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Juvenile pemphigus vulgaris : a case report
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Pemphigus vulgaris is extremely rare in children. Only 47 cases of juvenile
pemphigus vulgaris have been reported. We report an 11 year old Thai girl who presented
with skin blisters prior to oral mucous membrane involvement. Biopsy of the skin lesion
demonstrated suprabasilar separation. Direct immunofluorescence showed deposition of
immunoglobulin G(IgG) and C3 at the intercellular space of the epidermis. Indirect
immunofluorescence showed a circulating antiepidermal cell surface antibody titer at
1:640. Treatment with high-dose oral corticosteroid and azathioprine produced a good

clinical response. This is first case report of juvenile pemphigus in Thailand.
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Pemphigus is an autoimmune intraepidermal
blister disease that involves the skin and mucous
membranes. It usually occurs during the fourth
through the seventh decades of life and is rarely
observed before the age of 20.” Until the present
report, only 47 cases of juvenile pemphigus
vulgaris had been reported.”*™® We present here the
first case of juvenile pemphigus vulgaris in
Thailand.

Report of a case

An 11 year old girl was healthy until 1
month prior to admission when blisters were noted
on the anterior chest wall. Diagnosed by a local
physician as having chicken pox, she was first
treated with antihistamine and then ampicillin was
later added. The skin lesions spread over the body
and also involved tongue. She was seen by
another physician who prescribed her prednisolone
15 mg per day for 6 days with partial improve-
ment. Her skin lesions got worse after discontinu-

ation of the drug. Examination revealed small

Figure 1. Multiple erosions on tongue and lips.
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erosions (many of which were hemorrhagic and
necrotic slough ) on the lips, buccal mucosa and
tongue (Fig.1). There were some intact as well as
numerous ruptured bullae with raw oozing surfaces
scattered over the chest wall, abdomen, back and
extremities (Fig. 2-4). Bulla spreading sign and
Nikolsky’s sign were positive. The remainder of
the physical examination findings were unre-
markable. Results of admission laboratory studies
were within normal limits. A Tzanck test showed
acantholytic cells. A skin biopsy revealed supra-
basilar separation resulting in intraepidermal
vesicles that contained few acantholytic cells. In
the dermis, there were superficial perivascular
mixed cell infiltrations composed of lymphocytes
and eosinophils (Fig.5). Direct immunofluores-
cence of perilesional skin revealed deposition of
IgG,C, at the intercellular space of the epidermis.
Indirect immunofluorescence (using normal hu-
man skin as a substrate) revealed the presence of
antiepidermal cell surface autoantibodies through a

titer of 1:640.

Figure 2. Vesicles, bullae and large denuded raw

oozing surfaces at trunk.
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Figure 3. Many vesicles and flaccid bullae on left

arm and axilla.
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Figure 4. Biopsy of new vesicle on left forearm
showing suprabasilar separation with

acantholytic cells.

Figure 5. Direct IF showing the intercellular

deposit of IgG in the epidermis.

Treatment was strarted with 60 mg oral
prednisolone per day (2 mg/kg body weight) but
new lesions still developed. The dose of predni-
solone was increased by 1 mg/kg body weight
weekly until up to 5 mg/kg body weight per day.
The patient developed steroid acne, obesity, striae
distensa and mild hirsutism. With the cessation of
new blister formation, azathioprine at the dose of
2 mg/kg body weight per day was added for steroid
sparing effect. Pemphigus antibody titer declined

to 1:20 in 4 weeks after treatment. With further

improvement the patient’s drug dosage was gradu-
ally reduced. After 12 months of therapy, she was
receiving 15 mg (0.25 mgskg body weight) of
prednisolone every other day and 25 mg (0.5 mg/
kg body weight) of azathioprine. She was healthy
and free from active skin lesions, only postin-
flammatory hyperpigmentation was noted. There
were no other side effects of the steroid and
azathioprine except striae distensa and mild

hirsutism.
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Discussion

The clinical picture of juvenile pemphigus
vulgaris is similar to adult pemphigus vulgaris.®
Of 47 patients reported to date,*™® 25 were male
and 22 were female. The youngest patient was 3
years of age. Onset is usually insidious and oral
lesions invariably precede skin changes. Cutane-
ous lesions usually become generalised a few
months after the onset of oral changes, but in this
case, cutneous lesions preceded oral lesions.

