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SARS-CoV-2 has caused devastating effects with over 550 million infections  by July 2022 
and approximately 6.4 million deaths [1]. Societal and economic impacts will reverberate for 
years, with continuous evolution of SARS-CoV-2 as it persistently spreads through the 
human population as exemplified by reduced activity of vaccines and monoclonals against 
Omicron BA.4 or BA.5 subvariants [2].  A greater understanding of pathogenesis and more 
tailored therapeutic approaches are therefore essential.  
 
Central to pathogenesis has been the spread of disease from the upper airway to the lower 
airway, due to the lack of upper respiratory tract mucosal immunity controlling viral 
translocation. In severe cases this results in hypoxemia and respiratory failure. Pathogenesis 
resembles acute respiratory distress syndrome (ARDS), but also shows some differences. 
Post-mortem studies have demonstrated key features of ARDS such as diffuse alveolar 
damage, thrombosis and bronchopneumonia were frequent but variable findings [3]. 
However, expansion of interstitial macrophages in the lung parenchyma occurs to a greater 
extent in COVID-19, compared to influenza or other causes of ARDS [4]; and the burden of 
microthrombus formation is greater in COVID-19 compared to influenza [5]. Induction of 
robust and persistent pulmonary inflammation by SARS-CoV-2 is associated with life-
threatening disease. Indeed, clinical trial platforms demonstrated improved survival with 
anti-inflammatory therapies (e.g. glucocorticoids and interleukin-6 receptor blockers) in 
hospitalised patients who are hypoxemic[6, 7]. In post-mortem studies SARS-CoV-2 spike (S) 
protein was found in the respiratory epithelium, but pulmonary inflammation did not map 
well to areas of viral persistence lung, suggesting the existence of autonomous 
inflammatory circuits at the time of death from respiratory failure [3].  
 
Establishing the extent of lower airway viral replication, the cells and receptors that support 
productive viral infection and the extent to which direct viral replication as opposed to 
autonomous inflammation drives lung injury have been key questions. Establishing 
functional models of viral replication has been a major requirement to supplement 
inference based on expression data and associative studies. Many studies have identified 
low-level and restricted expression of angiotensin converting enzyme 2 (ACE2), the major 
receptor implicated in SARS-CoV-2 cell binding, in the alveolar space, but reports have 
varied widely in terms of the exact levels of expression. As highlighted by Ziegler and co-
workers, inferring expression from single-cell RNA sequencing (scRNA-seq) data for low-
copy transcripts such as those for ACE2 and the protease transmembrane serine protease 2 
(TMPRSS2) implicated in processing the viral S protein that interacts with ACE2 is 
problematic, since low sensitivity of detection may result in an underestimate of real 
expression and protein levels may not correlate with transcription  [8]. Multiple stimuli 
induce ACE2 expression in the human lung, including type 1 interferons (IFN-1s) [8] or 
cigarette smoke [9]. In addition, other receptors (e.g. Basignin (BSG), Asialoglycoprotein 
receptor 1 (ASGR1), Kingle-containing transmembrane protein 1 (KREMEN 1) and proteases 
(e.g. Cathepsin L, Furin) may allow SARS-CoV-2 cell entry on the basis of their interactions 
with related coronaviruses, from in vitro studies of SARS-CoV-2 or in some cases from in vivo 
mouse studies of COVID-19 [10, 11]. 
 
Hönzke and co-workers used sc or single-nuclear (sn) RNA-seq to show that ACE2 was only 
expressed at low levels in approximately 1.5/1000 alveolar epithelial type (AT) 2 but not 



other cells in alveoli [12]. This contrasted with higher level expression of TMPRSS2, Furin, 
BSG, ASGR1, and KREMEN1 in a broader range of cell-types. Importantly, they validated 
protein expression in tissue explants, COVID-19 post-mortem lung tissue, and adult human 

stem cell-derived bronchial organoids. IFN- (an IFN-1 subtype) failed to upregulate ACE2 at 
the protein level in contrast to induction of mRNA. The findings align with Wang and co-
workers, who found similarly low levels of ACE2 by snRNA-seq in healthy lung tissue, 
primarily in AT2 cells, and identified a low number of chromatin sites co-accessible with the 
ACE2 promoter [13]. This suggested limited sites with open chromatin, denoting a hallmark 
of cis-regulatory elements that bind combinations of transcription factors to regulate 
spatiotemporal patterns of gene expression limit expression [14]. 
 
