UCLA
Proceedings of UCLA Health

Title
An Elusive Antibody Causing Hypercapnic Respiratory Failure

Permalink

bttgs:ggescholarshiQ.orgéucgitem41g5604gg

Journal
Proceedings of UCLA Health, 20(1)

Authors
Sheth, Corinne Tina
Aysola, Ravi

Publication Date
2016-08-25

eScholarship.org Powered by the California Diqital Library

University of California


https://escholarship.org/uc/item/1q5604gx
https://escholarship.org
http://www.cdlib.org/

Proceedings of UCLA Healthcare
-VOLUME 20 (2016)-

CLINICAL VIGNETTE

An Elusive Antibody Causing Hypercapnic Respiratory Failure

Corinne Tina Sheth, M.D., and Ravi Aysola, M.D.

Introduction

Hypercapnic respiratory failure carries a broad differential
diagnosis. While narcotics and chronic obstructive pulmonary
disease (COPD) exacerbations are among the most common
etiologies in hospitalized patients, it is important to be aware of
the broader list of possible etiologies.

Case presentation

A 60-year-old female non-smoker without significant past
medical history presented to establish care with a primary care
physician with the chief complaint of progressive dyspnea on
exertion. She ambulated without limitation but was found to be
hypoxemic with room air oxygen saturation of 88%. She was
sent to the emergency department where she found to have a
severe hypercapnia and respiratory acidosis with a pH of 7.14,
pCO; of greater than 114 mmHg (laboratory maximum), and
bicarbonate of 48 mEg/L. She failed a brief trial of non-invasive
positive pressure ventilation (NIPPV) and was intubated. Gas
exchange quickly normalized with mechanical ventilation.
Family then arrived and provided additional history.

The patient experienced progressive dyspnea for over one year.
Four months prior to presentation, she traveled to New York
where she was able to hike in the mountains. She denied any
tick bites. In the past two months, she was noted to have waxing
and waning episodes of facial weakness with occasional
drooling, difficulty keeping her head elevated and often falling
asleep inappropriately. In the past two weeks, she had
developed an acute gastroenteritis. Computed tomography (CT)
scans of the chest and head were unrevealing. Given the history,
serum testing was sent for myasthenia gravis, Guillain-Barre
syndrome (possible Miller-Fisher variant), and Lyme disease.
Since these results routinely take days to weeks to return,
empiric therapy was started. The patient’s most prominent
symptoms were bulbar and most consistent with myasthenia
gravis. She was started on corticosteroids and pyridostigmine.
She clinically improved and was extubated the following day.
Neurologic exam was only positive for diplopia and limited
adduction of the right eye with leftward and upward gaze. She
was started on plasmapheresis and within a few days had
significant improvement in serial vital capacity (VC) and
maximal inspiratory pressure (MIP) measurements. She was
breathing without assistance and was even able to do squats at
the bedside. After a few days, acetycholine receptor (AChR)
binding, modulating, and blocking antibodies all resulted
negative as did Lyme titers. A few weeks later, the antibody to

muscle-specific kinase (MuSK) and GQ1b anti-ganglioside
antibodies resulted positive. Given the patient’s dramatic
response to traditional ~myasthenia treatment with
cholinesterase inhibitor and plasmapheresis, the diagnosis of
myasthenia gravis was strongly favored. On outpatient follow-
up, the patient was continued on pyridostigmine, completely off
of corticosteroids and was symptom free.

Discussion

Hypercapnic respiratory failure carries a broad differential
diagnosis including disorders of central control, motor neurons,
peripheral nerves, neuromuscular junction, respiratory muscles,
and primary disorders of the chest wall. This encompasses
many conditions including narcotic overdose, medullary stroke,
hypothyroidism, amytrophic lateral sclerosis, Guillain-Barre
syndrome, critical illness polyneuropathy, tick paralysis,
myasthenia gravis, Lambert-Eaton myasthenic syndrome,
botulism, hyperinflation from COPD, and severe kyphosis - to
name a few.! Once a complete history and neurologic exam was
obtained, it was clear that our patient had predominantly
oculomotor and bulbar symptoms, indicating a neuromuscular
disorder, specifically myasthenia gravis as the etiology of the
hypercapnic respiratory failure.

