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Back ground: Pe m ph igus  vulgaris  is  an autoim m une  bullous  dis e as e  ch aracte ri-

ze d by bliste ring and e ros ions  w ith in s k in and  m ucous   m e m brane s .  Le s ions  

appe ar m ost com m only on m ucosal surface s  of th e  oral cavity. O cular involve -

m e nt in patie nts  w ith  PV h as  rare ly be e n re porte d.

Main O bse rvation: A 47-ye ar-old m ale  patie nt w ith  a 2 m onth  h istory of oral 

e ros ions  and dysph agia de ve lope d s e ve re  conjunctivitis  w ith  pe riodical pre s e n-

ce  of purule nt disch arge , ph otoph obia and burning s e nsations . Th e  diagnos is  of 

pe m ph igus  vulgaris  w as  confirm e d by h istopath ology, dire ct im m unofluore sce n-

ce  and de te ction  of anti-de sm oge lin 3 antibodie s  in patie nts’ s e rum . Tre atm e nt 

w as  introduce d  w ith  pre dnisone  at a dos e  of 80 m g pe r day (1 m g/k g) and cyc-

loph osph am ide  at a dos e  of 100 m g daily (1.25 m g/k g). Afte r 7 days  of th e rapy 

a s ignificant re duction of e ye  s ym ptom s  w as  obs e rve d and afte r 4 w e e k s  of tre at-

m e nt full clinical re m is s ion w as  ach ie ve d.

Conclusions: Th e  grounds  for rare  involve m e nt of conjunctiva in pe m ph igus  

vulgaris  is  uncle ar. W e  h ypoth e s ize  th at inactivation of conjunctival de sm ogle in 

3 m ay be  com pe nsate d by oth e r de sm osom al prote ins . Se ve re  conjunctivitis  

m ay be  th e  dom inating clinical m anife station in pe m ph igus  vulgaris . Th is  im -

plie s  a ne e d of e stablis h ing distinct s e ve rity crite ria and th e rape utic standards  

for ocular pe m ph igus . In our patie nt rapid clinical re spons e  w as  ach ie ve d afte r 

introducing com bine d tre atm e nt w ith  pre dnisone  and oral cycloph osph am ide .

Re s pons e  of Ocular Pe m ph igus  Vulgaris  to Th e rapy.

Cas e  Re port and Re vie w  of Lite rature .

Malgorzata O lsze w sk a, Marta Kom or, Magdale na Mazur, Tom asz Rogozinsk i

D e partm e nt of D e rm atology, W arsaw  M e dical Sch ool, W arsaw , Poland

Introduction

Pe m ph igus  vulgaris  (PV) is  an autoim m une  bullous  dis e -

as e  ch aracte rize d by bliste ring of th e  s k in and m ucous  

m e m brane s . M ucosal le s ions  usually pre ce de  cutane ous  

le s ions  or th e y are  sole  m anife station of th e  dis e as e .

1

 Ero-

s ions  usually appe ar on m ucous  m e m brane s  of th e  oral 

cavity, but m ay be  also obs e rve d w ith in th e  nasoph arynx, 

larynx, e soph agus , urinary and re productive  m ucosa or 

anus . Cas e s  of s im ultane ous  involve m e nt of m ucous  

m e m brane s  in m ultiple  localizations  w e re  de scribe d.

2

 

O cular involve m e nt in patie nts  w ith  PV h as  rare ly be e n re -

porte d.

3,4

W e  re port a cas e  of a patie nt w ith  PV in w h ich  s e ve re  

ocular conjunctivitis  w as  th e  dom inating clinical m anife -

station of PV. 

