
E-Mail karger@karger.com

 Clinical Practice: Mini Review 

 Nephron 2016;134:154–159 
 DOI: 10.1159/000448224 

 The Promise of Mineralocorticoid 
Antagonism in Acute Kidney Injury 

 Kiran B. Chandrashekar    Arnaldo Lopez-Ruiz    Luis A. Juncos  

 Departments of Internal Medicine/Nephrology, and Physiology and Biophysics, The University of Mississippi 
Medical Center,  Jackson, Miss. , USA
 

rationale, potential benefits and challenges associated with 
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dal MR blockers, as therapy against AKI.  © 2016 S. Karger AG, Basel 

 Introduction 

 Acute kidney injury (AKI) is responsible for up to 
20% of all hospitalizations and is seen in more than 30% 
of critically ill patients worldwide  [1] . While it was pre-
viously thought to be a self-limiting intra-renal phe-
nomenon, it is now recognized to affect other vital or-
gans, resulting in a high degree of systemic morbidity 
and mortality in the severely ill  [2] . Moreover, even 
when one survives an episode of AKI, it results in an in-
creased risk of long-term sequelae including the devel-
opment of chronic kidney disease (CKD) and eventu-
ally end-stage renal disease and premature death  [3] . 
Consequently, an ideal therapeutic strategy would at-
tack all aspects of AKI; that is, prevent its development 
or limit its severity, promote renal recovery after the in-
jury, and reduce its chronic sequelae. A key mechanism 
that appears to contribute to all of these facets of AKI is 
the persistent alteration in intrarenal perfusion that is 
driven by abnormal vasoreactivity of the renal microcir-
culation.
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 Abstract 

 Acute kidney injury (AKI) is a major cause of morbidity and 
mortality in hospitalized patients. Despite substantial prog-
ress being made in understanding the mechanisms contrib-
uting to the pathophysiology of AKI, we have so far been 
unsuccessful in devising adequate therapeutic strategies 
against the disease. A growing body of evidence suggests 
that the activation of mineralocorticoid receptors (MRs) may 
contribute to the exacerbation of AKI. Indeed, several studies 
have demonstrated the potential of MR antagonists in pre-
venting and treating certain forms of experimental AKI. 
However, the main drawback of these medications is their 
side-effect profile. This has been addressed with the devel-
opment of newer nonsteroidal MR antagonists, which have 
a comparable therapeutic profile without the side effects. 
This mini review aims at providing a brief overview of the 
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  The Imbalance between Vasoconstrictors and 

Vasodilators in AKI – Role of Aldosterone 

 AKI is often instigated when renal perfusion falls to a 
level that results in tissue ischemia, as seen during organ 
transplantation, surgeries (particularly cardiac or vascu-
lar), and shock. The ischemic insult activates signaling 
cascades causing the release of pro-inflammatory cyto-
kines, reactive oxygen species (ROS), chemokines, and 
leukocyte activation, which result in damage to the endo-
thelium with ensuing microvascular dysfunction charac-
terized by enhanced vasoconstriction and diminished va-
sodilation  [4] . This imbalance between vasoconstriction 
and vasodilation further exacerbates renal hypoperfu-
sion, particularly in the outer medullary region, extend-
ing the renal injury  [4] . Moreover, it also facilitates sus-
tained or repetitive bouts of hypoperfusion, thereby in-
creasing the risk of chronic renal injury  [5] . Hence, 
measures that can either re-establish normal vasodilation 
or reduce vasoconstriction may represent an effective 
therapeutic strategy against ischemia-reperfusion-in-
duced AKI (I/R-AKI). Yet, despite several successes 
against experimental AKI, we have thus far not been ef-
fective in translating these strategies to clinical AKI. Re-
cent advances in our understanding of the role played by 
aldosterone in I/R-AKI have opened up new therapeutic 
prospects to combat this disease.

