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INTRODUCTION

The classical renin–angiotensin system (RAS) pathway regulating the cardiovascular system primarily through the hor-
mone angiotensin II (Ang II) has evolved over a period of some 60 years into a complex network of angiotensin mediators 
and receptors influencing multiple physiological pathways at both intracellular and endocrine levels. In the simplified 
linear pathway from precursor protein (angiotensinogen) to the vasoconstrictor octapeptide, Ang II, two key proteolytic 
enzymes are involved: the aspartic protease renin cleaving the decapeptide Ang I from angiotensinogen and the metallopep-
tidase angiotensin-converting enzyme (ACE) converting Ang I to Ang II. Both of these proteases have served as primary 
targets for the development of antihypertensive drugs: for example, aliskiren for renin and captopril and its many succes-
sors for ACE. ACE also inactivates the vasodilator bradykinin, providing an intricate dual regulation of blood pressure. The 
discovery of Ang-(1-7) as a functional angiotensin mediator,1 subsequently shown to counterbalance the action of Ang II,2 
set the scene for the hunt for the Ang-(1-7)-forming enzyme(s) and its cognate peptide receptor (Mas receptor3). Not until 
both of these entities were identified did the physiological significance of Ang-(1-7) become widely accepted.

ACE2: DISCOVERY AND BASIC BIOLOGY

ACE is a highly glycosylated, transmembrane protein existing in two differentially spliced forms: the two-domain somatic 
ACE (N- and C-domains) with similar but not identical substrate specificities, which is important for cardiovascular regu-
lation, and the single-domain testicular form important for male fertility through metabolism of an unidentified peptide 
substrate. Somatic ACE also plays important roles in developmental processes, inflammation and immunity, and neurode-
generative disease (reviewed in Ref. [4]). For almost 50 years from the discovery of ACE, the existence of a human “ACE2” 
remained undiscovered and unpredicted notwithstanding the importance of ACE inhibitors to pharmacology and therapeu-
tics, despite the known existence of ACE homologues in invertebrate species. For example, Drosophila expresses two ACE-
like genes and catalytically active protein products (Ance and Acer) important in insect development and physiology.5 It was 
on this basis that a search of human expressed sequence tags led us to identify, clone, and characterize a human ACE homo-
logue, designated ACE2.6 Shortly afterward and quite independently, Donoghue and colleagues identified the ACE2 gene 
as one upregulated in a human heart failure cDNA library.7 Despite the high sequence similarities between ACE and ACE2, 
there were some surprising differences in substrate specificity in that ACE2 functions exclusively as a carboxypeptidase 
removing a single C-terminal amino acid from Ang II generating Ang-(1-7) or, much less efficiently, from Ang I forming 
Ang-(1-9). In contrast, ACE principally acts as a carboxydipeptidase (peptidyldipeptidase) removing the C-terminal dipep-
tide from Ang I to form Ang II. ACE2 activity is also not affected by classical ACE inhibitors. Detailed structural and mu-
tagenesis studies have revealed the important features leading to these specificity differences between ACE and ACE2.8,9 It 
is these synergies in angiotensin metabolism, with ACE forming Ang II and ACE2 removing it by conversion to Ang-(1-7),  
that provides the counterbalancing of angiotensin metabolism by these two homologous enzymes providing metabolites 
that act through three distinct receptors, AT

