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Abstract

Introduction: Chemotherapy is a rare cause of iatrogenic vocal fold dysfunction. It has been re-
ported in three main classes of chemotherapy agents and often occurs during the treatment in-
terval. We present a case of bilateral vocal cord paresis with delayed presentation after comple-
tion of chemotherapy. Methods: One case, managed with observation and serial exams, is pre-
sented. A review of previous case reports of chemotherapy-induced vocal cord paresis and possi-
ble mechanisms of injury was performed. Results: Patient improved both symptomatically and
through objective findings over the one-year course of observation. Conclusion: Diagnosis of che-
motherapy-induced vocal cord paresis is dependent on a thorough history and physical exam.
Management is predicated in that the dysfunction is often dose dependent and reversible, neces-
sitating both cessation of the offending agent and the knowledge that any treatment is likely needed
for only a temporary time. Chemotherapy-induced vocal fold paresis should be in the differential
for patients presenting with hoarseness, dysphonia, stridor and a positive chemotherapy history.
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1. Introduction

The most common cause of vocal fold paralysis is iatrogenic injury from surgical intervention or intubation.
Thyroid and parathyroid surgery as well as cardiothoracic surgery defines a large percentage of surgical vocal
fold paralysis etiology. A much less common iatrogenic source of injury is chemotherapy. While several che-
motherapeutic drugs such as vincristine and vinblastine are known to be neurotoxic, few are known to affect
vocal fold function.

Paclitaxel (Taxol) is a common chemotherapeutic drug originally developed from the Pacific yew tree (Taxus
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brevifolia) and has been used in the treatment in multiple malignancies including lung, ovarian, and breast can-
cers. While neurotoxicity is its biggest limit in application, currently there is only one case of vocal fold palsy
reported in the literature to date [1]. It was diagnosed during active treatment and found to be reversible upon
cessation of drug administration. We presented a case of delayed presentation of bilateral vocal fold paresis in a
patient who completed a neo adjuvant chemotherapy regimen including paclitaxel for breast cancer. It was the
second case of its kind, but distinguishable in that onset of symptomatic vocal fold paresis starting well after
completion of treatment.

2. Case Report

A 62-year-old female with history of left invasive ductal carcinoma presented in April 2013 with several months
of loss of the high vocal range and increased vocal strain. She is a classically trained singer who sings in a choir
and at that time, noticed decreased range in her highest singing frequencies with need for increased straining.
She denied any issues with her speaking voice, dysphagia, stridor or respiratory difficulty. Her oncologists noted
her to have grade 1 fatigue and neuropathy, manifesting as upper extremity weakness and lower extremity pa-
resthesias.

She underwent 12 treatments of neoadjuvant therapy of Paclitaxel, Herceptin and Vorinostat for her clinically
staged cT3N3MO breast cancer from July 2012 to October 2012. Besides an episode of febrile neutropenia, no
complications were described. Further treatments for her breast cancer included left mastectomy with a negative
axillary lymph node dissection in January 2013 and subsequent intensity modulated radiotherapy along with
maintenance Herceptin.

Her initial otolaryngologic exam was significant for mobile but paretic vocal folds bilaterally and near complete
glottic closure. She was treated with multiple sessions of voice therapy where she learned exercises on how to
compensate for her vocal fold paresis. Repeat endoscopic exam two months later revealed full mobility of the
left fold with residual mild paresis of the right true fold and complete glottic closure (Figure 1). One year after
her initial presentation, she was without voice complaints and laryngoscopy revealed completely normal vocal fold
mobility.

As is the custom in our institution, no signed informed consent was necessary due to the deidentification of
the patient’s exam and clinical course but verbal consent was obtained from the patient prior to publication.

3. Discussion

Vocal fold paresis often presents with symptoms such as dysphonia, hoarseness, dysphagia or aspiration. The
four most common etiologies have been cited to be malignancy, iatrogenic, idiopathic, and neck trauma [2].
Common iatrogenic causes include surgeries in the head and neck region as well as endotracheal intubations.
One less common iatrogenic cause is neurotoxicity from chemotherapeutic agents.

Neurotoxicity is a common side effect of chemotherapy drugs, mostly seen with vinca alkaloids and taxanes.
Historically, the dose limiting effects have been peripheral neuropathies but have also been known to affect the
motor and autonomic nervous systems. Symptoms typically manifest with increased dose dependency, increased
infusion rates and with onset within close proximity of consumption. Cranial nerve palsies have been a very rare
presentation of chemotherapy-induced neurotoxicity [3]-[5]. Though rare, there are at least three different che-
motherapeutic classes known to cause vocal fold paresis.

