Acta Derm Venereol (Stockh) 66 NROrt reports /13

5. Prota G. Recent advances in the chemistry of melanogenesis in mammals. J Invest Dermatol 1980;
75:122-127.

6. Benedetto JP, Ortonne JP, Voulot C, Khatchadourian C, Prota G, Thivolet J. Role of thiol
compounds in mammalian melanin pigmentation. II. Glutathione and related enzymatic activites. J
Invest Dermatol 1982; 79:422-424.

7. Halprin K, Ohkawara A. The measurement of glutathione in human epidermis using glutathione
reductase. J Invest Dermatol 1967; 48: 149-152.

8. Haguenoer JM, Furon D. Arsenic. Toxicologie et Hygiéne Industrielle 1982; 11: 183-219.

9. Fazekas IG, Rengei B. Sur la teneur normale d'arsenic dans les cheveux. les poils axillaires et les
poils du pubis selon sexes et ages. Ann Med Leg 1960; 40: 35—40.

Long Term Plasma Exchange Therapy in Bullous Pemphigoid

B. GUILLOT,' D. DONADIO,? J. J. GUILHOU' and J. MEYNADIER'

!Service de Dermatologie, Hopital Saint-Charles and *Service des Maladies du Sang,
Héopital Saint-Eloi, Montpellier, France

Guillot B, Donadio D, Guilhou JJ, Meynadier J. Long term plasma exchange therapy in
bullous pemphigoid. Acta Derm Venereol (Stockh) 1986; 66: 73-75.

Long term plasma exchanges associated with corticosteroids (11 patients) were compared
with corticotherapy alone (10 patients) for the treatment of bullous pemphigoid. The
patients having long term plasma exchanges showed a lower rate of relapses at six months
and needed less corticosteroids. Key words: Maintenance therapy; Corticosteroid therapy;
Early relapse. (Received April 30, 198S.)
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Bullous pemphigoid is a blistering autoimmune skin disease characterized by linear
deposits of immunoglobulins and complement components along the basement membrane
zone (BMZ). Circulating antibodies against BMZ are present in 2 out of 3 patients and
circulating immune complexes are often detected. The usual therapy for bullous pemphi-
goid is high dosage of corticosteroids associated with immunosuppressive drugs in the
more severe forms of the disease. Adverse reactions to these treatments are serious.
Recently in a few open studies (1, 2, 3, 4, 5), plasma exchanges (P.E.) appeared to be
effective in the treatment of bullous pemphigoid. A multicentric randomized trial suggest
that plasma exchanges allows a substantial saving of corticosteroids in the management of
the disease (6). However the réle of long term plasma exchanges in bullous pemphigoid is
unknown. We report an open study of 18 patients treated with or without periodical P.E.
given after a remission (defined as more than 6 weeks) was obtained.

PATIENTS AND METHODS

Eighteen patients were included in this study, S women and 13 men, 46 to 88 years old. The diagnosis
of bullous pemphigoid was confirmed by histopathology and immunological studies. Circulating
antibody against BMZ was present in 11 patients.

All patients in this study were in remission after the first treatment (corticosteroids alone, corticos-
teroids and plasma exchanges, or plasma exchanges alone). The corticosteroids dose (prednisolone)
was reduced every 15th day by 15 % approximately of the previous dosage.
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Ten patients were treated without long term P.E. Five patients received long term P.E. after a first
remission and six after a second remission (11 patients with long term P.E.). The P.E. were performed
3 times during one week, each month during 3 months. then one week every second month during the
following 3 or more months. The exchanges were done by centrifugation (Haemonetics 30). 20 to 30
ml/kg (about 1/2 at 1/3 of the theoretical plasma volume) were exchanged in each procedure. Human
albumin, Ringer lactate and Plasmagel were used as replacement solution, citric acid dextrosc as
anticoagulant. Dexchlorpheniramine was administered intravenously before every exchange.

RESULTS

Side effects

One patient died during the study from cardiac failure three days after one P.E. The direct
responsibility of P.E. in the death was not clearly demonstrated. Chills and fever (3 cases),
hypotension (2 cases), bradycardia (2 cases), hypoprotidemia (2 cases) were also ob-
served. No complication occurred in eight patients.