Hönzke and co-workers also found that SARS-CoV-2 replicated with only moderate 
efficiency in lung tissues and with less efficiency than influenza A virus (IAV) or Middle East 
respiratory syndrome coronavirus (MERS-CoV). SARS-CoV-2 replication was only observed in 
bronchial organoids (which lack AT2-like cells with constitutive ACE2 expression) after 
genetic manipulation to induce ACE2 expression. Similarly, in alveolar organoids which 
contained AT2-like cells expressing ACE2 in low number, low-level viral replication was 
confined to ACE2+ cells. A strong cytosolic staining pattern for virus was specific to ACE2+ 
cells in both ACE2+ bronchial and alveolar organoids. In contrast, alveolar macrophages 
(AM) had only punctate staining for viral protein or RNA, which the authors ascribed to 
phagocytosis/efferocytosis of AT2 cells or endocytosis of virus. Conversely, adenoviral 
transfection of ACE2 in lung explants broadened cell tropism. In post-mortem COVID-19 
lung specimens, evidence of virus was infrequent with viral replication in rare AT2 cells and 
low-level viral staining in macrophages in keeping with viral uptake rather than productive 
infection. In summary, the findings suggest ACE2 is the receptor for productive infection, 
which is confined to occasional AT2 cells, while lung macrophages take up virus but do not 
support viral replication. However, some other studies have suggested lung macrophages 
can support viral replication. Sefik and co-workers found evidence of markers of viral 
replication (subgenomic RNA, double-stranded RNA and viral RNA-dependant RNA 
polymerase (RdRp)) in lung macrophages in humanized mice infected with SARS-CoV-2, 
validating RdRp findings in post-mortem human lungs [15]. Grant and co-workers identified 
anti-sense viral RNA in AM from bronchoalveolar lavage (BAL) of intubated patients with 
severe COVID-19 [16]. The reasons for the varying findings are not clear. However, Sefik and 
co-workers found that ACE2 blockade dramatically reduced viral uptake by macrophages, 
while Hönzke found that if lung macrophages had forced expression of ACE2, they became 
productively infected, suggesting that the absence of ACE2 expression in lung macrophages 
in the models studied underpin Hönzke’s findings. Sefik also identified potential uptake of 
virus via CD16 and antibody-dependent uptake, which can contribute to uptake of viral 
particles in macrophages. Sefik and co-workers also suggest induction of pyroptosis limits 
viral replication in infected macrophages [15]. Therefore, it remains plausible that 
replicative infection in lung macrophages is rare if it occurs, and that the major drivers of 
macrophage activation are detection of S protein, low fucosylation of the Fc region of anti-S 
IgG antibody, viral RNA in ingested virus and indirect cellular stress induced by the virus, as 
sensed by detection of DNA by the cGMP-AMP synthase-stimulator of interferon genes 
pathway or other inflammatory pathways [17-19]. 
 



These intriguing results suggest that alveolar viral replication is not the major driver of 
alveolar injury. Hönzke and co-workers mined single-cell and bulk transcriptional data from 
their infected lung explants and post-mortem COVID-19 lung tissue to illustrate lung 
macrophages demonstrated viral uptake. In vitro, SARS-CoV-2, along with MERS-CoV and 
SARS-CoV, induced distinct AM transcriptional responses from IAV, with prominent 
induction of IFN-stimulated genes (ISG) and inflammatory responses in cells with viral 
uptake. There was a loss of AM and their replacement by inflammatory macrophages in 
SARS-CoV-2 infected explants and post-mortem lungs, consistent with findings in humanised 
mice [20]. There were also clusters of activated macrophages and a population of MERTK+ 
monocyte-derived macrophages. Viral endocytosis was seen in inflammatory macrophages, 
the population of macrophages most associated with ISG expression. There was also 

evidence for early induction of IL-1and chemokines (e.g. CCL3, CCL20, CXCL5, CXCL8) in 
inflammatory macrophages. It was suggested that activated macrophages may have 
ingested infected AT2 cells by efferocytosis, and cells with viral uptake were associated with 

enhanced NF-B, TNF and IL-1 expression. There was induction of the inflammasome 

activator P2RX7 which would also aid processing of IL-1These data therefore strongly 
support an early pro-inflammatory macrophage response in response to viral products. 
Although viral replication in alveoli may not be a direct driver of injury, viral load is 
associated with systemic inflammation and clinical outcome, supporting the concept that 
this macrophage response is primed proportional to viral load [21]. 
 
