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Abstract

BACKGROUND

Laryngeal contact granuloma (LCG) is difficult to treat and frequently associated
with high persistence and recurrence, despite the availability of both surgical and
pharmacological treatment options. An appropriate strategy is therefore needed
to help patients with multiple recurrences of LCG to potentially avoid unnecess-
ary surgery.

CASE SUMMARY

We describe the case of a 34-year-old male patient with recurrent LCG in which a
good response was achieved through successful management of laryngophar-
yngeal reflux disease using a combination pharmacotherapeutic regimen
consisting of anti-reflux therapy, pepsin secretion inhibition, bile acid
neutralization, and lifestyle modifications. This patient underwent surgery to
excise the granuloma, then relapsed, underwent a second surgery, which was
followed by a second recurrence. The granuloma then disappeared after 9 mo of
combined treatment with ilaprazole enteric-coated capsules (10 mg qd),
mosapride tablets (5 mg tid) and compound digestive enzyme capsules (2 tablets).
The drug regimen was discontinued after one year, and no recurrence of the
lesion has been reported during the one-year follow-up period.

CONCLUSION
We report a combination of pharmacotherapeutics and lifestyle modifications for
the management of laryngopharyngeal reflux disease to address recurring LCG.

Key Words: Recurrent laryngeal contact granuloma; Laryngopharyngeal reflux disease
management; Anti-reflux therapy; Pepsin secretion inhibition; Bile acid neutralization;
Case report
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Core Tip: Laryngeal contact granuloma (LCG) is difficult to treat and frequently
associated with high persistence and recurrence. We describe a patient with recurrent
LCG in which a good response was achieved through successful management of
laryngopharyngeal reflux disease using a combination pharmacotherapeutic regimen
consisting of anti-reflux therapy, pepsin secretion inhibition, bile acid neutralization,
and lifestyle modifications. The drug regimen was discontinued after one year, and no
recurrence was observed during the one-year follow-up period. This case report
highlights the efficacy of combined pharmacotherapeutics and lifestyle modifications
in managing laryngopharyngeal reflux disease to address recurring LCG.

Citation: Li K, Chen WY, Li YY, Wang TL, Tan MJ, Chen Z, Chen H. Laryngopharyngeal
reflux disease management for recurrent laryngeal contact granuloma: A case report. World J
Clin Cases 2021; 9(8): 1989-1995

URL: https://www.wjgnet.com/2307-8960/full/v9/i8/1989.htm

DOI: https://dx.doi.org/10.12998/wjcc.v9.i8.1989

INTRODUCTION

Laryngeal contact granuloma (LCG), also called laryngeal arytenoid granuloma or
vocal process granuloma, refers to non-neoplastic inflammatory granulation tissue at
the medial surface of the cartilaginous vocal process!l. Hoarseness and abnormal
pharyngeal sensations are the most common complaints associated with this disease,
and LCG is sometimes accompanied by airway obstruction. Previous reports have
indicated that 0.9%-2.7% of adults with voice disorders have LCGl, and that the
incidence in males is higher than that in females!“l. Several possible etiological factors
for LCG have been proposed, such as laryngopharyngeal reflux disease (LPRD)"*?,
voice abuse, smoking, and alcohol*l. However, the primary driving factor in LCG
occurrence is generally thought to be reflux from the esophagus into the pharynx.
This difficult to treat laryngeal disease not only has various etiologies, but also a high
propensity for persistence and recurrence despite multifactorial treatment
alternatives!. This intractability may be related to repeated exposure of the granuloma
site to etiological factors. Therapeutic methods for LCG include surgical treatments
such as laser excision, microlaryngoscopic excision, and low-dose radiotherapy for
refractory lesions. More conservative LCG treatments include anti-reflux therapy,
voice therapy, antibiotics, corticosteroids, zinc supplements, and botulinum toxin
injection””. Excision treatment is based on removing the mass granuloma, whereas
conservative therapies mitigate inflammation or reduce the friction during phonation
of the vocal cords. However, the selection of LCG treatments remains controversial
specifically because pharmacological treatments may not relieve hoarseness, whereas
granuloma excision, which can quickly restore vocal function, is accompanied by a
very high rate of recurrence. Surgery has been widely adopted as the treatment of
choice for LCG, and moreover, there is no consensus on the appropriate duration of
drug treatment, or whether the treatments should be discontinued directly or dosages
should be reduced in a stepwise fashion after the patient stabilizes.

