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Novartis Clinical Trial Results

Sponsor
Novartis
Generic Drug Name

LCI699

Trial Indication(s)

Stage 1-2 hypertension
Protocol Number

CLCI699A2201

Protocol Title

A multi-center, randomized, double-blind, placebo and active controlled, parallel group, dose finding study to evaluate the efficacy
and safety of LCI699 compared to placebo after 8 weeks treatment in patients with essential hypertension

Clinical Trial Phase
Phase I
Phase of Drug Development

Phase I

Study Start/End Dates
11-Sep-2008 to 02-Jul-2009
Reason for Termination

Not applicable.
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Study Design/Methodoloqgy

This was a multi-center, randomized, double-blind, placebo and active controlled, parallel group study. Patients with mild-to-
moderate uncomplicated essential hypertension were randomized equally across the following 6 treatment groups: LCI699 0.25 mg
QD, 0.5 mg QD, 1.0 mg QD, 0.5 mg BID, eplerenone 50 mg BID and placebo.

Centers

84 centers in 9 countries: Argentina (7), Australia (6), France (12), Germany (15), Netherlands (8), Romania (3), Spain (8),
Sweden (7), United States (18)

Objectives:
Primary objective(s)

Primary Objective: To evaluate the efficacy of any of 4 dose regimens (0.25 mg QD, 0.5 mg QD, 1.0 mg QD and 0.5 mg BID) of
LCI699 in patients with essential hypertension by testing the hypothesis that the reduction in mean sitting diastolic blood pressure
(MSDBP) 23-26 hours post dose (11-14 hours post BID dosing) with LCI699 is superior to that with placebo after 8 weeks
treatment.

Secondary objective(s)

* To evaluate the efficacy of any of 4 dose regimens of LCI699 by testing the hypothesis that the reduction in mean sitting systolic
blood pressure (MSSBP) 23-26 hours post dose (11-14 hours post BID dosing ) with LCI699 is superior to that with placebo after 8
weeks treatment.

* To evaluate the safety and tolerability of 4 dose regimens of LCI699 compared to placebo over 8 weeks treatment.
» To evaluate the dose-response relationship of LCI699 in the reduction in MSDBP and MSSBP after 8 weeks treatment.

 To evaluate whether the changes in mean 24 hours, mean daytime and mean nighttime SBP and DBP with 4 dose regimens of
LCI699 are superior to those with placebo after 8 weeks treatment.

* To evaluate the trough/peak ratios of reduction in MSDBP and MSSBP with 4 dose regimens of LCI699 after 8 weeks treatment.

* To assess the functional consequences of aldosterone inhibition by evaluating the efficacy and safety of LCI699 compared to
eplerenone 50 mg BID after 8 weeks treatment.

* To evaluate the proportion of patients achieving a successful BP response and BP control in all treatment groups for 23—-26-hour
post dose (11-14-hour post dose for BID regimen) MSDBP and MSSBP after 8 weeks treatment.

» To compare the efficacy and safety of two dose regimens of 1 mg LCI699, i.e., administered as 1 mg QD versus 0.5 mg BID, after
8 weeks treatment.
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* To evaluate the potential off-target effect of 4 dose regimens of LCI699 on cortisol synthesis after 8 weeks treatment, including
assessment of ACTH-stimulation cortisol test in a subset of patients.

* To evaluate the additional changes in MSDBP and MSSBP at week 9 after randomized withdrawal at week 8.
Test Product (s), Dose(s), and Mode(s) of Administration

The patient’s study medication dose was determined during randomization. All single-blind and double-blind medication was
supplied as capsules in bottles. LCI699 was provided in 0.25 mg, 0.5 mg, and 1.0 mg strengths. During each day of the single-blind
run-in (2 weeks), the double-blind treatment period (8 weeks), and the double-blind randomized withdrawal period (1 week) of the
trial, patients were asked to take by mouth 2 capsules (one from each bottle) with liquids, with or without food, in the morning and
evening (a total of 4 capsules per diem), respectively, and approximately at the same time of each day during the course of study.

Statistical Methods

The analysis of the primary objective used a multiplicity adjusted comparison of optimal contrasts for five candidate shapes of dose-
response or efficacy of the single BID arm compared to placebo to establish efficacy of treatment with LCI1699 compared to placebo.
This evaluation established a significant dose-response signal of treatment with LCI699 dosed QD compared to placebo, but
treatment with LC1699 dosed BID failed to reach significance. Estimates of the efficacy response for all treatments and comparisons
between these treatments were derived from the best fitting model, including baseline and region as covariates. This method was
applied to the evaluation of changes in MSDBP (primary efficacy variable) for both Full Analysis and Per Protocol sets as well as to
MSSBP (secondary efficacy variable). Secondary efficacy analyses: Evaluation of all BP change measurements using Analysis of
Covariance, including the same covariates as for the primary analysis. All efficacy measurements imputed missing data by using
the Last Observation Carried Forward. In order to evaluate the sensitivity of results to this method of handling missing data, the
primary efficacy analysis was repeated using multiple imputations. Safety Analyses: Incidence of adverse events were summarized
by system organ classes and preferred term for all treatment groups, both for the core and randomized withdrawal periods.
Laboratory data were summarized by visit using descriptive statistics, by shift tables describing most extreme values with respect to
normal limits during double blind treatment, and by notable changes defined as percentage changes from baseline and pre-
specified in the protocol. Furthermore, expanded ranges of interest for key safety parameters were summarized as frequencies.
These analyses were performed for measurements collected during the core treatment period and when applicable during
randomized withdrawal. In addition, frequencies of ACTH stimulated cortisol measurements below relevant thresholds were
summarized and descriptive statistics were provided. An additional analysis which compared LCI699 to non-LCI699 groups to
evaluate the dose-response signal of cortisol levels after ACTH stimulation using the last on drug value collected was also provided.
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Study Population: Key Inclusion/Exclusion Criteria

Inclusion Criteria:

* Males and non-fertile females.

* 18-75 years inclusive.

* Participants with mild-to-moderate uncomplicated essential hypertension.

Exclusion Criteria:

+ All women of childbearing potential.

* Female participants on hormone replacement therapy.

» Severe hypertension.

* History or evidence of a secondary form of hypertension.

* Known moderate or malignant retinopathy.

* History of angina pectoris, myocardial infarction, coronary bypass surgery, ischemic heart disease, surgical or percutaneous

arterial intervention of any kind (coronary, carotid, or peripheral vessels), stroke, transient ischemic attack (TIA), carotid artery
stenosis, aortic aneurysm, or peripheral arterial disease.

* Type 1 or type 2 diabetes mellitus.

* Clinically significant valvular heart disease.

» Congestive heart failure (New York Heart Association [NYHA] class II-I1V).

« Cardiac electrical abnormalities indicating significant risk of safety for participant taking part in the study.
* History of malignancy of any organ system, treated or untreated, within the past 5 years.

