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Abstract: Disease- and treatment-mediated immunodeficiency might render SARS-CoV-2 vaccines
less effective in patients with hematologic diseases. We performed a prospective non-interventional
study to evaluate humoral response after one and two doses of mRNA-1273, BNT162b2, or ChAdOx1
nCoV-19 vaccine in 118 patients with different malignant or non-malignant hematologic diseases
from three Croatian treatment centers. An electrochemiluminescent assay was used to measure
total anti-SARS-CoV-2 S-RBD antibody titers. After one vaccine dose, 20/66 (33%) achieved seropos-
itivity with a median antibody titer of 6.1 U/mL. The response rate (58/90, 64.4%) and median
antibody titer (>250 U/mL) were higher after two doses. Seropositivity varied with diagnosis (over-
all p < 0.001), with the lowest rates in lymphoma (34.6%) and chronic lymphocytic leukemia (52.5%).
The overall response rate in chronic myeloproliferative neoplasms (CMPN) was 81.3% but reached
100% in chronic myeloid leukemia and other non-myelofibrosis CMPN. At univariable analysis,
age > 67 years, non-Hodgkin’s lymphoma, active treatment, and anti-CD20 monoclonal antibody
therapy increased the likelihood of no vaccine response, while hematopoietic stem cell recipients
were more likely to respond. Age and anti-CD20 monoclonal antibody therapy remained associated
with no response in a multivariable model. Patients with the hematologic disease have attenuated
responses to SARS-CoV-2 vaccines, and significant variations in different disease subgroups warrant
an individualized approach.

Keywords: SARS-CoV-2 vaccination; COVID-19; chronic myeloproliferative neoplasms; chronic
myeloid leukemia; non-Hodgkin’s lymphoma; chronic lymphocytic leukemia; humoral immune
response; anti-CD20 monoclonal antibody

1. Introduction

In a time span of months from its first isolation as the cause of a local respiratory
disease outbreak, novel coronavirus (SARS-CoV-2) became the leading cause of death from
infectious disease worldwide. Initial reports demonstrated several-fold higher overall
mortality in patients with hematologic malignancy compared to the general population in
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the same pandemic period [1-4]. While mortality varied between different hematologic
conditions and was highest in patients with acute leukemia and bone marrow failure, it
still exceeded 30% in every disease group [1].

With a prompt response from the scientific community, landmark phase IIl randomized
controlled trials (RCTs) administering two doses of SARS-CoV-2 vaccines demonstrated
over 90% efficacy in preventing symptomatic coronavirus disease (COVID-19) [5-7]. Follow-
ing authorization from the European Medicines Agency, the BNT162b2 mRNA (BioNTech,
Mainz, Germany/Pfizer, New York, NY, USA) became available in Croatia in late December
2020, followed by ChAdOx1 nCoV-19 (AstraZeneca, Cambridge, UK) and mRNA-1273
(Moderna, Cambridge, MA, USA) in January 2021. Patients with hematologic conditions
were among those prioritized for early vaccination. However, as initial RCTs excluded
immunocompromised populations, it was unknown how their vaccine response would
compare to immunocompetent trial subjects. Hematologic malignancy is already associ-
ated with an attenuated response to other vaccines [8-10], and those who had received
B-cell-depleting therapy had no antibody response with prolonged viral shedding follow-
ing SARS-CoV-2 infection [11]. Several single-center studies soon raised concern about
suboptimal seroconversion rates following a standard two-dose regimen of SARS-CoV-2
vaccines [12-15].

Immune response in patients with hematologic disorders depends on disease-specific
immunologic environments and targeted therapeutic modalities. Identifying which sub-
groups of these high-risk patients might not respond to classic vaccination schemes would
influence clinical decision-making as they could be candidates for alternative interven-
tions. We aimed to examine quantitative and qualitative humoral vaccine response in a
prospectively enrolled cohort with different malignant and non-malignant hematologic
diseases in a multicentric setting. An additional explorative analysis was performed to
identify potential predictors of no humoral response after two vaccine doses. The study
was conducted by the Croatian Cooperative Group for Hematologic Diseases (KroHem).

2. Materials and Methods

Between January and July 2021, we prospectively enrolled patients from University
Hospital Centre Zagreb, University Hospital Centre Osijek, and General Hospital “Dr.
Josip Bencevi¢” Slavonski Brod. All patients were adults (>18 years) with a history of the
malignant or non-malignant hematologic disease who had received at least one dose of
either mRNA-1273 (Moderna, Cambridge, MA, USA), BNT162b2 mRNA (BioNTech, Mainz,
Germany/Pfizer, New York, NY, USA), or ChAdOx1 nCoV-19 (AstraZeneca, Cambridge,
UK) COVID-19 vaccine. The exclusion criterion was previous COVID-19 infection. Patients
followed the recommended dosing intervals: 21 days for BNT162b2, 28 days for mRNA-
1273, and 12 weeks for ChAdOx1 nCoV-19. The response was evaluated at least 7 days
following the last vaccine dose. The study was approved by hospital ethics committees,
and all participants provided written informed consent.

Seroconversion after vaccination was determined using a serological immunoassay
registered for quantitative measurement of antibodies against the SARS-CoV-2 spike protein
receptor-binding domain (RBD). This assay, Elecsys Anti-SARS-CoV-2 S (Roche Diagnostics,
Mannheim, Germany), measures total antibodies against SARS-CoV-2 S glycoprotein by
using SARS-CoV-2 S RBD recombinant antigens that predominantly capture anti-SARS-
CoV-2 S immunoglobulin G (IgG), but also IgA and IgM [16].

In order to identify the previous infection, anti-SARS-CoV-2 nucleocapsid antigen
antibodies (including IgG) were qualitatively assessed. The used reagent, Elecsys Anti-
SARS-CoV-2 (Roche Diagnostics, Mannheim, Germany), consists of a recombinant protein
representing the N antigen in a double-antigen sandwich assay format.

Both assays were performed by Cobas €801 analyzer (Roche Diagnostics, Mannheim,
Germany) according to manufacturer instructions and by following principles. Biotinylated
and ruthenylated antigens, in the presence of corresponding antibodies, create double-
antigen sandwich immune complexes. The complexes bind to the solid phase by an interac-
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tion between biotin and streptavidin after the addition of streptavidin-coated microparticles.
Microparticles are magnetically captured to the electrode surface in the measuring cell.
Electrochemiluminescence is then induced by applying a voltage and measured with a
photomultiplier. The signal yield increases with the antibody titer. A positive response
was defined as >0.8 U/mL with lower and upper limits of quantification of 0.4 U/mL and
250 U/mL, respectively [16]. These numerical results in U/mL are equivalent to the 1st
WHO International Standard for anti-SARS-CoV 2 immunoglobulin BAU/mL [17].

