
����	
����������

������������������������������������������������� ���!�� ����"
�������������

��#$�������
%����%��&�%�'(�)	(%���	
��
	(�	%���%��&�%���''
	)�
�!
��((
%
���%��&�%��$*&���
+$)��$,	�,	
%���%����%��(�
	$
���*$%����%��&�

���" �-./-�/0-12-34.3-55�/

���" &((�'"66)�$7��,603703016878)*�7-3-37397309

���	*" �����0./:

���
��
��$	" JAAD Case Reports

�*$+)��
(" /��
�*&�-3-3

�+$')��
(" 03����$��-3-3

�**�()��
(" 0.����$��-3-3

��
'�*$(�(&$'�
�($*��
'"�������
��%��
	(�	��%�!
��((
��%��$,	�,	
���%���*$��%��������
����������������������������������������� ���!�� ����"��������������%�����
�	
�������
�2-3-34%�)�$"�&((�'"66)�$7��,603703016878)*�7-3-373973097

�&$'�$'�
���;��$�����
	�
�($*��(&
(�&
'��	)�,�	�	&
	*#	('�
�(��
**�(
	*%�'�*&�
'�(&�
))$($�	
���
�*�+���
,�
	)�#(
)
(
%�
	)����#
(($	,������
)
<$�$(=%�<�(�$(�$'�	�(�=(�(&�)�$	$($+�+�'$�	���
�*��)7��&$'�+�'$�	�>$����	)�,��
))$($�	
��*��=)$($	,%�(=�'(($	,�
	)��+$>�<����$(�$'���<�$'&)
$	�$('��$	
�����#%�<�(�>�
�����+$)$	,�(&$'�+�'$�	�(��,$+�
��=�+$'$<$�$(=����(&�
�($*�7���
'�	�(�(&
(%
)��$	,�(&����)�*($�	����*''%�����'�#
=�<�)$'*�+�)�>&$*&�*���)�
��*(�(&�*�	(	(%�
	)�
����,
�
)$'*�
$#�'�(&
(�
���=�(��(&�8���	
����(
$	7

?�-3-3���<�$'&)�<=���'+$���	�<&
������(&��#�$*
	��*
)#=������#
(���,=%��	*7��&$'�$'�
	���	

**''777

https://doi.org/10.1016/j.jdcr.2020.04.014
https://doi.org/10.1016/j.jdcr.2020.04.014


 

 

1

1

Case Report 1 
UNUSUAL EXTERNAL AUDITORY CANAL RELAPSE IN PEMPHIGUS 2 
VULGARIS: A CASE REPORT 3 
Noemi Coppola1*DDS, PhD student, Elena Cantone2, MD, PhD, Alessandra Valletta1 DDS, PhD, 4 
Michele Davide Mignogna1MD, DMD, Stefania Leuci1 DDS, PhD  5 
 6 

1. Department of Neurosciences, Reproductive and Odontostomatological Sciences, Oral Medicine Unit, 7 
Federico II University of Naples, Via Pansini no. 5, Naples, 80131, Italy.  8 

2. Department of Neurosciences, Reproductive and Odontostomatological Sciences, ENT Section, Federico II 9 
University of Naples, Via Pansini no. 5, Naples, 80131, Italy. 10 

 11 

Short running title: Pemphigus Vulgaris and relapse 12 

Abstract words count: 140 13 

Manuscript words count: 1000 14 

Figure count: 2 15 

References: 10 16 

Declarations of interest: The authors have no conflict of interest to declare 17 

Funding Source: This article has no funding source 18 

Key words: Pemphigus Vulgaris; autoimmune bullous disease; ear, nose and throat; 19 

dermatology; otoscopy. 20 

*CORRESPONDING AUTHOR 21 

Noemi Coppola, DDS, PhD student 22 

Department of Neurosciences, Reproductive and Odontostomatological Sciences, Oral 23 

Medicine Unit, Federico II University of Naples, Via Pansini no. 5, Naples, 80131, Italy.  24 

Office: +39 (081) 7462498 25 

Email: noemi.coppola91@gmail.com 26 



 

 

2

2

INTRODUCTION 27 

Pemphigus vulgaris (PV) is an autoimmune mucocutaneous blistering disease characterized 28 

by autoantibodies against desmogleins (DSGs), resulting clinically in the formation of 29 

blisters [1]. Histopathological analysis shows suprabasal acantholysis with loss of adhesion 30 

between adjacent keratinocytes with a tombstone aspect. Bullous lesions can involve 31 

different sites both on skin and mucosa such as oro-pharyngeal, laryngeal, nasal, 32 

conjunctival, genital, anal and esophageal mucosa. The frequency of ear, nose, and throat 33 

