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Sponsor
Novartis

Generic Drug Name

Not applicable

Trial Indication(s)

Resistant hypertension

Protocol Number
CLHWO090X2101

Protocol Title

A partially-blinded, randomized, placebo-controlled, adaptive single and multiple ascending dose study to assess safety, tolerability,
pharmacokinetics and pharmacodynamics of LHWO090 in healthy volunteers and in subjects with renal dysfunction

Clinical Trial Phase

Phase |
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Phase of Drug Development

Phase |

Study Start/End Dates
01-Mar-2013 to 28-Jun-2014

Reason for Termination (If applicable)

Not applicable

Study Design/Methodology

This study was an exploratory (non-confirmatory), five stage, multi-center study as follows:

*Stage 1 — an open-label, single dose (1 mg), single administration cohort in healthy volunteers to determine the preliminary
pharmacokinetics of LHW090.

*Stage 2 — double-blind, randomized, placebo-controlled, single ascending dose (SAD) cohorts in healthy volunteers to determine safety,
tolerability and PK/PD profile of LHW090.

*Stage 3 — double-blind, randomized, placebo-controlled multiple ascending dose (MAD) cohorts in healthy volunteers to determine safety,
tolerability and PK/PD profile of LHW090.

*Stage 4 — adaptive, open-label, single dose administration cohorts in subjects with CRI. Two or more doses of LHW 090, selected from
Stage 2, were tested in Stage 4 to determine the safety, tolerability and PK/PD profile of LHWO090 in this subject population.
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*Stage 5 —double-blind, randomized, placebo-controlled, MAD cohorts in subjects with CRI. A dose of LHW090 from Stage 4 was tested in
Stage 5 to determine the safety, tolerability and PK/PD profile of LHW 090 in this subject population. Each subject received 4
doses of LHWQ090.

Centers

3 centers in 1 country: United States (3)

Objectives:
Primary objective(s)

To evaluate the safety and tolerability of single oral doses of LHWQ090 in healthy volunteers.

To evaluate the safety and tolerability of multiple oral doses of LHW 090 in healthy volunteers.

To evaluate the safety and tolerability of single oral doses of LHWQ090 in patients with chronic renal insufficiency.
To evaluate the safety and tolerability of multiple oral doses of LHW 090 in patients with chronic renal insufficiency.

Secondary objective(s)

e To evaluate and compare the pharmacokinetic and pharmacodynamic profiles (i.e., plasma atrial natriuretic peptide (ANP) and cyclic
guanosine monophosphate (cGMP) levels) of single doses of LHW 090 and its metabolites in healthy volunteers and in subjects with
chronic renal insufficiency (CRI).

e To evaluate the pharmacokinetics of LHW090 and its metabolites after single and multiple doses to healthy volunteers.

e To evaluate the pharmacokinetics of LHWO090 and its metabolites after single and multiple doses in subjects with CRI.

Test Product (s), Dose(s), and Mode(s) of Administration

The investigational drug, LHW090, (0.1 mg, 0.5 mg, 1 mg, 12.5 mg, 100 mg and matching placebo capsules)
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Statistical Methods

*For primary objective of safety, within each of Stage 2, 3, and 5, placebo subjects from across the cohorts were pooled together for
assessment. Summary statistics were provided by treatment and visit/time.

*The secondary PD variables analyzed were plasma cGMP and ANP. Plasma cGMP and ANP were listed by treatment, subject, and
visit/time. Summary statistics were provided by treatment and visit/time for each stage.

*Pharmacokinetic (PK) parameters were summarized using descriptive statistics and dose proportionality was assessed using the power
model.

*The relationship between PK and key PD parameters (plasma ANP and cGMP) were explored using a graphical approach. Scatter plots
along with regression line between plasma PD parameters levels with plasma PK concentration of LHW090 and LHV527 were provided.

Study Population: Key Inclusion/Exclusion Criteria
Inclusion Criteria:
For Stage 1, 2 and 3 subjects only:

e Subjects eligible for inclusion in these stages of the study have to fulfill all of the following criteria at screening:

e Healthy male and female subjects age 18 to 45 years of age included, and in good health as determined by past medical history,
physical examination, vital signs, electrocardiogram, and laboratory tests at screening.

e At screening, and first baseline, vital signs (systolic and diastolic blood pressure and pulse rate) will be assessed in the sitting position
after the subject has rested for at least three minutes, and again (when required) after three minutes in the standing position. Sitting
vital signs should be within the following ranges:

e oral body temperature between 35.0-37.5 °C systolic blood pressure, 90-140 mm Hg diastolic blood pressure, 50-90 mm Hg pulse rate,
40 - 90 bpm

For Stage 4 subjects only:
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e Male and female subjects, age 18 to 75 years of age included, with previously identified chronic renal insufficiency (estimated or
measured GFR < 45ml/min/1.73m2, or diabetic with estimated or measured GFR < 60mlI/min/1.73m2.) Diabetes can be established by
the prescription and current use of anti-glycemic drugs, a random fasting glucose level of = 144mg/dl or a hemoglobin A1c of 2 6.5%

At screening, vital signs (systolic and diastolic blood pressure and pulse rate) will be assessed in the sitting position after the subject has

rested for at least three minutes, and again (when required) after three minutes in the standing position. Sitting vital signs should be within

the following ranges:

oral body temperature between 35.0-37.5 °C
systolic blood pressure, 90-179 mm Hg
diastolic blood pressure, 50-100 mm Hg
pulse rate, 40 - 95 bpm

Exclusion Criteria:
For Stages 1, 2 and 3, subjects fulfilling any of the following additional criteria are not eligible for inclusion in this study:

e An active history of clinically significant ECG abnormalities as determined by the Investigator, or any of the following ECG abnormalities

at Screening or Baseline:

Long QT syndrome

QTcF > 450 msec (males; at screening)

QTcF > 460 msec (females; at screening)

Known history of current clinically significant arrhythmias.

