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Abstract: Conjunctivitis is often considered an innocuous condition which is self-limiting. This 

report describes misdiagnosis of ocular cicatricial pemphigoid as chronic conjunctivitis. Ocular 

cicatricial pemphigoid is a rare autoimmune condition. The clinical features which are useful 

to distinguish this condition from infective conjunctivitis are discussed. The investigation and 

treatment of ocular cicatricial pemphigoid is discussed. It is important to recognize nonocular 

symptoms and signs that may indicate the presence of a more serious underlying pathological 

condition necessitating specialized ophthalmic referral and subsequent investigation and 

treatment.
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Case report
A 70-year-old male presented with a 10-week history of bilateral red eyes with a mucoid 

discharge. The ocular symptoms were associated with a sore throat over the preceding 

6 weeks. He had been seen and treated unsuccessfully by his general practitioner, local 

accident and emergency department, and also the ophthalmic trainee.

On examination, vision was 6/9 on the right and 6/5 on the left. He had a right 

lower-lid entropion and symblepharon. The conjunctiva was chemosed bilaterally, 

with loss of contour of the caruncle, and partial obliteration of the fornix (Figure 1). 

The cornea showed a bilateral epitheliopathy. Hard- and soft-palate ulceration was 

present (Figure 2). No skin lesions were apparent.

Investigation results showed a normal full blood count, urea and electrolytes, 

erythrocyte sedimentation rate, C-reactive protein, and no bacterial growth 

from a conjunctival swab. He underwent initial hard-palate biopsy, which was 

immunocytochemistry negative and revealed a mucopurulent exudate. Diagnosis 

was subsequently confirmed with conjunctival biopsy. Treatment was instituted with 

oral prednisolone, topical dapsone and chloramphenicol, and prednisolone eye drops. 

With this treatment, his symptoms resolved and the lid changes remained stable with 

no progression.

Discussion
Ocular cicatricial pemphigoid (OCP) involves the conjunctiva in the majority of cases 

and causes progressive cicatrization. It is a rare condition and the diagnosis may 

be overlooked in the early stages, hence the true incidence may be underestimated. 

Incidence rates vary between one in 12,000 to one in 60,000.1
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The pathogenesis of the condition is not completely 

understood. OCP has been described as a type II immune 

reaction characterized by the deposition of immunoreactants 

(immunoglobulin G, immunoglobulin A, immunoglobulin M, 

and/or complement) along the epithelial basement membrane 

zone. One particular antigen, the β4 subunit of α6β4 integrin, 

has been identified as the target in the basement membrane 

zone of the conjunctiva and epidermis for the immune reac-

tion in OCP.2 Autoantibodies are produced against a variety 

of adhesion molecules in the hemidesmosome–epithelial 

membrane complex. Production of proinflammatory cytok-

ines stimulates migration of lymphocytes, eosinophils, 

neutrophils, and mast cells to the basement membrane. 

Fibroblast activation interferes with collagen production, 

eventually resulting in cicatricial changes in the conjunctiva. 

The resulting fibrotic changes cause dry eye, meibomian 

gland dysfunction, trichiasis, persistent corneal epithelial 

defects, and corneal scarring.

Management, prognosis, and treatment depend on 

the extent of the condition. Sequential photographs are 

useful to monitor the disease progression. The Foster 

classification system relies on the clinical progression of 

disease (Table 1).3

In advanced cases, corneal involvement manifest by 

keratopathy with persistent epithelial defects, stromal 

ulceration, and neovascularization may lead to secondary 

microbial keratitis with perforation and endophthalmitis.

The definitive diagnosis requires demonstration of 

immunoglobulin or complement deposition at the epithelial 

basement membrane of biopsied conjunctiva. A negative 

biopsy does not exclude OCP. Repeat biopsy should include 

more sensitive immunoperoxidase staining with supplemental 

avidin–biotin complex methodology.4 The differential 

diagnosis includes infective conjunctivitis such as that caused 

by adenovirus, systemic disorders such as systemic lupus 

erythematosus, and Wegener’s granulomatosis, side effects 

from topical ocular medications such as pilocarpine, trauma 

caused to the ocular surface from chemical or thermal burns, 

or multiple surgical procedures.5–7 Mucocutaneous disorders 

such as acne rosacea, Stevens–Johnson syndrome, and atopy 

may simulate the clinical signs of OCP.6

The treatment of the condition should address both the 

systemic immune response and local ocular sequelae of the 

condition.

Topical treatment includes preservative-free artificial 

tear replacements, topical antibiotics, and steroids. The 

surgical management of lid conditions such as trichiasis and 

entropion is best considered when the disease is quiescent 

as surgical manipulation of the conjunctival surface may 

promote progression of cicatrization. Systemic treatment 

is best managed by a physician as immunomodulatory 

treatment necessitating frequent blood test monitoring is 

often necessary. Dapsone is a synthetic sulfone first used in 

the treatment of leprosy in the 1940s. Its antiinflammatory 

action is thought to be mediated by stabilizing lysosomal 

membranes, decreasing the release of proteolytic enzymes, 

Figure 1 Conjunctival chemosis, loss of contour of the caruncle, and shortening 
of the fornix.

Figure 2 Hard-palate ulceration.

Table 1 Foster classification of ocular cicatricial pemphigoid

Stage Clinical features

1 Chronic conjunctivitis with subepithelial fibrosis
2 Shortening of inferior fornix
3 Symblepharon formation
4 End-stage ocular cicatricial pemphigoid, surface keratinization, 

complete obliteration of fornix, corneal vascularization
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and by the inhibition of the myeloperoxidase-mediated 

cytotoxic system in neutrophils.8 Dapsone has been shown 

to halt the progression of fibrosis in OCP,9 and is of use 

in patients confirmed not to be glucose-6-phosphate 

dehydrogenase deficient. Azathioprine has been shown to 

be effective as an adjunctive agent in OCP.10 The use of 

immunosuppressive therapy is of use as steroid sparing 

agents avoid the well-recognized long-term side effects of 

oral steroids.

Conclusion
This case demonstrates the importance of asking patients 

about nonocular symptoms when considering different 

diagnoses in nonresolving conjunctivitis and also the 

importance of examining the lids and conjunctiva which 

can reveal symblepharon formation. Changes such as 

symblepharon are of value in distinguishing a simple 

infective conjunctivitis from chronic cicatrizing changes, 

which may suggest a chronic multisystem condition. Any 

atypical nonresolving conjunctivitis with lid changes 

warrants specialized ophthalmic referral.
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