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ABSTRACT Emerging strains of severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2), the causative agent of the coronavirus disease 2019 (COVID-19) pan-
demic, that show increased transmission fitness and/or immune evasion are classified
as “variants of concern” (VOCs). Recently, a SARS-CoV-2 variant first identified in November
2021 in South Africa has been recognized as a fifth VOC, termed “Omicron.” What makes
this VOC so alarming is the high number of changes, especially in the viral Spike protein,
and accumulating evidence for increased transmission efficiency and escape from neutraliz-
ing antibodies. In an amazingly short time, the Omicron VOC has outcompeted the previ-
ously dominating Delta VOC. However, it seems that the Omicron VOC is overall less patho-
genic than other SARS-CoV-2 VOCs. Here, we provide an overview of the mutations in the
Omicron genome and the resulting changes in viral proteins compared to other SARS-CoV-
2 strains and discuss their potential functional consequences.
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On 24 November 2021 the South African minister of health reported the emergence
of a new and rapidly spreading variant of SARS-CoV-2 discovered by the Network

for Genomic Surveillance in South Africa. Just 2 days later, the WHO declared this novel
variant the fifth SARS-CoV-2 variant of concern (VOC), designated Omicron (B.1.1.529)
(1). Despite very limited information on transmissibility and pathogenicity of Omicron,
it was declared a VOC much faster than in previous cases for Alpha (B.1.1.7), Beta
(B.1.351), Gamma (P.1), and Delta (B.1.617.2) VOCs. The alarming finding that triggered
rapid action was the strikingly high number of mutations, especially in the viral Spike
protein, which mediates the infection of human cells and is the major target of the hu-
moral immune response (2).

The Omicron VOC was first detected in samples obtained in Botswana and South
Africa in the second week of November 2021, with the first Omicron VOC sample col-
lected at the beginning of November 2021 in Africa (3). When we submitted the initial
version of the manuscript in December, the knowledge about the features of this VOC
was very preliminary and the share of Omicron infections was much lower than that of
the Delta VOC. By the time of revision about 4 weeks later, the Omicron VOC had al-
ready outcompeted the Delta VOC and was responsible for ;63% of new SARS-CoV-2
infections worldwide (https://nextstrain.org/ncov/gisaid/global). This agrees with initial
epidemiological data indicating a more rapid emergence of the Omicron compared to
the Delta VOC in South Africa (4). According to the WHO, Omicron had already been
detected in about 77 countries across the world by mid-December, initially with many
cases among travelers returning from Africa (5). Meanwhile, Omicron cases have been
observed in about 150 countries around the globe, and it is well established that this
VOC is highly transmissible and shows an increased ability to infect convalescent and
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vaccinated individuals (6–9). In accordance with this, numerous recent studies report
strongly reduced susceptibility of the Omicron VOC to neutralizing antibodies induced
by previous SARS-CoV-2 infection or vaccination (10–15). However, several studies indi-
cate that vaccinated individuals boosted with mRNA-based vaccines elicit reduced but
still potent-enough neutralizing humoral immune responses against the Omicron VOC
(13, 16–19). In addition, most known T-cell epitopes are conserved, suggesting that the
T-cell response in previously infected and/or vaccinated individuals will remain effec-
tive against the Omicron VOC (20–23). Modest increases in the transmissibility of the
Omicron VOC compared to the Delta VOC have been observed in the golden Syrian
hamster model (24). Most people infected with Omicron in Denmark and Norway were
reported to be symptomatic (7, 8). More recent evidence suggests, however, that
Omicron infections are associated with more frequent asymptomatic carriage, milder
symptoms, and decreased hospitalization and fatality rates compared to infections
with other SARS-CoV-2 VOCs (25–28). This agrees with recent data showing that
Omicron causes reduced inflammatory processes and attenuated replication in mice
and hamsters (29–31). Thus, accumulating evidence suggests that the Omicron VOC is
less virulent than the Delta VOC.

The knowledge about the transmissibility, pathogenesis, and immune evasion capacity
of the Omicron VOC will continue to explode in the coming weeks. Here, we focus on the
properties of the Omicron VOC which have triggered global concerns: the type and poten-
tial consequences of the mutations that distinguish it from other SARS-CoV-2 VOCs.

