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SUMMARY: Bullous pemphigoid (BP) is an autoimmune
bullous disease characterized by subepithelial blistering
mostly affecting elderly but may be seen in all ages. A
52-year-old female patient came with a chief complaint
of itching, redness and ulcer in the hands and oral cavity
for the past 2 weeks. The examination revealed ulcer-
ated lesions in palate and buccal mucosa. Erythematous
lesions were also seen in upper limb. Incisional biopsy
was done and histological examination revealed bullous
pemphigoid. The patient was immediately started with
systemic and topical steroids and was continued for 3
weeks. The extra-oral lesions were healed and intraoral
ulcerations subsided after 3 weeks.

KEY WORDS: Autoimmune bullous disease, ulcerated
lesions, steroids.

TMEPIAHWH: To mopgpoAuyndeg meppiyoeidég (BP) eival
i autodvoon Quoahidwdng vooog Tou xapaktnpite-
Tal and Ny apoucia peydAwy TETAPEVWY TTOHPOATYwY
eni eddgoug epubnuatndouq eEavBriuatog Kuping oe
NAIKiwpévous aoBeveiG aMd pmopel va mapatnenOef oe
OAeg TG NAikieg. Mia 52xpovn yuvaika aoBevr|g rpBe pe
éva KUplo Tapdmovo kvnopoU, epuBpdTntag kai EAKOUG
OTa XE€PIA KAl OTn OTOHATIKY KOIAGTNTA TIG TEAEUTAiEg
2 efdopddec. H e&graon amokdAupe eAkwTIKEG BAGPEG
OTNV UTIEPWA KAl oto otopatikd BAevwoyodvo. Epubn-
patwdelg aMoIwoelG Tapatnerfnkav emong oto dvw
akpo. ‘Eyive Bloyia kar n 1otoloyikr e&étacn amokdAu-
e ToPQOAUYWOES TreppIyoeldeg. H aoBevig Eekivnoe
QUEOWG OUOTNUATIKY KAl TOTTKY aywyr) pE OTEPOEISH
TIou ouvexiotnke yia 3 efdopddec. Or e§w - OTOPATIKEG
aMoIOoEIG UPEBNKaV kal ta evOOOoTOPATIKA €AKn uTTo-
xwpnoav Petd ano 3 efdopddec.

AEZEIX KAEIAIA: Tlougpohuywdeg mepgiyoeideg, Au-
T0dvoon UOaNdwdNG VOOoOG, EAKWTIKEG AANOIWOEIC,
oTePOEISH.
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INTRODUCTION

Bullous pemphigoid (BP) is an autoimmune bullous dis-
ease characterized by subepithelial blistering common
in elder patients but can also be seen in all ages. The
incidence of the disease is 3 per 100,000 persons in a
year." Large blisters on skin and oral erosions are the
most common characteristics associated with BP and
these blisters appear on normal or inflamed skin.? Most
patients with BP have circulating autoantibodies directed
against one of two hemidesmosomal proteins (BP 180
and BP230). The risk factors of BP include old age,
neurologic diseases and some particular drugs, includ-
ing furosemide and spironolactone, NSAIDs, amoxicillin,
PDI/PD-LI inhibitors, gliptins, and TNF-alpha inhibi-
tors.? Drug induced bullous pemphigoid occurs up to 3
months after medication initiation and is usually noted
during a younger to older subset of patients. The di-
agnosis is mainly based on the clinical features and the
histhopathological features.* Using direct and indirect
immunofluorescence the circulating and in situ autoan-
tibodies directed against hemidesomsomal proteins can
be visualized. Using ELISA, immunoprecipitation and
immunoblotting Serum anti-BP180 and anti-BP230 au-
toantibodies are quantified.

Table 1
Outline of Bullous pemphigoid

Etiology Clinical diagnosis

* BP is characterized
by highly pruritic
urticaria-like or

The Bullous pemphigoid

can occur due to

* The autoantibodies
directed against proteins
arranged at the dermal-
epidermal
junction

e |t can also occur when
taking systemic
medications. The lesions
start to appear up to three
months after taking
systemic medications.

on which tense

The patients usually
develop vesicles

to large blisters with

¢ The lesions are
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Fig. 1: Pruritic crusted erythematous papules on the skin.

erythematous lesions
blisters may develop
over a period of time.
which may progress

clear fluid and blood.

Fig. 2: Severe involvement of the palate with desquamation and ul-
ceration.

Lab diagnosis Differential diagnosis
When BP is suspected two 1. Dermatitis
biopsies should be taken herpetiform

one for histopathologic 2. Epidermolysis
examinations and other for bullosa
direct immunofluorescence 3. Linear IgA

study (DIF). dermatosis

* The histopathology 4. Mucous
examination shows membrane
subepidermal clefting and pemphigoid
an inflammatory infiltrate 5. Erythema
mainly consisting of multiforme
eosinophils.