1
, AT

2
, and Mas. ACE2, however, is not the only metabolic route to Ang-(1-7), 

which can also be formed directly from Ang I by neprilysin (NEP), and other peptidases (prolyl endopeptidase and thimet 
oligopeptidase) may also participate in Ang-(1-7) biosynthesis depending on tissue or cell type. However, kinetic analysis 
indicates that the most efficient pathway for Ang-(1-7) generation is directly from Ang II via ACE2.10 A unique metallo-
peptidase may function to inactivate Ang-(1-7) to Ang-(1-4), at least in the brain.11
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ACE and ACE2 both serve a multiplicity of functions. Unlike ACE, ACE2 degrades [des-Arg9]-bradykinin but not 
bradykinin itself.6 Since [des-Arg9]-bradykinin is the ligand for the B1 bradykinin receptor, ACE2 may function to turn off 
signaling at this receptor. Other substrates for ACE2, at least in vitro, include apelin-13/17, neurotensin (1-11), dynorphin 
A (1-13), and ghrelin.12 There appears to be a close interplay between the inotropic and cardioprotective peptides apelin and 
ACE2 since ACE2 is downregulated in apelin-deficient mice and apelin acts as a positive regulator of ACE2 expression in 
failing hearts in vivo.13 The recent discovery of a new player in the RAS, alamandine, has shown that this peptide can be 
formed from angiotensin A by ACE2 action and acts through a Mas-related gene receptor (MrgD).14 Angiotensin A is itself 
formed by decarboxylation of the N-terminal aspartyl residue of Ang II to an alanyl residue.15

Roles for both ACE and ACE2 are emerging in Alzheimer’s disease (AD), specifically the ability of both enzymes to 
hydrolyze the amyloid-β (Aβ) peptide. ACE can cleave Aβ40 at internal sites in the peptide reducing its aggregation.16 It can 
also hydrolyze the more hydrophobic Aβ-(1-42) to the less neurotoxic form (Aβ40) with ACE inhibition enhancing Aβ depo-
sition.17 The larger Aβ43 species is also found in AD brain and Aβ43 is the earliest-depositing Aβ species in APP transgenic 
mouse brain.18 We have now demonstrated19 that ACE2 can efficiently hydrolyze Aβ43 to Aβ42 that is then further degraded 
to Aβ40 by ACE. The discovery that NEP was a major Aβ-degrading enzyme in vivo led to a cessation of developments of 
NEP inhibitors as novel antihypertensives because of the potential for promoting the onset of AD through enhanced Aβ ac-
cumulation and aggregation. This, then, begs the question as to whether ACE inhibitors, by promoting the accumulation of 
more toxic Aβ species in the brain, might also predispose to AD. To date, there are no epidemiological data to support this 
concept, and ACE inhibition with captopril even retards the development of signs of neurodegeneration in an animal model 
of AD.20 This is most likely explained by the greater protective vascular effects on the brain of ACE inhibition, AD itself hav-
ing a major vascular component in its etiology. Furthermore, ACE overexpression in myelomonocytes prevents Alzheimer’s-
like cognitive decline.21 A comparison of the substrate specificities of ACE and ACE2 is provided in Table 1.

ACE2 also plays distinct biological roles independent of its enzymic activity.22 The ACE2 protein appears to be a 
chimera composed of an ACE-like domain fused to a collectrin-like domain. The collectrin protein is one that regulates 
renal amino acid transport and pancreatic insulin secretion. Likewise, ACE2 regulates transport of intestinal neutral amino 
acid transporters of the B0AT1 family to the plasma membrane and has been implicated in the pathology of Hartnup’s dis-
ease, a disorder of amino acid homeostasis.22 Through this process, ACE2 also appears to regulate intestinal inflammation 
and diarrhea, hence modulating the gut microbiome.23 Other disease processes in which ACE2 is involved are infection 
and pathology induced by the severe acute respiratory syndrome (SARS) virus through its serendipitous function as the 
 cell-surface receptor for the virus facilitating viral RNA entry in the lungs.24 The consequent downregulation of surface 
ACE2 levels leads to increased local levels of Ang II, which probably contribute to the significant mortality rates resulting 
from the acute lung injury and fibrosis caused by SARS.25,26 ACE2 may also be protective against liver fibrosis and other 
fibrotic diseases,27 again through reduction in Ang II levels (or elevated Ang-(1-7) levels).

