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Alwract. A woman. aged 66. fulfilled all the u�ual criteria 
of dermatiti� herperiformis. Subsequently. she developed 
circulating lgA and lgM basement membrane zone 
antibodie�. a labile erythrocyte sedimentation rate (ESR), 
and the clinical picture changed 10 one of bullous 
pemphigoid. Her labile ESR was obviously caused by a 
factor related to the erythrocytes. Dircct Coombs test was 
po�itive. 
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In most cases. dilTerentiation between dermatitis 

hcrpetiformis (DH) and bullous pemphigoid (BP) is 

feasible. based on the clinical findings. biopsies of 

skin and jejunum (4). 1mmunonuorescence test 

(I FT) (8). therapeutic response to sulphones in DH. 

and HLA typing (7). However. coexistence or over­

lap of DH and BP may occur ( .. mixed bullous dis­

ease") (3). This article present a patient with the 

clinical picture of DH which subsequently changed 

to BP accompanicd by a highly labile ESR. 

CASE REPORT 

A 66-year-old woman had sufTered from coeliac disease 
since the age of 17. When hospitalized in September 1977. 
she had dcveloped a pruritic polymorphic vesiculo-bullous 
dermatitb on her limbs, abdomen and around the natal 
cleft. The clinical diagnosi, of DH was conlirmed by 
cutaneous biopsy of the pathological �kin, and direct IFT 
of involved and .. normal'' skin. both showing linear de­
position of lgA along the basement membrane 1one 
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(BMZ). Suction biopsy of thc jejunal mucosa re,ealed 
subtotal villous atrophy. and absorption of an oral vitamin 
A test dose was pathologically impaired. A daily oral 
do�e of 100 mg dapsone healed her skin lesions "it hin 2 
wceks. She was discharged on a dose of 50 mg dapsone 
daily and an iodine- and gluten-free diet. 

Recurrence of the eAanthema in Jan. 1978 led 10 a new 
direct immunonuorescence test (IFT) of involved and 
"normal 

.
. skin: both showing a lincar, continuous band­

like fluore,cence of lgA along the BMZ. Unexpectedly. 
the indircct I FT on this occa\ion "'a, found 10 be positive. 
dcmonstrating circulating antibody of the lgA class (tit,c: 
1/128) against BMZ in sections from monkey oesophagus. 
In addition, a considerable variation in ESR ,alue� wa, 
notcd. On 4 consccutive days. the following values werc 
rccorded: 105. 5. 80 and 5 (mm/h). 

lncrease of thc dapsone dose to I()() mg daily. ,up­
plcmented with nicotinic acid 300 mg daily. alleviated the 
�kin symptoms for some wceks. 

However. in March 1978. typical clinical signs of BP 
appeared. in the form of non-pnirit1c !arge and tensc bul­
lae on thc scalp. neck. axillary folds, abdomen and limbs. 
A new indirect I FT showed circulating lgA and lgM 
antibodies against BMZ (titrc: 1/32). The ESR estimations 
continued to 11uctuate widely (see below). Direct Coombs 
test was positive ( + + ). 

Dapsone medication was discontinued and oral pre­
dnisone treatment with a dose of 60 mg daily was start ed 
on 7th April 1978. A week later. the prednisone dose was 
increased 10 80 mg daily. and the datly medication of 300 
mg nicotinic acid was continued. During the first 2-3 
weeks of thi, thcrapy. the skin le\ions rc,olved. The 
circulating antibodies disappcared and the ESR was stable 
within normal limits. The prednisone therapy was then 
gradually reduced over a period of 5 weeks to 45 mg daily. 
at which pomt dapsone ( 100 mg daily) was added. 

The patient was discharged on 9th June 1978 with com­
pletcly resolved skin lesions and was kept in rcmission on 
daily om! do,es of 15 mg predni;;one and 50 mg Dap,one. 

supplemented with 300 mg nicotinic acid and diet. 

INVESTIGATION OF THE 

LABILE ESR 

Sufficient blood for 10 ESR tests was collected by vene­
puncture and the 10 tests were performed simultaneously 
at room temperature by the Sedimat'" system (disposable 
PVC mbes) (2). All the tesb gave d11Tcrent result�. var­
ying from 4 10 72 mm/h (Fig. I). Another series of 10 ESR 
tests was carried out by the Westergren method (9) (glass 
tubes). but the results varied similarly. Test\ performed at 
37"C showed the same lability (range: 11-70 mm/h). Ho\\• 
ever. at a temperature of 4°C, lability of thc ESR did not 
occur; 10 tests at this temperamre were within the range 
2-4 mm/h. A control serie\ of 10 te�ts with blood from a
hcalthy donor wa� carried out (borh by the Westergren
and the Scdimat system). in order 10 exclude possible
errors in method and technique. No lability could be de­
tected.

In order to study whether the labile ESR wa� causcd by 
factors in the plasma or on the erythrocytes. thc following 
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Fig. I. Ten ESR tests performed simultaneously. From 
a patient "'ith .. mixed bullous disea\e 

..
. All test tu bes

showcd difTcrent rcsults. 

experiment was performed: Wa,hed erythrocytcs from the 
patient were mixed with the plasma of a heal1hy control 
person with the same ABO blood group. whilc another 
solution was obtained using patient's serum mixed with 
washed erythrocytes from the control person. Both 
suspcnsions were then adjusted to a haematocrit value 
corresponding to the haematocrit reading of the original 
blood of thc patient. Labile ESR was only scen in the 
suspension containing the patieni's er) throcytes mixed 
with normal plasma. but not seen in the mixture of the 
patient's plasma with normal erythrocytes. Hence. the 
causative factor must have been on the patient's erythro­
cytes. 

