OCULAR CICATRICAL PEMPHIGOID
— RETROSPECTIVE STUDY

SUMMARY

Introduction: Ocular cicatricial pemphigoid (OCP) is rare, severe, sight threatening autoim-
mune disease of the conjunctiva, which affects elderly patients, more often women.

Aim: To evaluate the success rate of stabilisation of ocular findings in patients with OCP.
Methods: Retrospective study of patients from Centre of Conjunctival and Corneal Disea-
ses at Department of Ophthalmology, General University Hospital and 1% Medical Faculty of
Charles University in Prague in 1992-2013 was performed. Frequency of OCP clinical stages,
visual acuity (VA), disease activity and ocular complications of referred patients were moni-
tored. Moreover, type of immunosuppressive (IS) therapy, the number of relapses of the di-
sease and progress of OCP clinical stages were evaluated. Especially, we evaluated effects and
side effects of mycophenolate mofetil (MM) therapy. In addition to that, type and frequency
of ocular surgery that was carried out to the patients before and after the referral were recor-
ded. Furthermore, we evaluated percentage of patients with mucous membranous pemphi-
goid (MMP). Also, the positive yield of diagnostic methods was assessed.

Results: The OCP was diagnosed and monitored in 51 patients (21 men and 30 women) du-
ring 21 years, the average age on the day of diagnosis was 68,4 years, the average period of
observation was 57 months. 55 % of eyes were referred to our department at clinical stage
3, 27 % at stage 4. VA was maintained in 76 % of eyes, improved in 5 % of eyes and in 19
% of eyes deteriorated. Activity of OCP was detected during the first examination in 96 %
of patients, the most common complications at that time was corneal ulcer or perforation.
Patients were treated by immunosuppressive therapy, most often in combination: corticos-
teroids (47 patients), azathioprine (28 patients), cyclophosphamide (25 patients), MM (16
patients), sulphasalazine (5 patients), dapsone (5 patients). We ascertained relapses in 40 %
of patients. The progression to the next stage of OCP were found in 7 eyes (6,9 %) and 95 eyes
(93,1 %) remained stable. Activity of disease was well controlled in 11 patients out of 16 (69
%) by MM, IS therapy of remain 5 patients (31 %) had to be changed. Side effects of MM such
as lymphopenia were present in 1 patient. Before OCP was diagnosed, patients underwent
cataract surgery with the intraocular lens implantation, cryoepilation of eyelashes and eyelid
plastic surgery, especially entropion. The most common indicated surgery in our clinic was
amniotic membrane transplantation and retro position of muscular cutaneous leaf. 31 % of
patients were diagnosed with MMP. Positive results of conjunctival biopsy were detected in
48 % from 42 examined samples and 22 % from 32 examined samples had positive results of
indirect immunofluorescence (anti-desmosoms).

Conclusion: OCP diagnosis is established on the basis of patient’s ophthalmic history and cli-
nical findings. Positive results of direct and indirect immunofluorescence support the diagno-
sis. Activity of the disease and progression of OCP is effectively suppressed by systemic im-
munosuppressive therapy (for example MM), mainly if started at early stage of the disease.

Key words: ocular cicatricial pemphigoid, immunosuppressive therapy, direct and indirect
immunofluorescence, mycophenolate mofetil
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INTRODUCTION

Ocular cicatrical pemphigoid (OCP) is a rare, scarring di-
sease of the conjunctiva, which is sight threatening due to
its chronic and progressive course (20). It is part of a he-
terogeneous group of autoimmune subepithelial pustu-
lar pathologies known as mucous membane pemphigoid
(MMP), afflicting any mucous membrane including the oral
and nasal cavities, throat, gullet, trachea, rectum, penis and
cervical cavity (21). Within this group OCP occurs in up to
75% of cases. If a patient suffers only from affliction of the
skin, the incidence of OCP is lower — 25% (24). On the other
hand, as many as 50% of patients with OCP have at least one
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extraocular affliction (36, 44). If therapy is not commenced,
the pathology may even lead to death of the patient (most
frequently due to gullet and tracheal strictures). It is nece-
ssary to treat up to 75% of patients with general immuno-
suppressive (IS) therapy (10).