This important study raises many questions for future investigation. While the functional 
consequences of ACE2 were explored with genetic approaches, the direct role of 
macrophages and specific inflammatory pathways in driving alveolar injury will require 
confirmation by manipulation in relevant models. In a recently published humanized mouse 
model of COVID-19, it was confirmed that SARS-CoV-2 induced weight loss, lung pathology, 
ISG induction in association with expansion of inflammatory macrophages and monocyte-
derived macrophages, and reduction in CD206+ AM [20]. Both dexamethasone and early 
therapeutic administration of SARS-CoV-2 mAbs reduced viral-associated perturbations in 
macrophage populations in association with improved outcomes. The exact identity of the 
activated and inflammatory macrophage populations will require further characterisation. 
Rendeiro and co-workers found that interstitial macrophages of monocyte origin were the 
major population expanded in the COVID-19 lung [4] while monocyte-derived macrophages 
predominated in BAL in severe COVID-19 [22], features that appear distinct from severe IAV 
infection. What are the relative contributions of macrophages derived from recently 
recruited monocytes or of interstitial macrophages replicating in the lung to the expanded 
interstitial macrophage population? Is there evidence of replication and reprogramming of 
resident AM in the inflammatory niche of the COVID-19 lung to the inflammatory and 
activated macrophage phenotypes responding to virus? These questions could benefit from 
lineage-tracing approaches and measurement of in situ replication. To what extent does 
differential ontogeny or changes in environment altering macrophage plasticity underpin 
COVID-19-related alveolar macrophage phenotype [23, 24]? Mechanisms of AM loss require 
clarification. Apoptosis pathways were upregulated in Hönzke’s study, but is this the 
primary mechanism of loss of AM? Sefik and co-workers have demonstrated NLRP3 
inflammasome activation and pyroptosis of lung macrophages containing virus, which may 
be an additional mechanism of cell loss [15]. Genetic variation in DPP9, a negative regulator 
of the inflammasome, is associated with risk of critical illness with COVID-19 [25]. The 



mechanism though of rapid large-scale loss of resident AM within a couple of days of 
infection [20], a finding we also observed in K18 ACE2 transgenic mice (McHugh and 
Dockrell unpublished data), suggests loss of the original long-lived yolk-sac originating fetal 
liver-derived population of AM. Which viral recognition pathways mediate the inflammatory 
responses in macrophages? And what is the role of altered oxidative stress and 
mitochondrial dysfunction? Recently, mitochondrial fission, altered mitochondrial oxidative 
phosphorylation, reactive oxygen species generation and hypoxia inducible factor-

1expression have been identified in lung macrophages during COVID-19 [26]. 
 
In addition to these questions, it is important to consider how does the change in 
macrophage populations in the alveolar space, and the ongoing inflammatory environment, 
imprint future responses in macrophages. Is there loss of plasticity? Are there consequences 
for future infections, and do alterations in macrophage phenotype influence the resolution 
of inflammation and tissue repair with consequences for the development of lung fibrosis? 
In IAV infection in mice, the monocyte-derived macrophages that are recruited into the 
alveolar space persist over time, but their phenotype reverts gradually to one resembling 
the original resident AM, but long after resolution of infection [27]. Are the kinetics of this 
transition prolonged in COVID-19? In addition, Wendisch and co-workers identified 
accumulation of CD163+ monocyte-derived macrophages with profibrotic transcriptional 
phenotype that resemble profibrotic macrophages in idiopathic pulmonary fibrosis. The 
extent to which this phenotype which expresses MERTK arises because of direct uptake of 
virus or from altered macrophage ontogeny is an open question as recently debated [28]. 
Irrespective of all the questions simulated by Hönzke’s manuscript, this study suggests 
perturbations in AM populations offset the tight homeostatic control exerted by resident 
AM in the healthy lung and promote circuits of autonomous inflammation that may explain 
the alveolar damage in severe COVID-19 independent of direct viral induced cytopathology 
(Figure 1). 
 
