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1  |  INTRODUCTION

Dietary micronutrient content strongly influences cardio-
vascular health. Sodium (Na+) and potassium (K+) intake 
are especially important as demonstrated by multiple 

clinical and epidemiological studies. These reports have 
identified correlations between both high Na+ and low 
K+ intake and negative outcomes, including hyperten-
sion, stroke, chronic kidney disease (CKD), and mortality 
(Elfassy et al., 2020; Mente et al., 2014; Neal et al., 2021; 
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Abstract
High sodium and low potassium intake have both been linked to poor 
cardiovascular health outcomes and increased mortality rates. A combination 
of the two is thought to be particularly detrimental. While mechanisms are 
multiple, the kidney is an important target of harmful effects and low potassium 
influences on both proximal and distal nephron segments are especially potent. 
We recently reported that a combined high sodium/low potassium diet causes 
kidney injury and that low potassium in isolation can have similar effects. 
However, how sodium intake alters this process is not well- understood. Here we 
tested the hypothesis that a high sodium intake amplifies effects of low dietary 
potassium on kidney injury. We observed adding high sodium to low potassium 
caused an expected increase in blood pressure, but did not worsen markers of 
kidney injury, inflammation, and fibrosis. It also did not increase abundance or 
phosphorylation of the sodium chloride cotransporter or its regulatory kinases, 
SPAK and OxSR1, known renal targets of low potassium. Findings support the 
claim that dietary potassium deficiency, and not high sodium, is a dominant 
factor affecting kidney injury in animal models of high sodium/low potassium 
intake. This suggests further investigation is required to identify optimal ranges 
of sodium and potassium intake in both healthy populations and in those with 
kidney disease.
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O'Donnell et al., 2014; Xi et al., 2015; Yang et al., 2011). 
The Na+- to- K+ ratio, which is high in most modern diets, 
has often been associated with poor outcomes better than 
either parameter alone suggesting an interaction between 
the two variables (Vaudin et al., 2022; Yang et al., 2011).

Investigators have identified multiple pathways by 
which high Na+ exerts deleterious effects on blood pressure 
and end organs. Several systems have been implicated in 
the pathogenesis including the kidneys (Terker et al., 2015), 
vasculature (Boegehold,  2013), immune system (Guzik 
et al.,  2007), nervous system (Adrogue & Madias,  2007), 
and skin (Machnik et al., 2009). While Na+ had previously 
received more attention, recent work has focused on deter-
mining how low K+ intake is harmful and if the two factors 
might synergize to amplify negative effects.

Multiple organ systems have also been hypothesized as 
mediators of low K+ on cardiovascular health (Adrogue 
& Madias, 2007). Strong evidence has emerged for direct 
effects of low K+ intake on the kidneys, with influences 
on both proximal and distal nephron segments. The distal 
convoluted tubule is now a well- accepted target, increas-
ing apical Na+ reabsorption via the NaCl cotransporter 
(NCC) in the presence of reduced extracellular K+ (Terker 
et al.,  2015). This effect provides an explanation for the 
long- standing observation that low K+ raises blood pres-
sure (Addison, 1928). Effects on proximal cell physiology 
have also been known for some time, including increased 
ammoniagenesis, gluconeogenesis, and Na+ reabsorp-
tion (Boyd- Shiwarski et al., 2020; Kamm & Strope, 1973; 
Tannen,  1977), and we recently reported that a low K+ 
diet causes proximal epithelial injury, inflammation, and 
fibrosis (Terker et al., 2022).

Because modern diets contain both high Na+ and low 
K+ content, our studies, and those from other groups, 
often test effects of a combined high salt/low K+ diet to 
model the dietary profile consumed by most individuals 
(Boyd- Shiwarski et al., 2020; Maeoka et al., 2022; Terker 
et al., 2015; Vitzthum et al., 2014). However, low K+ in-
take alone is sufficient to affect proximal and distal neph-
ron segments and cause kidney injury (Terker et al., 2022; 
Vallon et al., 2009). The addition of high Na+ in the pres-
ence of low K+ raises blood pressure (Boyd- Shiwarski 
et al., 2020; Terker et al., 2015; Vitzthum et al., 2014) and 
can further reduce blood K+ by increasing Na+/K+ ex-
change in principal cells (Young, 1985; Young et al., 1984), 
but whether the addition of high Na+ independently wors-
ens kidney inflammation and injury in low K+ models re-
mains unknown.

Here we tested the hypothesis that high Na+ intake 
amplifies effects of low dietary K+ on kidney injury. We 
observed that the addition of high Na+ to a low K+ diet 
caused an expected increase in blood pressure, but effects 
on kidney injury, inflammation, and fibrosis were not 

worsened compared to low K+ alone. The findings support 
the claim that dietary K+ deficiency, and not high Na+, is a 
dominant factor affecting kidney injury in animal models 
of high Na+/low K+ intake. This suggests further investi-
gation is required to identify optimal ranges of Na+ and K+ 
intake in both healthy populations and those with CKD.

2  |  METHODS

2.1 | Animals

All animal experiments were performed in accordance with 
the guidelines and with the approval of the Institutional 
Animal Care and Use Committee of Vanderbilt University 
Medical Center. Male C57Bl/6 animals aged 8– 10 weeks 
were used for all experiments.

2.2 | Diets

Normal Na+, K+- deficient diets (TD.88239, 15– 30 ppm 
[0.0015%– 0.003%] K+, 0.3% Na+, and 0.45% Cl−, 0.06% 
Ca2+) and high Na+, 0.04% K+ diets (TD.210231 0.04% K+, 
2.36% Na+, 3.65% Cl− 0.1%, Ca2+) diets were purchased 
from Envigo. Animals were treated for 3 weeks. Contents 
are also listed in Table 1.

