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SARS-CoV-2-neutralizing antibody treatment in patients with COVID-19
and immunodeficiency due to B-cell non-Hodgkin lymphoma
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The adaptive humoral immune response to SARS-CoV-2 plays a critical role in establishing protective
immunity after infection or vaccination.' Viral clearance and immunological control seems to be affected
in patients with humoral deficiency, which can present with persistent viral shedding and prolonged
COVID-19.*8 Impaired adaptive immunity related to dysfunctional or depleted B cells and hypogamma-
globulinemia is a common feature in B-cell-related malignancies, such as B-cell non-Hodgkin lymphomas
(B-NHLs).®'2 Because of the inability to produce a sufficient amount of SARS-CoV-2-neutralizing anti-
bodies, those patients are at risk of prolonged COVID-19”® and vaccination failure.'®'* Passive immuni-
zation with SARS-CoV-2—-neutralizing monoclonal antibodies (nmAbs) demonstrated beneficial effects on
mortality, clinical course, and viral load in immunocompetent unvaccinated patients with mild disease
who were treated early,'®"” before endogenous IgG production (IgG seronegative).'® These trials did
not focus on patients with immunosuppression or cancer. However, the results suggest that induction of
humoral immune response several days after symptom onset marks a critical barrier for treatment effi-
cacy. Thus, passive immunization with mAbs may be a rational treatment approach for patients who do
not produce sufficient amounts of endogenous neutralizing antibodies after vaccination or infection, irre-
spective of symptom duration. Herein, we give a detailed description of hospitalized patients with
COVID-19 who had impaired humoral immunity to underlying B-NHL and were successfully treated with
nmAbs in the context of an individual healing attempt. Patients gave written informed consent for scien-
tific evaluation. The study was approved by the local ethics committee of the University Hospital of
Cologne.

From June through October 2021, 6 consecutive patients (A-F; median age, 59.5 years; range, 39-78)
were enrolled in our study (Table 1; see supplemental Methods for a description of the process). All
patients had known hypogammaglobulinemia, 5 had received B-cell-depleting therapy, and 4 had
received regular prophylactic intravenous or subcutaneous immunoglobulin substitutions. All patients had
detectable viremia and symptomatic SARS-CoV-2 infection (World Health Organization progression
score, 4-6) with fever, myalgia, and malaise. Respiratory symptoms and radiologic signs of pulmonary
manifestation were detectable; however, none of the patients required mechanical ventilation throughout
the observation period.

Two unvaccinated patients (A and B) presented with COVID-19 persisting over more than 3 months,
including constant viral shedding (the first positive polymerase chain reactions [PCRs] were 86 and 63
days, respectively, before nmAb treatment), viremia, recurrent fever episodes, and respiratory symptoms.
Despite prolonged disease, both patients had nondetectable SARS-CoV-2-specific IgG. Patient A was
receiving anti-CD20 maintenance therapy with obinutuzumab for follicular lymphoma. The initial detection
of SARS-CoV-2 occurred during contact tracing in April 2021. Four weeks later, the patient developed
symptomatic disease and presented at a secondary referral hospital. Despite treatment with anti-infective
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The full-text version of this article contains a data supplement.

© 2022 by The American Society of Hematology. Licensed under Creative
Commons Attribution-NonCommercial-NoDerivatives 4.0 International (CC BY-NC-
ND 4.0), permitting only noncommercial, nonderivative use with attribution. All other
rights reserved.

