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Abstract 

Monoclonal gammopathy of undetermined signifi cance (MGUS) may be 
associated with peripheral neuropathy; however, IgG MGUS–associated chronic 
infl ammatory demyelinating polyneuropathy (CIDP) is uncommon and generally 
follows a slowly progressive or relapsing course. We report a man in his early 40s 
who developed rapidly progressive sensorimotor weakness resulting in quadriparesis 
and inability to ambulate within eight weeks. Examination demonstrated severe 
proximal and distal weakness, glove-and-stocking sensory loss, and absent refl exes. 
Cerebrospinal fl uid protein was markedly elevated, and nerve conduction studies/
electromyography demonstrated acquired demyelination with secondary axonal 
loss. Evaluation identifi ed IgG MGUS, supporting the diagnosis of MGUS-associated 
CIDP after alternative etiologies were excluded. Intravenous immunoglobulin 
was discontinued on day 3 following the development of a pulmonary embolism. 
The patient subsequently completed eight plasma-exchange sessions, with 
improvement in lower-extremity strength to 3/5, upper-extremity strength to 4/5, 
and sensory symptoms. He was discharged to rehabilitation with planned monthly 
plasma exchange.recognised clinical spectrum of IgG MGUS–associated CIDP and 
demonstrates that meaningful neurological improvement may occur with plasma 
exchange despite rapid progression and severe initial disability.
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IgG/IgA associated paraproteinemic neuropathy, with IgM-
associated neuropathy being more common. In this disease 
entity, the immunoglobulins directly target the myelin-
associated glycoprotein (MAG), leading to what is known as 
paraproteinemic neuropathy [2]. Within IgM paraprotein 
neuropathy, there is an entity known as Distal Acquired 
Demyelinating Symmetric Neuropathy with an M protein. 
(DADS-M). These patients typically present with gradually 
progressive focal neurological deϐicits, with sensory > motor 
symptoms that are symmetric and length-dependent. 

Polyneuropathy, Organomegaly, Endocrinopathy, 
Monoclonal protein, and Skin changes (POEMS) is another 
type of monoclonal gammopathy with neurological symptoms 

Introduction
Monoclonal Gammopathy of Undetermined Signiϐicance 

(MGUS) is a type of plasma cell dyscrasia. These disorders 
involve the proliferation of a single clone of plasma cells, 
leading to increased concentration of immunoglobulins, 
which could be IgM or non-IgM (IgA or IgG).

MGUS patients usually are asymptomatic, but can 
have nonspeciϐic symptoms such as fatigue, bone pain, 
and increased risk of infection. The main neurological 
manifestation associated with MGUS is polyneuropathy 
[1]. Based on the type of immunoglobulin involved, it can 
be either IgM-associated paraproteinemic neuropathy or 
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but differs from MGUS in that the monoclonal protein is 
predominantly IgG or IgA lambda type. In POEMS, neurological 
symptoms initially start with sensory symptoms involving the 
distal extremities ϐirst and then the proximal. Patients then, 
within weeks or months, have motor involvement as well [3]. 

MGUS can also rarely present with associated Chronic 
Inϐlammatory Demyelinating Polyneuropathy (MGUS - CIDP). 
This, when compared to idiopathic CIDP, was found to be more 
common in older men, with slower progression of disease and 
with more sensory involvement than motor involvement [4,5]. 

CIDP in the setting of monoclonal gammopathy 
can be diagnostically challenging given clinical and 
electrophysiological similarities. The diagnosis requires multi-
disciplinary management with neurology and haematology, 
with long-term follow-up and assessment of response to 
immunotherapy.

We present a patient with MGUS-associated CIDP who 
developed rapidly progressive weakness and experienced 
clinically meaningful improvement following treatment, 
highlighting the diagnostic evaluation, relevant differential 
diagnoses, and therapeutic considerations in this uncommon 
presentation.

Case description
A male in his early 40s presented with numbness and 

tingling in his hands and feet. Subsequently and with rapid 
progression, he developed weakness in his lower extremities, 
followed by upper extremities, rendering him bed-bound 
in the span of 8 weeks. He also reported a weight loss of 
80 pounds over 2 months. His initial neurological exam 
revealed decreased bulk and tone and a marked reduction 
in muscle strength, with the lower extremities showing 
1/5 in distal muscles and 2/5 in proximal muscles, and the 
upper extremities showing 3/5 in proximal muscles. Sensory 
examination showed a glove and stocking pattern of sensory 
loss with involvement of both small and large ϐibres. Reϐlexes 
were absent. Patient underwent workups, including lumbar 
puncture, which showed a notable increase in protein (1232 
mg/dl) and elevated IgG levels. MRI neuro axis was done, 
which revealed C2-C3 disc herniation, but without spinal cord 
compression. He was further tested for infectious, malignant 
etiologies, and nutritional deϐiciencies, and they were ruled 
out. NCV/EMG showed ϐindings of acquired demyelination 
and secondary axonal loss. 