INDEPENDENT EVOLUTION OF THE OMICRON VOC

With about 30,000 nucleotides (Fig. 1A), coronaviruses, such as SARS-CoV-2, have
the largest genome of all known RNA viruses. Despite the large size, the integrity of
the genome is retained by the proofreading function of the viral polymerase (32).
Specifically, the nonstructural protein 14 (Nsp14) and its cofactor Nsp10 exert exonu-
clease activity that substantially reduces the accumulation of mutations in the viral ge-
nome (33). The widespread view of SARS-CoV-2 as a highly variable pathogen is thus
somewhat misleading (34, 35). For example, the genomes of different subtypes of HIV-
1 may differ by up to 15% (36), while the Omicron VOC differs in less than 0.2% of its
nucleotides from the early pandemic Wuhan strain of SARS-CoV-2. Nonetheless, the
massive spread of SARS-CoV-2, with currently .339 million documented infections
since its first occurrence in Wuhan at the end of 2019, is associated with the emer-
gence of several variants showing an increased ability to spread in the human popula-
tion, with Omicron showing the highest number of alterations from the 2019 isolate.

Our initial alignment of 77 Omicron full-genome sequences available at GISAID
(www.gisaid.org) by early December revealed that this VOC differs by about 55 muta-
tions (range 48 to 92; mean 54.6 6 5.2 sequences) from the initial Wuhan Hu-1 strain
of SARS-CoV-2 (Fig. 1A). This number is not that much higher than that found for the
dominating Delta VOC, ranging from about 21 to 44 substitutions (34.4 6 2.6; n = 475).
What is alarming is the distribution of mutations, with about 30 of them being located
in the viral Spike gene that is critical for virus infection and the key target of protective
immune responses. In addition, most nucleotide changes distinguishing the Omicron
VOC from the early Wuhan Hu-1 strain are nonsynonymous (37), i.e., associated with amino
acid changes, suggesting high positive selection pressure for change. Meanwhile, almost
half a million Omicron sequences are available at the GISAID database, revealing significant
diversification. For example, the 21L clade of Omicron (https://covariants.org/variants/21L
.Omicron) shares 38 mutations across its genome with the much more common 21K clade
(https://covariants.org/variants/21K.Omicron), but both also contain an additional 27 and
20 unique changes, respectively (Fig. 1B). The significance of these sequence variations for
viral spread and pathogenicity remains to be determined.

Phylogenetic analysis shows that the Omicron VOC clearly did not emerge from other
VOCs, including the Delta VOC (Fig. 1B). This is unexpected, as it would seem plausible that
zoonotic pathogens, such as SARS-CoV-2, adapt to the new human host in a stepwise
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FIG 1 Features of the Omicron genome and potential consequences of changes outside the Spike gene. (A) Schematic depiction of the
SARS-CoV-2 genome and highlighting of non-Spike defining mutations (according to CoVariants data retrieved on 17 January 2022) in

(Continued on next page)
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process, i.e., they initially acquire key mutations promoting viral replication and spread and
subsequently changes associated with more subtle advantages. An alternative scenario
and concern are that different SARS-CoV-2 variants may recombine to combine, for exam-
ple, the increased infectiousness and reduced sensitivity to neutralization of the Delta VOC
(13) with the lower susceptibility of the Alpha VOC to interferon-inducible innate immune
responses (38, 39). As discussed below, a substantial number of changes found in the Delta
VOC have been previously detected in other SARS-CoV-2 strains. However, phylogenetic
analysis suggests that these evolved independently by convergent evolution. This raises
the question of how the Omicron VOC could evolve unnoticed to accumulate all the pres-
ent concerning changes. Currently, three possibilities are discussed. One theory is efficient
replication in an immunocompromised individual over a long period of time. In support of
such a possibility, it has been reported that SARS-CoV-2 replicated for more than 6 months
and accumulated many changes detected in VOCs in a young South African woman with
HIV infection (40). Another possibility is that Omicron has been circulating in the human
population for some time. However, its emergence may have gone unnoticed in one or
several countries with less surveillance of COVID-19 and sequencing of emerging variants
compared to South Africa. Finally, some researchers raised the possibility that the Omicron
may have evolved in a nonhuman species from which it spilled back to humans (41).
Coronaviruses are notorious for their ability to cross species barriers, and recent findings
suggest that SARS-CoV-2 can be detected, e.g., in household pets and farm and captive
animals as well as wildlife (42). It has been suggested that SARS-CoV-2 VOCs show an
expanded host range and thus possess an increased capacity to generate new animal res-
ervoirs (43, 44). However, the fact that a significant portion of changes in the Omicron ge-
nome is identical to human-specific adaptations found in other VOCs and the preliminary
evidence for high replication and transmission fitness suggest emergence in humans.
Currently, however, none of these possibilities can be dismissed entirely, and further
research is required to elucidate the origin of the Omicron VOC.

