebo

—
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There was a mean exposure of the study drug of approximately 56 days.

There were no deaths or serious adverse cvents‘auring the double-blind period of the study.
There was only one subject (009/004) on candesartan who withdrew during the-double-blind period after experiencing
episodes of dizziness and headaches between 14 and 19 days of treatment.

There were five additional dropouts. Three were on placebo treatment. One candesartan subject (008/007) was lost 1o

ltow-up. No adverse events were noted. The other subject (011/14) withdrew consent. That subject had symptoms of

mach ache, headache and neck pain reported at the Week 2 visit. These symptoms resolved during candesartan treatment.
Treatment-emergent adverse events will be discussed as a group in the Integrated Summary of Safety. The most common
treatment-emergent adverse events (> 3%) associated were headache, dizziness, light headed, pain, inflicted injury, sore throat,
back pain, diaphoresis and joint pain.

Mean changes from baseline for laboratory (clinical chemistry and hematology) for candesartan showed no significant change
compared to placebo, except for creatine kinase (Mean change from baseline .8 1U/L placebo: 44 1U/L candesartail).

Significant creatine kinase elevation was reported in onc candesartan subject (009/017). The baseline value was 267 1U/L
and increased to 1962 IU/L at Week 8. Final follow-up value two weeks later was 287 IU/L. No symptoms were reported on
the case report form.

No significant changes in physical exam or ECG were noted.
The current study shows that candesartan decreases blood pressure versus placebo.

In the forced titration scheme, the response is a function of dose and time. This is compared to a single paraliel group design
where time is the only variable. If the steady state response within two weeks then the trial becomes, if adequately powered a
dose response curve. If not, separation of dose and time effects is crucial in determining the dose response relationship.

This tria} shows no statistical difference between baseline subtracted candesartan at,8 mg visors 64 ma. This can be observed
qualitatively in the Figures above. It is hard to believe any dose response relationship exists based on this trial alone.

In short, this trial was woefully underpowered to show any differences between the groups. This may be in part due to the
forced titration scheme selected. .
Other studies reviewed so far have shown no clear dose response. The dose response may be ascertained by combining
appropriate clinical trials.

1¢ near significance of SeDBP differences between black and non-black subjects has been observed in other antihypertensive
trials with drugs affecting the angiotensin axis. This result may be tempered depending on the forced titration scheme as
discussed in previous paragraphs.
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There will be a full safety analysis in the integrated summary of safety.

oweven Caras MD PhD

Comments (Stephen Fredd, M.D.)

The sponsor has claimed a dose response for CC as per the following:

16

—&-— Candesartan cilexetil
14 4 —O— Placebe

8

Least Squares Means for Reduction from Baseline in
Trough Sitting Diastolic Blond Pressure (mmHg)

Y

10

Candesartan Cilexetll Dose (mg)

100

Trough Sitting Diastolic Blood Pressure (tnmHg) by Treatment and Visit

166

(ITT/LOCF Population)
Treatment Baseline DB 2 DB 4 DB 6 DB 8
Piscebo N 39 37 37 37 39
Mean 100.1 95.4 94.7 92.1 93.0
SD 43 7.1 73 69 7.5
cCemg) | (CC16me) | «€C32mp) | (CC 64 mp)
cc N 92 91 90 90 92
Mean 1002 925 £9.8 87.9 88.3
sD 42 7.6 8.1 10.0 103

As Dr. Caras states, with placebo subtraction one cannot discern a dose response on DBP. The data as per the sponsor were:
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While one can conclude (again) that 8 mg of CC is statistically superior to placebo, it does not appear from this that increasing
Anse gets more response.

adomized DB study with the following arms would be of interest: placebo, 8mg, 64mg, Forced titration 8-64mg. Study
uught be sized to show 5 mm Hg difference on sitting DBP between 64 and 8mg, and the duration of the controlled study
could be 16 weeks.

APPEARS THIS WAY
ON ORIGINAL
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i]_]_S_mdy_Eﬂll_Z - Long term (6 months) safety and efficacy of Candesartan cilexetil in
patients with mild to moderate essential hypertension (SDBP 95-109) with 2 week placebo
controlled run-out phase.

Starting Date: August 1994

Completion Date: September 1995

Multicenter (65) study in the UK.

Principal Investigator: Dr. Peter Sever, London.
Drug and placebo manufactured )
The study had 3 phases; first, a 4 week placebo run-in, then a 6 month open label
uncontrolled dose titration (4-16 mg) once daily depending on results, and finally a‘two
week double blind randomized placebo-controlled run out. A planned study population of
400 was chosen, not on a statistical basis: 489 entered the placebo phase, 388 were eligible
for the dose-titration phase, and 277 completed the randomized, placebo controlied
withdrawal phase.

The flow chart for the study was:
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Males and females 18 years of age and older with SDBP of 95-109 could enter, but females
if of child-bearing potential had to use adequate contraception. Severe or malignant
. hypertension, renal, cardiac, GI, or metabolic diseases could lead to exclusion if severe.
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To advance the dose titration phase patients had to have had SDBP at each visit of the
placebo phase between 95-109 mm Hg and SBP of no more than 179 mm Hg. During the
dose titration, all started on 4 mg, but, if not normalized (DBP < 90 mm Hg) after 1 month,

the dose was increased by 4 mg.

For those finishing the dose titration period, a computer generated sequence was used.
“Each of the participating centres were asked to include at least 6 and no more than 18
patients in the active treatment period.” Randomization for the withdrawal phase was done
prior to the dose titration phase. The following populations were to be analyzed.

Placebo run-in period:

Longterm treatment period:

Final double-blind period:

Safety: All patients enrolled

Safety: All patients with intake of at least one dose
of candesartan cilexetil

Efficacy (ITT): As for safety and availability of
baseline (Visit 3) and at least one
post-baseline diastolic blood pressure
value

Efficacy (PP): As for ITT and absence of major
protocol violations

Safety: All patients with intake of at Jeast one dose of
candesartan cilexetil or placebo after
randomization

Efficacy (ITT): As for safety and availability of
diastolic blood pressure values at Visits 9 and 10

Efficacy (PP): As for ITT and absemce of major
protocol violations

For the double-blind withdrawal phase it was estimated that 151 patients per treatment
group was need to demonstrate a 3 mm Hg difference between the CC group and placebo
with a2 90% probability. Dispostion.of patients throughout the study was:

APPEARS THIS WAY

ON ORIGINAL
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The text clarifies this somewhat confusing chart. 18 patients from one center with
questionable data were excluded. 489 patients were enrolled into the dose titration period.
The smaller number (405) for patients randomized may have been due to the limitation on
number of patients per center. Of the 489 enrolled at the placebo phase, 101 were
withdrawn. 388 continued into the dose titration phase. These 389 were called the safety
population. Of these, 111 were withdrawn, leaving 277 for the withdrawal phase.

The demographics of those entering the dose titration phase were:

Age tpenvel 15.36 1 E] ) .

2020 . . O H . » m
4049 15 n i) . 1 (1]
Preey 12 12 M . s & o
%92 2 a: [ 3 e ”
) » 1 1 1 1 €
Ll alid *» L] » e .
”-r 1 23 . 3 v [} o
.. 80 - ? - - ] 1
[ (U » n “ (1] ”"s u
Mas L od . .3 Lo ".. e
Nedian L4 Eod ” » » ”
APPEARS TH‘S WAY st.ev. FCE R N A N N X LY T I
L)
ON ORIGINAL - [o'a)
Son maie » » “ 2 2 ne
Pomsle a8 1] E 1" 47
——
hace Coucanian 2} ” n “s 8. M
wegress - - - - 3 1 w
orieatal y 3 - 1 ) .
A gt** . 304 ” " v - »es w
i oan "y ey Wl 82 [ T X
Nedisn k3 ”s " L] [N ”.
st.per. (L] RUR] 3. 3.8 .y as.e °
uia -
- Q.
naiges test L] 300 .- ” 4 &1 20
i 6.0 168.6  260.2 160.5  260.¢ 60
Nedian MY.0 3695 A6b.e 387 e 16e
su.vev. s e [ v ... ... h
“in
= L2

170



LOE meant lack of efficacy prior to or at the end of the dose titration phase.

For the withdrawal phase, demographics were:
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During the dose titration the following doses of CC were given:
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The 384 patients noted here are less than the 388 who were said to have completed the dose
titration phase.

Other antihypertensive medications given during dose titration were:

Trestaent Growp®

—— (= oy oy e ~Jotal
s " BaEey . . . B et . e e " ey T
ot ot ot ot ot o of of of ot of of

POLLNNCE KOPEELS PALIINLS TEPOLLE PatLICNLD TEPOrLs PELIERLA SEPOILS PICINNLS CEPOYLS Patients Teparts

ANTINYPERTENSIVE MEDICATION CLASS

Totsl mmber of Patienta 107 - " - ”n - (3} € 3
AAtibypercensive medicetion Te» 3 A (1] - b1 - i1} - 32 = 202 -
antihypertonsive Nedizotion Me [ 34 - as - 23 - 't - » : anse - :
NCTTADRENIAGIC ASTNTS, CENTRALLY AC . - 1 1 - - . - 2 N
ASENTS, ¥ LY i 3 3 2 _ iy i i 1 1 s .

e ”» - - 1) Y - - - a Y 2

ARTERIOLAR SHOOTH MUSCLE, ABENTS AC 17 1?7 14 1¢ n n 18 » N 11 e
SITA BLOCKING AGENTS AND OTHER DIUM - - 1 1 H 1 1 1 4 [} ki b
BETA SLOCKING AGDITS AND TRIAZIDES 1 1 2 2 . . s N
BETA BLOCHING MIBNTS, BLAIN it 13 " e a3 a ¥ 7 11 1l Y s
BETA BLOCKING AQDNTS, THIAZIDES MM 1 1 - _ 1 ) - . _ 2 M
DIVRETICS AND POTASSIOM-SPARING ACT 4 q 4 4 L} 3 2 2 ? ? 16 Ul
RICN-CEILING DIURETICS 1 1 . - _ - 1 1 2 N
LOW-CEILING DIURSTICS, BECL THIASID - 3 - - - - - - 1
LON-CHILING BIURETICE. TMIAZIORE . ) 3 . N 2 * » i s Ty e
RENIN-ANGIOTENSIN SYSTRN. ASENTS AC 14 10 1% ¢ L] L] 16 13 . [ L3 [ 13
twcooeo - - - - - - - - 1 1 1 3

—
Numpet ®i petignte : Number of parisnans np.nl‘, ot Jrast ent antihypercenaive medicetion in @ perticuler Class
Wusher of reports : Wumber of dillecent antihypertensive sedications (WO classes) reparted.
* Treotwent refers to the dose of TCV-116 that the patient was teking at the end of the dose-Litration phaze or st
withdrava! for ressons other than lack of eflicacy. LOE indicates Lack of Efficacy withdravals prior to or st visit 9

Results
Efficacy

For the double-blind withdrawal phase, CC was found to be statistically superior to
placebo.