  Aldosterone is primarily known for its role in main-
taining sodium and potassium homeostasis via its effects 
on the mineralocorticoid receptor (MR). While its ac-
tions were previously thought to be mainly limited to the 
distal tubules, it is now recognized to act on a variety of 
nonepithelial tissues including the vasculature  [6] . For in-
stance, it has been found to produce a dose-dependent 
contraction of vascular smooth muscle cells (VSMC) in 
humans via the MR receptor (hence spironolactone (SP) 
was able to block these effects)  [7] . These vascular effects 
are also present in the kidney; indeed, Arima et al.  [8]  re-
ported that aldosterone caused vasoconstriction of isolat-
ed-perfused afferent and efferent arterioles (although this 
appeared to be a nongenomic effect and thus may be in-
dependent of the MR). Aldosterone, also directly triggers 
pro-inflammatory and pro-fibrotic pathways, which fos-
ter the progression and transformation of acute to chron-
ic injury  [6] . Consequently, in conditions with high aldo-
sterone levels, such as ischemic AKI, the excessive aldo-
sterone may be promoting regional hypoperfusion, 
inflammation, and injury, thereby contributing to the 
various facets of the AKI spectrum  [9] . Thus, the avail-
ability of aldosterone antagonists provides us with a po-

tential therapeutic strategy against various diseases char-
acterized by excessive aldosterone and hypoperfusion. 
Indeed, this prospect seems all the more enticing in that 
these same mechanisms also appear to be present in hu-
mans, as demonstrated by clinical studies that have found 
MR antagonists to exert some beneficial actions on the 
heart and kidney  [10, 11] .

  MR Antagonism in Experimental AKI 

 The concept that MR blockade may have the potential 
as AKI therapy was first explored by Mejia-Vilet et al.  [9] . 
They tested whether blocking the MR receptor by pre-
treating rats with SP ameliorated I/R-AKI. They found 
that the SP-treated animals exhibited less renal injury 
post I/R-AKI, as evidenced by decreased elevation of cre-
atinine, proteinuria, urinary excretion of N-acetyl-β- D -
glucosaminidase, apoptosis, and morphological injury. 
In a separate study, the same group found that the protec-
tive actions of SP can be replicated by performing adre-
nalectomy  [12] ; removing the adrenals suppressed base-
line aldosterone levels and prevented ischemia-induced 
increases in aldosterone secretion, attenuating the renal 
injury, similar to MR antagonism. Taken together, these 
studies suggest that adrenal steroid production is respon-
sible for MR activation during I/R-AKI, which in turn 
exacerbates renal injury. However, they did not establish 
whether MR blockade is effective when given after induc-
ing I/R-AKI (thus making it more clinically relevant) and 
whether it would protect against the chronic sequelae of 
AKI, including progression to CKD. Sanchez-Pozos et al. 
 [13]  addressed the first question by administering SP at 
0, 3, 6, and 9 h post I/R. They found that MR antagonism 
was effective at all time points, albeit the efficacy may 
have been decreasing at the later time points, raising the 
possibility that the protection may be time-dependent. 
The second query was answered by Barrera-Chimal et al. 
 [14] , who showed that MR blockade was effective at pre-
venting the transformation of I/R-AKI to CKD.

  Limitations of Available MR Antagonists and 

Alternative Approaches 

 While the above experiments suggest that MR block-
ade may be an appealing target to treat AKI, there are sig-
nificant limitations that curb their use. The dose of SP 
used in animals (20 mg/kg body weight) is much higher 
than that used in humans, which raises the question of 
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whether it will be clinically effective without compromis-
ing safety. Indeed, high doses of SP increases the risk of 
renal side effects (hyperkalemia and renal dysfunction) 
and also of its anti-progesterone and anti-androgen-de-
pendent side effects (due to lack of selectivity toward oth-
er members of the oxosteroid family)  [15] . Using eplere-
none, a more selective MR antagonist, may confer less 
side effects, but may not be as effective since it is only 
50–70% as potent as SP  [16] . Moreover, MR antagonists 
increase aldosterone levels, which may exert nongenomic 
effects, as well as compete with the antagonist for binding 
to the MR and potentially decrease their utility.

