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CLINICAL VARIATIONS IN BULLOUS PEMPHIGOID 

W[TH RESPECT ro EARL y SYMPTOMS 

Eva Åsbrink and Anders Hovmark 

Departme11t ofDermarology. Sädersj11kl111u1. Srocld10/m. Sweden 

Abslr/lct. We report the clinical variations and the durn­
tion of prodromal ,ymptom, in '.!0 patients with bullou, 
pemphigo1d. Nearl} t,,o-third, of thc patients had prod­
romal symptom,. The duration of the prodromal eruption, 
was up to 6 weeks if papular and/or urticarial and up to 2 
year, if cczematou,. bcfore the bli,ters appeared. Evi­
dently longer prodromal periods were found in the present 
study than in earlier investigations. It is not known when 
in the course of the disease the direct immunofluorescence 
,,ill be positive. Two of our patient� ,,ere immunofluore,­
cence-po,itive I and 2 week., respectively before the blis­
ters appeared. A common clinical manifestation in this 
study wa, vesicle, on palms and/or soles. These erup­
tions. panicularly a, an early ,ymptom. may c.1u,e misin­
tcrpre1.1tion in patients with bullous pcmphigoid. 

Key ll'Ord,: Bullou, pemphigoid (BP): Clinical -.,riation,: 
lmmunofluore,cence (IF) 

Bullou, pemphigoid (BP) is a discase of the elderly 
which affects both sexes equally. MaLignant diseasc 
has been described in association with BP (2. 10. 17) 
but scveral studies indicate that the association i, 
probably coincidental. and only what can be ex­
pected at this age (3. 4. 8. 11. 16). BP is a chronic 
bl iste ring disea-,e that can persist f or seveml years. 
The disease is characterized clinically by !arge 
tense bullae on normal or on erythematous skin; not 
uncommonly the erythema forms a whorled pat­
tern. It is often forgotten that BP may start as a 
non-specific rash or an urticarial or eczematou 
eruption. which can la.!>t for a few week-, or even 
several months ( 15). Sometimes the bl isters are in­
itially localized tojust one area. commonly the legs. 
or occur at the site of an earlier or a current skin 
lesion. 

In addition to the clinical and histological picture, 
the diagnosis i� usually established by using im­
munofluorescence (IF) techniques. Direct IF 
examination shows a lincar depo�ition of lgG and/ 
or C3. sometimes also lgA and/or lgM, along the 
basement membrane zone (BMZ). In 50-90% ofBP 

patients, circulating anti-basement membrane zonc 
antibodies can be detected. 

The present investigation concerns the difficul­
ties encountercd in making an carly, correct diag­
nosi� of BP before bullae have appeared. 

MATERIAL AND METHODS 

Duri ng the last 3 years. :W patients with a diagnosis of BP 
have been seen at the Oepartment of Dermatology. 
Södersjukhuset. Stockholm. Most of the patients were 
hospitaliz.ed initially. The diagnosi, was made on the ba�is 
of careful anamnesis. clinical examination. biopsy speci­
mens for routine hematoxylin-eosin examination. and 
standard direct and indirect immunofluorescence staining 
procedures with comme rcially prepared fluorescein,on­
jugated antihuman IgG. lgA. IgM (Wellcome Research 
Laboratories, Deckenham, England) and C3 (Behring­
werke AG, Marburg, W. Germany). Skin specimcns were 
taken from affected areas of erythematous or urticarial 
skin and from ve,icles and also from uninvolved skin. 

The patients were divided into three group, according 
to the duration of the prodromal eruption bcfore the true 
blistering eruption of BP occurred: (I) patienb with prod­
romal symptom, of more than 3 months· duration, (2) 
patient, with prodromal symptoms of less than 3 month,' 
duration. and (3) patients without prodromal symptoms. 

RESULTS 

The rcsults of the investigation are shown in Table 
I and Il. Of the 20 patients. 8 were males and 12 
females. Group I with prodromal symptoms of >3 
months· duration consisted of 7 patients. group 2 

with prodromal symptoms of <3 months' duration 
consisted of 5 patients and group 3 with no prodro­
mal symptom<; comprised 8 patients. There wa� a 
tendency to a lower mean age at which bullae 
occurred and the diagnosis of BP was made in group 
I (72 years) compared with group 3 (8 I ycars). The 
main initial symptom or thc patients in group I 
was an eczematous eniption. This eruption wa-, 
localized in  2 patients. in case 3 around a colostomy 
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Table I. S11111ma1:v of parielll data relati11x to diag11osed rnses <if h11l/011s pemphif,!oid

Age when Duration of Vc;icles on 
Case bullac prodromal palm, and/or 
no. Sex occurred Prodromal ,ymptoms symptom, sole� 