POSSIBLE CAUSES OF THE MUTATIONS IN THE OMICRON GENOME

As mentioned above, the proofreading activity of the Nsp14 exoribonuclease of SARS-
CoV-2 usually repairs errors during replication. However, several antiviral restriction factors
are known to target and introduce mutations in viral RNAs. For example, APOBEC proteins
deaminate cytosine to uracil, resulting in C-to-U or G-to-A changes depending on whether
the plus or minus strand of the viral RNA is targeted (45). Notably, about 30% of all nucleo-
tide substitutions in the Delta and Omicron VOC compared to an early pandemic reference
strain are C to U (Fig. 1C). This rate is about 5-fold higher than expected from random
changes. G-to-A changes are also very common and occur at a 2-fold-increased frequency
(Fig. 1C). It has been previously suggested that APOBEC-induced mutations contribute to
SARS-CoV-2 evolution (46–48). Until recently, experimental evidence that APOBEC proteins
induce C-to-U and G-to-A mutations in coronavirus genomes has been reported only for
the common cold coronavirus NL63 under overexpression conditions (49), but recent data
from overexpression analyses support that APOBEC proteins also affect SARS-CoV-2 replica-
tion and fitness (50).

FIG 1 Legend (Continued)
the Delta (blue, prevalent 21J clade; https://covariants.org/variants/21J.Delta) and Omicron (red, 21K, also known as BA.1, https://
covariants.org/variants/21K.Omicron; orange, 21J, also known as BA.2, https://covariants.org/variants/21L.Omicron; shared mutations are
indicated by solid lines) VOCs compared to the Wuhan Hu-1 isolate. Nonsynonymous (bold) and synonymous (nonbold) mutations are
indicated. Positions are given relative to the start of the altered protein (nonsynonymous mutations) or the first nucleotide of the
genome (synonymous mutations). Nonstructural proteins, Nsp1 to -16 (blue). Structural proteins, Spike (S), Envelope (E), Membrane (M),
and Nucleocapsid (N) (red). Accessory proteins, ORF3 to -10 (green). (B) Phylogenetic analysis of representative SARS-CoV-2 isolates
scaled according to their divergence compared to the Wuhan Hu-1 sequence. Retrieved from Nextstrain on 18 January 2022 (https://
nextstrain.org/ncov/gisaid/global?m=div) and modified. Color coding according to VOC as indicated. (C) Types of single nucleotide
substitutions in SARS-CoV-2 Omicron and Delta VOCs compared to Wuhan Hu-1 reference strain. Shown are absolute numbers and
ratios of changes observed to changes expected from random mutations based on SARS-CoV-2 nucleotide composition. Sequences were
obtained from GISAID and NCBI virus databases (96, 97) and aligned to Wuhan Hu-1 strain (NCBI: NC_045512.2) using Clustal Omega
(98). Mean of n = 475 (Delta) or n = 77 (Omicron) 1 standard deviation. P , 0.0001 (****), one-way paired analysis of variance with
multiple comparisons to C/U set.
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Adenosine deaminases acting on RNAs (ADARs) convert adenosine residues to ino-
sines leading to changes of A to G or U to C if editing happens on the opposite strand.
It has been proposed that ADAR A-to-I editing might be one of the factors driving
SARS-CoV-2 evolution (51), but direct experimental proof is pending. Compared to the
early reference SARS-CoV-2 strain, both types of ADAR signature changes are close to
the expected ratio in the Omicron genome (Fig. 1C). Another antiviral factor that may
exert selective pressure on viral evolution is the zinc finger antiviral protein (ZAP),
which preferentially targets CpG dinucleotides in viral RNA sequences (52). Despite
strong CpG suppression, SARS-CoV-2 is still inhibited by endogenous ZAP expression
in human lung cells (53). However, there is little change in the level of CpG suppression
between the early pandemic SARS CoV-2 and VOCs, with consensus Omicron muta-
tions leading to a loss of 2 CpGs and gain of four new CpG among the 52 nucleotide
changes. Thus, APOBEC proteins, but not ADAR or ZAP, were most likely a driving force
behind the evolution of nucleotide changes in the Omicron VOC.