  These shortcomings of the steroidal MR antagonists 
have led to the search for alternative approaches of block-
ing MR activity, which may have fewer side effects ( ta-
ble 1 ). One approach has been to develop novel nonste-
roidal MR antagonists. High throughput screening analy-
ses have identified various dihydropyridine and pyrazoline 
derivatives that inhibit the MR in a highly selective and 
potent manner (up to 60 times more selective and 10 
times more potent than SP). In addition, they have thus 
far been reported to have less side effects in preliminary 
clinical studies. One such compound, BR-4628, which 
was first optimized by Fagart et al.  [17]  from the dihydro-
pyridine structure, has similar potency and minimal side 
effects to steroidal MR antagonists. Barrera-Chimal et al. 
 [18] , tested whether this drug would also protect against 
experimental I/R-AKI. They found it to be equally effec-
tive at preventing I/R-AKI (given 48 h before ischemia) 
or treating I/R-AKI (given 3 h after induction of isch-
emia). Moreover, they found it to have minimal side ef-
fects, including hyperkalemia (like the chronic studies 
 [19] ), increasing the possibility that they may be safely 
used clinically.  Table 2  enumerates these aforementioned 
studies.

  Potential Vascular Mechanisms by Which MR 

Antagonists Protect against AKI 

 As mentioned before, I/R-AKI is associated with a per-
sistent decrease in renal perfusion that contributes to the 
renal injury in I/R-AKI. The improvement in AKI 
achieved with MR antagonism or adrenalectomy is asso-
ciated with improved recovery of renal perfusion. One 
important mechanism by which AKI causes persistent re-
nal hypoperfusion has been elucidated by the combined 
studies of Bobadilla’s and Jaisser’s labs. Their earlier stud-
ies demonstrated that MR activation is associated with 
significant changes in the activity of 2 important vasoac-

tive systems; the nitric oxide (NO) and endothelin (ET) 
systems. They first provided evidence that NO is de-
creased during I/R-AKI by a MR-dependent mechanism; 
I/R-AKI-induced decreases in urinary NO 2 /NO 3  excre-
tion was prevented by either SP or adrenalectomy. The 
improvement in NO by MR antagonism was associated 
with an increase in renal endothelial nitric oxide synthase 
(eNOS) levels, as well as a shift from the inactive to active 
moieties of eNOS. That is, there was an increase in 
p-S1177 eNOS (active eNOS) and a decrease in p-T497 
eNOS (inactive eNOS). Accordingly, restoration of NO 
may be one of the protective mechanisms of MR block-
ade.

  In addition, the aforementioned studies found that the 
abnormalities in the ET system brought about by I/R-AKI 
are also MR-dependent. I/R-AKI increases the expression 
of ET. It also increases the ET receptor subtype-A (ET A ) 
receptor (which leads to vasoconstriction) and had a vari-
able effect on the ET receptor subtype-B (ET B ) receptor 
(which causes NO-mediated vasodilation in the medul-
la). Thus, the enhanced levels of ET may activate the ET A  
receptor more than the offsetting ET B  receptor during 
I/R-AKI, favoring vasoconstriction. Adrenalectomy and 
MR antagonism blunted the increases in ET and the ET A  
receptor, while increasing ET B  receptor expression. Thus, 
abrogation of MR activation shifts the balance back in fa-
vor of the vasodilator actions of ET B  and NO.

  The Barrera-Chimal et al.  study [18] , not only demon-
strated the efficacy of BR-4628 in I/R-AKI, but it also elu-
cidated a novel mechanism by which MR activation leads 

Table 1.  Pharmacologic modulation of aldosterone activity

 Steroi dal compounds Non-steroidal compounds

1st generation 2nd generation 3rd/4th generation

MR antagonists
SP
Canrenone

Eplerenone
Prorenone
Mespirenone
Spirorenone
Drospirenone

BAY-94-8862 
(finerenone)
BR-4628
CS-3150

MT-3995
LY-2623091
PF-3882845
SM368229

Aldosterone synthase inhibitors
Fadrozole derivatives

FAD286A
LCI699 (orally active)

Epithelial sodium channel blockers
Amiloride
Triamterene
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to the imbalance in the ET/NO systems during I/R-AKI. 
Similar to the previous studies, they found that MR an-
tagonism prevented I/R-AKI-induced reductions in 
p-S1177 eNOS, NO, and ET B  receptor expression. Be-
cause aldosterone can inactivate ET B  (and consequently 
eNOS activity) in cultured pulmonary cells by inducing 
oxidant-dependent sulfenic acid modification in its Cys-
405 residue  [20] , they tested whether this mechanism ac-
counts for the inactivation of the ET B  receptor and the 
decreased NO observed during I/R-AKI. They found that 
I/R caused sulfenic acid modification of the ET B  recep-
tors. BR-4628 prevented this modification, which in turn 
restored NO generation and suppressed renal injury, thus 
explaining how MR activation during I/R-AKI leads to 
decreased activation of the ET B  receptor, with a subse-

