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ABSTRACT

Hereditary neuropathy with liability to pressure palsy is an autosomal dominant demyelinating disorder.

In individuals with numerous compressive neuropathies, hereditary neuropathy with liability to pressure
palsies (HNPP) should be taken into consideration.Here We present a case of 49-year-old man who exhibited right upper and
lower extremity weakness with tingling and numbness of right upper limb and lower limb. Electrophysiological studies showed
widespread, multifocal, motor > sensory, chronic peripheral neuropathy affecting the upper and lower limbs.Type:
demyelinating >> axonal.Genetic studies showed Heterozygous deletion of PMP22 gene (upstream, exons 1-5) along with
flanking regions encompassing TEKT3 and COX10 genes were detected.Treatment for this usually self-limiting illness is
debatable, in this instance, patient was managed conservatively following which there is an improvement in patient condition.
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INTRODUCTION

Hereditary neuropathy with liability to pressure palsy (HNPP),
is demyelinating neuropathy which is recurrent and
episodic.Because the chromosome with the deleted PMP22
gene is inherited, people with HNPP only have one copy of the
PMP-22 gene" .HNPP is inherited in an autosomal dominant
manner “and it is similar to Charcot-Marie-ToothlA. A 1.5-
Mb duplication on chromosome 17pll.2 causes CMTIA, a
subtype of CMT (Charcot-Marie-Tooth). Although various
mono neuropathies can arise, they frequently do so at
common compression or entrapment sites™. The prevalence of
HNPP is unknown; it is estimated at 7:100,000-16:100,000
population. The actual prevalence may be higher because of
under-diagnosis.” Patients typically present in their second or
third decade of life with painless numbness and weakening in
the distribution of single peripheral nerves . These problems
begin after modest compression or trauma or without a
discernible initiating reason, and they resolve on their own
over the course of a few days to a few weeks ” . Because
Tomacula, which stands for localised thickening of the myelin
sheath, it is also known as tomaculous neuropathy and it
frequently appears in both sensory and motor nerves in
HNPP“ It has been demonstrated that some drugs, including
vincristine, make the neuropathy in CMT and HNPP worse
©0% The diagnosis of HNPP is established in a patients with
suggestive clinical findings and electro physiologic studies
and either the 1.5-Mb deletion involving PMP22 (in 80%), or a
PMP22 sequence variant (in 20%) identified by molecular
genetic testing."”

CASE REPORT

A 49-year-old male with history of relapsing-remitting
weakness of random limbs was admitted to MGM kamothe in
July 2022 with complaints of weakness of right lower limb for
more than 6 months, weakness of right upper limb over 15
days.

At age of 10 years, the patient developed left upper limb
weakness for which he was treated conservatively with
physiotherapy in Lucknow following which symptoms slowly
started improving, after that in 1993 patient developed right
lower limb weakness without any apparent cause which later
improved after 2-3 months. In 2019 patient again developed

left upper limb weakness which also later improved after 3-4
months. The patient has occasional tingling and numbness of
the right upper limb and lower limb for 2 years along with
weakness of the right lower limb for 6 months and right upper
limb for 15 days. Patient is also a known case of type 2
diabetes mellitus for past 3 years.

On neurological examination, the patient is found to be
having power (1/5) in his right shoulder and elbow muscle
groups of the right upper limb and lower limb muscle groups
were normal (5/5). Tendon reflexes were normal in all
extremities. There are decreased sensations over the right
wrist. There is no dysdiadochokinesia, finger-to-nose test and
the heel-knee-shin test was normal.

Family history reveals that the patient's father has a history of
weakness in the right upper limb which resolved completely.
Patient's daughter has tingling in her hands and legs easily
but never had any episodes of weakness.

In laboratory investigations, complete blood counts, liver
function tests, and renal function tests are normal.