We reviewed in-hospital electronic records for demographic and clinical characteris-
tics, including underlying hematologic disease, date of diagnosis, current and previously
received treatment, the number of received treatment lines, application of anti-CD20 mon-
oclonal antibodies (mAbs) or corticosteroid therapy in six months before vaccination,
hematopoietic stem cell transplantation (HSCT) and total serum IgG levels prior to vac-
cination. Participants were followed until December 2021 for outcomes that included
symptomatic SARS-CoV-2 infection, severe forms of COVID-19 requiring oxygen supple-
mentation or ICU admission, and death.

Categorical variables were summarized with counts and frequencies, and continuous
variables with medians and interquartile ranges. Response after the first versus second
dose was compared with Wilcoxon sign-rank test for antibody titers and McNemar’s x>
test for seropositivity rates. Subgroup comparisons for those who received two doses
were performed with Mann-Whitney U, x?, or Fisher’s exact test as appropriate. ROC
curve analysis was used to find optimized cut-off values of numerical variables regarding
response to the second dose. Zou’s modified Poisson regression was performed to compute
risk ratios (RRs) for no humoral response after two vaccine doses [18]. Variables of interest
for regression analysis were: age > 67 years, sex, time from the second dose to antibody
assessment, vaccine type, diagnosis of Non-Hodgkin’s lymphoma (NHL), chronic lym-
phocytic leukemia (CLL), multiple myeloma/amyloidosis (MM), acute leukemia (AL) or
chronic myeloproliferative neoplasms (CMPN) including chronic myeloid leukemia (CML),
polycythemia vera (PV), chronic eosinophilic leukemia or myelofibrosis (MF), time from
diagnosis to the second dose, low total serum IgG, active treatment, any prior therapy, line
of therapy, HSCT, HSCT > 1 year prior to vaccination, antiCD20 mAb therapy, corticos-
teroid therapy six months prior to vaccination and prednisone equivalent dose > 120 mg.
Statistically significant variables at univariable analysis were included in a multivariable
model. The final model was constructed with backward elimination.

Statistical significance was determined at an « level of 0.05 throughout the analysis.
All p values are based on two-sided tests. MedCalc statistical software (version 20.008,
MedCalc Software Ltd., Ostend, Belgium) was used for inter-group comparisons; regression
analysis and data visualization were performed with RStudio for OS X (version 1.2.1335,
RStudio, PBC, Boston, MA, USA).

3. Results

We initially enrolled 141 participants. After excluding 23 patients for prior SARS-
CoV-2 infection, as evidenced by the presence of anti-nucleocapsid antigen antibodies,
118 remained who had received at least one dose. Of those, 55.9% were male, with a
median age of 65.2 years (IQR 52.3-71.9). The majority had received the Pfizer-BioNTech
vaccine (66.9%), followed by Oxford-AstraZeneca (23.7%) and Moderna (9.3%). Lymphoid
conditions were most prevalent with NHL in 32 participants (27.1%), CLL in 28 (23.7%), and
Hodgkin lymphoma (HL) in three (2.5%), followed by MM in 17 (14.4%), AL in 15 (12.7%),
CML in seven (5.9%), other CMPNss in nine (7.6%), myelodysplastic syndrome (MDS) in
four (3.4%), aplastic anemia (AA) in two (1.7%) and immune thrombocytopenia (ITP) in
one (0.8%). More than half were in active therapy at the time of vaccination (66.9%), while
only 5.9% had not received any previous therapy.

Data on the humoral response after the first dose were available in 66 patients. Median
time from vaccination to evaluation after the first dose was 20 days (IQR 15-34). Twenty
participants (30.3%) achieved a positive response with a median specific antibody titer of
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6.1 U/mL. After receiving the first dose, two patients died from their primary disease, two
received HSCT and were not eligible to receive a second dose, and two contracted COVID-
19. Data after the second dose were not available for 22 patients. Of the 90 patients who
had evaluable responses following a second dose, 58 (64.4%) achieved seropositivity with
median specific antibody levels at the upper limit of quantification (250 U/mL). All first-
dose responders maintained seropositivity after the second dose. In a subgroup analysis
of those who provided samples after both doses (1 = 38), the second dose significantly
improved both the response rate (p = 0.041) and specific antibody titer (p < 0.001).

Seropositivity rates after two doses differed significantly with diagnosis (Figure 1,
overall p < 0.001). Lymphoma patients had the lowest response rate (34.6%), followed
by CLL (52.5%). Patients with CMPNs achieved an overall seropositivity rate of 81.3%.
Response in the CML subgroup was 100% after two vaccine doses. Patients with PV
and chronic eosinophilic leukemia all achieved response as well. Seronegative patients
with CMPNs (n = 3) all had secondary MF and were on ruxolitinib therapy at the time of
vaccination. Seropositive patients (1 = 13) received either tyrosine-kinase inhibitors (TKIs),
and hydroxyurea or had no specific chemoimmunotherapy. Antibody titers significantly
varied with diagnosis as well (overall p < 0.001): lowest median titer levels were observed in
lymphoma patients (0.4 U/mL, IQR 0.4-5.69) and those with CLL (2.6 U/mL, IQR 0.4-250),
while other subgroups had median titers at the upper limit (Figure 1).
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Figure 1. Seropositivity rates (a) and anti-SARS-CoV-2 spike protein receptor-binding domain
antibody titers (b) after two vaccine doses according to diagnosis: lymphoma (Hodgkin’s or non-
Hodgkin’s lymphoma; 1 = 26), chronic lymphocytic leukemia (CLL; # = 19), chronic myeloproliferative
neoplasms (CMPN; chronic myeloid leukemia, polycythemia vera, myelofibrosis, chronic eosinophilic
leukemia, n = 16), multiple myeloma/amyloidosis (MM; n = 11), acute leukemia (1 = 12), others
(myelodysplastic syndrome, aplastic anemia, idiopathic thrombocytopenic purpura, n = 6). Overall
p < 0.001. Positive results are defined as >0.8 U/mL.

Characteristics of responders and non-responders after two vaccine doses are sum-
marized in Table 1. At univariable analysis, age > 67 years, a diagnosis of NHL, active
treatment, and anti-CD20 mAb therapy 6 months prior to vaccination increased the likeli-
hood of no humoral response. HSCT overall and HSCT > 1 year prior to vaccination were
associated with a significantly decreased risk of no response (Table 2). While the diagnosis
of CMPN (RR 0.48, 95% CI 0.17-1.38; p = 0.172) did not reach statistical significance, as
seroconversion of CML patients was 100%, risk could not be computed for this subgroup
alone. CLL patients were at increased risk of no response (RR 1.46, 95% CI 0.82-2.61;
p = 0.2). Incidentally, participants with AL (RR 0.21, 95% CI 0.03-1.40; p = 0.106) and MM
(RR 0.46, 95% CI 0.13-1.66; p = 0.237) were more likely to respond, although none reached
statistical significance. Any corticosteroid therapy or >120 mg equivalent prednisone dose
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did not significantly influence response, nor did vaccine type. In a multivariable model,
only age > 67 years and anti-CD20 mAb therapy remained significantly associated with a

lack of response (Table 2).

