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Abstract 
Background. Overlap syndromes are complex conditions, comprising elements of more than one distinct autoimmune disease, as well as 
multiorgan involvement. 
Methods. We present the case of a 48-year-old female patient with systemic lupus erythematosus (SLE)/systemic sclerosis (SSc)/Sjögren 
syndrome (SS) overlap and a myriad of neurological manifestations, including bilateral trigeminal neuralgia, bilateral facial nerve palsy, 
mononeuritis multiplex and migraines cephalalgia. 
Results. Physical examination revealed bilateral involuntary spasms of the lower face, bilateral facial motor deficit, a mild motor deficit of 
the lower limbs (4/5), tactile hypoesthesia on the left thigh, a diminished right patellar reflex and a positive bilateral Hoffman sign. This 
neurological symptomatology was present during an apparent inactive state of the rheumatologic condition, with no signs of active arthritis, 
and the following laboratory results: a mild normocytic normochromic anemia, mild leukopenia, a mildly decreased C3 and a mildly elevated 
ESR. Cerebral MRI revealed T2/FLAIR-hyperintense subcortical white matter lesions, suggestive of demyelination, without meeting the 
multiple sclerosis (MS) pattern. 
Conclusion. The main clinical question arising from this case resides in the nature of the neurological involvement, in relation to the overlap 
syndrome. 
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 Introduction 

Systemic lupus erythematosus (SLE)/systemic 
sclerosis (SSc)/Sjögren syndrome (SS) overlap 
represents a challenging rheumatologic entity, ambiguity 
regarding its definition and nomenclature persisting up to 
present time. The complexity of this disease extends 
beyond its musculoskeletal manifestations, to specific 
organ involvement, making it a multidisciplinary 
conundrum [1,2]. 

 Case report 

We describe the case of a 48-year-old female patient, 
with a known history of SLE/SSc/SS overlap, 
degenerative rheumatic disease (thoracolumbar 
spondylosis, bilateral coxarthrosis), mononeuritis 
multiplex, bilateral trigeminal neuralgia of the maxillary 
and mandibular branches and uterine leiomyomata. The 
patient presented to our department for mixed type 
arthralgia of the I-V metatarsophalangeal (MTP) joints, I 
right interphalangeal (IP) joint, II-V proximal and distal 
interphalangeal (PIP, DIP) joints of the right foot, 
radiating in the right calf. She also described exertional 

dyspnea at 100 m, orthopnea, exertional and resting 
anterior chest pain and polymenorrhea. 

The patient’s rheumatologic history began in 2013, 
following an intense psychoemotional stress, with mixed 
polyarticular arthralgia, bilateral hand edema and 
sclerodactyly. At that time, the patient was diagnosed 
with mixed connective tissue disease (MCTD), as the 
anti-U1RNP antibodies were mildly positive. The 
diagnosis was changed to SLE/SSc/SS overlap in 2016, 
considering the negative anti-U1RNP antibodies on 
repeated measurements, as well as the following 
constellation of clinical signs/symptoms and 
immunological markers: malar rash, photosensitivity, 
polyarthralgia, hypocomplementemia, positive lupus 
anticoagulant, sclerodactyly of the upper extremities, 
xerophthalmia, xerostomia and anti-Ro antibodies, a 
subsequent minor salivary gland biopsy confirming the 
Sjögren syndrome diagnosis. Treatment was initiated 
with hydroxychloroquine tablets 200 mg x 2/day. 

The distinctive aspect of this case is the patient’s 
neurological history, which was summarized in Table 1: 
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Table 1 – The patient’s neurological history 
 

 Year Neurological manifestation 
1993 Left facial motor deficit: 

asymmetrical smile, difficulty in closing the left eye 
and raising the left eyebrow; 
the day before the onset: visual disturbance (“cloudy 
vision”), aggravated by bending forward and 
subsided in several days; 
sudden onset; 
associated with bilateral trigeminal neuralgia, 
persistent up to present time; 
associated with bilateral involuntary muscle spasms 
in the lower face, persistent up to present time; 
improvement in 2 months and apparent remission in 