-APPEARS THIS WAY
ON ORIGINAL
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Treatment Group

Placebo TCV-116 Total
visit 9 < 80 s 13 28
80-8% 102 3103 2058
20-9S 19 s 33
96-95. 3 - ]
100-20) H b 3
N 140 137 277
Mean 85.8 5.6 85.7
Median 86.7 86.7 86.?
8t.Dev. 5.7 S.8 5.7
Min -
Max
visit 10 < 80 12 14 26
80-8% Ss 7% i
20-95 24 29 s3
$6-95 23 10 a
100-103 0 ¢ 1¢
104-108 9 2 pS §
109-114 4 c 4
N 140 137 277
Mean $1.2 87.3 5.3
_ - Msdian 9.7 - 87.3 5.7
—— T st.Dev. 8.7 7.6 9.4
Min
Max
Change * Less ‘than -20 H 2 €
v -20 to <« -10 30 24 4
~10 to < © (13 k1] 124
0 to <« 10 3s 1 1] 80
10 to < 20 4 5 13
N 240 p% &) an
Mean -5.4 -1.7 -3.6
Median -4 -0.7 -2.7
StgDev. 2.3 2.2 7.%
- Min
Max
Analysis of Covariance Results
Degress of
Source Freedom F P-value
Treatment 1, 243 23.33 «0.0002
Centre 31, 24 2.28 . 0.000) -
- vigsit 9 DBP 1, 242 21.39' «0.0001

* Change « Visit 9 - Visit 10, ie. a negative change indicates that BP has increased

between Visits 9 and 10.
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For each CC dose compared to placebo, results were:

DOSE AT VISIT 9 PLACEBO CANDESARTAN  DIFFERENCE™  P.VALUE™
CILEXETIL

Double-Biind Compisters (n-277) 54 1.7 37 <0.0001

candesanan cilexsll 4mg od (ns86) 28 0.3 2% 0.1269

oandesasian ciexet] Bmg od (n=85) S8 0.7 51 0.0004

oandesaran clexell 12mg od (n=62) s 3.0 29 0.0245

candesartan cilexsW 16mg od (nedd) a8 s a% 0.5091

. M—wm-mmuovnmwm--us
chomstt

mumnwmhnmumm

While there is considerable confusion in the writeup of this study, there appears to be a
continued real treatment effect of CC compared to placebo.

Safety

One death was reported in a 68 year old male on 12 mg of CC due to esophageal
carcinoma. 111 pauents withdrew from the srudy, 21 of these withdrew for adverse
reactions as follows: . . .-

Patients withdrawn due 10 an adverss svent or clinically significant isboratory sbnormality
PATIENT DOSE AT EVENT DESCRIPTION SEVERITY

CAUSAL
NUMBER  ONSETOF RELATIONSHIP
EVENT . - TO CANDESARTAN
CILEXETIL
05/0504 8mg Abdominal pain Moderate Unknown
0670434 4mg Stroke Serious Not related
06/0437 16mg Stroke Serious Not related
08/0345 amg Hepalic enzymaes increased Moderate Possible
180080 12mg Carcinoma of oesophagus Serious Net related
12mg Biepharitis Mild Not refated
20,0397 Bmg Pileural sffusion Moderate Unknown
260183 4mg Arrhythnia ventricular Sovere Unknown
280233 4mg Appetite lost Severs Possible
4mg Abdominal pain Severe Possile
amQ Chest pain Moderate Possile
amg Hepatic snzymes Mcrcadd Severe Possible
28/0153  Placebo Headache ) Moderate Definite
31/0408 8mg Rash } Modaerate Probable
33/0043 12mg Head discomion Mild Probable
33/0200 8mg Back pain Moderate Not related
12mg Bronchial carcinoma Moderate Nol related
350116  Placebo Myocardial infarction Serious Not related
" 40/1092  Placebo Hyperthyroidism Moderate Not related
4500441 8mg Burning sensation Moderate Unknown X
‘511244  Placebo Indigestion ST Moderate = “Not relatec e
570320 8mg Dizziness Severe Definite
8mg Headache Severe Definkte
8mg Naussa Severe Definite
§9/0253 4mg Leucopenia Mild Probable
60/0333 8mg Numbness of fingers Mild Possible
6310317 8mg Faintness Moderate Probable
Bmg Lower extremities weakness Moderate Probable
72/0302 12mg Gastroenteritis Moderate | Possible
12mg Ticadness Moderate, __ Possible
[

174



Patient 434, one of the stroke patients, was a 62 year old male whose BP was controlled
(sitting mean 127/84 on 4/5/95, standing mean 128/80) prior to stroke on 4/6/95. Has been
on CC since 8/94.

The other stroke case, patient 437, was a 64 year old male who was withdrawn on 12/5/95.
Had been titrated up to 16 mg of CC in spite of which is last BP prior to event was 169/101
(prior to entry to dose escalation phase it was 179/107).

Patient 345, a 67 year old female, had mildly abnormal LFTs on entrance (AST, ALT,
GGT) which rose during the study. LDH and uric acid also became elevated. Follow up
did not indicate resolution or worsening of LFTs. )

Patient 233, a 57 year old female, developed chest and abdominal pains with elevated AST,
ALT and GGT (all around 200 IU/L) 10 days after beginning CC therapy. Last follow up
indicated a retun of LFTs toward normal.

20 events were classified as serious. Some led to withdrawal, but 6 other patients
completed the study. Of the 6 others, patient 344, a 55 year old male, was notable because
of persistent muscle aches and weakness with elevated creatinine kinase. Rash also
developed. Patiertwas thought to have a chronic Guillan-Barre Syndrome. Remained on
the constant 4 mg dose of CC throughout the study.

Adverse events noted for more than 2% of patients during the dose titration phase were:

WHO DECODE CLASSIFICATION DOSE OF CANDESARTAN CILEXETR.

4mg 8 1 161 Al
Upper Respi y Tract irtects . 21 OW ‘2"'9 [ ™ a4
Headache 9 10 s 2 26
Nauses " 3 1 - 15
Coryza 10 3 ] 1 15
Back Pan 6 4 3 2 15
Bronchhis [ 5 2 1 14
Coughing 6 4 - 2 12
influenza-ike Sympioms 7 1 4 - 12
Tnd_n-: 7 - 3 2 12
Dizzirmss 5 4 2 - 1
TOTAL [ ] Q 29 ] m

In the double-blind withdrawal phase the following adverse events were noted:

BODY SYSTEM CLASSIFICATION NUMBER OF PATIENTS NUMBER OF REPORTS
Body as a Whols - General Disorder 36/73 (49.3%) 48D (4B.9%)
Resistance Mechanism Disorder 38778 (48.7%) 43/84 (51.2%)
Gaswoinmestinal System Disorder 3566 {53.0%) A7 (54.0%)
Central & Periphers! Nervous 22561 (36.1%.) 26770 (37.1%)
Respirstory Sysem 20/63 (46.0%) 267 (47.8%)

Laboratory Abnormalities

- Changes triggering a phone call were noted as follows:

175



PARAMETER  PHONING REFERENCE  # RESULTS SPATIENTS & ISOLATED INCIDENTS
HAEMATOLOGY

Hasrnogiobin «LPR 2 1 0
WBC <LPR 66 27 18
Piatelets <LPR 8 1 0
BIOCHEMISTRY

Polassum >UPR 25 16 10
Akaline Phosphatase >UPRA . 1 1 1
Total Bilirubin . >UPR 5 3 2
CPK >UPR 90 40 24
Giucoss >UPR [ ] 35 16
Creatnne »UPR 21 8 6
SGOT >UPR 14 9 6
SGPT »UPR 20 13 8

Patients withdrawn for LFTs, leucopenia were previously noted.

APPEARS THIS WAY
ON ORIGINAL
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- Efficacy and Safety of Candesartan cilexetil alone or in Combination

6.12 Swdy ECO1S
with Amlodipine or with Amlodipine and HCTZ in Patients with Moderate to Severe DBP

(100-114 mm Hg sitting DBP).

Study began April 1995.

Study completed March 1996.

Muiticenter (18 in the U.K.; 4 in Israel), two week placebo run in, followed by a 13 week

open dose (8 to 16 mg Q.D.) based on response of DBP (titrated if SDBP was 95 mm Hg
or more), followed by a 4 week double-blind placebo controlled withdrawal period.

Drug Supplies: CC and placebo were manufactured by ° Amlodipine was a
product, and HCTZ
The plan for the study was:
En;mba
— i 3 Joo
16mg A
$ = S-group patients can @'x | Mox
either be exciuded . { ¢
or treated at the investi- , /" @ LimgeX
Bopviner wih 16 mg 2110 9 ; T o
TENeteme o X um s 2 ,% ' { ety L3
— - ? @ . ’ r'-:‘g%v *Smpoml. ¢ 25
2410 16mg A !
~—3- aisndatory titration ‘ - <9y 1M 2 100 { P eSmpaml
>' optiona) titration ! : 95 @ é g‘.‘:‘.:-;l,cv‘
N A A ' K
J 16mg <98 \ 2 lfo 2 IE .-.._..—__l_.—.____ n
/"“ ‘ - ! @ @ ¢ T 1$mg TCV
@ b0 '
A A
J dmg | <% 4 1 210 2 100 n
' [ L 1 8 meTCV
a1 2118 ) {
P Rendemization
<100
Excl. ‘
.2 o E 1 4 é ] 10 172 " 16
L | ] b1 ! ! | | ;]
1] } | i - l 1 l i {
1 2 3 ] ] ¢ 7 s [ 0 visiu

v e

If the 16 mg CC dose did not normalize DBP, amlodipine 5 mg was added. If the 16 mg
CC and amlodipine did not normalize DBP, HCTZ 25 mg was added. In some cases,
investigators used other antihypertensives and CC.

“Males and females 18-75 years of age with SDBP 100-114 mm Hg without malignant
hypertension or serious organic disease could enter.
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Sample size for the dose titration phase was not based on statistical considerations, but at
least 80 patients per group were estimated to be needed to detect a 4.1 mm Hg difference in
the change of DBP from the end of the dose titration to the end of the withdrawal phase. A
standard deviation of 8 mm Hg was postulated to achieve a 5% significance level with 90%
power. In one protocol amendment sample size was increased from 200 to 216 patients
enrolled to obtain 159 patients for the withdrawal phase.

Other protocol amendments included identification of an S (for special) group of patients
who deviated from the dose titration schedule and inclusion of these patients in the data
analyses.

Randomization was done by a computer generated list, “using appropriate blocks,” for a
1:1 assignment in the placebo controlled withdrawal phase. The randomization number
was assigned to the patient at the beginning of the dose escalation phase. Each center was
asked to include 20 patients in the dose escalation phase. The primary objective of the
study was to assess the response rate (SDBP <95 mm Hg) in the dose escalation phase.

Secondary objectives were to assess the change in DBP and SBP between groups during
the placebo controlled withdrawal phase, as well as safety throughout all phases of the
study. —_ -

Populations to be analyzed were:

i 4

Plscabo run-in period. Safoty: All patients enrolled

Open treatment period: Safety: All paticnts with intake of at least one doss of
candesartan clicxeti]

Efficacy (ITT):  As for safety and avaiability of baseline (Visk

2) and at least one past-basefine diastafic
biood pressure value

Fina! double-blind period: Safety; All patients with intake of at loast one dose ot
: candesarlan  cilexetl or placebo after
randomisation at Visit 8

Efficacy (ITT):  As for safety and availabilty of diastolic biood
pressurs values at Visits 8 and at loast ona
post-Vist 8 DBP vatue

Efficacy (PP):  As for T and absence of maj
hs for M jor protocal

S-group: Pationts with certain diastolic blood pressure criteria at Visit €
andior Visk 7 could be treated at the discretion of the investigator
2 a special S-group rather than being excluded from the study.

