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HCoV-OC43, human coronavirus OC43 
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ALT, alanine transaminase 
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Abstract 

The severe acute respiratory syndrome coronavirus 2 (SARS-Cov-2), the pathogen of 

2019 novel coronavirus disease (COVID-19), has posed a serious threat to global public 

health. The WHO has declared the outbreak of SARS-CoV-2 infection an international 

public health emergency. Lung lesions have been considered as the major damage 

caused by SARS-CoV-2 infection. However, liver injury has also been reported to 

occur during the course of the disease in severe cases. Similarly, previous studies have 

shown that liver damage was common in the patients infected by the other two highly 

pathogenic coronavirus - severe acute respiratory syndrome coronavirus (SARS-CoV) 

and the Middle East respiratory syndrome coronavirus (MERS-CoV), and associated 

with the severity of diseases. In this review, the characteristics and mechanism of liver 

injury caused by SARS-CoV, MERS-CoV, as well as SARS-CoV-2 infection were 

summarized, which may provide help for further studies on the liver injury of 

COVID-19. 

 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

Key words: Liver Injury, SARS, MERS, SARS-CoV-2，COVID-19 

 

 

 

 

 

 

 

Introduction 

Coronavirus (CoVs) is a virus of the coronavirus family, which has the largest genome of all 

known RNA viruses and is widely found in humans, mice, pigs, cats, dogs and other animals. 

Seven coronavirus species are known to cause human disease, of which four species 

(HCoV-NL63, HCoV-229E, HCoV-OC43 and HCoV-HKU1) cause respiratory infections in 

immunocompromised individuals, infants, and the elderly [1]. The other three are highly 

pathogenic human coronaviruses, including the severe acute respiratory syndrome 

coronavirus (SARS-CoV), the Middle East respiratory syndrome coronavirus (MERS-CoV) 

and the 2019 new coronavirus (SARS-CoV-2) (summarized in Table 1). These three viruses 

can cause respiratory, intestinal, hepatic and neuronal diseases, and may lead to acute 

respiratory distress syndrome (ARDS), multiple organ failure (MOF), and even death in 

severe cases [2-4]. Studies have shown that patients infected with SARS-CoV, MERS-CoV, 

and SARS-CoV-2 may develop different degrees of liver injury. In this review， the 

characteristics and mechanism of liver injury caused by SARS-CoV, MERS-CoV, as well as 

Key points 

 Reports of liver injury during SARS-CoV, MERS-CoV and SARS-CoV-2 are summarized.  

 Possible mechanisms of coronavirus infection-induced liver injury are introduced and 

discussed.  
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SARS-CoV-2 infection were summarized, which may provide help for further studies on the 

liver injury of COVID-19.  

 

1. SARS-CoV and liver injury 

Severe acute respiratory syndrome (SARS) is an acute infectious disease caused by 

SARS-CoV [5]. It was first reported in Guangdong Province and Hong Kong of China in 

November 2002, and soon spread to 29 countries and regions around the world. Patients with 

SARS-CoV infection are characterized by persistent fever, headache, muscle pain and 

decreased white blood cell count. Severe cases may develop ARDS and MOF [2]. A number 

of studies have shown that liver injury occurred in SARS patients, which was mainly 

manifested in the mild and moderate elevation of ALT and/or AST during the early stage of 

the disease. Some patients had decreased serum albumin and increased serum bilirubin levels 

[6-18]. The severe cases were more likely to have severer liver injury compared to mild cases [6, 

10, 12].  

 

Studies have been performed to understand the mechanism of liver damage caused by 

SARS-CoV. Autopsy of SARS patients found large numbers of virus particles not only in the 

lungs but also in the parenchymal cells and vascular endothelium of other organs, including 

the liver[19, 20]. SARS-CoV genome was also detected in hepatocytes by RT-PCR [19, 20]. It is 

known that SARS-CoV uses angiotensin-converting enzyme 2 (ACE2) as the receptor for cell 
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entry [22]. ACE2 was found to be abundantly expressed on endothelial cells of the liver [23], 

which makes the liver a potential target for SARS-CoV. Liver biopsies in SARS patients 

showed a significant increase in mitotic cells, with eosinophilic bodies and balloon-like 

hepatocytes, suggesting that SARS-CoV may induce apoptosis of liver cells and thus cause 

liver injury [18]. Other studies showed that SARS-CoV-specific protein 7a can induce 

apoptosis in cell lines of different organs (including the lung, kidney and liver) through the 

caspase-dependent pathway, further confirming the possibility that SARS-CoV directly 

attacks liver tissue and causes liver injury [24]. 