According to the British Ophthalmological Surveillance
Unit, the incidence of OCP is 0.7 per 1 000 000 of the popula-
tion with regional variation to 1.1 per 1 000 000 of the popu-
lation in Greater London and 1.8 per 1 000 000 of the popu-
lation in the West Midlands (6, 34). The incidence in France
and Germany has been recorded at 1.3 — 2.0 per 1 000 000
per year (3, 4). No racial or geographical predisposition has
been recorded (3, 42). Mortality is stated at 0.29 per 1 000
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000 of the population according to a study conducted in the
USA in the period 1992-2002 (35).

The incidence is higher in women than in men, in a ratio of
2-3:1 (14). OCP is most frequently diagnosed after the 70th
year of life (24), according to Foster the average age is 65
years (14). In rare cases children may also be affected (25).

A genetic predisposition is assumed in connection with
the presence of the gene HLA — DQ7 (HLA-DQ1*0301). Ex-
ternal influences are significantly applied (2).

The pathophysiology of the disease has not been entire-
ly unequivocally clarified. In the literature it is stated that
OCP is a type 2 immunological reaction (hypersensitivity),
characterised by linear deposits of antibodies (immunoglo-
bulins G, A, M and/or immune complement C3) along the
basal membrane of the epithelium (43, 7). In a certain sub-
group of OCT the autoantibody against f4 integrin can be
detected (27).

The symptoms are non-specific: long-term reddening
of the eye(s), burning, irritation, feeling of a foreign body,
lachrymation, photophobia, dry eyes and deterioration of
vision (45). The complaints are always long-term, predo-
minantly bilateral (with possible asymmetry of severity),
persisting for a number of weeks to years, and gradually
worsening (29, 37). In exceptional cases OCP may initially
be unilateral, subsequently the other eye becomes affected
within 2 years (1).

According to Foster, OCP is classified into 4 stages. The
first stage is characterised by subepithelial fibrosis and sca-
rring of the conjunctiva. We look for its symptoms on the
tarsal conjunctiva of the lower and upper eyelid (fig. 1). In
the second stage there is a softening of the fornices (fig.
2). In the third stage symblepharons are present (fig. 3,
4), and in the final fourth stage ankyloblepharon, in which
keratinisation and vascularisation of the cornea takes pla-
ce (fig. 5, 6). The older classification according to Mondi
evaluates the depth of the lower fornix, which is usually
around 11 mm. Stage | is softening of the fornix by less
than 25%, stage Il softening by 25-50%, stage Ill 50-75%
and stage IV by more than 75 % (30).

Diagnosis is determined on the basis of the anamnesis and
clinical picture, and is supported with the help of direct and
indirect immunofluorescence. In the case of suspicion of OCP
a biopsy of the conjunctiva or buccal membrane should be
performed and sent for immunohistochemical examination.
It is best to perform a biopsy of the conjunctiva from the tem-
poral upper quadrant of the bulbar conjunctiva, where there
is the lowest risk of scarring and the upper eyelid accelerates
healing. A sample with a size of 2-4 mm is taken, including
the basal membrane (BM) of the conjunctiva. By contrast, a
biopsy should never be performed from the lower fornix due
to the danger of accelerating scarring of the conjunctiva (16).
Grau recommends that tissue from the buccal mucosa should
be taken at the same time, whether or not the patient has
symptoms of its affliction. A positive finding of direct immu-
nofluorescence is presented in fig. 7. Indirect immunofluores-
cence is performed by taking a sample from the peripheral
blood, and the serum is examined for circulating antibodies
against BM (anti-desmosomes) (37, 41).

We treat OCP with IS therapy (5, 14, 21, 22, 36, 38). Its se-
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lection depends on the activity and stage of progression of
the disease, the patient's overall condition, effectiveness of
treatment hitherto and the incidence of adverse effects of
therapy. Therapy is conducted on a strictly individual basis
and is more successful if applied in the early stages of the
disease (39).

We can divide complications of OCP into ocular complica-
tions and complications of general IS therapy. Frequent ocu-
lar complications include dry eye syndrome, filamentary ke-
ratitis, limbal cell deficiency, non-healing defect of corneal
epithelium, pannus, corneal bullae, corneal ulcers, corneal
lysis, perforation of the cornea, endophthalmitis, trichiasis,
entropion and lagophthlamos (37).

Serious complications of general therapy include leuko-
penia, lymphopenia, anaemia, thrombocytopenia, alope-
cia, haematuria, hepatotoxicity, nephrotoxicity, neuropathy,
Cushing's syndrome, osteoporosis, diarrhoea, opportunistic
infection and death of the patient.

