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Bayer Announces Primary Endpoint Achieved in Phase Il
FINEARTS-HF Cardiovascular Outcomes Study Investigating
KERENDIA® (finerenone) in Patients with Heart Failure with Mildly
Reduced or Preserved Ejection Fraction

August 05, 2024 02:34 AM Eastern Daylight Time

WHIPPANY, N.J.--(BUSINESS WIRE)--Bayer announced today that FINEARTS-HF met its primary endpoint,! achieving a
statistically significant reduction of the composite of cardiovascular death and total (first and recurrent) heart failure
(HF) events, defined as hospitalizations for HF or urgent HF visits. The randomized, double-blind, placebo-controlled,
parallel-group, multi-center phase Il cardiovascular outcomes study evaluated the efficacy and safety of KERENDIA®
(finerenone) for investigational new use in patients with HF with a LVEF>40%? (left ventricular ejection fraction), a
measurement that indicates how much blood the left ventricle of the heart pumps with each beat.* In the FINEARTS-HF
trial, no new safety signals were identified compared with those seen in previous studies with the compound.?



KERENDIA is approved to reduce the risk of cardiovascular death, non-fatal
myocardial infarction, hospitalization for heart failure, sustained eGFR
decline, and end-stage kidney disease in adult patients with CKD
associated with T2D. 3

KERENDIA is a non-steroidal, selective mineralocorticoid receptor
antagonist (MRA) with established cardiovascular benefit (reduction in
hospitalization for HF, CV death and non-fatal Ml) in adults with CKD in
T2D,3 and this new topline data provides positive results in a different
patient population not limited to CKD in T2D— patients diagnosed with HF
(LVEF>40).1

Bayer will present the FINEARTS-HF data at the European Society of Cardiology (ESC) Congress 2024 in September and plans
to discuss submission for regulatory approval with the U.S. Food and Drug Administration (FDA).

The FINEARTS-HF study is part of KERENDIA’'s MOONRAKER program, which is expected to be one of the largest HF study
programs to date with more than 15,000 patients in total and aims to establish a comprehensive understanding of
KERENDIA in HF across a broad spectrum of patients and clinical settings.!

Heart failure is a complex clinical syndrome with symptoms and signs that result from any structural or functional
impairment of ventricular filling or ejection of blood.> Approximately 6.7 million adults in the U.S. suffer from HF, with about
55% having an LVEF > 40%.° Despite the high prevalence, guideline-directed medical treatment options for patients with HF
with LVEF > 40% are limited.” This patient group is often balancing multiple comorbidities like obesity, hypertension and
chronic kidney disease (CKD), adding additional considerations for physicians when considering treatment.>

“Bayer is determined to drive research and innovations that have the potential to become treatment options for diseases
with high unmet medical need, including for patients with mildly reduced or preserved ejection fraction,” said Dr. Christian
Rommel, Head of Research and Development at Bayer’s Pharmaceuticals Division.



About FINEARTS-HF?

FINEARTS-HF is a randomized, double-blind, placebo-controlled, multicenter, event-driven phase Il study
investigating the efficacy and safety of KERENDIA (finerenone) for the reduction of risk of cardiovascular death and
heart failure (HF) events in patients with a diagnosis of symptomatic heart failure (New York Heart Association class
lI-1V) with a left ventricular ejection fraction (LVEF) of 240%, measured by local imaging measurement within the last
12 months as well as receiving diuretic treatment for at least 30 days prior to randomization. The primary endpoint
of FINEARTS-HF was the composite of cardiovascular death and total (first and recurrent) HF events, defined as
hospitalizations for HF or urgent HF visits.

Approximately 6,000 patients were randomized to receive either finerenone or placebo once daily for up to 42
months.?

With overall more than 15,000 patients, the MOONRAKER clinical trial program with finerenone, including
FINEARTS-HF, is one of the largest HF study programs to date, and aims to establish a comprehensive body of
evidence for finerenone across a broad spectrum of patients and clinical settings.?

About KERENDIA® (finerenone)3

KERENDIA is a non-steroidal mineralocorticoid receptor antagonist (MRA) and was approved by the U.S. Food and
Drug Administration (FDA) in July 2021 to reduce the risk of sustained eGFR decline, end-stage kidney disease,
cardiovascular death, non-fatal myocardial infarction, and hospitalization for heart failure in adults with CKD
associated with T2D.