S-group Critenia: DBP slill :85mmHg at Visit 6. DBP 2100mmHg al Viskt 6 but
DBP <95mmHyp at previous visi(s). DBP »100mmHg at Viek 7
b.ut DBP <85mmHg at previous visk(e).

Subjects enrolled and their disposition was noted as follows:
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Of the 159 patients who entered the double-blind phase, 82 patients were given placebo, 77
CC with additional therapy in the dose escalation phase, if needed. 5 patients withdrew for
adverse events during the withdrawal phase (2 placebo, 3 CC).

The demographic data for the overall study showed that over 90% were Caucasian and 40
years of age or older (mean age 54.7). There were 130 males and 55 females in the dose
titration phase. Demography for the withdrawal phase was:

Treatment Group*

Placebo TCV-136 Total

Age (years) 30-33 3 ) »
0-49 16 2 3
$0-8¢ 1 1s 26
58-89 n n 22
€0-&4 1s 13 20
€563 L} L} 17
70-73 L} ] ]
 § [ 1] " 184
nean $5.5 §5.1 §5.3
Nedian [ 1] 4 6
St.Dev. 2.2 .. .
s 3 9.2
Nax

Sex nale ’ ¢ s¢ 100
Female 2 20 o«

Race Caucesian ”* 7 140
Megroid ] 3 *
Oriental 1 1l
Othar by 3

weight (xg) " o0 L] 154
Nean ”n.2 L1 2% ] 0.7
Median 0. ”» o
S¢.Dev. 15.3 RYR) 4.9
Nin
"ax I

Beight (cw) N 0 %" 184
Mean 148.9 168.1 160.5
Nedian 170 268 169
Bt .Dev. 10 1.3 9.2
nin h
Hax

*medication allocated in withdrawal phase
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Study Population

Dose- Double-
Ticration Blind
Enrelled Safety Completers

Total number of Patisnts 216 185 154
Date of Diagnosis unknown 2 1 1
Less than ) year 25 19 14
Approx. 1 year 12 [} 7
APProx. 2 yesars 16 1 7
Approx. J years 10 b 9
APpPTrOX. 4 ysars ] 8 8
Approx. 5 years 14 1) 22
$-10 years H{:] 45 3
More than 10 years 78 n ss
Mean {years) 9.3 9.7 9.6
Median (years) 6.7 7.5 6.8
St. Dev (years) 0.3 8.2 8

Min (years)
Max (years)

Double-blind completers were those randomized with mean SDBP values available at
entrance to withdrawal phase and last scheduled visit who also did not withdraw at the last

visit.

APPEARS THIS WAY
ON ORIGINAL
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Treatment Oroup

Placedo TCV-116 Al
visit o <« 80 ] [ 24
80-08 20 34 62
90-94 20 16 3¢
95-99 10 [ 16
100+103 1 2 b )
N (Y [1] 131
Mean 87.§ 87.6 07.6
Median [ 87.8 1 1]
St.Dev. 7.3 €.5 6.2
Min
Max
Endpoint <« 80 4 [ ] 12
80-99 12 s 40
_— -l 90-94 ‘19 1s 34
95-99% 11 9 20
100-103 [ 4 10
104-108 10 [ 10
209114 [] 0 4
. »e 11§ 1 ] b3
N [34 6 13
Mean 24.6 8.2 21.5
Median b 2] 7.8 9.8
St.Dev. 30 7.1 9.2
Min
Max
Change* 20 to < -10 [ 5 s
30 to < 0 12 23 3s
6 to <« 10 31 22 s
10 to < 20 18 | 26
20 to « J)D H [ L
>« 30 1 0 1
N 67 64 b3 B
Mean 7.1 0.6 3.9
Median .5 0.9 3.5
St.Dev. s.s 7.7 8.7
nin
Max

- T AL - . s »

Analysis of Covariance Results*®

——te——

Degrees of
Source Freedom F-Value P-Value
Treatment 1, 18 24.00 <0.0002
Centre 10, 128 1.33 0.23912
visit 8 DBP 1. 118 20.51 co.godi

Endpoint is the last available B8P data sfter visit 8.
* Change = Endpoint - Vigit 8, se. a positive change indicates that BP has incressed.
** The ANCOVA results are based on type II 85. "
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With the S group results are similar.

Treatment Group

Placebo TCV-136 ALl
visit # < 80 9 9 e
80-09 38 2 s
20-94 22 by ) 3
»3-¥y as 3 2e
A90-203 3 ] 3
L [ ] L2 169
Hean e .¢ "7 ¢ "7 & -
Hedian an & a [ 1]
£t . Dov d 7.2 7.1
Min o
Max
Endpoint < 80 H Hd 14
80-89 12 32 44
90-94¢ 27 is 45
95-99 14 s &
100-103 ’ [ 13
1ve-~1us 1§ ° a
108-114 q 0 4
»= 333 2 ° 2
» «> ” 189
—_— - Mean 9.8 88.7 9.8
- T Median 9.2 [ 1] 2
St.Dev. 10 7.3 $.3
Min
Max
Change* =20 to < =10 o s s
¥ -10 to < © 1) 21 L 11
D to ¢ 10 L PY [ 7
10 to <« 2v 21 2 3¢
év to < 3¢ L ° c
>= 30 2 ° Y
N &2 77 ass
“ean 92 1 4.2
medinn &.8 1 4
&r .Dev. 0.4 7.3 8.4
Min
- Max

ANalysis ot Covariance nesults--

————————

myieey ul

avuive Fresdom. r Value -Value
Treasment 1, 148 26 K& «0.0002
Centre 10, 146 0.94 0.5017
Viait 8 DRP 1. 146 20.69 «0.0001

Endpoint is the last available BP data after visit 8.
‘Ehange « Endpoint - Visit 3, ie. a positaie THaANge iNALCALES Lhal BF lLwa incisvecd, .
“** The ANCOVA Tesuits are based On Cype ii a>.

APPEARS THIS WAY
ON ORIGINAL ~ -
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The difference in change for SBP was also significant. For the ITT with the S

results given were:

Treatmsent Group

Placebo TCV-316 All
Vvisit 8 < 1)0 17 21 »
130-13¢ 22 as 38
140-349 22 17 b1
150-159 17 ) 30
160-169 3 ¢
»s 170 2 s ?
N [ }] 7 159
Mean 140.2 341.98 3140.8
Median 140 142 140
St.Dev. 13.5 1¢€.4 18
Min
Max
Erdpoint « 130 2 s 20
130-139 12 1 30
140-149 19 22 41
150-159 21 10 31
160-169 a4 4 18
»= 370 Y s 19
- - N 02 17 189
Mean 183.2 141.7 147.6
Madian 350.8 140.5 145.5
St .Dev. 16.1 16€.5 17.2
Min
. Max
Change* < *20 0 2 2
-20 to « -10 1 [} ]
-10 to « O 13 3o 43
0 to « 10 29 24 $3
10 to « 20 b1 ’ 27
20 to < )0 n k| 14
»e 30 10 b3 11
N 82 77 189
MHean 13 6.1 §.8
Median e.5 -0.5 4.5
St .Dev. 14.2 12.3 14.7
®in
Hax

Analysis of Covariance Resultsgee

Degrees of
Souzce freedom F-Value P-Value
Treatment 1, 146 311.41 €0.0001
Centece 10, 146 0.34 0.9692
Visit § SOP 1, 46 17.44 0.0003

Endpoint ie the last available BP data after visit 8.
* Change » Endpoint - Vasit 8, ie. & positive change i{ndicates that BP has incrasased.
** The ANCOVA results are based on type 11 SS.

APPEARS THIS WAY
ON ORIGINAL
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The mean change for the various treatment regimens were:

T.Table 11 DESCRIPTION OF CHANGE" IN MEAN SITTING DBP (mmkig) (VISIT 8 TO VISIT 10)
drawal petiod

Doublebiind placebo controlled with

PDOSE PLACEBO CANDECARTAN DIFFERENCE™P-VALUE™
CILEXETIL

cancessrian clexstil 8mg (n=31) 125 14 z 0.0003
candesarian chexstil 18mg (n=25) 54 15 39 0.0288
candesarian cilaxeldl 18mg ¢ smiodipne (nedf) 48 30 78 0.0033
candesarian cliexstl 16my ¢ amiccipineHCTZ (n=29) 8.1 38 22 - 0.3801
S-group (n=28) 78 ao 48 0.1414
) NOGEEVE AQUTes INUICELE SecTuaS® In DBP 81 endpuint compared 1o Visi §
- Diffterencs i3 placebo-Lancessrtan ciexet!
- Povaiue aken from the trestment eflect in the Analysis of Covariance results

T-Tani¢ 13 DESCRIPTION OF GHANGE™ IN
o MEAN SBP tmmnhg)

. placeho controled withdrawal period
DOSE PLACEBO g?nn%amm DIFFERENCE"P-VALUE™
sendesarien chawell Smy od (n=31) 20.4 23 178 00105
candesertan chexetd 16mg od (n=25) Y 23 37 0857

, Mm:m::mm " 1#15a 32 185 0.0011
S-oreup (na28) ' s et o g??r’g

Nogatve figures indisate desresss In SBP st endpeint compered to Visit B
Differunce is placebo-candesartan cligxetl
Pamive taken fram the reatment efiest in the Anslysis of Covariance resuits

Since results given by the sponsor for responder rates during dose titration are
uncontrolled, they will not be repeated here.

] P it

For 106 evaluable patients having ABPM, the 24 hour DBP means at baseline for the
withdrawal period were 78.8 mm Hg and 81.7 mm Hg for placebo and CC respectively.
The difference between groups in change at endpoint was 6.4 mm Hg for a p=0.0001.

Absolute change from placebo in the various dose and drug groups was:

T-Table 4 ABSOLUTE CHANGE® OF MEAN 34H DIASTOLIC BLOOD PRESSURE (mmitg)
SETWEEN VISIT § AND VISIT 1

CANDESARTAN  CANDESARTAN caug_r's':\tmm CANDESANTAN

CULEXETL 8MG  CILEXETIL 16MG PLUS CREXETR PLUS

AMLODIPINE AMLODIPINE
PLUS HET2
Absohste efiengs betesen
piscebo and active restment 101 18 1T ] 12
pvabn” 0.0088 0.0083 0.8007 0.0206 -

- Noguiive Sgurus iruficate decranne ot andpeint compered to Viek §
e Panius mien fem e testnent greup rmn N the Ansiyals of Variance results
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Safety

A 46 year old male was stabbed to death while pursuing a burglar. He had been on 8 mg
CC for 5 weeks. !5 patients were withdrawn for an adverse event or laboratory
abnormality as follows:

PATIENT DOSE AT EVENT DESCRIPTION SEVERITY CAUSAL RELATIONSHIP
JOINT 1D ONSET OF TO CANDESARTAN
EVENT CILEXETIL
010229 amg Bradycardia Mild Probable
Fatigue Mild Probeble
Polyuris Mikd Probable -
020085 Placebo CK increased Severs Probable
040089 16mg Lethargy Moderate Possiie
04/0000 16mg Mysigha Moderate Possibis
050072 16mg + €K increased Moderate Possiie
smiodipine Smg
+ HCTZ 25mg
050148 16mg + Biood suger Moderals Possbie
amiadipine Smg  increased
, ¢ HCTZ 25mg
osnaar Placsbo Throbbing in naek Madarste Not reisled
1320010 16mp Haarthum Maderate Possible
16mp Impotencs Mid Potsible
1711187 Fiacebd Haadache - Mild Not retated
180114° omg Coughing Maderate Probable
180156° omg Headache Moderate Probable
20Mm101** amg - Myocardial Severe Unknown
' ’ Infarction
2000131 dmg Headache Severe Passibie
20/0422* mg Rash Mid Possidie
020062 16mg Fesling Unwell Mid Uninown

* Patients in whom the adverse event was the secondary reason for withdrawal. The primary reason being withdraws! of
mmAéu;\’z‘mw:g%l;nguwMMMprmemmrucntryrﬂomouwmentpmwmmeme.
=S .3.5.2.

