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The emerging SARS-CoV-2 Omicron

(B.1.1.529) variant has caused consider-

able concern about the future of contain-

ing the ongoing COVID-19 pandemic

(World Health Organization, 2021). First

isolated in late November of 2021, the

Omicron variant harbors a staggering

30–40 mutations in the viral spike (S) pro-

tein, including substantial changes to the

S-receptor-binding domain, that have

produced significant concern about the

potentially high immune evasion of this

variant (World Health Organization,

2021). Additionally, the rapid increase in

COVID-19 cases attributed to the Omi-

cron variant (Karim and Karim, 2021)

has caused major public health concern

about its increased transmissibility. We

recently reported that the Omicron

variant exhibits drastic resistance to

neutralizing antibodies (nAbs) in healthy

recipients of two-dose mRNA-1273 or

BNT162b2 mRNA vaccines, as well as

in COVID-19 patients (Zeng et al.,

2021a). However, healthy individuals

who received an additional third mRNA

booster vaccine dose exhibit much

stronger protection against the Omicron

variant, comparable to their protection

against other SARS-CoV-2 variants of

concern (VOCs) (Zeng et al., 2021a).

Our results indicate that not only does

booster vaccination enhances nAb

levels, but it also broadens the nAb

response against these VOCs, including

the Omicron variant.

However, it remains unclear how

booster vaccination impacts immunity
against the Omicron variant in immuno-

compromised groups, especially in pa-

tients with cancer who are on active ther-

apy. A report from our group has recently

shown that patients with cancer are a key

group of immunocompromised individ-

uals with reduced responsiveness to

two-dose mRNA vaccination (Zeng

et al., 2021b). This reduced vaccine

responsiveness can be somewhat over-

come by the administration of booster

vaccine doses (Greenberger et al., 2021;

Shapiro et al., 2021). However, the

breadth of the nAb response in these

boosted patients, in particular their immu-

nity against the Omicron variant, remains

unclear. This is a critical question to

resolve in order to determine future vacci-

nation strategies, especially the adminis-

tration of additional booster doses, for

immunocompromised groups.

To address this urgent need, we utilized

our previously reported, highly sensitive,

pseudotyped-lentivirusneutralizationassay

(Zeng et al., 2020) to examine the nAb

response to Omicron compared to

Delta and the ancestral D614G variants

in patients with cancer (n = 50)

following two mRNA vaccine doses

(n = 23) and three doses including a

third booster vaccine (n = 27). Samples

were collected between 31 and

121 days (median 95 days) after the

second mRNA vaccine dose for 15

lung cancer patients vaccinated with

mRNA-1273 (n = 10) or BNT162b2

(n = 5) and 8 breast cancer patients

vaccinated with mRNA-1273 (n = 2) or
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BNT162b2 (n = 6). For booster vaccine

recipients, samples were collected be-

tween 2 and 112 days (median

47 days) after the third mRNA vaccine

dose for patient with solid tumors,

including 12 breast cancer patients

vaccinated with mRNA-1273 (n = 4) or

BNT162b2 (n = 8) and a mix of patients

with 15 other types of solid tumor (such

as melanoma, genitourinary, gastroin-

testinal, etc.) who were vaccinated

with either mRNA-1273 (n = 5) or

BNT162b2 (n = 10) (Table S1).

Neutralizing Ab titers (NT50) were

measured against the Omicron variant,

along with the ancestral D614G SARS-

CoV-2 and the Delta variant, the latter be-

ing responsible for the most recent wave

of infections. We found that, for recipients

of two mRNA vaccine doses, the Delta

and Omicron variants exhibited a 4.2-

fold (p < 0.01) and 21.3-fold (p < 0.01)

reduction in NT50, respectively, compared

to D614G (Figure S1A). Notably, 0%

(0/23), 13.0% (3/23), and 52.2% (12/23)

of patients exhibited nAb titers below

the limit of detection (NT50 < 40, as

determined by the lowest dilution used

in the neutralization assay) for the

D614G, Delta, and Omicron variants

(Figure S1A), respectively. These results

clearly demonstrate the strong nAb resis-

tance of the Omicron variant against two

mRNA vaccine doses in patients with can-

cer. Additionally, mRNA-1273 patients

exhibited statistically insignificant higher

nAb titers compared to those vaccinated

with BNT162b2 (Figure S1B).
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We further examined the nAb titers