Figure 1: Perturbed macrophage populations in the distal lung in pathogenesis of alveolar 
injury in Covid-19 
AT1: alveolar epithelial type 1 cells; AT2: alveolar epithelial type 2 cells; AM: alveolar 
macrophage; MDM: monocyte-derived macrophage; IM: interstitial macrophage. 
 
 
 
REFERENCES:  
1. https://coronavirus.jhu.edu/map.html. 
2. Wang Q, Guo Y, Iketani S, Nair MS, Li Z, Mohri H, Wang M, Yu J, Bowen AD, Chang JY, 
Shah JG, Nguyen N, Chen Z, Meyers K, Yin MT, Sobieszczyk ME, Sheng Z, Huang Y, Liu L, Ho 
DD. Antibody evasion by SARS-CoV-2 Omicron subvariants BA.2.12.1, BA.4, & BA.5. Nature 
2022. 
3. Dorward DA, Russell CD, Um IH, Elshani M, Armstrong SD, Penrice-Randal R, Millar T, 
Lerpiniere CEB, Tagliavini G, Hartley CS, Randle NP, Gachanja NN, Potey PMD, Dong X, 
Anderson AM, Campbell VL, Duguid AJ, Al Qsous W, BouHaidar R, Baillie JK, Dhaliwal K, 
Wallace WA, Bellamy COC, Prost S, Smith C, Hiscox JA, Harrison DJ, Lucas CD. Tissue-Specific 
Immunopathology in Fatal COVID-19. Am J Respir Crit Care Med 2021: 203(2): 192-201. 