8 MARCH 2022 - VOLUME 6, NUMBER 5


mailto:jan.rybniker@uk-koeln.de
mailto:jan.rybniker@uk-koeln.de
https://creativecommons.org/licenses/by-nc-nd/4.0/legalcode
https://creativecommons.org/licenses/by-nc-nd/4.0/legalcode
https://creativecommons.org/licenses/by-nc-nd/4.0/legalcode

-yBiy ‘euoseyrowexsp ‘qyHQ ‘elwaxns| onkooydwA| oluoiyo ‘179 euosiupaid ‘sunsuouln ‘uoigniounepAxoipAy ‘epiweydsoydojoho ‘qOHD :ueleydjew ‘suiqereiko ‘episodoie {(NNOG) dunsnuued ‘|Ny3g ‘siun Apoquue Buipuig ‘nyg

‘(O Jo [°0tqy] uonnpip Aonqiyur 9,001) Anaioe Buizifesinau Jood paresisuowsp (INA) 191 UONEZIeIINau ShiIA oAl 4

qu/Nvg 1°L> ‘seipoqiue aAleBau :anea aousaiaey}

‘uoinyiisgns ulngojBounuwiwi snosueINOgNS ‘HINS ‘uoliniisgns uingojBounwiwi snouaAeul ‘OIAI,
‘qewIxniu ‘Y pue ‘qewnzninuigo ‘Q ‘uireldijexo ‘auigepowsb ‘xQwar) ‘uidigniounepAxoipAy ‘epiweydsoydojoho ‘aunsuoula ‘euosiupaid ‘episodole HOOJT ‘ewoydwd| j90-g obie| esnyip “10g1Q ‘une|dsio ‘euiqeseifo asop

9 =N

ewoydwiA| jo juswyeal}

10} uoneziendsoy Bulobup

GEL
14

FETEN

w/nva g8
(€) ¢aC9LINg
S9S0p oM

LS

(luawiyeal} buioBuo)

oL
6G1
14

eoudsAp
‘anBiye} ‘1ona4

€l
cl

JoniebaN

(v) ceerazy
S9S0p oM

«(DIN)Y'S

cl
9€
<]

ybnoo Aip
‘anBiye} ‘1ona4

LL
g

JonebaN

() Tac9LINg
S9S0p oM

«(O109)7's

9LLL

ybnoo ‘anbiye; ‘1ona4
€l
9g

Flw/nva vev

() c9g9LINgG
asop suQ

«(DIN)E'8

9gel

ybnoo ‘1ona4
€9~
€9

JaneBaN
pajeurooeA 10N
8¢

(uoissiwpe alojoq W g)
Wv3g @sop ybiH

L9G1

eaudsAp ‘Jona4
96~
98

JonebaN

pajeulooeA JoN

«OINY'T

p ‘luswiess) qywu Joye Aejs [endsoy jo yibua
qw Jad saidoo‘elwalIA g-A0D-SHYS
(1saybiy) e100s uoissaiboid QHA

swoldwis 61-AINOD
p ‘Juswieas} qywu o} }osuo woldwAs woly awij
P ‘Juswiess) qywu 0} ¥YOd dAHsod isily wouy swi|
9s1nod [ed1ul|d
snjejsoses HB| g-A\0D-SUVS
(esop 1se| 92UIS syjuow)
Snjejs uoljeuidoea 6 L-AINOD

(91-£ ‘eBuel [ewlou) /6
‘elwaul|ngo|bewwer)

HOOd3-d (Juswyeas; Buiobuo) qewixniu+dvyHd (uswieas; buiobuo)
XQWan-y (uswyeas; Buiobuo (oBe £ § swieal) ise|) auisnwepuaq + ouow gewixniy aouBUSUEW
dOHD-Y ‘Xe|001aUaN) ouow gewixniy qewnzninuigO dOHD-H qewnzninuiqo + dOHD-O (1sed pue aanoe) Adesayy Buneidep |jo0-g
sonsudeIRYd |eseg
1091d 110 payoadsun 4e|noljjo4 4e|noljjo4 Je|noljjo4 THN-g Jo adA|
oewa EIEN oewa BN oleN o\ Xag
6¢ €9 8. €9 9g 8Y £ ‘oby
d juaned 3 juaied a juanjed J juaied g juaied V juaned

ain|iey audeA 61-QINOD Paulap Ajjesibojoies

uonadul Z-A0-SUV'S JUDLINDBI 10 Jud)SISIad

sanpsuadeIeyd Juaned [enpiAlpu] 'L 3jqel

1581

RESEARCH LETTER

L b]OOd advances s marcH 2022 - VOLUME 6, NUMBER 5



40

38

Body temperature (°C)

