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a case report and review of the literature

Barbara Bergmans'#* ®, Gerwin Roks* Eugéne van Puijenbroek®®, Esther de Vries'? and Jean-Luc Murk?’

Abstract

Background Progressive multifocal leukoencephalopathy is a rare but potentially fatal disease caused by infection
of the central nervous system with John Cunningham polyomavirus. Progressive multifocal leukoencephalopathy
mainly occurs in immunocompromised patients, including patients on biological and targeted synthetic therapies,
such as multiple sclerosis and rheumatoid arthritis patients. Early diagnosis of progressive multifocal leukoencepha-
lopathy is crucial for patient survival. We describe a case of progressive multifocal leukoencephalopathy with signifi-
cant diagnostic delay in a rheumatoid arthritis patient using rituximab. Additionally, we give an overview of available
literature on progressive multifocal leukoencephalopathy in rheumatoid arthritis patients using biologicals, focusing
on the diagnostic difficulties and delays, to raise awareness of this adverse event among physicians treating rheuma-
toid arthritis patients with immunosuppressants.

Case presentation A 69-year-old white man of Dutch descent with rheumatoid arthritis treated with rituximab
presented to a neurology outpatient clinic, complaining of difficulties in word-finding and reading without problems
in visual acuity, several weeks after a mild traumatic head injury (patient’s delay). Brain computed tomography-scan
showed two hypodense white-matter lesions, initially considered to be of vascular origin (doctor’s delay). However,
magnetic resonance imaging, performed more than a week later, showed lesions consistent with progressive multifo-
cal leukoencephalopathy. Immunosuppressants were then immediately discontinued. The patient agreed to repeat
magnetic resonance imaging and lumbar puncture. Initial John Cunningham polyomavirus polymerase chain
reaction on cerebrospinal fluid was negative. However, a subsequent lumbar puncture confirmed the diagnosis. The
patient rejected experimental treatment with pembrolizumab and passed away a month after the initial presentation.

Conclusions This case report emphasizes the need for increased awareness and importance of timely recognition
of potential progressive multifocal leukoencephalopathy in rheumatoid arthritis patients using immunosuppressive
therapies. A total of 26 other cases of rheumatoid arthritis patients using biologicals who developed progressive
multifocal leukoencephalopathy were identified from the literature, and we reviewed their cases. Most (24; 92%)
cases occurred during rituximab or TNF-alpha inhibitor use. There was a mean delay of 2.5 months between symp-
tom onset and diagnosis. Information on predisposing risk factors such as lymphopenia was often not reported.
Physicians and patients should be aware of the symptoms of progressive multifocal leukoencephalopathy, as early
diagnosis and immediate withdrawal of immunosuppressants is crucial to improve the chance of survival. This case
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report highlights the importance of awareness in recognizing progressive multifocal leukoencephalopathy symptoms

in nontraditional populations.

Keywords Biological, Case report, Diagnostic delay, Progressive multifocal leukoencephalopathy, Rheumatoid

arthritis

Background

Progressive multifocal leukoencephalopathy (PML)
is a rare, often fatal, demyelinating disease, caused by
infection of the central nervous system with John Cun-
ningham polyomavirus (JCV). JCV leads to lysis of
oligodendrocytes, causing multifocal demyelinating
lesions in the brain [1].