Use of phosphodiesterase-5 inhibitors, UNLESS subjects agree to discontinue use of the drug for the duration of the study.

Pregnant or nursing (lactating) women, where pregnancy is defined as the state of a female after conception and until the termination of

gestation, confirmed by a positive hCG laboratory test.

Women of child-bearing potential, defined as all women physiologically capable of becoming pregnant

e Smokers (use of tobacco products in the previous 3 months). Urine cotinine levels will be measured during screening and at each
baseline for all subjects. Smokers will be defined as any subject who reports tobacco use and/or who has a urine cotinine = 500 ng/ml.

e Hemoglobin levels below 11.0 g/dl at screening.
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Subjects in Stage 3 only of the study will be excluded if they have any of the following:

A history of allergy to topical anesthetic drops

A history of corneal disease

A history of eye surgery within three months prior to screening

A history of corneal surgery (including refractive surgery and corneal transplantation)

For Stage 4, subjects fulfilling any of the following additional criteria are not eligible for inclusion in this study:

An active history of clinically significant ECG abnormalities as determined by the Investigator, or any of the following ECG abnormalities
at Screening or Baseline:

Long QT syndrome

QTcF > 480 msec at screening

Use of phosphodiesterase-5 inhibitors, UNLESS subjects agree to discontinue use of the drug for the duration of the study.

Pregnant or nursing (lactating) women, where pregnancy is defined as the state of a female after conception and until the termination of
gestation, confirmed by a positive hCG laboratory test.

Women of child-bearing potential, defined as all women physiologically capable of becoming pregnant

Significant smokers. Significant smokers who are unable to tolerate using no more than 4 cigarettes a day should be excluded

History of right ventricular dysfunction within the last 12 months

Hemoglobin levels below 9.0 g/dl at screening.

Use of angiotensin converting enzyme inhibitors (ACEi), UNLESS subjects agree to either a withholding of their ACEi, or a switch to an
angiotensin receptor blocker, starting 5 days (or 5 half-lives whichever is longer) prior to initiation of study and extending to the end-of-
study visit. Patient who withhold their ACEi for the specified duration must first consult with their primary physician to determine their
suitability and safety for this temporary withholding of ACEi.

Diuretic-dependence, i.e. unable to produce urine without diuretics, or at high risk of flash pulmonary edema without diuretics. Use of
diuretics will exclude subjects UNLESS subjects agree to withhold diuretics starting the day prior to check-in and extending to
discharge. Consultation of the subject with their primary physician must be used to determine their suitability and safety for temporary
withholding of their diuretics.
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Participant Flow Table
Subject disposition — n (percent) of subjects - Stage 1 (safety analysis set)
LHWO090 1mg
N=3
Subjects
Completed 3 (100)
Subject disposition — n (percent) of subjects - Stage 2 (safety analysis set)
200mg 400mg SAD Total
1mg 25mg 50mg 100mg 0.1mg SAD 400mg 800mg (Japanese Pooled N=100
SAD 5mg SAD SAD SAD SAD SAD N=8 SAD SAD ethnicity) placebo
N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=20
Subjects
Completed 8(100)  8(100) 8(100)  8(100)  8(100)  8(100) 8 (100) 8(100)  8(100) 8 (100) 20 (100) 100 (100)
Subject disposition - n (percent) of subjects - Stage 3 (Safety analysis set)
LHWO090
LHWO090 LHWO090 LHWO090 100mg LHWO090 LHWO090 Pooled
5mg MAD  25mg MAD 50mg MAD MAD 200mg MAD 400mg MAD placebo Total
N=6 N=6 N=6 N=6 N=6 N=6 N=12 N=48
Subjects
Completed 6 (100) 6 (100) 6 (100) 6 (100) 6 (100) 6 (100) 12 (100) 48 (100)
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Subject disposition — n (percent) of subjects - Stage 4 (Safety analysis set)
LHWO090 5mg SAD LHWO090 12.5mg SAD LHWO090 25mg SAD LHWO090 2mg SAD  LHWO090 5mg SAD  Total

N=6 N=9 N=9 N=9 N=9 N=42
Subjects
Completed 5(83.3) 9 (100) 9 (100) 9 (100) 9 (100) 41 (97.6)
Discontinued 1(16.7) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(2.4)
Main cause of discontinuation
Subject withdrew consent 1(16.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(2.4)

Subject disposition — n (percent) of subjects - Stage 5 (Safety analysis set)

Pooled
LHWO090 5mg MAD placebo Total
N=9 N=3 N=12
Subjects
Completed 9 (100) 3 (100) 12 (100)

Baseline Characteristics

Demographic summary by treatment group - Stage 1 (safety analysis set)