METHOD

We retrospectively evaluated patients from the Centre
for Corneal and Conjunctival Diseases at the Department of
Ophthalmology, 1st Faculty of Medicine, Charles University
and General University Hospital in Prague.

Our study cohort comprised 51 patients, 21 men and 30
women in whom OCP was diagnosed in the period 1992-
2013. The average observation time was 57 months (range
1-248 months).

In the cohort we evaluated the age upon determination of
the diagnosis, baseline central visual acuity (CVA) and final
CVA, positivity of direct and indirect immunofluorescence,
stage of OCP at the beginning of the disease and at the end
of observation, activity of the disease upon arrival, activity
of the disease and the number of relapses during treatment
and after any applicable discontinuation of therapy.

We also focused on the type of general IS therapy which
the patients received and any complications that occurred.
In particular we evaluated the effectiveness and adverse
effects (AE) of therapy using mycophenolate mofetil (MM).

At the same time we observed ocular complications with
which the patients came to our centre and which occurred
during the observation period within the cohort. We also
recorded the operations which the patients had undergone
before their arrival at the clinic and the operations which we
ourselves indicated.

We also determined whether the patients also suffered
from a systemic bullous disorder (MMP).

The diagnosis was determined on the basis of the pati-
ents' anamneses and clinical examination on a slit lamp.
We evaluated the activity of the disease macroscopically
in daylight in all quadrants of the conjunctiva. To confirm
the diagnosis a biopsy of the conjunctiva was taken for
direct immunofluorescence, and a blood sample was sent
for an immunohistochemical examination (anti-desmoso-
mes, indirect immunofluorescence). We examined CVA
on Snellen's optotypes. We measured introacular pressu-
re (IOP) by applanation. We performed photo-documen-
tation on a slit lamp.
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Obr. 1-6 OCP stages (classification according to Foster)

Obr. 7 Direct immunofluorescence
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RESULTS

Our cohort of 51 patients included a total of 21 men
(41%) and 30 women (59%). The age of the patients at
the time of determination of the diagnosis was within
the range of 29 to 91 years, on average 68.4 years, the
median upon determination of the diagnosis was 71 ye-
ars. We divided the patients into 8 age groups (graph
no. 1).

From the graph it is evident that the highest incidence
of OCP was in the age group of 70-79 years, in total 20
patients. 7 patients (14 %) died during the observation.

Best CVA at the first examination was 6/6 and worst
was light perception, uncertain light projection. In our
patients we evaluated stabilisation of CVA or its impro-
vement or deterioration (change by 2 or more rows on
Snellen's optotypes). We recorded each eye separately.
Stabilisation of CVA was achieved in 76% of eyes, an im-
provement took place in 5%, whilst we recorded a dete-
rioration of CVA in 19% (graph no. 2).

Out of the total number of 51 patients, a biopsy of
the conjunctiva was performed on 42 patients, of whom
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we recorded positivity in 20 patients (48 %). Examina-
tion for anti-desmosomes was performed on a total of
32 patients, of whom a positive result was recorded in
7 (22 %). We recorded positivity of both examinations
in 3 patients out of 28 (11 %), and 24 patients out of
46 (52%) had at least one positive examination. By con-
trast, negative results in both examinations were found
in 12 patients (43 %) out of the 28 on whom the exami-
nation were conducted (table 1-3).

On 5 patients (10%) neither examination was condu-
cted. The reason for this was the already advanced fin-
ding of the disease: a 71 year old patient admitted with
complications of OCP (corneal ulcer), stage OCP IV in
both eyes (OPL), a 72 year old patient with corneal lysis
and general MMP had stage IV in the right eye (RE) and
I1l'in the left eye (LE), a 75 year old patient with stage Il
in RE/LE was admitted with perforation of the cornea, a
75 year old patient with stage Ill in RE/LE without com-
plications observed for 131 months.

All patients in the group had bilateral affliction. 56
eyes (55%) were sent to our outpatient clinic in stage
OCP Ill, 28 eyes (27%) in stage IV. Only 18 eyes (18%)
were in stages | or |l (table 4).

During the observation period there was a progressi-
on from stage | in 3 eyes, from stage Il in 1 eye and from
stage Ill in 3 eyes. Therefore there was progression to a
higher stage of the disease in 7 eyes (6.9%) and 95 eyes
(93.1%) remained stable.