PML almost exclusively occurs in a state of immune
deficiency. Historically, it has mainly affected patients
with specific underlying conditions that cause profound
immunocompromise. Human immunodeficiency virus
(HIV) infection continues to be the most common
predisposing condition among patients with PML [2].
After the introduction of highly active anti-retroviral
therapy (HAART), the incidence in this population has
significantly decreased from 0.7 to 0.07 per 100 cases
per year, with an associated increase in survival rate
(72% at 3 years after diagnosis) [3, 4]. The second most
common underlying condition is lymphoproliferative
disease, with an estimated frequency of 0.07% and a
1-year mortality rate of 39.2% [2, 5]. Though PML is
primarily linked to immunologic treatment or hemat-
opoietic stem cell transplants in this population, it may
also occur in untreated patients. Nowadays, it is recog-
nized that PML can occur in a wide variety of patients
with milder immunosuppression. PML cases have been
described in various classes of immunotherapies [6].
Among those, natalizumab, an alpha 4-integrin antago-
nist used in the treatment of multiple sclerosis, is the
most significant risk factor for the development of
PML, with an overall frequency of 4.14/1,000 patients
[7] and an associated mortality rate of 25-30% [8].
Because of the high incidence of PML in natalizumab-
treated patients, a risk stratification algorithm based on
prior immunosuppressant use, natalizumab treatment
duration and anti-JCV antibodies has been developed
to better manage this population [9, 10]. The anti-CD20
monoclonal rituximab has also been associated with
PML, albeit with a much lower estimated frequency
of 1 in 32,000 cases in all autoinflammatory condi-
tions and 1 in 25,000 cases in rheumatoid arthritis (RA)
patients, specifically [11-13]. For many biologicals,
however, it remains uncertain whether they increase
the risk for PML, because of the frequent concomitant
use of multiple immunosuppressants.

With a yearly incidence of 4 in 10,000 patients, PML
has also been associated with systemic lupus erythema-
tosus (SLE) [14]. It is noteworthy that PML occurs both
in untreated SLE patients and patients on immunosup-
pressive medication, suggesting SLE itself may predis-
pose patients to JCV reactivation [15]. Though rare, PML
without overt immunosuppression has been documented
in several case reports. Due to the small number of cases,
there is still insufficient data on incidence and prognosis
in this population [16]. Despite research on the use of
mirtazapine, mefloquine, and pembrolizumab, no treat-
ment aside from discontinuation of immunosuppressive
medication (or administration of HAART in the case of
HIV infection) has proven effective in treating PML.

Rheumatoid arthritis is an autoinflammatory disease
affecting mainly the small joints of the hands and feet.
It is characterized by hyperinflammation in the synovial
space, leading to permanent disability when untreated.
Treatment of RA usually requires the simultaneous use
of multiple immunosuppressants. Nowadays, a plethora
of biologicals with different targets are available, such
as TNF-alpha inhibitors, interleukin antagonists, and
rituximab. Targeted synthetic therapies in the form of
Janus-kinase (JAK) inhibitors have recently been added
as RA treatment options. This combination of immu-
nosuppressants and the need for long-lasting treatment
make RA patients especially susceptible to opportunistic
infections. Numerous PML cases have been reported in
RA patients using biological treatments, predominantly
rituximab.

As cessation of immunosuppression is the only non-
experimental intervention that is currently available for
PML, timely diagnosis is of pivotal value for patient sur-
vival. Diagnosis of PML, however, begins with awareness
of its symptoms and existence. The aims of this report are
to illustrate and provide an overview of RA patients using
biologicals who developed PML with an emphasis on the
diagnostic difficulties and delays, and to create aware-
ness of this adverse event among physicians treating RA
patients.

