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ABSTRACT

Pemphigus vulgaris is perhaps the most formidable disease encountered by dermatologists. In the days before steroid therapy the
mortality rate was 95 per cent, death occuring usually within 14 months. The cause of death was septicaemia, starvation and toxic
state. Corticosteroid, immunosuppressants and adjuvant therapy have reduced the mortality to 10-40 per cent with the cause of
death being uncontrolled pemphigus, complications of corticosteroid and immunosuppressant therapy, septicaemia and thrombo
embolism. Elderly patients and patients with extensive lesions have higher mortality rate. Prognosis has further improved by
intensive care, adequate nuid replacement, nutritional support, a co-herent antibacterial policy alongwith aggressive corticosteroid
therapy and immunosuppressants. Plasmapheresis has been used in patients who fail to respond to conventional management.
Extracorporeal photophoresis has been reported to be effective in patients with 'treatment resistance' pemphigus vulgaris.
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P emphigus Vulgaris (PV) is an autoimmune
blistering disease of the skin and mucous
membranes characterized histologically by in

vivo bound and circulating IgG auto antibody directed
against the cell surface of keratinocytes. The PV anti
gen [I] is a 130-KD glycoprotein that has been named,
desmoglein 3.

In the days before corticosteroid therapy, the mor
tality rate of PV was 95 per cent, death occurring usu
ally within 14 months [2]. Corticosteroid therapy and
other symptomatic measures have now reduced the
mortality rate to 10-40 per cent [3].

Symptomatic management of PV must focus on
bacteriological investigations, antibacterial therapy,
nutritional support and electrolyte equilibrium. Major
fluid losses are rarely a problem in this disease. Pro
found hypoproteinaemia and hypoalbuminaemia due
to loss of proteins from blisters promote thrombo-em
bolism and impaired defence against infection. Poor
nutrition, old age, oral lesions, escape of protein from
the blisters and hypercatabolism resulting from corti
costeroids are frequently underestimated [4].

All the needs for water and electrolytes of patients
with PV should be maintained by a nasogastric sili
cone tube and venous access are used only a few hours
a day for a discontinous supply of macromolecules.
Intravenous fluids are supplemented with potassium
phosphate in order to correct hypophosphataemia. In

addition, all patients are given 1500 ml of nasogastric
feeding during the first 24 hours. On the following
days oral supplies are progressively increased and in
travenous fluids decreased [5].

Aggressive nutritional support [6], is needed to
minimize the protein losses and to promote tissue syn
thesis during the healing of cutaneous lesions. The diet
should be of high protein with 2-3 g/kg body weight of
protein daily in adults. A nasogastric feeding tube is
required in most patients, as mucosal erosions impair
oral feeding. In patients who are able to eat, discon
tinuous tube feeding supplements are administered
during the night. In all cases enteral alimentation is
preferable to parenteral therapy considering the risk of
venous line contamination.

Patients with extensive skin lesions usually have
fever and shivering, even in the absence of infection.
Interleukin I, which is produced by epidermal cells,
plays a key role in inducing fever [7]. If patients have
high fever any attempt to decrease their central tem
perature by a cooler environment will result in added
energy expenditure and be an additional threat to sur
vival. On the other hand lowering of the central body
temperature by antipyretics will contribute to the re
duction of cutaneous heat loses and improve the car
diac index [6]. Environment temperature should be
raised to 30-32° C. The temperature ofantiseptic baths
should be carefully monitored and set to 35-38° C.
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Infrared lamps and an air fluidized bed are of great
help for the patients warming [6].

Damaged skin and exudates support the growth of a
wide spectrum of micro-organisms. At the beginning
of the hospital stay Staph. aureus is the main suspect
while later Pseudomonas sp. and enterobacteriaceae
are most likely responsible for severe infection. Rou
tine prophylactic systemic antibiotics do not prevent
infection but rather lead to the emergence of resistant
bacterial strains and of fungi [3]. There is no ideal
antibiotic and the choice will be based on the antibi
otic sensitivity test against the bacterial strains isolated
from the lesions ofthe skin.

