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Close linkage between blood total 
ketone body levels and B‑type 
natriuretic peptide levels 
in patients with cardiovascular 
disorders
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In patients with cardiovascular disorders, blood total ketone body (TKB) levels increase with 
worsening heart failure and are consumed as an alternative fuel to fatty acid and glucose. We 
investigated factors contributing to the increase in the blood TKB levels in patients with cardiovascular 
disorders. The study population consisted of 1030 consecutive patients who underwent cardiac 
catheterization. Covariance structure analyses were performed to clarify the direct contribution 
of hemodynamic parameters, including the left ventricular end‑diastolic pressure (LVEDP), left 
ventricular end‑systolic volume index (LVESVI), left ventricular end‑diastolic volume index (LVEDVI), 
and B‑type natriuretic peptide (BNP) levels, to TKB by excluding other confounding factors. These 
analyses showed that the TKB levels were significantly associated with the BNP level (P = 0.003) but 
not the LVEDP, LVESVI, or LVEDVI levels. This was clearly demonstrated on a two‑dimensional contour 
line by Bayesian structure equation modeling. The TKB level was positively correlated with the BNP 
level, but not LVEDP, LVESVI or LVEDVI. These findings suggested that elevated blood TKB levels were 
more strongly stimulated by the increase in BNP than by hemodynamic deterioration. BNP might 
induce the elevation of TKB levels for use as an important alternative fuel in the failing heart.

Derangement in myocardial fuel metabolism contributes to the development of heart disease. In the normal 
heart, cardiac energy metabolism mainly depends on fatty acids and  glucose1,2. Although ketone bodies are a 
minor energy substrate in the normal heart, the elevation of blood ketone body levels provides an important 
alternative energy substrate in the failing  heart3–5. The utilization of ketone bodies in extrahepatic tissues such 
as the heart was determined by circulating ketone body  levels6–8. In order to clarify the factors that increase the 
utilization of ketone bodies in the heart, it is necessary to show the factors that elevate blood ketone body levels. 
However, it was reported that blood ketone body levels in patients with heart failure were elevated in proportion 
to the severity of their symptoms and cardiac dysfunction as well as the degree of activation of stress  hormones9, 
and the detailed mechanism is not fully understood.

Although there are various indicators of heart failure, the left ventricular end-diastolic pressure (LVEDP), left 
ventricular end-systolic volume index (LVESVI), left ventricular end-diastolic volume index (LVEDVI), and the 
plasma level of B-type natriuretic peptide (BNP) are the main indicators of the hemodynamics and the severity 
of heart  failure10–12. In particular, the BNP level is considered a sensitive and reliable biomarker of the degree of 
heart failure in clinical  practice13. Natriuretic peptides (NPs) are produced in the heart and classically affect the 
renal and cardiovascular systems. The major physiological effects of NPs are natriuresis, vasodilation, and inhibi-
tion of the renin–angiotensin–aldosterone (RAA) and sympathetic nervous  systems14,15. However, it is currently 
believed that NPs have a variety of other effects. Recently, many researchers have focused on the relationship 
between NPs and energy  metabolism16–18, and we reported several investigations about this  relationship19–23. 
However, in patients with cardiovascular disorders, the direct relationship between NPs and ketone bodies has 
not been fully elucidated.
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In patients with heart failure, due to various confounding factors, such as comorbid disease (e.g. diabetes) 
and oral medicine  use24, it is difficult to clarify the precise factors that affect the blood total ketone body (TKB) 
level. In the present study, we performed a covariance structure analysis to clarify the factors that contribute to 
the increase in blood ketone body levels in patients with cardiovascular disorders.

Results
Patient characteristics. Table 1 shows the clinical characteristics of the patients in this study. The median 
BNP level was 47.8 pg/mL (interquartile range [IQR] 19.6–131 pg/mL), the median LVEDP was 11.0 mmHg 
(IQR 8.0 -14.0 mmHg), the median LVESVI was 23.6 mL/m2 (IQR 17.7–33.5 mL/m2), the median LVEDVI was 
61.5 mL/m2 (IQR 50.5–74.5 mL/m2), and the median TKB level was 194 μmol/L (IQR 89.0–404 μmol/L).