Case presentation
A 69-year-old white man of Dutch descent presented to
a neurology outpatient clinic complaining of difficulties
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in word-finding and reading without problems in visual
acuity. The patient first noticed symptoms shortly after a
mild traumatic brain injury following a fall from his bike.
He then assumed the symptoms were secondary to a mild
concussion. When the symptoms progressed, he decided
to consult his family doctor 6 weeks later (patient’s delay).
He was referred for a neurological consultation and
was admitted to the neurological outpatient clinic the
next day with suspected posttraumatic brain injury. His
medical history included rheumatoid arthritis (RA) of
23 years’ duration, for which he had received oral meth-
otrexate (MTX) 22.5 mg weekly and intravenous rituxi-
mab 1000 mg every 6 months for the preceding 3 years,
of which the last dose had been administered 3 months
before the onset of symptoms. Neurological examina-
tion revealed difficulties answering complex questions
and sometimes difficulties following the conversation.
There were signs of ideomotor and kinetic apraxia. His
gait was unsteady, without evident cerebellar dysfunc-
tion. Computed tomography (CT) of the brain showed
two hypodense lesions in the white matter of the left
parieto-occipital lobe. Initially, this was considered to be
of vascular origin, and the patient was referred for mag-
netic resonance imaging (MRI) to further differentiate
the findings. More than a week later (doctor’s delay), the
MRI showed the lesions to be T2 hyper-intense lesions
with a nodular aspect, strongly suggestive of PML. Ritux-
imab and MTX were immediately discontinued, and a
lumbar puncture was performed, which showed no pleo-
cytosis (2 X 10%/L leukocytes) and a negative JCV poly-
merase chain reaction (PCR). CD4 counts were normal
(517 x 10%/L). After being informed of the diagnosis,
the patient agreed to repeat MRI and lumbar puncture.
The second MRI, performed 2 weeks after the first, was
unchanged; however, the JCV PCR of the cerebrospinal
fluid (CSF) was positive, with a viral load of 116 IU/mL.
The patient chose not to undergo experimental treat-
ment with pembrolizumab. His condition worsened rap-
idly with progressive cognitive and motor symptoms, and
he passed away a month after his initial admission to the
neurology outpatient clinic. No autopsy was performed.

Discussion and conclusions

We describe a case of PML with significant diagnostic
delay in a patient with RA who was treated with rituxi-
mab. The patient continued to use MTX until several
weeks after symptom onset, as his symptoms were ini-
tially mistaken for posttraumatic issues by both the
patient and the physician. Only after observing the
characteristic lesions on MRI was immunosuppres-
sion discontinued. Timely diagnosis of PML is of pivotal
value for patient survival, as cessation of immunosup-
pression is currently the only available nonexperimental
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intervention. This case report highlights the importance
of awareness in recognizing PML symptoms in nontradi-
tional populations.

Previously, only patients with hematological malig-
nancies or HIV or patients with MS using natalizumab
were considered at high risk of developing PML. Nowa-
days, with the surging use of biological therapies and a
wide range of indications for these drugs, PML may be
observed in patients that fall outside of this traditional
risk profile. Since the introduction of biological thera-
pies, the incidence of PML has increased; according to
a Swedish study, the incidence went from 0.026/100,000
patient-years in 1988-2010 to 0.11/100,000 patient-years
in 2011-2013 [17]. The increasing use of biological drugs
makes it more likely clinicians will encounter a patient
with PML.

Further complicating a timely diagnosis is the often
insidious start of PML symptoms. Mild confusion and
loss of coordination are common, and patients may trivi-
alize their symptoms for a while or attribute them to
an unrelated event (as in our patient) before contacting
their healthcare provider. Furthermore, diagnosis may be
challenging, with the gold standard for diagnosing PML
being a brain biopsy or a positive JCV PCR of the CSE.
As a brain biopsy is quite invasive, clinicians often rely on
CSF PCR when it comes to providing a definitive diagno-
sis. However, its sensitivity is only moderate, at approxi-
mately 58% [18], as is illustrated by the patient from our
case report, in whom JCV PCR tested positive only the
second time. It is crucial that all healthcare providers
are aware of the occurrence of PML outside of classical
risk populations, and of the diagnostic difficulties and its
signs and symptoms, as a longer diagnostic delay is asso-
ciated with poorer outcomes and a higher mortality rate
[19].

