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ABSTRACT
Although diabetic peripheral neuropathy is the most common diabetic microangiopathic
complication, several other neuropathy syndromes can occur in the context of diabetes.
We describe a rare case of polyneuropathy associated with diabetic ketoacidosis in a
patient with new-onset type 1 diabetes. A 42-year-old man with diabetic ketoacidosis was
admitted to our hospital with complications of respiratory and renal failure requiring
mechanical ventilation and hemodialysis, respectively. After diabetic ketoacidosis improved
from the critical state, he developed upper- and lower-limb paralysis with sensory
disturbances and pain, as well as right facial paralysis, left recurrent nerve paralysis, and
left hypoglossal nerve paralysis. Autonomic nerve function was also impaired. As the
pathophysiology, prevention, and treatment of polyneuropathy associated with diabetic
ketoacidosis are unclear, the neurologic function of patients with diabetic ketoacidosis
should be closely monitored.

INTRODUCTION
The prevalence of diabetes has increased worldwide, and 425
million adults had diabetes in 20171. Diabetes frequently affects
the peripheral nervous system and is currently the most com-
mon cause of neuropathy. Up to 50% of patients with diabetes
will develop peripheral neuropathy2.
Typical diabetic peripheral neuropathy (DPN) is a chronic,

symmetrical, nerve length-dependent sensorimotor polyneuropa-
thy. Although DPN is the most common diabetic microangio-
pathic complication3, several other neuropathy syndromes can
occur in the context of diabetes. Acute neurologic complications
of diabetic ketoacidosis (DKA) are very rare4. Here, we report a
case of polyneuropathy that developed during treatment of dia-
betic ketoacidosis in a patient with new-onset type 1 diabetes.

CASE REPORT
A 42-year-old man was brought to our hospital in a comatose
state. He had no medical history of diabetes or episodes of neu-
rologic deficits, but he had lost 10 kg in weight over the previ-
ous year. Table 1 summarizes his medical history and physical
findings. Laboratory examinations revealed hyperglycemia, high

HbA1c level, metabolic acidosis, and positive urinary ketone
bodies (Table 1). Based on these findings, he was diagnosed
with diabetic ketoacidosis and subsequently was diagnosed with
type 1 diabetes. Although the hyperglycemia and metabolic aci-
dosis steadily improved by intravenous insulin therapy, his
respiratory and renal function worsened on hospital day (HD)
2. The patient was intubated and kept on mechanical ventila-
tion; hemodialysis was initiated but discontinued on HD 4.
After extubation on HD 5, the patient reported hoarseness

and paralysis of the upper and lower limbs. Sensory distur-
bances and pain were also observed in the upper extremities
with ulnar predominance distal to the forearm and in the lower
extremities distal to the lateral side below the knee. On HD 12,
right facial paralysis was diagnosed, and tongue deviation to
the left was observed (Figures 1 and S1, Video S1). Idiopathic
facial nerve palsy was suspected and treatment with predniso-
lone and valacyclovir was started. Manual muscle testing
(MMT) was conducted on HD 21. In the upper extremities,
mild weakness was observed in the extensor digitorum muscle.
The lower-limb bilateral tibialis anterior muscles exhibited
severe weakness (MMT level 0-1), and the gastrocnemius
exhibited mild weakness (MMT level 3-4). Proximal muscle
weakness was unremarkable (Table S1). No specific findings
were observed on brain magnetic resonance imaging.Received 4 July 2021; revised 10 November 2021; accepted 29 November 2021
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Tachycardia persisted even after the hyperglycemia improved,
the R-R interval coefficient of variation decreased, and Schel-
long testing was positive, suggesting autonomic neuropathy.
Nerve conduction studies (NCS) showed markedly decreased
compound muscle action potentials (CMAPs) in the median
and ulnar nerves but only a slight decrease in motor nerve con-
duction velocity, which was considered axonal damage. Sensory

nerve action potentials and CMAPs of the lower extremities
could not be evoked (Table 2, Figure S2). Albuminocytologic
dissociation was evident in the cerebrospinal fluid on HD 27
(Table 1). Except for the recurrent nerve paralysis, no signifi-
cant improvement in paralysis occurred, so he was transferred
to a rehabilitation hospital on HD 42. Six months later, the
right facial nerve and left hypoglossal palsy had improved. The

Table 2 | Nerve conduction study (on hospital day 21)

Motor

Site DL (ms) CMAP (mV) MCV (m/s) F-latency (ms) FWCV (m/s)

Distal/proximal
Right median 4.2 0.82/0.83 41.2 39.6 53.6
Right ulnar 3.1 2.2/0.82 41.7 33.9 52.2
Right tibial NE
Right peroneal NE

Sensory
Site SNAP (μV) SCV (m/s)

Right median NE
Right ulnar NE
Right sural NE

CMAP, compound muscle action potential; DL, distal latency; FWCV, F-wave conduction velocity; MCV, motor nerve conduction velocity; NE, not
evoked; SCV, sensory nerve conduction velocity; SNAP, sensory nerve action potential.
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Figure 1 | Clinical course and treatment of the patient in the present case. HbA1c, hemoglobin A1c.