Group I: d 63 Papular and eczematou� eruption 2 (8?) years Ye� 
prodromal 2 9 73 Papular and eczematou, .:ruption >3 months No 
symptoms 3 0 69 Eczematou� eruption. initially >3 month, Ye, 
-.,.3 months localiLed around a colo�tom� 

4 0 69 Eczcmatou� eruption 6 months No 
5 d 85 Eczematou, eruption 9 month� Ye, 
6 9 68 Eczcmatou� eruption. initially 4 months Ye, 

localized nround a scar 
7 9 75 lntertriginous eruption >I )ear Yc, 

Group 2: 8 9 77 Papular enaption 4 \\•eeks Ye, 
prodromal 9 9 n Papular. unicarial eruption 6 week, Yei, 
,ymptoms 10 9 80 Papular, unicarial e11.1ption 3 weeks Nu 
<3 months Il d 85 Papular eruption I month Ye, 

Papular eruption Ye; 12 d 74 

Group 3: 13 9 58 

no 14 d 95 
prodromal 15 Q 66 
,ymptoms 16 9 81 

17 9 84 

18 d 73 
19 9 97 
20 9 94 

and in case 6 on a surgical scar. An inte11riginous 
eruption was seen in one patient. Cai,CS I and 2 
presented with excoriated papules before the 
eczematom, eruptiOni, occurred. In contm<;t. in 
none of the patients in  group 2 w:is BP manifcste<l 
by ecLcmatous prodromal :,ymptoms. All patienb 
in group 2 had instead urticarial and/or papular 
eruptions, which in some cai,es were initially misin­
terpreted as drug eruptions .. In group :? the prod­
romal urticarial and/or papular wmptoms lasted 
from 3 to 6 weeh. whercas in group I the eCLcma­
tous prodromal symptoms persistcd from at least 3 
months and up to 2 (8'!) years before the bullae 
appeared. 

On some occasion during the course of the dis­
ease 9 of the t 1 patients wit h protlromal symptoms 
presented with bli�ter� on hands and/or feet. mainly 
a� small vesicles on the palm, and soles. Two of the 
patients (cases 3 and 7) had this vesicular eruption 
on the hands and feet, before they got blistcrs at 
other -;ites. In these :? patients the initial clinical 
picture on hand� and feet was thal of a vesicular 
eczema. None of the patients in group 3 were af­
fected with vesicle� on palms and/or soles. 

All patienh had a linear deposition of lgG and/or 
C3 along the BMZ, 3 patient� (cases 2. 3 and 16) had 
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I month
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No 
:--lo 
No 
No 
No 
No 
No 

in addition a linear deposition of lgA. In 13 of the 20 
patients. anti-basement membrane zone antibodies 
wcre found in the sera. 

Only one of the 20 pallcnts (case 18) also suffered 
from a ncoplastic disea,c. 

CASE REPORTS 

Cme I 

A man. bom in 1917. developed pruritic papules on legs. 
arm, and on the trunk in 1971. The itching was intcnse and 
antihistamines and dapsone were tried. without effect. 
The patient gradually healed with topical steroid applica­
tion and wa� then almo,t. but not totally, free of 
symptom, for 5 year,. In I 978. hc camc again to a der­
matologi ca I depanment, w1th severe itching and wide­
spread papules. Histopathology was uncharacteristic. IF 
study wa, negative but wa, only made on uninvolved ,kin. 
The patient wa, hospitalized and almost hcaled with topi­
cal ,teroid treatment. A clinical diagnosis of eczema was 
made. Soon thereafter. the disea,e again became exacer­
batcd and he suffered a gencralized eruption of papules I 
cm in diameter and eczematous patche,. His pruritu� was 
intcnse and difficult to trcat. PUV A treatment was 
planned. but not started. \\hen in 1980 the patient sudden­
ly developed bh,tcrs 0.5-1 cm in diameter on both normal 
and erythematous skin. The biop-;y specimens from in­
volved skin (ve,icte and erythema) showed linear lgG and 
C3 along thc BMZ. bur he had a negative indirect IF test. 
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Table I l . lm1111111qf/11orescence data 

Case 
no. Direct IF lndirect IF 

I lgG. C3 Negative 
IgG. IgA. C3 1/160 

3 lgG, lgA, C3 1/160 
4 C3 1/80 
5 lgG. C3 1/40 
6 IgG,C3 Negative 
7 lgG.C3 Negative 
8 IgG.C3 1/160 

lgG,C3 1/40 
10 IgG.C3 Negative 
11 lgG. C3 1/160 
12 lgG 1/160 
13 C3 Negative 
14 lgG 1/160 
15 C3 1/40 
16 lgG. lgA. C3 1/80 
17 lgG. C3 Negative 
18 lgG.C3 Negative 
19 lgG. C3 1/40 
20 lgG,C3 1/320 