To further investigate diagnostic delay in the RA popu-
lation using biologicals or targeted synthetic therapies,
we systematically searched for additional cases of PML in
RA patients using biological or targeted synthetic thera-
pies in PubMed, Cochrane, Web of Science, and Embase.
Additionally, we searched the database of the Labora-
tory of Medical Microbiology and Immunology for all
JCV polymerase chain reaction (PCR)-confirmed PML
cases. The literature search yielded 26 other cases from
17 articles in which PML had been established in RA
patients using biologicals (details in Table 1). Most cases
were from the USA (12; 44.4%) and Japan (4; 14.8%).
Patients were mostly female (22; 81.5%) with a mean
age of 65.1 years (SD 13.3). In most cases (17; 67.0%) the
patients used rituximab, 7 (25.9%) patients used TNF-
alpha inhibitors, and 2 (7.41%) patients used tocilizumab.
One patient did not actively use biologicals, but had been
exposed to etanercept, tocilizumab, and rituximab for up



Page 4 of 9

:72

(2025) 19

Bergmans et al. Journal of Medical Case Reports

uonesunw
-W0D |BQUIA JO

uoneIoUP
'92UBUNUODUI
‘uoleIULIOSIP

Ajige ‘21nadde jJo
[oc)p -SIP Yam snibul $50| ‘asiejew
10 OJOWeWEeA PAAIAING 1Y ¢ -uswojeydadug [[SENED) ST 850 1daniaue)y SoA {7/ 9]ewa ueder
Asdoiq LulpPap
ulelq 1eqo|b,
Abo ‘e1ba|diwiay gewnu
[52] /012 1qeg yiesg  -[0IsiH patefpI-aby Y| anIssaibold -llepy XLN G/3ruleS vsn
eibajdiway
‘uopeulp
-100D JO 3¢
11eb |ewouge
‘Ayredoinau
|esayduad
dlyedolp
iz} ‘eiseyde 4ap you3s ‘sdA
|01 1eleyg Y1eag umousun -10SIp Yy29ads | /90 geWIXNY ON SOA -jod d1u0j0D Sewa VSN
Ayredoinau
lesaydiiad 1jeb
|ewiouge ‘'uon
-euIpJood JO
oe| ‘ssau uols
¥zl -SNOIDSUOD -uanadAy
b2 1eleyg yiesQ iS4 paioly ¢ gelixnmily ‘sa1eqeId olews vsn
JusW
-iredw| 9AlR
-1ubod ‘squi|
Asdoiq 1ybu ay1 jo
uleiq SWOIPUAS
Abo Joj0W
[€c)p 1o eles yiesg  -0IsIH —Aiosuag 4 G Qeuwxniy (63[rUS ueds
eLyLesAp
‘9dURQUNISIP
1eb ‘Bunum
paliedwi
‘sua|qoid qewnuw
[c2l |p1a Aey umousun - 4S5 40d UONeUIPIO0D € ON C -llepy ON ON 999lews vsn
SIIYdUoIqg
ssau JIUoIYD
Asdoiq -{eam papls ‘AydouriadAy
Ajge uteiq -1ybu ‘s|jey oneysold
[z -SIp Yum ABo ‘uoIsnjuod ubjuaq ‘uols
VBEBEIWI ] PAAIAING  -|0ISIH 'SSO| KIOWRN ST ON G gewixiyul XN SOA -UapadAH [VARETEN] !
(syauow) (syyuow) |edibojolq  (siedk)
sisoubeip Kejop uoneinp Yum uoneinp (s4eaKk)
SaDUI949Y awodnQ jo apopdnsoubelq |ennuaiayia swordwAswoldwAs Juawieaaidjedibojolg |edibojolg QYVYINGS? SP10Ja1sodii0) eluadoydwAksanipigiowod aby x3as Anuno)
sjeaibojolq buisn syuaied vy Ul sased A paysiignd ay3 jo Alewwns L ajqelL