¢ The characteristic DIF

¢ The systemic medications
which cause BP induced
eruptions are furosemide
and spironolactone,
NSAIDs, amoxicillin,
PD-1/PD-L1 inhibitors,
gliptins, and TNF-alpha
inhibitors.

present on the trunk
and the flexor surface
of the extremities and
are less common in
head and neck
region.

* The Nikolsky sign is
negative. But positive
nikolsky sign is also
seen in some cases
and hence in those
cases BP should not
be ruled out.

picture in BP is a linear
deposition of IgG and or
C3 along the basal
membrane. Other
immunoglobulins,
including IgA, IgM and
IgE, may also be
present.

* Another histologic
feature described as
characteristic of BP is an
n-serrated pattern of IgG
deposition.

Current treatment types

Mild and moderate
-Topical clobetasol
Severe disease -
Combined with
systemic treatment,
(a) prednisolone
(b) an immuno-
modulant, e.g.,
dapsone or
doxycycline, or

(c) prednisolone
plus an immuno-
modulant.
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CASE REPORT

A 52-year-old female patient came with a chief com-
plaint of itching, redness and ulcer in the hands and oral
cavity for the past 2 weeks. These ulcers were seen ini-
tially in the palate (Figure-1) and buccal mucosa. Later
the patient noticed small blisters in the upper limb which
crusted in a week (Figure-2). The patient's medical his-
tory revealed that the patient was a type Il diabetic
and also hypertensive for the past 2 years and was un-
der medication for the same. The patient was taking
Glimepiride (2mg) + Metformin (100mg) (Glycomet
gp2 forte) and Vildagliptin (V Small). The patient’s dental
history revealed patient underwent endodontic treat-
ment 5 years back.

Investigation - Liver and renal function tests and complete
blood count, HbAlc was ordered and no abnormality
was detected. The hemoglobin Alc level was less than 7
percent. Nikolsky sign was absent. Incisional biopsy was
taken and was sent to histhopathological examination.
Histhopathological examination revealed parakeratinized
stratified squamous epithelium with subepithelial split.
Basal cells were intact with surface epithelium. Areas of
subepithelial inflammatory cell infittrate were seen partic-
ularly lymphocytes. In the connective tissue region bun-
dles of collagen fibers and extravasated red blood cells
are seen. A diagnosis of bullous pemphigoid was made.
Direct immunofluorescence was done for the confirma-
tion. The patient was prescribed Tab prednisolone 20mg
twice daily for | week and the dose was tapered to 10mg
for 2 weeks, Tab betamethasone 0.5 mg for swish and
spit once daily, ointment Clonate-F cream to be applied
twice daily on the affected area on the skin. Systematic
steroids were stopped after 3 weeks. The extra-oral le-
sions were healed and intraoral ulcerations subsided af-
ter 3 weeks. The patient was followed up for 3 months
and no recurrence of the lesions were seen.

DISCUSSION

Bullous pemphigoid (BP) is the most common autoim-
mune subepidermal blistering disease which most com-
monly seen in elder population but can also be seen in
all ages which has got no gender predilection. It all starts
with an itching which can last for months to years and
it is usually seen in the lower extremities. Tense blisters
develop on normal or inflamed skin in chest, proximal
extremities and/or abdomen.® The blister wall is usually
thick, cannot be broken that easily. Physical examina-
tion shows a negative Nikosky's sign. The precipitat-
ing factors include ultraviolet (UV) light, either UVB or
psoralen with ultraviolet A (PUVA), radiation therapy
and also due to certain drugs such as urosemide and
spironolactone, NSAIDs, amoxicillin, PDI/PD-LI inhibi-
tors, gliptins, and TNF-alpha inhibitors.” The summary of
bullous pemphigoid is shown in Table |.
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Oral bullae rupture rapidly and forms erosions mainly in
buccal mucosal surface, palate, gingiva, tongue and lower
lip. Generally, the oral lesions of bullous pemphigoid are
slow growing and less painful than pemphigus vulgaris.
Differential diagnosis of bullous pemphigoid includes
erosive form of lichen planus, Pemphigus vulgaris and
other subepithelial bullous lesions. The erosive and ul-
cerative forms of lichen planus frequently exhibit white
Wickham striae at the periphery along with ulcerations
and erosions.® PV usually has more extensive erosion of
mucosa and skin involvement.” The characteristic Direct
immunofluorescence picture in BP is a linear deposition
of IgG and or C3 along the Basement membrane. Other
immunoglobulins, including IgA, IgM and IgE, may also be
present. Another histologic feature described as char-
acteristic of BP is an n-serrated pattern of IgG deposi-
tion. A predominance of IgG deposit intensity would
suggest another diagnosis, such as epidermolysis bullosa
acquisita. A small percentage of patients with BP have
C3 deposits only 12

The topical steroids clobetasol and betamethasone can
be used for localized oral lesions. The patients need
systemic steroids and immunosuppressive drugs such as
azathioprine, mycophenolate and rituximab only in the
extensive course of disease. Antibiotics such as tetracy-
cline, doxycycline, minocycline can be given in the case
of moderate course of the disease.'” BP is a chronic dis-
ease and hence the patients should be followed till the
lesions are completely healed. Patients should be looked
for any drug side effects and also to make sure their
symptoms are controlled. Once the disease is stable an
attempt to stop the treatment at 2 to 5 intervals should
be done."