Abnormal serum levels of cytokines and chemokines were found at the early stage of 

SARS-CoV infection in patients. Duan et al.[12] reported that serum IL-1, IL -6 and IL -10 

levels in patients with abnormal liver function were higher than those in patients with normal 

liver function, suggesting a possible correlation between liver damage and the inflammatory 

responses induced by SARS-CoV infection. Besides, SARS patients with HBV/HCV 

infection were more prone to develop liver damage and severe hepatitis, which is probably 

due to enhanced replication of  hepatitis virus during SARS-CoV infection [13]. It is 

particularly worth noting that antibiotics (macrolides, quinolones), antivirals (ribavirin), 

steroids and other drugs used for the treatment of SARS patients may also result in liver 

damage [7, 25].   
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2．MERS-CoV and liver injury 

Most Middle East respiratory syndrome (MERS) cases, caused by MERS-CoV infection, 

were firstly occurred in Saudi Arabia in 2012. The virus has since spread to Europe, Asia, 

Africa and North America [3]. MERS-CoV infection in patients is characterized by fever, 

cough, and shortness of breath. Severe MERS patients quickly progressed to respiratory and 

kidney failure [26]. Besides, a number of retrospective studies have shown that patients with 

MERS had elevated liver enzymes and bilirubin levels, as well as decreased albumin levels 

[27-32]. It has also been shown by Saad et al. that the intensity of the albumin level decrease 

was a predictor of disease severity [27]. Similar to the observation in SARS patients, the 

pathological manifestations of liver injury in MERS patients are mild portal tract and lobular 

lymphocytic inflammation, as well as mild cellular hydropic degeneration in hepatic 

parenchyma [33, 34]. 

 

Different from SARS-CoV, MERS-CoV was found to utilize dipeptidyl peptidase -4 (DPP-4) 

as its functional receptor for establishing infection in cells [35]. The expression level of DPP-4 

in the liver is high [36], suggesting it is a potential target organ of MERS-CoV. Zhao et al. [37] 

constructed a transgenic mouse model globally expressing codon-optimized human DPP-4 

(hDPP-4) and found that MERS-CoV is able to infect the liver cells via DPP-4 on the cell 

surface and cause cell damage. Mild to moderate liver injury occurred on day 5 after 

MERS-CoV infection in the hDPP-4 transgenic mice, and the main findings were scattered 

necrosis of liver cells in the hepatic sinus, infiltration of large numbers of activated Kupffer 
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cells and macrophages. Fatty changes in liver cells were observed on day 9 post-infection 

with less liver cell necrosis [37]. 

 

Significant pro-inflammatory cytokine responses were observed in the acute phase of 

MERS-CoV infection in patients, and the concentrations of serum IFN-γ, TNF-α, IL-15，and 

IL-17 were significantly increased [38]. However, studies on the correlation between 

pro-inflammatory cytokine responses and liver injury are still lacking. It remains to be 

explored whether the liver injury observed during MERS-CoV infection is the consequence 

of direct viral infection, inflammation-mediated pathogenesis, or applicating liver-damaging 

drugs during the course of treatment. 