Table 1. Patient characteristics with regards to humoral response after two vaccine doses, defined as
> 0.8 U/mL of serum anti-SARS-CoV-2 spike protein receptor-binding domain antibodies.

. All Patients Non-Responders Responders
Variable (N = 90) (1 = 32) (1 = 58) p Value
Age (years), median (IQR) 64.4 (53.5-71.5) 71 (66.3-75.9) 59.7 (49-66.8) <0.001
Age > 67 years, No. (%) 35 (38.9%) 23 (71.9%) 12 (20.7%) <0.001
Sex (female), No. (%) 41 (45.6%) 17 (53.1%) 24 (41.4%) 0.284
Time from second dose to antibody testing B -
(days), median (IQR) 19 (14-27) 19 (13-26) 19 (14-27) 0.923
. o overall
Vaccine type, No. (%) pvalue 0.412
BNT162b2 (Pfizer-BioNTech) 65 (72.2%) 21 (65.6%) 44 (75.9%)
ChAdOx1 nCoV-19 (Oxford-AstraZeneca) 16 (17.8%) 8 (25%) 8 (13.8%)
mRNA-1273 (Moderna) 9 (10%) 3(9.4%) 6 (10.3%)
. . o overall
Diagnosis, No. (%) p value 0.002
Non-Hodgkin’s lymphoma 24 (26.7%) 17 (53.1%) 7 (12.1%) <0.001
Chronic lymphocytic leukemia 19 (21.1%) 9 (28.1%) 10 (17.2%) 0.226
Acute leukemia 12 (13.3%) 1(3.1%) 11 (19.0%) 0.050
Chronic myeloid leukemia 7 (7.8%) 0 7 (12.1%) 0.042
Other chronic myeloproliferative 9 (10%) 3(9.4%) 6 (10.3%) 0.883
neoplasms
Multiple myeloma/amyloidosis 11 (12.2%) 2 (6.3%) 9 (15.5%) 0.199
Hodgkin’s lymphoma 2 (2.2%) 0 2 (3.4%) 0.288
Myelodysplastic syndrome 3(3.3%) 0 3 (5.2%) 0.191
Non-malignant disorders ° 3(3.3%) 0 3 (5.2%) 0.191
Time from diagnosis to second dose
(months), median (IQR) * 36.6 (17.4-82.9) 39.0 (11.4-73.8) 35.8 (18.5-86.9) 0.448
Total serum IgG < 7.0 g/L, No. (%) * 19 (29.7%) 8 (33.3%) 11 (27.5%) 0.832
In active treatment, No. (%) 56 (62.2%) 28 (87.5%) 28 (48.3%) <0.001
. o overall
Prior therapy, No. (%) pvalue 0.706
None 6 (6.7%) 1(3.1%) 5 (8.6%)
1st line 42 (46.7%) 14 (43.8%) 28 (48.3%)
2nd line 25 (27.8%) 10 (31.3%) 15 (25.9%)
>3rd line 17 (18.9%) 7 (21.9%) 10 (17.2%)
o) § overall
HSCT, No. (%) p value < 0.001
>1 year prior 10 (11.1%) 1(3.1%) 9 (15.5%) 0.012
<1 year prior 19 (21.1%) 1(3.1%) 18 (31%) 0.071
Anti-CD20 mAb ggr?;y) six months prior, 23 (25.6%) 22 (68.8%) 1(1.7%) <0.001
Corticosteroid ﬂll\iarg )S ixmonths prior, 17 (18.9%) 6 (18.8%) 11 (19%) 0.980
Prednisone eq““’a(ll%‘lg;iose (mg), median 133.3 (80-133.3) 120 (80-120) 133.3 (96.7-133.3) 0.173
Prednisone eq““’al(e;; dose > 120 mg, No. 10 (11.1%) 2 (6.3%) 8 (13.8%) 0.485

Abbreviations: HSCT, hematopoietic stem cell transplant; mAb, monoclonal antibody. °: aplastic anemia (n = 2),
idiopathic thrombocytopenic purpura (n = 1); *: 7 missing data; *: 26 missing data; 5: either Allo (1 = 19), Auto
(n =9) or CAR-T (n =1). Bold print: p value < 0.05.
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Table 2. Significant predictors of no humoral response in patients who received two vaccine doses
were determined at an « level of 0.05.

. Univariable Multivariable
Variable
RR [95% CI] p Value RR [95% CI] p Value
Age > 67 years 2.44 [1.51-3.92] < 0.001 2.57 [1.45-4.57] 0.001
Non-Hodgkin’s lymphoma 3.12[1.86-5.21] <0.001
Active treatment 1.68 [1.26-2.26] <0.001
HSCT ° 0.14 [0.04-0.55] 0.005
HSCT > 1 year prior 0.12 [0.02-0.83] 0.031
Anti-CD20 mAb therapy six months prior ~ 6.41 [3.59-11.43] 0.002 4.88[2.58-9.27] <0.001

Abbreviations: HSCT, hematopoietic stem cell transplant; mAb, monoclonal antibody. °: either Allo, Auto, or
CAR-T.

After a median follow-up of 8.2 months (IQR 7.5-8.8), five (4.2%) patients tested
positive for SARS-CoV-2 after vaccination, of which two had received only one dose,
and three had no humoral response despite receiving two doses. Two patients required
in-hospital treatment and oxygen supplementation, and two died of COVID-19.

4. Discussion

Although a second vaccine dose was associated with a significantly better humoral
response, the overall seroconversion rate of 64.4% in our cohort of hematologic patients
was much lower than those reported in phase I/1I RCTs, where virtually all participants
seroconverted [19-21]. We observed the lowest seroconversion rates and antibody titers
in patients with lymphoid malignancies, with only half of CLL and a third of lymphoma
patients reaching the threshold for a positive response. On the other hand, overall seropos-
itivity in CMPNs was 81.3%, and rates observed in CML and non-myelofibrosis CMPN
patients were comparable to healthy trial subjects.