Of 10 patients whose primary reason for withdrawal was an adverse reaction, 7 withdrew
during dose escalation, 3 in the withdrawal phase.

One other serious case of note. A 46 year old male with hypotension was found to have
had a recent myocardial infarction on‘pyrophosphate scan. He had been treated for 3.5
months, the event being in the withdrawal phase during which he was on 16 mg of CC
plus amlodipine 5 mg. Mean BP at the time of the event was 117/78 mm Hg (it was
184/114 mm Hg prior to entrance). He completed the study on treatment medication with a
final mean BP of 117/78 mm Hg being recorded.

APPEARS THIS WAY
ON ORIGINAL

185



Adbverse events most frequently reported were:

‘r-t.u.u:mmmoss-‘rm ON PER|
Nurbes of raports of most conmmon AEs (incidence sz.) afwfg’nm

ADVERSE EVENT TOTAL ama 1eMmG 18MG + 1M «
$-GROUP
AMLODIPINE m“anIFNE *

Headache 24 1m0 2 3 0 -
- URT 10 2 5 1 2 0
Tiredrmess & 1 2 3 0 b
CK incrsased 8 1 0 2 1 2 .
Lethargy s 0 2 ] 0 b
Mﬂ s 2 1 1 1 0
Nauses 4 1 2 [} 0 1
Common ookl syndrome : ; 1 "y . 0
Rash 1 1
Flushing a 1 0 M ? g
T.Yabls 27: ADVERSE EVENTS (DOUBLE-BLIND, WITHDRAWAL PERIOD)
Numnber of reports of most common AEs{incidence »2%) by WHO decode
WHO DECODE CLASSIFICATION NUMBER OF REPORTS
» Heacdache 10
o] suger increawed ’ 3
Upper Respirstory Tract infection 3
Contacs cermatius 3

During the withdrawal phase 17 adverse events were reported on placebo, and 24 on CC
(p=NS).

It should be noted that diabetics requiring insulin were not to be entered, but those not
requiring insulin could.

APPEARS THIS WAY
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Lat Findi

Lab results that triggered phone contacts were:

T-Tabie 30 RESULTS OUTSIOE PHONING RANGE

PARAMETER PHONING REFERENCE # RESULTS #PATIENTS # ISOLATED CASES
HAEMATOLOGY . . .
Haemogiobin <LPR

wBeC < PR ] 5 3
Lymphacytes <LPR 2 2 2
BIOCHEMISTRY )
Potzssium *UPR 1 1 1

Total BRindin *>UPR 1 1 1

CK : >UPR yrd 16 )

Ghcoss »UPR 2 16 12
Creatinine sUPR a 2 {

300T *UPR 3 2 1

SGPT SUPR 4 3 1

Garmma G1 *UPR ; 2 ;
Trigiycerides *>UPR 4

C.':Ine‘un sUPR 3 2 1

Urio Aold *UPR 12 8 s
Cholesierol — *UPR 1 1 1

Comparison of the shift in CK and glucose during the withdrawal phase were presented as:

Table 4.36.2 . Changes in Crestinine Ninase (Riachamintry} Anmeaamenta Between Visits 8 & 10
Eatety Population

Treatment Group

Placeno rTOVIIK ALl

“Vieit 0 Viait ¢ Vimit ¢

L N % All L K H OAll & ® H Al

Yiait 20 Lov

wormal 5 @ & €% 4 4E ¢ S8a & 104 * 119
#igh
Al 3w ? 7 19 ¥ an rs a3 aae 4 asy

TAB1S 4.25.) . Changee in Olwewnn (MRinrhraintry) Asanesments Setween Viafes 8 & 10
wetety populecien

Treataent Yreup

“Fisceno YCViLE a1
PR— PN e
vieit ¢ visie » viaie »

L] s AL N n AL N 8 Al

Vieit 310 nermal e [ T Dt S TR ¥ L S ¥ 11
Righ b ] 1 a3 . k) 11 . 119 2z
Al 4 10 T €3 3¢ T 13 30 132 -
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6.13 EC040 - Long-term Safety and Efficacy of Candesartan cilexetil (4, 8, 12, and 16 mg
once daily) in patients with mild to moderate essential hypertension (SiDBP 95-109 mm

Hg).

Open, prospective, multicenter (37 in Germany), response-dependent dose titration (12
months) period, preceeded by a 4 week placebo run-in, and followed with a double-blind,
placebo controlled run-out period (2 weeks).

Study began: September 5, 1994.

Study completed: January 24, 1996.

Principal Investigator: Heinrich Holzgrove, M.D., Munich, Germany.
Drug and placebo manufactured by

The plan for this study was:
Study penod Placebo run- Long-term trestmen: peviod Double-biiad
in period un-out

Week o2 172 2 &
Monih _ t 1jJ2l3jeaf6i0jrojn2 c
Visit t1213jeisjefjr|8(9]wo|njra{s 14 o
Medical history x l I '
Inclusion/eaclusion o] x | x

cnilena d
Conconutani x| x)xfx]x|aixix|x]x]x]x x m
medication L]
Extensive physical K x x m
eaamination w
er_phyunl L 1 X sia|xia]lxyix)x]x

exammalion o
Bhidpressure/puise | x| a2 | x b s | a{x{xs{a|x}afs|x{na x m
Adverse events xfa s x)xfxfxfalxfx}ajx x h
Lahoraory tests iw * s laladxayalalals x m
ECG x L3 Y szl x]x fmfx]mi]a x u
Drstbution of o 3 s fxlx]afrfx|an}fa

medication m
Drug accountabiiny X alxfajxfxfx)x|x x

Serum semplc for x°

determination of

CV-119%4

Assessment of x x i )
efficacy/safety
(2) uplronal

* ala 1o e coliected 3t premature discontinuaion heween Visit 3 and Visit 13

. -

ON ORIGINAL
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Flow-Chart of Dose Titratlon

RSN * * * * L 23
16 N .
mg._“ S v v v v Bt
12“"";-",-;'3 A A 4 A A
: v v v v v
L3 r S A A A A
8 .
™ v v v v v v
amg ) A A Py A A LS A
il EN D N | ] | |
vist 1 2 34 S 6 7 8 9 10 " 12 13
Placeoo  Long4enn Treziment Pence * Run-out
Run-m [ Period
Perod
’
A nea twgher dose leve! # diasiolic blood pressure >= 90 mmkg
t
v

next jower tose level if medically indicaned

pavert must be withdrawn it blood pressure >= 90 mmHg

Patients with untreated or unsatisfactorily treated mild to moderate primary hypertension
(mean sitting DBP 95-109 mm Hg), male or female 18-75 years of age were eligible.
Women who were pregnant or who were not using acceptable contraception, as well as any
patient with severe cardiac, ceribrovascular, renal, hepatic or metabolic disease were not
eligible.

Randomization for the double-blind placebo controlied phase of the study was based on a
computer generated list in blocks of 6. Patients entered into the long-term treatment period
were assigned a number then which determined assignment if they got to and were eligible
for the controlled phase. Each center was to include at least 16 and no more than 18
patients. Compliance was assessed by pill count.

The primary efficacy parameter was a safety evaluation of the drug.

Secondary objectives were:
1) individual dose response (SBP and DBP) after long term treatment.
2) change in DBP from baseline for placebo and drug in double-blind controlled phase.

Sample size was set at 200 patients for the long term peribd'-to detect adverse events with an
incidence of 1.5% or more with 95% power assuming a 30 dropout rate, it was estimated
that 40 patients would be available for the controlled phase. 70 patients per group was

believed adequate to detect a4 mm Hg difference in change of DBP with an 8 mm-Hg S.D.
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Populations to be analyzed were:

Placebo run-in period:
Long-term treatment period:

Double-blind run-out period:

Safety - All patients enrolled

Safety - All patients with intake of at leasi one
dose of Candesartan cilexetil

Efficacy (ITT) - As for safety and availability of
baseline (Visit 3) and a1 least one posi-baseline
diastolic blood pressure value

Efficacy (PP) - As for ITT and absence of major
protocol violations

Safety - All patients with intake of at least one
dose of Candesartan cilexetil or placebo after
randomisation .

Efficacy (ITT) - As for safety and availability of
diastolic blood pressure values at Visits 13 and 14
Efficacy (PP) - As for ITT and absence of major
protocol violations

Patient enrolimentand disposition was:

| Eem— Salety 7EMicacy 5T

7 patwewis sncloded

Entered
long-term trestment period
rr '
"= 13?

Patinais curelled
aelN
]
30 pmieats excluded frem mvalid
)

Entered placebo ras-in period
=263
i
24 drup-ouis during the placebo
un-ia period
!
Entered
long-term treatment peried

el

l

soammnnmg-
e Weament petind

Patients » he received
jrondemised stedy medication =
Entered doubic-blind rea-out
peried
ne i
|

3
.

Candesarten cilezetil Placebo
Solery ITTT Safers 11TT
any

$ patiemis excluded lbm\ciﬂkd

Coandesartan cilevanil Placebe
rr

nedy awis

rr
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Specifics as to the reasons (“major irregularities”) 3 centers were considered invalid, and
results for the 30 patients were provided in appendix 9. These patients went through the

‘ entire trial, presumably were assigned a randomization number, but not considered in the
controlled portion of the study. It is not clear when the decision to exclude these centers
was made.

Another problem with “implausibly high potassium values” surfaced, were investigated,
and found related to potassium fluoride contamination in the collection tubes.

Reasons for discontinuation were:

Reason_ for premature Patients who discontinued during Patients who entered the long-term
discontinuation the placebo run-in penod” treatment penod”
(n=24) (n=244)
n % n %

Insufficient blood pressure - - 26 107
reduction
Adverse evem ] 4.2 15 61

— Pauent request.. . - 6 250 - 8 Az
Protocol viofation 20 ¥313 4 1.6
Other reasons , - - 7 29

» " Analysis populations, percentages based on the fespective pupulation

For the 244 patients who entered the long-term phase, 122 were male, 122 female. Males
had a mean age of 54.5 £ 11.7 years; females 57.6 + 10.5 years. Males weighed 83.8
- 13.0 kg; females 72 + 12.8 kg.