2.3 | Urine electrolytes

During the third week of treatment morning spot urines 
were collected and urine Na+ and K+ were measured using a 
Diamond Diagnostics Carelyte Plus unit. Urine calcium was 
measured using the o- cresolphthalein complexone method 
(Pointe Scientific). Data were normalized to urine creatinine 
measured with The Creatinine Companion kit (Exocell).

2.4 | Blood electrolytes

Blood electrolytes were measured on samples obtained by 
cardiac puncture with an iSTAT analyzer using Chem8+ 
cartridges (Abbott) or with a Diamond Diagnostics 
Carelyte Plus unit.

T A B L E  1  Micronutrient content (% weight) of the normal salt 
(NS) and high salt (HS) diets used.

Diet K, % Na, % Cl, % Ca, %

NS 0.0015– 0.003 0.3 0.45 0.06

HS 0.04 2.36 3.65 0.1
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2.5 | Blood pressure measurements

Blood pressure was measured using a BP- 2000 Series 
II blood pressure analysis system (Visitech systems). 
Animals were trained on the machine for at least 3 days 
during which data was not recorded. Following this 
training period, blood pressure was then measured 
for at least 3 days during the third week of dietary 
treatment.

2.6 | Western blot

Kidneys were snap frozen in liquid nitrogen at the time 
of euthanasia and subsequently transferred to −80°C 
for storage. For tissue lysate preparation, tissue was 
homogenized with a Tissue- Tearor homogenizer (Biospec 
Products), in lysis buffer as previously reported (Sasaki 
et al.,  2021). Lysate was then centrifuged at 6000 rpm 
for 15 min. Protein concentration was measured by BCA 
protein assay (Pierce) followed by gel electrophoresis on a 
4%– 20% Bis- Tris gel (Bio- Rad).

2.7 | Quantitative PCR

PCR was performed as described previously (Terker 
et al.,  2022). Kidneys were snap frozen in Trizol reagent 
(Invitrogen) at the time of euthanasia and RNA was sub-
sequently isolated according to the manufacturer's pro-
tocol. SuperScript IV First- Strand Synthesis System kit 
(Invitrogen) was used to synthesize cDNA from equal 
amounts of total RNA from each sample. Quantitative RT- 
PCR was performed using TaqMan real- time PCR (7900HT; 
Applied Biosystems). The Master Mix and all gene probes 
were purchased from Applied Biosystems. The following 
Thermo Fisher probes were used: TNFα (Mm99999068), 
iNOS (Mm00440502), IL1α (Mm00439621), IL1β 
(Mm00434228), IL6 (Mm00446190), IL23 (Mm00518984), 
CCL2 (Mm00441242), Kim1 (Mm00506686), NGAL 
(Mm01324470), Col1α1 (Mm00801666), Col3α1 
(Mm01254476), FN (Mm01256744), αSMA (Mm01546133). 
Relative quantification of specific PCR products was de-
termined by the 2−ΔΔCT method. Data were normalized to 
RPS18 (Mm02601777).

2.8 | Antibodies

Antibodies used for Western blot: pNCC- T46 (1:1000; MRC 
at the Univ of Dundee), total NCC (1:10,000; Bostanjoglo 
et al., 1998), total SPAK (1:5000; McCormick et al., 2011), 
total OxSR1 (1:5000; Terker et al., 2014), pSPAK/pOxSR1 

(1:1000; Millipore Sigma 07- 2273), beta- actin (1:5000; 
Millipore A1978).

2.9 | Statistical analysis

Data are presented as mean ± SD. Comparisons were made 
using an unpaired Student's t- test. Bonferroni correction 
was used as indicated to correct for multiple comparisons.

3  |  RESULTS

We have shown that effects of low dietary K+ on the 
kidney are mediated by reductions in blood K+ (Terker 
et al.,  2015, 2022). Here we sought to investigate effects 
of high dietary Na+ in two groups of low K+- fed animals 
with similar blood K+ levels. However, it is known that 
increased distal Na+ delivery to principal cells promotes 
K+ secretion along the connecting tubule (Young,  1985; 
Young et al.,  1984), lowering blood K+. Consistent 
with this, our recently reported blood K+ levels in mice 
consuming a normal salt (NS), K+- deficient (0%) diet were 
similar to those in mice consuming a high salt (HS), 0.04% 
K+ diet (NS: 2.4 ± 0.06 mM vs. HS: 2.6 ± 0.06 mM) (Terker 
et al., 2022). Further reductions in dietary K+ in the setting 
of HS led to even lower blood K+ levels. We did not want 
a lower blood K+ in HS- fed animals, due to greater distal 
Na+ delivery and enhanced K+ secretion, to confound 
our results. Therefore, in an attempt to match blood K+ 
levels in two groups of animals we supplemented a group 
of HS- fed mice with 0.04% dietary K+ while maintaining 
another group of normal NS- fed mice on a K+- deficient 
diet (Table 1).

We used these two groups to test effects of HS intake 
in the setting of low dietary K+. Animals were treated for 
3 weeks and differences in weight change between groups 
were not observed during the treatment period (Figure 1a). 
In the third week of treatment, we measured urine K+ 
excretion and observed nearly identical values between 
groups (Figure  1b). As expected, urine Na+ was signifi-
cantly greater in the HS- fed animals as was the urine Na+- 
to- K+ ratio (Figure 1c,d). Because a high salt/low K+ diet 
has been shown to increase urine calcium (Ca2+) excretion 
and promote kidney stone formation (Terker et al., 2015; 
van der Wijst et al., 2018) we also measured urine Ca2+, 
which was observed to be greater in the presence of HS 
intake (Figure 1e). The urine creatinine concentration was 
slightly lower in HS- fed mice (Figure 1f).