The diagnosis can be established by skin
biopsy with histopathologic changes showing
suprabasal intraepidermal bulla formation with
acantholysis.""” Demonstration of IgG deposits in
the intercellular space by direct immunofluo-
rescence is considered to be a requisite for the

diagnosis of pemphigus.('*"

The circulating
antibodies directed against the intercellular
substance is correlated with the degree of disease
activity.'>'

The drug of choice for treatment of
pemphigus vulgaris is systemic corticosteroids,
prednisolone or its equivalent at 2 to 6 mgskg
per day and is recommended until blistering is
brought under control."" In childhood pemphigus
vulgaris® 28 of 31 cases were given systemic
corticosteroid in dosages ranging from 0.5 to 8
mg/kg body weight.® In this case we started
prednisolone at 2 mg/kg per day and the dosage
was steped up to 5 mg/kg body weight to com-
pletely suppress new blister formation. This
patient developed steroid acne, obesity, striae
distensa and mild hirsutism, so azathioprine was
started for its steroid-sparing effect. Azathiop-
rine is the most commonly used the immuno-
suppressive agent in the treatment of pemphigus
vulgaris.’? In juvenile pemphigus vulgaris,

azathioprine was reported to be effective in 5
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cases.®'>" Other adjuvant therapies that have
been reported include cyclophosphamide in 2
cases,®%cyclosporine in 2 cases,® methotrexate

(2)

in 2 cases,” gold in 1 case ® and dapsone in

1 case. Dapsone is safer than other adjuvant
agents, but it’s effect has not been satisfactorily
evaluated in either children or adults."® Metho-
trexate is now rarely used for 2 reasons : firstly,
it produces rapid granulocytopenic response('”
and thus prone to cause infections and secondly,
it has marked effects on the early stage of wound
healing in rats."® Cyclophosphamide can induce
sterility in both men and women and hemorrhagic

(1)

cystitis. Azathioprine has no inhibitory effect

on wound healing in rats"® and it produces less

(17) S0

hematologic toxicity than methotrexate
it is now the immunosuppressive agent most
commonly used in the treatment of pemphigus
patients.('

The prognosis of juvenile pemphigus

@ During the

vulgaris is considerably variable.
pre-steroid era, pemphigus vulgaris was often a
fatal disease. With the introduction of glucocor-
ticoids, the mortality rate decreased dramatically
from 60% - 80% to 15% - 45%.°° In the review
of juvenile pemphigus vulgaris,” 2/31 died of
sepsis and 1/31 died of respiratory insufficiency.
Eighteen children lived with maintenance oral
therapy, 3 children lived with topical cortico-
steroid, only 4/31 children were free of disease
without treatment.

We emphasize that although juvenile
pemphigus vulgaris is rare, it should always
be considered in the differential diagnosis of
chronic vesiculobullous diseases in children. As
the diagnosis cannot always be established by
clinical examination alone, Tzanck’s test, and

histopathologic and immunofluorence studies
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are essential for confirmation. Prednisolone
should be started promptly because early diagnosis
and early treatment influence the course of the
disease toward better prognosis. Immunosup-
pressive agents or other adjuvant therapy should
be used only in severe widespread juvenile
pemphigus vulgaris that is unresponsive to high
dosage of corticosteroid or in case the high dosage

of corticosteroid cannot be tapered off.