https://coronavirus.jhu.edu/map.html


4. Rendeiro AF, Ravichandran H, Bram Y, Chandar V, Kim J, Meydan C, Park J, Foox J, 
Hether T, Warren S, Kim Y, Reeves J, Salvatore S, Mason CE, Swanson EC, Borczuk AC, 
Elemento O, Schwartz RE. The spatial landscape of lung pathology during COVID-19 
progression. Nature 2021: 593(7860): 564-569. 
5. Ackermann M, Verleden SE, Kuehnel M, Haverich A, Welte T, Laenger F, Vanstapel A, 
Werlein C, Stark H, Tzankov A, Li WW, Li VW, Mentzer SJ, Jonigk D. Pulmonary Vascular 
Endothelialitis, Thrombosis, and Angiogenesis in Covid-19. N Engl J Med 2020: 383(2): 120-
128. 
6. Group RC, Horby P, Lim WS, Emberson JR, Mafham M, Bell JL, Linsell L, Staplin N, 
Brightling C, Ustianowski A, Elmahi E, Prudon B, Green C, Felton T, Chadwick D, Rege K, 
Fegan C, Chappell LC, Faust SN, Jaki T, Jeffery K, Montgomery A, Rowan K, Juszczak E, Baillie 
JK, Haynes R, Landray MJ. Dexamethasone in Hospitalized Patients with Covid-19. N Engl J 
Med 2021: 384(8): 693-704. 
7. Group RC. Tocilizumab in patients admitted to hospital with COVID-19 (RECOVERY): a 
randomised, controlled, open-label, platform trial. Lancet 2021: 397(10285): 1637-1645. 
8. Ziegler CGK, Allon SJ, Nyquist SK, Mbano IM, Miao VN, Tzouanas CN, Cao Y, Yousif 
AS, Bals J, Hauser BM, Feldman J, Muus C, Wadsworth MH, 2nd, Kazer SW, Hughes TK, 
Doran B, Gatter GJ, Vukovic M, Taliaferro F, Mead BE, Guo Z, Wang JP, Gras D, Plaisant M, 
Ansari M, Angelidis I, Adler H, Sucre JMS, Taylor CJ, Lin B, Waghray A, Mitsialis V, Dwyer DF, 
Buchheit KM, Boyce JA, Barrett NA, Laidlaw TM, Carroll SL, Colonna L, Tkachev V, Peterson 
CW, Yu A, Zheng HB, Gideon HP, Winchell CG, Lin PL, Bingle CD, Snapper SB, Kropski JA, 
Theis FJ, Schiller HB, Zaragosi LE, Barbry P, Leslie A, Kiem HP, Flynn JL, Fortune SM, Berger B, 
Finberg RW, Kean LS, Garber M, Schmidt AG, Lingwood D, Shalek AK, Ordovas-Montanes J, 
lung-network@humancellatlas.org HCALBNEa, Network HCALB. SARS-CoV-2 Receptor ACE2 
Is an Interferon-Stimulated Gene in Human Airway Epithelial Cells and Is Detected in Specific 
Cell Subsets across Tissues. Cell 2020: 181(5): 1016-1035 e1019. 
9. Jacobs M, Van Eeckhoutte HP, Wijnant SRA, Janssens W, Joos GF, Brusselle GG, 
Bracke KR. Increased expression of ACE2, the SARS-CoV-2 entry receptor, in alveolar and 
bronchial epithelium of smokers and COPD subjects. Eur Respir J 2020: 56(2). 
10. Singh M, Bansal V, Feschotte C. A Single-Cell RNA Expression Map of Human 
Coronavirus Entry Factors. Cell Rep 2020: 32(12): 108175. 
11. Gu Y, Cao J, Zhang X, Gao H, Wang Y, Wang J, He J, Jiang X, Zhang J, Shen G, Yang J, 
Zheng X, Hu G, Zhu Y, Du S, Zhu Y, Zhang R, Xu J, Lan F, Qu D, Xu G, Zhao Y, Gao D, Xie Y, Luo 
M, Lu Z. Receptome profiling identifies KREMEN1 and ASGR1 as alternative functional 
receptors of SARS-CoV-2. Cell Res 2022: 32(1): 24-37. 
12. Honzke K, Obermayer B, Mache C, Fathykova D, Kessler M, Dokel S, Wyler E, 
Baumgardt M, Lowa A, Hoffmann K, Graff P, Schulze J, Mieth M, Hellwig K, Demir Z, Biere B, 
Brunotte L, Mecate-Zambrano A, Bushe J, Dohmen M, Hinze C, Elezkurtaj S, Tonnies M, 
Bauer TT, Eggeling S, Tran HL, Schneider P, Neudecker J, Ruckert JC, Schmidt-Ott KM, Busch 
J, Klauschen F, Horst D, Radbruch H, Radke J, Heppner F, Corman VM, Niemeyer D, Muller 
MA, Goffinet C, Mothes R, Pascual-Reguant A, Hauser AE, Beule D, Landthaler M, Ludwig S, 
Suttorp N, Witzenrath M, Gruber AD, Drosten C, Sander LE, Wolff T, Hippenstiel S, Hocke AC. 
Human lungs show limited permissiveness for SARS-CoV-2 due to scarce ACE2 levels but 
virus-induced expansion of inflammatory macrophages. Eur Respir J 2022. 
13. Wang A, Chiou J, Poirion OB, Buchanan J, Valdez MJ, Verheyden JM, Hou X, 
Kudtarkar P, Narendra S, Newsome JM, Guo M, Faddah DA, Zhang K, Young RE, Barr J, Sajti 
E, Misra R, Huyck H, Rogers L, Poole C, Whitsett JA, Pryhuber G, Xu Y, Gaulton KJ, Preissl S, 