LHWO090 1mg
N=3
Age (years) Mean (SD) 25.0 (2.65)
Median 26.0
Range 22-27
Height (cm) Mean (SD) 181.00 (11.358)
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LHWO090 1mg
N=3
Median 176.00
Range 173.0-194.0
Weight (kg) Mean (SD) 80.97 (16.745)
Median 74.40
Range 68.5-100.0
Body mass index (kg/mz) Mean (SD) 24.51 (2.250)
Median 24.86
Range 22.11-26.57
Sex—n (%) Male 3 (100)
Predominant race — n (%) Caucasian 2 (66.7)
Black 1(33.3)
Ethnicity — n (%) Other 3 (100)
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Demographic summary by treatment group - Stage 2 (safety analysis set)
LHW090 LHWO090 LHWO090 LHWO090 LHWO090 LHW090 LHWO090 LHWO090 400mg
1mg 5mg 25mg 50mg 100mg LHWO090 200mg 400mg LHWO090 SAD (Japanese Pooled
SAD SAD SAD SAD SAD  0.1mg SAD SAD SAD 800mg SAD ethnicity) placebo Total
N=8 N=8 N=8 N=8 N=8  N=8 N=8 N=8 N=8 N=8 N=20 N=100
Age Mean 28.0 28.9 26.8 25.4 31.3 303 26.4 29.0 335 325 29.0 29.1
(years) (SD) 6.23)  (6.77)  (7.98) (493 (7.44) (5.95) (7.61) (6.93)  (7.87) (8.14) (8.20) (7.30)
Median 26.0 25.0 23.0 24.5 290  29.0 25.5 28.5 32.0 33.0 29.0 27.5
Range 21-37 23-40 20-43  20-34  24-45 24-42 20-44 21-41 24-45 19-41 19-43 19-45
Height Mean(SD) 179.66  180.18 179.91 183.40 175.94 178.80 179.36 172,70  176.94 170.26 176.71 177.52
(cm) (7.179)  (8.100)  (5.731) (7.473) (5.615) (6.158) (6.034)  (4.370)  (6.361) (3.905) (6.768) (6.872)
Median 177.65 18150  179.40 183.00 175.60 179.90 180.85 17150  175.60 170.55 177.80 177.65
Range 172.0-  166.0-  172.0- 172.6- 167.3- 168.0- 167.2-  168.4-  171.1- 163.5- 162.6- 162.6-
191.4 189.0 188.5 1930 1840 187.0 186.1 179.5 191.0 176.1 190.0 193.0
Weight Mean(SD) 86.56 90.06 8254 8541  87.56 78.69 91.29 80.14 85.12 70.59 81.66 83.37
(kg) (16.825) (12.296) (7.799) (16.680) (12.853) (17.487) (14.746) (6.531)  (11.945) (8.253) (13.054) (13.489)
Median 88.55 86.00 85.35  84.05 86.50 77.95 91.35 81.15 89.70 71.25 80.65 82.75
Range 62.4- 77.1- 69.4- 67.2-  65.6- 58.3- 69.1- 72.7- 64.8- 58.2- 61.2- 58.2-
106.0 108.6 91.5 106.7  105.6 113.7 112.3 88.3 99.1 82.0 108.8 113.7
Body  Mean(SD) 26.72 27.74 2547 2520 28.16 24.49 28.42 26.93 27.18 24.31 26.19 26.41
mass (4.411) (3.280) (1.792) (3.255) (2.883) (4.737) (4.708)  (2.695)  (3.567) (2.309) (4.218) (3.703)
index
(kg/m2)
Median 27.35 27.05 2581 2586 2853 23.25 29.47 26.85 27.71 24.44 25.23 25.98
Range 20.56-  24.06-  22.15- 20.89- 23.44- 20.66-35.33 22.43-  23.01-  21.35 20.76- 19.71- 19.71-
32.00 33.15 27.44 2925  32.30 33.83 30.54 32.11 27.56 33.39 35.33
Sex-n Male 8 8 8 8 8 8 8 8 8 8 20 100
(%) (100) (100) (100) (100) (100)  (100) (100) (100) (100) (100) (100) (100)
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LHW090 LHWO090 LHWO090 LHWO090 LHWO090 LHW090 LHWO090 LHWO090 400mg
1mg 5mg 25mg 50mg 100mg LHWO090 200mg 400mg LHWO090 SAD (Japanese Pooled
SAD SAD SAD SAD SAD 0.1mg SAD SAD SAD 800mg SAD ethnicity) placebo Total
N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=8 N=20 N=100
Predom Caucasian 6 4 3 7 5 4 8 2 4 0 16 59
inant (75.0) (50.0) (37.5)  (875)  (625) (50.0) (100) (25.0) (50.0) (0.0 (80.0) (59.0)
race - n
(%)
Black 2 4 5 1 3 4 0 6 4 0 2 31
(25.0) (50.0) (62.5) (1255) (37.5) (50.0) (0.0) (75.0) (50.0) (0.0) (10.0) (31.0)
Asian 0 0 0 0 0 0 0 0 0 8 2 10
(0.0) (0.0) (0.0) (0.0) (0.0) (0.0 (0.0) (0.0) (0.0) (100) (10.0) (10.0)
Ethnicit Hispanic/L 0 0 0 0 1 0 0 0 1 0 3 5
y-n atino (0.0) (0.0) (0.0) (0.0) (12.5) (0.0 (0.0) (0.0) (12.5) (0.0) (15.0) (5.0)
(%)
Japanese O 0 0 0 0 0 0 0 0 8 2 10
(0.0) (0.0) (0.0) (0.0) (0.0) (0.0 (0.0) (0.0) (0.0) (100) (10.0) (10.0)
Mixed 0 0 0 0 0 0 0 0 1 0 1 2
ethnicity ~ (0.0) (0.0) (0.0) (0.0) 0.0 (0.0 (0.0) (0.0) (12.5) (0.0) (5.0) (2.0
Other 8 8 8 8 7 8 8 8 6 0 14 83
(200) (100) (200) (100) (87.5) (100) (200) (100) (75.0) (0.0) (70.0) (83.0)
Demographic summary by treatment group - Stage 3 (safety analysis set)
LHWO090 LHW090 LHWO90 LHWO090 LHWO090 LHW090 Pooled
5mg MAD 25mg MAD 50mg MAD 100mg MAD 200mg MAD 400mg MAD placebo Total
N=6 N=6 N=6 N=6 N=6 N=6 N=12 N=48
Age (years) Mean(SD) 35.2 (5.31) 28.7(3.50)  31.5(8.60) 31.3(6.74) 37.7(7.92)  29.7(7.50) 315(7.06) 32.1
(7.00)
Median 34.0 27.5 31.0 30.0 39.0 28.5 31.0 33.0
Range 29-42 25-33 18-42 23-39 24-45 21-42 18-40 18-45
Height cm) Mean(SD) 178.08 (5.635)  181.52 171.92 (10.466) 175.17 (6.547) 182.40 (6.630) 169.50 (4.864) 175.53 (8.806) 176.20
(6.868) (8.200)
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LHWO090 LHWO090 LHWO090 LHWO090 LHWO090 LHWO090 Pooled
5mg MAD 25mg MAD 50mg MAD 100mg MAD 200mg MAD 400mg MAD placebo Total
N=6 N=6 N=6 N=6 N=6 N=6 N=12 N=48
Median 177.20 178.85 172.85 175.00 183.00 169.60 177.40 175.75
Range 172.0- 175.2- 160.0- 166.5- 174.4- 162.8- 156.5- 156.5-191.0
187.4 190.5 189.0 184.5 190.0 176.4 191.0
Weight (kg) Mean(SD) 83.95 92.12 78.78 88.30 97.97 80.05 89.03 87.40