Cas e  Re port

A 47-ye ar-old m ale  patie nt, w ith  a 2 m onth  h istory of 

e ros ions  of th e  oral cavity and dysph agia de ve lope d ocu-

lar sym ptom s . Th e s e  include d s e ve re  conjunctivitis  w ith  

diffus e ly inje cte d conjunctiva, e de m a, pain, lacrim ation, 

pe riodical pre s e nce  of purule nt disch arge , ph otoph obia 

and burning s e nsations . Pte rygium  (a be nign grow th  of 

th e  conjunctiva), w h ich  ove rlappe d th e  corne a and a pig-

m e ntary nae vus  w e re  additional oph talm ological findings . 

Endoscopic e xam ination of th e  e soph agus  re ve ale d conge -

stion and s w e lling of th e  m ucosa, contact ble e ding and 

fragm e ntary de tach m e nt of e pith e lium . Fe w  w e e k s  late r 

s ingle  bliste rs  and e ros ions  occurre d on th e  glabrous  s k in 

of trunk  and lim bs .

D ire ct im m unofluore sce nce  of th e  pe rile s ional s k in s h o-

w e d inte rce llular de pos its  of  IgG  and  C3  of  pe m ph igus
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type . Indire ct im m unofluore sce nce  te st on m onk e y e so-

ph agus  as  s ubstrate  re ve ale d pre s e nce  of pe m ph igus  anti-

bodie s  at a tite r of 640 in s e rum . No antibodie s  w e re  

de te cte d in im m unofluore sce nce  te st w ith  guine a pig e so-

ph agus  as  s ubstrate . ELISA (e nzym e -link e d im m unosor-

be nt as say, M BL, Japan) de m onstrate d pre s e nce  of s e rum  

anti-de sm ogle in 3 antibodie s  w ith  an inde x of 9 7.4. Th e  

ELISA inde x for anti-de sm ogle in 1 antibodie s  w as  be low  

th re s h old. Th e s e  re s ults  confirm e d th e  diagnos is  of pe m -

ph igus  vulgaris .

Tre atm e nt w as  introduce d  w ith  pre dnisone  at a dos e  

of 80 m g pe r day (1m g/k g) and cycloph osph am ide  at a 

dos e  of 100 m g daily (1.25 m g/k g). Topical tre atm e nt con-

s iste d of re pe ate d lubrication of th e  e ye s  and application 

of diclofe nac,  naph azolin and zinc sulph ate  solutions .

Afte r 7 days  of th e rapy a s ignificant re duction of ocular 

sym ptom s  w as  obs e rve d. O ral m ucosal le s ions  and sym p-

tom s  of dysph agia w e re  m ark e dly im prove d. Control oph -

talm ologic e xam ination re ve ale d s ignificant re duction of 

conjunctival conge stion. Afte r 4 w e e k s  of th e rapy full cli-

nical re m is s ion w as  ach ie ve d. Th is  w as  as sociate d w ith  a 

re duction of s e rum  le ve ls  of pe m ph igus  antibodie s . Pe m -

ph igus  antibody tite r in indire ct im m unofluore sce nce  

w as  320 on th e  m onk e y e soph agus  as  s ubstrate . Anti-de -

sm ogle in 3 antibody ELISA inde x w as  41.7.  

Th e  dos e  of pre dnisone  and cycloph osph am ide  w as  gra-

dually re duce d. No re laps e  w as  obs e rve d.

Dis cus s ion

Th e  pre s e nce  of circulating and in vivo bound antibo-

die s  to de sm ogle in 3 is  spe cific for pe m ph igus  vulgaris . It 

w as  s h ow n th at th e s e  antibodie s  trigge r los s  of ce ll-ce ll 

adh e s ion of k e ratinocyte s  and induce  ch aracte ristic bli-

ste rs  or e ros ions  in s k in and m ucous  m e m brane s .

O cular involve m e nt in pe m ph igus  vulgaris  m ay be  

e xplaine d by th e  pre s e nce  of de sm ogle in 3 in ocular e pi-

th e lium . D e sm ogle in 3 w as  found to be  strongly e xpre s -

s e d in th e  basal ce lls of th e  conjunctival e pith e lium , 

fading in th e  s uprabasal laye r.