* Liver disease such as cirrhosis or chronic active hepatitis.

» Any surgical or medical conditions that may significantly alter the absorption, distribution, metabolism, or excretion of any drug
substance

» Any surgical or medical conditions, not identified in the protocol that in the opinion of the investigator or the monitor, place the
participant at higher risk from his/her participation in the study, or is likely to prevent the participant from complying with the
requirements of the study or completing the trial period.

+ Participant unwilling or not able to discontinue safely the use of current antihypertensive medications during the study period
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» Any contraindication or history of hypersensitivity to any of the study drugs or to drugs with similar chemical structures.
* Chronic oral or parenteral corticosteroid treatment.

* Treatment with potassium supplement or potassium sparing diuretics.

 Treatment with potent cytochrome P450 3A4 (CYP3A4) inhibitors during the study period.

* Use of other investigational drugs at Visit 1, or within 30 days or 5 half-lives of Visit 1, whichever is longer, unless local health
authority guidelines mandate a longer period.

* Serum potassium > 5.2 milliequivalents per liter (mEq/L) or < 3.5 mEq/L at Visit 1.
» Serum sodium < 132 mEg/L at Visit 1.

 Aspartate aminotransferase (ALT) or alanine aminotransferase (AST) > 2 times the upper limit of the normal range (ULN) at Visit
1

* Bilirubin (total) > 1.5 x ULN at Visit 1.

* Modification of diet in renal disease estimated glomerular filtration rate (MDRD eGFR) < 60 milliliters per minute (ml/min)/1.73 m#2
at Visit 1.

+ Other clinically significant laboratory abnormalities, confirmed by repeat measurements, at Visit 1.
* History of active substance abuse (including alcohol).
+ Participants with night-shift employment.
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Participant Flow Table

Patient disposition during the core period by treatment (Randomized set)

LCI63S LCIES9 Eple-
LCI&a9 LCIES3 renane
1.0 QD 0.5 BID Pl b
p25gp 05@D @ 50 BID FEENE T Jotal
N=52 N=88 N=88 N=8T7 M=B4 N=TT N=524

Disposition n (%) n (%) n %) n %) n %) m (%) n %)
Continue into B4(21.3) 81(22.0y 7T7(89.5) B0O(82.8) 7F5(80.3) O7(BTO) 474(20.5)
Randomized
withdrawal period
Discontinued Total 8(8.7) 6 (6.8) 8 (10.5) TIT.2) 8(10.7) 10 (13.0) 42 (2.4)
Reason for
discontinuation
Unsatisfactory 3023 2(2.3) 4(4.7) 0 3 (3.6) 5 (8.5) 17 (3.2)
therapeutic effect
Subject withdrew 30(3.3) D 2(2.3) 3(3.1) 1(1.2) 3(3.9) 12 (2.3)
consent
Adwverse Eventis) 20223 1(1.1) 1(1.2) 3(3.1) 2(2.4) 1({1.3) 10 (1.8)
Lost to follow-up o 2(2.3) 1(1.2) 0 2(24) 1{1.3) 8 (1.1)
Administrative o 0 1(1.2) 1(1.0} . 0 2(0.4)
problems
Abnormal laboratory o 0 4] ] 1({1.2) a 1(0.2)
value(s)
Abnormal test o] 1(1.1) i] 0 D 0 1(0.2)

procedure resultis)
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Baseline Characteristics

Patient demographics by treatment group (Full analysis set)

LCI&99 LCI&99 LCIs99 LCIs99 Eplerenone
025 QD 0.5 QD 1.0QD 0.5 BID 50 BID FPlacebo Total
[N=532) [N=8T) [N=88) [{N=38) [N=84) [N=TT) [N=522)
Age (yrs)
N B2 BT BE B B4 7T 522
Mean 53.9 54.8 545 544 55.3 539 545
5D 1048 7.85 0.645 10.78 2913 870 250
Median 55.0 56.0 58.0 54.0 55.0 54.0 55.0
Mim 29 25 22 33 25 ar 22
Max T4 g9 75 75 75 74 75
Age Group - n (%)
< 85 yrs TS5 81.5) T8 [ 80.58) 75 ( 87.2) 781(81.3) 83 ( 81.0) 67 ( 87.0) 442 [ 84.7)
2 65 yrs 17 ( 18.5) B( 9.2 11 (12.8) 18 ( 18.8) 16 ( 19.0) 10 ( 13.0) 80 ( 15.3)
Sex - n (%)
Male B3 [ 68.5) 58 ( 88.7) 55 [ 84.0) &3 [ 85.8) 58 ( 88.7) 48 [ 59.7) 341 [ B5.3)
Femals 281 31.5) 281(33.3) 31 ( 36.0) 33 34.4) 28(33.3) 31 (40.3) 181 [ 34.7)
Race - m (%)
Caucasian 86 ( 93.5) 76 ( 874) 77 ( 89.5) 85 ( 88.5) 73 (86.9) 70 ( 90.9) 467 | 89.5)
Black 5( 54) 11 12.8) B 8.3) 10 ( 10.4) 10(11.8) 5( 6.5) 40 9.4)
Aszian 1{ 1.1) 0 1{ 1.2) 1( 1.0 1(1.2) 10 1.3) 5{ 1.0)
Mative American a a ad o i [i] a
Pacific Islander a a ] o o 4] Q
Other 0 0 1] o o] 10 1.3) 1{ 0.2)
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LCI&53 LCI&a8 LClsas LCIeaa Eplerenone
0.25 QD 05 QD 1.0 QD 0.5 BID 50 BID FPlacebo Total
(N=532) (N=8T) [(N=88) [N=38) (N=84) [(N=TT) (N=522)
Ethnicity - m %)
Hispanic or Lating 15( 18.2) 14 ( 16.1) 13 (151} 18 ( 18.7) 13 ( 15.5) 17 [ 22.1) B8 ([ 18.9)
Chinese 1] 0 1(1.2) o] i) o 1(0.2)
Indian (India Subcontinent) 1] 1] o o o 4] o
Japanese a 1] L1} o o 4] L1}
Mixed ethnicity 1{ 1.1) 1] 1{ 1.2) o] [u] 10 1.3) 3( 0.8)
Oither TG ([ B2.8) 73(83.9) 71 ([ B2.6) B0 ( 83.3) 71(84.5) 58 ( 76.8) 430 [ 82.4)
Height (cm)
M a1 BT BG BE B4 T 521
Mean 170.8 171.0 170.8 170.7 1711 188.7 170.7
5D 852 0.88 .78 10.78 Q.58 &.04§ =i
Median 171.0 174.0 171.5 170.5 1720 170.0 1720
Mim 147 146 144 144 148 153 144
Max 180 183 186 200 188 180 200
Weight (kg)
M a2 BT BE BE B4 TT 52z
Mean BE.51 B0.07 BE.48 B8.43 88.893 85.01 BT.G58
sD 18186 17.888 14.224 18.801 17.784 14. 206 17228
Median BY.05 B2.00 BG.00 g7.10 83.85 24.50 BG.00
Mim &7.0 54.0 G0.0 53.0 51.0 58.0 51.0
Max 151.3 132.0 134.3 141.5 1458 147.0 151.3
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LCI&39 LCI&99 (M 325 LCls59 Eplerenone
0.25 QD 0.5 QD 1.0GQD 0.5 BID 50 BID Placebo Total
(N=52) (M=8T) [(N=88) {N=38&) [(N=84) {N=TT7) (M=522)
EMI (kgim®)
M a1 BY BG L] B4 77 521
Mean 30.288 30.785 30.337 30.208 22800 29460 30127
sD 54343 55285 45443 48313 48288 3.8810 4.8030
Median 20.750 28.700 20.905 20.535 28.830 28910 29410
Mimn 20.80 19.05 21.26 19.48 18.58 20.08 19.05
Max 4428 47.50 46.43 43.38 42 64 4285 47.50
BMI £25 kg.'mz 17 18.5) 11 (12.8) 2 10.5) 13(13.5) 13 ( 15.5) gi 7.8) 69 ( 13.2)
BMI =25 and <30 kgﬁ'mz 30 32.8) 35 (40.2) 34 38.5) 40 [ 41.7) 36 ( 42.9) 44 [ 571) 218 ( 42.0)
BMI 230 kgim® 44 [ 47.8) 41 (47.1) 43 ( 50.0) 43 [ 44.8) 35 [ 41.7) 27 {35.1) 233 [ 44.6)
Waist circumference (cm)
Males
N 62 a7 54 83 fals] 45 338
Mean 104.26 103.14 103.03 104.72 101.83 103.41 103.47
sD 12.813 11.402 B.2586 12.424 13.225 10.424 11.673
Median 102.50 101.80 102.00 103.00 101.00 103.00 102.00
Min B3.5 76.2 75.0 78.0 Ga8.0 268.0 GE.0
Max 142.2 138.0 128.0 143.0 138.0 143.0 143.0
LCI639 LCIE9S LCI639 LCIE39 Eplerenone
0.25 QD 0.5 QD 1.0GQD 0.5 BID 50 BID Placebo Total
(N=52) (H=8T) [(N=88&) (M=38&) (N=84) {N=TT7) (N=522)
Females
M 28 28 31 32 28 31 179
Mean B3.88 101.13 BE8.07 28.25 B3 .46 8433 BE.55
5D 13.047 13.408 13.454 10.848 2.851 2.108 11782
Median 82.00 102.50 100.00 Q6.00 23.50 22.00 B6.00
Min §5.0 74.0 72.0 E0.0 73.0 78.0 G5.0
Max 118.0 124.0 132.0 126.0 114.0 110.0 132.0
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Primary Outcome Result(s)