 

3．SARS-CoV-2 and liver injury 

COVID-19 is a novel infectious disease caused by SARS-CoV-2. In December 2019, 

pneumonia cases of unknown origins were firstly identified in Wuhan City, Hubei Province, 

China, and then rapidly spread to the whole country, and up to date, more than 70 countries 

worldwide. Currently, the number of SARS-CoV-2 infected patients is still rapidly increasing 

on a global scale [39]. Mild cases of COVID-19 showed symptoms of fever, fatigue, dry 

cough, vomit, and diarrhea. In severe cases, respiratory distress and/or hypoxemia occurred 

one week after the onset of the disease and then deteriorated into ARDS, septic shock, 

metabolic acidosis, and even death [40].  
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Recent studies on COVID-19 have shown that the incidence of liver injury ranged from 

14.8%-53%, mainly indicated by abnormal ALT/AST levels accompanied by slightly 

elevated bilirubin levels [40-51]. The albumin is decreased in severe cases and the level of 

albumin is around 26.3-30.9 g/L [46]. The proportion of developing liver injury in severe 

COVID-19 patients was significantly higher than that in mild patients [40-42]. In death cases of 

COVID-19, the incidence of liver injury might reach as high as 58.06% [51] and 78% [50]. One 

study reported that serum ALT and AST levels increased up to 7590 U/L and 1445 U/L 

respectively in a severe COVID-19 patient [46]. Our unpublished data showed very similar 

findings to other studies, except that we found that serum GGT increased in severe cases and 

serum AKP level was at normal range in both mild and severe cases. Currently, studies on the 

mechanisms of SARS-CoV-2 related liver injury are limited. It has been shown that 

SARS-CoV-2 also uses ACE2 as its entry receptor as SARS-Cov does [52]. Chai et al. [53] 

found that both liver cells and bile duct cells express ACE2. However, the ACE2 expression 

of bile duct cells is much higher than that of liver cells, but to a comparable level of alveolar 

type 2 cells in the lung. Bile duct epithelial cells are known to play important roles in liver 

regeneration and immune response [54]. These results suggested that the liver injury occurred 

in COVID-19 patients may be due to the damage to bile duct cells, but not liver cells by the 

virus infection. Besides, the inflammatory cytokine storm was observed in severe COVID-19 

cases [55], yet whether it results in liver damage in patients remains to be investigated. 

Postmortem biopsies were recently performed in a death COVID-19 patient, and the results 
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showed moderate microvascular steatosis and mild lobular and portal activity, indicating the 

injury could have been caused by either SARS-CoV-2 infection or drug-induced liver injury 

[56]. Similar to the situation in SARS, antibiotics, antivirals and steroids are widely used for 

the treatment of COVID-19 [57]. These drugs are all potential causes of liver injury during 

COVID-19, but not yet being evident [49]. Actually, a recent study reported that the liver 

injury observed in COVID-19 patients might be caused by lopinavir/litonavir, which is used 

as antivirals for the treatment of SARS-CoV-2 infection [43]. So far, there is a lack of reports 

that liver failure occurs in COVID-19 patients with chronic liver diseases, such as chronic 

hepatitis B or C. 

 

Conclusion 

In this review, we summarized the reports of liver injury caused by SARS-CoV, MERS-CoV, 

and SARS-CoV-2 infection (Table 2). The mechanisms of liver injury that occurred during 

SARS-CoV-2 infection remain largely unclear. Our current understanding suggests that 

infection of highly pathogenic human coronavirus may result in liver injury by direct 

virus-induced cytopathic effects and/or immunopathology induced by overshooting 

inflammatory responses. Meanwhile, SARS-CoV may aggravate liver injury in patients with 

viral hepatitis, but there is no evidence for MERS-CoV and SARs-CoV-2. Importantly, 

drug-induced liver injury during the treatment of coronavirus infection should not be ignored 

and needs to be carefully investigated. From a clinical perspective, in addition to actively 

dealing with the primary disease caused by coronavirus infection, attention should also be 
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paid to monitor the occurrence of liver injury, and to the application of drugs which may 

induce liver damage, such as antibiotics of macrolides or quinolone, and steroids, etc. 

Patients with liver damage are advised to be treated with drugs that could both protect liver 

functions and inhibit inflammatory responses, such as ammonium glycyrrhizinate[58],  which 

may, in turn, accelerate the process of disease recovery.  

 

Reference  

[1] Su S, Wong G, Shi W, et al. Epidemiology, Genetic Recombination, and Pathogenesis of Coronaviruses[J]. 

Trends Microbiol,2016,24(6):490-502. 