When comparing blood electrolytes, we found that 
mean blood K+ values were similar (NS: 2.1 ± 0.05 mM 
vs. HS: 2.3 ± 0.06 mM). Because the study was powered 
to detect small changes, observed differences did reach 
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the threshold for statistical significance (Figure  2a). 
Differences in blood Na+ and HCO3

− were not detected, 
though Cl− was slightly higher and BUN was slightly 
lower in the HS group (Figure 2b– e). Kidney weight was 
also not different between groups (Figure 2f). All animals 
had blood creatinine concentrations <0.2 mg/dL, which 
were all below the limit of detection using our method of 
analysis.

Low K+ intake is recognized to cause salt sensitivity in 
blood pressure. As higher blood pressure can cause kid-
ney injury we measured blood pressure in both groups of 
animals during the third week of the study. Consistent 
with previous reports, HS intake increased systolic blood 
pressure in the presence of low K+ intake when compared 
with the NS control group (Figure 3a). Low K+ stimula-
tion of NCC is thought to be a major contributor to this 
salt- sensitive response (Boyd- Shiwarski et al., 2020; Terker 
et al., 2015; Vallon et al., 2009; Vitzthum et al., 2014). It has 
also been reported that HS intake leads to an unexpected 
increase in phosphorylated NCC (pNCC, an activation 
marker) abundance in mice consuming a K+- deficient diet 
(Terker et al., 2015). Therefore, we next quantified NCC 

abundance in our animals and observed modestly lower 
abundances of phosphorylated and total NCC in HS- fed 
animals compared with mice consuming NS (Figure 3b– 
d). The phosphorylated- to- total NCC ratio was not differ-
ent between groups (Figure 3e). NCC is activated following 
direct phosphorylation by the kinases SPAK and OxSR1. 
We also observed reduced phosphorylated abundances of 
these kinases and total OxSR1 abundance (Figure 3b,f,h). 
Differences in total SPAK abundance were not detected 
between groups (Figure 3b,g).

To assess pathological kidney effects, we subsequently 
measured mRNA abundance of inflammatory, injury, and 
fibrosis markers. Total kidney abundance of the proin-
flammatory transcripts TNFα, iNOS, IL1α, IL1β, IL6, IL23, 
and CCL2 were not different between groups (Figure 4a). 
After performing linear regression analyses to determine 
the relationship between each inflammatory marker and 
blood K+, we observed dietary Na+ content did not alter the 
relationship for any of the markers except TNFα, where 
HS was determined to reduce the influence of low blood 
K+ on increased TNFα mRNA abundance (Figure 4b– h). 
Abundance of the injury markers Kim1 and NGAL both 

F I G U R E  1  Urine electrolytes in mice consuming NS and HS diets. (a) Weight change (%) over the 3- week study period for animals 
consuming NS and HS diets. (b) Urine K+, (c) urine Na+, (d) urine Na+- to- K+ ratio, (e) urine Ca2+, and (f) urine creatinine during the third 
week of treatment in animals consuming NS or HS diets. N = 11 per group. *p < 0.05 by unpaired t- test. HS, high salt; NS, normal salt.

(a)

(e) (f)

(b) (c) (d)
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trended lower in the HS group, but only differences in 
NGAL reached statistical significance (Figure 5a). Linear 
regression analyses did not reveal HS to have any effect 
on the relationship between injury markers and blood K+ 
(Figure 5b,c). Similarly, we did not observe major differ-
ences in fibrosis markers. Although Col1α1 trended lower 
in the HS group, it did not meet the threshold for statisti-
cal significance after correction for multiple comparisons 
(Figure 6a). Col3α1, FN, and αSMA remained unchanged 
(Figure 6a). Similar to other transcripts already discussed, 
dietary Na+ intake did not alter the relationship between 
fibrosis markers and blood K+ levels (Figure 6b– e).

4  |  DISCUSSION

Increased dietary Na+ is considered a significant 
contributor to high rates of hypertension and poor 
cardiovascular outcomes. Low dietary K+ also contributes 
to these same negative outcomes. Studies aimed at 
understanding mechanistic relationships between Na+, 
K+, and cardiovascular disease use modified animal 
diets that have been adjusted for one or both of these 
micronutrients to test hypotheses. We recently reported 

that a diet high in Na+ and low in K+ causes kidney- 
specific inflammation, injury, and fibrosis and that the 
low dietary K+ is essential for deleterious effects. Low 
K+ alone was adequate for this response, while HS in 
isolation was not when compared to mice consuming a 
normal diet. However, it remained unclear what effect, 
if any, the addition of HS has in this model. Therefore, 
we tested effects of adding HS to a low K+ diet. Here we 
have demonstrated that while HS raised blood pressure 
in this context, it did not increase the renal abundance of 
proinflammatory cytokines, injury, or fibrosis transcripts. 
Additionally, it did not enhance the phosphorylation of 
NCC or its upstream regulatory kinases, which are known 
to be stimulated by low K+.

Results suggest that reduced K+ is the dominant influ-
ence on the observed kidney phenotype in animal models 
that use a combination of HS and low K+ diets. Because 
HS intake is known to increase distal K+ secretion and can 
lower blood K+ (Young, 1985; Young et al., 1984), we wanted 
to avoid Na+- induced K+ reductions in our experiment as a 
potential confounder. For this reason, we added a minimal 
amount (0.04%) of dietary K+ to the HS- consuming animals 
in an attempt to match blood K+ levels in our two groups. 
While the blood K+ values were similar, they were slightly 

F I G U R E  2  Blood electrolytes in mice consuming NS and HS diets. (a) Blood K+, (b) blood Na+, (c) blood Cl−, (d) blood HCO3
−, (e) 

blood [BUN], and (f) kidney weight in animals consuming NS or HS diets. N = 11 per group. *p < 0.05 by unpaired t- test. HS, high salt; NS, 
normal salt.