Case 2 

A woman. bom in 1907, had suffered from recurrent at­
tacb of eczema over the last 20 years and had been 
hospitalized once. in 1960. In February 1980 she came 10 
our depa1tment wilh a one-month history of generalized 
pruritus and excoriated papules. mostly on the legs. In 
March there was progression with a nummular eczema­
tous eruption on 1he lower ex1remities and on the back and 
excoriations in the scalp. At the end of April the patient 
developed a few blisters 0.3-1 cm in diameter on the 
breasts and on the arms. The patient also had small 
grouped papules on the. exlensor aspects of the arms and 
on the knees. On 1he basis of the clinical feamres, der­
matitis herpetiformis was suspectcd. A biopsy specimen 
showed papillary neutrophilic microabscesses. Direct IF 
show ed a linear deposition of lgG. lgM. lgA and C3 along 
lhe BMZ in involved and pe1ilesional skin. Circulating lgG 
antibodies 10 lhe BMZ were foun<l in a 1itre of I : 160. A 
diagnosis of a polymorphic variant of BP was made on the 
basis of the clinical and immunofluorescence features. 
The patient was treated with dapsone and improved in­
itially. The disease then fia red up again and the patient 
was trea1ed with a combined regime of dapsone and pred­
nisone. A new biopsy specimen showed only a linear 
deposition of C3 and lgG but not of lgA. 

Case3 

A 71-year-old man with a colostomy developed an 
eczernatous in-itation around the slorna. After 3 weeks he 
suffered an exacerbation with an eczematous eruption on 
the body. He was hospitaLized and successfully treated 
with topical steroids. Three months later again contracted 
eczerna around the stoma. and vesicles on the palms and 
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Fig. I. P.atient with a papular and urticarial prodromal 
eruption. 

soles. He had intense itching and did not heal on topical 
trealrnent. After sorne weeks he had an eczernatous 
flare-up and also vesicles and bullae on the body. Direct 
IF showed a linear deposition of lgA, IgG and C3 and 
indirect IF was positive to a titre of l : 160. 

DISCUSSION 

Sneddon et al. (15) have stated that BP commonly 

sta11s with a non-specific rash which may be ur­
ticarial or. occasionally. eczematous and that this 

rash, if urticarial, may last 1-3 weeks and if 

eczematous, 2-3 months before formation of bullae 

occurs. This is pat1ly in accordance with the results 

of this study. Nearly two-thirds of the patients had 

prodromal symptoms, but the duration of the prod­

romal eruption was up to 6 weeks if papular or 

ur ticarial. and up to 2 years (or even more) if 

eczematous, before the true blistering eruption of 
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Fig. 2. Patient with an initial ,esicular eruption on the 
soles. in which bullae abo have now appeared. 

BP appcared. About one-third of the patients had 

a prodromal duration of morc than 3 month-,. Evi­

dently much longer prodromal periods were found 
in this study in mo�t of the patients than in carlier 
descriptions. To our knowlcdge the frequency of 

prodromal symptoms in BP ha-:, not been tudied 

before. Others ha, e described BP and ecLematous 

skin changes (5) and BP and psoriasis or psoriasi­

form dermatosis ( 12). It seems possible that at least 
some of these patients could tally with our group I 

patients v.ith eczematous prodromal symptoms. 

Nearly half of the patients in the present study 
had vesicles on palms and/or soles. all of whom had 

prodromal symptoms. Accordingly among these 
somewhat younger patients with an eczematous or 
unspecific eruption initially, palmar and/or plantar 
vesicles were a rather common manifestation. one 

to which generally, perhaps. titt le attention is paid 

when multiple bullae are also present. and the dia­
gnosis of BP clear-cut. Yet. these vesicular entp-
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tions as an initial symptom may lead to misinterprc­

tation or be interpreted as a second diagnosis in pa­

tients with BP. Vesicular pemphigoid has been de­

scribed by Bean and co-workers (I). while other in­

vestigators (6. 7) have de cribed patients with so­

called polymorphic pemphigoid with clinical, histo­

pathological and therapeutic fealllres of both derma­

titi,; hcrpetiformis and BP, but none of the patients 
they described had vesicle� on hands or feet. How­

cvcr. in a few case reports (9. 12, 13, 14), vesicles on 
h,tnd� and feet are recordcd. 

BP should at,,ays be considered in elderly and 
pcrhaps even middle-aged patient!> with an un­

characteristic eczematous. papular or urticarial 

eruption and these patients ought 10 be studied with 
repeated immunofluorescence examinations. It is 

not known how long before the bullous eruption. 
when the patient has only an uncharacte,istic dcr­

matitis. the direct immunofluorescence findings will 

be positive. In thc present study 2 patients with 

papular eruptions were IF-positive I and 2 weeks 

re�pectively before the blistcrs appeared. 
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