NON-SPIKE ALTERATIONS IN THE OMICRON GENOME

A total of 18 amino acid-changing mutations in the genome of more common 21K
clade of the Omicron VOC are located outside the Spike gene (Fig. 1A). Two-thirds of
the genome of SARS-CoV-2 encode 16 nonstructural proteins with functions including
innate immune evasion, viral RNA replication, proteolytic activity, and proofreading
function (54, 55). A variety of changes, such as K38R, D1265, and A1892T in Nsp3;
P132H in Nsp5; I189V in Nsp6; P323L in Nsp12; and I42V in Nsp14, are present only in
the Omicron VOC (Fig. 1A), and their potential functional consequences remain to be
determined. Several mutations affect Nsp3, which deISGylates the RNA sensor MDA5
and signal transduction factors to antagonize innate immune responses (19, 23).
However, the functional impact of K38R, D1265, L1266I, and A1892T changes in
Omicron Nsp3 (Fig. 2A) is currently unknown since neither the protease domain nor
known interaction interfaces are altered. The other main protease of SARS-CoV-2,
Nsp5, targeting the sensor retinoic acid-inducible gene I (RIG-I) and the signal adaptor
mitochondrial antiviral-signaling protein (MAVS) known to promote innate immune
escape (54, 56), has a P132H mutation. This alteration is located neither in the active
site nor in the dimerization interface, and its functional consequences remain to be
determined. In support of a selective advantage, substitution of T492I in Nsp4 involved
in viral replication is also present in the Lambda, Delta, and Gamma VOCs of SARS-
CoV-2. A mutation similar to the 3-amino-acid deletion (D105–107) in a loop in the
Omicron Nsp6 (Fig. 2B) predicted by alpha-fold (57) is also found in the Alpha, Beta,
and Gamma VOCs and may be used for PCR-based differentiation from other SARS-
CoV-2 variants. In addition, it has been hypothesized that this mutation may promote
innate immune evasion of the virus (58). Nsp7, Nsp8, and Nsp12 comprise the active
RNA-dependent RNA polymerase complex of SARS-CoV-2. Notably, the P323L mutation
in Nsp12 is at the interface with Nsp8 (Fig. 2C) (59).

In addition to the Spike (S) protein, the 39 end of the SARS-CoV-2 genome encodes
the envelope (E), membrane (M), and nucleocapsid (N) proteins as well as a variety of
accessory factors thought to be involved in innate immune evasion. Alterations are
found in all three non-Spike structural proteins: E (T9I), M (D3G, Q19E, A63T), and N
(P13L, D31–33, R203K, G204R). Three of the four changes in the N protein of Omicron
(P13L, R203K, G204R) have been previously noticed. Specifically, it has been reported
that P13 is located in an important T-cell epitope and that the P13L change may help
the virus to escape cellular immunity (60). Changes similar to R203K and G204R in N
are also found in the Alpha and Gamma VOCs and may be associated with increased vi-
ral loads and subgenomic RNA expression (61). However, the functional relevance of
the T9I change in the E protein as well as the D3G, Q19E, and A63T substitutions in the
M protein is currently unclear. Compared to other VOCs, the Omicron VOC has a sur-
prisingly low number of mutations in its accessory genes. Only ORF9b contains
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changes of P10S and D27–29 but may just be altered as it overlaps the gene encoding
the N protein.

The less prevalent 21L clade of the Omicron VOC shares 15 amino acid changes with
the 21K clade outside Spike (Fig. 1A). Among them are Nsp4 (T492I), Nsp5 (P132H), Nsp12
(P323L), E (T9I), M (Q19E and A63T), and N (P13L, D31–33, R203K, G204R). Additionally,
there are 12 amino acid changes specific for the 21L clade of the Omicron VOC: Nsp1
(S135R), Nsp3 (T24I, G489S), Nsp4 (L264F, T327I, L438F), Nsp6 (D106–108), Nsp13 (R392C),
Nsp15 (T112I), ORF3a (T223I), ORF6 (D61L), and N (S413R). Three of the mutations in 21L,
which are not present in 21K, share similarities with mutations known from earlier VOCs:
Nsp3 (G489S, similar to the A488S mutation found in the Delta VOC), Nsp4 (L438F, similar
to the Nsp4 L438P mutation found in the Lambda VOC), and Nsp6 (the D106–108 triple de-
letion has shifted 1 amino acid to the C terminus from the mutation in the 21K clade and
now mimics the mutation found in the Alpha, Beta, and Gamma VOCs). However, the pos-
sible functional relevance remains to be determined.

