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ABSTRACT

Article type:
Case report

Vaccination against coronavirus disease 2019 (COVID-19) started in early
December 2020 worldwide, and healthcare workers in Japan were vaccinated in
February 2021. We encountered three patients who underwent 18Ffluorodeoxyglucose (FDG) positron emission tomography/computed tomography
(PET/CT) for cancer screening at our institution, showing FDG uptakes in the
axillary lymph nodes, which seemed to be reactive changes. Two of them were
males in their 40s and one was a female in her 50s; all of them were healthcare
workers. The medical history revealed that they received the Pfizer-BioNTech
COVID-19 vaccination twice at their left shoulders before the FDG PET/CT
examination. The degree of FDG uptakes were maximum standardized uptake
value (SUVmax)=3.2–9.9, SUVmax=5.9–10.3, and SUVmax=2.8–7.9, respectively. They
were diagnosed with reactive lymph nodes because of vaccination owing to the
absence of abnormal FDG PET/CT findings at other sites. As COVID-19 vaccination
becomes more widespread in Japan, radiologists should be aware of these findings
to avoid misdiagnosis of FDG uptakes in pathological lymph nodes and to prevent
unnecessary additional examinations. Recently, similar FDG PET/CT findings have
been reported after receiving the COVID-19 vaccination, and we will report it with
a literature review.
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Introduction
The coronavirus disease 2019 (COVID-19) has
been reported since the end of 2019 and quickly
spread worldwide, causing a pandemic.
Vaccination against COVID-19 has been
performed in various countries, starting in the
UK at the end of 2020, and vaccination of
healthcare workers in Japan started in February
2021. At this time, 18F-fluorodeoxyglucose
(FDG) uptakes in reactive lymph nodes were
observed in patients who underwent positron
emission tomography/computed tomography
(PET/CT) after the COVID-19 vaccination.
When the vaccination history is unclear, such
an FDG uptake may be difficult to distinguish
from the FDG uptake in diseased lymph nodes.
Vaccination is expected to expand further in the
future, and many similar cases likely occur. To

avoid unnecessary imaging studies, we will
describe our experience.
Case Report
Case 1
A 40-year-old male healthcare worker of our
hospital had received the second dose of COVID19 vaccine in the left deltoid muscle 6 days
earlier and had no specific medical history. The
patient was aware of pain at the injection site
and had no other adverse reactions to the
vaccine. FDG PET/CT was performed for cancer
screening. The imaging findings revealed
multiple FDG uptakes in six left axillary lymph
nodes from levels 1 to 3 (maximum
standardized uptake value [SUVmax]=3.2–9.9).
The levels of the axillary lymph nodes are based
on the 8th edition of the UICC TNM Classification (1).
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Three lymph nodes with a maximum short axis
of >10 mm were found (up to 12 mm) (Figure 1).

Figure 1. A 40-year-old male, FDG PET/CT (MIP: maximum
intensity projection) showed multiple FDG uptakes in six left
axillary lymph nodes from levels 1 to 3 (SUVmax=3.2–9.9). Axial CT
and FDG PET/CT show the largest lymph node with the minimum
diameter of >10 mm (arrow, short axis: 12 mm, SUVmax=9.9)

Case 2
A 49-year-old male healthcare worker of our
hospital being treated for juvenile hypertension, obesity, and glucose intolerance (blood
glucose levels are controlled by diet alone) had
received a second dose of COVID-19 vaccine in
his left deltoid 3 days earlier. He was aware of

pain at the injection site and had no other
adverse reactions to the vaccine. FDG PET/CT
was performed for cancer screening. FDG
uptake was found in 12 left axillary lymph
nodes from level 1 to 3 (SUVmax=5.9–10.3). No
lymph nodes with the maximum short axis of
>10 mm were found (up to 6 mm) (Figure 2).

Figure 2. A 49-year-old male, FDG PET/CT (MIP) showed
multiple FDG uptakes in 12 left axillary lymph nodes from
levels 1 to 3 (SUVmax=5.9–10.3). Axial CT and FDG PET/CT
showed the lymph nodes that were the largest in this case
(arrow, short axis: 6 mm, SUVmax=10.3)

Case 3
A 55-year-old female healthcare worker from
another hospital had received a second dose of
COVID-19 vaccine in her left deltoid 12 days
earlier. The patient experienced pain at the
injection site and a fever of 38℃. No other
adverse reactions related to the vaccine were
observed. FDG PET/CT was performed for
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cancer screening. The patient had no relevant
medical history (including breast cancer).
However, FDG uptake was found in eight left
axillary lymph nodes from levels 1 to 2
(SUVmax=2.8–7.9). A lymph node with a
maximum short axis of >10 mm was found
(Up to 11 mm) (Figure 3).
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Figure 3. A 55-year-old female, FDG PET/CT (MIP) showed
multiple FDG uptakes in eight left axillary lymph nodes from levels
1 to 3 (SUVmax=2.8–7.9). Axial CT and FDG PET/CT showed the
largest of the lymph nodes with the minimum diameter of >10 mm
(arrow, short axis: 11 mm, SUVmax=7.9)

In all patients, no significant FDG uptake was
observed at other sites, and we conclude that
FDG uptake in the lymph nodes is associated
with COVID-19 vaccination. We determined that

no additional testing was needed in all three
patients.
The characteristics of each patient are
summarized in Table 1.