In adults with CKD associated with T2D, KERENDIA has been recommended to reduce the risk of hospitalization for
heart failure by the American Diabetes Association (ADA) & and European Society of Cardiology (ESC).°
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Stool-Based Methylation
Test May Improve CRC
Screening

Publish date: August 13, 2024
By Will Pass ; MDEdge News

A new stool-based syndecan-2 methylation (mSDC2) test may improve the detection of colorectal
cancer (CRC) and advanced colorectal neoplasia (ACN), based on a prospective, real-world study.



These findings suggest that the mSDC2 assay could improve the efficacy and resource
utilization of existing screening programs, reported co—lead authors Shengbing Zhao,
MD and Zixuan He, MD, of Naval Medical University, Shanghai, China, and colleagues.
“Conventional risk-stratification strategies, such as fecal immunochemical test (FIT) and
life risk factors, are still criticized for being inferior at identifying early-stage CRC and
ACN, and their real-world performance is probably further weakened by the low annual
participation rate and compliance of subsequent colonoscopy,” the investigators

wrote in Gastroenterology. Recent case studies have reported “high diagnostic
performance” using stool-based testing for mSDC2, which is “the most accurate single-
targeted gene” for colorectal neoplasia, according to the investigators; however, real-
world outcomes have yet to be demonstrated, prompting the present study. The
prospective, multicenter, community-based trial compared the diagnostic performance of
the mSDC?2 test against FIT and Asia-Pacific Colorectal Screening (APCS) scores.




The primary outcome was detection of ACN. Secondary outcomes included detection of CRC, early-stage CRC, ACN,
colorectal neoplasia (CN), and clinically relevant serrated polyp (CRSP). Screening strategies were also compared in
terms of cost-effectiveness and impact on colonoscopy workload.The final dataset included 10,360 participants aged 45-
75 years who underwent screening between 2020 and 2022.

After determining APCS scores, stool samples were analyzed for mSDC2 and FIT markers. Based on risk stratification
results, participants were invited to undergo colonoscopy. A total of 3,381 participants completed colonoscopy, with 1914
from the increased-risk population and 1467 from the average-risk population. Participants who tested positive for
mSDC?2 had significantly higher detection rates for all measured outcomes than those who tested negative (all, P <.05).
For example, the detection rate for ACN was 26.6% in mSDC2-positive participants, compared with 9.3% in mSDC2-
negative participants, with a relative risk of 2.87 (95% CI, 2.39-3.44). For CRC, the detection rate was 4.2% in mSDC2-
positive participants vs 0.1% in mSDC2-negative participants, yielding a relative risk of 29.73 (95% CI, 10.29-85.91).
Performance held steady across subgroups.The mSDC2 test demonstrated cost-effectiveness by significantly reducing the
number of colonoscopies needed to detect one case of ACN or CRC. Specifically, the number of colonoscopies needed to
screen for ACN and CRC was reduced by 56.2% and 81.5%, respectively. Parallel combinations of mSDC2 with APCS or
FIT enhanced both diagnostic performance and cost-effectiveness.

“This study further illustrates that the mSDC2 test consistently improves predictive abilities for CN, CRSP, ACN, and
CRC, which is not influenced by subgroups of lesion location or risk factors, even under the risk stratification by FIT or
APCS,” the investigators wrote. “The excellent diagnostic ability of mSDC2 in premalignant lesions, early-stage CRC,
and early-onset CRC indicates a promising value in early detection and prevention of CRC ... the mSDC2 test or a parallel
combination of multiple screening methods might be promising to improve real-world CRC screening performance and
reduce colonoscopy workload in community practice.” The study was supported by the National Key Research and
Development Program of China, Deep Blue Project of Naval Medical University, the Creative Biosciences, and others.
The investigators reported no conflicts of interest.
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The U.S. Food and Drug Administration has approved Yorvipath (palopegteriparatide) of:

injection for subcutaneous use in adults with hypoparathyroidism. Yorvipath was not 08/09/2024

Q&A with FDA Podcast

studied in adults with acute post-surgical hypoparathyroidism. Regulated Product(s)
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Disease or Condition rugs

Hypoparathyroidism is a rare disease most often caused by damage to the parathyroid glands from
surgery or autoimmune disease. Patients with hypoparathyroidism have low levels of parathyroid
hormone (PTH), which leads to hypocalcemia (blood calcium levels that are too low).