All chronic myeloproliferative disorders are associated with innate immune inhibition.
However, CML patients in major and deep molecular responses seem to regain immuno-
competency irrespective of TKI therapy or treatment-free remission [22]. Adequate disease
control typically prevails in current-day CML cohorts, resulting in COVID-19 mortality sim-
ilar to that of the general population in the same era of the pandemic [23], consistent reports
of high seroconversion rates [12,14], and production of both humoral and cellular response
to SARS-CoV-2 vaccines [24]. In contrast, BCR-ABL-1 negative CMPNs are associated with
an increased risk of severe forms of COVID-19, most prominently MF, where case-fatality
risk is 48% [25,26]. In our CMPN subgroup, those who failed to respond were all secondary
MF patients on active treatment with ruxolitinib. Ruxolitinib was consistently associated
with no humoral vaccine response [12,27-29], raising the question of treatment cessation in
select high-risk patients during a standard SARS-CoV-2 vaccination schedule. In theory,
immunomodulation could even be beneficial during the immune system hyperactivation
phase of COVID-19, and discontinuation of ruxolitinib in active COVID-19 infection was as-
sociated with excess mortality [25]. However, Caocci et al. reported similar seroconversion
rates in MF patients treated with ruxolitinib compared to other regimens [30], and discern-
ing JAK1/2 inhibitor action from the effect of immune phenotypes in BCR-ABL1 negative
CMPNes is difficult as both are known to cause deep immune system dysregulation [31,32].
Sudden ruxolitinib suspension is associated with severe inflammatory hyper reactions [33],
and a phase III RCT of ruxolitinib plus standard of care versus placebo plus standard of
care did not meet the composite endpoint of death, respiratory failure, or ICU admission
in patients hospitalized for COVID-19 [34]. As the sum of current findings shows no clear
benefit of withholding ruxolitinib in light of either SARS-CoV.2 vaccination or infection,
the present agreement is to continue all active treatment in CMPNs [35].

To the extent of our knowledge, we report the lowest response rate (34.6%) in lym-
phoma patients to date. They were predominantly NHL patients, shown to have worse
responses compared to HL [36], with a high proportion of those actively or recently treated
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with B-cell depleting agents. Comparably, Ghione et al. recorded a positive response in
36.3% of B-cell lymphoma patients, of whom almost a third received B-cell-directed treat-
ment nine months before vaccination [37]. We observed a biologically plausible total failure
of B-cell activation with median antibody titers below the lower limit of quantification in al-
most all participants who had received anti-CD20 mAbs. Surprisingly, the diagnosis of MM
was associated with a tendency towards seropositivity. Previously reported seropositivity
rates in MM patients widely varied (66-84%) [12,13,38,39], and so did their antibody titer
range. In many seropositive patients with MM, antibody titers do not reach the upper limit
of quantification even after two vaccine doses [39], revealing a more pronounced difference
in immune response than observed by qualitative measurement alone.

In early reports of humoral response after two doses of the SARS-CoV-2 vaccine in
HSCT recipients, 78% had quantifiable IgG (S-RBD) [40], and subsequent larger cohorts
from Spanish and French registries reported similarly favorable seroconversion rates overall
and up to 85% after autologous HSCT [41,42]. Of note, approximately 60% of HSCT
recipients had antibody levels in a range likely to neutralize the virus [40,41]. In our study,
prior HSCT was associated with a positive vaccine response. By withholding vaccination
for the first three months, which is according to national guidelines, the majority produced
detectable antibodies. Seroconversion rates in previous studies increased with time after
transplantation. However, factors beyond the scope of our studies, such as lymphopenia,
active GVHD, or immunosuppression, were independently predictive of response [40-42].
We propose that successful immune reconstitution after HSCT, disease remission, and no
active chemoimmunotherapy, contributed to the result we observed, a similar pattern to
that of the Lithuanian national cohort [27]. A confounding effect may also explain the high
response rates observed in the AL subgroup since AL was the most common indication
for HSCT.

The study period coincided with the third pandemic wave in Croatia and the rise of
the SARS-CoV-2 B.1.1.7 (Alpha) variant for which attenuated vaccine efficacy was observed,
a continuing trend for variants of concern that followed [43-45]. Compared to healthy
controls, hematologic patients showed an even faster decline in neutralizing antibody titers
for B.1.351 (Beta) and B.167.2 (Delta) variants [46]. While routine serological response mon-
itoring was not implemented even in high-risk populations, EMA and ECDC recommend
administering a booster dose in all adults and, as of recently, even a second booster in
the elderly and those with predisposing conditions. Administering a three-dose vaccine
regimen was associated with lower hospitalization rates in the immunocompromised [47].
In hematologic patients, the additional dose produces a more robust humoral response in
responders, although a fraction of non-responders seems to remain non-responsive [48-50].
Monin et al. observed a higher proportion of cellular versus humoral response in hemato-
logic patients [51]. Subgroups with low seroconversion rates, such as rituximab-treated
patients and those with lymphoid neoplasms, might still have some degree of SARS-CoV-2
vaccine protection from an independently induced cellular vaccine response [52-54].

Although most anti-RBD antibodies share neutralizing potential [55], without neu-
tralization assays, we cannot definitively confirm the viral neutralization capacity of those
who had seroconverted. A relatively small cohort, no control group, and real-world conve-
nience sampling limit the interpretation of our results, and multiple treatment modalities
in disease subgroups with few participants inevitably yielded residual confounding on the
effect of disease and treatment.

In conclusion, the original two-dose regimen of SARS-CoV-2 vaccines produces lower
seropositivity rates overall in patients with hematologic disease. Response rates range
significantly across different disease subgroups, from severely attenuated in lymphoid
neoplasms to almost universal in BCR-ABL1-positive and non-myelofibrosis BCR-ABL1
negative CMPNSs. Seroconversion rates after SARS-CoV-2 vaccination and the incidence of
breakthrough infection in patients with hematologic disease should be investigated further
in an interventional study design for which we stress the need for single-disease groups.



Biomedicines 2022, 10, 2892 8of 11

Author Contributions: Conceptualization, N.D.; methodology, Z.S., M.L,, D.S., DR. and N.D;
software, Z.S.; validation S.B.-K,, RS.S., V., D.S., B.C., D.P, ZP, L.D., MM., M.V, L.R.-L.,, D.S,, D.R,,
I.A. and N.D.; formal analysis, Z.S. and M.L.; investigation, Z.S., D.S. and D.R.; resources, S.B.-K_,
RSS., VP, DS, B.C.,DP,ZP, LD, MM, M.V, LR-L., D.S, DR, T.V,, LA. and N.D.; data curation,
Z.S.,DS.and DR; writing—original draft preparation, Z.S.; writing—review and editing, M.L.,
D.P, TV, LA. and N.D.; visualization, Z.S.; supervision, N.D.; project administration, N.D.; funding
acquisition, N.D. All authors have read and agreed to the published version of the manuscript.

Funding: This study was financially supported by fund allocation from the Croatian Cooperative
Group for Hematologic Diseases (KroHem).

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki and approved by the Ethics Committee of University Hospital Centre Zagreb (02/21-]JG,
12 April 2021).

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: The data presented in this study is available upon request from the
corresponding author. The data is not publicly available due to privacy restrictions.

Conflicts of Interest: The authors declare no conflict of interest. The funder had no role in the design
of the study; in the collection, analyses, or interpretation of data; in the writing of the manuscript; or
in the decision to publish the results.

References

1.

10.

11.

12.

13.