The correlation of blood TKB levels with various clinical factors. Table 2 shows the Spearman rank 
correlation coefficients between the TKB level and various clinical factors. The TKB level was significantly and 
positively correlated with the age, total bilirubin (TB), fasting blood sugar (FBS), hemoglobin A1c (HbA1c), 
high-density lipoprotein cholesterol (HDL), and BNP and negatively correlated with the sex, body mass index 
(BMI), mean blood pressure (BP), hemoglobin (Hb), estimated glomerular filtration rate (eGFR), and triglyc-
eride (TG) level.

The concept and results of the proposed path model (A). The theoretical path model (A) is shown 
in Fig. 1. Paths were drawn from independent to dependent variables, with directional arrows for each regres-
sion model. The association between two factors was linked by two-way arrows. This approach was employed to 
investigate the factors that exerted causative effects on the blood TKB level. The path model (A) was proposed by 
positioning the blood TKB level in parallel with the other factors, which are shown in Table 2. The precise results 
of the path model (A) are shown in Table 3. The path model (A) revealed that the TB, CRP, FBS, HbA1c, HDL, 

Table 1.  The clinical characteristics of the patients (n = 1030). BMI body mass index, Hb hemoglobin, eGFR 
estimated glomerular filtration rate, CRP C-reactive protein, HDL high-density lipoprotein cholesterol, LDL 
low-density lipoprotein cholesterol, BNP B-type natriuretic peptide, LVEDP left ventricular end-diastolic 
pressure, LVESVI left ventricular end-systolic volume index, LVEDVI left ventricular end-diastolic volume 
index.

Male (%) 81.4

Age (years) 69.0 (60.0, 76.0)

BMI (kg/m2) 24.2 ± 3.9

Mean blood pressure (mmHg) 94.4 ± 15.9

Heart rate (beats per minutes) 69.0 (62.0, 80.0)

Hb (g/dL) 13.5 ± 1.94

eGFR (mL/min/1.73  m2) 67.8 (55.4, 80.2)

Total Bilirubin (mg/dL) 0.8 (0.6, 1.0)

Uric Acid (mg/dL) 6.0 ± 1.5

CRP (mg/dL) 0.08 (0.04, 0.24)

HDL (mg/dL) 49.0 (40.3, 60.0)

LDL (mg/dL) 97.3 ± 28.5

Triglyceride (mg/dL) 102 (75, 137)

HbA1c (%) 6.0 (5.6, 6.6)

Fasting blood sugar (mg/dL) 103 (94, 123)

BNP (pg/mL) 47.8 (19.6, 131)

LVEDP (mmHg) 11.0 (8.0, 14.0)

LVESVI (mL/m2) 23.6 (17.7, 33.5)

LVEDVI (mL/m2) 61.5 (50.5, 74.5)

Total ketone body (μmol/L) 194 (89.0, 404)

Underlying main cardiovascular disease (%)

Ischemic heart disease 74

Valvular disease 9.8

Cardiomyopathy 7.9

Arrhythmia 2.1

Macrovascular disease 0.5

Congenital heart disease 0.3

Constrictive pericarditis 0.3

Other diseases 5.1
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low-density lipoprotein cholesterol (LDL), TG, and BNP values were significantly associated with the blood TKB 
level, while the LVEDP, LVESVI, and LVEDVI were not.

The concept and results of the proposed path model (B). The next theoretical path model (B) is 
shown in Fig. 2. The path model (B) was proposed by positioning the blood TKB level in parallel with the fac-
tors that have been identified as statistically significant according to the path model (A) and the hemodynamic 
indices (LVEDP, LVESVI, and LVEDVI). The precise results of path model (B) are shown in Table 4. Path model 
(B) revealed that the CRP, FBS, HbA1c, HDL, LDL, TG, and BNP values were significantly associated with the 
blood TKB level, while the LVEDP, LVESVI, and LVEDVI were not.