TABLE 1 Comparison of Substrate Specificities of ACE and ACE2 for Angiotensin, Bradykinin, and Amyloid-β (Aβ) 
Peptides

 ACE ACE2

Ang I AspArgValTyrIleHisProPhe↓HisLeu AspArgValTyrIleHisProPheHis↓Leu

Ang II Not cleaved AspArgValTyrIleHisPro↓Phe

Ang-(1-9) AspArgValTyrIleHisPro↓PheHis Not cleaved

Ang-(1-7) AspArgValTyrIle↓HisPro Not cleaved

Ang A Not cleaved AlaArgValTyrIleHisPro↓Phe (alamandine)

BK ArgProProGlyPheSerPro↓PheArg Not cleaved

[des-Arg9]-BK Not cleaved ArgProProGlyPheSerPro↓Phe

Aβ42 Aβ-(1-42) → Aβ-(1-40) Not cleaved

Aβ43 Aβ-(1-43) → Aβ-(1-41) Aβ-(1-43) → Aβ-(1-42)

↓ indicates the site of enzyme cleavage. ACE primarily acts as a peptidyldipeptidase removing the C-terminal dipeptide in susceptible substrates. For some 
other peptide substrates (e.g., substance P), it can, however, act as an endopeptidase (not shown). ACE can also exhibit endopeptidase cleavage at a number 
of internal sites in both Aβ40 and Aβ42 (see Refs. [17,18] for further details). ACE2 converts Ang II to Ang-(1-7) approx 70-fold more efficiently than it does 
Ang I to Ang-(1-9), making it principally an Ang-(1-7)-forming enzyme under normal physiological conditions.10 ACE2 hydrolysis of Ang A generates the 
peptide alamandine that acts through the Mas-related gene receptor MrgD14. ACE2 can also hydrolyze some other regulatory peptides, most notably apelin, 
which in turn regulates ACE2 levels, as does Ang II (see text).
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ACE2 REGULATION

The discovery of ACE2 and its role in the RAS led to its rapidly becoming a focus as a novel cardiovascular target emphasized 
by studies of ACE2-null mice, revealing the enzyme as a key protective regulator of cardiovascular function.28 Subsequent gene 
deletion models have not consistently reproduced the ACE2-null phenotype, perhaps reflecting their different genetic back-
grounds, and it may be that ACE2 functions as a modulator of responses to injury rather than a primary mediator of cardiac phe-
notype (reviewed in Ref. [29]). The generally cardioprotective role of ACE2 has limited the development of ACE2 inhibitors 
since they are unlikely to be of therapeutic benefit in cardiovascular or other disease states where, instead, upregulation of ACE2 
expression or activity is required. Nevertheless, given the knowledge of ACE2 structure, mechanism, and specificity, a number 
of ACE2 selective inhibitors of nM potency have been developed including MLN-4760 (GL1001), DX-600, and 416F2 (see 
Ref. [30] for a review). More interesting from a therapeutic perspective has been the rational development of ACE2 activator 
small molecules that lower blood pressure in animal models.31 A structurally related antitrypanosomal drug (diminazene acetu-
rate) also activates ACE232 and exhibits beneficial cardiovascular activity.33 However, the biological effects of these compounds 
in vivo may be ACE2-independent so some caution is needed in the interpretation of these data at present.34

ACE2, like ACE, is shed into plasma in catalytically active form. The constitutive ACE-shedding enzyme remains to be 
unequivocally identified although in some stimulated conditions may involve the A disintegrin and metalloproteinase 9.35 
ACE2 shedding is mediated by ADAM17 (also known as TACE) both in vitro and in vivo.36,37 Ang II induces ADAM17-
mediated shedding of myocardial ACE2 providing a positive feedback mechanism in the RAS.37 The cleavage of ACE2 
at the plasma membrane, through binding of soluble ACE2 to integrins, can regulate integrin signaling modulating cell– 
extracellular matrix interactions and hence influence cardiac remodeling processes.38 Furthermore, soluble circulating 
ACE2 may serve as a biomarker in hypertension and heart failure.39