Thus, in order to help patients with multiple recurrences of LCG, we report a
combined management regimen of pharmacotherapeutic treatments and lifestyle
modifications.

CASE PRESENTATION

Chief complaints

A 34-year-old man presented to The Second Clinical College of Guangzhou University
of Chinese Medicine with no history of smoking or alcohol abuse. The chief complaint
during his initial visit was hoarseness, accompanied by sore throat and acid reflux.
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History of present illness
The patient’s symptoms started two months ago.

History of past illness

The patient had no previous medical history.

Personal and family history
He was a non-smoker with no specific family history.

Physical examination
Indirect laryngoscopy showed a (left) vocal cord mass.

Laboratory examinations
Hematological examinations were within normal limits.

Imaging examinations
Laryngoscopy on May 2, 2017 showed a (left) vocal cord mass diagnosed as contact
granuloma (Figure 1A).

FINAL DIAGNOSIS
LCG of the left vocal cord.

TREATMENT

After surgery, the patient's hoarseness was alleviated, and he was prescribed proton
pump inhibitor (PPI) therapy with esomeprazole enteric-coated tablets 20 mg/d for 4
wk to mitigate reflux. After treatment, the patient's acid reflux symptoms remained
unresolved, and his hoarseness symptoms recurred. Re-examination by laryngoscopy
showed recurrence of the left vocal cord granuloma (Figure 2A and B), similar in size
to the granuloma before surgery. He was again admitted to hospital and underwent
the same surgical resection of the recurring granuloma (Figure 2C and D). During
hospitalization, we found that the patient had been regularly eating spicy food and
desserts, such as cream cake and carbonated drinks. Combined with the laryngeal
dynamics assessment, the internationally recognized Reflux Findings Score (RFS) was
greater than 7, thus leading to a subsequent diagnosis of LPRDI".. The patient was then
provided with lifestyle and dietary education to address the LPRD, and after surgery
he was prescribed a different PPI, at a higher dosage. After changing to rabeprazole
enteric-coated capsules (20 mg bid) combined with mosapride tablets (5 mg tid) for 8
wk, the hoarseness and acid reflux symptoms subsided.

Although, the patient continued treatment, a review of the laryngoscopy at three
months after the second operation revealed a recurrence of the left vocal cord mass,
which was the same size as the granuloma prior to surgery (Figure 2E). We initially
speculated that the PPIs had been ineffective, and therefore proposed changing the
rabeprazole enteric-coated capsules to ilaprazole enteric-coated capsules (10 mg qd),
still combined with mosapride tablets. After 12 wk of this regimen the chronic
hoarseness and acid reflux persisted and, on January 22, 2018, a review of the
laryngoscopy revealed no change in the size of the LCG (Figure 2F).

Consultation with gastroenterologists resulted in the addition of a compound
digestive enzyme to the original treatment plan of ilaprazole enteric-coated capsules
(10 mg qd) and mosapride tablets (5 mg tid). After 12 consecutive weeks of this
combined treatment the hoarseness and acid reflux symptoms subsided. On April 11,
2018, laryngoscopy showed that the LCG size was substantially reduced (Figure 3A)
and the patient was then instructed to continue treatment according to the program. A
review of laryngeal dynamic microscopy conducted on October 22, 2018 showed that
the LCG had disappeared (Figure 3B). The compound digestive enzyme capsules and
mosapride tablets were then discontinued, while ilaprazole tablets were gradually
reduced and discontinued by December 2018.
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May 2, 2017 May 5, 2017 May 10, 2017

Figure 1 Laryngeal contact granuloma before the first operation. A: A laryngeal contact granuloma (LCG) initially presented with a lesion on the left
vocal process; B: The LCG was removed in the first operation; C: The first pathological result: (left vocal cord mass) mucosal ulcer with inflammatory granulation
tissue polypoid hyperplasia.