The activity of the disease at the beginning of obser-
vation was diagnosed in a total of 49 out of 51 patients
(96%), see graph no. 3. A 71 year old patient was in
remission, but already had an advanced stage of OCP
in RE/LE (stage Ill), an 81 year old patient had active
ulceration on the epiglottis upon arrival at the outpa-
tient clinic, stage IV in LE, but a pacific finding on the
conjunctiva.

During observation we recorded a relapse of the di-
sease (activity) in 19 patients out of 48 (40%), see graph
4. We did not evaluate a total of 3 patients due to the
short observation period: an 89 year old patient admit-
ted with corneal lysis and stage IV OCP in RE/LE and ge-
neral MMP was observed for 2 months, after which she
died, an 86 year old patient with stage Il in RE/LE was
observed so far for only 2 months, a 72 year old patient

The age on the day of diagnosis

25

Enumber
of
patients

20-29 30-39 40-49 50-59 60-69 70-79 80-89 90-99

Graph no. 1: Age on day of diagnosis
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Graph no. 2: Visual acuity

with general MMP and stage IV in RE and stage Ill in LE
was observed for only one month.

The median of relapses was 2.

We discontinued IS therapy on 16 patients, 4 of whom
(25%) experienced a relapse following discontinuation
(graph no. 5).

IS therapy was applied on 50 patients. 1 patient was
treated only locally with corticosteroid preparations due
to the pacific finding without progression. In combina-
tion corticosteroids (CS) were most frequently applied
on 47 patients, azathioprin (AZA) on 28 patients, cyclo-
phosphamide (CP) on 25 patients, MM on 16 patients,
sulphasalazine on 5 patients and dapsone also on 5 pa-
tients. The percentage representation of the individu-
al IS drugs can be seen in graph no. 6. On average the
patients were administered or alternated 2.5 IS drugs

Table 1-3 Diagnostic investigations results

Results according to
type of diagnosis -
individualy

positive result 20
negative result 22
not performed 9

i 7
i 25
19
Results according to type | number of percentage
of diagnosis - in total patients

conjunctival biopsy | anti-desmosoms

positive
5 10%

Investigation performed | number of percentage
patients
both investigations 28 55%
6

none investigation
performed

5
minimum of one 4 90%
investigation
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Tab. 4 Stage of OCP at beginning and end of study

OCP stage RE beginning LE beginning
2 7 5 12
3 28 28 55
4 13 15 27
in total 51 51 100
Eyes
Eno
Graf 3 Activity of OCP
Hyes
#@no
Graf 4 Relaps of OCP
Hyes
Eno

Graf 5 Activity after IS discontinuity

5 6 11
27 26 52
16 19 34
51 51 100

during the course of treatment.

We recorded complications of IS therapy in 24 pati-
ents (48%). 3 patients suffered complications with more
than one IS preparation.

The largest number of adverse effects were suffered
by patients after application of CP. These occurred in a
total of 14 out of 25 patients on whom it was applied
(56%). The most frequent adverse effect was suppressi-
on of bone marrow — lymphopenia, leukopenia, throm-
bocytopenia, see table no. 5. The most serious AE was
the death of a 76 year old patient in stage OCP IV from
the opportunistic infection Pneumocystis carinii, the pa-
tient at the same time suffered from gullet spasms and
pustules in the hypopharynx.

We determined AE of CS in 5 out of 50 patients (10%).
1 patient had lymphopenia, 2 Cushing's syndrome, 1 os-
teoporosis and 1 an opportunistic infection, see table
no. 6.

In the case of patients using AZA we identified lym-
phopenia in 2 patients, diarrhoea in 2 patients, elevati-
on of liver tests in 1 patient and anaemia in 1 patient.
An 84 year old patient with stage IV OCT in RE/LE died
two months after application of AZA. The cause of death
was not unequivocally determined. In total AZA was in-
dicated for 28 patients, in whom AE were documented
(25%), table no. 7.

AE of MM were found in only 1 patient out of 16 (lym-
phopenia), table no. 8.

Therapy using MM was commenced on 16 patients,
initially in 5/2007 on 10 women and 6 men. The average
age of these patients at the time of diagnosis was 73.4

= number of patients

Graf 6 Immunosuppressive therapy
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+ 12.2 years in stage OCP II-IV. At the same time 8 pa-
tients suffered from MMP — 2 patients had affliction of
the skin, 2 the oral mucosa, 1 the epiglottis, 2 affliction
of the gullet and 1 multiple affliction of the mucosa. The
average observation period was 64 months, the average
duration of therapy was 25 months. In 7 patients thera-
py with MM was the drug of first choice, it was applied
on 8 patients due to serious AE of the previous therapy
and on 1 patient due to failure of the previous therapy.