.~ APPEARS THIS WAY
ON ORIGINAL
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Median duration of hypertension was 2.8 years,

antihypertensive medication 3 months before inclusion into the study.

diseases 72% at study start (n=244) were:

disspars (ICD-9 S-diget emeguvese) . L
Duatwter of lipnid sunshoins D] i’
Atusyueifind thoankers of bart - LT
Samapecifuc findungs o0 suaminense of bleed 3 1933
Dubers Saltins n 3]
Sangary » ns
Cmessrthoums and sibed doovdory } ] 83
Chunaec bost dueme sad Civhous » 22
Vancew vews of lower sumumities 17 2
Goatrans and drsdansus N 20
Hyperplasis of prostase " LR
Ovart deasriers of covvical ogum (1] 39
Sonpie snd weopcsiag goe 1] -
Ciwma bwwws oty [} o
Oteuty and esher Sypevshononssnon 12 .t

Cuher furms of chronic wchewnic boan duaan
Ouier 2oe) emasetifind sammiess of rtabmiem
Cunasure of yane

Ounct el of booer

Ol mvimandss) sl areen

Spovnis hnes ad sl daseriens.

Onact dewiniers of rme 20 Canuiage
Mesmpanal and poumenspms) dssoders
Camacy drrmanss ond ey acdeme
Ornrhaadropmiuc s

L R L I )

v

and 63.5% of patients were on

Concornitant

For the controlled portion of the study (n=173) there were more males (57.4% versus
43%) in the Candesartan and placebo groups respectively (p=0.044). Baseline DBP for

this phase was 84.6 + 4.8 mm Hg for the Candes

placebo patients.

Data sets analyzed were:

artan group and 84.8 + 4.8 mm Hg for

Toua!

Candesanar cileacu)

4 mg & mg 12y 16 my
n n n n n
Entered long-1erm treaiment period 244
Eligibic {or per-protocol population {Long-term Xy
treament period)
Entered double-bling run-out period 194
Candesanan cilexetil group 9 31 2 23 [R]
Placebo group 100 35 24 n L}
Eligibic for per-protocol population (Doubie-blind 173
run-out period) cd
Candesanan cilexetil group 39 30 26 2 n
Placeto group 84 34 20 n 8
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Dose distribution at the end of the long-term period was:

Candesanan cileaetil

4 mp 8 mg 12 mg 16 mg
n:=79 a=5S n=S1 n=59%
Baseiine (Visut 3) Wils27 100.1 = 3.2 1015233 1022 = 4.2
fmmHg] .
Last value” fmmHg] KIl=67 B15=57 866 ¢ 6.3 943291
Decrease between 1S3=265 15557 149z 6.1 80=92
baseline and last value
{mmHg)
Response (last value) L 2L 0 8% 90.2% 49.2%
Normahsation (fast value) LLN I KS.S% 80 4% 40.7%

“ Blood pressure at Vist 13 wr &t the ume of premature disconunuation (only values undcr medication)

Patients who were randomized but did not enter the controlled phase were designated

“yes” on the following accounting:

{cancesarten ¢ lexetil w.of | Pt of
petients pavions
yes -3 1.0
ro ) w0
Total no. of patierts 1w 100.0
{riaceso %o.of | Pet. ot
pationts pationts
yes S 2.0
] 100 .0
Total no. 04‘ parionts 125 100.0

APPEARS THIS WAY -
ON ORIGINAL
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Efficacy for those who entered the controlled phase was graphed as follows:

F Al SoUE oW VP ST TR AW Gl el oW Gt el SeWD Sole

=20
€ APt BBt Rels 2e0n Bel0 Mol SN KRGt Be s A e SaPt ae®P S sof
- ns
£
i\os
00 =
.
3 0
]
8s
Cartateran s, 77 emenerume
——— Puswte tem v 1 |
80 : — —
---m-—-i ,J
e

-

— Y Y : o Tr— T . g Y :
Vi V2 V3 VA VE V6 VI VB W VIO W ViZ VI3 W4

—

v

During the 2 week controlled phase, DBP increased from baseline in both groups. For the
Candesartan group the increase was 3.9 + 6.6 mm Hg; for placebo it was 6.7 + 7.2 mm

Hg. The difference was not statistically significant.

Change in SBP showed similar numerical but not statistically significant differences in
change from baseline when Candesartan and placebo were compared. The numerical

changes were a mean increase of 4.4 + 11 mm Hg for Candesartan; 8.5 + 12 mm Hg for

placebo.

Safety

No deaths were reported. Adverse events throughout the study were numerically:

Patients experiencing adverse events with onset dunng

Swudy population Placebo run-in Long-term Doubic-blind
o : period trestment period run-out penod -

Premature discontinuations duning the 6 (25.0%) -
placebo run-in period (n=24)
Safety - Long-term treatment period 35 (14.3%) 155 (63.5%)
(n=244)
Safery - Double-blind run-out period

(n=194) :

o
- Candesanan cilexetil (n=94) 8 (8.5%) S8 (61.7%) 7(.4%)
- Placebo (n=100) 16 (16.0%) 62 (62%) 3(3.0%)
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Adverse events leading to premature withdrawal were:

Age & Sex’ Advens evess (Vertbesim wmasimed ime Englisd)  Adverse sven
ansel (Prefares wrm)
\years|

PMacshe rus-in perted

CRF No.

(<1} >] [ [ 4 Nyperansive crisis Hysenasaues

agyravaed
Long-term wraswment pevied
Pa. Dose

Featture of Th and Sk kA teseval vibs sher foll Ascidemal ingery
(omsive syncope dus ¥ infeciion)™
0We o mg & 4 Ganrtis with ch ache and

0 Smg W =

G

015 dmg 35 ®  Hyperweanon (wersamag) Hyperaranion
sgpravued
085 emg &3 - Acw .m myocerdul infarcuss oab angms  Myacandial wiascwun

peoions
108 16mg 54 » Mulupic fracuacs (spinc. ribs, scapuls). fell from  Accademal inpury
apprer. 14 m haight™

100 4mg &4 f Duzpmess Drzusess
Reddemng (face) Fluthing
186 l6mg S3 [ Aasiciies related 0 M and circulanee” Anapery

187 dmg W . Restncuon of movemens dor b0 pan IR XClve Afthert
iaeral ponaniheos (Rowsmakisaon)

BEST POSSIBLE copy

Hyperamive enses Hypenemam
]
O e [ Hepsivs tetwome g with o W
L
4 192 dmg 3 4 Efevanon of hver values (5100 posl Repeidin) Hepac fuacimm
’ shnomal -
1% amg 30 f Pulmonary wuh ~ y
20 Nmg 35 m  Thrombacyropenia of uRknown ongin ‘Thammbocytonema
2N 4amp &0 [ Fataa) rosacea Rosicea
221 ihmg 57 f Acuir febrile bronchisis™ Proncie
Recurrens gastroduodeniis Gamrorsienus
219 4mg 40 f W g of y findangs: h Hepmc funcinmn
(Gamma-GT. G¥FT, GO sncrma)
W of y 6 gL WAt A0 Hypmrencasmes
“m e male, [ = femalc
" seponed as serious adverie rvent

No patients withdrew for serious adverse events during the controlled portion of the study.

APPEARS THIS WAY
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Age 3t Ser” Adsenw esem (Versaum wanstaied wao Enghisd)  Advene evens (Prefemed

onset wrm)
tyean)
Placeve run-io periad
CRF No.
Gnux ay m Ronul Lalowios (el INCe gran sieed) Renal catoulon
6\”\ [ 3 { Cor aivubere wuh ol the 2} snpry

wall an tnwan

Lang-ierm trentment peried

Pa Dose
003 smg 20 M Fraciire of b and S feft Laeral nbs ofier fall  Accidental ipury

010 amg L] Seshidd Blakier tumour (papillary with

(tusaing pyacone due 90 fecuon)

Pronian complaines)

088 émp 63 m Acure ¢ yucarcea! infascvion with anpina  Myo:andual infascuon
recions
108 lemg S L) Muluple (i (spame. ribs, scap fell from  Acculenial wyury
apprunimately 2 m height
4] 4mp &2 - Growth of p 4 Neer NOS
wmiciunnon dillicultes
186 16mg 54 1 Anxistics relssed 10 heart and circulation Anxiety
187 4mg 73 —f - Reswiction of movement due 10 pain in active  Amthrosss
199 4amg S f Pulmonary embaliam with Mospitali Embolism pul
221 16mp S7 f Acwe febrile beanchitis Bronchitis
223 6mg &0 m  loguinal hernis md subcwtanecnss tumowr of the Hemia inguinal

nght cheek

Adverse events, stratified by sex, incidence > 2% were:

Adverse ever (Pretened term) o el
n L 3 L] %

Bronching s 74 15 1)
Bxk pan L4 13 0 | 34
influenza-tike symmoms [ a9 [ 66
Upper respiratory aract infaciion s L X] L] 14
Accabental injury’ 3 (13 4 33
Dunness s LN [ 49
Headache 3 23 [] [ 13
Gasyrvementis s 4 [ e
Pharyngnis ? $3 L] 28
Hypwnngiycondmma 7 37 2 (K]
Unaary waci mfecuon 3 24 . a9
Hyperuncaemia ? 57 1 os
Simusitis 4 33 3 25
Dyspepsia 2 L1 L) b5
Hypercholesserolaemis 3 23 ) 23
Jachuas 3 28 3 28’

2 ketetal sysiem disord
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By age:

Paticuts with age < 65 years Paticats with age 2 65 years
Adverse evert (Preferred term) (L1 1)) (ned3)
" * n L 4

Bronchilis 9 103 ] 19
Back pain 17 94 2 32
Inflecnza-like symptoms 12 [ ¥ 2 32
Upper reaperaiory wact inlection 13 12 1 16
Accidena) injury” 3 el 4 6)
Druziness ] 4 3 48
Headache 9 50 2 32
Gantroenicritis 6 3 ] 29
Pharyagins 1 ] 44 2 a2
Hypennglycendaems 1 39 2 X2
Unnary tract infection 6 13 3 a»
Hyperunicaema 1 39 ] 1

Sinusitrs ? 39

Dyspepsia 4 ‘2..2“ _ 2 a2

Hype'r?'nulé;iéiuumn 1t 4 63

Ischias 5 28 !} 1.6
* Muscuk L._..,”m“) "

Candesanan cilexetil dose s onset of event

197

Advens event (Preferred werm) 4 mg $ mg 12 g 16 me
(n=243) (n=166) (nellb) (n=62)

» L 2 " * " * n <
Bronchns 10 4.1 [ 48 L] 22 -
Back pain IR . 24 3 6 3 as
Infllucnsa-khe 3y mproms ‘ V7 29 s 30 ] (] ! (X
L'pper revpuranony et mfection ? 29 s 30 3 2.6
Adsubental ingury” s 20 ] 06 3 26 3 48
s s 20 2 1.2 4 33 - -
Headache 6 25 4 24 - - ) 16
Gawroemernn - 3y o2 s 0 e 1 s
Phrarynguis s 23 2 12 2 1.7 .
Hypennglycendacmia s 20 1 06 . . 2 32
Uneaary tc1 wmfection ? 29 2 12 - 2 3.2
Hyperuricsemia 3 12 3 L8 ! 09 ] 1.6
Sy H ad i 06 s 43 B .
Dyspersia 2 08 1 08 2 1 0 s
Hypercholesicrolaemua 3 12 3 [ % ] - - -
Ischias 3 1.2 2 12 ! 09 - -

* Musculo-tkeletal sysiem disord

BEST POSSIBLE COPY
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Combined and attributable:

All patients with respective Patieras with sutribuuable’
advene events adverse events