 [2] Peiris JS, Lai ST, Poon LL, et al. Coronavirus as a possible cause of severe acute respiratory syndrome[J]. 

Lancet,2003,361(9366):1319-1325. 

 [3] Kupferschmidt K. Researchers scramble to understand camel connection to MERS[J]. 

Science,2013,341(6147):702. 

 [4] Zhu N, Zhang D, Wang W, et al. A Novel Coronavirus from Patients with Pneumonia in China, 2019[J]. N 

Engl J Med,2020,382(8):727-733. 

 [5] Drosten C, Gunther S, Preiser W, et al. Identification of a novel coronavirus in patients with severe acute 

respiratory syndrome[J]. N Engl J Med,2003,348(20):1967-1976. 

 [6] Chang HL, Chen KT, Lai SK, et al. Hematological and biochemical factors predicting SARS fatality in 

Taiwan[J]. J Formos Med Assoc,2006,105(6):439-450. 

 [7] Liu Z, Guo J. Dynamic changes of liver function and myocardial enzyme in 259 patients with severe acute 

respiratory syndrome [J]. J Clin Hepatol, 2003(03):129-131.  

 [8] Lu Y, Yin C, Tang X, et al. Clinical characteristics and mechanism of liver function injury in 250 patients 

with severe acute respiratory syndrome [J]. Chin J Mod Med, 2004(23):121-123.  

 [9] Tie Z, Zhang T, Zhang M, et al. Prevention and treatment of liver injury in SARS patients-222 cases 

analysis [J]. Beijing Med J, 2004(05):318-320. 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

 [10] Zhao L, Xing H, Xu L. Effect of SARSassociated coronavirus on peripheral blood picture and liver 

function [J]. Chin Crit Care Med, 2004(11):660-663.  

 [11] Yang Z, Xu M, Yi J. The clinic characteristics and mechanism of liver damage in patients with severe 

acute respiratory syndrome [J]. Chin J Infect Dis,2003(04):13-15.  

[12] Duan Z, Chen Y, Zhang J, et al. Clinical characteristics and mechanism of liver injury in patients with 

severe acute respiratory syndrome[J]. Chin J Hepatol,2003,11(8):493-496 

 [13] Huang Y, Gao Z. Study of the relationship SARS and hepatitis virus B [J]. Chin J Clini Hepatol, 

2003(06):342-343.  

[14] Wang JT, Sheng WH, Fang CT, et al. Clinical manifestations, laboratory findings, and treatment outcomes 

of SARS patients[J]. Emerg Infect Dis,2004,10(5):818-824. 

[15] Jiang T, Zhao M, Zhou Z, et al. Clinical feature of liver injury in patients with severe acute respiratory 

syndrome[J]. Chin J Mod Med, 2004(23):139-141.  

[16] Wu K, Lu S, Changchien C, et al. Sequential changes of serum aminotransferase levels in patients with 

severe acute respiratory syndrome[J]. American Journal of Tropical Medicine and Hygiene,2004,71(2):125-128. 

[17] Duan X，Liu Z，He R, et al. The dynamic change of liver injury in patients with severe acute respiratory 

syndrome [J]. Chin J Hepatol, 2004(07):60.  

[18] Chau T, Lee K, Yao H, et al. SARS-associated viral hepatitis caused by a novel coronavirus: Report of 

three cases[J]. Hepatology,2004,39(2):302-310. 

[19] Lu J, Zhao J, Li N, et al. Ultrastructure pathology of all organs in severe acute respiratory syndrome[J]. 

Chinese Journal of Diagnostic Pathology, 2003(04):72-77.  

[20] Ding Y, He L, Zhang Q, et al. Organ distribution of severe acute respiratory syndrome (SARS) associated 

coronavirus (SARS-CoV) in SARS patients: implications for pathogenesis and virus transmission pathways[J]. J 

Pathol,2004,203(2):622-630. 

[21] Farcas GA, Poutanen SM, Mazzulli T, et al. Fatal severe acute respiratory syndrome is associated with 

multiorgan involvement by coronavirus[J]. J Infect Dis,2005,191(2):193-197. 