Long-term stabilisation and control of the activity of
the disease was secured in 11 patients (69 %). 2 patients
were in long-term remission and we discontinued thera-
py with MM after 8 and 15 months, 4 patients remained
without activity of the disease but therapy with MM is
continuing, 5 patients had episodes of activity upon re-
duction of the dose. In 5 patients (31%) control of the

Table 5-8 Side effects (SE) of IS therapy

number of patients

lymphopenia 7

SE cyclophosphamide

leukopenia

lymphopenia+leukopenia

thrombocytopenia

opportune infection, t

diarrhoea

alopecia

in total 14

B R R R RN

Table 6.

number of patients

lymphopenia 1

SE corticosteroids

Cushing syndrome

osteoporosis

opportune infection

U Pk LN

in total

Table 7.

number of patients

lymphopenia 2

SE azathioprine

opportune infection, T
anemia

diarrhoea
hepatotoxicity

severe nausea

N R R R R R

in total

Table 8.

SE MM number of patients

lymphopenia 1

N

86

disease was not achieved, and as a result therapy was
changed to CP or AZA.

We divided ocular complications into complications
upon arrival at our outpatient clinic and complications
which occurred during treatment. Ocular complicati-
ons at the first examination were present in 24 patients
(47%). In these patients we recorded a total of 34 ocular
complications. The most serious included corneal ulcer/
lysis in a total of 6 patients, perforation of the cornea in
2 patients and endophthalmitis in 1 patient. The less se-
rious include pannus in 2 patients and corneal bullae in
1 patient, see table no. 9. The most frequent complica-
tion was trichiasis, which occurred in 14 patients (27 %).

During treatment we addressed 37 complications in
a total of 27 patients (53 %): corneal ulcer/lysis in 7
patients, perforation of the cornea in 5 patients, non
-healing defect of the cornea in 2 patients. Less serious
complications included infiltration on the cornea in 2
patients, decompensation of IOP in 2 patients and ke-
ratinisation in 1 patient. Most frequently we addressed
trichiasis, in a total of 18 patients (table no. 10).

Before arrival at our outpatient clinic, 26 patients (51
%) had undergone a total of 48 eye operations: cata-
ract surgery — 17x, cryoepilation or electroepilation of
the eyelids — 9x, conjunctival surgery — 4x, surgery for
entropia or ectropia — 4x. During our observation we in-
dicated a total of 88 operations on 30 patients (59 %):
transplantation of amnion membrane 17x, perforating
keratoplasty (PKP) 10x, retropositioning of musculo-
cutaneous flap (MCF) 21x, cryoepilation or electroepila-
tion of eyelids 14x, plastic surgery of upper eyelids (UE)
or tarsorrhaphy 6x — see graph no. 7.

A total of 16 patients (31 %) also suffered from a syste-
mic bullous disorder. 5 patients had only skin affliction
until the time of diagnosis of OCP, 10 patients had MMP
(i.e. also other affliction of mucosae) and 1 patient had
paraneoplastic syndrome.

DISCUSSION

OCP is a bilateral autoimmune sight threatening disease,
characterised by progressive scarring of the conjunctiva in
combination with several ocular complications. Untreated
it can lead to blindness and sometimes even to the death
of the patient. Our cohort comprised 51 patients, in whom
we diagnosed OCP in the period 1992 — 2013. The results
of our observation can be compared in certain parameters
with foreign studies.

The largest study was published by Saw et al. (Moorfields
Eye Hospital) in 2008 and numbers 115 patients over 11 ye-
ars (36). In 1996 Elder et al. (Moorfields Eye Hospital, UK)
published a study of 66 patients over 3 years of observation
(10), Thorne et al. (Wilmer Eye Institute, USA) 94 patients
over 22 years (40), Brunner et al. (OMMA Eye Center, Swit-
zerland) 18 patients over 17 years (5), Doycheva et al. (Uni-
versity of Tuebingen, Germany) published data on 10 pati-
ents over 4 years of observation (9) and Nottage et al. (Wills
Eye Institute, USA) observed 23 patients over 6 years (31).
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Table 9 Ocular complications