(7.517) (21.760) (15.430) (18.653) (13.698) (11.205) (14.170) (15.324)
Median 84.00 83.85 77.75 92.45 96.10 82.25 87.30 87.30
Range 75.7- 69.0- 57.1- 60.0- 79.8- 61.4- 66.5- 57.1-128.4
93.6 128.4 102.2 112.6 122.1 90.6 112.0
Body mass Mean(SD) 26.47 27.83 26.46 28.55 29.35 27.87 28.80 28.02
index (1.953) (5.490) (3.098) (4.592) (2.692) (3.895) (3.215) (3.567)
(kg/m?)
Median 26.45 26.73 27.17 28.57 29.21 28.61 30.03 28.53
Range 23.23- 22.35- 22.30- 21.64- 26.24- 21.70-32.88  20.82- 20.82-35.68
28.97 35.68 29.37 34.75 33.82 32.00
Sex-n (%) Male 6 6 6 6 6 6 (100) 12 48
(100) (100) (100) (100) (100) (100) (100)
Predominant Caucasian 5 2 2 1 5 2 (33.3) 6 23
race - n (%) (83.3) (33.3) (33.3) (16.7) (83.3) (50.0) (47.9)
Black 1 4 3 5 0 1(16.7) 6 20
(16.7) (66.7) (50.0) (83.3) (0.0) (50.0) (41.7)
Asian 0 0 (0.0) 1 0 0 1(16.7) 0 24.2)
(0.0) (16.7) (0.0) (0.0) (0.0)
Other 0 0 (0.0) 0 (0.0) 0 1 2(33.3) 0 3(6.3)
(0.0) (0.0) (16.7) (0.0)
Ethnicity - n  Hispanic/La 0 (0.0) 0(0.0) 0 (0.0) 0 0 2(33.3) 0 24.2
(%) tino (0.0) (0.0) (0.0)
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LHWO090 LHWO090 LHWO090 LHWO090 LHWO090 LHWO090 Pooled
5mg MAD 25mg MAD 50mg MAD 100mg MAD 200mg MAD 400mg MAD placebo Total
N=6 N=6 N=6 N=6 N=6 N=6 N=12 N=48
Indian 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(16.7) 0 (0.0) 0 (0.0) 1(2.1)
(India
subcontine
nt)
Mixed 0 (0.0) 0(0.0) 0 (0.0) 1(16.7) 0(0.0) 0(0.0) 0(0.0) 1(2.1)
ethnicity
Other 6 (100) 6 (100) 6 (100) 5 (83.3) 5 (83.3) 4 (66.7) 12 (100) 44 (91.7)
Demographic summary by treatment group - Stage 4 (safety analysis set)
LHWO090 LHWO090 LHWO090 LHWO090 LHWO090
5mg SAD 12.5mg SAD 25mg SAD 2mg SAD 5mg SAD Total
N=6 N=9 N=9 N=9 N=9 N=42
Age (years) Mean (SD) 68.2 (2.86) 68.4 (5.83) 61.2 (8.29) 66.3 (7.25) 62.1 (11.56) 65.0(8.17)
Median 68.0 69.0 59.0 69.0 65.0 67.0
Range 65-73 56-75 53-75 54-74 44-75 44-75
Height (cm) Mean (SD) 166.28 (11.024)  168.13 (8.273) 163.37 (10.398)  168.71(11.207) 166.81 166.69 (9.997)
(10.705)
Median 168.00 169.70 159.40 170.00 169.00 169.25
Range 147.0-177.0 156.6-183.0 153.5-183.4 147.0-183.3 154.0-189.0 147.0-189.0
Weight (kg) Mean (SD) 74.75 (12.134)  84.98 (14.260) 84.61 (12.943) 89.62 (15.640) 88.07 (13.176) 85.10 (13.931)
Median 74.70 84.20 85.10 89.00 85.00 85.05
Range 56.8-90.3 66.7-108.1 66.5-111.7 58.4-113.7 69.5-111.9 56.8-113.7
Body mass index (kg/m?  Mean (SD) 26.97 (2.990) 29.85 (2.600) 31.63 (3.126) 31.25(2.631)  31.56 (2.758) 30.49 (3.117)
Median 26.74 28.75 32.00 31.49 31.33 30.00
Range 22.34-31.25 27.19-34.69 28.22-36.00 27.03-35.65 28.12-35.63  22.34-36.00
Sex - n (%) Male 5 (83.3) 5 (55.6) 4 (44.4) 6 (66.7) 5 (55.6) 25 (59.5)
Female 1(16.7) 4 (44.4) 5 (55.6) 3 (33.3) 4 (44.4) 17 (40.5)
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LHWO090 LHWO090 LHWO090 LHWO090 LHWO090
5mg SAD 12.5mg SAD 25mg SAD 2mg SAD 5mg SAD Total
N=6 N=9 N=9 N=9 N=9 N=42
Predominant race - n (%) Caucasian 4 (66.7) 7(77.8) 8 (88.9) 9 (100) 5 (55.6) 33 (78.6)
Black 2(33.3) 2(22.2) 1(11.2) 0 (0.0) 4 (44.4) 9(21.4)
Ethnicity - n (%) Hispanic/Latino 0 (0.0) 0 (0.0) 2(22.2) 1(11.1) 1(11.1) 4 (9.5)
Mixed ethnicity 0 (0.0) 0 (0.0) 0 (0.0) 1(11.2) 0 (0.0) 1(2.4)
Other 6 (100) 9 (100) 7 (77.8) 7(77.8) 8 (88.9) 37 (88.1)
Creatinine (umol/L) Mean(SD) 173.3 (60.88) 155.6 (57.47) 142.7 (40.85) 132.1 (26.03) 164.8 (41.92)
Median 155 129 138 133 164
Range 126-284 100-279 99-232 97-170 102-246
eGFR (mL/min) Mean (SD) 34.8 (13.99) 31.0 (8.00) 44.2 (9.99) 42.6 (12.80) 36.0 (7.75)
Median 30 31 45 42 35.5
Range 19-50 23-39 26-55 28-61 27-47
Demographic summary by treatment group - Stage 5 (safety analysis set)
LHWO090 5mg MAD Pooled placebo Total
N=9 N=3 N=12
Age (years) Mean(SD) 63.4 (9.25) 65.7 (9.07) 64.0 (8.84)
Median 67.0 67.0 67.0
Range 48-74 56-74 48-74
Height (cm) Mean(SD) 166.08 (11.255) 164.83 (16.024) 165.77 (11.795)
Median 170.20 156.60 169.75
Range 146.5-177.0 154.6-183.3 146.5-183.3
Weight (kg) Mean(SD) 81.73 (14.987) 80.17 (26.235) 81.34 (17.000)
Median 84.80 66.70 84.30
Range 52.3-101.4 63.4-110.4 52.3-110.4
Body mass index (kg/mz) Mean(SD) 29.60 (4.541) 28.86 (3.477) 29.41 (4.160)
Median 30.30 27.20 29.77
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LHWO090 5mg MAD Pooled placebo Total
N=9 N=3 N=12
Range 21.07-35.18 26.53-32.86 21.07-35.18
Sex - n (%) Male 6 (66.7) 1(33.3) 7 (58.3)
Female 3(33.3) 2 (66.7) 5(41.7)
Predominant race - n (%) Caucasian 6 (66.7) 3 (100) 9 (75.0)
Black 3(33.3) 0(0.0) 3(25.0)
Ethnicity - n (%) Mixed ethnicity 4 (44.4) 1(33.3) 5(41.7)
Other 5 (55.6) 2 (66.7) 7 (58.3)
Creatinine (umol/L) Mean(SD) 176.0 (65.95) 105.7 (6.03)
Median 154 105
Range 104-290 100-112
eGFR (mL/min) Mean(SD) 42.6 (13.99) 55.0 (11.31)
Median 44 55
Range 19-60 47-63
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Summary of Efficacy

