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ABSTRACT 
Purpose: The aim of this Case Report is to explain the effect 

of undiagnosed ocular cicatricial pemphigoid (OCP), the 

importance of early diagnosis, and the management of OCP. 

Method: This article will use a 53-year-old white male with a 

history of chronic conjunctivitis to help illustrate OCP. 

Result: The exam findings revealed inferior temporal 

symblepharon and granulomas on the palpebral conjunctiva 

of both eyes. Once biopsies of the eyelid growths led to a 

definitive diagnosis of OCP, the patient was treated orally 

with 60 mg of prednisone daily. Future treatment options 

include the use of immunosuppressive drugs. Conclusion: 

OCP is frequently diagnosed in advanced stages. Therefore, 

aggressive treatment is often necessary. As optometrists, our 

goal is to recognize this condition as early as possible and to 

initiate treat- ment before vision loss occurs. 

 
INTRODUCTION 

Ocular cicatricial pemphigoid (OCP), also known as mucous 

membrane pemphigoid with ocular involvement, is an ocular 

surface disease with one of the worst visual outcomes.1 Ocular 

cicatricial pemphigoid is part of a range of systemic disorders 

termed mucous membrane pemphigoid (MMP).2 Mucous 

membrane pemphigoid encompasses a group of chronic, 

inflammatory, and subepithelial autoimmune diseases of the 

mucous membranes. It is characterized by a linear deposit of 

specific immunoglobulins or complement 3 that are found along 

the epithelial basement membrane zone (BMZ).3 Scarring is a 

clinical hallmark of these conditions.3 MMP lesions are most 

commonly found in the mucosa of the mouth (85%) and in the 

conjunctiva of the eye (64%). It 
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can also involve the nose, pharynx, skin, larynx, and esophagus.4 

Of the patients with oral involvement it is estimated that 15% to 

20% will develop ocular involve- ment within five years of 

onset.5 Clinical features of OCP include bilateral, asymmetric, 

chronic progressive or relapsing inflammation, ulceration, and 

opacification of the cornea leading to a decrease in vision.4
 

Ocular cicatricial pemphigoid is a rare condition generally 

found within the population of individuals aged sixty to eighty 

years old; however a few cases have been reported in young 

children.6 Annual incidence has been reported as 1:20,000 to 

1:46,000 ophthalmic cases.7 Research suggests that there is a 

genetic predisposition for the condition, however, triggering 

factors for the onset of OCP are unknown.5 OCP is not contagious 

and cannot be transmitted from person-to-person.5 There is a 2:1 

predilection for females versus males, but no racial or ethnic 

predilection has been shown. The frequency in the Unites States 

is unknown. 

 
CASE REPORT 

A 53-year-old Caucasian male reported to the clinic with a chief 

complaint of ocular irritation for eight months.  He reported 

ocular irritation occurring in the corner of both eyes and of 

“blister-like” sensations underneath his eyelids. The eyes were 

also reported to be crusted shut every morning. The patient self 

treated with artificial tears every 10 minutes, but reported little 

relief. Medical history included osteoarthrosis, asthma, and 

allergic rhini- tis. He was taking the following systemic 

medications: albuterol, divalproex, docusate, flunisolide, 

fluocinolone, loratadine, omeprazole, sennosides, and 

trazodone. 

Best corrected visual acuities were 6/7.5 (20/25) in 

the right eye and 6/12 (20/40) in the left eye. Examination of the 

lids and lashes revealed flaking and crusting. In the inferior 

temporal palpebral conjunctiva of both eyes, mild symblepharon 

were noted. Slit lamp evaluation also indicated mild bulbar 

conjunctival injection and two distinct, non-ulcerated growths 

that were smooth and firm upon palpation on the superior 

palpebral conjunctiva of both eyes. The corneas in both eyes had 

mild, superficial punctate keratitis and a central scar was noted 

in the left cornea.  Dilated  fundus  examination  was 

unremarkable 
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with the exception of anterior cortical cataracts and 

