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COVID‑19 has accounted for over  2.4 million fatalities 
worldwide  (Coronavirus Resource Center, Johns Hopkins 
University, February 2021). The disease is caused by the 
infection of a novel coronavirus, named severe acute respiratory 
syndrome coronavirus‑2 (SARS‑CoV‑2). While the upper 
respiratory airways serve as a port of entry for viral infection, 
SARS‑CoV‑2 has broad tropism owing to the presence of its 
cellular receptor angiotensin‑converting enzyme‑2 (ACE2) and 
the cellular transmembrane protease serine 2 (TMPRSS2) 
required for viral S activation on a large number of tissues 
including heart, brain, intestines, and kidneys. Because of 
the systemic tropism, infection with SARS‑CoV‑2 leads 
to a wide spectrum of clinical presentations. The severity 
of the disease ranges from asymptomatic to mild and from 
self‑limited symptoms to severe acute respiratory distress 
syndrome and death. A hyperinflammatory state and cytokine 
release syndrome (“cytokine storm”) have been described as 
characteristics of the severe COVID‑19 and this is associated 
with multiorgan failure.[1,2]

Studies from both China, Europe, and USA suggest that 
renal complications are frequent in COVID‑19  patients. 
A meta‑analysis study on almost 5000 COVID‑19 patients 
showed that renal dysfunction and significant increase of acute 
kidney injury (AKI) are associated with disease severity and 
prognosis.[3] In fact, while about 10% of patients had elevated 
serum creatinine and blood urea nitrogen, more than 57% 
of the patients presented proteinuria at various degree, and 
the incidence of AKI in nonsurvivors was significantly higher 
than in survivors  (52.9% vs. 0.7%, respectively).[4] Data 
collected in over  3000  patients at Mount Sinai Hospital 
showed that AKI occurred in 46% of patients and within 
these 19% required renal replacement therapy  (RRT).[5] 
CKD is a major risk factor for AKI, and some patients with 
AKI develop CKD or ESRD while they recovered from 
COVID‑19 pneumonia.[5] However, about two‑third of these 
patients recovered from AKI.[5] While comorbidities heighten 
the mortality of COVID‑19  patients, direct organ failure 
ultimately determines the disease outcome. In addition, kidney 
biopsies of COVID‑19 patients with significant proteinuria 
revealed de novo glomerulopathies such as collapsing focal 
segmental glomerulosclerosis, minimal changes disease, and 
membranous nephropathy.[6,7] However, the underlying 
mechanisms driving kidney injury remain poorly understood.

Given the systemic response to viral infection, the causes 
of AKI are likely multifactorial, such as cytokine storms, 
organ‑organ crosstalk, and drug toxicity, which are quite 
similar to the causes of AKI in the regular septic patients 
from intensive care unit. However, a direct viral infection 
of kidney cells likely also contributes to AKI.[8] The initial 
reports suggest local viral infection of kidney cells such as 
proximal tubular epithelial cells and podocytes by electronic 
microscopy finding of viral particles and immunofluorescence 
staining of viral proteins.[9,10] However, these findings have 
been questioned by several renal pathologists and a series of 
renal biopsy reports did not reveal virus in the kidney cells by 
immunostaining and RNA in situ hybridization.[6,7] These 
discrepancies could result from sampling issues, due to the 
focal nature of the infection, and the timing of sampling, due 
to the nature of transient viral infection. Indeed, a recent 
report established the presence of virus in kidney cells using 
multiple technologies such as immunofluorescence staining of 
viral particles, RNA in situ hybridization, and polymerase 
chain reaction analysis.[2] They further confirmed that viral 
copy number in the kidney cells was associated with AKI and 
overall outcomes in COVID‑19  patients.[11] They found 
that albuminuria and hematuria could be an early marker for 
overall prognosis of COVID‑19 patients with pneumonia.[12] 
In addition, the finding of virus in urine indicates its presence 
in the kidneys.[13] Nevertheless, the role of direct viral infection 
of kidney cells in AKI remains to be elucidated. In addition, it 
has been shown that viremia is rare in COVID‑19 patients. 
Therefore, how SARS‑CoV‑2 infects kidney cells remains 
obscure.

In comparison to COVID‑19‑associated kidney injury, the 
pathogenesis of HIV‑associated nephropathy  (HIVAN) 
has been studied for more than 3 decades. Similarly, it has 
been argued for decades whether local infection of HIV 
in the kidney cells contributes to kidney injury. This has 
been confirmed by the transplant experiments showing that 
transplantation of HIV‑infected kidneys into a normal mice 
developed kidney disease while transplantation of normal 
kidneys into HIV mice did not have kidney disease.[14] In 
addition, several studies have shown that HIV infects kidney 
cells such as renal tubular cells and podocytes and that the 
kidney represents a separate compartment for HIV replication.
[15‑17] HIV can be transferred to kidney cells through cell–cell 
contact with HIV‑infected T‑cells[18,19] and nontraditional 
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receptors such as heparan sulfate proteoglycans.[19] Whether 
SARS‑CoV2 infects kidney cells through cell–cell contacts 
remains to be determined.

