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Abstract

D-penicillamine is one of the disease-modifying anti-rheumatic drugs (DMARDS). Drug-induced pemphigus is not fre-

quently associated with D-penicillamine, and to date, the number of reported cases is about a hundred. Most reports of D-

penicillamine-induced pemphigus vulgaris are in patients with rheumatoid arthritis. It has rarely been reported in patients

not taking D-penicillamine. We report a case of pemphigus vulgaris in a 48-year-old female patient with rheumatoid arthri-

tis, not taking penicillamine.
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Introduction

emphigus includes a group of autoimmune, po-

tentially life-threatening diseases that cause blis-
ters and erosions of skin and mucous membranes.
The major variants of phemphigus include pemphi-
gus vulgaris (PV), pemphigus foliaceus, paraneo-
plastic pemphigus (PNPP), and drug-related pem-
phigus.® The immune system produces antibodies
against specific proteins in the skin and mucus
membranes. These antibodies break the bonds be-
tween skin cells, leading to the formation of a blister.
The exact cause is unknown.?

Rheumatoid arthritis (RA) is a long-term disease
that causes inflammation of the joints and surround-
ing tissues. It can also affect other organs. RA is an
autoimmune disease of unknown cause. RA can oc-
cur at any age, but is more common in middle age.
Women get RA more often than men. Infection,
genes, and hormone changes may be linked to the

disease. RA usually affects joints on both sides of
the body equally. Wrists, fingers, knees, feet, and
ankles are the most commonly affected. The disease
often begins slowly, usually with only minor joint
pain, stiffness, and fatigue.?

The treatment of RA can cause oral manifestations.
The long term use of anti-rheumatic agents such as
D-penicillamin can cause stomatitis and drug-
induced pemphigus.® Drug-induced pemphigus is a
well-established variant of pemphigus. A variety of
drugs have been implicated in the onset of drug-
induced pemphigus. Drugs that induce pemphigus
may be categorized into two groups: thiol drugs and
non-thiol drugs. Thiol drugs are reported most fre-
quently as the culprits of drug-induced pemphigus.
They contain a thiol group (-SH) in their chemical
structure. Penicillamine, captopril, and enalapril are
the thiol drugs most often associated with drug-
induced pemphigus. Nonthiol drugs include sulfur-
containing drugs and drugs without sulfur in their
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structure An active amide group is found in the
structure of many nonthiol drugs, which has resulted
in the speculation that this structure may be respon-
sible for the induction of disease.”

Case Report

A 48-year-old woman was referred to the Depart-
ment of Oral Medicine, Faculty of Dentistry, Tabriz
University of Medical Sciences, for diagnosis and
management of a non-painful oral ulceration which
had been present for the past six months. The past
medical history revealed a diagnosis of RA estab-
lished five years before, and prednisolone 2.5 mg/d,
azathioprine, and methotrexate medications since
then.

Intraorally, along the occlusal line on the buccal
mucosa of the left side, there was an ulcerated area
measuring approximately 3x3 cm, the margins of
which were hyperkeratotic and irregular in outline
and the base was covered with a pale yellow-colored
slough. The clinical appearance of the intraoral ulcer
was more typical of squamous cell carcinoma or a
traumatic ulcer because of the lesion’s presence on
the line of occlusion (Figure 1).

Under local anesthesia, an elliptical incisional bi-
opsy was taken from the lesion, which included part
of the ulcer and normal mucosa. The biopsy speci-
men was fixed in 10% formalin for conventional his-
tologic examination. Light microscopic examination
of sections stained with hematoxylin and eosin
showed hyperplastic squamous epithelium and su-
prabasal bullae with acantholytic cells. There was
moderate chronic inflammation in the stroma. Based
on these results, a diagnosis of pemphigus was estab-
lished. Regarding the pathologic diagnosis, the pa-
tient was examined for Nikolsky’s sign, which
proved negative (Figure 2).

In order to confirm histopathologic diagnosis, the
patient was examined for Direct Immunoflurocent
(DIF) and Indirect Immunoflurocent (I1F). A biopsy
specimen that was obtained from clinically normal
appearing peri-lesional mucosa was placed in normal
saline solution and was sent for immunofluorescence
evaluation for in vivo deposits of 1gG, IgM, IgA,
IgD, IgE, and complement components of C3 and
C4. The patient’s serum was examined by a routine
indirect immunofluorescence technique for autoanti-
bodies such as anti-epithelial intercellular and base-
ment membrane antibodies. The findings of DIF and
IIF were negative."

The patient in the present case report was sched-
uled a recall visit after three months, at which the
clinical examination did not reveal any changes in
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Figure 1. Solitary ulcer on the buccal mucosa of the
left side.

=

Figure 2. Histopathologic views shows hyperplastic
squamous epithelium and suprabasal bullae with
acantholytic cells.

the lesion size with no involvement of new locations
in the oral mucosa. In addition, no skin involvement
was observed and Nikolsky’s sigh was negative. An-
other recall visit was scheduled for the next three
months. The patient was asked to return to the clinic
before the 3-month follow-up period in case of any
oral ulcer or blisters.

In case of the absence of any signs or changes in
the variables mentioned above further recall visit
will be scheduled for the next 6-month and 1-year
periods. The patient has been instructed to pay a re-
call visit whenever new oral mucous membrane or
skill lesions appear, regardless of the visits sched-
uled for her.

Discussion

There are several reports on the association of pem-
phigus with other autoimmune diseases such as RA,
thymoma and other malignancies such as lym-
phoma.!

Pemphigus vulgaris might manifest itself in rheu-
matoid arthritis patients, especially after administra-
tion of D-penicillamine.>*! The mechanism of drug-
induced pemphigus is thought to be the drugs in the
thiol group that lead to such lesions due to their po-
tential to induce acantholysis.'? In this case, the pa-
tient did not receive D-penicillamine for rheumatoid
arthritis. The only medications that were prescribed
for controlling the disease in the patient were low
doses of azathioperin, methotrexate, and predniso-
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lone, all of which are administered in the treatment
of rheumatoid arthritis.

The majority of previous reports in the literature
have emphasized the concomitant appearance of RA
and pemphigus. Wilkinson et al have reported sev-
eral cases of concomitant occurrence of RA and
pemphigus foliaceus.”® In cases in which the con-
comitant occurrence of RA and pemphigus vulgaris
have been reported, D-penicillamine or its deriva-
tives have been involved. Jin et al** have reported a
case of concomitant RA and pemphigus in a patient
receiving bucillamine.

The drugs used in the treatment of RA, such as
prednisolone and other immunosuppressive agents,
are those used in the treatment of pemphigus. How-
ever, the patient was suffering from pemphigus de-
spite the use of such drugs, an observation which
might be attributed to the low dose of the drugs used,
leading to an atypical and minor form of pemphigus.

Another interesting consideration in the present
case report is that five months after the appearance
of the oral lesion, the single persistent ulceration was
confined to a particular part of the oral mucosa and
had not made any progress, which might be attrib-
uted to the use of immunosuppressives and corticos-
teroids administered in the treatment of RA. Regard-
ing the negative results of DIF and IIF in the patient,
it should be pointed out that in a small percentage of
pemphigus vulgaris patients whose lesions are con-
fined to the oral cavity DIF and IIF tests yield nega-
tive results.” In addition, these negative results might
be attributed to the above-mentioned medications,
taken by the patient. Based on our literature review,
this case report is the first case of concomitant occur-
rence of RA and PV in a patient who had never taken
penicillamine. A regular recall program should be in
place for such patients to control their condition.
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