OTHER LABORATORY FINDINGS 

Serum electrophorcsis on cellulose acetate showed a 
polyclonal increase of gamma-globulins. Quantitative esti­
mation: lgA: 5.3 g/1 (reference values 0.5-3.5 g/1). lgG: 
26.9 g/1 (reference values 7.5-15.0 g/1). The haptoglobin, 
serum-iron. LD and reticulocyte levels were normal dur­
ing dapsone medication. in contrast 10 the haemoglobin 
levels (see below) which varied betwcen 10.7 and 13.8 
g/ 100 ml (reference values 11.5-15.5 g/ 100 ml). 

While the direct Coombs test was positive during the 
period of ESR lability. monthly asscssments after the 
commencement of prednisone thcrapy showed a gradual 
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reduction in titre until finally after 3 month�. the <li­
rect Coombs test became negative. HLA-antigen studies 
showed presence of DRw 3 togethcr with HLA-A2, B7 and 
W35. 

DISCUSSION 

The borderline between clas�ical Dl-I and classical 
BP is quite distinct, though transitional cases <lo 

occur. Circulating auto-antibodies are usually not 

found in DH. although occasional cases have bccn 
reponed with circulating BMZ antibodies of the lgA 

class (5). Approximately 851h of patients with BP 
have circulating antibodies against epidernal BMZ, 

usually ofthe IgG class. but lgM. lgA and lg E have 
also been involved in a �mall number of patients (6). 
Our patient had coeliac discase for many years 
before she developed typical DH which rei.ponded 
to dapsone. Later on, �he developed typical B P, 

with circulating lgA and lgM BMZ antibodies. and 
prednisone treatment becamc necessary. These 
findings can be interpreted a� indicating a change 
from DH to BP or as evidence for the coexistence of 
both diseases (mixed bullous diseaseJ. 

During thc active stage. the ESR was very labile. 

The association of this phenomenon with bullous 

disease has not, to our knowledge, been previously 
rcported. We belicve that the labile ESR was 

caused by some coating of the erythrocytes with 

autoantibodies. complement factors. or irnrnune 
complexes. It is intere�ting thar the lability disap­
pcared at a temperaturc of 4°C. and this seerns to 
exclude the possibility of cryoglobulins being in­

vo!ved. Following 1-2 weeks of prednisone medica­

tion, the ESR became stable. within normal limits. 
However. 3 months elapsed before the Coombs test 

finally became negative. Hence. the conicosteroid 

therapy must have prevented thc unduc tendency to 

erythrocyte aggregation in vitro. whereas the coat­

ing. rendering Coombs test positive. remained on 
the red cells until their population had been re­
newed. 

During dapsone medication. but previous to 
the administration of prednisone, our patient had 
a moderate anaemia (Hgb: 10.7 g/100 ml and 

erythrocytes: 2.9x 10'2/I). It is well known that
haemolytic anaemia can result from dapsone treat­
ment. Consistent signs of haernolysis did not oc­

cur. however. It is more likely that her moderate 

anaemia was due to extravascular destruction of 
coated crythrocytes by phagocytosis within cells of 
the reticulo-cndothelial system. 



The Iabilit} of ESR in the present case seemll 10 
have been correlated to the diseasc activity. Sim ilar 

labile ESR results have previou�ly been recorded in 

2 out of 10000 pre,umably healthy blood donors (Il. 

In these cases. the lability occurred only al room 

temperature and not when the tests were carried out 

at 4°C and 37°C. 
It would be of intere�l when investigating patients 

with bullous di�eases of the DH/BP/pemphigu� 
group and olher di�ordcrs with autoimmune phe­

nomena. and particularly those with a positive 

Coombs test, to look further into the question of 
labile ESR by morc routinely carrying out a mul­
titude of ESR test� at the same time. 
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AbJtract. Epidermolysis bullosa hereditaria letalis (Her­
Jitz) rarely appear:, with all the clinical characteristics 
originally describec.l as belonging lo lhe syndromc. Be�ides 
thc blistering of the skin and mucous membranes in the 
oral cavity. Ihe ca�e presented showed dystrophic naib. 
congenital localized :,kin defects with hypoplasia of under­
lying structures anc.l a rare buI characteristic malformation 
of the foot of the affected extremt ty. No scar formation 
occurred before dcath at thc age of 6 months. Histological 
examination of the blisters ,howed separation between the 
ba:.ement membrane and the cell membrane of the ba:.al 
cells. In areas of skin defect:,, normal appearing hair folli­
cle:, and sweat glands were seen. The relation of the 
wndrome 10 Bart·� :.yndrome is discussed. 

Ke" u·ords: Congcnital skin defect; Epidermolysis bullo­
sa hercditaria letalis: ElecIron microscopy 

Congenital localiled ab�cnce of skin i:. a rare de­

fect. In the majority of cases there is a solitary 
coin-sizcd lesion near the vertex of' the <;calp. usual­
ly involving the skin and :.ubcutaneous Ii:,�ue (8. 9). 
Occasionally, congenital skin defects are localized 
on the trunk or the extremities, where they tend to 
be more superficial. with a symmetrical distribution 

most frequently affecting the lower legs. This form 

may be as�ociated with epidermolysis bullosa. In 

1966 Bart (2) reviewed thc literature on the subject 
and found 19 reports of congenital localized ab­

sence of �kin associated with blistering of skin or 
mucous membranes or both. The skin defect in­
volved the extremities in all but one patient; no 

patients had scalp lesion:,. Twclve cases presented 

in four of the nineteen reports were examples of the 
epidermolysis bullosa hereditaria letalis (Herlitz. 
1935) type of epidermolysis. This disease entity was 

re-established in 1974 by Pearson (7) who presented 
the clinical and histological characteristics of live 

cases. However. in only four cases originally de­
scribed by Herlitz ha� the syndrome been as-
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