The results of Bayesian structural equation modeling. A two-dimensional (2-D) contour image cre-
ated by Bayesian structural equation modeling showed that the blood TKB level was positively correlated with 
the BNP level, while the LVEDP, LVESVI, and LVEDVI were not (Fig. 3).

The relationship between TKB levels and various clinical factors in the two groups (stratifying 
patients according to BNP levels). Next, the patients were divided into 2 groups according to whether 
the BNP level was normal (≤ 18.4 pg/mL) (n = 244) or high (> 18.4 pg/mL) (n = 786), and the same analyses as 
shown in path model (A), (B), and the Bayesian structural equation modeling (Fig. 3) were performed in each 
group. Not only in the high BNP level group but also in the normal BNP level group, similar to the results of 
previous analyses, the blood TKB level was positively correlated with the BNP level, while the LVEDP, LVESVI, 
and LVEDVI were not (Supplementary Figure S1-6, Supplementary Table S1-4).

Discussion
A previous report demonstrated that blood TKB levels increase in proportion to the severity of heart failure, 
as indicated by the pulmonary artery wedge pressure (PAWP) and left ventricular ejection fraction (LVEF)9. 
The present study showed that blood TKB levels were positively associated with the BNP levels, rather than the 
hemodynamic indices, such as LVEDP, LVESVI and LVEDVI.

The blood TKB levels were positively correlated with the BNP levels rather than the LVEDP, LVESVI, and 
LVEDVI in the present study. In addition to the wall extension of the left ventricle, there are many factors, 
including the age, sex, inflammation, anemia, and renal function, that influence the BNP  level25–28. In particular, 
the BNP levels in obese patients with heart failure are lower than those in non-obese patients with heart failure, 
although obesity is a major risk factor for the development of heart  failure29. In the patients with heart failure, 
neuronal hormones, such as catecholamine and NPs, are upregulated and activate  lipolysis30. In obese cases, even 
if heart failure is severe, lipolysis is unlikely to occur due to the low level of BNP, and as a result, the production 

Table 2.  Spearman’s rank correlation coefficients between the total ketone body level and various clinical 
factors (n = 1030). BMI body mass index, Hb hemoglobin, eGFR estimated glomerular filtration rate, CRP 
C-reactive protein, HDL high-density lipoprotein cholesterol, LDL low-density lipoprotein cholesterol, BNP 
B-type natriuretic peptide, LVEDP left ventricular end-diastolic pressure, LVESVI left ventricular end-systolic 
volume index, LVEDVI left ventricular end-diastolic volume index.

R P

Male − 0.064 0.040

Age 0.170 < 0.001

BMI − 0.129 < 0.001

Mean blood pressure − 0.073 0.023

Heart rate 0.088 0.082

Hb − 0.116 < 0.001

eGFR − 0.089 0.004

Total Bilirubin 0.097 0.010

Uric acid − 0.025 0.426

CRP 0.059 0.059

Fasting blood sugar 0.067 0.032

HbA1c 0.091 0.004

HDL 0.095 0.002

LDL 0.057 0.067

Triglyceride − 0.314 < 0.001

BNP 0.209 < 0.001

LVEDP 0.019 0.583

LVESVI (mL/m2) 0.044 0.233

LVEDVI (mL/m2) 0.057 0.120
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of ketone bodies may be suppressed. Based on these results, the production of ketone bodies is presumed to be 
more strongly affected by NP levels rather than by the catecholamine levels in patients with heart failure.

Previous studies reported that both plasma BNP levels and blood ketone body levels increase with the aggra-
vation of heart  failure3,4,10,11. In this study, using a covariance structure analysis, we showed a significant direct 
correlation between the plasma BNP levels and blood ketone body levels. Although the molecular mechanism 
by which BNP directly increases the production of ketone bodies is unclear, it is speculated that NPs stimulate 
lipolysis in adipose tissue and increase free fatty acids (FFAs), which in turn further stimulates the production 
of ketone bodies in the  liver31,32.