While numerous agents have been shown to modulate ACE2 expression, including angiotensin peptides and some other 
peptide and steroid hormones, relatively little is known about the molecular details of transcriptional regulation of ACE2.40 
The regulatory element responsible for Ang II stimulation of human ACE2 gene expression in human cardiofibroblasts has, 
however, been identified in its promoter.41 Hepatocyte nuclear factor (HNF) transcription factors, for example, HNF1α, 
upregulate ACE2 expression at least in pancreatic islets and HEK293 cells.42,43 Cell energy stress including hypoxia, cyto-
kine action, and AMP kinase activation lead to epigenetic control of ACE2 expression via the histone deacetylase SIRT1.44 
At the posttranscriptional level, a number of microRNA (miR) species have been reported to regulate ACE2 expression, 
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FIGURE 1 Some aspects of the biology, regulation, and function of ACE2 with particular reference to the protective arm of the RAS. Illustration of 
ACE2 regulation at the transcriptional/epigenetic,43,44 posttranscriptional45,46 (miRNA), and posttranslational36,37 (plasma membrane shedding) levels as 
discussed in this chapter and its relevant angiotensin substrates in the RAS in conjunction with ACE, which interact with their specific receptors (AT1/2 
and MrgD) (not shown). Shed ACE2 (sACE2) can interact with integrins modulating signaling as can membrane-bound ACE2 modulating cell–cell 
interactions.38
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including miR-421 and miR-143.45,46 All of the above transcriptional regulatory sites may provide mechanisms for future 
modulation of ACE2 levels as cardioprotective strategies. The metabolic and regulatory aspects of ACE2 function are sum-
marized in Figure 1.

In summary, ACE2 is a multifunctional protein in health and disease, which serves as a counterregulatory component 
of the RAS functioning in a cardioprotective role. Hence, its transcriptional upregulation, activation of its catalytic activ-
ity, or administration of the recombinant protein47 could well provide new strategies in hypertension and heart failure. 
Additionally, ACE2 modulation (and hence alteration of the circulating Ang II/Ang-(1-7) balance) may have relevance to 
diabetes, acute lung injury and fibrotic disease, and even dystrophic muscular conditions.48 But much still remains to be 
explored in terms of the basic aspects of ACE2 cellular function and its regulation to be able to exploit these opportunities 
effectively and safely.

REFERENCES
 1. Schiavone MT, Santos RA, Brosnihan KB, Khosla MC, Ferrario CM. Release of vasopressin from the rat hypothalamo-neurohypophysial system by 

angiotensin-(1–7) heptapeptide. Proc Natl Acad Sci U S A 1988;85:4095–8.
 2. Ferrario CM, Chappell MC, Tallant EA, Brosnihan KB, Diz DI. Counterregulatory actions of angiotensin-(1–7). Hypertension 1997;30:535–41.
 3. Santos RA, Simoes e Silva AC, Maric C, Silva DM, Machado RP, de Buhr I, et al. Angiotensin-(1–7) is an endogenous ligand for the G protein-

coupled receptor Mas. Proc Natl Acad Sci U S A 2003;100:8258–63.
 4. Gonzalez-Villalobos RA, Shen XZ, Bernstein EA, Janjulia T, Taylor B, Giani JF, et al. Rediscovering ACE: novel insights into the many roles of the 

angiotensin-converting enzyme. J Mol Med (Berl) 2013;91:1143–54.
 5. Houard X, Williams TA, Michaud A, Dani P, Isaac RE, Shirras AD, et al. The Drosophila melanogaster-related angiotensin-I-converting enzymes 

Acer and Ance-distinct enzymic characteristics and alternative expression during pupal development. Eur J Biochem 1998;257:599–606.
 6. Tipnis SR, Hooper NM, Hyde R, Karran E, Christie G, Turner AJ. A human homolog of angiotensin-converting enzyme. Cloning and functional 

expression as a captopril-insensitive carboxypeptidase. J Biol Chem 2000;275:33238–43.
 7. Donoghue M, Hsieh F, Baronas E, Godbout K, Gosselin M, Stagliano N, et al. A novel angiotensin-converting enzyme-related carboxypeptidase 