36

-2 -1 0 1 2 3 4 5
Treatment day

(@)

109 A
108 -
107
106 -

/ml)

!I)105-

opie;

S104 4
108 A
102 4

Viral load in upper respiratory samples

ND A

1
Posttreatment FU
(d1tob)

1
Pretreatment
(d-2to00)

250 A

: NMAB

200 A

150 A

CRP (mg/L)

100 A

50 A

Treatment day

O

1600 -
800 A
400 A
200 A
100 A

50 A
25 A1

SARS-CoV-2 viremia (copies/mL)

ND 4

Posttreatment FU
(d1to5)

Pretreatment
(d—-2to0)

Figure 1. Evolution of maximum daily body temperature, CRP, and SARS-CoV-2 viral load, before and after treatment with nmAbs. Evolution of temperature
(A) and C-reactive protein (B) in each patient from 2 days before (day —2) to 5 days after (day 5) nmAb treatment (day 0). SARS-CoV-2 RNA was determined by

quantitative RT-PCR, and cycle threshold values were translated to viral concentrations based on the respective PCR core standards. Viral loads obtained from respiratory

tract specimens (C) and blood (D) before and after nmAb treatment are presented cumulatively and represent samples that were taken from 2 days before until midday at

the day of nmAb treatment (pre-treatment) or from days 1 to 5 after treatment (post-treatment). If several samples were taken during these time periods the median from all

available assessments is shown for each patient. Patient F is not included in panel C, as only samples obtained from BAL were positive and no subsequent assessments

were performed. CRP, C-reactive protein; FU, follow-up; ND, not detected.

agents and dexamethasone, he showed progressive respiratory dis-
tress and was transferred to our intensive care unit for high-flow oxy-
gen therapy where the respiratory situation stabilized during the
following days. Although respiratory improvement was achieved, we
observed recurrent fever episodes with persistent viral shedding
and viremia so that treatment with nmAbs was initiated.

Patient B had a history of progressive follicular lymphoma and had
received several regimens of immunochemotherapy, including the
anti-CD20 antibodies obinutuzumab and rituximab, during the
past years. In April, he was treated with high-dose chemotherapy
(BEAM) and subsequent autologous stem cell transplantation. After
the first positive SARS-CoV-2 PCR in August, he had recurrent
fever episodes and a dry cough when he presented at the emer-
gency room in late September. Based on a nondetectable SARS-
CoV-2-specific IgG, despite prolonged infection and SARS-CoV-2
viremia, he was treated with nmAbs on the day after admission.

Patient C presented with the third episode of COVID-19, despite
vaccination with 1 dose of BNT162b2 mRNA vaccine after the
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second episode and 3 months before the current episode. Remark-
ably, this patient had an IgG of 434 binding antibody units/mL upon
admission, but the serum showed extremely low neutralization activ-
ity in a live SARS-CoV-2 virus neutralization test measuring a 100%
inhibitory dilution of only 10. We hypothesized that the endogenous
IgG antibodies were dysfunctional and had no neutralizing activity
because of impaired B-cell function, and we subsequently treated
the patient with nmAbs.