Our previous studies showed that even very low or physiological levels of BNP exerted various effects on 
the  body33,34. In addition, it was shown in the present study that even when BNP levels were normal, the plasma 
level of BNP contributed to an increase in blood TKB levels. These results proved that the blood TKB levels are 
not increased by the deterioration of hemodynamics but rather by the physiological effect of BNP, and even a 
physiological level of BNP might induce the utilization of ketone bodies.

Marcondes-Braga et al. reported that the exhaled breath acetone (EBA) levels differ significantly regarding 
the function of the severity of heart failure (New York Heart Association [NYHA] classification), and the EBA 

Figure 1.  Path model (A). The path model theoretically proposed to clarify the contribution of each of the 
factors which are show in Table 2 to TKB. Each path has a coefficient representing the standardized coefficient 
of a regressing independent variable on a dependent variable of the relevant path. These variables represent 
the standardized regression coefficients (direct effect) (shown in Table 3) and squared multiple correlations (in 
narrow italics). BMI body mass index, Mean BP mean blood pressure, HR heart rate, Hb hemoglobin, eGFR 
estimated glomerular filtration rate, T-Bil total-bilirubin, UA uric acid, CRP C-reactive protein, FBS fasting 
blood sugar, HDL high-density lipoprotein cholesterol, LDL low-density lipoprotein cholesterol, TG triglyceride, 
BNP B-type natriuretic peptide, LVEDP left ventricular end-diastolic pressure, LVESVI left ventricular end-
systolic volume index, LVEDVI left ventricular end-diastolic volume index.
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and BNP levels are also said to be positively  correlated35. However, they excluded patients who were not using 
β-blockers and those with diabetes, chronic renal failure, and long-term users of corticosteroids, as these comor-
bidities and drugs are likely to directly interfere with the ketone body metabolism. In addition, Yokokawa et al. 
reported that the EBA levels were positively correlated with the NYHA classification and the plasma BNP levels, 
and EBA significantly correlated with the pulmonary capillary wedge pressure (PCWP)36. They also excluded 
patients with factors that might influence ketone body metabolism, including ischemic heart disease, diabetes, 
dyslipidemia, chronic hepatitis, end-stage renal failure, and a history of the long-term administration of corti-
costeroids, tricyclic antidepressants, tetracyclic antidepressants, or selective serotonin reuptake inhibitors. In the 
present study, we excluded patients who orally took sodium glucose cotransporter (SGLT) 2 inhibitor because it 
obviously affected the levels of  TKB37–39. We included other patients with comorbidities and drugs that were likely 
to influence ketone body metabolism, including—but not limited to—diabetes, dyslipidemia, chronic hepatitis, 
β-blockers, and corticosteroids. Many patients with heart failure have diabetes and dyslipidemia, and ischemic 
heart disease is one of the main causes of the onset of heart  failure40,41. Thus, it cannot be denied that excluding 
these patients may have resulted in our overlooking essential factors that affect ketone body metabolism. For 
that reason, we performed covariant structure analyses to clarify the direct contribution of factors, including the 
BNP, LVEDP, LVESVI, and LVEDVI, to the blood TKB levels and to exclude the effect of confounding factors.

The present study was associated with several limitations. First, this study was conducted at a single univer-
sity hospital, and the data were collected retrospectively. Second, intrinsically, in order to determine whether 
NP or catecholamine is involved in lipolysis, the FFA levels—rather than the ketone body levels— should be 
directly measured; however, in this study, the FFA levels could not be measured due to a lack of reagents. Third, 
to examine the utilization of ketone bodies in the heart, it is necessary to perform blood sampling at both the 
aortic root and the coronary sinus simultaneously. In this study, we performed blood sampling from an arte-
rial catheter alone. However, some previous reports have indicated that the uptake of the cardiac ketone bodies 
increased in proportion to the circulating levels of ketone  bodies6–8. Fourth, patients with various cardiovascular 
diseases were included in this study. Not all patients showed apparent left ventricular (LV) systolic dysfunction 
and/or a substantial increase in plasma BNP levels. Some patients in Stage B according to the Guidelines of 
Heart  Failure42,43 were also included. Finally, although this study demonstrated that the blood TKB levels were 
increased in proportion to the BNP levels, it will be necessary to elucidate through animal experiments the 
molecular biological mechanism by which the administration of NPs increases blood ketone body levels and to 
determine whether or not these increased ketone bodies are effectively utilized as energy substrates in the heart.