Since its introduction, there have been over 43 case reports of vinca alkaloids induced vocal fold paresis [5]-
[9]. Vinca alkaloids function through prevention of tubulin polymerization, disrupting microtubule formation and
halting cell division. Though the pathophysiology of neurotoxicity has not been clearly defined, it is hypothesized
that the vinca alkaloids disrupts axonal transport and nerve conductance. Clinical manifestations have included
hoarseness, dysphagia, cough, and stridor with patients being diagnosed with both unilateral and bilateral vocal
fold paresis. Vincristine has been found to be the most neurotoxic, followed by vinblastine, and vinorelbine [10].
In the Pediatric Otolaryngology Group study, four cases of vincristine-induced laryngeal paralysis were seen
over five and half years among 293 children. In their literature search, only 10 pediatric cases had been pre-
viously reported since 1966, likely revealing an underreporting of cases [11]. Though symptoms are often re-
versible with cessation of use, patients can undergo a phenomenon called coasting where symptoms worsen be-
fore they improve [5] [10]. Treatment has ranged from observation to tracheotomy to address airway compromise.
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Figure 1. Fiberoptic laryngeal exam. Sequential still images of patient’s fiberoptic laryngeal exam during one of the serial
follow up exams. From right to left, the left vocal fold is seen to be in varying position while the patient is abducting and
adducting her vocal fold while the right vocal fold remains in similar position throughout the exam. Here, we are able to see
the partial recovery of the left vocal fold while the right is still paretic.

Cisplatin is a platinum derivative who mechanism involves the inhibition of DNA synthesis by forming cros-
slinks of DNA molecules. Its neurotoxic effects normally affect the sensory system and occur with accumulating
doses. In most patients it is often reversible, though incomplete [10]. Again, while the exact neuropathic me-
chanism is not known, it is hypothesized that injury occurs at the dorsal root ganglion for sensory nerves while
also causing axonopathy in other nerve types. There has been one previously cited case involving a patient re-
ceiving cisplatin for small cell lung cancer presenting with stridor and bilateral vocal fold paralysis [12]. The pa-
tient required an urgent tracheotomy but was ultimately able to bedecannulated with return of vocal fold func-
tion.

Paclitaxel is a part of many chemotherapy regimens for a wide range of cancers. Its chemotherapeutic effects
are due to its ability to promote the formation and stabilization of polymerized microtubules, disrupting cell mi-
tosis. [10] It, like many other chemotherapeutic drugs, is limited by neurotoxicity. This manifests itself most of-
ten as a sensory peripheral neuropathy in a stocking-glove presentation [10], but has also been reported to cause
other, more unusual presentations including vocal fold palsy [1] and facial nerve palsy [3]. With paclitaxel, neuro-
toxic symptoms usually manifest in first 24 - 72 hours [13], which are dose dependent [ 14], and often associated
with prior neurotoxic agents and underlying neuropathy [13] [14].

There has been one reported case of paclitaxel induced vocal fold paresis. The patient developed unilateral
vocal fold paresis after her 3rd dose of paclitaxel which was reversed upon cessation of the drug [1]. Paclitaxel
binds to the B-tubulin subunit, preventing of microtubule disassembly which leads to inability for a cell to di-
vide and then its death. Like the vinca alkaloids, its toxic effects have been postulated though impairment of
axoplasmic transport via its disruption of normal microtubule function [10]. In our case, like the previously cited
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cranial nerve neuropathies [3], neurotoxicity was reversible. Most instances of neuropathy have showed recov-
ery within six months of drug cessation.

In contrast to the previously described case involving paclitaxel, our patient presented nearly six months after
the completion of therapy as opposed to during the course of receiving paclitaxel. On exam, both vocal folds
appeared paretic compared to the previously seen unilateral injury. Our patient’s symptoms resolved with vigi-
lant observation and no further treatment. It appears that from comparisons to the previously cited case, there
can be a varied manifestation of paclitaxel-induced toxicity of the recurrent laryngeal nerve in both respects to
time of presentation and clinical findings. This could imply that like vinca associated toxicity, many other pa-
tients might have undiagnosed paclitaxel mediated vocal fold injury and this phenomenon is underreported [11].

Other known neurotoxic chemotherapeutic drugs include ixabepilone, bortezomib, thalidomide, eribulin, ne-
larabine, cytarabine, procarbazine, and teoposdie. Though there have been no reports of vocal fold paresis with
their use, patients on any of these chemotherapeutic drugs have the possibility of recurrent laryngeal nerve in-
jury.

In our case, management of the bilateral vocal cord paresis was conservative, with the use of voice therapy
and serial follow up. From the previously reported literature cases, patients with vocal fold paresis treatment
ranged from observation to tracheotomy [5] [10] [11]. Ultimately, the magnitude of intervention is correlated to
the level of airway obstruction and functional deficits that result from the vocal fold dysfunction.

4. Conclusion

While trauma, malignancy, and iatrogenic factors are common causes of vocal fold paresis, history of neurotoxic
chemotherapeutic drugs should be part of any evaluation. This importance lies in the experience that it is often
dose dependent and reversible, necessitating both cessation of the offending agent and the knowledge that any
treatment is likely needed for only a temporary time. Though it is a diagnosis of exclusion, chemothera-
py-induced vocal fold paresis should be in the differential for patients presenting with hoarseness, dysphonia,
stridor and a positive chemotherapy history.
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