Accumulating evidence suggests that the Delta VOC remains sensitive to interfer-
ons (38). In comparison, the Alpha VOC, which has completely disappeared in the
meantime, showed reduced sensitivity to the inhibitory effects of interferons (38, 39). It
will be important to further investigate how the mutations in the structural and non-
structural proteins of the Omicron VOC affect viral replication fitness and evasion of
innate antiviral immune responses.

ALTERATIONS IN THE OMICRON SPIKE PROTEIN

Although only ;12.8% of the SARS-CoV-2 genome encodes the Spike protein (Fig.
1A), this region contains .60% of all mutations distinguishing the Omicron VOC from
the original Wuhan Hu-1 SARS-CoV-2 strain (Fig. 3A). The Spike protein is the key deter-
minant of virus transmission and immune evasion (62, 63). Thus, the strikingly high
number of changes makes the Omicron VOC so alarming. The Spike protein mediates

FIG 2 Alterations in Nsp3, Nsp6, and Nsp8/Nsp12. (A) Schematic depiction of the domain arrangement of
Nsp3. Ubl1, ubiquitin-like domain 1; ADRP, ADP-ribose-10-phosphate phosphatase; SUD/MAC, SARS-CoV
unique/macrodomain; Ubl2, ubiquitin-like domain 2; PL pro, papain-like protease; NAB, nucleic acid-
binding domain; G2M, group 2-specific marker; TM, transmembrane domain; Y, Y domain. Mutations in
the Omicron consensus sequence compared to Hu-1 are highlighted in red, and position is indicated with
an arrow. (B) Alpha-fold prediction of the Nsp6 structure. Regions that are altered in the Omicron VOC are
highlighted in red. Respective amino acid deletions (positions 105 to 107) or changes (I189V) are labeled
in the box. (C) Structural representation of the complex between Hu-1 Nsp8 (tan) and Nsp12 (blue)
derived from cryo-EM data (PDB 6YYT). The alteration in the Omicron VOC at the interface is highlighted
in red (P323L).
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FIG 3 Localization and potential interactions of amino acid changes in the Omicron Spike. (A) Schematic depiction of SARS-CoV-2 Spike, its domains, and
amino acid alterations in the Delta 21J and Omicron 21K and 21L VOCs compared to the Wuhan Hu-1 sequence. S1 subunit: N-terminal domain (NTD) and
receptor-binding domain (RBD) (orange). Receptor-binding motif, RBM (dark orange). S2 subunit: fusion peptide (FP) (blue), heptad repeat 1 (HR1) (dark
blue), central helix (CH), connector domain (CD), heptad repeat 2 (HR2), and transmembrane domain (TM) (blue). Shared amino acid exchanges are
indicated by solid lines. (B) Position of changes in the three-dimensional structure of the Spike/ACE2 complex based on the CoV-RDB (99). (Left) Overview
of the positions of the mutations (orange) in Omicron and Delta Spikes, as indicated. (Right) Focused view of the mutations in the RBD. The mutated
amino acid is shown in atomic stick representation. Shown are sample snapshots from reactive molecular dynamics simulations performed to relax the
structure as reported previously (100). Initial atomic positions were based on PDB 7A96 (101).
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infection of human cells via binding to the human cellular angiotensin-converting
enzyme (ACE) 2 receptor (64) and several cofactors (65, 66). For activation, Spike needs
to be cleaved into the active S1 and S2 subunits by the cellular protease furin and sub-
sequently by transmembrane protease serine subtype 2 (TMPRSS2) or cathepsin L at
the S29 site to liberate the viral fusion peptide that anchors the virion to the cell (64,
67) (Fig. 3A). In addition to determining infectivity, tropism, and transmission fitness,
the Spike protein is the primary target of SARS-CoV-2 vaccines and antibodies of con-
valescent patients.