Patients are bathed once or twice a day in 0.05 per
cent aqueous chlorhexidine or 1: I0000 potassium per
manganate solution. In between the skin lesions are
painted every 4 hourly with 0.05 per cent aqueous
silver nitrate or 0.05 per cent aqueous cholrhexidine.
When oozing from the skin lesions subside the lesions
are treated with I per cent silver suphadiazine cream
or sofratulle dressing. Efficiency of antiseptic therapy
is monitored by bacterial sampling on several sites of
altered skin every two days [6].

Intralesional steroids have been used for the treat
ment of localized, or recalcitrant localised blistering
lesions. The lesions are injected with 0.05 to I ml of
Triamcinolone acetonide 5 to 10 mg/ml in skin lesion
and 10 to 20 mg/ml for oral lesions per site every 1-2
weeks until healing occurs. This modality may be use
ful to treat new lesions in patients whose systemic
therapy is being tapered off. It hastens the resolution
of individual lesions without increasing the dosage of
steroids.

Patients with mild disease may respond to as little
as 20 mg per day of prednisolone while those with
severe and extensive involvement tend to require
higher dosages, [8] such as 60 to 80 mg per day, (1 to
1.5 mg/kg/day). In patients whose disease fails to re
spond to the initial dose of prednisolone, the dosage is
increased by 50 per cent every four to five days until
initial control is reached. Patients whose skin contin
ues to blister while they are receiving relatively higher
dosages of prednisolone, 120 mg/day, split doses, e.g.
80 mg in the morning and 40 mg in the evening may
be tried for better control. Once new blistering has
ceased, the dosage of prednisolone is maintained until
the majority of the erosions have healed. Once the
majority of lesions have healed, slow judicious taper
ing of prednisolone dosage can begin [6].

Long term side effects associated with corticos
teroid use include osteoporosis, peptic ulcer disease,
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aseptic vascular necrosis, cataract formation and un
masking of diabetes mellitus [6]. Current agents which
used to mitigate against osteoporosis include vitamin
02, 400 IU per day and calcium carbonate I gm per
day. Patients with a history of renal insufficiency or
renal stones are not the candidates for calcium and
vitamin 02 supplementation. The drugs currently un
der investigation, to prevent osteoporosis are the use
of biphosphonates and calcitonin. Intranasal calcitonin
is highly promising as an effective, well tolerated
agent to prevent bone loss in susceptible persons.

The strategies to minimise these side effects include
alternate day conticosteroid therapy, and the use of
adjuvants. Concomitant use of immunosuppressives or
other adjuvants are advocated only if there are relative
contraindications to the use of steroids, development
of serious side effects due to steroids or if a reduction
in their dose is not possible because of repeated exac
erbations in the disease activity.

Nicotinamide 1.5 gm per day and tetracycline, 2 gm
per day have been reported to control PV in an uncon
trolled trial [10]. A few patients with mild disease
have improved with gold, but concomitant steroid
therapy is required [11]. Auranofin, an oral formula
tion of gold is less toxic than parenteral formulations
[12]. Dapsone, 100-300 mgs per day, alone is effective
in pemphigus erythematosus and foliaceous [13] and
may also be used in PV as a steroid sparing agent [9].

Immunosuppressants [14], azathioprine [IS], cyclo
phosphamide [16] and cyclosporine [17], are now
used in the management of PV. Patients do not re
spond to immunosppressant until six to eight weeks
after initiating therapy, so adequate dosages of steroids
should be maintained [15-17].

Azathioprine I to 3 mg/kg/day is effective as an
adjuvant in managing patients with PV [15]. Among
the major toxic effects associated with their use are
bone marrow suppression, including leukopenia, ane
mia, thromobocytopenia, and those secondary to im
munosuppression,. including atypical infections and
the enhanced development of malignancies particu
larly lymphoma.