Despite many research works have been published in this 
field, two main obstacles remain to the progression of the 
studies on the alteration of renal function and SARS‑CoV‑2 
infection‑associated AKI: (a) the lack of animal models of 
viral pathogenesis that presents renal phenotype and that is 
easily amenable to genetic manipulation and (b) the safety 
containment required to handle the virus, which excludes most 
laboratories from the possibility of performing the necessary 
experimentation.

Significant progress has been made on the understanding 
of the pathogenesis of HIVAN due to the availability of 
the HIV‑1 transgenic mouse models such as Tg26 mice. 
However, in comparison to HIV genes, SARS‑CoV2 has a 
large genome and many of the viral proteins likely contribute 
to the pathogenesis of kidney cell injury. Therefore, it is 
challenging to make a transgenic mouse model expressing 
whole viral genome or individual transgenic mouse models 
for different viral genes. Hamsters and ferrets have proven 
representative models for the study of SARS‑CoV‑2 infection. 
However, they lack transgenic models and research reagents 
such as antibodies, thus making the investigators difficult to 
study the molecular mechanisms of kidney cell injury induced 
by SARS‑CoV‑2. Mice would be a great model to study 
kidney cell injury because of the large number of genetically 
engineered inbred genotypes and research tools that are 
already available. Unfortunately, the divergence of the murine 
ACE2 receptor from the human analog makes mice unsuitable 
host for SARS‑CoV‑2 infection. New transgenic models are 
generating to address these challenges.

Clinically, patients with COVID‑19 AKI should be managed 
similarly to those with AKI of other etiologies such as keeping 
hemodynamic stable and avoiding nephrotoxic medications.[8] 
It is also important to adjust dosages of medications according 
to actual renal function in these AKI patients. RRT should 
be initiated when there are indications. However, the evidence 
is still lacking on the use of RRT to remove cytokines in 
these patients. Future studies are required to determine the 
role of the antivirals, steroids, and systemic anticoagulants 
in the development and progression of AKI. It is also 
important to determine the pharmacokinetics of antivirals 
and immunomodulatory drugs during different phases of AKI 
and progression to acute kidney disease and with different 
types of RRT. The research is also required to investigate 
the nutritional status in patients with COVID‑19 AKI and 
determine what is the optimal nutritional management for 
these patients.

In summary, patients with COVID‑19 often develop 
kidney disease including AKI and glomerular disease. The 
pathogenesis of COVID‑19 kidney disease remains unclear. 
It is likely that multiple factors contribute to the development 
of COVID‑19 kidney disease, and direct viral infection of 
kidney cells may also play a role. Research in this area is 
limited due to lacking of reliable animal models. Therefore, 
it is critical for us to develop such models to help us better 
understand the pathogenesis of this disease. The management 
of patients with COVID‑19 AKI should be similar to those 
with AKI of other etiologies.

Yifei Zhong, John Cijiang He1

Department of Nephrology, Shanghai Traditional Chinese Medicine 
School, Longhua Hospital, Shanghai, China, 1Department of Medicine, 

Division of Nephrology, Icahn School of Medicine at Mount Sinai, 
New York, NY, USA

Address for correspondence: Prof. John Cijiang He, 
Department of Medicine, Division of Nephrology, Icahn 

School of Medicine at Mount Sinai, New York, NY 10029, USA. 
E‑mail: cijianghe@126.com

Submitted: 26-Feb-2021     Revised: 11-Jun-2021 
Accepted: 27-Jul-2021     Published: 09-Sep-2021

REFERENCES

1.	 Zaim S, Chong JH, Sankaranarayanan V, Harky A. COVID‑19 and 
multiorgan response. Curr Probl Cardiol 2020;45:100618.

2.	 Puelles  VG, Lütgehetmann M, Lindenmeyer  MT, Sperhake  JP, 
Wong  MN, Allweiss  L, et  al. Multiorgan and renal tropism of 
SARS‑CoV‑2. N Engl J Med 2020;383:590‑2.

3.	 Cheruiyot  I, Henry B, Lippi G, Kipkorir V, Ngure B, Munguti  J, 
et al. Acute kidney injury is associated with worse prognosis in 
COVID‑19 patients: A systematic review and meta‑analysis. Acta 
Biomed 2020;91:e2020029.

4.	 Yang X, Jin Y, Li R, Zhang Z, Sun R, Chen D. Prevalence and impact 
of acute renal impairment on COVID‑19: A systematic review and 
meta‑analysis. Crit Care 2020;24:356.