Between treatment analysis for change from baseline in mean sitting diastolic blood pressure (MSDBP) at week 8 LOCF
including dose response estimates (Full analysis set)

Treatment group

Mean

change from
baseline (SE)

n 55% CI
Flaceba! 76 -3.22 [0.87) -34.83, -1.51)
LCIGge 0.25Q0 B2 -4.47 (0.60) (-5.048, -3.28)
LClgge 0.50Q0 BE -5.50 (0.57) i(-6.82, 4.38)
LCIGee 1.00Q00 B -7.11 {D.88) (-8.84, -5.30)
LCIGge 0.50810° B -4.25 (0.85) i(-8.12, -2.38)
Eplersnone 50BI02 B4 -7.48 (0.97) (-8.38, -5.58)
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Secondary Outcome Result(s)

Between treatment analysis for change from baseline in mean sitting systolic blood pressure (MSSBP) at week 8 LOCF

(Full analysis set)

Treatment group

Mean
change from

n baseline (SE) g5% Cl
Flaceba! 78 -2.83 (1.68) (-6.24, 0.38)
LCIE88 02500 B2 -8.00 {1.40) (-11.78, -6.25)
LCIE88 0.50Q0" B5 -10.69 (0.88) (-12.61, -8.76)
LClgg8 1.0Q0 Bg -11.83 (1.44) (-14.77,-9.10)
LCIE88 0.50BID o5 -8.10 {1.45) (-11.87,-6.24)
Eplersnone S0BIC? a4 -13.31 (1.48) (-168.23, -10.38)

Number (%) of patients with deaths, serious adverse events (SAEs), adverse events and abnormal laboratory values
leading to permanent treatment discontinuations in core period (Safety set)

LCIEaS LCI&39 LCle9a LClE39 LCI&33 Eplerenone

025D O05aQbD 1.0 QD 0.5 BID Total 50 BID Placebo
[(N=32) [N=EBT) [(H=8T) [N=3T) [N=363) (N=84) [N=TE&])
n (%) n (%) n (%) n (%) n (%) n (%) n (%)
FPatients with AE(s) 23250y 22(253) 24(27.8) 27 (27.8B) 0OH(264) 26(31.0) 23(30.3)
Sericus and other
significant events
Deaths 0 0 1] 0 0 g g
SAEs 1(1.1) 0 1] 0 1 (0.3} 0 1{1.3)
AE discontinuations 2(2.2) 1{1.1) 1(1.1} 2(2.1) 8 (1.7} 2 (2.4} 1|
Discontinuations for i} 0 0 0 0 101.2) 0

abnomal lab values
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Between treatment analysis for change from baseline in mean sitting diastolic blood pressure (MSDBP) at week 8 LOCF
including dose response estimates (Full analysis set)

Treatment group

Mean
change from

baseline {SE)

n 95% CI
Flaceba! FiLi] -3.22 (0.87) (-4.83, -1.51)
LClGea 0. 25QD¢ B2 -4.47 (0.60) (-5.68, -3.28)
LCIGgD 0.50QD? 85 -5.50 (0.57) {-6.62, 4.38)
LClGgn 10000 1] -7.11 (D.88) (-5.84, -5.39)
LClGga 0.50BI1D= ] -4.26 (0.85) {-6.12, -2.30)
Eplerenone S0BID® a4 -7.40 (0.97) (-9.30, -5.58)

Between treatment analysis for change from baseline in mean sitting systolic blood pressure (MSSBP) at week 8 LOCF

(Full analysis set)

Treatment group

Mean
change from

n baseline {SE) g5% C|
Flacebol Fii} -2.83 (1.68) (-8.24, 0.38)
LCIg8a 0 25001 a2 -58.00 {140} (-11.78, -6_25)
LClggsa 05000 85 - 10,89 (D.88) (-12.81, -8.78)
LClggs 1.0a00 B -11.83 (1.44) (-14.77.-2.10)
LCIgSa 0.50BID o5 -8.10 (1.45) (-11.87,-6.24)
Eplersnons 50BID? a4 -13.31 (1.48) [-16.23, -10.38)
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Between treatment analysis for change from baseline in 24 hours mean ambulatory systolic blood pressure (Full analysis

set)