Primary Outcome Result(s)

Refer to Safety Result section for primary outcome result.

Secondary Outcome Result(s)

Summary statistics of plasma PD markers — Stage 1 PD analysis set

Scheduled
time (hr)

Statistics

ANP
(pg/mL)

cGMP

(nmol/L)

-Change from baseline-

ANP
(pg/mL)

cGMP
(nmol/L)

Treatment Day
LHWOS0 1lmg Day -1
Day 1

Pre-Dose

1 hr
Post-Dose

4 hr
Post-Dose

Mean
SD

Min
Median
Max

Mean
SD
Min

110.4333
15.82287
97.300
106.0000
128.000

3

119.3333
6.11010
114.000

118.0000
126.000

3
130.0000

9.53939
121.000

4.9300
1.22282
4.160
4.2900
6.340

3

3.4133
1.32085
1.890
4.1100
4.240

3
4.4700

2.32697
1.890

3

8.9000
11.37673
-2.000
8.0000
20.700

3
19.5667

25.02725
-7.000

3

-1.5167
1.27033
-2.270
-2.2300
-0.050

3
-0.4600

2.29406
-2.270
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Median
Max

LHWOS0 1mg Day 1 8 hr n
Post-Dose
Mean
SD
Min
Median
Max

Day 2 24 hr n
Post-Dose
Mean
SD
Min
Median
Max

Day 3 48 hr n
Post-Dose
Mean
SD
Min
Median
Max

Summary statistics of plasma PD markers — Stage 2

Scheduled CYS
Treatment Day time (hr) Statistics (ng/mL)