Vijenthira, A.; Gong, 1.Y,; Fox, T.A,; Booth, S.; Cook, G.; Fattizzo, B.; Martin-Moro, F; Razanamahery, J.; Riches, ]J.C,;
Zwicker, J.; et al. Outcomes of patients with hematologic malignancies and COVID-19: A systematic review and meta-analysis of
3377 patients. Blood 2020, 136, 2881-2892. [CrossRef] [PubMed]

Passamonti, F; Cattaneo, C.; Arcaini, L; Bruna, R.; Cavo, M.; Merli, F; Angelucci, E.; Krampera, M.; Cairoli, R,
Della Porta, M.G.; et al. Clinical characteristics and risk factors associated with COVID-19 severity in patients with haematological
malignancies in Italy: A retrospective, multicentre, cohort study. Lancet Haematol. 2020, 7, €737-€745. [CrossRef]

Garcia-Suarez, J.; de la Cruz, J.; Cedillo, A.; Llamas, P; Duarte, R.; Jiménez-Yuste, V.; Hernandez-Rivas, ].A.; Gil-Manso, R.;
Kwon, M.; Sanchez-Godoy, P; et al. Impact of hematologic malignancy and type of cancer therapy on COVID-19 severity and
mortality: Lessons from a large population-based registry study. J. Hematol. Oncol. 2020, 13, 133. [CrossRef] [PubMed]

Pagano, L.; Salmanton-Garcia, J.; Marchesi, F.; Busca, A.; Corradini, P.; Hoenigl, M.; Klimko, N.; Koehler, P.; Pagliuca, A.;
Passamonti, F.; et al. COVID-19 infection in adult patients with hematological malignancies: A European Hematology Association
Survey (EPICOVIDEHA). J. Hematol. Oncol. 2021, 14, 168. [CrossRef] [PubMed]

Polack, EP.; Thomas, S.J.; Kitchin, N.; Absalon, J.; Gurtman, A.; Lockhart, S.; Perez, J.L.; Pérez Marc, G.; Moreira, E.D.;
Zerbini, C.; et al. Safety and Efficacy of the BNT162b2 mRNA COVID-19 Vaccine. N. Engl. ]. Med. 2020, 383, 2603-2615. [CrossRef]
[PubMed]

Baden, L.R.; El Sahly, H.M.; Essink, B.; Kotloff, K.; Frey, S.; Novak, R.; Diemert, D.; Spector, S.A.; Rouphael, N.; Creech, C.B.; et al.
Efficacy and Safety of the mRNA-1273 SARS-CoV-2 Vaccine. N. Engl. ]. Med. 2021, 384, 403—416. [CrossRef]

Voysey, M.; Costa Clemens, S.A.; Madhi, S.A.; Weckx, L.Y.; Folegatti, PM.; Aley, PX.; Angus, B.; Baillie, V.L.; Barnabas, S.L.;
Bhorat, Q.E.; et al. Single-dose administration and the influence of the timing of the booster dose on immunogenicity and efficacy
of ChAdOx1 nCoV-19 (AZD1222) vaccine: A pooled analysis of four randomised trials. Lancet 2021, 397, 881-891. [CrossRef]
Pullukcu, H.; Ertem, E.; Karaca, Y.; Yamazhan, T,; Sertoz, R.Y.; Altuglu, I Efficacy of accelerated hepatitis B vaccination program
in patients being actively treated for hematologic malignancies. Int. J. Infect. Dis. 2008, 12, 166-170. [CrossRef]

La Torre, G. Influenza and pneumococcal vaccination in hematological malignancies: A systematic review of efficacy, effectiveness
and safety. Mediterr. ]. Hematol. Infect. Dis. 2016, 8, e2016044. [CrossRef]

Mullane, K.M.; Morrison, V.A.; Camacho, L.H.; Arvin, A.; McNeil, S.A.; Durrand, J.; Campbell, B.; Su, S5.-C.; Chan, I.S.E;
Parrino, J.; et al. Safety and efficacy of inactivated varicella zoster virus vaccine in immunocompromised patients with malignan-
cies: A two-arm, randomised, double-blind, phase 3 trial. Lancet Infect. Dis. 2019, 19, 1001-1012. [CrossRef]

Abdul-Jawad, S.; Bau, L.; Alaguthurai, T.; del Molino del Barrio, I.; Laing, A.G.; Hayday, T.S.; Monin, L.; Mufioz-Ruiz, M.;
McDonald, L.; Francos Quijorna, L; et al. Acute Immune Signatures and Their Legacies in Severe Acute Respiratory Syndrome
Coronavirus-2 Infected Cancer Patients. Cancer Cell 2021, 39, 257-275.e6. [CrossRef] [PubMed]

Herzog Tzarfati, K.; Gutwein, O.; Apel, A.; Rahimi-Levene, N.; Sadovnik, M.; Harel, L.; Benveniste-Levkovitz, P.; Bar Chaim, A;
Koren-Michowitz, M. BNT162b2 COVID-19 vaccine is significantly less effective in patients with hematologic malignancies. Am.
J. Hematol. 2021, 96, 1195-1203. [CrossRef] [PubMed]

Agha, M.E.; Blake, M.; Chilleo, C.; Wells, A.; Haidar, G. Suboptimal Response to Coronavirus Disease 2019 Messenger RNA
Vaccines in Patients With Hematologic Malignancies: A Need for Vigilance in the Postmasking Era. Open Forum Infect. Dis. 2021,
8, ofab353. [CrossRef] [PubMed]


http://doi.org/10.1182/blood.2020008824
http://www.ncbi.nlm.nih.gov/pubmed/33113551
http://doi.org/10.1016/S2352-3026(20)30251-9
http://doi.org/10.1186/s13045-020-00970-7
http://www.ncbi.nlm.nih.gov/pubmed/33032660
http://doi.org/10.1186/s13045-021-01177-0
http://www.ncbi.nlm.nih.gov/pubmed/34649563
http://doi.org/10.1056/NEJMoa2034577
http://www.ncbi.nlm.nih.gov/pubmed/33301246
http://doi.org/10.1056/NEJMoa2035389
http://doi.org/10.1016/S0140-6736(21)00432-3
http://doi.org/10.1016/j.ijid.2007.06.004
http://doi.org/10.4084/mjhid.2016.044
http://doi.org/10.1016/S1473-3099(19)30310-X
http://doi.org/10.1016/j.ccell.2021.01.001
http://www.ncbi.nlm.nih.gov/pubmed/33476581
http://doi.org/10.1002/ajh.26284
http://www.ncbi.nlm.nih.gov/pubmed/34185336
http://doi.org/10.1093/ofid/ofab353
http://www.ncbi.nlm.nih.gov/pubmed/34337100

Biomedicines 2022, 10, 2892 9of 11

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Rotterdam, J.; Thiaucourt, M.; Weiss, C.; Schwaab, J.; Reiter, A ; Kreil, S.; Steiner, L.; Fenchel, S.; Popp, H.D.; Hofmann, W.-K; et al.
Definition of factors associated with negative antibody response after COVID-19 vaccination in patients with hematological
diseases. Ann. Hematol. 2022, 101, 1825-1834. [CrossRef]

Malard, F; Gaugler, B.; Gozlan, J.; Bouquet, L.; Fofana, D.; Siblany, L.; Eshagh, D.; Adotevi, O.; Laheurte, C.; Ricard, L.; et al. Weak
immunogenicity of SARS-CoV-2 vaccine in patients with hematologic malignancies. Blood Cancer |. 2021, 11, 142. [CrossRef]
Roche. 2022. Elecsys® Anti-SARS-CoV-2 S. Material Number 09289267190, Method Sheet 2022-07, V3.0. Material Number
09289275190, Method Sheet 2022-06, V4.0. Available online: https:/ /diagnostics.roche.com/content/dam/diagnostics/Blueprint/
en/pdf/cps/factsheet-elecsys-anti-sars-cov-2-s-mc--05522.pdf (accessed on 29 October 2022).