L5Mean
change from
Treatment Group m baseline 5E 95% C1
Flacebo 52 1.11 1.30 (-1.45, 3.88)
LCigaa 02500 g2 -7.15 120 [8.51, 4.78)
LCiga9 05000 5@ -4.90 ) [ -7-20, -2.51)
LCigaa 1.000Q0 s -7.73 113 [ 48.85, -5.51)
LCIg8a D.50BID O -5.18 114 [ -B.41, -3.85)
Eplerencnes S0BID 57 -10.52 125 (-12.87, -5.07)

Between treatment analysis for change from baseline in 24 hours mean ambulatory diastolic blood pressure at Week 8

(Full analysis set)

Treatment group LSMean
change from
n baseline SE a5% Cl

Flaceba 52 1.03 0.29 (-0.81, 2.88)
LCIg5a 02500 g2 -4.03 081 ([ -5.82, -2.24}
LCIgga 0.50Q0 58 -2.44 082 ([ -4.25, -0.83}
LClgga 1.00QD 68 -4.84 0.86 [ -68.64, -3.28)
LClg5a 0.50BI1D 70 -2.75 0.a8 [ <445, -1.08)
Eplersnome S0BID 57 054 ([ -7.89,-4.17)

-6.03
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Trough-to-hour ratios for method 1 in using ambulatory blood pressure at week 8 endpoint by treatment group (Full
analysis set)

Wariable: diastolic blood pressure ({mmig)

L3H (3E]} £for change from basslime in MADBFP {(mmHg)
LCIGSS LCIESS LCIGESS LCIGSS Eplersnons
Placebo 0.25 QD 0.5 QD 1.0 QD 0.5 BID 50 BID
Houx H=77 H=g8z2 H=8¢& H=08& H=E4

1 T.11 (1.588) (1.4646] 2.95 (1 0.27 (1.389) .87 {1.4304) .17 {
2 €.2E (1.58€) (1.452) 1.85 { 0.17 (1.287) {1.3B1) -1.65 {
3 4.00 (1.585) (1.477]) 1.12 (1 -0.386 (1.287) .3 -2.42 {
4 T.02Z (1.584]) (1.452] Z2.91 (1 0.35 (1.2088) .3 -1.3% {
s 4.31 ({1.584]} (1.4862) -0.02 ({1 -1.€£8 {1.285) -2.01 {
€ 1.B2 (1.585) (1.451] —-2.36 (1 -2.01 (1.286) -4 _EBE {
7 3.62 (1.59%) (1.4263) —-0.835 (1 -2.63 (1.408) -3.70 {
8 2.65 (1.61€} (1.464) -1.28 {1 -2.432 (1.2896) -2.30 {
5 2.30 (1.600} (1.464)] =-0.07 (1 -2.25 (1.286) -2.E1 {
10 3.B6 (1.583) (1.452) Z.60 (1 -1.€3 (1.285) —-2.43 {
11 2.3E (1.585) (1.451) 1.72 {1 -1.54 (1.286) -1.83 {
12 3.24 (1.584]) (1.451] 2.5 (1 -3.10 (1.385) -3.20 {
13 1.52 (1.584]) (1.451) -1.20 (1 -5.31 (1.285) -3.33 {
14 -0.80 (1.584]) (1.451] -2.28 (1 -7.3E (1.285) =7.642 {
= -1.01 (1.58€) (1.452] -5.82 (1 -8.88 (1.388) -5.03 {
1E -1.61 (1.587]) (1.465) -B.27 (1 =10.30 (1.287) =12 .55 {
17 -4_Z0 (1.604]) (1.454) -10.889 (1 -12.71 (1.298) -12.E8 {
18 -6.B9 (1.587) (1.456] -11.73 (1 -11 (1.289) -13 .48 {

Variable: diastolic blood pressure (mmig)

L3¥ (2E] £for change £from baseline in MADEP (m=Hg)

LCIGaE LCIgoD LCIGSE LCIGas Eplersnons
Placebo 0.25 QD 0.5 QD 1.0 QD 0.5 BID 50 BID
Hour =77 H=82 H=g7 N=BE H=E4

15 -5.E4 (1.587) (1.456) -10.12 { -9.74 {1.288}) -10.78 -10.13
20 -5.Z1 (1.602) (1.454) —-E.0E { —-10.42 (1.408}) -10.4% -10.47
21 -4.12 (1.58€) (1.453) -7.68 { -9.66 (1.3086)} —-8.22 -10.51
22 -1.08 (1.5835) (1.452) —4.53 { -5.37 (1.283) —€.33 =7T.60
23 1.B2 (1.585) (1.475] -l.83 { -1.18B (1.285) —-Z2.€67 -5.54
24 1.8E ({1.617) (1.477) 1.45 { 0.zg (1.297) 1.3€ -2.78
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Trough-to-hour ratios for method 1 in using ambulatory blood pressure at week 8 endpoint by treatment group (Full
analysis set)

Wariable: systolic blood pressure (mmHg)

L3¥ (3E] for change from baselins in MASBP [(mmHg)

CIGSE LCIEGG LCIE%GE LCIGSS Epler=none
Placebo 0.25 QD 0.5 QD 1.0 QD 0.% BID 50 BID

Hour M=77 H=82 N M=BE& H=0§& H=B4

1.

[=]
(=]

’