(a)

(e) (f)

(b) (c) (d)
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higher in the animals consuming HS. This slightly higher 
blood K+ may account for the modestly reduced NGAL 
transcript abundance as well as pNCC, total NCC, OxSR1, 
and pSPAK/pOxSR1 abundances. We have previously 
demonstrated that these variables adopt a negative linear, 
or hyperbolic, association with blood K+ (Terker et al., 2022; 
Terker, Yarbrough, et al., 2016; Terker, Zhang, et al., 2016). 
Therefore, even slightly higher blood K+, as observed in the 
HS group, could underlie the detected differences. While on 
normal K+ it is thought that increased Na+ intake reduces 
pNCC (Vallon et al.,  2009), we have previously demon-
strated that high Na+ added to a K+- deficient diet increases 
pNCC (Terker et al., 2015). Our current results, which have 
controlled for blood K+ suggest those prior data are likely 
reflective of a Na+- induced reduction in blood K+ and in-
creased activation of NCC following the addition of HS.

Overall our data provide evidence that high Na+ intake, 
independent of blood K+, does not worsen any of the mea-
sured parameters. This is further supported by our linear 
regression analyses which demonstrate the addition of HS 

does not affect the relationship between transcript abun-
dance and blood K+ for nearly all tested parameters. This 
does not imply that high dietary Na+ cannot worsen kidney 
or cardiovascular health. There is an abundance of data sug-
gesting it does and our results should not be interpreted as 
contradicting this body of literature. Our study highlights 
several important ways that Na+ can have a negative im-
pact. First, we have reproduced known hypertensive effects 
of high Na+ intake in low K+ states. This is largely thought 
to be a result of increased NCC- mediated Na+ reabsorption, 
although proximal transport pathways likely contribute as 
well. Increased NCC activity in a low K+ state is thought to 
limit distal Na+ delivery and reduce K+ secretion in princi-
pal cells (Ellison & Welling, 2021). In this setting, the cost 
of defending K+ homeostasis is increased Na+ reabsorption 
and higher blood pressure. While effects of higher blood 
pressure to the extent observed in this study are harmful 
over the long- term (SPRINT Research Group et al., 2015), 
our study was likely too short to detect such effects. Second, 
as already mentioned, high Na+ intake can reduce blood K+ 

F I G U R E  3  Blood pressure and 
SPAK/OxSR1/NCC abundances in mice- 
consuming NS and HS diets. (a) Systolic 
blood pressures during the third week of 
treatment from animals consuming NS or 
HS diets. (b) Representative Western blot 
images of pNCC, tNCC, pSPAK/pOxSR1, 
tSPAK, and tOxSR1 from animals 
consuming NS or HS diets. (c– h) Actin- 
normalized quantification for each protein 
individually and the pNCC- to- total NCC 
ratio. N = 11 per group. *p < 0.05 by 
unpaired t- test. HS, high salt; NCC, NaCl 
cotransporter; NS, normal salt; pNCC, 
phosphorylated NCC.



   | 7 of 10ZHANG et al.

(Young, 1985; Young et al., 1984). While we sought to isolate 
effects of Na+ by matching blood K+ between groups, high 
Na+ intake can lower blood K+ across all levels of K+ con-
sumption and therefore will worsen the observed phenotype 
in a K+- dependent manner. It should also be appreciated that 
our conclusions apply specifically to the case of reduced di-
etary K+. Whether K+- independent effects of increased Na+ 
consumption exist in other scenarios with reduced blood 
K+, such as aldosterone or angiotensin II infusion, remains 
unanswered. Substantial work to understand the mecha-
nisms of hypertension has been performed using angioten-
sin II infusion coupled with high salt feeding. These studies 

point to an important role of immune cell activation in the 
pathogenesis (Guzik et al., 2007; Xiao & Harrison, 2020). We 
have previously demonstrated a dense immune cell infiltra-
tion after low K+ feeding (Terker et al., 2022). Whether there 
is an overlap between these two models remains an unan-
swered question. Angiotensin II infusion stimulates aldo-
sterone release and primes animals for K+ depletion (Veiras 
et al., 2016). Whether K+ loss underlies some of the immune 
cell activations in models of angiotensin II infusion remains 
unclear and future studies should address this issue.

Recommendations for dietary Na+ intake have been pub-
lished and periodically revised for years. While guidelines 

F I G U R E  4  Total kidney transcript 
abundance of proinflammatory transcripts 
in mice consuming NS and HS diets. 
(a) Total kidney proinflammatory 
transcript abundance from NS and HS- fed 
animals. (b– h) Linear regression analyses 
demonstrating the relationship between 
each transcript and blood K+. N = 11 per 
group. †p < 0.05 for the difference in slopes 
between lines for each group. HS, high 
salt; NS, normal salt.
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for K+ are not recognized as widely, they are published 
(USDA,  2020), though we are still trying to understand 
the optimal intake for both. Currently, clinical trials are at-
tempting to identify optimal K+ intake for those with CKD 
(Gritter et al., 2022). We also do not fully appreciate how 
these cations interact with each other to amplify or min-
imize harmful effects. Such information is especially im-
portant in the prevention and management of CKD where 
dietary counseling is a pillar of patient care. Considerable 
time and effort are spent counseling patients on what to eat 
both as a primary preventive measure and to slow disease 
progression. Absent accurate information underlying these 
recommendations, such efforts will be largely ineffective. 
Our results highlight the importance of determining op-
timal dietary consumption of Na+ and K+ in both healthy 
individuals and those with chronic illnesses.