Preferred verm » * [ -
Bronchitis 7] 3 . N
Back pain 19 78 . .
influenza-like syswproms T 87 . .
Upner respiratory asact infecuon 12 837 .
Accidental injury”™ 10 49
Drzusness 1 43 L ) )
Headache " 45 3 12
Gastroenueritis It 4. ] 04
Pharynginis 10 4. .
Hypenriglyceridaema U] 37 . .
Unnary uact infecrion v 1.7 . ;
Hyperuricaemia ] 3 1 04
Smwustis 7 29 .
Dyspepsia . 13 s 2 ox
Hypcmkslerot—aﬂn-m“ 'S 2 - 1 04
Ischias ' s

:. Relauonship: delimmc, prubable, pnwhie 13s 2 J by the
Musculo-skeletal sysiem diseden

Biochemical laboratory changes from baseline numerically were:

BEST POSSIBLE COPY

osrwmal ow low bigh high
Vit 1) (pou. st vohu) (pot- o value)
baneting’) bascline”:
" % [ % L L] [ * [ *
SGOT A K 2T w2 R2 a2 B M2 20 82
sart 197 807 as  paA Ra aa M B2 0 0
Gamma-GT 6 &0 2 os - 5 04 by 1.l
Total bilerubin 234 95y aa [¥Y na aa M 139 ] 3?
LDH a3 W7 na %a 8a as 3 “s s 33
Creanme Linase 1% 8316 na [ XY (X1 (¥} [ 26.2 19 74
(sctvmed)
Alahee N6 NG $ 20 1 0s .0 127 I B K ) R L2 - R -
Phrphaiase
Tmal cholesserol u ” aa [ ¥ aa as " %0 10 a1
Tnglycenes [1 . Y] " as [ ¥ ns. &2 54 » 90
Auamsem™ 12 %9 aa (¥} »a as n 45 2 oR
Soubum 20 ? 20 2 os B - -
Colonic M W [ [ X 3 12 23 L X 2 ox
Cakim ” ey 30 123 (3 23 11 14 4 16
Ures E3T I Y B . . & W 4S
Gincone 167 o4 13 s3 s 20 W S o« "o
Unc acd M2 %S H ot - - (3] ns 2 0w
Creatmnc M s ] 04 - . 2% 10.7 6 35

© Wise 4 or laser (mchadag Jast velue)

“ ma = a0t applicahic (caegory act defmed by sefesace range. ¢.3. “low’ for SGPT. & lower hanit of
rcleremce range for SOFT s O UA)

" serwmal’ schedes hoth "l ” and “mormal’ (see Secuon 02.1)

APPEARS THIS WAY
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Hematologic laboratory changes were:

wormal low low bigh hNgh
(Vasrt 1} w-_ (inst vaine) (post- {lan value)
baselme’) Saachae’)

L] L ] » % L) < L] o » L)
Red blood comnt 2 s 62 254 15 6.1 3 12 .
Haemogiobin a7 3 129 7 29 ” k2] 5 20
Haemmacrit 219 898 3% 4 L 32 20 82 2 o3
MCV 230 W) L] 32 H X ] 15 61 2 os
Whate blood soun: 223 914 1" 24 2 os 43 176 9 37
Basophils 192 7 a2 a2 a2 120 492 a1 168 -
Eosinophils 91 73 aa s aa "a n 357 25 102
::::.. " 210 ;e na na na. aa 16 [ X)
S-c:n';:‘e: 17 N 93 380 M e b3 ] 9.4 3 20
Lymphocyies L S Y] [ 1] 26 3 53 " 320 28 ns
Monucyses 241 9k [ ¥ aa na na [ 25
Plaekets 27 e b 107 3 33 s 20 ' (X

.'. Visu 4 or Later tincluding lav s alue)
na = not apphcablc (Cacpon me dels J by rels : Y N " .
n e o b ¢ sanpe. ¢.p Tlow for basoph:ls. 2+ lower lima of

The three patients who withdrew for LFT elevations were:

Patient 192, a 58 year old Caucasian female, was noted to have “fatty infiltration of the
liver on entrance, beginning 7/93. SGPT, GGT, bilirubin just over ULN on entrance.
Patients could enter with LFTs <2 ULN. After 11 days on 4 mg of Candesartan cilexetil
SGPT, GGT, bilirubin were somewhat more elevated, and in spite of discontinuation of

drug remained elevated to 1.5 - 2 x ULN.

Patient 249, a 60 year old Caucasian female, withdrew for inadequate compliance, and had
very slight elevations of SGPT and GGT, just above ULN. Was on 4 mg of Candesartan
cilexetil for 8.5 months prior to incident.

Patient 188, a 64 year old Caucasian female, entered with very slightly elevated SGPT,
GGT, said to have chronic hepatitis. After 4 months on Candesartan cilexetil, SGPT and
GGT increased, patient withdrew, but in spite of discontinuing medication, LFT elevations

persisted.

Randomization assigned 2 to placebo, 1 to CC for the controlled period had they not
withdrawn.

One case of thrombocytopenia occurred in a 55 year old male who entered with a platelet
count of 127/nl. At 8 months on 12 mg CC platelet count was 61/nl and he was
withdrawn. Platelet count remains low 4 months after drug discontinuation. This patient
(#210) was assigned placebo for the controlled study hagd he made it to that point.
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6.14 Study ECO016 - Efficacy and Safety of Candesartan cilexetil (TCV-116) in
combination with HCTZ in the treatment of patients with mild to moderate hypertension,
d not responding to low dose monotherapy with HCTZ.

Randomized, double-blind, placebo controlied, multi-center, parallel study.
Study began January 17, 1995.

Study completed January 28, 1996.

Principal Investigator: Dr. P-F Plouin, Paris, France.

French multicenter study.

Drugs: Encapsulated tablets for blinding purposed; manufactured by

The flow chart and design of the study was:

[ Study penod Fizcebo Runin —HCTZ *Add-On"
N Period Monotherepy Traatment
Period B
[WEEK ) 2 | 4 7 10 4 | 18
VISIT 1 2 3 4 5 6 7
Medical History x
e [inci7Exdl. critena x e x
Concomitant medication x x x x x x 3
 Extensive physical examination x ™ x
Bri:f physical examination x x X x x
"Blood pressure/Heart rate x x X x x X x
Adverse events x x x x x X
Laboratory tests (blood)’ x x* x
. Urinslysis (dipstick) x x x x
- 'ECG x X x X
Distribution of medication x x x x x
Drug accountabiity x x X X
Globa! assessmant of efficacy and x x
safety

1 to be taken at patients’ home
results have to be available at visit §
3 resuits have 10 be availabie at visit 7

1
* Add-on" TREATMENT PERIOD
[ 1 l‘um 1
{ 1 L Ll

£

.. candesa 4
‘HCTZKSN‘I ﬂl? ™

¥ L T =T 1
Pacee N i b
4 Weeks ! ' GWul'ts '
lucﬁtlzsmoe'-mamlnlm A
| e 1 1
8 Weeks

To be eligible for the placebo run-in, patients had to be 2 18 years, male or female and have
unsatisfactorily treated mild to moderate essential hypertension (sitting DBP 95-109 mm
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Hg). For the HCTZ monotherapy period SDBP 95-109 mm Hg and sitting SB

mm Hg had to be present.

P <200

For inclusion into the DB treatment study, SDBP 90 mm Hg or more had to be present, as

well as no malignant hypertensive findings, no child-bearing potential for women, no

cardiac, hepatic, GI, renal, autoimmune, or metabolic disease.

At visit 5 (DB period) if eligible, the patient was randomized by computer generated list to
HCTZ & Placebo, HCTZ & CC 4 mg, or HCTZ & CC mg in a 1:2:2 manner. The primary
efficacy parameter was comparison of SDBP between CC and Placebo groups from DB

entrance to end of DB period.

Secondarily, SBP and response rates were to be evaluated. Safety was also to be

determined. Compliance was measured by returned pill count versus dispenses, and less

than 75% or more than 125% was.considered a major protocol violation.

A sample size of 125 randomized to one of the 3 treatments in the DB phase was thought
adequate to demonstrate a 4.5 mm difference of HCTZ & Placebo versus CC & Placebo

with a standard deviation of 7 mm Hg.

The disposition of-patients was:

[ Pattan incleged
a=328

|
63 roa-in drop owts:
37 pasions Wb siming diamelic BP < M4 munlig

34 putioats thas ¢ sther susmns
Patients ia
BCTZ menethernpy
n =62
{
28 HCTZ patients not ndomised:
16 pionts with siting diastolic BP < 19 amily
12 potiomts due 1o othar qoasemn
Patients rondonaised
(= Safety Population)
-=234
1 .

] | 1
+HCTZ +HCTZ +HCTZ
Placabe Cand el 4 mg Cand. cll O

Safety Population .
n =49 [ 130 [ L2l
;HC‘IZ +HCT2 +HCTZ
lacede Cand. el 4 Cand clL 8

ITT Population l'rrl'up-m:‘- rrrr-um:‘-
n =4 =94 a=9y

i \

7 patients excluded: 16 patients encimded: lbm‘nﬂdd:
4 potioms due 10 major Spationts e to majer ® patiusts due to e
-mx..m; 18, e .F-
3 h e 133, [}
tar A e
3 patiants e 162, 150, 15)3) 1154, 3144, 3607)
T putionns due -
fagronbrryrer) pasiown w ) & patios dne o "
e, 3033, POSP, 1141, (ns. 1052, 1907, 1137,
1169, 1330, 1438, 140, b8, 1122)
mn 8 paniont dot 40 wrang.

, Y -u-lh-lm)
+HCTZ +HCTZ +*HCTZ
Placedbo Cond ciL ¢ mg Cand el 8

PP Popuistion PP Population "Pc’uht::
nwd2 a=7g s=7s
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a=23y

In wotal
39 patients excinded:
22 patinam dus 4o mejor
onnset vialatons

16 petinnrs. dum 20 promensss
;  eminatien

-~ gptinms dus 4o wonng
imehasion.

Tetal

PP Population
a=1es

BEST POSSIBLE COPY



Demography for the DB period was:

ITT population PP population
B mean min maz. n  mean min. max.
Age (years)
Placebo male 2% 518 320 80.0 4 575 320 73.0
+HCTZ female B 562 310 710 1t 56.7 340 70
total 4o 570 32.0 80.0 4 572 320 7.0
Candesartan male 51 5l 320 71.0 4 513 320 71.0
cliexetil 4 mg female a 603 26.0 87.0 3 608 26.0 870
+HCTZ total 94 554 26.0 87.0 7 553 26.0 37.0
Candesartan male 4 546 290 81.0 37 545 350 81.0
cilexetil 8 mg female 45 588 26.0 330 32 589 28.0 88.0
+HCTZ total 9 566 260 880 7 56.7 280  88.0
. ' Height (cm)
Placebo male 26 1706 1500  190.0 24 1708 1500 1%.0
+HCTZ female 23 1608 153.0 173.0 1s  160.7 153.0 168.0
totg_ B 49 166.0 150.0 1900 {. 42 1665 150.0 190.0
Candesartan male st IN4 157.0 188.0 4 1714 157.0 188.0
cilexetil 4 mg female 4 1588 143.0 170.0 33 1586 144.0 1700
+HCTZ total 94. 165.6 144.0 188.0 7 1660 144.0 188.0
Candesartan male 4% 1720 1550 188.0 37 1731 1590 1880
cilexetil 8 mg female 43 . 1593 143.0 173.0 . 38 1598 1480 173.0
+HCTZ total 9 165.7 143.0 188.0 7 1663 1480 188.0
Weight (kp
Placebo male 26 8l1.25 5400 110.00 24 8240 5400 110.00
+HCTZ female D 6781 4900 8300 13 6618 4900  88.00
total 49 7494 49.00 110.00 2 7545 49.00 110.00
Candesartan male 51 8074 53.00 12200 45 8055 S53.00 12200
tilexetil 4 mg female 43 66.91 4200 108.00 33 66.25 42,00 108.00
+HCTZ total 94 744) 4200 12200 73 74.50 42.00 122,00
Candesartan nmale 4 79.10 6000 100.00 37 7954 65.00 100.00
cilexetil 8 mg female 45 64.15 36.50 94.00 33 6489 50.00 94.00
+HCT2 total 9 71.71 36.50 100.00 75 1212 50.00 100.00

Duration of hypertension (ITT population).
Figures denote number (percentage) of patients.