Referred patients number of patients
trichiasis

pannus

corneal neovascularization
bullous keratopathy
corneal infiltrations
corneal ulcer

corneal perforation
pathological keratinization
endophthalmitis
decompensated IOP

persistent corneal epithelial
defect

in total

During monitoring study number of patients

w =
I X N P P NN O P P P2 wi

trichiasis 18

persistent corneal epithelial
defect

corneal infiltration

corneal ulcer

2
7
corneal perforation 5
pathological keratinization 1

2

decompensated IOP

)
=
)
=
o
o
()
<
Q
=
(o)
o
3
=2
=
Q
.
o
>
7

in total 37

The average age of patients at the time of diagnosis is
within the region of 65 years - Saw 66.9 (36), Elder 67 years
(10), Doycheva 70 years and the median 75 let (9), Brunner
64 years (5), Thorne 69 years (40). In our cohort the average

age of the patients was 68.4 let, median 71 years, which is
in accordance with other publications.

The ratio of women to men differs only negligibly in the
various different studies. 1.25:1 (36, 5), 1:1 (9), 1.3:1 (10),
1.1:1 (40). In our cohort the ratio was 1.4:1.

Evaluation of CVA took place differently in the different
studies, Thorn et al. state only average baseline CVA in all
afflicted eyes (20/30) and prevalence of CVA worse than
20/200 in 16.6% of eyes (40), Elder et al. recorded CVA only
at the beginning of the disease (10), Brunner et al. do not
state CVA (5). Saw et al. divided CVA into 4 categories. At the
time of diagnosis 67% of eyes were within the category of
CVA better than 6/18, at the end of observation 48% of eyes
were within this category, at the beginning of observation
11% of eyes were within the category of CVA worse than
3/60 and at the end of observation this had risen to 26% of
eyes (36). Doycheva et al. compared the change of CVA simi-
larly as in our study, they state an improvement of vision in
11% of eyes, stabilisation in 47% of eyes and deterioration
in 42% of eyes. They evaluated change as an improvement
or deterioration by 3 or more rows of Snellen's optotypes. In
our cohort we succeeded in stabilising CVA in 76% of eyes,
an improvement was achieved in 5% of eyes and we recor-
ded a deterioration of CVA in only 19% of eyes (change by 2
or more rows of Snellen's optotypes). Upon arrival CVA was
6/60 or worse in 30% of eyes, at the end of observation in
38% of eyes. The reason for the deterioration of CVA even
despite IS therapy is the fact that OCP is only diagnosed in
the advanced stages, in which serious ocular complications
are present. The most common cause of deterioration of vi-
sion is the onset of corneal vascularisation, corneal ulcer/
lysis, perforation of the cornea and keratinisation of the cor-
nea. However, CVA is not the conclusive standard for eva-
luation of the effectiveness of treatment, more significant
is remission of the ocular finding and avoidance of relapses.

Positivity of direct immunofluorescence (DIF) is stated in
almost all studies. Saw et al. conducted a biopsy on 62 of
115 patients. 49 of these underwent a biopsy of the con-
junctiva (positive in 61%) and the remaining 14 patients a

Ocular surgery

PPV (pars plana vitrectomy),

Ereferred patients  ® during monitoring study

CT (cryotherapy), EE (electro-

epilation), TE (trabeculectomy), SLT
(selective laser trabeculoplasty),

CFK (cyklofotokoagulace), CPC
(cyclophotocoagulation), PKP
(penetrating keratoplasty), AMT (amniotic
membrane transplantation), MCF
(muscular cutaneous flap)

Graf 7 Ocular surgery
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biopsy of the buccal mucosa (positive in 78.6%) (36). Thorne
et al. only included patients who had positive DIF in their
study (40). In a study conducted by Elder et al. (10), a biopsy
of the conjunctiva was taken from 86% of patients, with
a positive finding in 54% of these. Brunner states an even
higher percentage of positive conjunctival biopsy — 72.7%,
conducted on 61.1% of patients (5). By contrast, Nottage et
al. state a lower percentage — 47.8% (31), which is in accor-
dance with our results. We recorded positivity in 20 patients
(48%) out of 46. Biopsy of the buccal mucosa was not con-
ducted on any of our patients, and we did not conduct re-
peated biopsies of the conjunctiva. According to Grau et al.
(16), the reason for the lower percentage of positive DIF of
the conjunctiva in comparison with the buccal mucosa is the
fact that the conjunctiva is more brittle than the other mu-
cosae. As a result they recommend that a sample is always
taken simultaneously from the conjunctiva and the buccal
mucosa, even in the case that this is not affected.

