Letters to the Editor

Sir,

Pemphigus vulgaris (PV) is an autoimmune disease characterized
by blistering involving the skin and mucosa that develops due
to interaction between predisposing genetic and environmental
factors. Various infectious agents such as viruses of the
Herpesviridae family have been implicated as stimulants of the
immune system that eventually trigger PV. There have been no
reports linking H1N1 infection to PV in the literature. Herein we
report the case of a 50-year-old man who developed extensive PV
within 15 days of recovering from life-threatening H1N1 infection.

A 50-year-old man presented with multiple fluid filled lesions all
over the body and oral ulcers of 15 days duration. Onset was
insidious with appearance of multiple lesions initially over legs,
which ruptured easily leaving behind red, raw areas. Lesions
progressively increased in size and number over the next
2-3 weeks to involve trunk and extremities and were associated
with oozing of odorless, serous fluid and mild pain. Crusting was
noted after two weeks. There was a history of erosions in the oral
cavity which healed within one week. There was no history of

216

fever, constitutional symptoms, dysphagia, hoarseness of voice,
ocular or genital ulcers, photosensitivity, or significant weight
loss. He had been admitted to a tertiary care hospital 15 days
prior to onset of skin lesions with cough and breathlessness.
Investigations that included nasopharyngeal swab for real-time
polymerase chain reaction confirmed H1N1 infection. He was
managed with mechanical ventilation: lung protective ventilation
with optimal positive end-expiratory pressure along with dual
antivirals (oseltamivir with zanamivir) for 7 days, parenteral
antibiotics (teicoplanin and meropenem), and supportive care.

Dermatological examination revealed flaccid bullae with clear
fluid, erosions, and crusted plaques distributed over trunk,
both upper and lower extremities [Figure 1]. The Nikolsky’s
sign and bulla spread sign were positive. Examination of the
oral mucosa, genitalia, palms, and soles was normal at the
time of examination.

Tzanck smear showed acantholytic cells; histopathological
examination revealed acantholysis and loss of intercellular bridges
in epidermis. Intraepidermal bullae were present and dermis had
focal infiltration by chronic inflammatory cells [Figure 2a]. Direct
immunofluorescence (DIF) was positive for intercellular IgG and
C3 [Figure 2b]. A diagnosis of PV was made and he was treated
with dexamethasone cyclophosphamide pulse therapy with
excellent response to treatment. He is presently in remission with
no fresh lesions since two years.
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Figure 1: Multiple flaccid bullae and crusted plaques seen over both
feet and back

The immunopathogenesis of pemphigus is not fully understood
and has been explained on the basis of epitope spreading
and molecular mimicry.'"" Infectious agents such as viruses
can act in the following ways to trigger pemphigus: They
stimulate the immune response in genetically susceptible
individuals leading to an increase in production of interferon
and interleukins. High levels of interferon-gamma induce the
expression of HLA type 2 in the membranes of keratinocytes,
making the structural site of PV antigen immunologically active
(epitope spreading).?! Microbes can also direct the release of
cytokines and chemokines, whereas viruses can infect and
selectively replicate in unique lymphocyte subsets and, by their
presence, activation, or replication, cause immunosuppression
or immunoenhancement. Another possible mechanism of
association between viruses and PV is molecular mimicry,
due to sharing of linear or conformational epitopes common to
microbial antigens and host structures. This is an immunological
phenomenon in which the primary immune response, usually to
a pathogenic microorganism, cross-reacts with a self-antigen
and causes autoimmune disease.®

Infectious agents, such as herpes simplex virus, Epstein—Barr
virus, cytomegalovirus, and herpes virus 8 have been implicated
in various studies as triggers for PV."! Thus far, pemphigus and
linear IgA bullous dermatosis have been reported after influenza
vaccination.58 However, H1N1 infection or vaccination has
not been linked to pemphigus in the literature. Neurological
sequelae of H1N1 infection, such as multiple strokes, seizures,
and encephalopathy, have been mentioned; however, there
is a paucity of reports of dermatological sequelae post-H1N1
infection.” Only purpuric skin lesions and post-H1N1
vaccination-related skin lesions, such as erythema, unspecified
skin rash, pityriasis rosea, urticaria, angioedema, and vasculitis
find a mention in the literature.

Drug-induced pemphigus was ruled out in our patient as the
drugs administered to him are not known to trigger pemphigus.
We therefore propose that the episode of H1N1 infection may
have exposed intraepidermal epitopes to the immune system,
resulting in the development of anti-intercellular antibodies and
PV in our patient. To our knowledge, this is the first report of a
case of PV developing soon after a life-threatening episode of
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Figure 2: Histopathology showing intraepidermal bulla with acantholytic
cells (Hand E, x40) and direct immunofluorescence of perilesional skin
showing presence of C3 in the intracellular regions of the epidermis

H1N1 infection. The H1N1 virus may thus be acting as a trigger
for autoimmunity in PV.

Department of Dermatology, Command Hospital,
Udhampur, Jammu and Kashmir, India

Address for correspondence:

Dr. Preema Sinha,

Department of Dermatology,

Command Hospital (Northern Command),
Udhampur, Jammu and Kashmir - 182 101, India.
E-mail: sinhapreema@gmail.com

1. SagiL, ShererY, Trau H, Shoenfeld Y. Pemphigus and infectious agents.
Autoimmun Rev 2008;8:33-5.

2. ChanLS, Vanderlugt CJ, Hashimoto T, Nishikawa T, Zone JJ, Black MM,
et al. Epitope spreading: Lessons from autoimmune skin diseases.
J Invest Dermatol 1998;110:103-9.

3. Bandao ML, Fernandes NC, Batista DP, Santos N. Refractory pemphigus
vulgaris associated with herpes infection: Case report and review. Rev
Inst Med trop Sao Paulo 2011;53:113-7.

4. Ruocco V, Wolf R, Ruocco E, Baroni A. Viruses in pemphigus: A casual
or causal relationship? Int J Dermatol 1996;35:782-4.

5. Alberta-Wszolek L, Mousette AM, Mahalingam MD, Levin NA. Linear
IgA bullous dermatosis following influenza vaccination. Dermatol
Online J 2009;15:3.

6. De Simone C, Caldarola G, D’agostino M, Zampetti A, Amerio P,
Feliciani C. Exacerbation of pemphigus after influenza vaccination.
Clin Exp Dermatol 2008;33:718-20.

7. Baltagi SA, Shoykhet M, Felmet K, Kochanek PM, Bell MJ. Neurological
sequelae 0f 2009 influenza A (HIN1) in children: A case series observed
during a pandemic. Pediatr Crit Care Med 2010;11:179-84.

8. Urso R, Bevilacqua N, Gentile M, Biagioli D, Lauria FN. Pandemic
2009 HIN1 virus infection associated with purpuric skin lesions: A case
report. J Med Case Rep 2011;5:132.

9. Chen JF, Chiang CP, Chen YF, Wang WM. Pityriasis rosea following
influenza (HIN1) vaccination. J Chin Med Assoc 2011;74:280-2.

Quick Response Code:

Website: www.idoj.in

DOI:
10.4103/2229-5178.131131

217