In patients with a neuromuscular etiology of respiratory
distress, it is imperative to properly assess respiratory muscle
function. These patients often have more severe respiratory
dysfunction than is clinically apparent. In a hospitalized patient,
measurements of the VC and MIP, also called the negative
inspiratory force (NIF), can evaluate respiratory muscle
strength. The VC is the maximum volume of gas that can be
expelled from full inspiration. Once the VC falls below 15 to
20 mL/kg, 60 percent of predicted, or 1 L, the risk of respiratory
failure increases significantly. The MIP/NIF is a measure of
how strong a patient can inhale. Once the MIP/NIF is less
negative than -30 cm HO (i.e., -20 cm H,0), there is a high risk
of hypercapnic respiratory failure.>® These values predict the
risk for hypercapnia and respiratory failure in patients with
Guillain-Barre syndrome and have been extrapolated for use in
myasthenia gravis and other neuromuscular diseases.

Myasthenia gravis, in particular, is a disorder of neuromuscular
transmission. It is an antibody-mediated, T-cell dependent
immunologic attack directed at proteins in the postsynaptic
membrane of the neuromuscular junction (i.e., acetylcholine



receptors or receptor-associated proteins). Symptoms include a
fluctuating degree and variable combination of weakness in
ocular, bulbar, limb, and respiratory muscles. These symptoms
progress over weeks to months and often fluctuate with
repetitive actions. Diagnostic measures include a decremental
response to repetitive nerve stimulation and antibody
positivity.*>®

The AChR antibodies are present in 80-90% of patients affected
with myasthenia gravis. Of the 10-20% of patients that lack
AChR antibodies, 40-70% have antibodies directed against the
MuSK receptor.*” The clinical features common to patients
with MuSK antibody positivity include an oculobulbar
symptom predominance, though not purely ocular myasthenia
gravis. These patients have more  prominent
respiratory and/or proximal weakness, especially with neck
extension. They commonly have no thymic pathology and the
role of thymectomy is uncertain. They are less responsiveness
to acetylcholinesterase inhibitors but do have a good response
to plasma exchange and immunosuppression. Fewer patients
with MuSK antibody positivity achieve remission and more
remain dependent on immunosuppressive therapy than
individuals with typical myasthenia gravis.*"8

Our patient clearly had features common to myasthenia gravis
and particularly the MuSK antibody variant, which was
confirmed weeks later when the laboratory tests resulted. Due
to the early clinical recognition of these features, our patient
received timely treatment, minimizing potential morbidity and
mortality.

Conclusion

Hypercapnic respiratory failure is not uncommon, but many
clinicians are not familiar with the broader differential
diagnoses that can lead to it. Early recognition of the common
signs and symptoms of these various diagnoses can
significantly alter therapy and be life-saving.

REFERENCES

1. McCool FD, Tzelepis GE. Dysfunction of the
diaphragm. N Engl J Med. 2012 Mar 8;366(10):932-42.
doi: 10.1056/NEJMral007236. Review. Erratum in: N
Engl J Med. 2012 May 31;366(22):2138. PubMed PMID:
22397655.

2. Chevrolet JC, Deléamont P. Repeated vital capacity
measurements as predictive parameters for mechanical
ventilation need and weaning success in the Guillain-
Barré syndrome. Am Rev Respir Dis. 1991
Oct;144(4):814-8. PubMed PMID:1928954.

3.  Lawn ND, Fletcher DD, Henderson RD, Wolter TD,
Wijdicks EF. Anticipating mechanical ventilation in
Guillain-Barré ~ syndrome.  Arch  Neurol. 2001
Jun;58(6):893-8. PubMed PMID: 11405803.

4. Drachman DB, Adams RN, Josifek LF, Self SG.
Functional activities of autoantibodies to acetylcholine
receptors and the clinical severity of myasthenia gravis. N
Engl J Med. 1982 Sep 23;307(13):769-75. PubMed
PMID: 7110241.

5.  Drachman DB. Myasthenia gravis. N Engl J Med. 1994
Jun 23;330(25):1797-810. Review. PubMed PMID:
8190158.

6. Keesey JC. Clinical evaluation and management of
myasthenia gravis. Muscle Nerve. 2004 Apr;29(4):484-
505. Review. PubMed PMID: 15052614.

7.  Engel AG, Arahata K. The membrane attack complex of
complement at the endplate in myasthenia gravis. Ann N
Y Acad Sci. 1987;505:326-32. PubMed PMID: 33186109.

8.  Evoli A, Bianchi MR, Riso R, Minicuci GM, Batocchi
AP, Servidei S, Scuderi F, Bartoccioni E. Response to
therapy in myasthenia gravis with anti-MuSK antibodies.
Ann N Y Acad Sci. 2008;1132:76-83. doi:
10.1196/annals.1405.012. PubMed PMID: 18567856.

Submitted August 25, 2016