Clinical results

In the group without long term P.E. (10 patients), 6 relapses were observed, often
occurring early after the initial remission: 5 cases at 2 months, one at 5 months. The 4
other cases were still in remission at 6, 18, 24 and 43 months respectively. The mean daily
dosage of corticosteroid at the time of the relapse was 19 mg+ 10.68.

In the group with long term P.E. (11 cases), 4 patients relapsed at 3, 8, 11 and 18 months
respectively. The seven other cases were still in remission at 3, 7, 8, 8, 13, 16 and 18
months respectively. The mean daily dosage of corticosteroid at the time of the relapse
was 12+7.84 mg/j.

Using actuarial method for statistical test, the number of relapses at 6 months are
significantly lower (#<0.001) in the group with long term P.E. However, in the two groups
prolonged remission was observed in some patients (Fig. 1).

DISCUSSION

This retrospective study demonstrates that long term P.E. may reduce the number of early
relapses of bullous pemphigoid. These results must be interpreted with caution because of
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the small number of patients and the lack of randomization. The use of P.E. is an effective
treament of bullous pemphigoid as an initial treatment. It can reduce the dose of cortico-
steroid required to control the disease (6). When used without any associated therapy,
P.E. can also control some patients. as was previously reported by our group (3). However
a rebound of antibody levels has been noted in another work ().

The mechanism of P.E. in the treatment of bullous pemphigoid remains unclear:
clearance of autoantibodies or of circulating immune complexes is postulated, but the
antibody titer in P.B. is not correlated with disease severity (7) and the pathogenic role of
anti-BMZ antibodies is not clearly demonstrated (8). An activation of the reticuloendothe-
lial system (9) or a modulation of monocyte functions (10) are also hypothesized. More-
over the depletion of non-specific substances such as complement components or inflam-
matory mediators is possible.

Long term P.E. in association with decreased corticosteroid therapy seems to be
effective in avoiding early relapses of the disease. However, the method is expensive and
the risk of severe complications is undeniable. A randomized multicentric study to
evaluate the benefit of long term P.E. in bullous pemphigoid would be useful.

REFERENCES

1. Amblard P, Reymond JL. Beani JC, Chesnais F, Arvieux J. Pemphigoide bulleuse: efficacité et
limite thérapeutique des plasmaphéréses. Nouv Presse Mcd 1980; 9: 1446.

2. Guillot B, Malbos S, Donadio D, Guilhou JJ, Meynadier J. Pemphigoide bulleuses: intérét du
traitement par plasmaphérése. Nouv Press Med 1980: 9: 2920.

3. Guillot B, Donadio D, Guilhou JJ, Courren C, Meynadier J. Pemphigoides bulleuses traitées par
echanges plasmatiques. Etude ouverte chez dix malades. Nouv Presse Med 1983: 12: 1855-1858.

4. Rifle G, Chalopin J M, Tanter Y. Lambert D, Godard W, Chapuis LL, Fellmann F, Bloch B.
Pemphigoides bulleuses. Traitement par échanges plasmatiques. Nouv Presse Med 1980;
9: 1445-1446.

S. Roujeau JC, RevuzJ, Touraine R, Joneau-Fabre M. Mannoni P. Pemphigoide bulleuse corticoré-
sistante. Succes des plasmaphéréses. Nouv Presse Med 1979; 8:3362.

6. Roujeau JC, Guillaume JC, Morel P, Crickx B, Dalle E, Doutre MS. Guillot B, Godard W, Gorin
I, Labeille B, Lorette G, Rifle G, Souteyrand P, Triller R, Revuz J. Plasma exchange in bullous
pemphigoid. Lancet 1984; ii: 486—488.

7. Ahmed AR, Maize JC, Provost TT, Bullous pemphigoid: clinical and immunologic follow-up after
successful therapy. Arch Dermatol 1977; 113: 1043-1046.

8. Sams WM, Gammon WR. Mechanism of lesion production in pemphigus and pemphigoid. ] Am
Acad Dermatol 1982; 6:431-449.

9. Lookwood CM, Worlledge S, Nicholas A, Cotton C, Peters DK. Reversal of impaired splenic
function in patients with nephritis or vasculitis (or both) by plasma exchange. N Engl J Med 1979;
300: 524-530.

10. Steven MM, Tanner AR, Holdstock GE. The effect of plasma exchange on the in vitro monocyte
function of patients with immune complex disease. Clin Exp Immunol 1981: 45: 240-245.