Table 3.  The results of the path model (A). R2 squared multiple correlation, TKB total ketone body, BMI 
body mass index, Hb hemoglobin, eGFR estimated glomerular filtration rate, CRP C-reactive protein, HDL 
high-density lipoprotein cholesterol, LDL low-density lipoprotein cholesterol, BNP B-type natriuretic peptide, 
LVEDP left ventricular end-diastolic pressure, LVESVI left ventricular end-systolic volume index, LVEDVI left 
ventricular end-diastolic volume index.

Estimate Standard error Test statistic P value

Standardized regression coefficient

Direct effect

TKB (R2 = 0.172)

Male 0.919 26.238 0.035 0.972 0.001

Age − 0.045 0.982 − 0.045 0.964 − 0.002

BMI − 3.596 2.906 − 1.237 0.216 − 0.044

Mean blood pressure − 0.925 0.653 − 1.416 0.157 − 0.047

Heart rate 0.204 1.140 0.179 0.858 0.009

Hb − 11.692 6.541 − 1.788 0.074 − 0.072

eGFR 0.652 0.559 1.167 0.243 0.041

Total Bilirubin 63.300 31.417 2.015 0.044 0.076

Uric acid 11.353 6.588 1.723 0.085 0.056

CRP 55.949 8.951 6.250 < 0.001 0.192

Fasting blood sugar − 0.962 0.405 − 2.374 0.018 − 0.091

HbA1c 50.344 13.868 3.630 < 0.001 0.141

HDL 1.816 0.710 2.558 0.011 0.086

LDL 1.053 0.339 3.111 0.002 0.096

Triglyceride − 0.930 0.173 − 5.364 < 0.001 − 0.175

BNP 0.202 0.060 3.350 < 0.001 0.172

LVEDP 1.487 2.199 0.676 0.499 0.026

LVESVI − 0.216 1.422 − 0.152 0.879 − 0.018

LVEDVI − 0.115 1.160 − 0.099 0.921 − 0.011



6

Vol:.(1234567890)

Scientific Reports |         (2021) 11:6498  | https://doi.org/10.1038/s41598-021-86126-0

www.nature.com/scientificreports/

In conclusion, in patients with cardiovascular disorders, the blood TKB levels were positively increased 
along with the BNP levels, but not the hemodynamic indices, such as the LVEDP, LVESVI, and LVEDVI. Taken 
together the results of the present findings suggest that the NP secreted from the failing heart might activate 
the utilization of ketone bodies as an alternative fuel to fatty acid and glucose in the failing heart. Furthermore, 
especially in obese patients who show reduced BNP levels, the administration of agents that increase NP levels, 
such as angiotensin receptor neprilysin inhibitor (ARNI) and carperitide, might exert a cardioprotective effect by 
improving the energy metabolism via an increase in the blood level of ketone bodies, in addition to the original 
hemodynamic improvement effect.

Figure 2.  Path model (B). The path model theoretically proposed to clarify the contribution of each factor 
(T-Bil, CRP, FBS, HbA1c, HDL, LDL, TG, BNP, LVEDP, LVESVI, and LVEDVI) to TKB. Each path has a 
coefficient representing the standardized coefficient of a regressing independent variable on a dependent 
variable of the relevant path. These variables represent the standardized regression coefficient (direct effect) 
(underlined portions indicate remarkable values) and squared multiple correlation (in narrow italics). T-Bil 
total-bilirubin, CRP C-reactive protein, FBS fasting blood sugar, HDL high-density lipoprotein cholesterol, LDL 
low-density lipoprotein cholesterol, TG triglyceride, BNP B-type natriuretic peptide, LVEDP left ventricular 
end-diastolic pressure, LVESVI left ventricular end-systolic volume index, LVEDVI left ventricular end-diastolic 
volume index.
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Methods
Patient population. The study population consisted of 1157 patients who were consecutively admitted to 
our institution with cardiovascular disorders and who underwent elective cardiac catheterization from October 
2016 to April 2020. We excluded patients who underwent dialysis (n = 85). Furthermore, we excluded patients 
taking an oral SGLT2 inhibitor (n = 42), as this medication obviously increases blood TKB  levels37–39. Finally, we 
analyzed 1030 patients in the present study.