Cyclophosphamide 2 to 3 mg/kg/day has been re
ported to be effective both as a first line adjuvant and
in the treatment of those whose disease has previously
failed to respond to azathioprine [16]. Patients can be
well hydrated before therapy and the risk of hemor
rhagic cystitis significantly lessened [16].

Cyclosporine [17,18] has been used in small series
of PV patients with an usual dosage range between 5
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and 10 mglkglday. Toxic effects associated with cy
closporine include hypertension, and nephrotoxicity
[17].

Pulse steroid therapy has been used in PV patients
refractory to oral corticosteroids and immunosuppres
sants [19]. It consists ofgiving a mega dosage of intra
venous corticosteroids, 1 gm methylprednisolone 3-12
hourly repeated on 3 or 5 more consecutive days.
Complications associated with pulse steroids include
sepsis and electrolyte imbalances that have been asso
ciated with fatal arrhythmias [19].

Dexamethasone - cyclophosphamide pulse therapy
[20] has been used in PV cases. It involves the intrave
nous administration of 100 mg dexamethasone with
500 mg of cyclophosphamide in 500 ml of 5 per cent
glucose solution, over 1-2 hours on day I followed by
dexamethasone alone on the next 2 days [20]. Such
pulses are repeated every month. On the remaining
days cyclophosphamide 50 mg per day is administered
orally. The major advantages are the quick healing of
lesions and absence of long tenn side effects of dex
amethasone [20].

In patients whose disease fail to respond to high
dosage corticosteroids and immunsuppressants, plas
mapheresis has been used in PV [22]. Plasmapheresis
rapidly depletes the level of circulating autoantibodies
in patients with high titre circulating autoantibodies.
However, patients may experience a rebound phe
nomenon with increased autoantibody production and
clinical exacerbation [2,3]. Hence, immunosuppres
sive drug, cy~lophosphamide is concomitantly admin
istered to suppress antibody formation. Side effects
from this therapy include sepsis, hypotension, deple
tion of clotting factors.

Extracorporeal photophoresis [24] has been re
ported to be effective in a limited series of pa~ients

with treatment resistant PV. Patients were treated with
two treatments per week every two to four weeks with
ingestion of 8-methoxypsoralen followed by passage
of patients blood through an apparatus that exposes it
to UVA irradiation. Side effects of extracorporeal
photophoresis include post-infusion fever, hypoten
sion, sepsis, thrombocytopenia, and elevated results of
liver function test. Limited availability of this expen
sive procedure may not make this therapeutic option
practical for many patients [25].

REFERENCES

I. Amagai M. Pemphigus autoimmunity to epidennal cell adhe
sion molecules. In: James WD, Cockerell CJ, Dzubow LM,
Paller AS, Yaney KB, eds. Advances in Dennatology-II, St
Louis: Mosby-Year Book 1996: 319-62.

MJAFI. VOl•. 5-1. NO J. /998

245

2. Lever WF, Schaumburg - Lever G. Treatment of pemphigus
vulgaris obtained in 84 patients between 1961 and 1983.
Arch Dennatol1984; 120: 447.

3. Becker BA, Gaspari AA. Pemphigus Vulgaris and vegctans.
Dennatol Clin 1993; II: 429-52.

4. Mourellou 0, Chaidemence GC. Koussidou TH. Kapetis S.
The treatment of pemphigus vulgaris experience with 48 pa
tients seen over an II year period. Br J Dennatol 1995; 133:
83-7.

5. Wilkinson JD, Mckenzie AW, Wilknson DS. Treatment. In:
Champion RH, cds. Recent Advances in Dennatology, No 7:
Churchill Livingstone. London 1986; 177-209.

6. Roujeau JC, Revuz 1. Intensive care in Dermatology. In:
Champion RH, Pyc RJ, eds. Recent Advances in Dennatol
ogy, No 8. Churchill Livingstone. London 1990; 85-99.