nuclear sclerotic cataracts in both eyes. The patient was 

educated to remain on artificial tears and was referred to a 

corneal specialist for further evaluation. The patient was 

started on RestasisTM (Allergan, Irvine, CA), prednisolone 

acetate 1% (4.4), cromolyn 4% (4.4) ketotifen 0.035% 

(4.4), and TobradexTM (Alcon, Fort Worth, TX) ointment at 

bedtime OU. Punctal plugs were also inserted inferiorly in 

both eyes. The patient was then referred to oculoplastics 

for a conjunctival biopsy. Based on the biopsy, clinical 

signs, and patient history, the patient was diagnosed with 

ocular cicatricial pemphigoid. In order to determine if  the 

patient had other forms of MMP, he was referred to the 

dermatologist and dentist for further evaluation. 

The dermatology report indicated that scars and post-

inflammatory hyperpigmentation were found on different 

areas of the body. At the time of the examination new 

blisters were not evident. Therefore, skin biopsies could 

not be conducted. The patient did, however, report 

previous episodes of developing blisters on his face, arms, 

back, legs, and buttocks. 

Final treatment based on the diagnosis of ocular 

cicatricial pemphigoid was 60 mg of oral prednisone daily 

for one week. Due to the severity of the disease, treatment 

in the future could include immunosuppressive therapy. 

 

PATHOGENESIS 

The human body is naturally protected by its immune 

system.5 When the immune system functions properly it 

produces antibodies to attack foreign bacteria or viruses. 

Patients with OCP have an immune system that 

malfunctions, causing the body’s natural proteins to be 

seen as foreign and subsequently attacked.5 OCP is 

considered a subepithelial disorder because the anchoring 

proteins keeping the epithelium and its underlying stroma 

attached are attacked.4 Specifically, the autoantibodies 

attack the anchoring proteins in the hemidesmosomes and 

the basement membrane zone of the mucosa.7,8 When the 

proteins are attacked, the skin cells become separated  and 

blisters develop.5 As the blisters heal, fibrosis and scarring 

of the tissue occurs.5
 

The progressive fibrotic nature of OCP causes 

destructive changes to the ocular surface. Such changes 

include fornix shortening, symblepharon formation, 

destruction of goblet cells, and eyelid margin deformities.1 

Such deformities include entropion, trichiasis, dystichiasis, 

and lagophthalmos.7 Damage to the eyelid margin can lead 

to obstruction of lacrimal and meibomian duct orifices.1 

All these changes can lead to a decrease in production and 

excess evaporation of tears, therefore leading to severe dry 

eye.1 Severe dry eye can cause corneal ulcers, scars, 

abrasions, and neovascularization.7 Together with fornix 

shortening, symblepharon, and severe dry eye, vision loss 

can occur. 