HCTZ + HCIZ + HCTZ +
Duration of Placebo Cand. cil. Cand. cil Total
4dmg Smg
Typertension B=49 ne94 a=9! n=234
<1 year 15 306% 2 Ba% 2;) 253% 60 256%
ltosmn 11 2% 19 202% 22 4 52 229%
>3 years 23 469% 53 sca% 46 305% 122 sax
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Major protocol violations were noted as follows:

Major protocol violations.
Paticnts arc ldentified by screening numbers (ITT population).
. HCTIZ+ HCTZ + HCTZ + Total
Type of major Placedo Cand.ciL.4mz ! Cand. cil. 3 mg
protocol violation a4y 0oy n=91 : =23
Timing of BP mecasurcment |2 patients 4 patients S patients 11 patients
(1081, 1077) (1053, 1067, 1072, (1021, 1088, 1121,
: 1238) 1122, 1607) )
Compliance 2 patients S patients 4 patients 11 patients
(1106, 1493) (1276, 3349, 1462, (1079, 1103, 1136, -
1508, 1515) 1166)
Total 4 patients (8.2%) 19 patients (9.6%) |9 patients (9.9%) |22 patients (9.4%)
All paticnts with major p 1 vislations weve net ineluded inte the PP populas

Results

Comprehensive SBP, DBP, pulse results from screening to the end of the DB phase were
presented. - o

Sitting systolic/diastolic blood pressure and pulse (ITT population)

. HCTZ + HCTZ + HCTZ +
v Placebo Cand. cil. 4mg Cand. cil. 8mg
a mean £D L mean - D - mean sD
Systolic Blood Pressure {mmHg)
Visit 1 Scresning 49 1622 171 1612 168 N 1622 157
Visit 2 © 1606 13| s 1586 119 ) w1610 1es
Visit 3 siert HCTZ memothernpy ) 162.4 147 L 159.7 179 121 160.0 174
Visit 4 4 156.] 174 ™M 1553 178 1 1565 1 8}
Visit §, baseline o 1551 154 4 1850 188 ”n 1549 150
VISit 6, 4 wesks pont baseline o 1518 159 93 1458 16.1 % 1418 186
Visit 7, 8 weeks post baseline o 1497 153 93 1436 163 91 1418 199
individual last value o 1497 183 4 1440 168 91 1418 19.9
Diastolic Blood Pressure (mmHp)
Visit 1 Screeing ® 1026 Q] % 021 Q| 1023 Py
Visit 2 ® 100§ a3 s 1015 s 1012 39
Visit 3 st HCTZ moncthenapy » 1008 39 4 1014 37 nn 1013 46
Visit 4 ® 97.8 21 9 98.7 a1 | » 99.9 61
Visit S, baseline 4 99.0 [} 2 99.1 [ ¥ L) 99,2 59
Visit 6, 4 weeks post baseline ] 949 . .. 27 r.u « v 945 . - 94 [0 Ol® - - 32
Visit 7, 8 weeks post basaline 49 95.6 2.6 2 918 8.7 L] 912 .5
individual last value ) 95.6 94 4 92.1 4 91 91.2 s
Pulse (bpm)

Visit | Savening a 762 1ni1 [ ] 71 s o1 mn7 13a
Visit 2 ) 76.1 103 [ 7] 73 107 | 9 %3 122
Visit 3 siat HCTZ menctherspy 4 6.4 94 [ 71 %9 %% | 9 %7 ns
Visit 4 o 23 wol . W1, url e %04 s
Visit 5, baseline o ‘73.4 109 | 94 .7 nr{n 9 121
Visit 6, 4 weeks post bascline » 3 nr | » 79 128 | % 784 124
Visit 7, & wecks post baseline 9 8.5 nw | » i) no | . 717 129
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Mean time courses with £ SD were:

w systolic BP (mmiig)

”m

o - c

-
s MM M M i SN --

140 — - —

130

18

Al L

Time Course - ticks mark 2-week intorvals

3 study periods:  Pwosbe rundn unil Week 4
HCTZ mensiherapy Setween Woek 4 snd baselne
L v ondl Woek 18

.4
-
.

Placebo ¢ HCTZ ———a—m———-—— 000

As per the sponsor, the change from baseline to the last individual value was:

HCTZ + HCIZ + HCIZ +

Piacebo Candesartan cliexet] 4mg | Candesartan cllexetil $mg

2 Rean $D s _mean 5D ;, s mean £D

- ITT PR
Systolic BP o <S4 R . -110 1.3 n 134 200
Diaswlic BP @ <233 0.2 " <70 0 ”n 79 11

P 4 4

- Systolic BP a Sl 12 n -124 134 7 48 193
Diastolic BP @2 =34 105 ” 26 22 73 -85 96
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For DBP, these differences are not entirely consistent with the comprehensive table
presented above, also from the sponsor, but reflect general magnitudes of change from visit

5 baseline to last observation.

The comparisons of active to placebo was significant for DBP (p=0.017, 0.009 by T test
for 4 and 8 mg compared to placebo respectively by Dr. K. Mahjoob), as they were for

SBP differences.
c - .
A wversus B . m::)

Candesartan placebo T 0.0454%

Cilexetll 4 mg PP 0.0126*

Candesstan | placebo nT 0.0028¢

Gilexeti! 8 mg PP 0.0008°

({andmmn Candesartan IIT 0.2167

cilexetil 4 mg cilexetll 8mg pp

ANOVA-with-ttvatrusnt” and “centre" as factors.
cw““‘i&blﬁn‘ﬂhnmmu

* pvalue < 3%

14

0.2164

For response to treatment (1.e. SDBP < 90 mm Hg decrease of 2 10 mm Hg from

baseline),

Response rates taken at the individual endpoint across treatment groups.

HCTZ + HCTZ + - HCTIZ+
Placebo Cand. cil. 4mg Cand. cil. Bmg
T | 32.7% 16/49 46.8% “n4 53.8% »n1
PP 333% 1442 526% am 56.0% @
These findings were significant at p < 0.05.
APPEARS THIS WAY

ON ORIGINAL
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Safety

The overall frequency of adverse events was:

T-Table 16
Frequency of adverse events (AE) (all patients included, n = 325)
Study period of |Patients afTected by at least 1 AE
Population AE occurrence Percentage Number
Run-in n=63 4wesks 15.9% 10
HCTZ n=28 un-in =~ 4weeks 14.3% 4
HCTZ 6wess 21.4%
Total 10 weeks 35.7% 10
HCTZ/ . mn-in  dweeks 8.2%
Blacebo HCTZ 6weaks 14.3%
n=49 Add-on 3 wesks 28.6% 14
K Total 18 weeks 40.8% : 20
» Safety HCTZ/ nm-in =~ 4weeks 11.7% 1
Population {Cand. cil. émg HCTZ 6weeks 138% 13
ne=234 n=94 Add-on 3 weeks 31.9% 30
Total 18 weeks 43.6% 4
HCTZ/ n-in 4 weeks 9.9% ]
Cand. cil. 8mg HCTZ 6 weeks 20.9% 19
n=9] Add-on Sweeks 25.3% 23
Total 18 weeks 39.6% 3%
Overall total 36.0% nz

No deaths occurred.

Serious adverse events were:

Serious adverse evens (SAE) (all patients included, p = 325)
patient  Stwdy period of

Population Treatment group scr.n0.  SAE ocorrence  Event
Run-in n=63 - - - o SAE
HCTZ n=28 - 2 HCIZ Ischias ..

1572 nunedn Endometrial byperplasia
Safety HCTZ /Placebo a=e - - 00 SAE
Populstion  |HCTZ /Cand. cll 4mg =3¢ 1234 Add-on Removal of assal polypus
n=234 HCTZ/Cand. éil. $mg n=91 1571  Add-on Epistaxis
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Adverse events leading to withdrawal during the DB period were:

Patient 1270 (centre 18, 4 mg): headache (unknown relationship), dizziness (unknown
relationship); withdrawn at Visit 6.

Patient 1320 (centre 22, 4 mg): ' muscle cramp (definitely related), withdrawn at Visit 7.

Patient 1052 (centre 4, 8 mg):  vertigo (probably related), arrhythmia (possibly related),
withdrawn at Visit 7.

Patient 1607 (centre 21, 8 mg): anxiety (definitely related), withdrawn at Visit 7.

The most common adverse events were:

HCTZ + HCTZ + HCTZ +
Placebo Candesartan cilexetil 4 mg Candesartan cilexetil 8 mg
n=49 n =94 n=9]
hypertriglyceridacmia headache vertigo
2patients (4.1%) 4 patients (4.3%) 3 patients (3.3%)
upper respiratory tract infection diarrhoea o coughing
2 patients (4.1%) 3 patients (3.2%) 2 patients (2.2%)
. [arthralgin headache
y 2 patients (2.1%) 2 patients (22%)
muscle cramp -
2 patients (2.1%)
throat scre
2 patients (2.1%)

APPEARS THIS WAY
- ON ORIGINAL
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Changes in laboratory values were:

HCTZ + HCTZ + HCTZ +
Placebo Cand. ciL. 4 mg Cand. cil. 8 mg
Change totaln = 49 tolal 5 =94 waln=91
from Visit 1 within within within

to Visit 7] belovv above ;i below above : below above

Haematology
Red cell count
Haematocrit
Haemoglobin
Platelet count
‘White cell count -

s = N
=t g e g
y = W) W
s
- N e W2 W
~ ’

Adetabolites
Glucose 1
Triglycerides -
Cholesterol, total -
Uricacid™ 2
Creatinine 2
Bilirubin, total -
Urea nitrogen -

N o 3 = O &y

¢ W N ey

) s e A"
-

W e = N WO

Electrolytes
Sodium 5
Potassium - 1 - - 1

.

W

[]

U
Ll }

Liver enzymes
Alkaline phos -
AST (SGOT) -
ALT (SGFT) -
¥-GT -

N = N
[
]

0 W &h

-=0
Reading example:  For triglycerides, 4 patients in the placebo group shifted from
“within normal range” at Visit ] to “above normal range” at Visit 7.