against the Omicron, D614G, and Delta

variants for patients with cancer who

received a third dose of vaccine, i.e., a

booster dose. Overall, booster recipients

exhibited dramatically increased nAb titers

(Figure S1C). Strikingly, we found that the

Omicron variant only exhibited a 5.1-fold

(p < 0.0001) reduction in nAb titers,

compared to D614G (Figure S1C), and

this indicates generation of a stronger

and much broader neutralization against

the Omicron variant after the booster

vaccination. The nAb titer against the Delta

variant in booster recipients dropped by

3.6-fold compared to D614G, which was

comparable to the two-dose vaccination

(Figure S1C). Of note, 0% (0/27), 0% (0/

27), and 11.1% (3/27) patients exhibited

nAb titers below the limit of detection

(NT50 < 80; the lowest dilution used was

1:80 because of relatively high titer for

boosters) for the D614G, Delta, and Omi-

cron variants, respectively (Figure S1C).

These results were in sharp contrast to

the results for the two-dose vaccination

regime, showing that a booster mRNA

vaccine dose likely provides significantly

enhanced broader protection against the

Omicron variant for patients with cancer,

which is similar to the observed protection

against Omicron in healthy boosted

individuals. We found that BNT162b2-

boosted patients showed higher nAb titers

than did mRNA-1273-boosted patients,

although the difference was not statisti-

cally significant (Figure S1D).

We also examined the impact of anti-

PD-1/PD-L1 treatments on nAb response

in two-dose and booster-vaccinated pa-

tients with cancer. We observed statisti-

cally insignificant differences in NT50
titers in non-PD-1/PD-L1-treated patients

compared to patients treated with im-

mune checkpoint blockers regardless of

whether they had received two-dose vac-

cines or three doses including the booster

shots (Figure S1E).

Despite previous findings that nAb

response to mRNA vaccination is age

dependent (Collier et al., 2021), we did

not observe a statistically significant cor-

relation between age and NT50 values in

these patients with cancer (Figure S1F);

this was likely due to the skewing to older

populations and the relatively small size of

this cohort. Given increasing concerns

about declining efficacy of SARS-CoV-2

vaccines, especially against VOCs (Keeh-
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ner et al., 2021), we also examined the

correlation between NT50 and time after

the second vaccine dose for patients

with cancer. We observed a negative cor-

relation between time after second and

booster doses of mRNA vaccine and

NT50 values (Figures S1G); however,

these correlations were not statistically

significant, again likely because of the

limited sample sizes in this cohort. Never-

theless, these results suggest possible

waning immune protection of nAbs

against SARS-CoV-2 and VOCs following

mRNA vaccination, including vaccination

with the booster.

In this work, we investigated the effi-

cacy of mRNA-vaccine-induced nAb

response in patients with solid tumors

against the Omicron variant in parallel

with the ancestral D614G and the Delta

variants. Our results demonstrate that pa-

tients with cancer who received a booster

dose of the mRNA vaccine displayed a

significantly greater neutralizing capacity

against the Omicron variant in compari-

son to those recipients of only the two-

dose mRNA vaccine. This result aligns

with findings in health care workers

(HCWs) (Zeng et al., 2021a). Although

the mechanism underlying the enhanced

breadth of the nAb activity against Omi-

cron, and likely other emerging variants,

requires further investigation, our results

provide reassurance that a booster after

two-dose mRNA vaccination likely en-

hances protection in patients with solid

tumors.

The recent emergence of VOCs for

SARS-CoV-2 has made the impact of

vaccine response in immunocompro-

mised individuals, and particularly in pa-

tients with cancer, a topic of significant

interest. Our study demonstrates that

the diagnosis of a solid cancer per se

does not appear to negatively impact

the humoral immune response to

booster-mediated protections against

SARS-CoV-2 variants, including Omi-

cron. Some of the limitations of this study

include the small size of the cohort (n =

50 patients with cancer), the differences

between the two-dose and booster co-

horts regarding solid tumor subtypes,

and also the timing of sample collection

after vaccination. Additionally, the utiliza-

tion of a single assay to evaluate nAb

levels may not be fully representative of

the status of infection protection in these

patients with cancer. Finally, our study
did not address the risk of breakthrough

infections clinically. Therefore, patients

with cancer should still remain cautious

regarding immunity to the Omicron

variant even after vaccination with an

mRNA booster.
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