DIAGNOSIS 
Patients with OCP will present with complaints of 

burning, redness, tearing, decreased vision, and foreign 

body sensation.6 When undiagnosed, these patients will 

have a chronic history of continual conjunctivitis or dry 

eye. These are the patients who have seen multiple 

practitioners and who have tried multiple ocular medi- 

cations, but found little relief. These are also the patients 

who need to be evaluated further for the possibility of 

other ocular surface disease. Possible differential 

diagnoses include: atopic keratoconjunctivitis, trachoma, 

trauma, chemical burn, Stevens-Johnson syndrome, 

sarcoidosis, and drug-induced pseudopemphigoid.4,9 Most 

of the differentials stated above can be eliminated by a 

thorough case history. If the diagnosis of OCP is being 

considered, a conjunctival biopsy using the direct 

immunofluorescence (DIF) test must be obtained.5,10 This 

technique involves examining a conjunctival specimen for 

the presence of autoantibodies.11 The specimen to be 

biopsied is obtained from the tissue adjacent to the 

inflamed site.7 For a definitive diagnosis of OCP a linear 

deposition of immunoreactants, usually IgG, IgA,  and the 

third component of complement, at the basement 

membrane of an inflamed conjunctiva is necessary.10 DIF 

testing is the gold standard for the diagnosis of OCP.10 The 

sensitivity of the test is decreased when confirming OCP 

versus other testing for MMP from other mucosal sites.11 

As a result, a negative biopsy does not exclude OCP, but a 

positive biopsy confirms the diagnosis.7 This can be 

problematic when considering starting a patient on 

treatment if a confirmed diagnosis is not available.11 A 

conjunctival biopsy must be performed, however, even 

with a negative result, OCP can be diagnosed and treated. 

OCP is not easy to diagnose, but it is a condition that 

should be on the list of differential diagnoses. 

Once diagnosed as OCP, the disease is staged and 

graded using either Foster’s or Mondino’s classification 

system. Staging the disease helps with treatment and with 

predicting the progression of the condition. Foster’s 

system includes four stages. Stage one involves conjunctival 

injection, scarring, and fibrosis.7,12 Stage two begins with 

the foreshortening of the inferior conjunctival cul-de-sac 

of any degree.7,12 This leads to the formation of a symble- 

pharon which is described as stage three.7,12 Stage three 

also includes such signs as corneal neovascularization, 

keratopathy, trichiasis, entropion, dystichiasis, and 

decreased tear production.7 Stage four is considered the 

end stage of OCP and results in ankyloblepharon and 

ocular surface keratinization which can lead to blindness.7,9 

Mondino grades OCP based on loss of inferior fornix 

depth. Stage one is 0 to 25% loss, stage two is 25% to 50% 

loss, stage three is 50% to 75% loss, and stage four is 75% 

to 100% loss of inferior fornix depth.13 Stages three and 

four in both Foster’s and Mondino’s class- ification system 

are considered advanced stages. 
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TREATMENT 
The goal of treatment is to prevent inflammation and 

scarring, reduce recurrences, decrease symptoms, and 

ultimately,  preserve  vision.2  There  is  no  gold  standard for 

treatment, but current treatment approaches consist of oral 

corticosteroids or immunosuppressives, intravenous 

medications such as immunoglobulin (IVIg) therapy, and/or 

subcutaneous injections of anti-tumor necrosis factor alpha 

(TNF-) agents. Treatment is based on each individual, as 

the disease is highly variable and may affect different areas 

of the body. Before initiating ocular treatment, it is also 

important to determine if non-ocular sites are involved and 

the stage, progression, and probable duration of the disease.7 

Due to the systemic etiology of OCP, topical and sub- 

conjunctival treatment with corticosteroids, cyclosporine, and 

retinoids are ineffective in controlling ocular inflamma- 

tion.14 However, artificial tears are still  recommended.15  Once 

the diagnosis of OCP is confirmed, acceptable first- line 

therapy includes immunosuppressive medications with or 

without corticosteroids.14,15
 

Most patients are diagnosed in advanced stages, thus 

aggressive treatment is indicated. Initially, high doses of 

oral corticosteroids are administered to prevent further 

scarring, but steroids alone will not fully control the 

disease.11,16,17 Patients must remain on the steroid for a long 

period of time and because of long-term complications, it 

is an undesirable treatment option.18 Patients have also 

been found to have recurrences during the tapering period 

of the steroid.19 Current therapy typically begins with 

administering oral corticosteroids to rapidly inhibit 

further scarring, and then the steroid is completely tapered 

or decreased in dosage. During the tapering period, oral 

immunosuppressive drugs may be added to the treatment 

plan.14,15 Immunosuppressive medications include metho- 

trexate, cyclophosphamide, mycophenolate mofetil 

(CellceptTM), diaminodiphenylsulfone (DapsoneTM), and 

azathioprine.20 The recommended dosage of oral 

prednisone that has been found to be effective in rapidly 

ceasing scarring is 1 mg/kg daily.21,22 Studies have reported 

that for severe ocular disease, the combination of 

cyclophosphamide and prednisone has been found to be 

the most effective in controlling the disease.23,24 Treatment 

normally consists of 2 mg/kg daily of oral cyclo- 

phosphamide with 1 mg/kg of oral prednisone daily.25 The 

prednisone will be tapered over 3 to 4 months, whereas 

cyclophosphamide will be continued for 12 to 18 months 

unless patients have contraindications or side effects.20 

Patients should be followed monthly. 