Ferrari, D.; Clementi, N.; Spano, S.M.; Albitar-Nehme, S.; Ranno, S.; Colombini, A.; Criscuolo, E.; Di Resta, C.; Tomaiuolo, R.;
Vigano, M.; et al. Harmonization of six quantitative SARS-CoV-2 serological assays using sera of vaccinated subjects. Clin. Chim.
Acta 2021, 522, 144-151. [CrossRef]

Zou, G. A Modified Poisson Regression Approach to Prospective Studies with Binary Data. Am. J. Epidemiol. 2004, 159, 702-706.
[CrossRef]

Mulligan, M J.; Lyke, K.E.; Kitchin, N.; Absalon, J.; Gurtman, A.; Lockhart, S.; Neuzil, K.; Raabe, V,; Bailey, R.; Swanson, K.A ; et al.
Phase I/1I study of COVID-19 RNA vaccine BNT162b1 in adults. Nature 2020, 586, 589-593. [CrossRef]

Jackson, L.A.; Anderson, E.J.; Rouphael, N.G.; Roberts, P.C.; Makhene, M.; Coler, R.N.; McCullough, M.P.; Chappell, ].D.;
Denison, M.R,; Stevens, L.J.; et al. An mRNA Vaccine against SARS-CoV-2—Preliminary Report. N. Engl. ]. Med. 2020, 383,
1920-1931. [CrossRef] [PubMed]

Folegatti, PM.; Ewer, KJ.; Aley, PK.; Angus, B.; Becker, S.; Belij-Rammerstorfer, S.; Bellamy, D.; Bibi, S.; Bittaye, M.;
Clutterbuck, E.A.; et al. Safety and immunogenicity of the ChAdOx1 nCoV-19 vaccine against SARS-CoV-2: A preliminary report
of a phase 1/2, single-blind, randomised controlled trial. Lancet 2020, 396, 467-478. [CrossRef]

Hughes, A ; Clarson, J.; Tang, C.; Vidovic, L.; White, D.L.; Hughes, T.P; Yong, A.5.M. CML patients with deep molecular responses
to TKI have restored immune effectors and decreased PD-1 and immune suppressors. Blood 2017, 129, 1166-1176. [CrossRef]
[PubMed]

Breccia, M.; Abruzzese, E.; Accurso, V.; Attolico, I; Barulli, S.; Bergamaschi, M.; Binotto, G.; Bocchia, M.; Bonifacio, M.;
Caocci, G.; et al. COVID-19 infection in chronic myeloid leukaemia after one year of the pandemic in Italy. A Campus CML
report. Br. ]. Haematol. 2022, 196, 559-565. [CrossRef] [PubMed]

Harrington, P.; de Lavallade, H.; Doores, K.J.; O'Reilly, A.; Seow, ].; Graham, C.; Lechmere, T.; Radia, D.; Dillon, R,;
Shanmugharaj, Y.; et al. Single dose of BNT162b2 mRNA vaccine against SARS-CoV-2 induces high frequency of neutralising
antibody and polyfunctional T-cell responses in patients with myeloproliferative neoplasms. Leukemia 2021, 35, 3573-3577.
[CrossRef] [PubMed]

Barbui, T.; Vannucchi, A.M.; Alvarez-Larran, A.; Iurlo, A.; Masciulli, A.; Carobbio, A.; Ghirardi, A.; Ferrari, A.; Rossi, G.;
Elli, E; et al. High mortality rate in COVID-19 patients with myeloproliferative neoplasms after abrupt withdrawal of ruxolitinib.
Leukemia 2021, 35, 485-493. [CrossRef] [PubMed]

Salisbury, R.A.; Curto-Garcia, N.; O’Sullivan, J.; Chen, E; Polzella, P; Godfrey, A.L.; Russell, J.; Knapper, S.; Willan, J;
Frewin, R.; et al. Results of a national UK physician reported survey of COVID-19 infection in patients with a myeloprolif-
erative neoplasm. Leukemia 2021, 35, 2424-2430. [CrossRef]

Maneikis, K.; Sablauskas, K.; Ringeleviciateé, U.; Vaitekénaite, V.; Cekauskieng, R.; Kryzauskaité, L.; Naumovas, D.; Banys, V.;
Pecelitinas, V.; Beinortas, T.; et al. Inmunogenicity of the BNT162b2 COVID-19 mRNA vaccine and early clinical outcomes in
patients with haematological malignancies in Lithuania: A national prospective cohort study. Lancet Haematol. 2021, 8, e583-e592.
[CrossRef]

Guglielmelli, P.; Mazzoni, A.; Maggi, L.; Kiros, S.T.; Zammarchi, L.; Pilerci, S.; Rocca, A.; Spinicci, M.; Borella, M.;
Bartoloni, A.; et al. Impaired response to first SARS-CoV-2 dose vaccination in myeloproliferative neoplasm patients receiving
ruxolitinib. Am. J. Hematol. 2021, 96, E408-E410. [CrossRef]

Cattaneo, D.; Bucelli, C.; Cavallaro, F; Consonni, D.; Turlo, A. Impact of diagnosis and treatment on response to COVID-19
vaccine in patients with BCR-ABL1-negative myeloproliferative neoplasms. A single-center experience. Blood Cancer |. 2021,
11, 185. [CrossRef]

Caocci, G.; Mulas, O.; Mantovani, D.; Costa, A.; Galizia, A.; Barabino, L.; Greco, M.; Murru, R.; La Nasa, G. Ruxolitinib does
not impair humoral immune response to COVID-19 vaccination with BNT162b2 mRNA COVID-19 vaccine in patients with
myelofibrosis. Ann. Hematol. 2022, 101, 929-931. [CrossRef]

Elli, E.M.; Barate, C.; Mendicino, F,; Palandri, F; Palumbo, G.A. Mechanisms Underlying the Anti-inflammatory and Immunosup-
pressive Activity of Ruxolitinib. Front. Oncol. 2019, 9, 1186. [CrossRef]

Larsen, T.S.; Christensen, J.H.; Hasselbalch, H.C.; Pallisgaard, N. The JAK2 V617F mutation involves B- and T-lymphocyte
lineages in a subgroup of patients with Philadelphia-chromosome negative chronic myeloproliferative disorders. Br. |. Haematol.
2007, 136, 745-751. [CrossRef] [PubMed]