Acknowledgement

The authors would like to thank Associate
Professor Wiwat Kokij for performing and
interpreting immunofluoresce studies and Miss
Kasemsuk Kuntong for her help in preparing the

manuscript.

References

1. Lever WF. Pemphigus and pemphigoid: a
review of the advances made since 1964.
J Am Acad Dermatol 1978 Jul;1(1):2-31

2. Smitt JHS. Pemphigus vulgaris in childhood
clinical feature, treatment , and prognosis.
Pediatr Dermatol 1985 Mar;2(3):185-90

3. Fine JD, Appell MS, Green LK, Sams WM Jr.
Pemphigus vulgaris. Combined treatment
with intravenous corticosteroid pulse
therapy, plasmapheresis , and azathioprine.
Arch Dermatol 1988 Feb;124(2):236-9

4. David M, Zaidenbaum M, Sandbank M.
Juvenile pemphigus vulgaris: a 4 - to
19-year follow-up of 4 patients.
Dermatologica 1988;177(3): 165-9

5. Jacyk WK, Dyer RB.
vulgaris. A case report. S Afr MedJ 1987

Juvenile pemphigus

Mar 7;71(5):325

Chula Med J

6. Alijotas J, Pedragosa R, Bosch J, Vilardell M.
Prolonged remission after cyclosporine
therapy in pemphigus vulgaris : report of
two young siblings. J Am Acad Dermatol
1990 Oct;23(4 pt 1):701-3

7. Graff-Lonnevig V, Kaaman T. Juvenile pem-
phigus vulgaris. Acta Paediatr Scand
1991 Feb;80(2):262-5

8. Kanwar AJ. Kaur S. Pemphigus in children.
Int J Dermatol 1991 May;30(5): 343-6

9. Shoda Y, Hashimoto K, Matsuoka Y, Yoshi-
kawa K. A case of pemphigus vulgaris in
a six-year-old girl. J Dermatol 1991 Mar;
18(3):175-7

10. Ashmed Ar, Graham J, Jordon RE. Pem-
phigus: current concepts. Ann Intern
Med 1980 Mar;92(3):396-405

11. Moy R, Jordon RE.

pemphiéus. Clin Dermatol 1983 Oct-

Immunopathology in

Nov;1(2):72-82

12. Fitzpatrick RE, Newcomer VD. The correla-
tion of disease activity and antibody titers
in pemphigus. Arch Dermatol 1980 Mar;
116(3):285-90

13. Creswell SN, Black MM, Bhogal B, Skeete
MYV. Correlation of circulating intercel-
lular antibody titers in pemphigus with
disease activity. Clin Exp Dermatol 1981
1981 Sep;6(5):477-83

14. Schachner LA, Press S. Vesicular, bullous,
and pustular disorders.  In: Schachner
LA, Hansen RC, eds. Pediatric Derma-
tology. New York; Churchill Livingstone,
1988:797-806

15. Lynde CW, Ongley RC, Rigg JM. Juvenile
pemphigus vulgaris. Arch Dermatal 1984
Jul;120(7):941-51



Vol. 39 No. 4
April 1995

16. Bystryn JC. Adjuvant therapy of pemphigus.

Arch Dermatol 1984 Jun;120(7):941-51
17. Dorr RT, Fritz WL. Bone marrow suppres-
sion. In : Cancer Chemotherapy Hand-
book 5" ed.
1983:101,347

New York: Elsevier,

18. Calnan J, Davies A. The effect of metho-

trexate (Amethopterin) on wound healing.

a o - «® 9
madna Jan3a ‘lumn : Tl!l\'l’l“ﬁlhﬂ 19

297

An experimental study. Br J Cancer
1965,19:505-12

19. Arumugam S, Nimmannit S, Enquist IF.
The effect of immunosuppression on
wound healing. Surg Gynecol Obstet
1971 Jul;133(1):72-4

20. Korman N. Pemphigus. J Am Acad Dermatol

1988 Jun;18(6):1219-38