5

 Th e  e xpre s s ion patte rn of 

th is  antige n in th e  corne a and lim bus  is  le s s  prom ine nt 

and m irrore d by th e  e xpre s s ion patte rn of de sm ocollin 

3.

6

  O th e r studie s  s h ow  th at th e  conjunctiva is  also rich  

in de sm oplak in 1 and  2.

6

D ata about ocular e xpre s s ion of de sm ogle in 3 bring up 

th e  q ue stion, w h y ocular involve m e nt in pe m ph igus  vul-

garis  is  re lative ly rare  com pare d to th e  cons iste nt pre s e n-

ce  of anti-de sm ogle in 3 antibodie s  in th is  dis e as e . W e  

h ypoth e s ize  th at inactication of de sm ogle in 3 in ocular 

e pith e lium  m ay be  com pe nsate d by th e  pre s e nce  of non-

de sm ogle in de sm osom al prote ins , s im ilar to th e  de sm o-

gle in com pe nsation m e ch anism  de scribe d by Joh n Stan-

le y.

7

 According to th is  controve rs ial de sm ogle in 

com pe nsation conce pt, anti-de sm ogle in 1 autoantibodie s  

w ould only le ad to e pide rm al splitting in th os e  e pide rm al 

laye rs  in w h ich  no de sm ogle in 3 is  pre s e nt to com pe nsa-

te  for th e  functional los s  of D sg 1.

8

D e sm ogle in 3 function los s  in conjunctiva in m ost pa-

tie nts  w ith  pe m ph igus  vulgaris  m ay be  com pe nsate d by 

th e  pre s e nce  of oth e r de sm osom al prote ins , re spons ible  

for e pith e lial ce ll attach m e nt.  O nly a m inority w ould de -

ve lop ocular le s ions .

Th is  h ypoth e s is  m igh t be  s upporte d by th e  fre q ue nt 

ocular involve m e nt in parane oplastic pe m ph igus  (parane -

oplastic autoim m une  m ultiorgan syndrom e ), w h ich  is  ch a-

racte rize d by th e  pre s e nce  of autoantibodie s  to a w ide  

spe ctrum  of  antige ns , including m e m be rs  of th e  plak in fa-

m ily (de sm oplak in I, II, BPAG1, e nvoplak in, pe riplak in, 

and H D 1/ple ctin as  w e ll as  de sm ogle ins  and de sm ocol-

lins .

9

O cular involve m e nt in patie nts  w ith  PV h as  be e n rare ly 

re porte d.

4,10,11,12,13

 According to our lite rature  s e arch  re -

s ults , 26 cas e s  of im m unologically confirm e d (by e ith e r 

dire ct im m unofluore sce nce  or de te ction of circulating au-

toantibodie s ) ocular pe m ph igus  w e re  de scribe d. Th e s e  

w e re  14 fe m ale s  and 12 m ale s  (1.16:1 ratio). M e an age  

at dis e as e  ons e t in th e s e  patie nts  w as  49 .6 (range  15-80) 

ye ars , w h ich  appe ars  to be  sligh tly younge r th an in pa-

tie nts  w ith  pe m ph igus  vulgaris  in ge ne ral.

14

 Th is  h ow e ve r 

m igh t be  m isle ading. W h e n not tak ing into cons ide ration 

pe diatric patie nts , age d 15, th e  ave rage  age  at dis e as e  on-

s e t is  52.5 ye ars . O cular sym ptom s  de ve lope d fe w  days  

to m any m onth s  afte r ons e t of oth e r s ym ptom s  of pe m -

ph igus . Th e ir s e ve rity doe s  not corre late  w ith  ge ne ral di-

s e as e  s e ve rity.