4.1 | Limitations

The lack of a difference in weight change throughout the 
study period suggests overall food and water intake were 
similar, although we did not measure intake directly. 

Additionally, we did not measure 24 h urine volume. Low 
K+ intake is known to cause nephrogenic diabetes insipi-
dus in mice (Al- Qusairi et al., 2021), and there could have 
been a difference in polyuria that affected blood pressure 
in our animals. Urine creatinine was reduced in the HS 
group suggesting increased urine output, but this will 
need to be determined in future studies. We did not report 
aldosterone measurements precluding conclusions re-
garding its role in our observed phenotype. Lastly, we did 
not include groups that were treated with a normal diet 
or high salt diet with normal K+. These measurements 
were included in our previous report (Terker et al., 2022) 
and demonstrated that high salt alone did not increase in-
flammatory, injury, or fibrosis markers in kidney. Because 
these groups were not also included in the current work 
we are unable to draw direct comparisons, although our 
data in aggregate suggest transcript abundance is much 
higher in the two groups reported here relative to normal 
diet and high salt/normal K+- treated animals.

ACKNOWLEDGMENTS
These studies were supported by NIH grants 
DP5OD033412 (AST), DK51265, DK95785, DK62794, 

F I G U R E  6  Total kidney transcript abundance of fibrosis transcripts in mice consuming NS and HS diets. (a) Total kidney fibrosis 
transcript abundance from NS and HS- fed animals. (b– e) Linear regression analyses demonstrating the relationship between each transcript 
and blood K+. N = 11 per group. HS, high salt; NS, normal salt.

NS
HS

(a)

(d) (e)

(b) (c)

Col1α1 Col3α1 FN αSMA
0.0

0.5

1.0

1.5

2.0

2.5
m

R
N

A
ab

un
da

nc
e,

AU

1.8 2.0 2.2 2.4 2.6 2.8
0.0

0.5

1.0

1.5

C
ol

1α
1

m
R

N
A

ab
un

da
nc

e,
AU

1.8 2.0 2.2 2.4 2.6 2.8
0.0

0.5

1.0

1.5

2.0

C
ol

3α
1

m
R

N
A

ab
un

da
nc

e,
AU

1.8 2.0 2.2 2.4 2.6 2.8
0.0

0.5

1.0

1.5

2.0

2.5

FN
m

R
N

A
ab

un
da

nc
e,

AU

1.8 2.0 2.2 2.4 2.6 2.8
0.0

0.5

1.0

1.5

2.0
αS

M
A

m
R

N
A

ab
un

da
nc

e,
AU

Plasma [K+], mM Plasma [K+], mM

Plasma [K+], mMPlasma [K+], mM



   | 9 of 10ZHANG et al.

DK7569, P30DK114809 (RCH, M- ZZ), VA Merit Award 
00507969 (RCH), and the Vanderbilt Center for Kidney 
Disease.

CONFLICT OF INTEREST STATEMENT
The authors have no conflicts of interest to declare.

ETHICS STATEMENT
All animal experiments were performed in accordance 
within the guidelines and with the approval of the 
Institutional Animal Care and Use Committee of 
Vanderbilt University Medical Center.

ORCID
Andrew S. Terker   https://orcid.
org/0000-0003-1498-9043 

REFERENCES
Addison, W. L. (1928). The use of sodium chloride, potassium chlo-

ride, sodium bromide, and potassium bromide in cases of arte-
rial hypertension which are amenable to potassium chloride. 
Canadian Medical Association Journal, 18(3), 281– 285.

Adrogue, H. J., & Madias, N. E. (2007). Sodium and potassium in 
the pathogenesis of hypertension. The New England Journal of 
Medicine, 356(19), 1966– 1978. https://doi.org/10.1056/NEJMr 
a064486

Al- Qusairi, L., Grimm, P. R., Zapf, A. M., & Welling, P. A. (2021). 
Rapid development of vasopressin resistance in dietary K(+) 
deficiency. American Journal of Physiology. Renal Physiology, 
320(5), F748– F760. https://doi.org/10.1152/ajpre nal.00655.2020

Boegehold, M. A. (2013). The effect of high salt intake on endothelial 
function: Reduced vascular nitric oxide in the absence of hyper-
tension. Journal of Vascular Research, 50(6), 458– 467. https://
doi.org/10.1159/00035 5270

Bostanjoglo, M., Reeves, W. B., Reilly, R. F., Velázquez, H., Robertson, 
N., Litwack, G., Morsing, P., Dørup, J., Bachmann, S., Ellison, 
D. H., & Bostonjoglo, M. (1998). 11 Beta- hydroxysteroid dehy-
drogenase, mineralocorticoid receptor, and thiazide- sensitive 
Na- Cl cotransporter expression by distal tubules. The Journal 
of the American Society of Nephrology, 9(8), 1347– 1358. https://
doi.org/10.1681/ASN.V981347

Boyd- Shiwarski, C. R., Weaver, C. J., Beacham, R. T., Shiwarski, D. 
J., Connolly, K. A., Nkashama, L. J., Mutchler, S. M., Griffiths, 
S. E., Knoell, S. A., Sebastiani, R. S., Ray, E. C., Marciszyn, A. 
L., & Subramanya, A. R. (2020). Effects of extreme potassium 
stress on blood pressure and renal tubular sodium transport. 
American Journal of Physiology. Renal Physiology, 318(6), 
F1341– F1356. https://doi.org/10.1152/ajpre nal.00527.2019

Elfassy, T., Zhang, L., Raij, L., Bibbins- Domingo, K., Lewis, C. E., 
Allen, N. B., Liu, K. J., Peralta, C. A., Odden, M. C., & Zeki 
al Hazzouri, A. (2020). Results of the CARDIA study sug-
gest that higher dietary potassium may be kidney protective. 
Kidney International, 98(1), 187– 194. https://doi.org/10.1016/j.
kint.2020.02.037

