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confirmed using molecular methods. The clinical presentation and the diagnosis are unique

and contrast with the cases described in the literature in immunocompromised patients.

Case report

A 67-year-old woman was hospitalized in the internal medicine department of the University
Hospital of Clermont-Ferrand (France) for general asthenia for 4 months, associated with a
weight loss of 5 kilograms, a fluctuating biological inflammatory syndrome (C-reactive pro-
tein oscillating between 50 and 150 mg/L) and progressive bi-cytopenia (hemoglobin from
129¢g/L to 82g/L despite erythropoietin therapy and thrombocytopenia of 200G/1 to 80 G/1).
Her medical history included a refractory phenotype B follicular lymphoma evolving for four
years, at stage IV according to Ann Arbor classification. Diagnosis was initially performed on
a cervical lymph node showing a follicular lymphoid proliferation (CD20, BCL2, BCL 6, CD
10 positive; cyclin D1 expression negative). The fluorescent in situ hybridization (FISH) for t
(14;18) (q32; g21) translocation was positive. She had successively benefited several lines of
chemotherapy (6 cycles of R-CHOP, 4 cycles of R-DHAC, 6 cycles of Obinituzumab-
Bendamustine, 5 cycles of Revlimid-Rituximab and ultimately Idelalisib) and CAR-T cell
therapy was considered.

On admission, the body temperature was 38.4°C and blood pressure 108/62 mmHg. She pre-
sented with irregular tachycardia at 106 beats per minute and numerous supra-centimetric
cervical, supra-clavicular and inguinal enlarged lymph nodes without splenomegaly. At ad-
mission, the biological tests showed hyperleukocytosis (white blood cells 13.000/uL), an in-
flammatory syndrome (CRP 143mg/L), bi-cytopenia (hemoglobin 7.2 g/dL. and thrombocyto-
penia, 47g/L) and severe hypogammaglobulinemia at 1.5g/dL. Compared to the one per-

formed six months before, the 18F fluorodeoxyglucose positron emission tomogra-
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phy/computed tomography (18F — FDG PET.CT) showed a global regression of the previous-
ly known mediastinal and subdiaphragmatic lymph node hypermetabolism but new hyperme-
tabolism of right supraclavicular lymph nodes. We suspected a transformation of her lym-
phoma into high-grade lymphoma, but histological examination of a cervical lymph node did
not reveal any evidence of transformation and a bone marrow biopsy ruled out the presence of
lymphomatous cells.

Finally, the diagnosis of borreliosis was suspected by the presence of spiral-shaped bacteria
on a routine blood smear (Figure 1). However, serology for Lyme disease was negative using
the enzyme-linked immunosorbent assay Borrelia spp (LIAISON, DiaSorin, Salluggia, Italy)
and Western Blot Lymecheck optima assay (Biosynex, Illkirch-Graffenstaden, France). Pol-
ymerase chain reaction (PCR) was performed following DNA extraction from the blood using
the EZ1 DNA Tissue kit and an EZ1 XL automaton (Qiagen, Courtabeuf, France). The previ-
ously described pan-Borrelia real-time PCR assay targeting the 16STRNA gene was positive
(Socolovschi et al., 2012). Sequencing of the PCR produced a sequence exhibiting a 99.4%
sequence identity with Borrelia garinii (deposited in GenBank under Accesion number
MZ329768.1). This identification was confirmed by amplifying and sequencing the 16S-23S
rRNA spacer (99.8% identity) as previously described (Mediannikov et al., 2013; Prudent et
al., 2018). Other PCR for tick-borne pathogens including Babesia, Bartonella, Anaplasma,
Erhlichia and, Rickettsia were negative. Subsequently, other specimens were tested by gPCR
for Borrelia. The bone marrow biopsy was weakly positive, and the cervical lymph node bi-
opsy was negative.

The patient was treated with doxycycline 200 mg once daily for 28 days and dramatically
improved. Spirochetes disappeared from blood smears, C-reactive protein level and blood cell
count were within the normal range on day 7 of treatment. Nonetheless, lymphadenopathies

remained unchanged six monthes after treatment.
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Discussion

Borrelia garinii belongs to the group of Borrelia burgdorferi sensu lato (Baranton et al.,
1992). It is one of the two predominant Lyme disease-causing species in Europe (Strnad et
al., 2017). The patient did not report any tick bites but lived in a rural area near a forest in
central France where Lyme disease is endemic.

This case presents two unusual aspects. First, the patient developed an original clinical
presentation mimicking high-grade lymphoma transformation whereas Borrelia garinii
infection usually presents as a classical Lyme disease with a neurological tropism (Steere et
al., 2016; Strle and Stanek, 2009). In litterature, immunocompromised patients present more
disseminated erythema migrans with multiple lesions or extra-cutaneous manifestation
(Maraspin et al., 2019, 2006). Neuroborreliosis is difficult to diagnose in these patients,
especially those receiving rituximab; indeed, serology is often negative due to their
hypogammaglobulinemia: PCR is then crucial for the diagnosis (Harrer et al., 2007; van Dop
et al., 2013; Wagemakers et al., 2018).

The second characteristic of this case is, unlike Tick-borne Relapsing Fever Borrelia species,
spirochete visualization on blood smears is very rare for members of the Borrelia burgdorferi
complex (except for Borrelia mayonii), which testifies to the intensity of the bacterial load in
this patient, estimated at 4 bacteria per 1000 erythrocytes (Jakab et al., 2022; Pritt et al.,
2016). Borrelia garinii can nevertheless be isolated in blood culture (in ~1% of cases) and
particulary in patients treated with Rituximab (Maraspin et al., 2019). The patient's
immunosuppressed status may have favoured a high-grade bacteremia and the spread of the
infection. In addition, the identification of the Borrelia on a bone marrow biopsy may explain

the cytopenias.
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It is difficult to date the infection, but the role of B. garinii in the genesis or as a trigger for
the recurrence or aggravation of lymphoma cannot be excluded (Melenotte et al., 2020;

Schollkopf et al., 2008).
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Figure legend

Figure 1: Patient blood smear showing spirochetes