     6 months, under prednisone treatment. 
1996 Right facial motor deficit: 

clinically similar to the previous episode; 
sudden onset; 
improvement in 1 month, under prednisone 

     treatment. 
1999 Left facial motor deficit: 

clinically similar to the previous episodes; 
sudden onset; 
improvement in 1 month, under prednisone 

     treatment. 
2003 Thoracoabdominal pain (T1 level) radiating to the 

lower limbs, associated with right crural paresis: 
sudden onset; 
improvement in 2 months, after undocumented 

     medical treatment. 
2004 Pulsatile occipital cephalalgia: 

several episodes lasting minutes; 
followed by abnormal hand posture (positive 
Trousseau sign); 
followed by abnormal mouth posture (“jaw 
clenching”). 
Tetraparesis: 
1 episode lasting several hours; 
associated with retrosternal pressure sensation; 
associated with generalized weakness (without 

     losing postural tone). 
2016 Mononeuritis multiplex: 

diagnosis was established during the workup for the 
overlap syndrome, considering the patient’s mild 
motor deficit of the lower limbs and the tactile 

     hypoesthesia of the left thigh. 
2020 Pulsatile frontal cephalalgia, diagnosed as 

migraine without aura: 
10/10 pain intensity; 
associated with nausea, vomiting and photophobia; 
episodes lasting 1-2 days without treatment; 
clinical improvement after self-administering 
metamizole or ibuprofen; 
prophylactic treatment with amitriptyline 25 mg 1 
tb/day; 

     10 episodes/month. 

 
On current admission, physical examination revealed 

bilateral acrocyanosis of the I-V toes and pain on 
palpation of the first right MTP joint, without signs of 
active inflammation. The neurological examination 
showed bilateral involuntary spasms of the lower face, 
including the platysma muscles, that stopped when the 
patient closed her eyes. We noticed bilateral facial nerve 
palsy, more significant on the left side: the patient could 
raise her left eyebrow less than the right one, could close 
her eyes completely, but weakly, could not puff out her 
cheeks or protrude her lips. Other notable changes were 
a mild motor deficit of the lower limbs (4/5), tactile 
hypoesthesia on the left thigh, a diminished right patellar 
reflex and a positive bilateral Hoffman sign. 

The laboratory tests showed mild normocytic 
normochromic anemia, mild leukopenia, a mildly 
decreased C3, a mildly elevated ESR and 
hypovitaminosis-D, with normal CRP, fibrinogen, anti- 
dsDNA and antiphospholipid antibodies levels. We 
performed a right foot radiograph, which revealed 
osteoarthritic changes. 

Considering this complex neurologic picture, 
neurology consultation was requested. Besides 
performing the thorough neurologic examination 
previously described, the neurologist analyzed the 
patient’s previous MRIs: one cerebrospinal MRI with 
contrast (2022) and one cerebral MRI without contrast 
(2023). These investigations revealed several T2/FLAIR- 
hyperintense oval/round-shaped millimetric lesions, with 
a tendency for confluence, in the deep bilateral frontal 
white matter. The lesions had no contrast uptake and no 
restricted diffusion pattern. Furthermore, a possible 
T2/STIR-hyperintense lesion was observed in the 
cervical spinal cord, without contrast uptake. These 
findings were interpreted as demyelinating lesions but 
did not resemble a multiple sclerosis (MS) pattern. The 
neurologist considered a possible inflammatory 
involvement of the central nervous system (CNS), with 
regard to the rheumatologic disease, and requested the 
patient’s admission to the Neurology department for 
further evaluation. Additionally, we requested a 
cardiology consultation, during which the cardiologist 
established the diagnosis of chronic coronary syndrome 
and initiated treatment. 

Taking into account the clinical and immunological 
picture, as well as the radiologic findings, we made a 
diagnosis of osteoarthritis of the small joints of the right 
foot and decided not to escalate the immunosuppressive 
therapy, since there was no reason to appreciate the 
autoimmune disease as active. 

The patient was discharged and was admitted a month 
later to the Neurology department. A non-contrast 
cerebral and cervical spine MRI in CISS sequence was 
done, showing similar lesions to the previous MRIs: 
multiple FLAIR-hyperintense round-shaped millimetric 
(<5mm) lesions in the subcortical, supratentorial white 
matter, with no specific pattern, not meeting the imaging 
criteria for a demyelinating disease like MS. Considering 
the cervical spinal cord, the only identified changes were 
disc protrusions at the C4-C6 levels, with associated disc- 
radicular conflicts. 