quent decrease in NO  [18] . Moreover, in a subsequent 
study, they used tissue-specific MR knockout mice and 
demonstrated that it was the MR on the VSMC (not en-
dothelial cells) that drives the injury response to cyclo-
sporine  [21] .  Figure 1  summarizes the proposed mecha-
nism by which MR antagonism may be beneficial against 
I/R-AKI. Acute I/R activates MRs on VSMC, which in-
creases oxidative stress, thus leading to sulfenic acid mod-
ification of the ET B  receptors, which render them inacti-
vate. Inactivation of the ET B  receptor reduces the active 
moiety of eNOS and consequently NO. Hence, ET, which 
is also increased during I/R-AKI, will predominantly act 
upon the ET A  receptors and cause an unopposed ET-in-
duced vasoconstriction, which may propagate renal hy-
poperfusion and thereby injury.

Table 2.  Studies demonstrating the benefits of MR antagonism against various forms of renal injury

Study MR blockade Injury Timing Results

Mejia-Vilet et al. 
[9], 2007

SP AKI SP given 1, 2 or 
3 days pre-I/R

Pre-treatment with SP prevented I/R-induced:
• Renal dysfunction
• Decreased proteinuria and NGAL
• Decreased lipoperoxidation and apoptosis

Sanchez-Pozos 
et al. [13], 2012

SP AKI SP given for 0, 3, 6 
or 9 h post-I/R

Post-ischemic SP prevents I/R-induced:
•  ETA/ETB imbalance and hence the associated

Vasoconstriction
• SP protection occurs immediately or 3 h after I/R-AKI
• SP protection is only partial or lost after 6 h post-I/R

Barrera-Chimal 
et al. [14], 2013

SP Severe ischemic 
AKI progressing 
to CKD

SP given 3 days 
pre-I/R and 0, 1.5 
and 3 h post-I/R

SP given pre or post ischemic insult:
•  Ameliorated severity of AKI within 10 days after insult. Pre-

vented activation of pro-inflammatory and pro-fibrotic 
 cytokines 10 days post ischemia, preventing the progression 
to CKD and also lowered mortality

Barrera-Chimal 
et al. [5], 2015

SP Mild ischemic 
AKI leading to 
CKD

SP given 
immediately 
pre-I/R or 1.5 h 
post-I/R

SP-given pre or post-ischemic insult:
•  Blunts ETA and has no effect on ETB upregulation, thus 

tilting the balance to favor vasodilation post-ischemia. Pre-
vents activation of pro-inflammatory and pro-fibrotic 
 cytokines post-ischemia, thereby preventing progression 
to CKD

Amador et al. 
[21], 2016

Tissue 
specific MR 
deletion

CsA-induced 
nephrotoxicity

Mice with MR 
deleted in VSMC 
and endothelial cells 
treated with vehicle 
or CsA for 2 days

CsA nephrotoxicity is mediated through the smooth muscle 
cell MR and not the endothelial MR

Barrera-Chimal 
et al. [18], 2016

BR-4628 AKI BR-4628 given 48, 
24 and 1 h pre-I/R 
or 3 h post-I/R

BR-4628, a novel nonsteroidal MR antagonist:
• Prevented AKI-induced sulfonilation of the ETB receptor
•  Preserving the eNOS activity, NO, and hence RBF, 

 resulting in amelioration of AKI

 CsA = Cyclosporine-A; NGAL = neutrophil gelatinase-associated lipocalin; KIM-1 = kidney injury marker-1; IL-18 = interleu-
kin-18; HSP72 = heat shock protein72; RBF = renal blood flow; H2O2 = hydrogen peroxide.
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  Fig. 1.  Mechanisms through which an ischemic insult results in 
renal injury: ischemia activates the MRs in the VSMC and ET-1. 
 a   An ischemic insult increases MR activation and ET-1 in the 
VSMC and ET cells respectively. ET-1 via ET A , increases ROS and 
vasoconstriction. Ischemia-mediated MR activation also increases 
ROS, which induces a cysteine-sulfenic acid modification (Cys-S-
OH) of the ET B  receptor; this causes a decrease in serine phos-

phorylated endothelial NO synthase (pS1777eNOS; active moiety) 
and thereby NO, further propagating the vasoconstriction and 
AKI.  b  Addition of an MR antagonist blocks the ischemia-mediat-
ed MR activation, thereby decreasing ROS generation. This pre-
vents the Cys-S-OH modification of ET B , increasing the active 
moiety of eNOS and hence NO generation. This leads to vasodila-
tion, which in turn may decrease renal injury. 
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  Conclusion 