Ellison, D. H., & Welling, P. (2021). Insights into salt handling and 
blood pressure. The New England Journal of Medicine, 385(21), 
1981– 1993. https://doi.org/10.1056/NEJMr a2030212

Gritter, M., Wouda, R. D., Yeung, S. M. H., Wieërs, M. L. A., Geurts, 
F., de Ridder, M. A. J., Ramakers, C. R. B., Vogt, L., de Borst, M. 
H., Rotmans, J. I., Hoorn, E. J., & on behalf of K+ Consortium. 
(2022). Effects of short- term potassium chloride supplementa-
tion in patients with CKD. The Journal of the American Society 
of Nephrology, 33(9), 1779– 1789. https://doi.org/10.1681/
ASN.20220 20147

Guzik, T. J., Hoch, N. E., Brown, K. A., McCann, L. A., Rahman, A., 
Dikalov, S., Goronzy, J., Weyand, C., & Harrison, D. G. (2007). 
Role of the T cell in the genesis of angiotensin II induced hyper-
tension and vascular dysfunction. The Journal of Experimental 
Medicine, 204(10), 2449– 2460. https://doi.org/10.1084/
jem.20070657

Kamm, D. E., & Strope, G. L. (1973). Glutamine and glutamate me-
tabolism in renal cortex from potassium- depleted rats. The 
American Journal of Physiology, 224(6), 1241– 1248. https://doi.
org/10.1152/ajple gacy.1973.224.6.1241

Machnik, A., Neuhofer, W., Jantsch, J., Dahlmann, A., Tammela, T., 
Machura, K., Park, J. K., Beck, F. X., Müller, D. N., Derer, W., 
Goss, J., Ziomber, A., Dietsch, P., Wagner, H., van Rooijen, N., 
Kurtz, A., Hilgers, K. F., Alitalo, K., Eckardt, K. U., … Titze, J. 
(2009). Macrophages regulate salt- dependent volume and blood 
pressure by a vascular endothelial growth factor- C- dependent 
buffering mechanism. Nature Medicine, 15(5), 545– 552. https://
doi.org/10.1038/nm.1960

Maeoka, Y., Ferdaus, M. Z., Cornelius, R. J., Sharma, A., Su, X. T., 
Miller, L. N., Robertson, J. A., Gurley, S. B., Yang, C. L., Ellison, 
D. H., & McCormick, J. A. (2022). Combined Kelch- like 3 and 
Cullin 3 degradation is a central mechanism in familial hyper-
kalemic hypertension in mice. The Journal of the American 
Society of Nephrology, 33(3), 584– 600. https://doi.org/10.1681/
ASN.20210 81099

McCormick, J. A., Mutig, K., Nelson, J. H., Saritas, T., Hoorn, E. J., 
Yang, C. L., Rogers, S., Curry, J., Delpire, E., Bachmann, S., & 
Ellison, D. H. (2011). A SPAK isoform switch modulates renal 
salt transport and blood pressure. Cell Metabolism, 14(3), 352– 
364. https://doi.org/10.1016/j.cmet.2011.07.009

Mente, A., O'Donnell, M. J., Rangarajan, S., McQueen, M. J., 
Poirier, P., Wielgosz, A., Morrison, H., Li, W., Wang, X., di, C., 
Mony, P., Devanath, A., Rosengren, A., Oguz, A., Zatonska, 
K., Yusufali, A. H., Lopez- Jaramillo, P., Avezum, A., Ismail, 
N., … Yusuf, S. (2014). Association of urinary sodium and 
potassium excretion with blood pressure. The New England 
Journal of Medicine, 371(7), 601– 611. https://doi.org/10.1056/
NEJMo a1311989

Neal, B., Wu, Y., Feng, X., Zhang, R., Zhang, Y., Shi, J., Zhang, J., 
Tian, M., Huang, L., Li, Z., Yu, Y., Zhao, Y., Zhou, B., Sun, J., 
Liu, Y., Yin, X., Hao, Z., Yu, J., Li, K. C., … Elliott, P. (2021). 
Effect of salt substitution on cardiovascular events and death. 
The New England Journal of Medicine, 385(12), 1067– 1077. 
https://doi.org/10.1056/NEJMo a2105675

O'Donnell, M., Mente, A., Rangarajan, S., McQueen, M., Wang, X., 
Liu, L., Yan, H., Lee, S. F., Mony, P., Devanath, A., Rosengren, 
A., Lopez- Jaramillo, P., Diaz, R., Avezum, A., Lanas, F., 
Yusoff, K., Iqbal, R., Ilow, R., Mohammadifard, N., … PURE 
Investigators. (2014). Urinary sodium and potassium excretion, 
mortality, and cardiovascular events. The New England Journal 
of Medicine, 371(7), 612– 623. https://doi.org/10.1056/NEJMo 
a1311889

https://orcid.org/0000-0003-1498-9043
https://orcid.org/0000-0003-1498-9043
https://orcid.org/0000-0003-1498-9043
https://doi.org/10.1056/NEJMra064486
https://doi.org/10.1056/NEJMra064486
https://doi.org/10.1152/ajprenal.00655.2020
https://doi.org/10.1159/000355270
https://doi.org/10.1159/000355270
https://doi.org/10.1681/ASN.V981347
https://doi.org/10.1681/ASN.V981347
https://doi.org/10.1152/ajprenal.00527.2019
https://doi.org/10.1016/j.kint.2020.02.037
https://doi.org/10.1016/j.kint.2020.02.037
https://doi.org/10.1056/NEJMra2030212
https://doi.org/10.1681/ASN.2022020147
https://doi.org/10.1681/ASN.2022020147
https://doi.org/10.1084/jem.20070657
https://doi.org/10.1084/jem.20070657
https://doi.org/10.1152/ajplegacy.1973.224.6.1241
https://doi.org/10.1152/ajplegacy.1973.224.6.1241
https://doi.org/10.1038/nm.1960
https://doi.org/10.1038/nm.1960
https://doi.org/10.1681/ASN.2021081099
https://doi.org/10.1681/ASN.2021081099
https://doi.org/10.1016/j.cmet.2011.07.009
https://doi.org/10.1056/NEJMoa1311989
https://doi.org/10.1056/NEJMoa1311989
https://doi.org/10.1056/NEJMoa2105675
https://doi.org/10.1056/NEJMoa1311889
https://doi.org/10.1056/NEJMoa1311889


10 of 10 |   ZHANG et al.