Patients with hypoparathyroidism are typically treated with active vitamin D and calcium to raise
blood calcium into the low-normal range and can require large doses of calcium taken more than
once a day. Symptoms of hypoparathyroidism vary depending on blood calcium levels, and can
include tingling or numbness in the fingertips, toes, and lips; muscle cramps and spasms; and
seizures.



Effectiveness

The effectiveness of Yorvipath was evaluated in a 26-week, randomized, double-blind, placebo-controlled trial that
enrolled 82 adults with hypoparathyroidism. Prior to randomization, all subjects underwent an approximate 4-week
screening period in which calcium and active vitamin D supplements were adjusted to achieve an albumin-corrected
serum calcium concentration between 7.8 and 10.6 mg/dL, a magnesium concentration >1.3 mg/dL and below the upper
limit of the reference range, and a 25(OH) vitamin D concentration between 20 to 80 ng/mL. During the double-blind
period, subjects were randomized to either Yorvipath (N = 61) or placebo (N= 21), at a starting dose of 18 mcg/day, co-
administered with conventional therapy (calcium and active vitamin D). Study drug and conventional therapy were
subsequently adjusted according to the albumin-corrected serum calcium levels. At the end of the trial, 69% of the
patients in the Yorvipath group compared to 5% of the patients in the placebo group were able to maintain their calcium

level in the normal range, without needing active vitamin D and high doses of calcium (calcium dose < 600 mg/day).

Safety Information

Yorvipath’s labeling includes warnings for a potential risk of risk of unintended changes in serum calcium levels related
to number of daily injections and total delivered dose, serious hypocalcemia and hypercalcemia (blood calcium levels
that are too high), osteosarcoma (a rare bone cancer) based on findings in rats, orthostatic hypotension (dizziness when
standing), and a risk of a drug interaction with digoxin (a medicine for certain heart conditions). Consult the prescribing
information for more details about Yorvipath’s risks. Adverse reactions occurring in more than 15% of patients and
more commonly on Yorvipath than on placebo were injection site reactions, vasodilatory signs and symptoms (e.g.,

decreased blood pressure and dizziness), and headache.
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Coronary Atherosclerotic
Plaque Activity and
Myocardial Infarction: A
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Editorial Comment: Rethinking Heart Attack Prevention: The Myth of the “Vulnerable Plaque” and Reality of Patient Risk” PODCAST vessel-level analysis of
Abstract the PRE18FFIR study
Background

Total coronary atherosclerotic plaque activity across the entire coronary arterial tree is
associated with patient-level clinical outcomes.

Objectives

We aimed to investigate whether vessel-level coronary atherosclerotic plaque activity is
associated with vessel-level myocardial infarction.



Methods
In this secondary analysis of an international multicenter study of patients with recent

myocardial infarction and multivessel coronary artery disease, we assessed vessel-level
coronary atherosclerotic plaque activity using coronary '8F-sodium fluoride positron emission
tomography to identify vessel-level myocardial infarction.



CENTRAL ILLUSTRATION: Coronary Atherosclerotic Plaque Activity and
Vessel- and Patient-Level Myocardial Infarction
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Methods

In this secondary analysis of an international multicenter study of patients with recent myocardial
infarction and multivessel coronary artery disease, we assessed vessel-level coronary
atherosclerotic plaque activity using coronary '8F-sodium fluoride positron emission tomography to
identify vessel-level myocardial infarction.

Results

Increased "8F-sodium fluoride uptake was found in 679 of 2,094 coronary arteries and 414 of 691
patients. Myocardial infarction occurred in 24 (4%) vessels with increased coronary atherosclerotic
plaque activity and in 25 (2%) vessels without increased coronary atherosclerotic plaque activity
(HR: 2.08; 95% CI: 1.16-3.72; P = 0.013). This association was not demonstrable in those treated
with coronary revascularization (HR: 1.02; 95% CI: 0.47-2.25) but was notable in untreated vessels
(HR: 3.86; 95% ClI: 1.63-9.10; P; ieraction = 0-024). Increased coronary atherosclerotic plaque activity
in multiple coronary arteries was associated with heightened patient-level risk of cardiac death or
myocardial infarction (HR: 2.43; 95% CI: 1.37-4.30; P = 0.002) as well as first (HR: 2.19; 95% CI:
1.18-4.06; P = 0.013) and total (HR: 2.50; 95% CI: 1.42-4.39; P = 0.002) myocardial infarctions.