July 17, 2017 August 15, 2017 August 26, 2017

August 29, 2017 November 24, 2017 January 22, 2018

Figure 2 Relapse-reoperation-recurrence. A: Two months after granuloma excision, re-examination by laryngoscopy revealed that the left vocal cord
granuloma had recurred; B: Three months after granuloma excision, re-examination by laryngoscopy revealed that the left vocal cord granuloma had recurred; C:
After the second surgical intervention, the laryngeal contact granuloma (LCG) was again removed; D: The second pathological result was consistent with the first
result; E: Three months after the second surgery the LCG recurred at the edge of previous lesion under a treatment regimen of rabeprazole enteric-coated capsules
(20 mg bid) combined with mosapride tablets (5 mg tid) for 8 wk; F: A laryngoscopic review revealed no change in LCG size following 12 wk of ilaprazole enteric-
coated capsules (10 mg qd) and mosapride tablets (5 mg tid) administration.

OUTCOME AND FOLLOW-UP

The patient has remained off medication, and as of this reporting has shown no signs
of hoarseness or acid reflux. The laryngoscopy was reviewed on May 20, 2019 and
again on January 21, 2020 (Figure 3C and D), both of which showed no signs of
recurrence. In addition, no drug-related adverse reactions were reported throughout
the treatment period or after discontinuation.

DISCUSSION

Here, we report a case with recurrent LCG in which the patient underwent surgery,
relapsed, underwent a second surgery, and subsequent recurrence. At the onset of the
second recurrence we recommended a treatment regimen consisting of ilaprazole
enteric-coated capsules (10 mg qd) for anti-reflux therapy, mosapride tablets (5 mg tid)
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April 11, 2018

.

May 20, 2019

December 22, 2018

4

January 21, 2020

Figure 3 Disappearance and no recurrence. A: The size of the laryngeal contact granuloma (LCG) was reduced at three months after initiating a new anti-
reflux regimen consisting of a combination of ilaprazole enteric-coated capsules (10 mg qd), mosapride tablets (5 mg tid) and compound digestive enzyme capsules
(2 tablets); B: LCG was undetectable six months after starting the cocktail therapy; C: No recurrence of the granuloma was observed six months after the patient
discontinued medications; D: No recurrence of the granuloma after the patient had discontinued therapy for 1 year.

for pepsin secretion inhibition, compound digestive enzyme capsules (2 tablets) for
bile acid neutralization, and lifestyle modifications. The granuloma disappeared and
no recurrence was reported within one year of follow-up, strongly suggesting that this
combination therapy may address the long-standing issue of LCG recurrence in the
post-operative period.

Granulomas located on the vocal process are believed to be caused primarily by
LPRD, and the persistence of LPRD contributes to the high recurrence rate of LCGP7l.
In addition to RFS, measurements of the reflux symptoms index!”! and reflux symptom
scorel'! can be obtained using electronic laryngoscopy before patients receive
treatment. Moreover, a Dx-pH measurement test, a new sensitive oropharyngeal pH
device for the detection of pH events that begin at the distal esophagus and travel
upward to the oropharynx, can also be used for the diagnosis of LPRD!". We therefore
propose that the good outcome following treatment of recurrent LCG in this case was
likely due to successful LPRD management. While the role of surgery is simply to
remove the lesion, viable strategies for LCG management may also necessarily
incorporate treatment of LPRD that include medications and lifestyle modifications.