[22] Li W, Moore MJ, Vasilieva N, et al. Angiotensin-converting enzyme 2 is a functional receptor for the 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

SARS coronavirus[J]. Nature,2003,426(6965):450-454. 

[23] Hamming I, Timens W, Bulthuis M, et al. Tissue distribution of ACE2 protein, the functional receptor for 

SARS coronavirus. A first step in understanding SARS pathogenesis[J]. J Patho, 2004, 203(2):631-637. 

[24] Tan YJ, Fielding BC, Goh PY, et al. Overexpression of 7a, a protein specifically encoded by the severe 

acute respiratory syndrome coronavirus, induces apoptosis via a caspase-dependent pathway[J]. J 

Virol,2004,78(24):14043-14047. 

[25] Yang Z, Xu M, Yi JQ, et al. Clinical characteristics and mechanism of liver damage in patients with severe 

acute respiratory syndrome[J]. Hepatobiliary Pancreat Dis Int,2005,4(1):60-63. 

[26] Zumla A, Hui DS, Perlman S. Middle East respiratory syndrome[J]. Lancet,2015,386(9997):995-1007. 

[27] Saad M, Omrani AS, Baig K, et al. Clinical aspects and outcomes of 70 patients with Middle East 

respiratory syndrome coronavirus infection: a single-center experience in Saudi Arabia[J]. Int J Infect 

Dis,2014,29:301-306. 

[28] Al-Hameed F, Wahla AS, Siddiqui S, et al. Characteristics and Outcomes of Middle East Respiratory 

Syndrome Coronavirus Patients Admitted to an Intensive Care Unit in Jeddah, Saudi Arabia[J]. J Intensive Care 

Med,2015,31(5):344-348. 

[29] Hwang S, Na B, Jung Y, et al. Clinical and Laboratory Findings of Middle East Respiratory Syndrome 

Coronavirus Infection[J]. Jap J Infect Dis,2019,72(3):160-167. 

[30] Arabi YM, Al-Omari A, Mandourah Y, et al. Critically Ill Patients With the Middle East Respiratory 

Syndrome[J]. Crit Care Med,2017,45(10):1683-1695. 

[31] Arabi YM, Arifi AA, Balkhy HH, et al. Clinical course and outcomes of critically ill patients with Middle 

East respiratory syndrome coronavirus infection[J]. Ann Intern Med,2014,160(6):389-397. 

[32] Assiri AM, Al-Tawfiq JAF, Al-Rabeeah AAF, et al. Epidemiological, demographic, and clinical 

characteristics of 47 cases of Middle East respiratory syndrome coronavirus disease from Saudi Arabia: a 

descriptive study[J]. Lancet Infect Dis,2013,13(9):752-761. 

[33] Ng DL, Al Hosani F, Keating MK, et al. Clinicopathologic, Immunohistochemical, and Ultrastructural 

Findings of a Fatal Case of Middle East Respiratory Syndrome Coronavirus Infection in the United Arab 

Emirates, April 2014[J]. Am J Patho,2016,186(3):652-658. 

[34] Alsaad KO, Hajeer AH, Al Balwi M, et al. Histopathology of Middle East respiratory syndrome 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

coronovirus (MERS-CoV) infection - clinicopathological and ultrastructural study[J]. 

Histopathology,2018,72(3):516-524. 

[35] Raj VS, Mou H, Smits SL, et al. Dipeptidyl peptidase 4 is a functional receptor for the emerging human 

coronavirus-EMC[J]. Nature,2013,495(7440):251-254. 

[36] Boonacker E, Van Noorden CJF. The multifunctional or moonlighting protein CD26/DPPIV[J]. Eur J Cell 

Biol,2003,82(2):53-73. 

[37] Zhao G, Jiang Y, Qiu H, et al. Multi-Organ Damage in Human Dipeptidyl Peptidase 4 Transgenic Mice 

Infected with Middle East Respiratory Syndrome-Coronavirus[J]. PLOS ONE,2015,10(12):e145561. 

[38] Mahallawi WH, Khabour OF, Zhang Q, et al. MERS-CoV infection in humans is associated with a 

pro-inflammatory Th1 and Th17 cytokine profile[J]. Cytokine,2018,104:8-13. 