Given these ϐindings, the patient was initiated on 
Intravenous Immunoglobulin (IVIG) 0.4 gm/kg. day for 5 days. 
However, he was subsequently transitioned to plasmapheresis 
after the development of a pulmonary embolism, which was 
attributed to IVIG on Day 3. Patient completed 8 sessions of 
PLEX with gradual improvement in motor function noted. His 
motor strength by the 4th plasmapheresis had improved from 
1-2/5 to   3/5 in the lower extremities and from 3/5 to 4/5 in 

the upper extremities. He has also noticed an improvement 
in sensory symptoms. Reϐlexes were absent on discharge. He 
was then discharged for rehabilitation, with a plan for monthly 
plasma exchange (Figure 1). 

Discussion
IgG MGUS-CIDP is an uncommon clinical entity that 

typically presents with a slowly progressive or relapsing 
course. In contrast, our patient developed severe 
sensorimotor neuropathy with quadriparesis over weeks, 
an atypical presentation for paraproteifavourable response 
to plasmapheresis, differing from rapidly progressive forms 
were refractory to ϐirst-line treatments. 

POEMS syndrome is an important differential diagnosis in 
patients with polyneuropathy and monoclonal gammopathy. 
Its neuropathy typically begins with distal sensory symptoms, 
progresses proximally, and is followed by motor weakness. 
POEMS was considered in our patient because of the rapidly 
progressive neuropathy, weight loss, and IgG monoclonal 
gammopathy, but was considered unlikely because of the 
absence of other characteristic systemic features [3].

IgG MGUS is found in approximately 35%–61% of 
patients with paraproteinemic neuropathies, but its clinical 

Figure 1: The patient’s clinicalsummarised.
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manifestations are heterogeneous—ranging from length-
dependent axonal sensory neuropathies to classic CIDP with 
proximal and distal motor involvement [9-11]. Historically, 
the coexistence of IgG MGUS in CIDP patients was viewed as 
coincidental, given the similar clinical and electrophysiological 
characteristics between IgG MGUS-CIDP and idiopathic CIDP 
[10,11]. Furthermore, treatment responses in CIDP have 
generally been reported as similar, regardless of the presence 
of IgG MGUS [10].

However, emerging case reports describe atypical clinical 
courses and treatment responses in patients with CIDP and 
concurrent IgG MGUS. For instance, Mathis et al. [9] described 
a patient with a four-year slowly progresstabilised with 
lenalidomide and mycophenolate—agents not traditionally 
used in idiopathic CIDP. In that case, nerve biopsy revealed 
IgG-kappa deposits and myelin lamellae widening; ϐindings 
can have potential therapeutic implications [11]. For example, 
in a patient with an IgG MGUS-CIDP, treatment with PLEX, IVIg, 
and steroids was unsuccessful. Immunosuppressive treatment 
with high-dose cyclophosphamide, combined with allogeneic 
bone marrow transplant, led to marked improvement [12]. 
This suggests the potential pathogenic role of IgG paraproteins 
in CIDP, although additional studies in this regard are needed. 

IgG MGUS–CIDP remains less studied, particularly in 
acutely progressive forms. A handful of published cases have 
described a rapidly progressive phase of IgG MGUS–CIDP 
after an initial slow progressive period, and in most of those, 
patients were refractory to ϐirst-line treatments such as IVIg, 
PLEX and steroids [7-9]. For example, Lopes et al. [8] reported 
a patient with IgG/kappa MGUS-CIDP who initially followed 
a slow progression, but after a ϐive-year relapse, experienced 
rapid decline requiring autologous stem cell transplantation. 
Another study documented a patient with IgG/kappa MGUS-
CIDP who presented with a 4-week symptom onset, similar 
to our case, but who failed to respond to IVIg, steroids, and 
PLEX [13].

In contrast, our patient presented with rapidly progressive 
symptoms at the initial onset and showed signiϐicant clinical 
improvement with plasmapheresis alone, without the need for 
advanced immunosuppressive therapies. This distinguishes 
our case from prior reports and highlights a broader spectrum 
of clinical variability in IgG MGUS-CIDP, particularly in acutely 
progressive forms.

Conclusion
This case highlights a rare, rapidly progressive presentation 

of IgG MGUS–associated CIDP resulting in quadriparesis. IgG 
MGUS–CIDP should be considered in patients with acute or 
subacute demyelinating neuropathy, and early evaluation 
should include serum protein studies and assessment for other 
paraproteinemic neufavourable response to plasma exchange 

demonstrates that meaningful neurological recovery may 
occur despite severe initial disability. Further research is 
needed to clarify the pathogenic role of IgG paraproteins and 
identify optimal treatment strategies for this uncommon CIDP 
subgroup.
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