(ACE2) converts angiotensin I to angiotensin 1–9. Circ Res 2000;87:E1–9.
 8. Towler P, Staker B, Prasad SG, Menon S, Tang J, Parsons T, et al. ACE2 X-ray structures reveal a large hinge-bending motion important for inhibitor 

binding and catalysis. J Biol Chem 2004;279:17996–8007.
 9. Rushworth CA, Guy JL, Turner AJ. Residues affecting the chloride regulation and substrate selectivity of the angiotensin-converting enzymes (ACE 

and ACE2) identified by site-directed mutagenesis. FEBS J 2008;275:6033–42.
 10. Rice GI, Thomas DA, Grant PJ, Turner AJ, Hooper NM. Evaluation of angiotensin-converting enzyme (ACE), its homologue ACE2 and neprilysin 

in angiotensin peptide metabolism. Biochem J 2004;383:45–51.
 11. Marshall AC, Pirro NT, Rose JC, Diz DI, Chappell MC. Evidence for an angiotensin-(1–7) neuropeptidase expressed in the brain medulla and CSF 

of sheep. J Neurochem 2014;130(2):313–23.
 12. Vickers C, Hales P, Kaushik V, Dick L, Gavin J, Tang J, et al. Hydrolysis of biological peptides by human angiotensin-converting enzyme-related 

carboxypeptidase. J Biol Chem 2002;277:14838–43.
 13. Sato T, Suzuki T, Watanabe H, Kadowaki A, Fukamizu A, Liu PP, et al. Apelin is a positive regulator of ACE2 in failing hearts. J Clin Invest 

2013;123:5203–11.
 14. Lautner RQ, Villela DC, Fraga-Silva RA, Silva N, Verano-Braga T, Costa-Fraga F, et al. Discovery and characterization of alamandine: a novel 

component of the renin-angiotensin system. Circ Res 2013;112:1104–11.
 15. Jankowski V, Vanholder R, van der Giet M, Tölle M, Karadogan S, Gobom J, et al. Mass-spectrometric identification of a novel angiotensin peptide 

in human plasma. Arterioscler Thromb Vasc Biol 2007;27:297–302.
 16. Hu J, Igarashi A, Kamata M, Nakagawa H. Angiotensin-converting enzyme degrades Alzheimer amyloid β-peptide (Aβ); retards Aβ aggregation, 

deposition, fibril formation; and inhibits cytotoxicity. J Biol Chem 2001;276:47863–8.
 17. Zou K, Yamaguchi H, Akatsu H, Sakamoto T, Ko M, Mizoguchi K, et al. Angiotensin-converting enzyme converts amyloid β-protein 1–42 (Aβ 

(1–42)) to Aβ (1–40), and its inhibition enhances brain Aβ deposition. J Neurosci 2007;7:8628–35.
 18. Zou K, Liu J, Watanabe A, Hiraga S, Liu S, Tanabe C, et al. Aβ43 is the earliest-depositing Aβ species in APP transgenic mouse brain and is con-

verted to Aβ41 by two active domains of ACE. Am J Pathol 2013;182:2322–31.
 19. Liu S, Liu J, Miura Y, Tanabe C, Maeda T, Terayama Y, et al. Conversion of Aβ43 to Aβ40 by the successive action of angiotensin-converting en-

zyme 2 and angiotensin-converting enzyme. J Neurosci Res 2014;92(9):1178–86.
 20. AbdAlla S, Langer A, Fu X, Quitterer U. ACE inhibition with captopril retards the development of signs of neurodegeneration in an animal model 

of Alzheimer’s disease. Int J Mol Sci 2013;14:16917–42.
 21. Bernstein KE, Koronyo Y, Salumbides BC, Sheyn J, Pelissier L, Lopes DH, et al. Angiotensin-converting enzyme overexpression in myelomono-

cytes prevents Alzheimer’s-like cognitive decline. J Clin Invest 2014;124:1000–12.
 22. Kuba K, Imai Y, Penninger JM. Multiple functions of angiotensin-converting enzyme 2 and its relevance in cardiovascular diseases. Circ J 