The study was approved by the medical ethics committee of Jikei University School of Medicine 
[24–355(7121)]. The Ethics Committee waived the need for informed written consent, since it was a retrospec-
tive study. Instead of obtaining informed consent from each patient, we posted a notice about the study design 
and contact information at a public location in our institution according to our routine ethical regulations.

Data collection. The clinical characteristics of patients were retrospectively collected from their medi-
cal records. Blood samples were collected from an arterial catheter just before cardiac catheterization with the 
patient in a fasting condition. Hemodynamic data, such as the LVEDP, were collected during cardiac catheteriza-
tion. The LVESVI and LVEDVI were measured at the time of left ventriculography. Biochemical analyses of the 
plasma and serum were performed in our hospital’s central laboratory during the study period. To measure the 
plasma BNP level, blood samples were collected in tubes containing ethylenediaminetetraacetic acid (EDTA) 
and then immediately centrifuged at 3000  rpm for 5  min at 14  °C. Thereafter, the plasma BNP levels were 
immediately measured by a chemiluminescent enzyme immunoassay with AIA-CL2400 (TOSOH Corporation, 
Tokyo, Japan). The upper normal limit for the plasma BNP level was set at 18.4 pg/mL42. The blood TKB level 
was measured by an enzyme cycling method using TKB-L test kit “Kainos” (KAINOS Laboratories, Inc., Tokyo, 
Japan).

Statistical analyses. Data are expressed as the mean ± standard deviation (SD) or as the median (25th, 
75th percentile) for significantly skewed variables. Correlations between the clinical parameters and the TKB 
levels were assessed using Spearman’s rank correlation coefficient. All statistical analyses were performed using 
the SPSS Statistics software program (version 27.0, SPSS Inc., Chicago, IL, USA). P values of < 0.05 were consid-
ered to indicate statistical significance.

A path model based on a covariance structure analysis was proposed to investigate the relationships among 
clinical factors and specifically to identify probable causal effects of the TKB levels. The causality model defined 
some hierarchical regression models between clinical factors and the blood TKB levels. A path analysis was 
performed using the IBM SPSS AMOS software program (version 27; Amos Development Corporation, Mead-
ville, PA, USA). The structural equation models that were obtained were tested and confirmed at a significance 
level of P < 0.05.

Furthermore, we applied Bayesian structural equation modeling using a program embedded in IBM SPSS 
AMOS, version 27 (Amos Development Corporation). The frequency polygon was described with the marginal 
posterior distributions of the estimands. The selected 2-D contour line was used in this study because it was 
easily  visualized22,34,44.

Table 4.  The results of path model (B). R2 squared multiple correlation, TKB total ketone body, CRP 
C-reactive protein, HDL high-density lipoprotein cholesterol, LDL low-density lipoprotein cholesterol, BNP 
B-type natriuretic peptide, LVEDP left ventricular end-diastolic pressure, LVESVI left ventricular end-systolic 
volume index, LVEDVI left ventricular end-diastolic volume index.

Estimate Standard error Test statistic P value

TKB (R2 = 0.160)

Total Bilirubin 49.408 29.237 1.690 0.091

CRP 60.731 8.735 6.952 < 0.001

Fasting blood sugar − 1.004 0.400 − 2.513 0.012

HbA1c 48.837 13.819 3.534 < 0.001

HDL 1.845 0.664 2.777 0.005

LDL 0.908 0.331 2.744 0.006

Triglyceride − 1.005 0.167 − 6.023 < 0.001

BNP 0.176 0.059 2.976 0.003

LVEDP − 0.125 2.042 − 0.061 0.951

LVESVI 0.153 1.317 0.116 0.908

LVEDVI 0.253 1.077 0.235 0.815
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