13

M ost com m only oph th alm ologic e xam ination re ve als  bi-

late ral conjunctivitis , conjunctiva conge stion, inflam m a-

tion of e ye lid m argin, occas ionally accom panie d by 

bliste rs  and e ros ions  of th e  bulbar/palpe bral conjunctiva 

or e ye lid m argin.

15,16

 M ost patie nts  w ith  ocular PV h ave  

full re cove ry w ith out s e q ue lae . O cular pe m ph igus  doe s  

not appe ar to affe ct visual acuity but one  cas e  of corne al 

pe rforation h as  be e n re porte d.

4, 17

Re s pons e  of Ocular Pe m ph igus  Vulgaris  to Th e rapy, Ols z e w s k a e t al.

J D e rm atol Case  Re p 2008 1, pp 01-03

2

Figure  1

Diffus e ly inje cte d conjunctiva as  dom inating clinical m anife -

s tation in patie nt w ith  pe m ph igus  vulgaris .



H istological e xam ination of th e  conjunctiva is  usually 

not spe cific.

12

 Th e  typical pe m ph igus  h istology picture  of 

acanth olys is  h as  be e n rare ly obs e rve d. O nly in som e  ca-

s e s  s uprabasal acanth olys is  w as  de te cte d on routine  h isto-

logical e xam ination of th e  conjunctiva and s k in of th e  

e ye lid.

In all publis h e d cas e s  of ocular pe m ph igus  patie nts  re -

ce ive d oral pre dnisone . In 7/26 publis h e d cas e s  pre dniso-

ne  w as  us e d in m onoth e rapy. Not in all cas e s  

inform ation about pre dnisone  dos e  is  provide d in publica-

tions . In 19 /26 cas e s  one  or m ore  adjuvant drugs  w e re  ad-

de d to corticoste roids . M ost com m only, in 9 /26 cas e s  

(52.9 %) intrave nous  im m unoglobulins  w e re  applie d. 

O th e r patie nts  re ce ive d: 6/26 (35.3%) azath ioprine , 6/26 

(35.3%) dapsone , 5/26 (29 .4%) cycloph osph am ide , 4/26 

(23.5%) m e th otre xate , 3/26 (17.6%) cyclosporin A and 

3/26 (17.6%) m ycoph e nolate  m ofe til. Tak e n into cons ide -

ration th at som e  patie nts  re ce ive d m ore  th an one  adju-

vant drug and th at inform ation in som e  cas e s  w as  not 

provide d by auth ors , tim e  re q uire d to ach ie ve  clinical re -

m is s ion w as  10,5 m onth s  in patie nts  re ce iving pre dniso-

ne  in m onoth e rapy. In patie nts  re ce iving additionaly 

adjuvant drugs  th e  tim e  re q uire d to ach ie ve  re m is s ion 

w as  13.3 m onth s  for intrave nous  im m unoglobulins , 12.2 

m onth s  for azath ioprine , 12.0 m onth s  for cyclosporine  A 

and cycloph osph am ide , 11.7 for dapsone , 10.0 m onth s  

for m ycoph e nolate  m ofe til and 9 .5 for m e th otre xate . A 

s ingle  cas e  of rapid re spons e  to topical tre atm e nt w ith  ta-

crolim us  h as  be e n re porte d.

18

  M any auth ors  apply sup-

ple m e ntary proph ylactic topical or syste m ic antibacte rial 

and antifungal tre atm e nt.

Th e  num be r of patie nts  in e ach  group w as  to low  to pe r-

form  statistical analys is , but th e s e  re s ults  indicate  th at no 

s ingle  tre atm e nt m odality h as  a s ignificant be ne fit ove r 

oth e r m e th ods . Th is  m ay indicate  th at th e re  is  a ne e d for 

e lucidating w h e th e r ocular pe m ph igus  re q uire s  diffe re nt 

tre atm e nt approach  as  com pare d to re gular m ucocutane -

ous  or m ucosal pe m ph igus  vulgaris .
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