Miserocchi et al looked at the effect of the use of 

immunosuppressive medications with or without prednisone 

on patients with severe ocular cicatricial pemphigoid. 

Immunosuppressive medications used in this study 

included: (from most commonly used to least) oral 

diaminodiphenylsulfone (DapsoneTM), methotrexate, azath- 

ioprine, and cyclophosphamide. In some cases, oral pred- 

nisone was used as an adjunctive treatment. The 

medications were found to control ocular inflammation in 

90% of the 61 patients studied, however, 46% of those 

patients needed to remain on a maintenance dose to 

prevent recurrences. Ten per cent of the 61 patients pro- 

gressed regardless of different drugs used. The average 

length of treatment was 48 months of immunosuppressive 

therapy and 29 months of oral corticosteroid therapy. Side 

effects of immunosuppressive medications included 

hematologic, gastrointestinal, cardiovascular, and urinary 

complications. Based on this study, to control the effects 

of OCP, long-term systemic treatment is necessary.14
 

In addition to immunosuppressive therapy, case 
reports have demonstrated that anti-tumor necrosis factor 

alpha agents (TNF-) and/or intravenous immunoglobu- 
lin (IVIg) drugs are other treatment options. Cytokines, 

such as TNF-, are soluble proteins that are released by 
cells. They play a role in cellular communication and in 
mediating cell processes such as gene expression and cell 
proliferation, survival, differentiation, and migration.26 

During an immunologic response they are responsible for 
initiating, maintaining, and resolving inflammation.26 

Different types of cytokines are produced by our bodies; 
immunoregulatory and proinflammatory cytokines such 
as interferon, interleukins, and TNF-alpha, are particularly 

important to the pathogenesis of OCP.12 TNF- is a 
proinflammatory cytokine produced at low levels by 
macrophages under normal conditions, thus maintaining 
cellular and tissue homeostasis.27 When injury or micro- 

bial invasion occurs to the body, TNF- production is 
increased and released by macrophages, mastocytes, 

keratinocytes, and fibroblasts.26 TNF- in turn attracts 
leukocytes to the injured tissue.27-30 Leukocytes increase 
vascular permeability, allowing macromolecules such as 
fibrinogen, immunoglobulin, and complement to be 
released at the affected site.31 Regulatory mechanisms, 
normally found in healthy individuals, prevent the over- 

production of TNF- and other cytokines from becoming 

persistant.32 When large amounts of TNF- are released 
without regulation, inflammation reactions are sustained 
at the site of injury leading to chronic inflammatory 
diseases.6,26 A study done in 1993 found that the serum 
levels of patients with MMP when compared to controls 

had elevated levels of TNF-.33 Due to the role of TNF- 
during inflammation, it is currently being researched for 

the treatment of OCP.26 Today, anti-TNF- agents have 
been used to treat psoriasis, psoriatic arthritis, rheumatoid 
arthritis, Crohn’s disease, and ankylosing spondylitis.6

 

Currently there are three anti-TNF- agents that have 

been used in the treatment of inflammatory and 

autoimmune diseases: infliximab, adalimumab, and 
etanercept.6 Case Reports describe solely the use of anti-