A growing number of studies have recommended anti-reflux-based conservative
therapy as a first-line treatment instead of surgical excision"”. Rudman et all'” reported
that non-surgical patients are significantly more likely to experience success upon
initial treatment than surgical patients. Lee ef al! reported that based on long-term
outcomes, PPI anti-reflux treatment, botulinum toxin, and voice therapy are more
effective than observation alone. In contrast, surgery and steroid inhalation showed no
statistically significant difference to observation alone. Karkos et all' reviewed LCG
treatments and concluded that anti-reflux drugs combined with voice training and
lifestyle changes lead to the lowest recurrence rates. In addition, Lei et all"™'?
determined that a combination of PPI and prokinetic drug therapy is more effective
against LCG than botulinum toxin injection.

Anti-reflux therapy is an essential component of any conservative treatment
regimen. PPIs, which irreversibly inhibit H-K-ATPase secretion in the gastric mucosa
and protects the throat mucosa from gastric acid, are considered to be the most potent
pharmaceutical inhibitors of gastric acid production”, but nonetheless may be
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insufficient, as observed in this case. The various PPIs used in the clinic each have their
own advantages, and therefore, different PPIs can be prescribed, or the dosage can be
increased, when the treatment effect is poor or when there are adverse reactions!'>'".
Mosapride is a prokinetic drug that is unique among prokinetic agents because it not
only accelerates gastric emptying throughout the gastrointestinal tract, but also leads
to favorable effects as a PPI-based therapy!'”. However, the patient’s condition in this
case did not improve after mosapride treatment, which led us to seek an alternative
program, i.e, supplementation with compound digestive enzyme capsules.

Sereg-Bahar et al! argued that biliary reflux — the retrograde progression of bile
acid contents through the stomach into the upper aerodigestive tract — may inhibit
anti-reflux treatment. The compound digestive enzyme capsules administered in this
case were composed of ursodeoxycholic acid (UDCA) 25 mg, pepsin 25 mg, papain 50
mg, amylase 15 mg, ursodeoxycholic acid 25 mg, cellulase 15 mg, trypsin 2550 USP
units, pancreatic amylase 2550 USP units, and pancreatic lipase 412 USP units. A
previous study showed that UDCA neutralizes bile acids, mitigates the damage they
cause to the gastric mucosal barrier, and improves clinical symptomsl. Given the
success of this treatment in our patient, we therefore concluded that the recurring LCG
was caused by gastric acid, pepsin, and bile acid. The digestive enzymes may play an
important role in the pharmacological treatment of LCG. The anti-reflux therapy in
this case was necessary for management of reflux disease, which was pivotal in the
resolution of LCG recurrence. Moreover, this case demonstrates that a multi-
disciplinary approach is helpful in formulating the best treatment method.

In addition to medications, lifestyle changes are integral in the management of
LPRD. Although it may be difficult for patients to implement and sustain large
lifestyle modifications, targeted modifications directed at adjusting eating habits,
alcohol/smoking cessation, and weight control may be more feasible and can provide
tangible symptomatic improvement. The patient in this case was asked to make
lifestyle modifications, including voice rest, abstention from spicy food and desserts,
and to refrain from eating within three hours before sleep. While it may be difficult to
quantify the specific contributions of these targeted modifications to resolving LCG
recurrence, the potential benefits of these lifestyle changes for alleviating reflux
disease are established””, and therefore should not be ruled out when reflux drives
recurrent LCG.

CONCLUSION

We describe a patient with recurrent LCG after surgery who was treated by LPRD
management. The positive outcome in this case supports the use of combination
therapies for LCG based on reflux suppression, pepsin secretion inhibition, bile acid
neutralization, and lifestyle modifications. Additional cases are required to establish
guidelines for the treatment of recurrent LCG and we will continue regular follow-up
of this patient.
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