The stage of the disease has been evaluated in a number
of studies according to Foster, in others according to Mon-
dino. With regard to the fact that we assessed the degree
of affliction according to Foster, | will present only studies
which used the same evaluation. In the study conducted by
Doycheva et al., 63% of eyes were registered in stage Ill and
11% of eyes in stage IV. Progression of scarring was descri-
bed in 47% of eyes, but progression to a higher stage of OCP
was recorded in only 11% of eyes (9). Saw et al. had 81% of
eyes in stage Ill in their study, and 2% in stage IV. Progressi-
on to a higher stage occurred in 8% of patients (36), pro-
gression of scarring in 53%. Thorne et al. state that 74.5%
of eyes were in stage Il (40). Elder et al. (10) recorded 61%
of eyes in stage Il and 14% of eyes in stage IV. Progression
of scarring occurred in 35% of eyes, progression to a higher
stage of OCP in 4%. Brunner et al. (5) diagnosed stage Ill in
58% of eyes and stage IV in 0%. Progression of scarring oc-
curred in 33% of eyes and they do not state progression to
a higher stage of OCP. In our cohort 55% of eyes were sent
in stage Ill, 27% in stage IV, which is a higher incidence of
stage IV than in the compared studies. During observation
we recorded progression to a higher stage of OCP in a total
of 7% of eyes, which can be considered a satisfactory result
taking into account the other studies. We did not assess pro-
gression of scarring.

Activity of the disease at the beginning of observation was
evaluated by Thorne et al. (40) on the basis of the conjun-
ctival finding (reddening of the conjunctiva). They recorded
66% positivity. Relapse of the disease during observation
was recorded in 8.5% of patients (8/96). In our cohort ac-
tivity was evaluated by the same method, and was present
at the beginning of observation in a total of 96% of pati-
ents. During observation we recorded a relapse of the di-
sease (activity) in 40% of patients (19/48). Saw et al. (36)
published a relapse in 20% of patients. Other publications
rather evaluated the number of months until remission of
the disease was achieved. The median of relapse was 2. We
did not evaluate the average value here, since one patient
experienced 20 relapses and this would have distorted the
result. After discontinuation of IS therapy in 16 patients, in
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25% (4 patients) we again recorded activity of the disease
(relapse). This was not evaluated in the other studies.

The basis of treatment of OCP is IS therapy. This was
applied to 74% of patients in the study by Elder et al. (10).
33% of patients used sulphapyridine, 30% CS, 17% CP, da-
psone 15%, 12% sulphamethoxypyridazine and 5% AZA.
The study was conducted in 1996, and as a result did not
include any patients treated with MM. In 2006 a study was
published by Saw et al. (36) from the same centre, in which
12% of all episodes were treated with MM, although dap-
sone was applied most frequently, in 30% of cases, AZA in
21%, CP in 19% and suphapyridine in 14% of episodes. The
most effective were CP and MM, the least effective AZA and
sulphapyridine. IS therapy was used on a total of 75% of pa-
tients. At our clinic general therapy was applied on 98% of
patients. A total of 29 episodes were treated by monothe-
rapy. The majority of patients were administered combined
IS therapy during observation, partially due to the insuffici-
ent effectiveness of monotherapy, relapse of the disease or
adverse effects of therapy. 47 patients were administered
CS, more than half CZA (28 patients) and CP (25 patients),
MM was used by 16 patients, sulphasalazine by 5 patients
and dapsone also by 5 patients. Therefore, on average each
patient received 2.5 IS drugs.

The effectiveness of treatment was evaluated in our co-
hort of patients receiving MM. The latest studies demon-
strate that this IS therapy is highly effective. In contrast with
CP it manifests far less AE (36, 38, 9). A total of 16 patients
were treated with MM, 8 of whom also suffered from MMP.
The average observation period was 64 months, the dura-
tion of therapy 25 months. In 7 patients treatment by MM
was the drug of first choice, in 8 patients it was applied due
to serious AE of previous therapy and in 1 patient due to
failure of the previous therapy. In 11 patients (69%) we su-
cceeded in ensuring long-term control of the activity of the
disease. 2 patients (12.5%) were in long-term remission and
we discontinued MM, 4 patients (33%) remained without
activity of the disease but therapy with MM is continuing,
5 patients (31%) had episodes of activity upon reduction of
the dose. Doycheva et al. (9) achieved complete remission
in 58% of patients using MM, Saw et al. in 59% (36) of pati-
ents, Nottage in 82% (31). Our results in controlling the ac-
tivity of OCP are highly encouraging. In 5 patients using MM
(31%) control of the disease was not achieved, as a result
of which therapy was changed to CP and AZA, which is a
markedly lower percentage in comparison with the above
-stated studies.