(ENT) involvement in PV is clearly highlighted in previous studies, but ear involvement has 34 

been only occasionally reported, characterized by pain and ear canal obstruction as reported 35 

first symptoms [2].  36 

We present a peculiar case of a patient suffering from muco-cutaneous PV who, following a 37 

period of clinical and immunological remission, presented a relapse manifested only by 38 

auricular symptoms and signs that preceded the appearance of oral blisters. 39 
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 49 

CASE DESCRIPTION 50 

In January 2014, a 47-year-old man was referred to the Oral Medicine Unit, Department of 51 

Neuroscience, Reproductive and Odontostomatological Sciences, Federico II University of 52 

Naples with blisters and erosions involving the skin of the face, neck and chest, the oral and 53 

nasal mucosa with bilateral conjunctivitis. The patient complained throat and nasal symptoms 54 

as pain, stinging, nasal obstruction and crusting. His general medical and dermatological 55 

history was negative. The patient underwent full ENT evaluation including otomicroscopy 56 

and endoscopic examination, that confirmed oral and nasal mucosa involvement.  57 

He also underwent laboratory tests, including ELISA test to detect antibodies anti-DSG1 and 58 

anti-DSG3, instrumental examinations and incisional oral and skin biopsies with direct 59 

immunofluorescence (DIF). He was examined by means of routine hematological and 60 

infectious test and tumor markers. No alterations to these laboratory tests were detected. The 61 

initial anti-DSG 3 antibodies titer were >100 RU/ml and anti-DSG1 antibodies were negative 62 

as detected by ELISA test. Histopathology showed suprabasal acantholysis and intercellular 63 

deposits of immunoglobulin G (IgG), confirming the suspected diagnosis of PV. In absence 64 

of comorbidities, patient started conventional systemic therapy with corticosteroids 65 

(Deflazacort 120 mg/die) and Azathioprine (100mg/die) for 60 days without obtaining both 66 

clinical and immunological remission. The second step was the use of high-dose intravenous 67 

immunoglobulin (IVIg) (2gr/kg/cycle) with a clinical e immunological remission. The 68 

remission lasted 2 years, until right ear canal obstruction and pain appeared without hearing 69 

loss. Direct examination of the auricle and auditory canal of the ear showed erosions in 70 

auditory canal and serous otorrhea (Fig.1). Otoendoscopy with rigid 0° endoscope (Storz, 71 

diameter 2.7 mm, length 10 cm) confirmed the presence of ear involvement, that lasted 3 72 
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weeks after which the disease widespread involving face, neck, chest, conjunctival and oral 73 

mucosa. Anti-DSG 3 antibodies titer were 35 RU/ml and anti-DSG1 antibodies were negative 74 

detected by ELISA test. The muco-cutaneous relapse was treated with anti-CD-20 75 

monoclonal antibodies (Rituximab) in association with IVIg in line with the protocol 76 

described by Ahmed et al [3] with a complete clinical and immunological remission (Fig 2). 77 

The patient is currently in six-monthly follow-up remaining in clinical and immunological 78 

remission off-therapy. 79 
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 95 

DISCUSSION 96 

There are few data on ENT bullous manifestations, in fact at the early stage of illness ENT 97 

involvement may not be clearly diagnosed [4]. The frequency of ENT involvement has been 98 

described as: pharynx (38-85%), larynx (40-85%), nasal cavity (11-76%), ear (8-27%) [5]. 99 

Auricular findings in PV patients with otoendoscopic examination were confirmed and well-100 

described in 10.5% [6], 19% [7], 26.5% [2] and 26.8% [8] of patients. The frequency of 101 

auricular involvement appears to be greater in the muco-cutaneous phenotype than in the 102 

mucosal phenotype [6]. The published symptoms associated with ear blistering lesions are 103 

earache, blockage of the external auditory canal and hearing loss, with a frequency rate of 104 

25% [6], 26.5% [2] and 26.8% [8]. 105 

While nasal and pharyngeal lesions are in most cases symptomatic, the ear involvement is 106 

often asymptomatic and, therefore, in the absence of an otoscopic examination, ear blisters 107 

may not be detected and the diagnosis of auricular PV may be delayed or missed [6]. Few 108 

cases of ear blisters have been reported in the literature, but there is no indication of the exact 109 

anatomical area affected by bullous lesions; Fawzy [2] describes only external lesions and the 110 

only patient who described ear blocking on otoscopic examination showed an accumulation 111 

of ear wax, therefore the symptom was not related to the main pathology. Fernández et al. 112 

reported that the pinna (7,5%) and the most external part of the external auditory canal 113 