[39] WHO. 2020. Available from: https://www.who.int/emergencies/diseases/novel-coronavirus-2019. 

[40] Huang C, Wang Y, Li X, et al. Clinical features of patients infected with 2019 novel coronavirus in Wuhan, 

China[J]. Lancet, 2020,395(10223):497-506. 

[41] Guan W, Ni Z, Hu Y, et al. Clinical characteristics of 2019 novel coronavirus infection in China[J]. 

medRxiv 2020.02.06.20020974; in press. Available from: https://doi.org/10.1101/2020.02.06.20020974 

[42] Cai Q, Huang D, Ou P et al. COVID-19 in a Designated Infectious Diseases HospitalOutside Hubei 

Province, China [J]. medRxiv 2020.02.17.20024018; in press. Available from: 

https://doi.org/10.1101/2020.02.17.20024018  

[43] Fan Z, Chen L, Li Jun et al. Clinical Features of COVID-19-Related Liver Damage[J]. medRxiv 

2020.02.26.20026971; in press. Available from: https://doi.org/10.1101/2020.02.26.20026971 

[44] Wang D, Hu B, Hu C, et al. Clinical Characteristics of 138 Hospitalized Patients With 2019 Novel 

Coronavirus–Infected Pneumonia in Wuhan, China[J]. JAMA,2020. 

[45] Cao W. Clinical features and laboratory inspection of novel coronavirus pneumonia (COVID-19) in 

Xiangyang, Hubei[J]. medRxiv 2020.02.23.20026963; in press. Available from: 

https://doi.org/10.1101/2020.02.23.20026963  

[46] Chen N, Zhou M, Dong X, et al. Epidemiological and clinical characteristics of 99 cases of 2019 novel 

coronavirus pneumonia in Wuhan, China: a descriptive study[J]. Lancet,2020,395(10223):507-513. 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

[47] Shi H, Han X, Jiang N, et al. Radiological findings from 81 patients with COVID-19 pneumonia in Wuhan, 

China: a descriptive study[J]. The Lancet Infectious Diseases, 2020. [Feb 24]. 

[10].DOI:10.1016/S1473-3099(20)30086-4.  

[48] Xu X, Wu X, Jiang X, et al. Clinical findings in a group of patients infected with the 2019 novel 

coronavirus (SARS-Cov-2) outside of Wuhan, China: retrospective case series[J]. BMJ,2020:m606. 

[49] Yang X, Yu Y, Xu J, et al. Clinical course and outcomes of critically ill patients with SARS-CoV-2 

pneumonia in Wuhan, China: a single-centered, retrospective, observational study[J]. Lancet Respir Med. 2020. 

[Feb 21]. [7]. DOI:10.1016/S2213-2600(20)30079-5. 

[50] Zhang B, Zhou X, Qiu Y et al. Clinical characteristics of 82 death cases with COVID-19[J]. medRxiv 

2020.02.26.20028191; in press. Available from: https://doi.org/10.1101/2020.02.26.20028191 

[51] Huang Y, Zhou H, Yang R et al. Clinical characteristics of 36 non-survivors with COVID-19 in Wuhan, 

China[J]. medRxiv 2020.02.27.20029009; in press. Available from:  

https://doi.org/10.1101/2020.02.27.20029009 

[52] Hoffmann M, Kleine-Weber H, Krüger N, et al. The novel coronavirus 2019 (2019-nCoV) uses the 

SARS-1 coronavirus receptor2 ACE2 and the cellular protease TMPRSS2 for entry into target cells[J]. bioRxiv 

2020.01.31.929042; in press. Available from:  https://doi.org/10.1101/2020.01.31.929042 

[53] Chai X, Hu L, Zhang Y, et al. Specific ACE2 Expression in Cholangiocytes May Cause Liver Damage 

After 2019-nCoV Infection[J]. bioRxiv 2020.02.03.931766; Available from: 

https://doi.org/10.1101/2020.02.03.931766 

 [54] Banales JM, Huebert RC, Karlsen T, et al. Cholangiocyte pathobiology[J]. Nat Rev Gastroenterol 

Hepatol,2019,16(5):269-281. 