The Omicron 21K and 21L Spike proteins share 20 amino acid changes compared to
the original Wuhan Hu-1 strain, with an additional 19 21K- and 14 21L-specific mutations,
respectively (Fig. 3A), although even higher numbers of mutations might be found in
some viral isolates (68). In comparison, the Delta VOC differs by only nine amino acid
changes from the initial viral isolate, two of which (E478K and D614G) are shared by the
Omicron VOC (Fig. 3A). Below, we discuss the variation found in the Spike protein of the
dominant 21K Omicron VOC.

Twelve of the 31 changes in the S1 region of the Omicron Spike compared to the
Wuhan Hu-1 strain are located in the N-terminal domain (NTD), 15 in the ACE2 recep-
tor-binding domain (RBD), and five at the C terminus (Fig. 3A). A total of 10 amino acid
alterations are located in the receptor-binding motif (RBM) that makes direct contact
with the human ACE2 receptor (Fig. 3B) and may affect Spike affinity for ACE2 (69–72).
A significant portion of mutations in the S1 subunit (DH69/V70, T95I, DY144, K417N,
T478K, N501Y, D614G, H655Y, and P681H) has previously been observed in other VOCs
(68). For some of them, phenotypic effects such as increased transmission and immune
evasion have been reported. For example, deletion of DH69/V70 may not only increase
viral infectivity and Spike processing (73) but also be associated with negative results
of S-assays within, for example, TaqPath tests. The Omicron Spike also contains a dele-
tion of residues 143 to 145 and a 3-amino-acid insertion of “EPE” at position 214, which
may provide further means to determine the prevalence of the Omicron 21K VOC in
PCR-based assays. Mutations at position E484A have also been observed in other
SARS-CoV-2 VOCs and may be associated with immune escape (74). Two other altera-
tions in the RBM of the Omicron Spike, i.e., Q498R and N501Y, have been reported to
increase the binding affinity to ACE2 (70). In addition, a mutation that is located in
proximity to the S1-S2 furin cleavage site (H655Y) and has been previously observed in
the Gamma VOC and during in vivo passage of SARS-CoV-2 in various animal species
may be associated with increased Spike cleavage as well as escape from human mono-
clonal antibodies (75, 76). Two adjacent changes (N679K and P681H) increase S1/S2
cleavage by furin in pseudoparticles and may enhance replication fitness and type I
interferon resistance (77–79). It has been reported, however, that the Omicron Spike is
processed less efficiently in SARS-CoV-2 virions compared to other VOCs (80). Thus, the
efficiency of Omicron Spike processing and the functional roles of the H655Y, N679K,
and P681H changes need further study. Six mutations are found in the S2 subunit of
the S protein. Three of them are located in the heptad repeat 1 (HR1) region required
for 6-helix bundle formation and subsequent fusion. Most changes in the Omicron S
protein have not been found in other SARS-CoV-2 VOCs, and the effect of such a com-
plex combination of amino acid changes is difficult to assess. However, the localization
of these mutations (Fig. 3B), as well as accumulating epidemiological data, suggests
high transmission fitness and efficient immune evasion of the Omicron VOC (4, 6, 15).

The results of in silico analyses of the potential impact of the mutations in the
Omicron Spike on its interaction with the ACE2 receptor are controversial. Utilizing an
ab initio quantum mechanical model established to assess the role of residue 484 in
the RBD of the Delta S with ACE2 (81), changes of K417N, N440K, G446S, S477N, T478K,
E484A, Q493K, G496S, Q498R, N501Y, and Y505H in the S1 region of RBD that might
affect the interaction of the Omicron Spike with the ACE2 receptor were examined
(69). The results suggest that the Omicron Spike binds with higher affinity to ACE2
compared to Delta and that the interacting residues differ significantly from those of
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other SARS-CoV-2 variants. Improved binding was predicted to be largely due to
increased electrostatic interactions. Notably, their modeling suggests some trade-off,
i.e., some interactions known to play key roles in the interaction between S and ACE2
are lost but these detrimental changes are overcompensated by novel interactions.
Another report provides first structural support from cryo-electron microscopy (cryo-
EM) analysis that residues R493, S496, and R498 in the RBD of the Omicron Spike form
new salt bridges and hydrogen bonds with ACE2 that (over)compensate for the disrup-
tive effect of a K417N mutation (82). While some in silico analyses predict that the
Omicron Spike binds human ACE2 with enhanced affinity compared to the Delta VOC
(69, 83), weaker binding has also been reported (84). Altogether, further studies are
required to clarify whether an increased affinity for human ACE2 contributes to the
rapid spread of the Omicron VOC.