TNF- agents in the treatment of OCP. Large scale studies 

have not been conducted. Canizanes et al report on 
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three patients with MMP who were successfully treated 

with etanercept. All three patients had oral mucosal 
involvement, and one had severe ocular involvement.6 Of 

the three patients treated, all had little success with prior 

therapy. The patients were then treated with subcutaneous 
injections of 25 mg of etanercept twice weekly. In all three 

patients the oral mucosal disease  improved  and the one 
patient with the ocular involvement obtained 

stabilization.6 Further investigation is required to study the 

safety and efficacy of anti-TNF- agents in the treatment 

of ocular cicatricial pemphigoid.6
 

Intravenous immunoglobulin drugs are also used in 

the treatment of autoimmune conditions because of their 

anti-inflammatory effect.2 Intravenous immunoglobulin 

decreases pro-inflammatory cytokines including inter- 

leuken-1 and TNF- and it increases anti-inflammatory 

cytokines.34 Letko et al. looked at immunosuppressive 

therapy versus intravenous immunoglobulin therapies in 

patients with MMP who had ocular involvement.2 Results 

indicated that patients treated with IVIg had a more rapid 

control of ocular inflammation and did not progress to 

advanced stages of OCP, where as patients treated with 

immunosuppressive therapy had multiple recurrences.2 

Side effects reported in this study included headaches and 

nausea after infusion of the drug, but these decreased if the 

rate of infusion was decreased.2
 

Progression of a disease plays a key role in the method 

of treatment and its expected outcome. It is especially 

important when treating OCP, because once conjunctival 

fibrosis and keratopathy has occurred it cannot be reversed 

and visual rehabilitation is poor.13 Unfortunately due to the 

variable course of the disease, little is known about the 

progression of the disease.13 OCP is characterized as a 

chronic and slow disease that eventually leads to bilateral 

blindness if left untreated.11 Elder et al. looked at factors 

that could play a role in the progression and visual 

outcome of the disease. They found that there was no 

correlation between systemic manifestations of 

pemphigoid and vision loss.13 It was also reported that 

patients with symblepharon at diagnosis were more likely 

to have a rapidly progressive disease with a worse visual 

prognosis, therefore requiring immunosuppressive 

therapy versus the patients who at diagnosis did not have 

symblepharon. They also reported that persistent epithelial 

defects, limbal inflammation, and conjunctival 

inflammation were factors that led to increased risk of 

vision loss.13
 

 
DISCUSSION 

This case presented a patient with a chronic history of dry 

eye complaints with little relief while on topical 

medications. Due to the lack of specific signs and 

symptoms of early stages of OCP, the patient was 

incorrectly diagnosed with dry eye and chronic conjunc- 

tivitis. Ocular cicatricial pemphigoid is a rare disease, but 

a condition that optometrists should recognize. Due to the 

difficulty of distinguishing the early signs and symptoms 

of OCP, as with this patient, it is often diagnosed at 

advanced stages. As a result, aggressive treatment is 

necessary. Unfortunately, many of these patients are 

elderly and could have difficulty handling the current 

forms of treatment. Due to the lack of well controlled 

clinical trials, a gold standard for treatment has not been 

developed. Treating OCP is challenging because the 

disease runs a different course in all patients and therapy 

has unpredictable outcomes. As a result, therapy generally 

consists of one or a combination of any of the following: 

oral corticosteroids, immunosuppressive therapy, TNF- 

therapy, and/or intravenous immunoglobulin therapy. 

When determining therapy clinical experience, recent case 

reports, probable progression of the disease, and side 

effects are also considered. The most accepted method of 

treatment today consists of oral immunosuppressives with 

or without oral corticosteroids. When treating OCP it is 

also important to co-manage the disease with other health 

care providers such as dermatologists, primary care 

providers, and dentists due to the high likelihood of 

systemic involvement. It is important to realize that 

treatment does not reverse the damage already done, but 

reduces further progression, thus early detection is critical. 

Even with the development of new therapies recurrences 

are still possible; therefore frequent follow ups are 

important. ❑ 
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