[55] Liu J, Li S, Liu J, et al. Longitudinal characteristics of lymphocyte responses and cytokine profiles in the 

peripheral blood of SARS-CoV-2 infected patients[J]. medRxiv,2020, in press. Available from: 

https://doi.org/10.1101/2020.02.16.20023671  

[56] Xu Z, Shi L, Wang Y, et al. Pathological findings of COVID-19 associated with acute respiratory distress 

syndrome[J]. Lancet Respir Med, 2020. [Feb 24]; [13]. DOI:10.1016/S2213-2600(20)30076-X 

[57] National Health Commission of the People's Republic of China2020. Available from ：

http://www.nhc.gov.cn/yzygj/s7652m/202003/a31191442e29474b98bfed5579d5af95.shtml. 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

[58] Yu C, Mao Y. Guidelines for the management of drug-induced liver injury[J]. J Prac 

Hepatol,2017,20(02):257-274. 

[59] Guan Y, Zheng BJ, He YQ, et al. Isolation and characterization of viruses related to the SARS coronavirus 

from animals in southern China[J]. Science,2003,302(5643):276-278. 

[60] WHO. 2020. Available from:https://www.who.int/csr/sars/en/. 

[61] WHO. 2020. Available from:https://www.who.int/emergencies/mers-cov/en/. 

[62] Xiao K, Zhai J, Feng Y, et al. Isolation and Characterization of 2019-nCoV-like Coronavirus from Malayan 

Pangolins [J]. bioRxiv 2020.02.17.951335; Available from: https://doi.org/10.1101/2020.02.17.951335. 

  

 



A
cc

ep
te

d
 A

rt
ic

le

This article is protected by copyright. All rights reserved 

Table1. Characteristics of SARS-CoV, MERS-CoV and SARS-CoV-2 

 

Virus Disease Genome 

sequence 

homology to 

SARS-CoV-2 

Receptor Possible intermediate 

hosts 

Route of  

Transmission 

Human susceptibility  Mortality

（%） 

SARS-CoV SARS 82%[4] ACE2[22] Palm civets[59] Droplets, 

contact[60] 

People are generally 

susceptible[60] 

9.6%[60] 

MERS-CoV MERS 50%[4] DPP4[35] Camel[3] contact[61] People are generally 

susceptible[61] 

34.4%[61] 

SARS-CoV-2 COVID-19 - ACE2[52] Pangolin[62] Droplets, 

contact[39] 

People are generally 

susceptible[39] 

*3.7%[39] 

Abbreviations: SARS-Cov-2, severe acute respiratory syndrome coronavirus 2; SARS-CoV, severe acute respiratory syndrome coronavirus; SARS, severe acute respiratory syndrome; ACE2, 

angiotensin converting enzyme II; MERS-CoV, the Middle East respiratory syndrome coronavirus; MERS, the Middle East respiratory syndrome; DPP-4, dipeptidyl peptidase -4; COVID-19, 

2019 novel coronavirus disease; *Available from the website of WHO on March,6,2020.  
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Table2. Characteristics of liver injury during SARS, MERS and COVID-19 

 

Disease Reference Numbers of 

analyzed 

cases 

Proportions of  

pre-existing liver 

diseases 

Manifestations 

 

Note 

SARS Chang et al.[6]  346 2 (0.57%) Mild to moderate elevation of ALT 

and AST 

Non-survivors had a significantly higher 

level of AST than survivors. 

 

 Liu et al.[7]  259 - Abnormal ALT 146 (56.3%) 

Abnormal AST 96 (37.1%) 

- 

 Lu et al. [8] 250 NA Abnormal ALT 87% 

Abnormal AST <50% 

- 

 Tie et al. [9] 222 - 136 (61.7%) The incidence of live injury in severe 

patients (74.4%) was markedly higher than 

that in mild patients (43.0%). 