—

[e]]
1

1 g8.23 915} =4 (1.76 .09 2] .€890) 5.223 .BE2)
2 €.4E (1.913) 55 (1.752) D.15 (L.755) -3.5€6 (1.685) 1.663] =5.80 (l.844)
3 4.60 (1.812) 11 (1.TE1] -1.53 (1.811) -4.88 (1.672) 1.648)] -5.EB9 (l.843)
4 4.68 {1.912) D& (1.752} =1.14d {L.754) -£.15 {1.672) 1.E6E&1] -5.12 {1.855)
5 2.78 (1.912) 25 (1.T66] -2.09 ({L.B825) -2.47 (1.671) 1.660] =7.22 (1.826)
£ 1.4Z2 (1.812) 21 (1.751] -2.12 (L.7%54) -5.88 (1.672) 1.64E) -7.81 (1.826)
7 2.25 {1. 5 1.T&6] =2.10 EY -5.40 {1.697) 1.648] -8.70 {1.828)
g 2.76 (1. g 1 -4 .69 4] -5.30 (1.68¢) 1.648] -8.06 (1.827)
& 2.28 (1. 8 -1.5 =) -2.TE (1.672) 1.648] =T.48 (l.828)
10 2.54 (1. c -0.30 4] -3.40 (1.672) 1.662) =T.25 (l.828)
11 3.51 (1. -0.4 =) -4.22 (1.672 1.648) -5.75 (1.827)
1z 4.60 (1. n.72 4] -£.35 (1.6 1.650) -€.25 (1.823)
13 3.20 (1. -Z.30 ] -7.25 (1.6 1.648] -8.B1 {1.826)
14 .78 (1. -5.€648 -9.33 (1.671) 1l.660] -10.81 (l.82€)
5 0O.0Z (1. -B.248 =-11.26 (1.672) 1.661) =-12.02 (l.822)
1€ -0.32 (1. =10.01 -12.63 (1.672) 1.651] -1lE6.68 (l1.843)
17 -3.03 (1. -1l.9€ -15.4¢€ (1.685) l.664) -1%.589 (l.828)
g -€.25 {1. -14.37 (L. -1£.54 {1.675) 1.664] -18.55 {l.824)
VWariable: systolic blood pressure {[mmiHg)
L3¥ (3E}] for change from bassline in MASBFP (mmbg)
LCI&SS LTIERG LCIGES LCI&SS Epler=none
Placebo 0.25 QD 0.5 QD 1.0 QD 0.5 BID 50 BID
Hour N=77 H=82 R=87 H=8¢& H=8§ H=E4

5 -6.9B (1.914) (L.756 -13.08 { —-12 .85 (1.674 {(1.652) -15 .45 (L.830)
20 -6.52 (1.924) [L.756 -12.22 { —-12.54 {1.6588 {1.E52) -1€.08 (L.82%5)
21 -3.E8 (1.914) (L.754 -10.08 { -12.78 (1.672 {1.662) -15.24 (L.827)
22 -2.94 (1.912) (L.752 -B.35 { -7.52 (1. 1.€73 -12 .47 (L.82€)
23 2.1E (1.920) (L.7TED -6.23 { =-5.77 (1. 1.€61 -&.D2 (L.B2€)
24 o.70 (1.851) (L.7BL -0.62 { -2.45 (1 1.€51 —-g.8o (L.844)
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Hormonal profile (Aldosterone, 11-deoxycorticosterone, active renin and PRA) results by laboratory parameter, treatment
group at week 8 (safety set)

LCI&a9 Eplerenone Placebo
0.25 0.5
QD 0.5G0 [ 1.0 GD BID 50 BID
n'M (FUTS) | (8272) | (TOVT3) | (TEUTE) (BH/EE) [S4/58)
Aldosterone Baseline mean 215 238 245 212 252 252
{pmizl/L} 5D 182 177 173 141 141 20
median 184 222 208 166 222 180
Week B mean 183 220 233 163 517 230
change -21.5 -20.0 9.9 -4T7.5 2771 -28.8
5D 122 158 268 170 428 163
median 168 184 166 111 375 184

Number (%) of responders in mean sitting systolic blood pressure (MSSBP) (less than 140 mmHg or greater than or equal

to 20 mmHg reduction) at Week 8 LOCF by treatment group (Full analysis set)

Number of

Treatment group N responders Estimated 95% CI for
n i N [%) odds odds
LCIGSS 0.25Q0 a2 38 (39.1) 0.68 (0.44, 1.05)
LCIGSS 0.50Q0 a5 32 (37.8) 0.63 (0.40, D.98)
LCIG29 1.00Q0 ag 42 (48.8) 1.02 (0.68, 1.57)
LCIGSS 0.50BID 25 33 (34.4) 0.56 (0.38, D.87)
Eplerencne S0BID a4 44 (52.4) 1.17 (0.75, 1.82)
Flacebo 78 13 (17.1) D.21 (0.12, 0.38)
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Proportion of BP control (Full analysis set)

Wariable: diastolic BP comntsrol

Tre=atment group

=

Humber of

Estimated

by treatment group

responders 85% CI for

n /M (% odds odd=
LCIGSS 0.25Q0 G2 a0 [ 32 .40 (0.25, 0.64
LCIGSS 0.50QD g5 25 2K .23 (0.20, 0.54
LCISSS 1.00QD g6 2€ 4 .55 (0.3E, =F-
LCI&SS O.50BID 56 28 2 .3z (0.20, 0.52
Eplerenon= S0BID g4 38 2 70 (0.44, 1.12
Placeko TE 1 1 18 (a.10, 0.33

Number (%) of responders in mean sitting diastolic blood pressure (MSDBP) (less than 90 mmHg or greater than or equal
to 10 mmHg reduction) at Week 8 LOCF by treatment group (Full analysis set)

Number of

Treatment group ] responders Estimated 95% CI for
niMN (%) odds odds
LCI688 0.25QD 82 38 (38.1) 0.54 (0.35, 0.85)
LCIG88 0.50:d3D a5 281(34.1) 044 (0.28, 0.71)
LCIG88 1.00QD Ba 43 (50.0) 0.87 (0.58, 1.35)
LCIG28 0.50B1D &g 33(344) 043 (0.27, D.8T)
Eplerenocne S0BID a4 41 (48.8) 0.82 (0.52, 1.28)
Placebo 78 21 (27.68) 0.32 (0.18, 0.54)

Page 17 of 28



) NOVARTIS
Proportion of BP control (Full analysis set)

Variable: systolic BF control (H33BP<l40mmHg) at week § LOCF by treatment group

Humbez of
responders Estimated 95% CI for

=

Treatsment group

n i M odds ocdd=
LCIG9S 0.25QD G2 25 0.45 (0.28, OG.72
LCIgs9 0.50QD 85 23 0.34 (0.20, Q.57
LCIGSS 1.00QD g6 S 76 (0.4B, 1.Z0
LCI&ESS O._50BID & 24 313 (0.20, O.55
Eplerencne S0BID g4 a7 33 (0.52, 1.32
Flacebo TE 1z 1 (0.09, Q.32

ACTH stimulation test cortisol levels by visit and hour, treatment group and visit (Safety set-ACTH SubStudy)

fariable: ACTH Stimulated Cortiscl (mmal/L

Vimit Stcatistics= N=24) H=21
Tisit (Pre n 22 28 z4 22
37570 258 .64 217.82 78
124 _87E 117.147 g8.4EL 128.
401 .00 2€0.0 235.00 274.00
166.0 190.0 160 180
€50.0 734.0 472 685. 517
Tisit 7 (Poss n 20 22 28 24 22 7
oz, L.Z1 Boz2 .22 72 £S5
7 134,487 116.041
508 T786.50 525.00
428.0 §16.0 555.0
gan.o 1184, 1007.0
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Between treatment analysis for change from week 8 in mean sitting diastolic blood pressure (MSDBP) at week 9
(Randomized withdrawal set)