 In conclusion, MR activation has been implicated as 
a key mechanism propagating ischemic AKI. It influenc-
es various facets of its pathophysiology, including its 
long-term sequelae. Hence, drugs blocking the MR may 
be potentially useful in AKI. Despite this promise, there 
has been limited interest in using these drugs clinically, 
in part because of the fear of side effects. The advent of 
newer nonsteroidal MR antagonists with similar benefits 

and limited adverse effects may stimulate interest in this 
class of drugs, particularly in those forms of AKI in 
which hypoperfusion plays a prominent role such as in 
postoperative patients and during the post-transplant 
period. 

Disclosure Statement

The authors do not have any conflict of interests to declare.

 References 

  1 Susantitaphong P, Cruz DN, Cerda J, Abulfar-
aj M, Alqahtani F, Koulouridis I, Jaber BL; 
Acute Kidney Injury Advisory Group of the 
American Society of Nephrology: World inci-
dence of AKI: a meta-analysis. Clin J Am Soc 
Nephrol 2013;   8:   1482–1493. 

  2 Grams ME, Rabb H: The distant organ effects 
of acute kidney injury. Kidney Int 2012;   81:  
 942–948. 

  3 Basile DP, Anderson MD, Sutton TA: Patho-
physiology of acute kidney injury. Compr 
Physiol 2012;   2:   1303–1353. 

  4 Sharfuddin AA, Molitoris BA: Pathophysiol-
ogy of ischemic acute kidney injury. Nat Rev 
Nephrol 2011;   7:   189–200. 

  5 Barrera-Chimal J, Perez-Villalva R, Ortega 
JA, Sanchez A, Rodriguez-Romo R, Durand 
M, Jaisser F, Bobadilla NA: Mild ischemic in-
jury leads to long-term alterations in the kid-
ney: amelioration by spironolactone adminis-
tration. Int J Biol Sci 2015;   11:   892–900. 

  6 Schiffrin EL: Effects of aldosterone on the vas-
culature. Hypertension 2006;   47:   312–318. 

  7 Gros R, Ding Q, Armstrong S, O’Neil C, Pick-
ering JG, Feldman RD: Rapid effects of aldo-
sterone on clonal human vascular smooth 
muscle cells. Am J Physiol Cell Physiol 2007;  
 292:C788–C794. 

  8 Arima S, Kohagura K, Xu HL, Sugawara A, 
Abe T, Satoh F, Takeuchi K, Ito S: Nonge-
nomic vascular action of aldosterone in the 
glomerular microcirculation. J Am Soc 
Nephrol 2003;   14:   2255–2263. 

  9 Mejia-Vilet JM, Ramirez V, Cruz C, Uribe N, 
Gamba G, Bobadilla NA: Renal ischemia-re-
perfusion injury is prevented by the mineralo-
corticoid receptor blocker spironolactone. Am 
J Physiol Renal Physiol 2007;   293:F78–F86. 

 10 Pitt B, Zannad F, Remme WJ, Cody R, 
Castaigne A, Perez A, Palensky J, Wittes J: The 
effect of spironolactone on morbidity and 
mortality in patients with severe heart failure. 
Randomized aldactone evaluation study in-
vestigators. N Engl J Med 1999;   341:   709–717. 

 11 Bakris GL, Agarwal R, Chan JC, Cooper ME, 
Gansevoort RT, Haller H, Remuzzi G, Ross-
ing P, Schmieder RE, Nowack C, Kolkhof P, 
Joseph A, Pieper A, Kimmeskamp-Kirsch-
baum N, Ruilope LM; Mineralocorticoid Re-
ceptor Antagonist Tolerability Study-Diabet-
ic Nephropathy (ARTS-DN) Study Group: 
Effect of finerenone on albuminuria in pa-
tients with diabetic nephropathy: a random-
ized clinical trial. JAMA 2015;   314:   884–894. 