Sun X, Consortium NL. Single-cell multiomic profiling of human lungs reveals cell-type-
specific and age-dynamic control of SARS-CoV2 host genes. Elife 2020: 9. 
14. Consortium EP, Moore JE, Purcaro MJ, Pratt HE, Epstein CB, Shoresh N, Adrian J, 
Kawli T, Davis CA, Dobin A, Kaul R, Halow J, Van Nostrand EL, Freese P, Gorkin DU, Shen Y, 
He Y, Mackiewicz M, Pauli-Behn F, Williams BA, Mortazavi A, Keller CA, Zhang XO, Elhajjajy 
SI, Huey J, Dickel DE, Snetkova V, Wei X, Wang X, Rivera-Mulia JC, Rozowsky J, Zhang J, 
Chhetri SB, Zhang J, Victorsen A, White KP, Visel A, Yeo GW, Burge CB, Lecuyer E, Gilbert 
DM, Dekker J, Rinn J, Mendenhall EM, Ecker JR, Kellis M, Klein RJ, Noble WS, Kundaje A, 
Guigo R, Farnham PJ, Cherry JM, Myers RM, Ren B, Graveley BR, Gerstein MB, Pennacchio 
LA, Snyder MP, Bernstein BE, Wold B, Hardison RC, Gingeras TR, Stamatoyannopoulos JA, 
Weng Z. Expanded encyclopaedias of DNA elements in the human and mouse genomes. 
Nature 2020: 583(7818): 699-710. 
15. Sefik E, Qu R, Junqueira C, Kaffe E, Mirza H, Zhao J, Brewer JR, Han A, Steach HR, 
Israelow B, Blackburn HN, Velazquez SE, Chen YG, Halene S, Iwasaki A, Meffre E, 
Nussenzweig M, Lieberman J, Wilen CB, Kluger Y, Flavell RA. Inflammasome activation in 
infected macrophages drives COVID-19 pathology. Nature 2022: 606(7914): 585-593. 
16. Grant RA, Morales-Nebreda L, Markov NS, Swaminathan S, Querrey M, Guzman ER, 
Abbott DA, Donnelly HK, Donayre A, Goldberg IA, Klug ZM, Borkowski N, Lu Z, Kihshen H, 
Politanska Y, Sichizya L, Kang M, Shilatifard A, Qi C, Lomasney JW, Argento AC, Kruser JM, 
Malsin ES, Pickens CO, Smith SB, Walter JM, Pawlowski AE, Schneider D, Nannapaneni P, 
Abdala-Valencia H, Bharat A, Gottardi CJ, Budinger GRS, Misharin AV, Singer BD, Wunderink 
RG, Investigators NSS. Circuits between infected macrophages and T cells in SARS-CoV-2 
pneumonia. Nature 2021: 590(7847): 635-641. 
17. Theobald SJ, Simonis A, Georgomanolis T, Kreer C, Zehner M, Eisfeld HS, Albert MC, 
Chhen J, Motameny S, Erger F, Fischer J, Malin JJ, Grab J, Winter S, Pouikli A, David F, Boll B, 
Koehler P, Vanshylla K, Gruell H, Suarez I, Hallek M, Fatkenheuer G, Jung N, Cornely OA, 
Lehmann C, Tessarz P, Altmuller J, Nurnberg P, Kashkar H, Klein F, Koch M, Rybniker J. Long-
lived macrophage reprogramming drives spike protein-mediated inflammasome activation 
in COVID-19. EMBO Mol Med 2021: 13(8): e14150. 
18. Hoepel W, Chen HJ, Geyer CE, Allahverdiyeva S, Manz XD, de Taeye SW, Aman J, Mes 
L, Steenhuis M, Griffith GR, Bonta PI, Brouwer PJM, Caniels TG, van der Straten K, Golebski 
K, Jonkers RE, Larsen MD, Linty F, Nouta J, van Roomen C, van Baarle F, van Drunen CM, 
Wolbink G, Vlaar APJ, de Bree GJ, Sanders RW, Willemsen L, Neele AE, van de Beek D, 
Rispens T, Wuhrer M, Bogaard HJ, van Gils MJ, Vidarsson G, de Winther M, den Dunnen J. 
High titers and low fucosylation of early human anti-SARS-CoV-2 IgG promote inflammation 
by alveolar macrophages. Sci Transl Med 2021: 13(596). 
19. Neufeldt CJ, Cerikan B, Cortese M, Frankish J, Lee JY, Plociennikowska A, Heigwer F, 
Prasad V, Joecks S, Burkart SS, Zander DY, Subramanian B, Gimi R, Padmanabhan S, Iyer R, 
Gendarme M, El Debs B, Halama N, Merle U, Boutros M, Binder M, Bartenschlager R. SARS-
CoV-2 infection induces a pro-inflammatory cytokine response through cGAS-STING and NF-
kappaB. Commun Biol 2022: 5(1): 45. 
20. Sefik E, Israelow B, Mirza H, Zhao J, Qu R, Kaffe E, Song E, Halene S, Meffre E, Kluger 
Y, Nussenzweig M, Wilen CB, Iwasaki A, Flavell RA. A humanized mouse model of chronic 
COVID-19. Nat Biotechnol 2022: 40(6): 906-920. 
21. Fajnzylber J, Regan J, Coxen K, Corry H, Wong C, Rosenthal A, Worrall D, Giguel F, 
Piechocka-Trocha A, Atyeo C, Fischinger S, Chan A, Flaherty KT, Hall K, Dougan M, Ryan ET, 
Gillespie E, Chishti R, Li Y, Jilg N, Hanidziar D, Baron RM, Baden L, Tsibris AM, Armstrong KA, 