LSMean change

Treatment group n from week B SE 95% CI

LCIGEE 0.25Q00Active 45 0.5 0.98 (-1.5, 24)
LClegd 0.20Q0Placebo a5 0.5 1.08 {-1.6, 2.B)
LCIEE88 0.50Q00Active 43 1.6 1.0 {-0.4, 3.8)
LCIgE88 0.50Q0Placebo ar -0.2 1.00 (-2.3, 2.0)
LClsgd 1.00Q0VActive 41 -0.5 1.03 {-2.5, 1.5)
LCIg88 1.00Q0FPlacebo 36 25 1.1 [ 04, 4.7)
LCIEEE 0.50B100 Active 45 1.3 1.00 {-0.7F, 3.3)
LCIE88 D.50BI0¢Placebo 44 1.3 1.02 {(-0.F, 3.3)
Eplerenone S0BID/Active 3o -1.2 1.0 (-3.3, 0.9)
Eplerenone 50BID/Placebo ] 0.4 1.11 {-1.8, 2.8)
Placebo/Placebo a7 1.8 0.83 { 0.0, 3.3)

Between treatment analysis for change from week 8 in mean sitting systolic blood pressure (MSSBP) at week 9
(Randomized withdrawal set)

L5Mean change

Treatment group n from week B 5E 95% CI

LCIGS8 0. 250D Active 45 0.3 1.68 (-3.0, 3.8)
LCIG%8 0.25Q0Placebo 38 23 1.80 (-0.:2, 8.8)
LCIG28 050000 Active 43 0.5 1.68 (-2.8, 3.8)
LCIGS8 0.50Q0¢Placebo a7 25 1.82 (-1.1, 8.1}
LCIGS8 1.00QD0Active 41 04 1.72 (-3.0, 3.B)
LCIG28 1.00Q0¢Placebo 36 53 1.85 [ 1.6, 8.3)
LCIGS8 0.50B1D/ Active 45 1.6 1.68 (-1.7, 4.9)
LCIG%8 0.50BI0VPlacebo 44 4.4 1.688 (1.0, 7.7)
Eplerenone S0BID/Active g -1.5 1.78 (-850, 2.1)
Eplerenone S0BID/Placebo i 27 1.86 (-1.0, 8.3)
Placeba/Placebo a7 18 1.38 (-1.0, 4.5)
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Safety Results

Adverse Events by System Organ Class

Number (%) of patients with overall adverse events in core period by primary system organ class and treatment group
(Safety set)

LCIESS LCI&99 LCI893 LCI699 L1699 Eplerenone
0.25 QD 0.5 QD 1.0 QD 0.5 BID total 50 BID FPlacebo
(N=92) (N=8T) [N=8T) (N=5T) (N=363) (N=84) [N=T8)
Primary system
organ class n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Any primary system organ class 23 (25.0) 22 (25.3) 24 [ 27.8) 27 ( 27.8) BE [ 26.4) 268 (31.0) 23 (30.3)
Primary system organ class
Cardiac disorders 333 1 1.1) 2(23) 0 B( 1.7) 1(1.2) 2( 2.8)
Congenital, familial and genetic o o 1(1.1) a 1(0.3) 0 a
discrders
Ear and labyrinth disorders o o i 2({ 2.1) 2( 0.8) 0 a
Eye disorders 20 22) 1 1.1) 1(1.1) 1{ 1.0) 5 1.4) D 1( 1.3)
Gastrointestinal disorders 40 4.3) 4 4.8) 5( 57) T({7.2) 20( 5.5) 4( 4.8) G( 7.9)
General disorders and administration 4 4.3) 1 1.1) 2(23) 4 4.1) 11 3.0) 1(1.2) 4 53)
site conditions
Hepatobiliary disarders 0 o0 ] 2( 2.1) 2( 0.6) i 1{ 1.3
Immune system disorders o [u] 1(1.1) a 1(0.3) 1( 1.2) a
Infections and infestations 5( 54) B 10.3) 8(10.3) 5( 5.2) 2B( 7.7) B( 9.5) G( 7.9)
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LCI653 LCIsa3 LCle93 LCIe59 LCIe33 Eplerenone

0.25 QD 0.5 aD 1.0 QD 0.5 BID total 50 BID Placebo

(N=32) (N=8T) [N=8T) (N=37) [N=363) (N=84) [N=T&)

Primary system

organ class n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Injury, poisoning and procedural 3 3.3) 4] 3( 34) 1] g({ 1.7) 1] 2( 2.8)
complications
Investigations o 4] o a a 1( 1.2) a
Metabalism and nutriion discrders 2( 2.2) i 1.1) 8] 0 3( 0.8) 2( 24) 1{ 1.3)
Musculoskeletal and connective tissue 3 3.3) o] 3( 34) 5( 5.2) 11({ 3.0) 5( 8.0) 3( 38)
disorders
Meoplasms benign., malignant and o 4] o 1] a 1( 1.2) a
unspecified (incl cysts and polyps)
Mervous system disorders 3( 3.3 G 86.8) 4 4.8) T(7.2) 20 ( 5.5) 5( 6.0) 10( 13.2)
Psychiatric disorders 1( 1.1} 1] 8] 1] 1(0.3) 2( 24) 3 38)
Renal and urinary disorders o o i} a a 1( 1.2) a
Reproductive system and breast o o 1( 1.1) a 1( 0.3) 1( 1.2) a
disorders
Respiratory, thoracic and mediastinal 1( 1.1) 51 57) 2( 2.3) 2( 2.1) 10( 2.8) 2( 24) 1( 1.3)
disorders
Skim and subcutaneous tissue disorders 2( 2.2) 334 3( 34) 2( 2.1) 10( 2.8) 2( 24) 2( 2.8)
Vascular disorders 10 1.1} 0 0 1{ 1.0) 2 0.8) 0 1({ 1.3}
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Number (%) of patients with overall adverse events in randomized withdrawal period by primary system organ class and
treatment group (Randomized withdrawal safety set)