We determined an adverse effect of treatment in only 1
patient (6%), namely lymphopenia. In general MM mani-
fests a very low risk of AE. In the study by Saw et al. AE was
stated at 15% (36), Nottage 21% (31). Doycheva et al. (9)
recorded AE in 7 out of 10 patients, but therapy with MM
was discontinued for only 1 patient (10 %).

Complications of general therapy with CP were evaluated
by Saw et al., and registered in as many as 31% of cases (36).
The most feared AE of CP (bladder tumour) was determined
by Thorne et al. (40) in 1 patient, in another 7 they recorded
other malignant tumours (basal cell carcinoma, squamous
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carcinoma, leukaemia, breast tumour). They treated a total
of 70 patients with CP and also encountered the infection
Pneumocystis carinii. The other studies did not evaluate
AE. In our cohort we addressed complications of IS therapy
in 24 patients out of 50 (48%). 3 patients suffered AE with
more than one IS preparation. We also recorded the most
AE in the case of CP (14 out of 25 patients — 56%), most
frequently suppression of bone marrow, and 1 patient even
died as a result of the opportunistic infection Pneumocystis
carinii. AE of CS occurred in 10% of patients and somewhat
more in the case of AZA, at 25%. Our conclusions are thus
in accordance with the above studies, in that the least AE
occur upon use of MM and the most with CP.

The most severe ocular complications were stated in both
studies by Elder (12, 10), who encountered 2 perforations
of the cornea out of 10 patients who had not responded to
previous IS therapy and as a result were treated with high
doses of CS and CP. In the second study, in which all patients
were included, they recorded perforation in only one out of
66 (1.5%). We also encountered perforation of the cornea,
in a total of 7 patients (14% of patients), in 2 of whom this
was present at the beginning of observation and in 5 during
treatment. Corneal ulceration was recorded by Doycheva et
al. (9) in 20% of patients, in our cohort in 12 %. A non-hea-
ling epithelial defect is stated by Elder et al. (10) in 18% of
patients during therapy, we addressed this in 4% of patients.
Less serious ocular complications include trichiasis, which
was recorded by Thorne et al. (40) at the first examination
in as many as 38.5% of eyes, and scarring of the cornea in
13.4%, which is comparable with our cohort, in which tri-
chiasis was suffered by 27% of patients upon arrival at our
clinic. In a further study (9) trichiasis was present in as many
as 50% of patients.

In their study cohort Doycheva et al. (9) stated that 53%
of patients had undergone eye surgery before arriving at

their clinic, which is in accordance with our own records —
51% of patients. During treatment they then indicated 58%
of patients for surgery, and we referred almost exactly the
same amount, 59% of patients. However, our results differ
in the type of operations that were performed. Doycheva
et al. most often indicated filtering surgery due to decom-
pensated glaucoma, reconstruction of the fornix and eyelid
operations. By contrast, we indicated transplantation of an
amnion membrane (17x) or PKP (10x), retropositioning of
MCF (21x), cryoepilation or electroepilation of eyelids (14x)
and plastic surgery of the upper eyelids or tarsorrhaphy
(6x). Altogether our 51 patients underwent 88 procedures.

Presence of MMP has been recorded in several studies
and ranges from 44.4 % (5) and 50 % (10, 36), up to 70 %
(22). In our cohort MMP was diagnosed in only 31% of pati-
ents. 62% of these also had other afflictions of the mucosae,
31% had ocular and skin afflictions and 6% paraneoplastic
syndrome.

CONCLUSION

Ocular cicatrical pemphigoid is a rare, chronic and serious
pathology, the diagnosis of which is determined on the basis of
anamnesis, clinical picture and supported by a positive results
of a conjunctival biopsy and/or anti-desmosomes. Systemic im-
munosuppressive therapy can effectively suppress the activity
of the disease and prevent its progression, ideally commenced
in the early stages of OCP. However, sometimes even despite
aggressive IS therapy there may be progression of scarring and
ocular complications, which can lead to blindness.

Thanks:
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