Sasaki, K., Terker, A. S., Pan, Y., Li, Z., Cao, S., Wang, Y., Niu, A., 
Wang, S., Fan, X., Zhang, M. Z., & Harris, R. C. (2021). Deletion 
of myeloid interferon regulatory factor 4 (Irf4) in mouse model 
protects against kidney fibrosis after ischemic injury by de-
creased macrophage recruitment and activation. The Journal of 
the American Society of Nephrology, 32(5), 1037– 1052. https://
doi.org/10.1681/ASN.20200 71010

SPRINT Research Group; Wright, J. T., Jr., Williamson, J. D., Whelton, 
P. K., Snyder, J. K., Sink, K. M., Rocco, M. V., Reboussin, D. M., 
Rahman, M., Oparil, S., Lewis, C. E., Kimmel, P. L., Johnson, 
K. C., Goff, D. C., Jr., Fine, L. J., Cutler, J. A., Cushman, W. C., 
Cheung, A. K., & Ambrosius, W. T. (2015). A randomized trial 
of intensive versus standard blood- pressure control. The New 
England Journal of Medicine, 373(22), 2103– 2116. https://doi.
org/10.1056/NEJMo a1511939

Tannen, R. L. (1977). Relationship of renal ammonia production and 
potassium homeostasis. Kidney International, 11(6), 453– 465. 
https://doi.org/10.1038/ki.1977.63

Terker, A. S., Yang, C. L., McCormick, J. A., Meermeier, N. P., 
Rogers, S. L., Grossmann, S., Trompf, K., Delpire, E., Loffing, 
J., & Ellison, D. H. (2014). Sympathetic stimulation of thiazide- 
sensitive sodium chloride cotransport in the generation of salt- 
sensitive hypertension. Hypertension, 64(1), 178– 184. https://
doi.org/10.1161/HYPER TENSI ONAHA.114.03335

Terker, A. S., Yarbrough, B., Ferdaus, M. Z., Lazelle, R. A., Erspamer, 
K. J., Meermeier, N. P., Park, H. J., McCormick, J. A., Yang,  
C. L., & Ellison, D. H. (2016). Direct and indirect mineralocor-
ticoid effects determine distal salt transport. The Journal of the 
American Society of Nephrology, 27(8), 2436– 2445. https://doi.
org/10.1681/ASN.20150 70815

Terker, A. S., Zhang, C., Erspamer, K. J., Gamba, G., Yang, C. L., 
& Ellison, D. H. (2016). Unique chloride- sensing properties 
of WNK4 permit the distal nephron to modulate potassium  
homeostasis. Kidney International, 89(1), 127– 134. https://doi.
org/10.1038/ki.2015.289

Terker, A. S., Zhang, C., McCormick, J. A., Lazelle, R. A., Zhang, 
C., Meermeier, N. P., Siler, D. A., Park, H. J., Fu, Y., Cohen, 
D. M., Weinstein, A. M., Wang, W. H., Yang, C. L., & Ellison, 
D. H. (2015). Potassium modulates electrolyte balance and 
blood pressure through effects on distal cell voltage and chlo-
ride. Cell Metabolism, 21(1), 39– 50. https://doi.org/10.1016/ 
j.cmet.2014.12.006

Terker, A. S., Zhang, Y., Arroyo, J. P., Cao, S., Wang, S., Fan, X., 
Denton, J. S., Zhang, M. Z., & Harris, R. C. (2022). Kir4.2 me-
diates proximal potassium effects on glutaminase activity 
and kidney injury. Cell Reports, 41(12), 111840. https://doi.
org/10.1016/j.celrep.2022.111840

USDA. (2020). Dietary guidelines for Americans, 2020– 2025. https://
www.dieta rygui delin es.gov/resou rces/2020- 2025- dieta ry- guide 
lines - onlin e- mater ials

Vallon, V., Schroth, J., Lang, F., Kuhl, D., & Uchida, S. (2009). 
Expression and phosphorylation of the Na+- Cl− cotransporter 
NCC in vivo is regulated by dietary salt, potassium, and SGK1. 
American Journal of Physiology. Renal Physiology, 297(3), 
F704– F712. https://doi.org/10.1152/ajpre nal.00030.2009

van der Wijst, J., Tutakhel, O. A. Z., Bos, C., Danser, A. H. J., Hoorn, 
E. J., Hoenderop, J. G. J., & Bindels, R. J. M. (2018). Effects of 
a high- sodium/low- potassium diet on renal calcium, magne-
sium, and phosphate handling. American Journal of Physiology. 
Renal Physiology, 315(1), F110– F122. https://doi.org/10.1152/
ajpre nal.00379.2017

Vaudin, A., Wambogo, E., Moshfegh, A. J., & Sahyoun, N. R. (2022). 
Sodium and potassium intake, the sodium to potassium ratio, 
and associated characteristics in older adults, NHANES 2011– 
2016. Journal of the Academy of Nutrition and Dietetics, 122(1), 
64– 77. https://doi.org/10.1016/j.jand.2021.06.012