2013;77:301–8.
 23. Hashimoto T, Perlot T, Rehman A, Trichereau J, Ishiguro H, Paolino M, et al. ACE2 links amino acid malnutrition to microbial ecology and intes-

tinal inflammation. Nature 2012;487:477–81.

http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0010
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0010
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0015
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0020
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0020
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0025
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0025
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0030
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0030
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0035
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0035
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0040
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0040
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0045
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0045
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0050
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0050
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0055
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0055
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0060
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0060
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0065
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0065
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0070
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0070
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0075
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0075
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0080
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0080
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0085
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0085
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0090
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0090
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0095
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0095
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0100
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0100
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0105
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0105
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0110
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0110
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0115
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0115
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0120
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0120


ACE2 Cell Biology, Regulation, and Physiological Functions   Chapter | 25 189

 24. Li W, Moore MJ, Vasilieva N, Sui J, Wong SK, Berne MA, et al. Angiotensin-converting enzyme 2 is a functional receptor for the SARS coronavirus. 
Nature 2003;426:450–4.

 25. Imai Y, Kuba K, Rao S, Huan Y, Guo F, Guan B, et al. Angiotensin-converting enzyme 2 protects from severe acute lung failure. Nature 
2005;436:112–16.

 26. Turner AJ, Hiscox JA, Hooper NM. ACE2: from vasopeptidase to SARS virus receptor. Trends Pharmacol Sci 2004;25:291–4.
 27. Warner FJ, Lubel JS, McCaughan GW, Angus PW. Liver fibrosis: a balance of ACEs? Clin Sci 2007;113:109–18.
 28. Crackower MA, Sarao R, Oudit GY, Yagil C, Kozieradzki I, Scanga SE, et al. Angiotensin-converting enzyme 2 is an essential regulator of heart 

function. Nature 2002;417:822–8.
 29. Turner AJ. Angiotensin-converting enzyme 2. Cardioprotective player in the renin-angiotensin system? Hypertension 2008;52:816–17.
 30. Clarke NE, Hooper NM, Turner AJ. Angiotensin-converting enzyme-2. In: Rawlings ND, Salvesen GS, editors. Handbook of proteolytic enzymes. 

3rd ed. Elsevier; 2013. p. 499–504.
 31. Hernández Prada JA, Ferreira AJ, Katovich MJ, Shenoy V, Qi Y, Santos RA, et al. Structure-based identification of small-molecule angiotensin-

converting enzyme 2 activators as novel antihypertensive agents. Hypertension 2008;51:1312–17.
 32. Kulemina LV, Ostrov DA. Prediction of off-target effects on angiotensin-converting enzyme. J Biomol Screen 2011;16:878–85.
 33. Shenoy V, Gjymishka A, Jarajapu YP, Qi Y, Afzal A, Rigatto K, et al. Diminazene attenuates pulmonary hypertension and improves angiogenic 

progenitor cell functions in experimental models. Am J Respir Crit Care Med 2013;187:648–57.
 34. Haber PK, Ye M, Wysocki J, Maier C, Haque SK, Batlle D. Angiotensin-converting enzyme 2-independent action of presumed angiotensin- 

converting enzyme 2 activators: studies in vivo, ex vivo, and in vitro. Hypertension 2014;63:774–82.
 35. English WR, Corvol P, Murphy G. LPS activates ADAM9 dependent shedding of ACE from endothelial cells. Biochem Biophys Res Commun 

2012;421:70–5.
 36. Lambert DW, Yarski M, Warner FJ, Thornhill P, Parkin ET, Smith AI, et al. Tumor necrosis factor-alpha convertase (ADAM17) mediates regulated 

ectodomain shedding of the severe-acute respiratory syndrome-coronavirus (SARS-CoV) receptor, angiotensin-converting enzyme-2 (ACE2). J Biol 
Chem 2005;280:30113–19.