129.0000
140.000

3

103.9333
20.06024
86.800
99.0000
126.000

2

112.0000
7.07107
107.000

112.0000
117.000

3

111.3333
7.02377
104.000

112.0000
118.000

ANP

5.1100
6.410

3

6.5200
2.12981
5.110
5.4800
8.970

3

4.1600
2.01785
1.890
4.8400
5.750

3

2.5333
1.11429
1.890
1.8900
3.820

cGMP

CLHWO090X2101

23.0000 -1.2300
42.700 2.120
3 3
-6.5000 1.5900
11.15303 2.82491
-19.200 -0.860
-2.0000 0.9500
1.700 4.680

2 3
-5.0000 -0.7700
8.48528 1.96924
-11.000 -2.270
-5.0000 -1.5000
1.000 1.460

3 3
0.9000 -2.3967
14.87380 0.12503
-16.000 -2.520
6.7000 -2.4000
12.000 -2.270

——————— Change from baseline-------
CYS ANP cGMP
(ng/mL) (pg/mL) (nmol/L)

LHW090 1mg Day -1 Pre-Dose n 8
SAD

Page 17



Clinical Trial Results Website CLHWO090X2101
Mean 988.5000 47.4500 3.2375
SD 133.68299 31.46625 1.96732
Min 789.000 25.200 1.890
Median 976.0000 47.4500 1.8900
Max 1180.000 69.700 6.420
Day 1 0 hr n 8 3 8 8 0 8
Pre-Dose
Mean 964.0000 101.0000 3.6775 -24.5000 0.4400
SD 101.74478 32.79863 2.21736 123.79245 1.03193
Min 837.000 75.500 1.890 -200.000 -0.380
Median 951.0000 89.5000 2.8900 26.0000 0.0000
Max 1130.000 138.000 7.630 146.000 2.410
1 hr n 8 2 8 8 1 8
Post-Dose
Mean 930.2500 101.7000 2.8450 -58.2500 50.2000 -0.3925
SD 88.85261 37.19382 1.35923 76.84260 1.51882
Min 789.000 75.400 1.890 -180.000 50.200 -2.490
Median 940.5000 101.7000 1.8900 -72.0000 50.2000 0.0000
Max 1040.000 128.000 5.130 79.000 50.200 2.360
LHWO090 1mg Day 1 4 hr n 8 2 8 8 1 8
SAD Post-Dose
Mean 889.0000 79.0000 4.2012 -99.5000 62.5000 0.9638
SD 126.89366 12.30366 2.16709 116.17843 1.11069
Min 730.000 70.300 1.890 -306.000 62.500 0.000
Median 907.0000 79.0000 4.3950 -94.0000 62.5000 0.5850
Max 1100.000 87.700 7.430 71.000 62.500 2.520
8 hr n 8 4 8 8 1 8
Post-Dose
Mean 828.0000 87.0500 4.7000 -160.5000 68.9000 1.4625
SD 90.24570 7.46436 2.29090 117.53054 1.20292
Min 726.000 80.500 1.890 -411.000 68.900 0.000
Median 809.5000 86.8000 4.6100 -122.5000 68.9000 1.5500
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Max 1010.000 94.100 8.400 -50.000 68.900 3.260
12 hr n 8 4 8 8 1 8
Post-Dose
Mean 754.5000 61.6750 5.2187 -234.0000 -5.0000 1.9813
SD 111.42711 26.03528 3.08089 124.17499 2.10417
Min 590.000 25.200 1.890 -507.000 -5.000 -2.240
Median 770.0000 67.4500 4.5750 -203.5000 -5.0000 2.6850
Max 960.000 86.600 10.300 -114.000 -5.000 4.400
LHW090 1mg Day 2 24 hr n 8 2 8 8 1 8
SAD Post-Dose
Mean 778.2500 141.6500 4.1087 -210.2500 62.1000 0.8713
SD 97.40160 76.86251 2.63362 93.89926 1.06892
Min 673.000 87.300 1.890 -362.000 62.100 0.000
Median 744.0000 141.6500 3.2850 -209.0000 62.1000 0.4200
Max 943.000 196.000 8.050 -46.000 62.100 2.790
Day 4 72 hr n 8 4 8 8 0 8
Post-Dose
Mean 659.3750 86.5250 5.4075 -329.1250 2.1700
SD 93.52148 60.15909 3.52602 88.75236 1.99896
Min 550.000 25.200 1.890 -496.000 0.000
Median 657.5000 75.9500 5.3550 -294.5000 2.3450
Max 841.000 169.000 10.900 -239.000 4.480
LHWO090 5mg Day -1 Pre-Dose n 8 8 8
SAD
Mean 763.2500 131.3750 5.3387
SD 96.37686 16.66423 3.50138
Min 613.000 108.000 1.890
Median 793.5000 134.5000 5.0300
Max 864.000 160.000 13.100
Day 1 0 hr n 8 8 8 8 8 8
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Pre-Dose
Mean 778.8750 124.1250 6.2937 15.6250 -7.2500 0.9550
SD 124.44096 8.32273 6.58463 73.84141 17.66150 6.93059
Min 610.000 112.000 1.890 -81.000 -33.000 -7.820
Median 812.5000 124.0000 4.9000 10.0000 -6.5000 0.0650
Max 908.000 135.000 21.800 157.000 18.000 16.510
1 hr n 8 8 8 8 8 8
Post-Dose
Mean 746.5000 124.0000 6.8437 -16.7500 -7.3750 1.5050
SD 103.99863 10.99350 6.82720 108.02612 14.07061 7.23692
Min 610.000 109.000 1.890 -113.000 -30.000 -8.040
Median 746.5000 125.0000 4.8550 -64.5000 -1.5000 0.1200