Table 1. Patient characteristics
Case 1
Sex
Male
Age
40
Interval between vaccination and PET/CT
6 days
Level of axillary enlarged LNs
1 to 3
Maximum short-axis diameter of enlarged LN
12 mm
Number of LNs with >10 mm in the short axis
3
SUVmax of LNs
3.2–9.9
Number of FDG-avid LNs
6
Abbreviations: LN, lymph node; SUVmax, the maximum of standardized uptake values

Discussion
COVID-19 is pneumonia caused by severe acute
respiratory syndrome coronavirus 2 (SARS-CoV2), which started to spread around December
2019 and caused a pandemic. Vaccination for the
newly developed COVID-19 began in the USA and
Europe in early December 2020. In Japan,
vaccination with Pfizer-BioNTech COVID-19
vaccine was started for healthcare workers in
February 2021.
Adverse effects of the COVID-19 vaccines
include enlargement of axillary, supraclavicular,
and cervical lymph nodes ipsilateral to the
triangular vaccination (2, 3). The distribution of
lymphadenopathy has also been reported with
seasonal influenza, H1N1 influenza A (4-6), and
other vaccines. Inoculation of the deltoid muscle
with COVID-19 results in clinically palpable
ipsilateral axillary lymphadenopathy in at least
15% of patients after the second inoculation (7).
Cohen et al. (8) reported that in patients who
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Case 2
Male
49
3 days
1 to 3
6 mm
0
5.9–10.3
12

Case 3
Female
55
12 days
1 to 2
11 mm
1
2.8–7.9
8

underwent FDG PET after the COVID-19
vaccination in Israel, 45.8% who received the
second dose had vaccine-associated hypermetabolic lymphadenopathy (VAHL) in the
axillary or supraclavicular lymph node ipsilateral
at the vaccination site. In the group that received
two doses of the vaccine, the percentage of VAHL
in axillary lymph nodes was 99.4%, 43.4%, and
13.2% for levels 1, 2, and 3, respectively. In the
group, PET/CT demon-strated VAHL with SUVmax
of 2.76 (range 1.97–4.29). In three patients we
managed, two had enlarged axillary lymph nodes
at level 3 and one had enlarged axillary lymph
nodes at level 2. No enlargement of the
supraclavicular or cervical lymph nodes was
noted. The SUVmax indicated by PET/CT was 3.2–
9.9, 5.9–10.3, and 2.8–7.9, respectively, which
were higher than those reported above. This may
reflect changes due to differences in the
equipment used. The size of VAHL has been
reported to be up to 13 mm on the short axis (7),
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and the size in this patient showed the same
degree of enlargement.
Eifer et al. (9) have reported that the incidence
of VAHL after COVID-19 vaccination was
significantly lower in immunocompromisedand
elderly patients. Other reports have also
observed a reduced induced immune response
to the COVID-19 vaccine in immunocompromised patients (10, 11). COVID-19
vaccine is a novel mRNA-based vaccine that
induces a pronounced germinal center (GC)
response in the lymph nodes that respond to the
mRNA vaccine. Moreover, the GC response has
been found to play an important role in humoral
responses (12, 13). Dan Cohen et al. (14) have
found that the incidence of VAHL was
significantly lower in a group of patients treated
with anti-CD20 antibodies and reported that
VAHL may reflect B-cell proliferation in GCs at
the early stages of humoral response to
vaccination. Although all three patients were
middle-aged and had normal immune status,
lymph node uptakes after COVID-19 vaccination
should be carefully interpreted in patients with
compromised immunity, such as those
undergoing chemotherapy.
Currently, there are no established practice
guidelines or certain opinions on the timing of
FDG PET imaging after vaccination. Experiences
with influenza and other vaccinations
performed to date indicate that vaccine-related
lymph node FDG uptake generally occurs within
7 days of vaccination and subsides by 12–14
days (4-6). The FDG uptake in VAHL after
COVID-19 vaccination has been reportedly
lower in the first 5 days or 3 weeks after the first
vaccination and after 20 days after the booster
vaccination (8). In our patients, FDG PET
performed 12 days after the second vaccination
showed FDG uptake in VAHL, which is
consistent with their report.
There is no consensus on the need for followup on FDG uptake in lymph nodes after COVID19 vaccination. Previous reports (15) have
suggested that if FDG uptake in the lymph nodes
is not an intrinsic disease or metastasis and is
considered to be a finding of vaccination based
on clinical judgment, no further follow-up is
necessary. In our patients, no metastasis or
other pathological enlargements of the lymph
nodes were observed, and thereby, no further
examination was required. When FDG uptake in
the lymph nodes indicates the possibility of
malignancy or metastasis, lymph node
morphology should be evaluated if clinically
significant (e.g., impact on staging). If morbid
progression is positively suspected, reevaluation with ultrasound (US) or CT within 2–
6 weeks and US-guided biopsy should be
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suggested
if
abnormal
lymph
nodes
remain(15,17).
In this report, we encountered three patients
with FDG uptake in the axillary lymph nodes
due to the COVID-19 vaccination. It is expected
that similar cases will increase in Japan in the
future. Some of the lymph nodes with FDG
uptake had a short axis of >10 mm, and thus, the
COVID-19 vaccination history should be
confirmed to differentiate them from
pathological lymph node enlargement.

