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Forward Looking Statements
Any statements contained in this presentation or made during the accompanying oral presentation that are not
statements of historical facts are forward-looking statements as defined under the Federal securities laws.
Forward-looking statements involve risks and uncertainties that could cause actual results to differ materially from
those discussed in such forward-looking statements. Such risks and uncertainties include, without limitation, risks
associated with the Company’s business prospects, financial results and business operations. Any such forwardlooking statements are based on our current expectations and assumptions, but are subject to a number of risks
and uncertainties that could cause our actual future results to differ materially from our current expectations or
those implied by the forward-looking statements. These risks and uncertainties are identified and described in more
detail in our filings with the Securities and Exchange Commission (the “SEC”), including the Company’s most
recent Annual Report filed on Form 10-K and our subsequently filed Quarterly Report(s) on Form 10-Q. You should
not place undue reliance on these forward-looking statements, which speak only as of the date of this presentation.
Except as required by applicable law, the Company does not intend to update any of the forward-looking
statements to conform these statements to actual results, later events or circumstances or to reflect the occurrence
of unanticipated events.
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Summary of Top-Line VALOR-CKD Trial Results
• Trial did not meet its primary endpoint, which was defined as the time to
the first occurrence of any event in the composite endpoint of renal death,
end-stage renal disease (ESRD), or a confirmed greater than or equal to
40% reduction in estimated glomerular filtration rate (eGFR), also known
as DD40.
• Trial did not meet statistical significance on secondary endpoints
• Due to the high serum bicarbonate values in the placebo group, we were
not able to compare an untreated acidotic population with a veverimertreated population
• Veverimer was well-tolerated with no significant safety signals relative to
placebo
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The VALOR-CKD Trial Design Overview
VALOR-CKD Renal Outcomes Trial
• Time-to-event, multicenter, randomized, double-blind, placebo-controlled trial
• Primary endpoint: DD40, defined as time to first occurrence of renal death, ESRD
or a confirmed ≥ 40% reduction in eGFR

Subjects with serum
bicarbonate of 12 –
20 mEq/L, eGFR of
20 – 40
ml/min/1.73m2

Part B – Randomized Withdrawal

Part A

Single-Blind Active
Treatment Period:
4 to 8 Weeks
All on Veverimer

R

Treatment

Screening

Veverimer QD (n~740)
Placebo QD (n~740)

Trial terminated
early for
administrative
reasons in
May 2022

Patients who experienced a
≥4 mEq/L increase in serum
bicarbonate and those whose
serum bicarbonate increased
into the normal range of
≥22 mEq/L were randomized
to veverimer or to placebo
treatment
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The VALOR-CKD Trial: CONSORT Diagram
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The VALOR-CKD Trial: Selected Baseline Characteristics
Veverimer

Placebo

65.0 (11.87)

65.2 (12.30)

58.4% / 41.6%

57.0% / 43%

Hypertension

98.0%

98.0%

Diabetes

57.1%

54.0%

Coronary artery disease

32.3%

34.0%

Heart failure

31.0%

32.6%

Serum bicarbonate (mean [SD]) –
mEq/L

17.4 (1.39)

17.5 (1.32)

Estimated GFR (mean [SD]) –
mL/min/1.73m2

29.2 (6.35)

29.1 (6.33)

83 (11.2%)

87 (11.8%)

(N = 741)

Age (years)
Sex (M% / F%)

(N = 739)

Selected Medical History (%)

Laboratory Values

Medication Use
Sodium bicarbonate
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The VALOR-CKD Trial Did Not Meet Statistical Significance on the
Primary Endpoint

ITT Analysis Set
Number (%) of Patients with Events

Veverimer
(N = 739)

Placebo
(N=737)

149
20.2%

148
20.1%

9.9%

9.6%

Group Difference
Statistics

P-value

Time to Primary Endpoint Event
Annualized Rate (%)

V / P HR (95% CI)
0.99 (0.78, 1.24)