Max 955.000 138.000 23.100 204.000 7.000 17.810
LHWO090 5mg Day 1 4 hr n 8 8 8 8 8 8
SAD Post-Dose
Mean 733.7500 121.2750 7.3750 -29.5000 -10.1000 2.0362
SD 103.39211 41.89960 6.48588 80.10885 42.24919 6.32782
Min 551.000 25.200 1.890 -133.000 -104.800 -5.100
Median 730.0000 140.5000 6.9050 -40.0000 -4.0000 0.5200
Max 881.000 149.000 21.300 130.000 31.000 16.010
8 hr n 8 7 8 8 7 8
Post-Dose
Mean 679.1250 134.1429 7.6187 -84.1250 0.7143 2.2800
SD 89.47695 15.12645 3.89217 61.24293 24.44527 3.07694
Min 541.000 111.000 1.890 -150.000 -28.000 -1.900
Median 698.5000 135.0000 7.1750 -100.0000 -7.0000 2.1450
Max 795.000 152.000 13.900 44.000 44.000 8.610
12 hr n 8 8 8 8 8 8
Post-Dose
Mean 679.1250 133.1250 7.2587 -84.1250 1.7500 1.9200
SD 99.50368 8.59298 5.07527 98.19432 18.78259 4.93893
Min 544.000 116.000 1.890 -246.000 -23.000 -4.150
Median 681.0000 134.5000 6.8750 -95.0000 -4.0000 1.8050
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Max 840.000 146.000 17.500 89.000 28.000 12.210
LHWO090 5mg Day 2 24 hr n 8 8 8 8 8 8
SAD Post-Dose
Mean 754.5000 131.0000 5.4700 -8.7500 -0.3750 0.1313
SD 122.48382 9.30438 3.02232 72.92805 16.73267 3.97190
Min 559.000 118.000 1.890 -142.000 -16.000 -7.470
Median 814.5000 130.5000 5.3900 -13.0000 -8.5000 0.3600
Max 867.000 145.000 11.400 116.000 23.000 6.110
Day 4 72 hr n 8 8 8 8 8 8
Post-Dose
Mean 714.0000 119.1250 4.3175 -49.2500 -12.2500 -1.0213
SD 115.56074 12.86676 2.77751 66.62850 18.62218 4.22856
Min 564.000 101.000 1.890 -131.000 -38.000 -9.240
Median 736.0000 120.5000 4.2250 -52.0000 -11.5000 -0.6900
Max 867.000 139.000 10.200 70.000 21.000 4.910
LHWO090 25mg Day -1 Pre-Dose n 8 8 8
SAD
Mean 818.7500 132.0000 4.6437
SD 170.00231 46.20065 2.92305
Min 556.000 87.500 1.890
Median 852.0000 119.0000 4.0400
Max 1040.000 212.000 9.860
Day 1 0 hr n 8 8 8 8 8 8
Pre-Dose
Mean 846.7500 104.1500 3.6175 28.0000 -27.8500 -1.0263
SD 130.73501 24.71922 1.98204 164.74222 29.09438 1.98923
Min 647.000 73.600 1.890 -251.000 -83.000 -4.970
Median 833.0000 103.9500 3.0950 18.5000 -17.5000 -0.0500
Max 1030.000 153.000 6.870 290.000 7.000 1.280
1 hr n 8 8 8 8 8 8
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Post-Dose
Mean 780.0000 123.7750 4.2650 -38.7500 -8.2250 -0.3788
SD 106.63154 31.09753 3.00626 193.70578 28.16253 2.09145
Min 626.000 80.400 1.890 -329.000 -67.000 -4.150
Median 769.0000 119.5000 3.1200 -93.0000 -4.0000 0.0000
Max 928.000 176.000 10.100 277.000 30.000 3.130
LHWO0S0 25mg Day 1 4 hr n 8 8 8 8 8 8
SAD Post-Dose
Mean 782.5000 149.4375 7.9237 -36.2500 17.4375 3.2800
SD 72.45886 53.73442 4.26806 224.33569 16.32141 3.07208
Min 661.000 97.500 1.890 -379.000 -10.000 -1.070
Median 791.5000 126.0000 8.9800 -53.0000 23.0000 4.7900
Max 881.000 235.000 13.100 299.000 38.000 6.130
8 hr n 8 7 8 8 7 8
Post-Dose
Mean 763.2500 139.3714 9.3075 -55.5000 1.8714 4.6638
SD 91.52166 43.39085 4.56234 180.00952 15.47091 4.09219
Min 561.000 75.600 5.130 -313.000 -13.000 -3.370
Median 777.5000 139.0000 7.3250 -86.5000 -5.0000 4.0050
Max 853.000 199.000 17.100 187.000 24.000 10.130
12 hr n 8 6 8 8 6 8
Post-Dose
Mean 776.8750 122.4500 10.2963 -41.8750 -13.8833 5.6525
SD 134.55263 45.72692 3.44433 212.33426 27.84094 2.19858
Min 475.000 95.800 5.050 -355.000 -65.000 1.840
Median 816.0000 99.8500 11.1000 -101.5000 -2.0000 6.1600
Max 900.000 212.000 15.100 224.000 9.700 8.130
LHW090 25mg Day 2 24 hr n 8 7 8 8 7 8
SAD Post-Dose
Mean 817.2500 111.5286 7.1900 -1.5000 -22.9000 2.5463
SD 165.29087 18.54191 2.16082 164.51227 34.71575 1.54702
Min 599.000 82.100 4.570 -213.000 -74.000 -1.010
Median 836.5000 118.0000 6.7850 -49.5000 -6.0000 2.7850
Max 1090.000 138.000 10.900 265.000 9.500 3.930