Veiras, L. C., Han, J., Ralph, D. L., & McDonough, A. A. (2016). 
Potassium supplementation prevents sodium chloride 
cotransporter stimulation during angiotensin II hypertension. 
Hypertension, 68(4), 904– 912. https://doi.org/10.1161/HYPER 
TENSI ONAHA.116.07389

Vitzthum, H., Seniuk, A., Schulte, L. H., Muller, M. L., Hetz, H., & 
Ehmke, H. (2014). Functional coupling of renal K+ and Na+ 
handling causes high blood pressure in Na+ replete mice. 
The Journal of Physiology, 592(5), 1139– 1157. https://doi.
org/10.1113/jphys iol.2013.266924

Xi, L., Hao, Y. C., Liu, J., Wang, W., Wang, M., Li, G. Q., Qi, Y., Zhao, 
F., Xie, W. X., Li, Y., Sun, J. Y., Liu, J., Qin, L. P., & Zhao, D. 
(2015). Associations between serum potassium and sodium 
levels and risk of hypertension: A community- based cohort 
study. Journal of Geriatric Cardiology, 12(2), 119– 126. https://
doi.org/10.11909/ j.issn.1671- 5411.2015.02.009

Xiao, L., & Harrison, D. G. (2020). Inflammation in hypertension. 
The Canadian Journal of Cardiology, 36(5), 635– 647. https://
doi.org/10.1016/j.cjca.2020.01.013

Yang, Q., Liu, T., Kuklina, E. V., Flanders, W. D., Hong, Y., Gillespie, 
C., Chang, M. H., Gwinn, M., Dowling, N., Khoury, M. J., & 
Hu, F. B. (2011). Sodium and potassium intake and mortality 
among US adults: Prospective data from the third National 
Health and nutrition examination survey. Archives of Internal 
Medicine, 171(13), 1183– 1191. https://doi.org/10.1001/archi 
ntern med.2011.257

Young, D. B. (1985). Analysis of long- term potassium regulation. 
Endocrine Reviews, 6(1), 24– 44. https://doi.org/10.1210/
edrv- 6- 1- 24

Young, D. B., Jackson, T. E., Tipayamontri, U., & Scott, R. C. (1984). 
Effects of sodium intake on steady- state potassium excretion. 
The American Journal of Physiology, 246(6 Pt 2), F772– F778. 
https://doi.org/10.1152/ajpre nal.1984.246.6.F772

How to cite this article: Zhang, Y., Arroyo, J. P., 
Bock, F., Zhang, M.-Z., Harris, R. C., & Terker,  
A. S. (2023). High sodium intake does not worsen 
low potassium- induced kidney damage. 
Physiological Reports, 11, e15671. https://doi.
org/10.14814/phy2.15671

https://doi.org/10.1681/ASN.2020071010
https://doi.org/10.1681/ASN.2020071010
https://doi.org/10.1056/NEJMoa1511939
https://doi.org/10.1056/NEJMoa1511939
https://doi.org/10.1038/ki.1977.63
https://doi.org/10.1161/HYPERTENSIONAHA.114.03335
https://doi.org/10.1161/HYPERTENSIONAHA.114.03335
https://doi.org/10.1681/ASN.2015070815
https://doi.org/10.1681/ASN.2015070815
https://doi.org/10.1038/ki.2015.289
https://doi.org/10.1038/ki.2015.289
https://doi.org/10.1016/j.cmet.2014.12.006
https://doi.org/10.1016/j.cmet.2014.12.006
https://doi.org/10.1016/j.celrep.2022.111840
https://doi.org/10.1016/j.celrep.2022.111840
https://www.dietaryguidelines.gov/resources/2020-2025-dietary-guidelines-online-materials
https://www.dietaryguidelines.gov/resources/2020-2025-dietary-guidelines-online-materials
https://www.dietaryguidelines.gov/resources/2020-2025-dietary-guidelines-online-materials
https://doi.org/10.1152/ajprenal.00030.2009
https://doi.org/10.1152/ajprenal.00379.2017
https://doi.org/10.1152/ajprenal.00379.2017
https://doi.org/10.1016/j.jand.2021.06.012
https://doi.org/10.1161/HYPERTENSIONAHA.116.07389
https://doi.org/10.1161/HYPERTENSIONAHA.116.07389
https://doi.org/10.1113/jphysiol.2013.266924
https://doi.org/10.1113/jphysiol.2013.266924
https://doi.org/10.11909/j.issn.1671-5411.2015.02.009
https://doi.org/10.11909/j.issn.1671-5411.2015.02.009
https://doi.org/10.1016/j.cjca.2020.01.013
https://doi.org/10.1016/j.cjca.2020.01.013
https://doi.org/10.1001/archinternmed.2011.257
https://doi.org/10.1001/archinternmed.2011.257
https://doi.org/10.1210/edrv-6-1-24
https://doi.org/10.1210/edrv-6-1-24
https://doi.org/10.1152/ajprenal.1984.246.6.F772
https://doi.org/10.14814/phy2.15671
https://doi.org/10.14814/phy2.15671

	High sodium intake does not worsen low potassium-induced kidney damage
	Abstract
	1|INTRODUCTION
	2|METHODS
	2.1|Animals
	2.2|Diets
	2.3|Urine electrolytes
	2.4|Blood electrolytes
	2.5|Blood pressure measurements
	2.6|Western blot
	2.7|Quantitative PCR
	2.8|Antibodies
	2.9|Statistical analysis

	3|RESULTS
	4|DISCUSSION
	4.1|Limitations

	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	ETHICS STATEMENT
	REFERENCES