Tefferi, A.; Pardanani, A. Serious Adverse Events During Ruxolitinib Treatment Discontinuation in Patients With Myelofibrosis.
Mayo Clin. Proc. 2011, 86, 1188-1191. [CrossRef] [PubMed]


http://doi.org/10.1007/s00277-022-04866-z
http://doi.org/10.1038/s41408-021-00534-z
https://diagnostics.roche.com/content/dam/diagnostics/Blueprint/en/pdf/cps/factsheet-elecsys-anti-sars-cov-2-s-mc--05522.pdf
https://diagnostics.roche.com/content/dam/diagnostics/Blueprint/en/pdf/cps/factsheet-elecsys-anti-sars-cov-2-s-mc--05522.pdf
http://doi.org/10.1016/j.cca.2021.08.024
http://doi.org/10.1093/aje/kwh090
http://doi.org/10.1038/s41586-020-2639-4
http://doi.org/10.1056/NEJMoa2022483
http://www.ncbi.nlm.nih.gov/pubmed/32663912
http://doi.org/10.1016/S0140-6736(20)31604-4
http://doi.org/10.1182/blood-2016-10-745992
http://www.ncbi.nlm.nih.gov/pubmed/28049640
http://doi.org/10.1111/bjh.17890
http://www.ncbi.nlm.nih.gov/pubmed/34636033
http://doi.org/10.1038/s41375-021-01300-7
http://www.ncbi.nlm.nih.gov/pubmed/34023850
http://doi.org/10.1038/s41375-020-01107-y
http://www.ncbi.nlm.nih.gov/pubmed/33414483
http://doi.org/10.1038/s41375-021-01143-2
http://doi.org/10.1016/S2352-3026(21)00169-1
http://doi.org/10.1002/ajh.26305
http://doi.org/10.1038/s41408-021-00579-0
http://doi.org/10.1007/s00277-021-04613-w
http://doi.org/10.3389/fonc.2019.01186
http://doi.org/10.1111/j.1365-2141.2007.06497.x
http://www.ncbi.nlm.nih.gov/pubmed/17313377
http://doi.org/10.4065/mcp.2011.0518
http://www.ncbi.nlm.nih.gov/pubmed/22034658

Biomedicines 2022, 10, 2892 10 of 11

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

Han, M.K.; Antila, M.; Ficker, J.H.; Gordeev, I.; Guerreros, A.; Bernus, A.L.; Roquilly, A.; Sifuentes-Osornio, J.; Tabak, E;
Teijeiro, R.; et al. Ruxolitinib in addition to standard of care for the treatment of patients admitted to hospital with COVID-19
(RUXCOVID): A randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Rheumatol. 2022, 4, e351-e361. [CrossRef]
von Lilienfeld-Toal, M.; Vehreschild, ].J.; Cornely, O.; Pagano, L.; Compagno, F.; Hirsch, H.H. Frequently asked questions
regarding SARS-CoV-2 in cancer patients—Recommendations for clinicians caring for patients with malignant diseases. Leukemia
2020, 34, 1487-1494. [CrossRef] [PubMed]

Terpos, E.; Gavriatopoulou, M.; Fotiou, D.; Giatra, C.; Asimakopoulos, I.; Dimou, M.; Sklirou, A.D.; Ntanasis-Stathopoulos, I.;
Darmani, I; Briasoulis, A.; et al. Poor Neutralizing Antibody Responses in 132 Patients with CLL, NHL and HL after Vaccination
against SARS-CoV-2: A Prospective Study. Cancers 2021, 13, 4480. [CrossRef] [PubMed]

Ghione, P; Gu, J.J.; Attwood, K.; Torka, P.,; Goel, S.; Sundaram, S.; Mavis, C.; Johnson, M.; Thomas, R.; McWhite, K.; et al. Impaired
humoral responses to COVID-19 vaccination in patients with lymphoma receiving B-cell-directed therapies. Blood 2021, 138,
811-814. [CrossRef]

Pimpinelli, F.; Marchesi, F,; Piaggio, G.; Giannarelli, D.; Papa, E.; Falcucci, P.; Pontone, M.; Di Martino, S.; Laquintana, V,;
La Malfa, A.; et al. Fifth-week immunogenicity and safety of anti-SARS-CoV-2 BNT162b2 vaccine in patients with multiple
myeloma and myeloproliferative malignancies on active treatment: Preliminary data from a single institution. J. Hematol. Oncol.
2021, 14, 81. [CrossRef]

Van Oekelen, O.; Gleason, C.R.; Agte, S.; Srivastava, K.; Beach, K.E; Aleman, A.; Kappes, K.; Mouhieddine, T.H.; Wang, B.;
Chari, A.; et al. Highly variable SARS-CoV-2 spike antibody responses to two doses of COVID-19 RNA vaccination in patients
with multiple myeloma. Cancer Cell 2021, 39, 1028-1030. [CrossRef]

Redjoul, R.; Le Bouter, A.; Beckerich, F; Fourati, S.; Maury, S. Antibody response after second BNT162b2 dose in allogeneic HSCT
recipients. Lancet 2021, 398, 298-299. [CrossRef]

Maillard, A.; Redjoul, R.; Klemencie, M.; Labussiere Wallet, H.; Le Bourgeois, A.; D’Aveni, M.; Huynh, A.; Berceanu, A;
Marchand, T.; Chantepie, S.; et al. Antibody response after 2 and 3 doses of SARS-CoV-2 mRNA vaccine in allogeneic hematopoi-
etic cell transplant recipients. Blood 2022, 139, 134-137. [CrossRef]

Pifana, J.L.; Lopez-Corral, L.; Martino, R.; Montoro, J.; Vazquez, L.; Pérez, A.; Martin-Martin, G.; Facal-Malvar, A.; Ferrer, E.;
Pascual, M.; et al. SARS-CoV-2-reactive antibody detection after SARS-CoV-2 vaccination in hematopoietic stem cell transplant
recipients: Prospective survey from the Spanish Hematopoietic Stem Cell Transplantation and Cell Therapy Group. Am. ].
Hematol. 2022, 97, 30-42. [CrossRef] [PubMed]

Emary, K.R.W.; Golubchik, T.; Aley, PK.; Ariani, C.V.; Angus, B.; Bibi, S.; Blane, B.; Bonsall, D.; Cicconi, P.; Charlton, S.; et al.
Efficacy of ChAdOx1 nCoV-19 (AZD1222) vaccine against SARS-CoV-2 variant of concern 202012/01 (B.1.1.7): An exploratory
analysis of a randomised controlled trial. Lancet 2021, 397, 1351-1362. [CrossRef]

Lopez Bernal, J.; Andrews, N.; Gower, C.; Gallagher, E.; Simmons, R.; Thelwall, S.; Stowe, J.; Tessier, E.; Groves, N.;
Dabrera, G.; et al. Effectiveness of COVID-19 Vaccines against the B.1.617.2 (Delta) Variant. N. Engl. ]. Med. 2021, 385, 585-594.
[CrossRef] [PubMed]