Page 22



Clinical Trial Results Website CLHWO090X2101
Day 4 72 hr n 8 6 8 8 6 8
Post-Dose
Mean 814.0000 101.1167 4.3400 -4.7500 -36.5500 -0.3037
SD 145.86001 39.86258 2.03383 278.29622 34.84450 2.39662
Min 585.000 58.200 1.890 -317.000 -88.000 -4.970
Median 834.5000 101.2000 4.4400 -56.0000 -36.6500 0.2900
Max 1080.000 157.000 8.320 429.000 10.000 2.370
LHW090 50mg Day -1 Pre-Dose n 8 7 8
SAD
Mean 974.6250 118.5286 4.1675
SD 137.26402 39.48691 2.25840
Min 742.000 64.300 1.890
Median 1035.0000 124.0000 4.3050
Max 1090.000 177.000 8.300
Day 1 0 hr n 8 7 8 8 6 8
Pre-Dose
Mean 935.1250 85.1714 4.2325 -39.5000 -19.3167 0.0650
SD 110.32735 39.19025 1.59228 63.82118 24.62490 2.06625
Min 739.000 25.200 1.890 -133.000 -46.200 -2.540
Median 952.5000 92.5000 4.5900 -21.0000 -22.2500 0.0950
Max 1100.000 139.000 5.770 42.000 18.000 3.630
1 hr n 8 7 8 8 7 8
Post-Dose
Mean 856.3750 123.8429 4.2662 -118.2500 5.3143 0.0988
SD 121.03357 37.71330 1.57874 48.10034 24.13955 2.42059
Min 673.000 61.700 1.890 -218.000 -35.000 -3.280
Median 900.0000 131.0000 4.5100 -115.0000 10.0000 0.1250
Max 972.000 167.000 5.990 -68.000 38.000 4.100
LHWO90 50mg Day 1 4 hr n 8 4 8 8 4 8
SAD Post-Dose
Mean 827.8750 151.5000 6.6163 -146.7500 37.1750 2.4488
SD 92.92153 22.88376 1.788406 83.46043 31.63736 2.47474
Min 678.000 128.000 4.230 -254.000 -8.000 -1.990
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Median 833.5000 152.0000 6.5300 -154.5000 46.5000 2.2650
Max 989.000 174.000 10.300 5.000 63.700 6.050
8 hr n 8 7 8 8 7 8
Post-Dose
Mean 779.1250 112.2000 8.3187 -195.5000 -6.3286 4.1513
SD 78.34072 40.50593 3.87596 101.08836 40.70654 3.73167
Min 621.000 57.500 1.890 -318.000 -55.000 0.000
Median 798.0000 108.0000 8.2200 -211.0000 -17.0000 3.6400
Max 859.000 191.000 15.600 -15.000 70.000 11.350
12 hr n 8 7 7 8 6 7
Post-Dose
Mean 701.0000 101.0857 6.8329 -273.6250 -5.2500 2.6771
SD 129.50124 41.97171 1.58123 97.29475 28.45064 2.34591
Min 531.000 25.200 4.320 -458.000 -39.100 0.170
Median 713.5000 96.0000 6.8500 -259.0000 -8.5000 2.4300
Max 871.000 156.000 8.520 -140.000 35.000 6.630
LHWO90 50mg Day 2 24 hr n 8 6 8 8 5 8
SAD Post-Dose
Mean 821.3750 85.2833 7.5863 -153.2500 -26.9800 3.4188
SD 103.92296 40.49209 2.17397 108.26786 50.67052 2.36453
Min 682.000 25.200 4.670 -384.000 -94.200 -0.750
Median 852.0000 85.0500 7.1700 -150.0000 -31.0000 4.1050
Max 944.000 150.000 10.800 -52.000 29.000 6.550
Day 4 72 hr n 8 7 8 8 6 8
Post-Dose
Mean 834.0000 80.5000 4.9750 -140.6250 -28.4000 0.8075
SD 136.41533 35.39195 1.59762 127.35209 19.16319 1.86847
Min 644.000 25.200 1.890 -260.000 -50.400 -3.120
Median 817.5000 82.8000 5.1450 -169.5000 -31.6000 1.4750
Max 1090.000 134.000 6.590 129.000 -4.700 2.520
LHW090 100mg Day -1 Pre-Dose n 8 8 8
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SAD
Mean 927.0000 90.6875 3.5275
SD 114.44899 11.63142 1.814061
Min 796.000 74.000 1.890
Median 887.0000 89.5000 3.1800
Max 1160.000 105.000 5.830
Day 1 0 hr n 8 8 8 8 8 8
Pre-Dose
Mean 974.2500 85.2125 4.2387 47.2500 -5.4750 0.7113
SD 161.63694 11.49552 2.82882 107.78119 6.08223 1.49018
Min 735.000 67.600 1.890 -122.000 -14.900 -0.490
Median 1003.0000 86.8500 2.9350 47.0000 -5.9500 0.0000
Max 1150.000 101.000 8.680 210.000 2.300 4.080
1 hr n 8 8 8 8 8 8
Post-Dose
Mean 880.5000 94.3750 4.1862 -46.5000 3.6875 0.6588
SD 162.93820 19.93939 2.05910 123.76475 13.49809 1.02591
Min 671.000 65.500 1.890 -186.000 -11.900 -0.040
Median 899.5000 91.2000 4.6000 -63.0000 4.2500 0.0650
Max 1090.000 125.