Page 5 of 9

:72

(2025) 19

Bergmans et al. Journal of Medical Case Reports

eiseydsAp
‘eixele ‘eisayl QWIOIPUAS
1] -s9sAp puey apiw ua1b0fs
1032 PIOYID Yies@ 4SO YDd L 1461 edo4 gewxniy  -ounyeT SOA SOA  ‘prosAyiodAH €/9/eulaS vsn
sisal
-ediway 3|
‘ssaulswin
shijeydad puey-1a|
-usquioyl ‘J1s  ‘ssaulzzip ‘bul Ajjenuanbas
OU1eIYdASdoINaU  -1IWOA ‘easneu gew
Aujige KJ01eIjR1 ‘SN ‘aydepeay -IXN3l pue
[o7] -SIp Yam -SeA ‘uodiejul - 1eb Apeaisun ‘gewnz||inoy
‘012 Buayd PIAIMNG 45D YDd z 21Ndegns ‘ssaulzziq 1daoiauelg _SUON  DDH X1 SIA ERlS /73PWaS uemie]
Asdoiq
uteiq
[eel o Abo wsejdoau WOIPUAS
19 uuewydsIol4 yiesg  -[0IsiH Jueubliely S Qewixniy X1 SOA ua160(5 LGolewaS vsn
ewoydwA|
ueubijew ‘uon
Asdoiq -DJejul [eIgRIRD  S[eaw asedaud QWOIPUAS
Ajige uleiq 21ndegns J1sbuoj ou 1dadeleqe VEY[olel(y
[gl -SIp Yam Abo "I9pJOSIp A13IXUe  P|NOD pue ISP ‘gqewnuwi ‘IapIosIp
|0 19 epPRUY PIAIAING  -[0ISIH S Buluasiopy  -1osip yoaads -llepy Sl XN A1aIxuy 199[ewa4 ueder
Ayede
'92US|0UWI0S
‘abueyd
[elolAeYaq ‘els
-auwe apeib
-0Ja1ue pue
apelboal
‘sannoyIp
Bulpuy-piom
Aupge  Asdoiq ‘aulpap
[o€] =SIP yum ureq EIM[Vslen]
1013 INUWUIeS PRAIAING 4dd 9AISS216014 G gewxiyul XL 699[ewa- Nl
UoISNjuod ons
‘yoaads paun(s pIVIEITR]
[67] ‘9dUeQUNISIP ‘uolsua)
/D18 NINpNoD) yieaq 1Y 11eb 's|je4 geuwixniy ON SoA ON -19dAH 6/3]ewa VSN
Aujige eibeydsAp
-SIp yum ‘elIyLIeSAp
[8¢) p12 AoieQ PaAIAINS - 4SD ¥Dd ‘eIxely 0L gewixniy ON 09 Slew puejal|
Aujige Joineysq
[1aq o -SIp Yum |ewiouge qewnz
12 1yseAeqoy| PAAIAING 19 uondaU| ‘elpuswag cee plel] ON 7/3PulaS ueder
(syuow) |ed1bojolq  (siedk)
sisoubelp Kejpp yum uoneinp (s4eak)
EERIVEIETEN| awodnQ jo apodnsoubelq |ennuaiayia swoldwAswoirdwAs yusawgeasaidjedibojorg |edibojolg QYYINGS? SPI0191s0d13i0) eiuadoydwAsanipigiowo) aby x3as Anunod
AUWDCECOUV L 9|qelL



Page 6 of 9

:72

(2025) 19

Bergmans et al. Journal of Medical Case Reports

uonejuasaid alojaq s1eak g 03 dn Joj gewIxn}i pue ‘gewnz||1>0} ‘}dadiauels 03 pasodxa usag pey Ing asn [e3160jolq JuaLINd ou pey jushed 3UQ |