5.	 Chan L, Chaudhary K, Saha A, Chauhan K, Vaid A, Baweja M, 
et  al. Acute kidney injury in hospitalized patients with 
COVID‑19. medRxiv 2020:2020.05.04.20090944. [doi: 
10.1101/2020.05.04.20090944]. Preprint.

6.	 Kudose S, Batal I, Santoriello D, Xu K, Barasch J, Peleg Y, et al. 
Kidney biopsy findings in patients with COVID‑19. J Am Soc 
Nephrol 2020;31:1959‑68.

7.	 Wu H, Larsen CP, Hernandez‑Arroyo CF, Mohamed MM, Caza T, 
Sharshir M, et al. AKI and collapsing glomerulopathy associated 
with COVID‑19 and APOL 1 high‑risk genotype. J Am Soc Nephrol 
2020;31:1688‑95.

8.	 Nadim MK, Forni LG, Mehta RL, Connor MJ, Liu KD, Ostermann M, 
et al. COVID‑19‑associated acute kidney injury: Consensus report 
of the 25th Acute Disease Quality Initiative (ADQI) Workgroup. 
Nat Rev Nephrol 2020;16:747‑64.

9.	 Su  H, Yang  M, Wan  C, Yi  LX, Tang  F, Zhu  HY, et  al. Renal 
histopathological analysis of 26 postmortem findings of patients 
with COVID‑19 in China. Kidney Int 2020;98:219‑27.

10.	 Farkash  EA, Wilson  AM, Jentzen  JM. Ultrastructural Evidence 
for direct renal infection with SARS‑CoV‑2. J  Am Soc Nephrol 



Zhong and He: COVID‑19 AKI

Integrative Medicine in Nephrology and Andrology  | 2021;8: 6 Page 3 of 3

2020;31:1683‑7.
11.	 Braun  F, Lütgehetmann M, Pfefferle  S, Wong  MN, Carsten  A, 

Lindenmeyer MT, et al. SARS‑CoV‑2 renal tropism associates with 
acute kidney injury. Lancet 2020;396:597‑8.

12.	 Gross  O, Moerer  O, Weber  M, Huber  TB, Scheithauer  S. 
COVID‑19‑associated nephritis: Early warning for disease severity 
and complications? Lancet 2020;395:e87‑8.

13.	 Roshandel  MR, Nateqi  M, Lak  R, Aavani  P, Sari Motlagh  R, 
F Shariat S, et al. Diagnostic and methodological evaluation of 
studies on the urinary shedding of SARS‑CoV‑2, compared to 
stool and serum: A systematic review and meta‑analysis. Cell Mol 
Biol (Noisy‑le‑grand) 2020;66:148‑56.

14.	 Bruggeman LA, Dikman S, Meng C, Quaggin SE, Coffman TM, 
Klotman PE. Nephropathy in human immunodeficiency virus‑1 
transgenic mice is due to renal transgene expression. J Clin Invest 
1997;100:84‑92.

15.	 Lewis W, Grupp IL, Grupp G, Hoit B, Morris R, Samarel AM, et al. 
Cardiac dysfunction occurs in the HIV‑1 transgenic mouse treated 
with zidovudine. Lab Invest 2000;80:187‑97.

16.	 Winston  JA, Bruggeman  LA, Ross  MD, Jacobson  J, Ross  L, 
D’Agati  VD, et  al. Nephropathy and establishment of a renal 
reservoir of HIV type 1 during primary infection. N Engl J Med 
2001;344:1979‑84.

17.	 Marras D, Bruggeman LA, Gao F, Tanji N, Mansukhani MM, Cara A, 
et al. Replication and compartmentalization of HIV‑1 in kidney 
epithelium of patients with HIV‑associated nephropathy. Nat Med 
2002;8:522‑6.

18.	 Blasi M, Balakumaran B, Chen P, Negri DR, Cara A, Chen BK, et al. 
Renal epithelial cells produce and spread HIV‑1 via T‑cell contact. 
AIDS 2014;28:2345‑53.

19.	 Chen P, Chen BK, Mosoian A, Hays T, Ross MJ, Klotman PE, et al. 
Virological synapses allow HIV‑1 uptake and gene expression in 
renal tubular epithelial cells. J Am Soc Nephrol 2011;22:496‑507.

Access this article online
Quick Response Code:

Website: 
www.journal-imna.com

DOI:  
10.4103/imna.imna_11_21

How to cite this article: Zhong Y, He JC. COVID-19 acute kidney injury: 
Current knowledge and barriers of research. Integr Med Nephrol Androl 
2021;8:6.

This is an open access journal, and articles are distributed under 
the terms of the Creative Commons Attribution-NonCommercial-
ShareAlike 4.0 License, which allows others to remix, tweak, and 
build upon the work non-commercially, as long as appropriate credit 
is given and the new creations are licensed under the identical terms.