7. Dinarello CA, Wolff SM. Molecula~ basis of fever in hu
mans. Am J Med 1982; 72: 799-819.

8. Muller S, Stanley JR. Pemphigus vulgaris and pemphigus
foliaceus. In: Wojnarowska F. Briggaman R. eds. Manage
ment of blistering disease. London. Chapman and Hall 1990;
43-61.

9. Bystryn JC, Steinman NM. The adjuvant therapy of pem
phigus, An update. Areh Dennatol 1996: 132: 203-12.

10. Chiffins ML, Collison D, Fivenson DP. Treatment of pem
phigus and linear IgA dennatosis with nicotinamide and tetra
cycline: A review of 13 cases. J Am Acad Dennatol 1993;
28: 998-1000.

II. Poulin Y, Perry HO, Muller SA. Pemphigus vulgaris; Results
of treatment with gold as a steroid-sparing agent in a series of
13 patients. J Am Acad Dennatol 1984; II: 851-7.

12. Salomon D, Saurat JH. Oral gold therapy (auranofin) in pem
phigus vulgaris. Dennatologica 1986; 172: 310-4.

13. Leibowitz MR, Voss SP. Juvenile pemphigus foliaceus. Re
sponse to dapsone. Arch Dennatol 1993: 129: 910.

14. Rapini RP, Jordan RE, Wolverton SW. Cytotoxic agents. In:
Wolverton SE, Wilcan JK, eds. Systemic drug for skin dis
ease. Philadelphia: WB Saunders: 1991: 125-51.

15. Aberer W, WollT-Schreiner EC, Stingl G et a!. Azathioprine
in the treatment of pemphigus vulgaris. J Am Acad Dennatol.
1987: 16: 527-33.

16. Ahmed AR. Hombol SM. Cyclophophamide. J Am Acad
Dennatol 1984: II: 1115-26.

17. Alijotas J, Pedragosa R, Bosch J, et a!. Prolonged remission
after cyclosporine therapy in pemphigus vulgaris, report of
two young siblings. J Acad Dennatol 1990; 23: 701-3.

18. Lapidoth M. David M. Ben-Amitai D, Katzenelson V, Lustig
S. Sandbank M. The efficacy of combined treatment with
prednisone and cyclosporine in patients with pemphigus :
preliminary study. J Am Acad Dennatol1994: 30: 752-7.

19. Mutasin DF, Bullous Diseases. In: Rakel RE, eds. Conns
Current Therapy. WB Saunders company. London 1996:
806-12.

20. Pasricha JS, Das SS. Curative effect of dexamethasone cyclo
phosphamide pulse therapy for the treatment of pemphigus
vulgaris. lnt J Dennatol 1992: 31: 875-7.

21. Surrinder K, Kanwar A1. Dexamethasone - cyclophos-



246

phamide pulse thempy in phemphigus. Int J Dermatol 1990;
29: 371-4.

22. Ruocco V, Astarita ZC, Pisani M. Plasmapheresis as an alter
native or adjunctive thempy in problem cases of pemphigus.
Dermatologica 1984; 168: 219-23.

23. Tan-Lim R, Bystryn JC. Effect of Plasmapheresis thempy on
circulating levels of pemphigus antibodies. J Am Acad Der
matol 1990: 22: 35-9.

PKKar

24. Gollnick HPM, Owsianowski M, Taube KM, Orfanos CEo
Unresponsive severe genemlized pemphigus vulgaris suc
cessfully controlled by extmcorporeal photophoresis. J Am
Acad Dermatol1993; 28: 122-4.

25. Liang G, Nahass G, Kerdel FA. Pemphigus vulgaris treat
ment with photophoresis. J Am Acad Dermatol 1992; 26:
779-80.

WAH. VOl~ j~. NO J. /998


	RECENT TRENDS IN THE MANAGEMENT OF PEMPHIGUS VULGARIS
	REFERENCES