References
1.
2.

3.

4.

5.

6.

7.

8.

9.

Brierley JD, Gospodarowicz MK, Wittekind
C: TNM classification of malignant tumours,
8th ed. Chichester: John Wiley & Sons; 2017.
Local reactions, systemic reactions, adverse
events, and serious adverse events:
Moderna COVID-19 vaccine. Centers for
Disease Control and Prevention. https://
www.cdc.gov/ vaccines/ covid-19/ info-byproduct/moderna/reactogenicity.html.
Accessed 11 Feb 2021.
Baden LR, El Sahly HM, Essink B, Kotloff K,
Frey S, Novak R, et al. Efficacy and safety of
the mRNA-1273 SARS-CoV-2 vaccine. N
Engl J Med. 2021; 384(5):403-416
Shirone N, Shinkai T, Yamane T, Uto F,
Yoshimura H, Tamai H, et al. Axillary lymph
node accumulation on FDG-PET/CT after
influenza vaccination. Ann Nucl Med. 2012;
26(3):248-252.
Panagiotidis E, Exarhos D, Housiana- kou I,
Bournazos A, Datseris I. FDG uptake in
axillary lymph nodes after vaccination
against pandemic (H1N1). Eur Radiol.
2010; 20(5):1251-1253.
Burger IA, Husmann L, Hany TF, Schmid DT,
Schaefer NG. Incidence and intensity of F18 FDG uptake after vaccination with H1N1
vaccine. Clin Nucl Med. 2011; 36(10):848-853.
Lehman CD, D’Alessandro HA, Mendoza DP,
Succi MD, Kambadakone A, Lamb LR.
Unilateral lymphadenopathy after COVID19 vaccination: A practical management
plan for radiologists across specialties. J Am
Coll Radiol. 2021; 18(6):843-852.
Cohen D, Krauthammer SH, Wolf I, EvenSapir E. Hypermetabolic lymphadenopathy
following administration of BNT162b2
mRNA Covid-19 vaccine: Incidence
assessed by [18F] FDG PET-CT and
relevance to study inter-pretation. Eur J
Nucl Med Mol Imaging. 202148(6):1854-1563.
Eifer M, Tau N, Alhoubani Y, Kanana N,
Domachevsky L, Shams J, et al. Covid-19
mRNA vaccination: Age and immune status
and its association with axillary lymph node
PET/CT uptake. J Nucl Med. 2021: jnumed.

145

Chikasue T et al

121.262194.
10. Boyarsky BJ, Werbel WA, Avery RK, Tobian
AAR, Massie AB, Segev DL, et al.
Immunogenicity of a single dose of SARSCoV2 messenger RNA vaccine in solid organ
transplant
recipients.
JAMA. 2021;
325(17):1784-1786.
11. Monin-Aldama L, Laing AG, Munoz-Ruiz M,
McKenzie DR, del Barrio ID, Alaguthurai T,
et al. Interim results of the safety and
immune-efficacy of 1 versus 2 doses of
COVID-19 vaccine BNT162b2 for cancer
patients in the context of the UK vaccine
priority guidelines. medRxiv. March 17, 2021.
12. Lederer K, Castaño D, Atria DG, Oguin III TH,
Wang S, Manzoni TB, et al. SARS-CoV-2
mRNA vaccines foster potent antigenspecific germinal center responses
associated with neutralizing antibody
generation. Immunity. 2020; 53(6):1281-1295.

146

Reactive lymph nodes due to vaccination

13. Turner JS, O’Halloran JA, Kalaidina E, Kim
W, Schmitz AJ, Zhou JQ, et al. SARS-CoV-2
mRNA vaccines induce a robust germinal
centre reaction in humans. Res Square.
2021:1-8.
14. Cohen D, Krauthammer SH, Cohen YC, Perry
C, Avivi I, Herishanu Y, et al. Correlation
between BNT162b2 mRNA Covid-19
vaccine-associated
hypermetabolic
lymphadenopathy and humoral immunity
in patients with hematologic malignancy.
Eur J Nucl Med Mol Imaging 2021;
48(11):3540-3549.
15. McIntosh LJ, Bankier AA, Vijayaraghavan
GR, Licho R, Rosen MP. COVID-19
vaccination-related uptake on FDG PET/CT:
An emerging dilemma and suggestions for
management. AJR Am J Roentgenol 2021;
217(4):975-983.

Asia Ocean J Nucl Med Biol. 2022; 10(2):142-146