Three patients (D, E, and F) had serologically defined vaccination
failure. Patients D and E, who had low-grade B-NHL and chronic
lymphocytic lymphoma (both stable), respectively, were seronegative
and presented with COVID-19 pneumonia and fever, despite having
received a full course of vaccination 2 to 4 months earlier. The diag-
nostic approach and clinical course of patient F is of particular
interest, as diagnosis required sampling the lower respiratory tract
by bronchoalveolar lavage (BAL) and SARS-CoV-2 PCR from
whole blood. In 2020, patient F was diagnosed with diffuse large
B-cell lymphoma at the age of 38. After the initial chemotherapy
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resulted in a partial response, she underwent autologous stem cell
transplantation in February 2021. Further disease progression led to
additional treatment attempts in April and September 2021.
COVID-19 vaccination was performed in May and July with
BNT162b2 mRNA vaccine. In October, she was readmitted for con-
ditioning chemotherapy and chimeric antigen receptor (CAR) T-cell
immunotherapy for refractory diffuse large B-cell lymphoma. Despite
full vaccination, she had an insufficient SARS-CoV-2 IgG titer (8.2
B binding antibody units/mL). Based on fever, elevated C-reactive
protein levels, and progressive pulmonary ground-glass opacities
visible on computed tomography, a BAL and additional diagnostics
for viral and bacterial pathogens were performed (supplemental Fig-
ure 1). SARS-CoV-2 RNA was detected in the BAL (2 X 10° cop-
ies per mL) and blood (735 copies per mL) samples. Remarkably, a
total of 4 oropharyngeal or nasopharyngeal swabs taken during
admission including the initial screening assessment remained nega-
tive (supplemental Figure 1). No other pathogens were detected in
blood or BAL samples.

All patients were treated with 1 intravenous 1200-mg dose each of
casirivimab and imdevimab. After infusion, we observed a rapid and
significant clinical improvement during the following days. Fever
abated within the first 48 hours, and the C-reactive protein level
improved rapidly from the second day after treatment of those with
marked elevation >50 mg/L (4 of 6 patients; Figure 1). Respiratory
viral loads decreased from a median of 450 X 102 copies per milili-
ter before treatment (day —2 to 0) to 1 X 10° copies per milliliter in
the posttreatment phase (days 1-5). Measurable viremia was pre-
sent in all patients. In patients with data available (4 of 6), viremia
had resolved in posttreatment or follow-up assessments after
nmAb treatment (Figure 1). Five of 6 patients were discharged
from the hospital within 8 to 12 days after treatment. Patient F
received CAR T-cell immunotherapy 7 days after nmAb treatment,
which led to control of COVID-19-associated symptoms and viral
clearance from the blood (supplemental Figure 1). No other
COVID-19-associated treatments were administered concomitantly
with the nmAbs. At follow-up assessments within a period of 2
months of discharge, sustained cure of COVID-19 was confirmed in
all patients, with an absence of the related symptoms. Negative
SARS-CoV-2 reverse transcription-PCR (RT-PCR) of upper respira-
tory tract samples were available from 5 of the 6 patients at the
follow-up assessment.

In conclusion, our series of 6 patients with COVID-19 who had
B-NHL illustrates a poor humoral immune response to SARS-CoV-2
vaccination and infection that results in persistent viral shedding,
viremia, and symptomatic disease. We also found that measurable
SARS-CoV-2-specific IgG does not inevitably translate into equiva-
lent neutralizing activity. The observation that patients can present
with SARS-CoV-2 pneumonia and viremia while having negative
RT-PCR results from nasopharyngeal swabs should be further
investigated, as it may have implications for the diagnostic approach
in immunocompromised patients. Our data suggest that testing for
the neutralizing capacity of SARS-CoV-2—specific IgG (if detect-
able) and SARS-CoV-2 RT-PCR performed on whole-blood sam-
ples can be a rational addition to the diagnostic workup of patients
with COVID-19 who have underlying B-NHL. Most important, we
observed favorable and rapid treatment responses to nmAbs in a
specific group of patients presenting with vaccination failure or
prolonged or recurrent COVID-19 and SARS-CoV-2 viremia related
to humoral deficiency. Thus, nmAbs may provide an attractive
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treatment option for treating patients with COVID-19 who are
unable to mount a humoral immune response after vaccination or
infection, irrespective of the duration of symptoms. Clinical studies
exploiting the full potential of nmAbs for treatment and prophylaxis in
these patients are warranted.
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