LCI633 LCIE33 LCI&ESS LCIs93 LCI&39 LCIEaS
0.25 QD 0.25 QD 0.5 QD 0.5 QD 1.0 QD 1.0 QD
TActive iPlacebo TActive Placebo TActive IPlacebo
(N=48) [N=38) (N=44) [(N=3T) (N=41) [N=3T)
Primary system
organ class n (%) n (%) n (%) n (%) n (%) n (%)
Any primary system ocrgan class 2( 4.3) 1( 2.8) 1( 2.3) a 3( 7.3) 51(13.5)
Primary system organ class
Cardiac disorders o o u] 0 o o
Gastrointestinal disorders o [u] i} a a 1 27)
General disorders and administration o 1( 2.8) i} a a o
site conditions
Infections and infestations o [u] i} a a o
Injury, poiscning and procedural o o i} a 1( 2.4) 1( 27)
complications
Metabalism and nutrition disorders 0 1] o] 0 o o
Musculoskeletal and connective tissue 1( 2.2) 4] o a a 1(27)
disorders
Mervous system disorders o o i} a a 2( 54)
Renal and urinary disorders 1( 2.2) 4] o a a o
Respiratory, thoracic and mediastinal o 1( 2.8) o a 2 4.9) o
disorders
Skim and subcutaneous tissue disorders o o 1( 2.3) 0 a o
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LCIE99 LClgas LCI&6949 LCI&99 Eplerenone Eplerenone
0.5 BID 0.5 BID total total 50 BID 50 BID Flacebo
TActive IPlacebo TActive IPlacebo TActive IPlacebao IPlacebo
[N=45) [N=45) [N=1T8&) [N=157) [N=339) [N=38) [N=E8&)
Primary system
organ class n (%) n (%) n (%) n (%) n %) n (%) n [%)
Any primary system organ class 4 8.9) 36T 10( 5.7) g{ 57 2( 5.1) 0 3 4.5)
Primary system organ class
Cardiac disorders D 10 2.2) 1] 1( 0.8) D D 1]
Gastrointestinal disorders o o a 1( 0.8) o 0 a
General disorders and administration D o 0 1( 0.8) D D 0
site conditions
Infections and infestations 1( 2.2) 1( 2.2) 1( 0.8) 1( 0.8) o 0 1({ 1.5)
Injury, poisoning and procedural o 4] 1({ 0.8) 1( 0.8) o 0 a
complications
Metabolism and nutrition disorders o 1( 2.2) a 1( 0.8) o 0 a
Musculoskeletal and connective tissue 1( 2.2) o] 2({ 1.1} 1({ 0.8) 2( 5.1) 0 1({ 1.5)
disorders
Merwous system disorders 1( 2.2) 1( 2.2) 1({ 0.8) [ 1.9) o 0 1({ 1.5)
Renal and urinary disorders o o] 1{ 0.8) a o 0 a
Respiratory, thoracic and mediastinal 1( 2.2) [i] 3 1.7) 1( 0.8) o 0 a
disorders
Skin and subcutaneous tissue disorders o 4] 1{ 0.8) a o 0 a
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Number (%) of patients with most common adverse events (greater than or 2% in any group) in core period by
treatment group (Safety set)

LCI&99 LCI&99 LCI699 LCI639 LC1699 Eplerencne
0.25 QD 0.5 QD 1.0QD 0.5 BID total 50 BID Placebo
(N=52) (N=BT) (N=BT) {N=3T) (N=363) (N=B4) {N=T8&)
FPreferred term m %) n (%) n (%) n (%) n (%) n %) n (%)
Any Adverse Events
Total 23 ( 25.0) 22( 25.3) 24| 27.8) 27 ( 27.8) BG [ 26.4) 26 ([ 31.0) 23 (30.3)
MNasopharyngitis 1({ 1.1) 2( 2.3) 3(34) 1( 1.0} 7 1.9) 4( 4.8) 30 38
Sinusitis 0 1{ 1.1) 2(23) D 3( 0.8) 1( 1.2) 8]
Dizziness 0 0 2(23) 5( 52) T 1.8) 1( 1.2) o]
Headache 1{ 1.1) 4 4.8) 1( 1.1) 2( 21) g( 2.2) 3( 3.8) 10¢(13.2)
Influenza 1] 2( 2.3) 1( 1.1) 1( 1.0} 4( 1.1} 1( 1.2) 1(1.3)
Joint sprain 2( 22) 0 1( 1.1) D 3( 0.8) 0 1 1.3)
Fatigue 1{ 1.1) 0 1( 1.1) 2( 21) 4 1.1) D 1(1.3)
Back pain 1{ 1.1) 0 1( 1.1) 1(1.0) 3 D.8B) 1( 1.2) 20 2.8)
Mausea 1{ 1.1) 0 1( 1.1) 1( 1.0} 3( 0.8) 0 20 2.8)
Cropharyngeal pain 1{ 1.1) 0 1( 1.1) D 2 0.8) 2 24) o]
Abdominal pain 0 2( 23) D D 2 D0.8) 0 [u]
upper
Diarhoea 2( 232) 1{ 1.1) D D 3( 0.8) o 20 28)
Falpitaticns 1( 1.1) 1( 1.1) D D 2 0.8) 1( 1.2) 20 2.8)
LCI693 LCI899 LCI899 LCI639 LCI699 Eplerencne
0.25 QD 0.5 ab 1.0QD 0.5 BID total 50 BID Placebo
(M=92) [M=BT) (N=BT) [N=39T) (N=363) (M=B4) {N=TE&)
Preferred term m %) n %) n %) n (%) n (%) n %) n (%)
Non-cardiac chest 2( 2.2) a o 0 2( 0.8) o o
pain
Urinary tract 2( 2.2) 0 0 D 2( 0.8) 1( 1.2) o]
infection
WVomiting 1{ 1.1) | 0 1(1.0) 2 D) D 210 2.48)
Asthenia 0 0 D 2( 21) 2 0.8) 1( 1.2) 1( 1.3)
Insamnia a a o 0 o o 2 2.8)
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Number (%) of patients with most common adverse events (greater than or 2% in any group) in randomized
withdrawal period by treatment group (Randomized withdrawal safety set)

LCI693 LCIgas LCI65% LCI659 LCI&539 LCl1659
0.25 QD 0.25 QD 0.5 QD 0.5abD 1.0QD 1.0aQD
TActive IPlaceba lActive Placebo IActive IPlacebo
(N=48) [(N=38) [N=44) [N=3T) [N=41) [N=3T)
Preferred term n (%) n (%) n (%) n %) n (%) n (%)
Any Adverse Events
Total 21( 4.3) 1( 2.8) 1(23) 0 3( 7.3) 5(13.5)
Contusion 0 o o 0 1( 24) 0
Cough 0 [u] o D 1( 24) D
Epistanis 0 11 2.8) o D 1( 24) D
Rash 0 [u] 10 2.3) D D D
Back pain 1{ 2.2) 4] [§] 0 D D
Urinary incontinence 1( 2.2) o o 0 0 0
Cenvicobrachial syndrome a o o 0 0 0
Masopharnyngitis a i o 0 0 0
Oropharyngeal pain 0 o o o0 0 0
Spinal disorder 0 o o 0 0 0
Abdominal pain lower a o o 0 0 1( 2.7)
Angina pectons a i o 0 0 0
Arthralgia 0 [i] [i] 0 0 0
LCI&33 LCIEaS3 LCI699 LCI633 LCIe39 LCI6%3
0.25 QD 0.25 QD 0.5 QD 0.5 QD 1.0QD 1.0 QD
TActive IPlacebo TActive Placebo IActive iPlacebo
[N=48&) [(N=38) [N=44) [N=3T) [N=41) [N=3T)
Preferred term m (%) n [%) n [%) n [ %) n (%) n (%)
Headache a i o 0 0 1( 2.7)
Hypertriglycerndasmia Q o o o0 0 0
Joint sprain a u} o 0 0 1( 27)
Myalgia 0 [u] i D D 1(27)
Oedema peripheral Q 1( 2.8) o o0 0 0
Syncope 0 [u] a] b D 1(27)
Tachycardia a i} [i] 0 0 0