Laboratory tests revealed increased levels of serum 
Borrelia burgdorferi IgM. However, there were no 
Borrelia IgM or IgG detected in the CSF, with normal 
Borrelia IgM and IgG CSF indexes, indicating no 
cerebral antibody production. Additionally, there were 
increased levels of total IgM in serum and CSF and 
increased protein levels in the CSF. The IgM, IgG and 
IgA CSF indexes were normal and the Reiber diagram 
identified no alteration of the blood-brain barrier (BBB), 
indicating no intrathecal synthesis of immunoglobulins. 
There were no oligoclonal bands detected in the CSF. 
The angiotensin-converting enzyme levels were normal 
in serum and CSF, dismissing sarcoidosis. During this 
admission there were no tests done to exclude potential 
infectious causes of the facial paresis, like tuberculosis 
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and Epstein-Barr virus, due to the low probability in this 
particular clinical constellation. 

Finally, the neurologist concluded that there are no 
arguments towards an inflammatory CNS disease, 
considering the bilateral facial nerve palsy a Bell’s palsy. 

 
 Discussion 

This case is special because there is no objectifiable 
inflammatory cause of the neurological symptomatology, 
in a patient with complex neurological manifestations and 
a known autoimmune disease, inactive at the moment of 
the evaluation. However, the question remains, as the 
patient was not in an active state of the rheumatologic 
disease and did not have any acute neurological 
manifestations at the time these investigations were made. 
The inflammatory CNS disease hypothesis persists, until 
proven wrong by supplementary investigations done 
during an acute flare of the overlap syndrome or during an 
acute symptomatic neurological episode. The absence of 
medical records from the first neurological episodes 
described by our patient is a limitation of our study, as we 
can only rely on the patient’s memory. 

To the best of our knowledge, this is the first case report 
to describe such a complex neurological picture in a patient 
with SLE/SSc/SS overlap. However, as the controversy 
between overlap syndromes and MCTD persists, we can 
contemplate the scientific literature on the MCTD 
associated neurological manifestations. Trigeminal 
neuralgia is the most common neurological manifestation 
associated with MCTD, occasionally described as an initial 
presenting symptom [1–10] and occasionally responsive to 
corticosteroids [1,3], similar to our patient’s earliest 
complaints. Cephalalgia, with or without migraine 
characteristics, can also be associated with MCTD 
[1,2,5,9,10]. Other neurological manifestations reported in 
association with MCTD are mononeuritis multiplex [1] and 
peripheral neuropathies [1,7,10]. 

From a different perspective, we can consider the 
overlap syndrome a combination of individual 
conditions, instead of a distinct entity, and integrate the 
neurological manifestations of each individual disease in 
the big picture. Neurological symptomatology is 
frequently described in SLE, although a clear causal 
relationship can be difficult to confirm in these complex 
patients [11,12]. Cephalalgia, including the migraines 
type, is one of the most commonly reported 
manifestations [11,12]. Mononeuritis multiplex, 
peripheral neuropathy and cranial neuropathy can also be 
observed, including trigeminal neuralgia that precedes 
the SLE diagnosis, similar to our case [11,12]. SSc 
associated neurological manifestations comprise 
cephalalgia, trigeminal neuropathy and peripheral 
sensorimotor polyneuropathy [13]. Considering the SS, a 
thorough literature research mostly revealed data about 
the primary condition, without specific 
acknowledgements for secondary or overlapping SS. In 
primary SS, neurological manifestations include 
cephalalgia, mononeuritis multiplex, sensorimotor 
axonal polyneuropathy, and cranial neuropathies, 
especially trigeminal [1,2,14]. A notable feature of 
primary SS is the presence of T2-hyperintense white 

matter lesions on cerebral MRI investigations, in the 
absence of a clear connection with the patient’s clinical 
presentation, comparable to our case [1,2,15]. 

 
 Conclusion 

This case is challenging not only for the inflammatory 
or non-inflammatory etiology of the patient’s 
neurological manifestations, but also for defining the 
patient’s rheumatologic disease, in a controversial time 
regarding overlap syndromes and MCTD. Additionally, 
this case highlights the importance of a multidisciplinary 
approach of connective tissue disease patients, each 
specific organ manifestation being a piece of the puzzle 
and gradually leading us to the diagnosis. 