Kuritzkes DR, Alter G, Walker BD, Yu X, Li JZ, Massachusetts Consortium for Pathogen R. 
SARS-CoV-2 viral load is associated with increased disease severity and mortality. Nat 
Commun 2020: 11(1): 5493. 
22. Liao M, Liu Y, Yuan J, Wen Y, Xu G, Zhao J, Cheng L, Li J, Wang X, Wang F, Liu L, Amit I, 
Zhang S, Zhang Z. Single-cell landscape of bronchoalveolar immune cells in patients with 
COVID-19. Nat Med 2020: 26(6): 842-844. 
23. Guilliams M, De Kleer I, Henri S, Post S, Vanhoutte L, De Prijck S, Deswarte K, 
Malissen B, Hammad H, Lambrecht BN. Alveolar macrophages develop from fetal 
monocytes that differentiate into long-lived cells in the first week of life via GM-CSF. J Exp 
Med 2013: 210(10): 1977-1992. 
24. Guilliams M, Svedberg FR. Does tissue imprinting restrict macrophage plasticity? Nat 
Immunol 2021: 22(2): 118-127. 
25. Pairo-Castineira E, Clohisey S, Klaric L, Bretherick AD, Rawlik K, Pasko D, Walker S, 
Parkinson N, Fourman MH, Russell CD, Furniss J, Richmond A, Gountouna E, Wrobel N, 
Harrison D, Wang B, Wu Y, Meynert A, Griffiths F, Oosthuyzen W, Kousathanas A, 
Moutsianas L, Yang Z, Zhai R, Zheng C, Grimes G, Beale R, Millar J, Shih B, Keating S, Zechner 
M, Haley C, Porteous DJ, Hayward C, Yang J, Knight J, Summers C, Shankar-Hari M, 
Klenerman P, Turtle L, Ho A, Moore SC, Hinds C, Horby P, Nichol A, Maslove D, Ling L, 
McAuley D, Montgomery H, Walsh T, Pereira AC, Renieri A, Gen OI, Investigators IC, 
Initiative C-HG, andMe I, Investigators B, Gen CI, Shen X, Ponting CP, Fawkes A, Tenesa A, 
Caulfield M, Scott R, Rowan K, Murphy L, Openshaw PJM, Semple MG, Law A, Vitart V, 
Wilson JF, Baillie JK. Genetic mechanisms of critical illness in COVID-19. Nature 2021: 
591(7848): 92-98. 
26. Duan C, Ma R, Zeng X, Chen B, Hou D, Liu R, Li X, Liu L, Li T, Huang H. SARS-CoV-2 
Achieves Immune Escape by Destroying Mitochondrial Quality: Comprehensive Analysis of 
the Cellular Landscapes of Lung and Blood Specimens From Patients With COVID-19. Front 
Immunol 2022: 13: 946731. 
27. Aegerter H, Kulikauskaite J, Crotta S, Patel H, Kelly G, Hessel EM, Mack M, Beinke S, 
Wack A. Influenza-induced monocyte-derived alveolar macrophages confer prolonged 
antibacterial protection. Nat Immunol 2020: 21(2): 145-157. 
28. Bhattacharya M. Insights from Transcriptomics: CD163+ Profibrotic Lung 
Macrophages in COVID-19. Am J Respir Cell Mol Biol 2022. 
 
  



 
 

Perturbed macrophage populations in the distal lung in pathogenesis of alveolar injury in Covid-19 
Figure 1: AT1: alveolar epithelial type 1 cells; AT2: alveolar epithelial type 2 cells; AM: alveolar 

macrophage; MDM: monocyte-derived macrophage; IM: interstitial macrophage. 