Page 25 of 28



> NOVARTIS

Number (%) of patients with most common adverse events (greater than or 2% in any group) in randomized
withdrawal period by treatment group (Randomized withdrawal safety set) (ctd)

LCIG99 LCI&gas LCI&9% LCIga9 Eplerenone Eplerencone
0.5 BID 0.5 BID total total 50 BID 50 BID FPlacebo
IActive Placebo 1Active IPlacebo [Active Placebo Placebo
[(N=45) [N=45) [(N=1T8&) [N=15T) (N=3%) (N=38) [N=6E)
Preferred term n {%) n (%) n (%) n (%) n (%) m %) n [ %)
Any Adverse Events
Total 4 8.49) 3 6T) 10( 57) B{ET) 2( 51) 0 3 4.5)
Caontusion 4] o [ 0.8) a a ad o
Cough [v] o [ 0.8) 0 0 D
Epistaxis 1] a] [ 0.8) 1( 0.8) 0 0 0
Rash 1] o [ 0.8) o 0 0 D
Back pain 1] o 11 0.8) 0 1({ 28) 0 D
Urinary incontinence 4] o 1 0.8) a a ] o
Cermvicobrachial syndrome 1(22) o [ 0.8) a a ] o
MNasopharyngitis 11 232) 11 22) [ 0.8) 1({ 0.8) 0 0 O
Cropharyngeal pain 10 232) o [ 0.8) o 0 0 D
Spinal disorder 1(22) [§] [ 0.8) o 0 0 0
Abdominal pain lower 4] o o 1( 08) a ] o
Angina pectoris o] 1( 22) [u] 1( 0.8) 0 0 o
Arthralgia 0 0 0 0 1({ 2.8) 0 D
LCI99 LCI&aS LCI&as LCIeas Eplerenone Eplerenone
0.5 BID 0.5 BID total total 50 BID 50 BID FPlacebo
IActive IPlacebo IActive iPlacebo TActive Placebo Placebo
[(N=45) [(N=45) [N=1TE&) [N=15T) [N=33) (N=38) [N=66)
Preferred term n (%) n (%) n (%) n (%) m %) m (%) n (%)
Headache i] 10 22) o 2{13) 0 0 0
Hypertriglyceridaemia [i] 1( 2.2) o 1({ 0.8) 0 0 o
Jaint sprain 4] o o 1( 08) a a o
Myalgia [i] o] [u] 1({ 0.8) 0 0 0
Oedema peripheral [i] o o 1( 08) a a o
Syncope o] o] o] 1(0.8) 0 0 0
Tachycardia 0 11 22) 0 1( 0.8) 0 0 0
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Number (%) of patients with deaths, serious adverse events (SAEs), adverse events and abnormal laboratory values
leading to permanent treatment discontinuations in core period (Safety set)

LCI&9S3 LCIE33 LCleas LCIE99 LCIE3S  Eplerenone

0250 05QD 1.0 QD 0.5 BID Total 50 BID Placebo
[(N=32) (N=ET) (M=8T) (N=37) (N=3&3) [(N=84) (N=TE&)
n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Fatients with AE(s) 23(25.0) 22(25.3) 24(27.8) 27(27.8) 096(264) 26(31.0) 23(30.3)
Serious and other
significant events
Deaths o] D 0 0 0 0 0
SAEs 1(1.1) D 0 D 1{0.3) 0 1(1.3)
AE discontinuations 2(2.2) 1{1.1) 1(1.1) 2(2.1) 6 (1.7) 2(2.4) 0
Discontinuations for o] 0 a 0 a 1{1.2) a

abnormal lab values

Number (%) of patients with deaths, serious adverse events (SAEs), adverse events and abnormal laboratory values leading to
permanent treatment discontinuations in randomized withdrawal period(Randomized withdrawal safety set)

LCIESS LCIE99 LCI&99 LCI&99 LCI659 LCI659
025 QD 0.25 Qb 0.5 QD 0.5 QD 1.0 QD 1.0 @D
TActive Placebo [Active iPlacebo IActive Placebo
(M=48) (N=38) (N=44) (N=3T) [N=41) (N=3T)
n (%) n (%] n (%) n (%) n (%) n (%]
Patients with AE(s) 2 (4.3) 1(2.8) 1({2.3) [i] 373 5{13.5)
Serious and other significant
events
Deaths o o a 4] o0 o
SAEs i} o a o] 0 o
AE discontinuaticns o o a [i] 0 o
Discontinuations for abnormal lab o o 0 o 0 o

values
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LClaog LCgae LClgge LCigoe Eplerenone 50 Eplerenone 50

0.5 BID 0.5 BID total total BID BIC Flacebo
lActive Placebo 1Active Placebo 1Active IPlacebo IPlacebo
[N=45) [N=45) (N=1T8) [(N=15T) (N=33) (M=38) (M=088)
m (%) n (%) n (%) n (%) n (%) n (%) n (3]
Patients with AE(s) 4 (8.9) 3(68.7) 10 (5.7} 2 (5.7) 2(5.1) o 3 (4.5)
Sericus and other
signif. events
Deaths a a a a a u} o]
SAEs a a a a a i} o
AE discontinuations a a a a a o 4]
Discontinuations for 0 0 0 0 o u] o

abnormal lab
values

Conclusion:

e The study achieved its primary objective of demonstrating a reduction in BP with LCI699 compared to placebo.

e This was the first clear demonstration of efficacy with an aldosterone synthase inhibitor (ASI) in patients with mild-moderate
essential hypertension.

e BID dosing of LCI699 appeared to offer no clinical advantage compared to once daily dosing.

e At the doses evaluated, there is no evidence that LCI699 is superior in BP lowering toeplerenone (50 mg BID) in mild-moderate
hypertension.

e The effects of LCI699 and eplerenone on potassium disposition, as assessed by the incidence of hyperkalemia and changes in
mean potassium concentration, were similar in this study population with normal renal function.

e The clinical significance of the observed effect of LCI699 on the cortisol axis is unknown. However, these results would appear
to limit the therapeutic index of this ASI.

e Based on the predicted narrow therapeutic index, further development of LCI699 in general or broad hypertension needs to be
re-evaluated.

e LCI699 may be considered for other indications where low doses may be effective, or where suppression of both aldosterone
and stimulated cortisol may be of benefit

Date of Clinical Trial Report
17-Jun-2010
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