 12 Ramirez V, Trujillo J, Valdes R, Uribe N, Cruz 
C, Gamba G, Bobadilla NA: Adrenalectomy 
prevents renal ischemia-reperfusion injury. 
Am J Physiol Renal Physiol 2009;   297:F932–
F942. 

 13 Sanchez-Pozos K, Barrera-Chimal J, Garzon-
Muvdi J, Perez-Villalva R, Rodriguez-Romo 
R, Cruz C, Gamba G, Bobadilla NA: Recovery 
from ischemic acute kidney injury by spi-
ronolactone administration. Nephrol Dial 
Transplant 2012;   27:   3160–3169. 

 14 Barrera-Chimal J, Perez-Villalva R, Rodri-
guez-Romo R, Reyna J, Uribe N, Gamba G, 
Bobadilla NA: Spironolactone prevents 
chronic kidney disease caused by ischemic 
acute kidney injury. Kidney Int 2013;   83:   93–
103. 

 15 Greenblatt DJ, Koch-Weser J: Gynecomastia 
and impotence: complications of spironolac-
tone therapy. JAMA 1973;   223:   82. 

 16 Brown NJ: Eplerenone: cardiovascular pro-
tection. Circulation 2003;   107:   2512–2518. 

 17 Fagart J, Hillisch A, Huyet J, Barfacker L, Fay 
M, Pleiss U, Pook E, Schafer S, Rafestin-Oblin 
ME, Kolkhof P: A new mode of mineralocor-
ticoid receptor antagonism by a potent and 
selective nonsteroidal molecule. J Biol Chem 
2010;   285:   29932–29940. 

 18 Barrera-Chimal J, Prince S, Fadel F, El 
Moghrabi S, Warnock DG, Kolkhof P, Jaisser 
F: Sulfenic acid modification of endothelin B 
receptor is responsible for the benefit of a 
nonsteroidal mineralocorticoid receptor an-
tagonist in renal ischemia. J Am Soc Nephrol 
2016;   27:   398–404. 

 19 Pitt B, Kober L, Ponikowski P, Gheorghiade 
M, Filippatos G, Krum H, Nowack C, Kolkhof 
P, Kim SY, Zannad F: Safety and tolerability 
of the novel non-steroidal mineralocorticoid 
receptor antagonist bay 94–8862 in patients 
with chronic heart failure and mild or moder-
ate chronic kidney disease: a randomized, 
double-blind trial. Eur Heart J 2013;   34:   2453–
2463. 

 20 Maron BA, Zhang YY, White K, Chan SY, 
Handy DE, Mahoney CE, Loscalzo J, Leop-
old JA: Aldosterone inactivates the endothe-
lin-B receptor via a cysteinyl thiol redox 
switch to decrease pulmonary endothelial 
nitric oxide levels and modulate pulmonary 
arterial hypertension. Circulation 2012;   126:  
 963–974. 

 21 Amador CA, Bertocchio JP, Andre-Gregoire 
G, Placier S, Duong Van Huyen JP, El 
Moghrabi S, Berger S, Warnock DG, Chat-
ziantoniou C, Jaffe IZ, Rieu P, Jaisser F: Dele-
tion of mineralocorticoid receptors in smooth 
muscle cells blunts renal vascular resistance 
following acute cyclosporine administration. 
Kidney Int 2016;   89:   354–362. 

  

D
ow

nloaded from
 http://w

w
w

.karger.com
/nef/article-pdf/134/3/154/3166460/000448224.pdf by guest on 24 April 2024

http://dx.doi.org/10.1159%2F000448224

	CitRef_1: 
	CitRef_2: 
	CitRef_3: 
	CitRef_4: 
	CitRef_5: 
	CitRef_6: 
	CitRef_7: 
	CitRef_8: 
	CitRef_9: 
	CitRef_10: 
	CitRef_11: 
	CitRef_12: 
	CitRef_13: 
	CitRef_14: 
	CitRef_15: 
	CitRef_16: 
	CitRef_17: 
	CitRef_18: 
	CitRef_19: 
	CitRef_20: 
	CitRef_21: 