920 J Diabetes Investig Vol. 13 No. 5 May 2022 ª 2021 The Authors. Journal of Diabetes Investigation published by AASD and John Wiley & Sons Australia, Ltd

C A S E R E P O R T

Sada et al. http://wileyonlinelibrary.com/journal/jdi



upper- and lower-limb paralysis also improved, but the paraly-
sis in the ulnar and peroneal nerve regions continued.

DISCUSSION
We report a rare case of polyneuropathy with a variety of
symptoms that developed in a 42-year-old man with acute-
onset type 1 diabetes. To clarify the clinical features of poly-
neuropathy associated with diabetic ketoacidosis, we searched
the literature for articles regarding DKA-related motor-
dominant polyneuropathy and found 45 cases (Table S2). There
were 11 cases diagnosed as Guillain-Barré syndrome (GBS), 10
cases diagnosed as mononeuropathy (including multiple mono-
neuropathies) and 5 cases diagnosed as critical illness poly-
neuropathy (CIP) among the cases who developed paralysis
associated with diabetic ketoacidosis. These results suggest that
this rare polyneuropathy may simply be a combination of dia-
betic ketoacidosis and Guillain-Barré syndrome, or it may be
diabetic polyneuropathy or CIP caused by diabetic ketoacidosis.
First, we discuss the combination of diabetic ketoacidosis and

Guillain-Barré syndrome. This case fulfilled Asbury’s diagnostic
criteria for Guillain-Barré syndrome, ‘features necessary for
diagnosis’, and fulfilled most of the ‘features that strongly sup-
port the diagnosis’5. Nerve conduction studies showed predomi-
nantly reduced amplitude in both motor and sensory nerves,
consistent with acute motor- and sensory-axonal neuropathy
(AMSAN). Only anti-GalNAc-GD1a IgM anti-ganglioside anti-
body was positive, with a low titer. These results suggest that
Guillain-Barré syndrome of the AMSAN type can be diag-
nosed, and the combination of diabetic ketoacidosis and
Guillain-Barré syndrome is one possible explanation for the
polyneuropathy in this case.
Second, if neuropathy is considered to be secondary to dia-

betic ketoacidosis, DKA-associated polyneuropathy is character-
ized by motor-dominant polyneuropathy involving lower motor
neurons and cranial nerves4, which can be considered as a dif-
ferential diagnosis. Recently, Hamada et al. also reported severe
sensory-motor axonal neuropathy of the lower extremities asso-
ciated with diabetic ketoacidosis6. They concluded that the neu-
ropathy was triggered by rapid correction of hyperglycemia,
and that both metabolic factors and immunological mecha-
nisms were involved in the pathogenesis of the neuropathy.
However, the clinical picture of DKA-associated polyneuropa-
thy remains ambiguous. The paucity of reports on DKA-
associated polyneuropathy and the lack of clear diagnostic cri-
teria hinder making a definitive diagnosis, but DKA-associated
polyneuropathy should not be overlooked as a possible cause of
the neuropathy in the present case. Accumulation of cases of
polyneuropathy with diabetic ketoacidosis is awaited not only
to establish polyneuropathy with diabetic ketoacidosis as a dis-
tinct disease entity, but also to establish diagnostic criteria.
Third, critical illness polyneuropathy should also be consid-

ered as a differential diagnosis. Critical illness polyneuropathy is
a distal axonal sensory-motor polyneuropathy affecting limb
and respiratory muscles. This case fulfilled some of Bolton’s

diagnostic criteria for CIP, which include critical illness with
multiorgan dysfunction and axonal motor- and sensory-
polyneuropathy on electrophysiological examination7. However,
contrary to CIP diagnostic criteria, the patient was easily
weaned from the ventilator, had facial paralysis, severe auto-
nomic neuropathy, and albuminocytologic dissociation. Thus,
the possibility of CIP is low.
Finally, nerves susceptible to compression or cumulative

trauma, including the median, fibular, and plantar nerves, are
frequently injured in patients with diabetes8. As there was no
evidence of compression and/or trauma in our patient, this was
also unlikely the cause of polyneuropathy in the upper and
lower limbs. However, the possibility of Tapia syndrome9 asso-
ciated with tracheal intubation could not be ruled out for Xth
and XIIth cranial nerve palsy.
In summary, we present a rare case of polyneuropathy that

developed in a 42-year-old man with acute-onset type 1 diabe-
tes after achieving steady control of his blood glucose levels.
The pathophysiology of the complicated polyneuropathy
remains unknown, but Guillain-Barré syndrome or polyneuro-
pathy associated with diabetic ketoacidosis, Tapia syndrome, or
a combination thereof were considered. Patients with diabetic
ketoacidosis thus require careful monitoring of neurologic
function.
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