Nerve Biopsy was not done as patient has given negative
consent Nerve Conduction study of the daughter was done
which showed evidence of a widespread, multifocal, motor>
sensory, demyelinating peripheral neuropathy affecting the
upper and lower limbs

Nerve Conduction Study and Needle EMG showed following
Findings

Sensory nerve conduction velocities

Motor nerve conduction

Nerve Conduction Studies is suggestive of widespread,
multifocal, motor > sensory, chronic peripheral neuropathy
affecting the upper and lower limbs of demyelinating >>
axonal type.

To differentiate between an acquired vs inherited cause of
multifocal demyelinating peripheral neuropathy, nerve
conduction study of his daughter (asymptomatic) was done
which showed evidence of a widespread, multifocal, motor >
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sensory, demyelinating peripheral neuropathy affecting the
upper and lower limbs (asymptomatic).

Electrodiagnostic findings showed large motor unit potential,
polyphasic with reduced interference in most of the sample
muscle fibres which is consistent with Hereditary Neuropathy
with liability to Pressure Palsies.

PRI | N

Genetic Studies Showed

Heterozygous deletion of PMP22 gene (upstream, exons 1-5)
along with flanking regions encompassing TEKT3 and COX10
genes were detected within the detection limits of

MLPA(multiplex ligation dependent probe amplification.
RESULTS’

ADDITIONAL FINDINGS: NO VARIANT(S) OF UNCERTAIN SIGNIFICANCE [VUS) IDENTIFIED

DISCUSSION

This patient, who had HNPP confirmed by pathology and
genetic testing, had signs of weakness and numbness as a
result of compression. Our patient here presented with
relapsing and remitting type of weekness. Numerous
neuropathic dysfunctions, including those of the bilateral
motor and sensory nerves, were discovered by additional
clinical and electrophysiological investigations.
Investigations on immunology, infectious diseases, and
neurotoxins were fruitless. The extensive clinical distribution,
sensory loss, and genetic discoveries eliminated other
diagnostic possibilities including spontaneous or inherited
neuralgic amyotrophy.

In HNPP patients, the pathological results of nerve biopsies
typically reveal sausage-like swellings that are myelin sheath
thickenings (tomacula). However, molecular genetic testing
has essentially taken the place of nerve biopsies."” Given that
up to 50% of people with the PMP 22 gene deletion are
asymptomatic and have normal findings on a clinical
neurological evaluation, genetic testing has consistently been
helpful in HNPP families.

Light microscopy—In sural nerve biopsies of patients with
HNPP many fibres were found to be thinly myelinated, some
showed profound hyper-myelination or redundant myelin
foldings and occasional early onion bulb formations were
visible."

Tranwwerse semihin secion of sursl serve. Thickeming of myein sheat (omaculs) s cccavienally sees (A Toloding Slen. wi00)
Consecutve ngis along one ased myskeaind fber foe M somal e of 3 patent with MR demonsiates mulich chamcwnie Bmacul
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HNPP is treated conservatively, with the main focus on
techniques to prevent minor trauma and compression in
sensitive locations. Special considerations could be needed
at work or school as a result.Activity modification and
protective padding are important in the prevention of
compression neuropathies such as ulnar neuropathy, carpal
tunnel syndrome, and peroneal neuropathy. Combining
protective gear like elbow and knee pads with activity
modification measures like avoiding repetitive hand motions,
cutting down on time spent crossing your legs, kneeling, and
resting on your elbows is recommended."”

For HNPP, as of now no accepted medical therapy is available.
Splints or pads can be used on the wrist or arms to prevent the
nerves from being compressed as well as precautions to avoid
or adjust activities and postures (such as resting on the
elbows) that aggravate symptoms. Those who still have a
residual foot drop may require an ankle-foot orthosis
permanently. The treatment of pain may involve using over-
the-counter analgesics or prescription medications for
peripheral neuropathy. Nerve damage may be prevented by
wearing safety equipment while playing sports, using
pressure-relieving pads, and staying away from repetitive
motions or activities.

HNPP does not influence life expectancy, but the long-term
prognosis for quality of life is dependent on the severity and
frequency of episodes as well as whether pain and
impairment continue.In this case.patient improved with
conservative management without any residual deficit.
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