APPEARS THIS WAY
ON ORIGINAL
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Mean potassium and increased uric acid values did not differ between groups or from
baseline to end of DB period. Cardiovascular abnormalities found during the entire study
were summarized as:

- Patient 1032 (HCTZ + Candesartan cilexetil 8 mg) lower limbs varices (Visit 1 and 7)
- Patient 1052 (HCTZ + Candesartan cilexetil 8 mg) slowing down of the rhythm (Visit 7)

- Patient 1181 (HCTZ + Candesartan cilexetil 4 mg) furcx!c‘t’i)onal venous insufficiency (Visit 1
an

- Patient 1185 (HCTZ + Candesartan cilexetil 8 mg) mx:in_l;)ur sortic insufficiency (Visit']
an

- Patient 1237 (HCTZ + Candesartan cilexetil 8 mg) small varices (Visit 1 and 7)

- Patient 1239 (HCTZ + Candesartan cilexetil 8 mg) varices (Visit ] and 7)

- Patient 1240 (HCTZ + placebo) venous insufficiency (Visit 1 and 7)

- Patient 1245 (HCTZ + Candsa;tan cilexetil 4 mg) venous insufficiency (Visit 1, 6 and 7)
- Patient 1272 (HCTZ + placebo) " venous insufficiency (Visit 1 and 7)

- Patient 1273 (HCTZ + Candesartan cilexetil 4 mg) venous insufficiency (Visit 1 and 7)

- Patient 1274 (HCTZ + Candesartan cilexetil 8 mg) venous insufficiency (Visit 1 and 7)

- Patient 1306 (HCTZ + placebo) vendus insufficiency (Visit 1 and 7)

- Patient 1308 (HCTZ + Candesartan cilexetil 8 mg) venous insufficiency (Visit 1 and 7)

- ‘Patient 1314 (HCTZ + Candesartan cilexetil 4 mg) venous insufficiency (Visit 1 and 7)

- Patient 1609 (HCTZ + Candesartan cilexetil 4 mg) venous insufficiency (Visit 1 and 7)

- Patient 1362 (HCTZ + Candesartan cilexetil 8 mg) venous insufficiency (Visit 7)

- Patient 1363 (HCTZ + placebo) ' left bundle branch block (Visit 1 and 7)
- Patient 1364 (HCTZ + Candsartan'éilcxetil 4 mg) ventricular hypertrophy (Visit 1 and 7)
- Patient 1501 (HCTZ + Candesartan cilexetil 4 mg) varices (Visit 1 and 7)

APPEARS THIS WAY
ON ORIGINAL
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6.15 Study EC403 - Dose-finding study of Candesartan cilexetil (TCV-116)/HCTZ
combination (2, 4, 8, 16 mg for Candesartan; 12.5, 25 mg for HCTZ) in patients with mild
to moderate essential hypertension (95-110 mm Hg DBP).

Double-blind, randomized, multicenter (120 in Germany) parallel group factorial design
study.

First enrollment: February 1, 1995
Last completed: January 22, 1996
Principal Investigator: Dr. Thomas Philipp.

Drugs and placebo manufactured by The
study drugs or combinations were to be provided as tablets, identical in appearance, taste
and smell.

There were 4 protocol amendments, three of which occurred after the study had begun.
Some changes involved the randomization and analytic methods where comparison of cells
was specified for “exploratory statistics” including a quadratic equation to perform a
response surface analysis.

The study objectives primarily were an evaluation 6f combination therapy compared
to monotherapy. As stated in the clinical report:

_Primary objectives:

. to evaluate whether treatment with Candesartan cilexetil (2, 4, 8 or 16 mg)
and HCTZ (12.5 or 25 mg) in combination enhances the antihypertensive
effect of monotherapy with each component in patients with mild to
moderate essential hypertension.

. to investigate whether both components of the combination (Candesartan
cilexetal (2, 4, 8 or 16 mg)/HCTZ (12.5 or 25 mg)) contribute to the
therapeutic effect in patients with mild to moderate hypertension.

. to investigate whether the antihypertensive activity of the combination
therapy (Candesartan cilexetil (2, 4, 8 or 16 mg)/HCTZ (12.5 or 25 mg) is
greater than that of placebo in patients with mild to moderate essential

hypertension.

Secondary objectives:

. to obtain the safety profile of the combination (including adverse events,
laboratory findings, ECG, etc.).

. to identify the optimal dose range of the combination.

The primary analysis was the sitting DBP difference from the end of the washout phase to
the individual study end (last value) for the ITT population.

APPEARS THIS WAY
ON ORIGINAL
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Sample size assumptions in the different cells were:

Candesarun cilexeti]
Omg ime 4 me Sme 16 mp ‘
mglmg® | 2mgimg | 4mplmg | Smmplimg 16 mpOmp
Omg mmHg | mmhg 2 mmbg 4 mmHg 4 mmHg
ne90 w30 nud 5 =90 ae30
HCTZ wp/12.5mg | 2mg/125mg | A mp/12.5mg | S me/12.5mg | 16 mp/12.5mg
12.5mg mmhg 3 mmHg 4 mmHg 6 mmbhg 7 mmHg
ned § =10 ...} nwd4’ n=30
mg25mg | Img2Smg | 4me25mg | Smg25 g | 16me25Smy
5mg & mmHg S maky 6 mmHg 7 g 7 mmig
-0 =30 nwd§ n=90 n=30

Furst Line - definition of yeatment groups
Seccnd lne - assumed differance of westment effect to placebo
Third ke - proposed sample size per cell
* 0 mg/0 mg aiso referred to o5 ‘placebo’

For sample size estimation, .diﬂ‘erencu between treatment groups concerning the target
vaniable (decrease of diastolic blood pressure) of at Jeast 3 mmHg were to be regarded as
relevant. A standard deviation of 7 mmHg was to be assumed.

The initial protocol (October

were.
¥
CANDESARTAN
0 4mg Smg 12 mg I 16 mg
0 00 04 0s 0.2 C.16
HCTZ 0 mmHg 1 memHg 2 mmHg 4 mmHg 4 mmHg
n=90 aw30 nwd$ ne9%0 nw30
125 me 10 14 12 132 1.16
2 mmHg 3 mmHg ¢ mmbg 6 mmHg 7 ovmHg
om4S aw3l amds am4s ne30
25 mg 20 24 1 212 216
4 mmHg Smmiz | 6mmHg 7 mmHg 7 mmHg
n=9C n=30 a=ds =90 n=30

Fig. I: Two faciorial irial design 10 compare combined effects of CANDESARTAN and HCTZ 10

monotherapy. Naming of treatment growps, assumed dill:

Wumdugdl.

of

One sided tests were used for planning and analysis.

elfecs 10 placebo,

12, 1994) included a 12 mg arm, and sample size projections

BEST POSSIBLE COPY

On a priori specification of the order of a family group of testing was noted. If one family
was non-significant, no other family groups would be tested.

For a combination to be judged effective, it would have to be significantly superiof to each
monotherapy component. -

The first family was a comparison of pooled combination means to placebo, pooled
Candesartan monotherapy means to the combinations, pooled HCTZ means to the
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combinations, pooled placebo means to HCTZ pooled means, pooled placebo means to
pooled Candesartan means.

The next family would involve factorial evaluation of “the most interesting combination”
against the components and placebo.

Next one combination would be compared to placebo and each other. A series of these at
each combination would be done.
Although no interim analysis was noted, there was an increase in sample size based on

greater variability of the target parameter noted on September 1995.

A computer generated randomization list was used as prepared by TAKEDA. There was
unequal randomization and a block size of “51.”

The study flow chart was:
Study Penod Wash- Placcbo Rum-In Trestment Penod
— Pered ’
1121341351671 8i9j10)311)i12{1301a
0 14 42 1 49 | S6 70 98
Vi V2 VifVvaivs Vé V7
x x
X X X X X X x
x
x x x 4
X X x X X 4 X
{x) x)xix X X
x {x) x x X
X X .3 X 13 X X
x x x
X x X
x
APPEARS THIS WAY
ON ORIGINAL .
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The disposition of those who entered the study was:

Serosning ssmber banded aut
aw 1309
JIpstients were scrounad twice. they
were wcluded in the anelysis enly
Patients screesed
-(&uytl-:;.)‘mm &
s
210 paticms were Rot sundomized o
(78 patiants dux 10 discontinuation o
dhanng the wash-owt peroxd
132 patients due 10 discommuaiion
‘ . during the placebo runvin Ll
a= joN period) . '
2 patients did mot ke Rudy
= &
f Potients tressed
| = Safety (Traatment) pepulation m
'__ = 1004 °
1 1Y did not have any base-
I Naz 4nd / or posi-baseline vaiue Q.
l.lnneylo'cnl)mhnu
— ., a= )07
{ 41 paicnis came from mvaind h
I ceniens D
Efficacy {TTT) popuistion
T bad
0y had adds ! major m
mnlnolms

Efficacy (PP) populstion
nugsg

Re the invalid centers which included patients in the treatment period (centers 21, 48, 54,
124, 174 and 177), reasons for concern leading to the exclusion of patient data was
determined at a blind meeting on March 20, 1996 (last patient completed January 22,

1996). Irregularities, missing data, duphcatnon of ECGs, and questionable blood pressure
readings were noted.

Another concern was noted re 17 patients with high last DBP (i.e. > 120 mm Hg) readings.
These were regarded as “medically implausible values™ and were replaced with a previous
value. 4 of these were placebo patients. 3 were 8/25 patients; 2 were 8/0 patients. None
were 2, 4, or 16 monotherapy patients.

Re safety, a problem with potassium values was found due to the use of tubes containing
potassium fluoride which were changed during the course of the study.

APPEARS THIS WAY
ON ORIGINAL
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Baseline characteristics were:

Trestment group Sex Age
Jveans|
(UGN T N

Ompd g s | ems 563w 018 $52 (3-30)

2 gl g 251 61.0%) | Jeu1 09.0%) 1.6 533 (37-75)
AmpOmg 3550 (38.9%) | 29%0 (41.7% 1.40 50 gs-1 |
8 me/O ma $8/131 (02.0% | 267131 (58.0% on ses g2.mm |
16 mp/0 mg 1736 (67.2%)__| 19036 (528%) 089 s23 2.1y 1|
Omp/125 mg 3660 (600%) | 24760 (40.0%) 1.50 $31_Q1-18)
2me/12.5mg 14sOLI%) | 3105 (63 9%) 045 81 (3478
Amp/12.5 mg 25756 (44.6%) | 31756 (55.4%) 03! $49 (33.75)
$me/12 S me 3261 (325%) | 29%1 (47.5%) 1.10 857 (6.1
6men2sme | 20m9(513%) | 1onssng 1,05 _ 348 05.72)
0me25 mg 61/123 49.6%) | 62123 (30.4%) o9 $57_(29-740)

2 mgns me 12AS0ILE% | 26738 (68 4%) 046 $6.1_(33-73

A mens mg 204 (453%) | 354 54 7%) 083 550 _(31.74)

8 mpns ssn22usaw | eman saony 082 se4_@2.%)

16 mp/25 m 1743 09.3%) | 26443 (60.5%) 065 519 o8- §

Treatment group Duration of hyperteasion (years) Pretreated patients

men min - max) B Y

OmpOmg 28 _(00-18.1) anie 36.1%

|2 memg 47 0.0-16.0) 1541 36.6%

|4 me/0 me 40 (0.0-200) 25/%0 Qv

SmeO mp 40 _(00-290) 45131 34.4%

16 m/0 mp 27 __(0.0-143) 1336 36.1%
Omp/12.5 me 49 __(©0-300) 30460 0.0%
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