Conclusions

In patients with recent myocardial infarction and multivessel coronary artery disease, coronary
atherosclerotic plaque activity prognosticates individual coronary arteries and patients at risk for
myocardial infarction.
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Key Points

Question Can a blood test based on the ratio of plasma phosphorylated tau 217
(p-tau217) relative to non—p-tau217 (expressed as percentage of p-tau217)
combined with the amyloid-B 42 and amyloid-B 40 plasma ratio (the amyloid
probability score 2 [APS2]) accurately identify Alzheimer disease in primary care

and secondary care when prospectively applying predefined biomarker cutoff
values?



Abstract

Importance An accurate blood test for Alzheimer disease (AD) could streamline the diagnostic workup and
treatment of AD.

Objective To prospectively evaluate a clinically available AD blood test in primary care and secondary care using
predefined biomarker cutoff values.

Design, Setting, and Participants There were 1213 patients undergoing clinical evaluation due to cognitive
symptoms who were examined between February 2020 and January 2024 in Sweden. The biomarker cutoff values
had been established in an independent cohort and were applied to a primary care cohort (n =307) and a secondary
care cohort (n =300); 1 plasma sample per patient was analyzed as part of a single batch for each cohort. The blood
test was then evaluated prospectively in the primary care cohort (n = 208) and in the secondary care cohort
(n=398); 1 plasma sample per patient was sent for analysis within 2 weeks of collection.

Exposure Blood tests based on plasma analyses by mass spectrometry to determine the ratio of plasma
phosphorylated tau 217 (p-tau217) to non—p-tau217 (expressed as percentage of p-tau217) alone and when
combined with the amyloid-B 42 and amyloid-f3 40 (AB42:AB40) plasma ratio (the amyloid probability score 2
[APS2]).

Main Outcomes and Measures The primary outcome was AD pathology (determined by abnormal cerebrospinal
fluid AB42:AB40 ratio and p-tau217). The secondary outcome was clinical AD. The positive predictive value (PPV),

negative predictive value (NPV), diagnostic accuracy, and area under the curve (AUC) values were calculated.



Results The mean age was 74.2 years (SD, 8.3 years), 48% were women, 23% had subjective cognitive decline, 44%
had mild cognitive impairment, and 33% had dementia. In both the primary care and secondary care assessments, 50%
of patients had AD pathology. When the plasma samples were analyzed in a single batch in the primary care cohort,
the AUC was 0.97 (95% Cl, 0.95-0.99) when the APS2 was used, the PPV was 91% (95% Cl, 87%-96%), and the NPV was
92% (95% Cl, 87%-96%); in the secondary care cohort, the AUC was 0.96 (95% Cl, 0.94-0.98) when the APS2 was used,
the PPV was 88% (95% Cl, 83%-93%), and the NPV was 87% (95% Cl, 82%-93%). When the plasma samples were
analyzed prospectively (biweekly) in the primary care cohort, the AUC was 0.96 (95% Cl, 0.94-0.98) when the APS2 was
used, the PPV was 88% (95% Cl, 81%-94%), and the NPV was 90% (95% Cl, 84%-96%); in the secondary care cohort, the
AUC was 0.97 (95% Cl, 0.95-0.98) when the APS2 was used, the PPV was 91% (95% Cl, 87%-95%), and the NPV was
91% (95% Cl, 87%-95%). The diagnostic accuracy was high in the 4 cohorts (range, 88%-92%). Primary care physicians
had a diagnostic accuracy of 61% (95% Cl, 53%-69%) for identifying clinical AD after clinical examination, cognitive
testing, and a computed tomographic scan vs 91% (95% Cl, 86%-96%) using the APS2. Dementia specialists had a
diagnostic accuracy of 73% (95% Cl, 68%-79%) vs 91% (95% Cl, 88%-95%) using the APS2. In the overall population, the
diagnostic accuracy using the APS2 (90% [95% Cl, 88%-92%]) was not different from the diagnostic accuracy using the
percentage of p-tau217 alone (90% [95% Cl, 88%-91%)]).

Conclusions and Relevance The APS2 and percentage of p-tau217 alone had high diagnostic accuracy for identifying
AD among individuals with cognitive symptoms in primary and secondary care using predefined cutoff values. Future

studies should evaluate how the use of blood tests for these biomarkers influences clinical care.



r =

Thank you
for listening:

k