Zou, Y,; Huang, D.; Jiang, Q.; Guo, Y.; Chen, C. The Vaccine Efficacy Against the SARS-CoV-2 Omicron: A Systemic Review and
Meta-Analysis. Front. Public Health 2022, 10, 940956. [CrossRef] [PubMed]

Obeid, M.; Suffiotti, M.; Pellaton, C.; Bouchaab, H.; Cairoli, A.; Salvadé, V.; Stevenel, C.; Hottinger, R.; Pythoud, C,;
Coutechier, L.; et al. Humoral Responses Against Variants of Concern by COVID-19 mRNA Vaccines in Immunocompromised
Patients. JAMA Oncol. 2022, 8, €220446. [CrossRef] [PubMed]

Tenforde, M.W.; Patel, M.M.; Gaglani, M.; Ginde, A.A.; Douin, D.J.; Talbot, HK.; Casey, J.D.; Mohr, N.M.; Zepeski, A,
McNeal, T.; et al. Effectiveness of a Third Dose of Pfizer-BioNTech and Moderna Vaccines in Preventing COVID-19 Hospi-
talization Among Immunocompetent and Immunocompromised Adults—United States, August-December 2021. MMWR. Morb.
Mortal. Wkly. Rep. 2022, 71, 118-124. [CrossRef]

Redjoul, R.; Le Bouter, A.; Parinet, V.; Fourati, S.; Maury, S. Antibody response after third BNT162b2 dose in recipients of
allogeneic HSCT. Lancet Haematol. 2021, 8, e681-e683. [CrossRef]

Herishanu, Y.; Rahav, G.; Levi, S.; Braester, A.; Itchaki, G.; Bairey, O.; Dally, N.; Shvidel, L.; Ziv-Baran, T.; Polliack, A.; et al.
Efficacy of a third BNT162b2 mRNA COVID-19 vaccine dose in patients with CLL who failed standard 2-dose vaccination. Blood
2022, 139, 678-685. [CrossRef]

Re, D.; Seitz-Polski, B.; Brglez, V.; Carles, M.; Graga, D.; Benzaken, S.; Liguori, S.; Zahreddine, K.; Delforge, M.; Bailly-
Maitre, B.; et al. Humoral and cellular responses after a third dose of SARS-CoV-2 BNT162b2 vaccine in patients with lymphoid
malignancies. Nat. Commun. 2022, 13, 864. [CrossRef]

Monin, L.; Laing, A.G.; Mufioz-Ruiz, M.; McKenzie, D.R.; del Molino del Barrio, I.; Alaguthurai, T.; Domingo-Vila, C.; Hayday, T.S.;
Graham, C.; Seow, ].; et al. Safety and immunogenicity of one versus two doses of the COVID-19 vaccine BNT162b2 for patients
with cancer: Interim analysis of a prospective observational study. Lancet Oncol. 2021, 22, 765-778. [CrossRef]

Westhoff, T.H.; Seibert, E.S.; Anft, M.; Blazquez-Navarro, A.; Skrzypczyk, S.; Doevelaar, A.; Holzer, B.; Paniskaki, K.; Dolff, S.;
Wilde, B.; et al. Correspondence on ‘SARS-CoV-2 vaccination in rituximab-treated patients: Evidence for impaired humoral but
inducible cellular immune response’. Ann. Rheum. Dis. 2021, 80, e162. [CrossRef] [PubMed]


http://doi.org/10.1016/S2665-9913(22)00044-3
http://doi.org/10.1038/s41375-020-0832-y
http://www.ncbi.nlm.nih.gov/pubmed/32358568
http://doi.org/10.3390/cancers13174480
http://www.ncbi.nlm.nih.gov/pubmed/34503290
http://doi.org/10.1182/blood.2021012443
http://doi.org/10.1186/s13045-021-01090-6
http://doi.org/10.1016/j.ccell.2021.06.014
http://doi.org/10.1016/S0140-6736(21)01594-4
http://doi.org/10.1182/blood.2021014232
http://doi.org/10.1002/ajh.26385
http://www.ncbi.nlm.nih.gov/pubmed/34695229
http://doi.org/10.1016/S0140-6736(21)00628-0
http://doi.org/10.1056/NEJMoa2108891
http://www.ncbi.nlm.nih.gov/pubmed/34289274
http://doi.org/10.3389/fpubh.2022.940956
http://www.ncbi.nlm.nih.gov/pubmed/35910897
http://doi.org/10.1001/jamaoncol.2022.0446
http://www.ncbi.nlm.nih.gov/pubmed/35271706
http://doi.org/10.15585/mmwr.mm7104a2
http://doi.org/10.1016/S2352-3026(21)00274-X
http://doi.org/10.1182/blood.2021014085
http://doi.org/10.1038/s41467-022-28578-0
http://doi.org/10.1016/S1470-2045(21)00213-8
http://doi.org/10.1136/annrheumdis-2021-220756
http://www.ncbi.nlm.nih.gov/pubmed/34272253

Biomedicines 2022, 10, 2892 11 of 11

53. Mrak, D.; Tobudic, S.; Koblischke, M.; Graninger, M.; Radner, H.; Sieghart, D.; Hofer, P.; Perkmann, T.; Haslacher, H.;
Thalhammer, R.; et al. SARS-CoV-2 vaccination in rituximab-treated patients: B cells promote humoral immune responses
in the presence of T-cell-mediated immunity. Ann. Rheum. Dis. 2021, 80, 1345-1350. [CrossRef] [PubMed]

54. Marasco, V.; Carniti, C.; Guidetti, A.; Farina, L.; Magni, M.; Miceli, R.; Calabretta, L.; Verderio, P; Ljevar, S.; Serpenti, F; et al.
T-cell immune response after mRNA SARS-CoV-2 vaccines is frequently detected also in the absence of seroconversion in patients
with lymphoid malignancies. Br. . Haematol. 2022, 196, 548-558. [CrossRef] [PubMed]

55. Rogers, T.E; Zhao, F.; Huang, D.; Beutler, N.; Burns, A.; He, W.; Limbo, O.; Smith, C.; Song, G.; Woehl, ].; et al. Isolation of potent
SARS-CoV-2 neutralizing antibodies and protection from disease in a small animal model. Science 2020, 369, 956-963. [CrossRef]
[PubMed]


http://doi.org/10.1136/annrheumdis-2021-220781
http://www.ncbi.nlm.nih.gov/pubmed/34285048
http://doi.org/10.1111/bjh.17877
http://www.ncbi.nlm.nih.gov/pubmed/34649298
http://doi.org/10.1126/science.abc7520
http://www.ncbi.nlm.nih.gov/pubmed/32540903

	Introduction 
	Materials and Methods 
	Results 
	Discussion 
	References