(7,5%) are the most affected sites [9].  114 

Mahfoudhi et Khamassi described a case of auricular PV with erythematous and crusted 115 

lesions of the pretragic region and of the auricle with small lesions of the external auditory 116 

canal [10]. Therefore, in the reported cases the auricular lesions PV-related affect the peri-117 
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auricular skin, instead in our case the PV relapse occurred with blistering and erosive lesions 118 

in the innermost part of the external auditory canal. This case is a rare report of PV patient, 119 

where the onset of the relapse is characterized by singular bullous lesion of the auricular 120 

canal without involvement of other mucosal and/or cutaneous sites. 121 

The ear like the oral mucosa can represent the first manifestation of the disease or relapse and 122 

for this reason ENT specialist must make a careful assessment of the area in question in order 123 

to make an early diagnosis. An endoscopic otorhinolaryngologic examination must be 124 

performed at the first manifestation of bullous disease, regardless of the district involved and 125 

the phenotype, and subsequently in case of relapse of the disease and in the course of follow 126 

up.  127 
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CONCLUSION 141 

The presence of bullous lesions can involve anatomical areas that are not always examined in 142 

routine clinical inspection such as the ENT district and, specifically, the ear. Therefore, the 143 

role of the ENT specialist is fundamental in the early diagnosis of PV and in the evaluation of 144 

the real disease extension.  145 

Then, for a correct clinical evaluation at the onset and during the course of PV it is necessary 146 

to explore ENT mucosa and skin with endoscopy, not only when the patient reports 147 

symptoms but routinely in all PV patients.  148 

 149 

 150 

 151 

 152 

 153 

 154 

 155 

 156 

 157 

 158 

 159 

 160 



 

 

8

8

 161 

REFERENCES 162 

1. Spindler V, Eming R, Schmidt E, Amagai M, Grando S, Jonkman MF, et al. 163 

Mechanisms causing loss of keratinocyte cohesion in pemphigus. J Invest Dermatol 164 

2018;138:32–37.  165 

2. Fawzy MM, Hegazy RA, Abdel Fattah AF. Ear, nose, and throat involvement in 166 

Egyptian patients with pemphigus vulgaris: A step towards a better management. Int J 167 

Dermatol 2013;52:1268-1273. 168 

3. Ahmed AR, Spigelman Z, Cavacini LA, Posner MR. Treatment of pemphigus 169 

vulgaris with rituximab and intravenous immune globulin. N Engl J Med. 2006 Oct 170 

26;355:1772-9. 171 

4. Bilgic-Teme A, Cem Temel I, Bostancı-Toptas A, Turhan M, Bozkurt S, Uzun S. 172 

Evaluation of Ear, Nose, and Throat Involvement in Pemphigus Vulgaris in 173 

Comparison with Pemphigus Severity Scoring Systems: A Cross-sectional Study. 174 

Acta Dermatovenerol Croat. 2018;26:283-288. 175 

5. Ohki M, Kikuchi S. Nasal, oral, and pharyngolaryngeal manifestations of pemphigus 176 

vulgaris: Endoscopic ororhinolaryngologic examination. Ear Nose Throat J. 177 

2017;96:120-127.  178 

6. Kavala M, Altintaş S, Kocatürk E, Zindaci I, Can B, Ruhi C, et al. Ear, nose and 179 

throat involvement in patients with pemphigus vulgaris: Correlation with severity, 180 

phenotype and disease activity. J Eur Acad Dermatol Venereol 2011;25:1324-1327. 181 

7. Espana A, Fernández S, del Olmo J, Marquina M, Pretel M, Ruba D, et al.. Ear, nose 182 

and throat manifestations in pemphigus vulgaris. Br J Dermatol 2007;156:733-737. 183 



 

 

9

9

8. Robati RM, Rahmati-Roodsari M, Dabir-Moghaddam P, Farnaghi A, Mahboobi-rad 184 

F, Rahimi H, et al. Mucosal manifestations of pemphigus vulgaris in ear, nose, and 185 

throat; before and after treatment. J Am Acad Dermatol 2012; 67:249-252   186 

9. Fernández S, España A, Navedo M, Barona L. Study of oral, ear, nose and throat 187 

involvement in pemphigus vulgaris by endoscopic examination. Br J Dermatol 188 

2012;167:1011-1016. 189 

10. Mahfoudhi M, Khamassi K. Pan African Medical Journal. 2015; 20:444 190 

 191 

 192 

 193 

 194 

 195 

 196 

 197 

 198 

 199 

 200 

 201 

 202 

 203 

 204 



 

 

10

10

 205 

 206 

Legend of figures 207 

Fig 1: Shows erosions in right auditory canal. 208 

Fig 2: Shows complete resolution of auricular lesions following complete remission. 209 
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