Numerous recent studies show that the Omicron VOC evades many but not all neutraliz-
ing antibodies induced by vaccination or previous SARS-CoV-2 infection (12, 14, 85–89).
Initial epidemiological findings as well as first experimental studies suggest an up-to-40-
fold-decreased efficiency of neutralizing sera against the Omicron VOC (12–14). Sera from
individuals boosted with RNA vaccines showed substantial neutralizing activity against the
Omicron VOC (16–18), supporting a significant benefit of multiboost vaccination strategies
against highly divergent emerging SARS-CoV-2 variants. Notably, some of the changes in
the Omicron Spike are identical to or occur at similar positions as the ;20 mutations in an
artificial “polymutant” Spike protein that was essentially fully resistant against antibodies
found in vaccinated or convalescent individuals (90). The alterations in the Omicron Spike
confer resistance to several Spike-targeting monoclonal antibodies (REGN 10933 and 10897)
used in the clinic. Other therapeutic agents, however, such as remdesivir, molnupiravir, nir-
matrelvir, hydroxycytidine, Paxlovid, Acriflavine (ACF), PF-07321332, and soluble ACE2
remain active against the Omicron VOC at least in vitro (91–93). Several reports indicate that
Omicron entry may have shifted toward the TMPRSS2-independent endosomal route (77,
94, 95). Along these lines, TMPRSS2 inhibitors potently inhibit the Delta VOC but are less
effective against the Omicron VOC (94). It has been suggested that the Omicron VOC may
have thus an altered tropism and that reduced TMPRSS2 usage of the Omicron Spike favors
infection of the upper respiratory tract and reduces the risk of invasion of the lung (94, 95).
Consequently, the Omicron VOC replicates less efficiently in lower respiratory tract organo-
ids and Calu-3 cells but shows a similar replication kinetic as the Delta VOC in nasal epithelial
cells (77, 95).

PERSPECTIVES

The disturbing properties of the Omicron VOC raised alarm across the globe. Intense
investigation of this new VOC is ongoing, and certainly many open questions regarding the
spread, transmissibility, pathogenicity, and immune evasion properties have already been
answered or will be answered soon. The origin of Omicron may not be easy to elucidate.
Some hints come from the virus itself because pathogens will select for changes that are ad-
vantageous for them. Accordingly, there was only little pressure to alter the nonstructural
and accessory genes but a strong selection pressure to further optimize the Spike protein.
The changes in the RBD of the Spike protein suggest that Omicron evolved an improved
ability to exploit the human ACE2 receptor for efficient spread. The numerous potential
immune evasion mutations suggest emergence of the virus in the presence of selection
pressure by antibodies found in people who had been vaccinated or previously infected
with SARS-CoV-2. Thus, while currently none of the scenarios discussed above can be
excluded, the emergence of the Omicron VOC in an environment characterized by high
SARS-CoV-2 infection rates together with little surveillance and sequencing is a plausible
scenario. This also illustrates that the COVID-19 pandemic is a global challenge and that it
will be critical to improve health care systems and vaccination rates in developing countries.

Accumulating evidence suggests that even double-dose-vaccinated and convales-
cent people are not well protected against the Omicron VOC (7, 8). However, preexist-
ing immunity most likely still prevents severe COVID-19. Even if protection against the
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Omicron VOC infection is impaired, it is important to consider that tools to control this
pandemic are available: within an amazingly short time frame, scientists have devel-
oped convenient and affordable tests and highly effective vaccines against SARS-CoV-
2 have been generated and can be adapted to the Omicron VOC. However, they have
to be generated and distributed worldwide in sufficient quantity. Hopefully, access
combined with accurate and open scientific communication to the public will result in
vaccination rates that are high enough to curb the pandemic. The Omicron VOC is
highly transmissible but seems to be less pathogenic than other SARS-CoV-2 VOCs.
Together with the increasing immunity of the population through vaccination and pre-
vious infections, this raises hopes that severe COVD-19 will become rare and that
SARS-CoV-2 will become endemic, similarly to seasonal coronaviruses. However, the
Omicron VOC will still cause severe COVID-19 and death, especially in risk groups and
in unvaccinated individuals. Vaccination seems to confer significant protection from
severe disease (15) and is thus highly encouraged.
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