>2e31R DIWBYDS! JUBISUeI] /L ‘snsojewayihie sndnj d1we1sAs 375 ‘uoiideal uleyd aselsawk|od Y4 ‘S1exanioyiaw x 1y ‘Buibew soueuosas
‘Inayow arejousydodiw Jpy ‘duinboiojydAxoipAy ODH ‘dutiodsodfd H4D ‘piny jeuidsoiqaiad 45 ‘Bnup direwnaysiue Bulkjpow-aseasip d119YIUAS [BUOIIUSAUOD JY NS ‘dseasip Aleuownd 9A13dN13S00 Ol

pa1iodal JoU sem UOIBWLIOJUI SIY) 91BJIPUI S|[9D Yue|g

1eb
ujedUN ‘bul

2207 '9pie -peal a|gnos
1Ua4INd Ul Jejnosen ‘SannoYyIp adod Spueps
paqusssp 958D yiead 4SO YDd SC0 ‘ewiolewsH  Buipuy-pIop Sl € qewxniy X1 ON ‘1Deieie) 69 9B -YIeN oYL
[s€]
‘12 AojloW yiesg umousun umousun umounun qewxiyul - DAD ‘DDH SOA 69 SleW vsn
[s€]
‘|0 32 KO| IO UMOUNUN UMOUNUN umouyun umouun qewIxIyu| €€ gewixniy XN SIA | 79w SN
Anqe
[s¢] -SIp yum Jongyul
‘1013 Koj|loN PIAIAING UMOUNUN umouun umouun eyd|e-4NL 7 geuwixniy GGolewaS VSN
[7€]
1013 19blag 41eag umousiun umousiun umousjun gewnsouaq Sy geulixniy X1 SIA €89PWa4  UMOUNUN
[v€l
VBEBEISIEY| 4183 umousun umousun umouun ON /9% geuwixniy JAW SIA ERly (093]eWa umouu
SUOID3UI
[¥€l qewxiyul Shsiuny
‘012 19b13g y1esag umounun umouyun umouyun 1daoiauely €T gewixnuy X1 SOA -loddo ‘375 85 SN uMmouun
JEWIETNEIES X1
[7€] ‘qewinw ‘Spiwiou
VREBEISIEY] UMOUNUN UMOUNUN umousiun umousun -llepy 761 geuwixniy -nya] SIA 9Gajewa{  uMmousun
UOISIA
3|gnop 'sso)
1yb1am ‘ssau
-1zz|p ‘easneu
‘aydepeay
‘Souequnisip
Aujige 11eb ‘ssau
[e€] -SIp Yum siibuluaw [ed -{esm qull|
1D 12 YeSON PIAIMING 45D YDd € -20201dAD L J1addn 1ybry ¥ QeRWIXIYU| XL OoN SIA G99lPWRS ueder
Asdoiq SNUOJDOAW eijupjeue
Aujge utelq J91e] IoWal} ‘qewinw
1] -SIp yum Abo 21UOISAp puey -llepe
1019 PIOYD POAIAING  -|0ISIH 146U [ed1I0D 1dadiauelg gewixniy XN SoA [ EIEIES] VSN
Aujige elseydsAp
[€1] -SIp Yum ‘SulPep QWOIPUAS
1D 12 PIOYID PaAININS - 4SD ¥Dd 4 9AIUBOD GRWIXNiY XN SOA SOA ua160(s /99]eWs{  eljeasny
S|ey syuniy pue
‘63| ‘wie Ul
[e1] eixelelway geuwnuijepe SUIOIPUAS
‘D13 PAOPID yead 4SO YDd 14 1461y 1dadisuely qewIxXniy X1 SOA ua.Ibols 7/3euwaS uspams
(syjuow) (syiuow) |edibojolq  (sieak)
sisoubeip Kejop uoneinp Yyim uoneinp (s4eaKk)
S9OURIPY  dwodINQ Jo Apopdisoubelq |lenuaiaya swordwAswoldwAs Juawieaslaidedibojolg |edibojolg QYVYINGS? Sp10Ja1sodiio) ejuadoydwAsanipigiowod aby x3as Anuno)

(PanupuOd) | 3jqey



Bergmans et al. Journal of Medical Case Reports (2025) 19:72

to 2 years before presentation [20]. Patients presented
with a mean symptom duration of 2.4 months with a
standard deviation (SD) of 1.2 months, and the mean
diagnostic delay (defined as the time span between ini-
tial presentation and PML diagnosis) was 2.5 months (SD
1.6). Diagnosis was most often confirmed by a positive
JCV PCR of the CSF (eight cases; 29.6%). Mortality was
high at 48.2% with permanent disability being common
among survivors.