 37. Patel VB, Clarke N, Wang Z, Fan D, Parajuli N, Basu R, et al. Angiotensin II induced proteolytic cleavage of myocardial ACE2 is mediated by 
TACE/ADAM-17: a positive feedback mechanism in the RAS. J Mol Cell Cardiol 2014;66:167–76.

 38. Clarke NE, Fisher MJ, Porter KE, Lambert DW, Turner AJ. Angiotensin converting enzyme (ACE) and ACE2 bind integrins and ACE2 regulates 
integrin signalling. PLoS One 2012;7:e34747.

 39. Uri K, Fagyas M, Mányiné Siket I, Kertész A, Csanádi Z, Sándorfi G, et al. New perspectives in the renin-angiotensin-aldosterone system (RAAS) 
IV: circulating ACE2 as a biomarker of systolic dysfunction in human hypertension and heart failure. PLoS One 2014;9:e87845.

 40. Clarke NE, Turner AJ. Angiotensin-converting enzyme 2: the first decade. Int J Hypertens 2012;2012:307315.
 41. Kuan TC, Yang TH, Wen CH, Chen MY, Lee IL, Lin CS. Identifying the regulatory element for human angiotensin-converting enzyme 2 (ACE2) 

expression in human cardiofibroblasts. Peptides 2011;32:1832–9.
 42. Senkel S, Lucas B, Klein-Hitpass L, Ryffel GU. Identification of target genes of the transcription factor HNF1β and HNF1α in a human embryonic 

kidney cell line. Biochim Biophys Acta 2005;1731:179–90.
 43. Pedersen KB, Chhabra KH, Nguyen VK, Xia H, Lazartigues E. The transcription factor HNF1α induces expression of angiotensin-converting en-

zyme 2 (ACE2) in pancreatic islets from evolutionarily conserved promoter motifs. Biochim Biophys Acta 1829;2013:1225–35.
 44. Clarke NE, Belyaev ND, Lambert DW, Turner AJ. Epigenetic regulation of angiotensin-converting enzyme 2 (ACE2) by SIRT1 under conditions of 

cell energy stress. Clin Sci 2014;126:507–16.
 45. Lambert DW, Lambert LA, Clarke NE, Hooper NM, Porter KE, Turner AJ. Angiotensin-converting enzyme-2 is subject to post-transcriptional 

regulation by microRNA-421. Clin Sci 2014;127(4):243–9.
 46. Fernandes T, Hashimoto NY, Magalhães FC, Fernandes FB, Casarini DE, Carmona AK, et al. Aerobic exercise training-induced left ventricular 

hypertrophy involves regulatory MicroRNAs, decreased angiotensin-converting enzyme-angiotensin II, and synergistic regulation of angiotensin-
converting enzyme 2-angiotensin (1–7). Hypertension 2011;58:182–9.

 47. Oudit GY, Penninger JM. Recombinant human angiotensin-converting enzyme 2 as a new renin-angiotensin system peptidase for heart failure 
therapy. Curr Heart Fail Rep 2011;8:176–83.

 48. Riquelme C, Acuña MJ, Torrejón J, Rebolledo D, Cabrera D, Santos RA, et al. ACE2 is augmented in dystrophic skeletal muscle and plays a role in 
decreasing associated fibrosis. PLoS One 2014;9:e93449. 

http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0125
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0125
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0130
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0130
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0135
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0140
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0145
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0145
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0150
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0155
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0155
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0160
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0160
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0165
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0170
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0170
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0175
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0175
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0180
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0180
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0185
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0185
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0185
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0190
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0190
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0195
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0195
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0200
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0200
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0205
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0210
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0210
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0215
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0215
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0220
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0220
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0225
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0225
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0230
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0230
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0235
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0235
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0235
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0240
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0240
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0245
http://refhub.elsevier.com/B978-0-12-801364-9.00025-0/rf0245

	ACE2 Cell Biology, Regulation, and Physiological Functions
	Introduction
	ACE2: Discovery and Basic Biology
	ACE2 Regulation
	References