 
References 
[1] Firestein G, Budd R, Gabriel S, Koretzky G, McInnes I, O’Dell 

J. Firestein & Kelley’s Textbook of Rheumatology. Vol 2. 11th 
edition, Elsevier, 2020 

[2] Bijlsma WJ, Hachulla E, eds. EULAR Textbook on 
Rheumatic Diseases. 3rd edition, BMJ, 2018 

[3] Gao XJ, Li YH, Zhang XW, Chen S, Liu YY. [Clinical analysis 
of 12 cases of mixed connective tissue disease-associated 
trigeminal neuropathy]. Zhonghua Yi Xue Za Zhi, 
2020,31;100(12):938-941. 
http://doi.org/10.3760/cma.j.cn112137-20191113-02471 
PMID: 32234170 

[4] Nascimento IS, Bonfá E, de Carvalho JF, Saad CG, 
Vendramini MB, Teixeira MJ, Nóbrega JC, Viana VS. Clues 
for previously undiagnosed connective tissue disease in 
patients with trigeminal neuralgia. J Clin Rheumatol, 2010, 
16(5):205-8. 
https://doi.org/10.1097/RHU.0b013e3181e928e6 PMID: 
20661065 

[5] Klasser GD, Balasubramaniam R, Epstein J. Topical review- 
connective tissue diseases: orofacial manifestations 
including pain. J Orofac Pain, 2007, 21(3):171-84. PMID: 
17717956 

[6] Maikap D, Padhan P. Trigeminal Neuralgia as an Initial 
Presentation of Systemic Autoimmune Diseases: A Case 
Series. Mediterr J Rheumatol, 2022, 30;33(3):333-338. 
https://doi.org/10.31138/mjr.33.3.333 PMID: 36531419 
PMCID: PMC9727472 

[7] Nedumaran, Rajendran CP, Porkodi R, Parthiban R. Mixed 
connective tissue disease--clinical and immunological 
profile. J Assoc Physicians India, 2001, 49:412-4. PMID: 
11762609 

[8] Papadimitraki ED, Kyrmizakis DE, Kritikos I, Boumpas DT. 
Ear-nose-throat manifestations of autoimmune rheumatic 
diseases. Clin Exp Rheumatol, 2004, 22(4):485-94. PMID: 
15301251 

[9] Nadeau SE. Neurologic manifestations of connective tissue 
disease. Neurol Clin, 2002, 20(1):151-78. 
https://doi.org/10.1016/s0733-8619(03)00057-4 PMID: 
11754305 

[10] Sapkota B, Al Khalili Y. Mixed Connective Tissue Disease. 
In: StatPearls, Treasure Island (FL): StatPearls Publishing, 
2024. PMID: 31194355 

[11] Tay SH, Mak A. Diagnosing and attributing neuropsychiatric 
events to systemic lupus erythematosus: time to untie the 
Gordian knot? Rheumatology (Oxford), 2017, 1;56(suppl 
1):i14-i23. https://doi.org/10.1093/rheumatology/kew338 
PMID: 27744358 

[12] Unterman A, Nolte JE, Boaz M, Abady M, Shoenfeld Y, 
Zandman-Goddard G. Neuropsychiatric syndromes in 
systemic lupus erythematosus: a meta-analysis. Semin 
Arthritis Rheum, 2011, 41(1):1-11. 
https://doi.org/10.1016/j.semarthrit.2010.08.001 PMID: 
20965549 

[13] Amaral TN, Peres FA, Lapa AT, Marques-Neto JF, 
Appenzeller S. Neurologic involvement in scleroderma: a 
systematic review. Semin Arthritis Rheum, 2013, 43(3):335- 



Neurologic involvement in an overlapping systemic pathology 45 
 

 

47. https://doi.org/10.1016/j.semarthrit.2013.05.002 PMID: 
23827688 

[14] Liampas A, Parperis K, Erotocritou MF, Nteveros A, 
Papadopoulou M, Moschovos C, Akil M, Coaccioli S, 
Hadjigeorgiou GM, Hadjivassiliou M, Zis P. Primary Sjögren 
syndrome-related peripheral neuropathy: A systematic 
review and meta-analysis. Eur J Neurol, 2023, 30(1):255- 

265. https://doi.org/10.1111/ene.15555 PMID: 36086910 
PMCID: PMC10087501 

[15] Coates T, Slavotinek JP, Rischmueller M, Schultz D, 
Anderson C, Dellamelva M, Sage MR, Gordon TP. Cerebral 
white matter lesions in primary Sjögren's syndrome: a 
controlled study. J Rheumatol, 1999, 26(6):1301-5. PMID: 
10381047 

 
 
 
 
 
 
 
 
 

 
Corresponding author 
Maria Bujor, Colentina Clinical Hospital, 19-21 Stefan cel Mare road, bldg. “E”, Ground-floor, e-mail: 
maria.bujor2701@gmail.com 

 
 
 
 
 

 
Received: 08.02.2024 

 
Accepted: 22.03.2024 