0.898

The primary endpoint was the time to the first occurrence of DD40,
defined as renal death, dialysis or a confirmed 40% reduction in eGFR
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The VALOR-CKD Trial Did Not Meet Its Secondary Endpoints
Given the failure on the primary endpoint, our prespecified hierarchical analysis
did not permit statistical testing of the secondary endpoints, however, the nominal
p-values for all of these endpoints were non-significant.
Secondary Endpoints
1. Change from Baseline (A1) in KDQOL Total Score at Month 12
2. Change from Baseline (A1) in Time to Complete the Repeated Chair Stand Test at Month 12
3. Time to ESRD or Renal Death
4. Time to Primary Endpoint Event or CV death
5. Time to a Confirmed Doubling of Serum Creatinine from Baseline
6. Time to a Confirmed ≥ 50% eGFR Decline from Baseline
7. Time to a Confirmed ≥ 40% eGFR Decline from Baseline
8. Time to Recurrent Hospitalization
9. Time to CV Death
10. Time to All-Cause Death
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The VALOR-CKD Trial: Safety Summary
Part B
Veverimer
(N=739)

Placebo
(N=737)

105 (14.2%)

103 (14.0%)

42 (5.7%)

44 (6.0%)

197 (26.7%)

205 (27.8%)

Subjects with an Adverse Event Leading to Treatment Interruption

49 (6.6%)

44 (6.0%)

Subjects with an Adverse Event Leading to Treatment Discontinuation

85 (11.5%)

81 (11.0%)

Subjects with Any Treatment Emergent Adverse Event

461 (62.4%)

452 (61.3%)

Hypertension

65 (8.8%)

71 (9.6%)

Hyperkalaemia

55 (7.4%)

43 (5.8%)

COVID-19

39 (5.3%)

54 (7.3%)

Headache

39 (5.3%)

37 (5.0%)

Anemia

38 (5.1%)

36 (4.9%)

Subjects with All-cause Death
Subjects with Cardiovascular Death
Subjects with Serious Adverse Events
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The VALOR-CKD Trial Design Was Intended to Generate an Acidotic Versus
Treated Patient Population through a Randomized Withdrawal Design
Part A: Single-Blind Veverimer
23.4 mEq/L

Part B Double-Blind Veverimer or Placebo

Veverimer

67.3% of subjects
randomized into
Part B

17.5 mEq/L
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In the VALOR-CKD Trial, the Veverimer and Placebo Groups
Demonstrated Unexpected Serum Bicarbonate Results
• In Part A, the average increase in
serum bicarbonate was 5.9
mEq/L, increasing from 17.5
mEq/L to 23.4 mEq/L

Serum Bicarbonate Measurements In the VALOR-CKD Trial
Part A

Part B

• In Part B:
‒ The average serum bicarbonate
over months 3 to 12 was:
Veverimer = 21.8 mEq/L
Placebo = 20.9 mEq/L
‒ The veverimer group
unexpectedly dropped by 1.41
mEq/L after randomization
‒ The placebo group only
dropped by 2.55 mEq/L and did
not decrease to baseline after
randomization
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Prior Clinical Experience: TRCA-301/301E Clinical Trial
Mean Serum Bicarbonate Levels in the TRCA-301/TRCA-301E Trial

In TRCA-301/301E, veverimer
significantly increased mean
serum bicarbonate throughout
the 52-week treatment period,
with serum bicarbonate rapidly
returning toward baseline after
treatment discontinuation.
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In the VALOR-CKD Trial ~60% of Placebo Subjects Had Serum Bicarbonate
>20 mEq/L for the First 30+ Months of the Trial
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Summary of Top-Line VALOR-CKD Trial Results
• Trial did not meet its primary endpoint, which was defined as the time to
the first occurrence of any event in the composite endpoint of renal death,
end-stage renal disease (ESRD), or a confirmed greater than or equal to
40% reduction in estimated glomerular filtration rate (eGFR), also known
as DD40.
• Trial did not meet statistical significance on secondary endpoints
• Due to the high serum bicarbonate values in the placebo group, we were
not able to compare an untreated acidotic population with a veverimertreated population
• Veverimer was well-tolerated with no significant safety signals relative to
placebo
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