 Zhao et al. [10] 169 - Abnormal ALT 62.5% Liver injury mainly appeared in the second 

and the third week after disease onset 

 Yang et al.[11]  168 12 (7.1%) Abnormal ALT 52.5%  

Markedly decreased ALB 

- 

 Duan et al. [12] 154 4 (2.6%) 

 

58 (37.7%) The incidence of live injury in severe 

patients (48.4%) was markedly higher than 

that in mild patients (13.0%). 

 Huang et al. [13] 108 62 (57.4%) 38/38(100%)，in patients with HBV 

infection 

33/46 (71.7%), in patients without 
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pre-existing liver disease 

 Wang et al. [14] 76 6 Abnormal ALT 59 (77.6%) 

Abnormal AST 66 (86.9%)  

- 

 Jiang et al. [15] 60 NA Abnormal ALT 46 (76.6%) 

Abnormal AST 24 (40.0%) 

Abnormal TB 18 (30.0%)  

Abnormal ALB 27 (45%) 

Liver injury mainly appeared in the second 

week after disease onset 

 Wu et al. [16] 52 9(17.3%) Abnormal ALT and AST 53% Liver injury mainly appeared in the second 

week after disease onset 

 Duan et al. [17] 43 3（6.9%） Abnormal ALT 33 (76.74%) 

Abnormal AST 21 (48.83%) 

Liver injury mainly appeared in the second 

and the third week after disease onset 

MERS Arabi Y M[30] 330 21(6.4%) Abnormal ALT 142/252 (56.3%) 

Abnormal AST 197/227 (86.8%) 

The incidence of live injury in 

non-survivors (91.3%) was significantly 

higher than that of survivors (77.9%) in ICU 

patients. 

 

 Sad M et al. [27] 70 - Liver dysfunction 22 (31.4%) Low albumin was suggested as a predictor 

of disease severity. 

      

 Assiri A M[32] 47 NA Abnormal ALT 5 (11%) 

Abnormal AST 7 (15%) 

- 

COVID-19 Guan et al. [41] 1099  23 (2.3%) Abnormal AST, 168/757 (22.2%) 

Abnormal ALT, 158/741 (21.3%) 

Abnormal TB 76/722 (10.5%) 

The proportion of abnormal AST in severe 

cases (39.4%) was markedly higher than 

mild cases (18.2%). 

 

 Cai et al. [42] 298 8 (2.7%) 44 (14.8%) The incidence of live injury in severe 

patients (36.2%) was markedly higher than 
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 Fan et al. [43] 148 - 75 (50.7%) A higher proportion of patients with liver 

injury (56.1%) received lopinavir/ritonavir 

treatment than those without liver injury 

(25%). 

 Wang et al. [44] 138 4 (2.9%) Mild elevation of ALT and 

AST 

- 

 Cao et al. [45] 128 - Abnormal ALT and AST only in 

severe patients 

- 

 Chen et al. [46] 99 NA Abnormal ALT 28 (28%) 

Abnormal AST 35 (35%) 

Abnormal TB 18 (18%) 

Abnormal ALB 97 (98%) 

One patient showed severe liver injury 

(ALT 7590 U/L, AST 1445 U/L) 

 Shi et al. [47] 81 7 (9%) 43 (53%) -  

 

 

 Xu et al. [48] 62 7 (11%) 10 (16.1%) - 

 Yang et al. [49] 52 NA 15 (29%) No difference in the incidence of liver injury 

between survivors (30%) and non-survivals 

(28%). 

 Huang et al. [40] 41 1(2%) 15(31%) The proportion of elevated AST levels of 

ICU patients (62%) was higher than 

non-ICU patients (25%). 

 Zhang et al. [50] 82 2(2.4%) 64(78%) All patients were deceased cases. 

 Huang et al. [51] 36 NA Abnormal ALT 4/30 (13.33%) 

Abnormal AST 18/31 (58.06%) 

Abnormal TB 4/31 (12.90%) 

All patients were deceased cases. 

Abbreviations: SARS-Cov-2, severe acute respiratory syndrome coronavirus 2; ALT, alanine transaminase; AST, aspartate aminotransferase; ALB, albumin; HBV, hepatitis B virus; ICU, 

intensive care unit; TB, total bilirubin  