The Laboratory of Medical Microbiology and Immu-
nology provides JCV PCR diagnostics for the south of
the Netherlands since 2007. A search in the laboratory
database yielded 317 patients in whom JCV PCR was
performed on CSF or brain biopsies. Out of these 317,
29 patients (9%) were confirmed to have PML by a posi-
tive JCV PCR result. Patients were mostly male (19; 68%)
and had a median age of 63 years (interquartile range
[IQR] 47-67 years). Information on underlying immuno-
deficiencies was available in 20 cases: 10 HIV infections
(34%), 3 chronic lymphocytic leukemia (10%), 2 multiple
sclerosis (7%), 2 RA (7%, including the patient described
in this report), 1 vasculitis (3%), 1 kidney transplant (3%),
and 1 without any known immunodeficiency (3%). There
was an all-cause mortality of 59%, with a median of 51
(IQR 25-101) days between PCR positivity and death. In
addition to the RA patient described in this case report,
the other RA patient in whom PML was confirmed used
MTX, prednisone, and hydroxychloroquine.

Our case report as well as the cases described in the lit-
erature all underline the importance of prompt diagnosis
and immediate discontinuation of immunosuppression
in RA patients with PML. We found a mean diagnos-
tic delay of 2.5 months between initial presentation and
definitive diagnosis in RA patients, which is in line with
prior literature demonstrating high diagnostic delays in
PML patients irrespective of the underlying condition
[19].

Aside from the high prevalence of rituximab use in all
retrieved cases, seven patients from the literature were
treated with TNF-alpha inhibitors. Though no formal
link has been established between TNF-alpha inhibitors
and PML to date, these findings suggest patients using
these drugs and their physicians should also be vigilant.
Data from the laboratory database show a significant pro-
portion of patients with a positive JCV PCR of the CSF
fall outside of the traditional high-risk category (hema-
tological malignancies, HIV, and natalizumab use). In
natalizumab, unlike any other biological drug to date,
a risk stratification algorithm is available to guide clini-
cal decision-making regarding prevention of PML [9,
10, 36]. Established risk factors for PML development in
natalizumab use are the presence of anti-JCV antibodies,
treatment duration, and prior immunosuppressant use.
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Prolonged lymphocytopenia of CD4+T cells but also
CD8+T cells are known risk factors as well. In the cases
from the literature, as well as in our own case, lympho-
cyte abnormalities were unknown or poorly described.
Prior biological use was described in only nine cases.
There was limited information available on differential
diagnoses. These factors contribute to the difficulties of
creating a risk stratification algorithm in patients using
biologicals other than natalizumab.

Limitations of the case report described in this article
include limited information on lymphocyte subsets and
follow-up of blood counts pre-diagnosis. However, the
case and data from the literature and laboratory under-
score a significant gap in awareness and data on PML
in nontraditional populations, stressing the importance
of further research and data collection in these at-risk
groups.

In conclusion, the risk of developing PML in RA
patients using biological and/or targeted synthetic thera-
pies, particularly rituximab and TNF-alpha inhibitors,
highlights the need for increased awareness, monitoring,
and timely diagnosis of suspected cases. Delayed diag-
nosis can lead to poor outcomes and higher mortality
rates. However, the rarity of the condition in this popula-
tion and the subsequent insufficient data collection has
made it difficult to identify strategies to minimize risks.
Further research with development of risk stratification
algorithms is necessary to guide clinical decision-making
and to inform patients about potential risks before start-
ing biological therapy.
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