CONCLUSION

Based on the clinical examination, histologic and im-
munofluorescence features, a diagnosis of bullous
pemphigoid is made. Corticosteroids (both topical and
systemic) are used predominantly among the various
immunomodulatory drugs preferred. Routine follow-up
is necessary in order to prevent the exacerbations and
remissions.

This research did not receive any specific grant from funding agen-
cies in the public, commercial, or not-for-profit sectors.



128

REFERENCE

I. Migliorini, S.E,, Pecorari, V.G.A, Casati, M.Z, Santi, C.G,, Neto,
CF. and Dib, LL, 2018. Oral manifestations, gingival index
and dental state of vesiculobullous diseases. International
Journal of Clinical Medicine, 9(05), p.408.

2. Bernard, P. and Antonicelli, F,, 2017. Bullous pemphigoid: a re-
view of its diagnosis, associations and treatment. American
journal of clinical dermatology, 18(4), pp.513-528.

3. Saccucci, M., Di Carlo, G, Bossu, M., Giovarruscio, F., Salucci,
A. and Polimeni, A, 2018. Autoimmune diseases and their
manifestations on oral cavity: diagnosis and clinical manage-
ment. Journal of immunology research, 2018.

4. Ohki, M., Kikuchi, S., Ohata, A, Baba, Y., Ishikawa, J. and Sugimo-
to, H., 2016. Features of oral, pharyngeal, and laryngeal lesions
in bullous pemphigoid. ENT: Ear, Nose & Throat Journal, 95.

5. Kridin, K. and Bergman, R, 2019. Assessment of the prevalence
of mucosal involvement in bullous pemphigoid. JAMA derma-
tology, 155(2), pp.166-171.

6. Miyamoto, D., Santi, C.G., Aoki, V. and Maruta, CW., 2019.
Bullous pemphigoid. Anais brasileiros de dermatologia, 94(2),
pp.133-146.

7. Lee, S.G, Lee, HJ, Yoon, MS. and Kim, D.H., 2019. Association
of dipeptidyl peptidase 4 inhibitor use with risk of bullous
pemphigoid in patients with diabetes. JAMA dermatol-
ogy, 155(2), pp.172-177.

8. Yang, M., Wu, H., Zhao, M., Chang, C. and Lu, Q. 2019. The
pathogenesis of bullous skin diseases. Journal of Translational
Autoimmunity, 2, p.100014..

Karthik S. et al.

9. Mohammadi, FK, Zoha, S, Baleeghuddin, M, Ali, SM. and
Faizan, AM, 2020. A Case Report on Idiopathic Severe
Bullous Pemphigoid. Journal of Drug Delivery and Therapeu-
tics, 10(4-s), pp.223-225.

10. Di Lernia, V., Casanova, D.M., Goldust, M. and Ricci, C., 2020.
Pemphigus vulgaris and bullous pemphigoid: update on di-
agnosis and treatment. Dermatology Practical & Concep-
tual, 10(3).

I'l. Venning, V.A, Taghipour, K, Mohd Mustapa, M.F, Highet, AS.,
Kirtschig, G, Hughes, J.R,, McLelland, J., McDonagh, AJ., Pun-
jabi, S, Buckley, D.A. and Nasr, I, 2012. British Association
of Dermatologists’ guidelines for the management of bullous
pemphigoid 2012. British Journal of Dermatology, 167(6),
pp.1200-1214.

12. De Vega, IF, Iranzo-Fernandez, P. and Mascardé-Galy, |M.,
2014. Bullous pemphigoid: clinical practice guidelines. Actas
Dermo-Sifiliogrdficas (English Edition), 105(4), pp.328-346.

Address:

Dr. Karthik Shunmugavelu

8/27, Parvathipuram |st Street, Thiruneermalai Main Road,
Chrompet, Chennai — 600044, Tamilnadu, India

Tel.: 0091-9789885622/9840023697

e-mail: drkarthiks | 98 |@gmail.com

Apxeia EMnvikrg Ztopatikrig & NvaBompoowrikrig Xeipoupyikrig/
Hellenic Archives of Oral and Maxillofacial Surgery




	08

