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STEVENS - JOHNSON SYNDROME: A STUDY OF 17 CASES

S. S. SHAH,*

H. V. DOSHIT AND U. R. KOTHARI]

Summary

Seventeen cases of  -Stevens-Johnson syndrome are reported, Clinical
manifestations and laboratory findings have been described. Only 5 cases had

classical triad of conjunctivitis, stomatitis and urethritis with skin lesions.
There were 3 deaths.

patients had corneal ulcerations.

Four
Sulfonamides, acetyl-

salicylic acid, thiacetazone, isoniazide, phenylbutazone, oxyphenbutazone and
strepto-penicillin were the responsible drugs for the development of Stevens.
Johnson syndrome in 11 cascs, whereas, no cause could be ascertained in

6 cases.

Introduction

Stevens-Johnson 'Syndrome is a
symptom complex consisting of conjunc-
tivitis, stomatistis, urethritis and genera-
lised bullous skin eruptions, Alibert
(cited by Sainani and Balsara, 1970%)
in 1828 first described this clinical entity
and Hebra? labelled it as erythema
multiforme exudativum. This condition
came to be more generally recognised
when Stevens and Johnson in 19223
reported two children with fever, multi-
ple cutaneous eruptions, stomatitis and
opthalmia. Since then their names
have been associated with this condition.
Few cases of this syndrome have been
reported from time to time4-18." Ashby
and Lazer!? reviewed 77 cases from lite-
rature and added four cases of their
own. Claxton? reviewed 31 cases from
Australia. Thirty cases of Stevens-
Johnson Syandrome following the use of
long acting sulphonamide therapy were
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reviewed in B.M.J.-Editorial?!, Soll
(cited by Ashby and Lazer,1?) reported a
series of 20 personal cases of this synd-
rome. Recently Sarkari et al?®  repor-
ted 20 cases from India. The present
paper is an analysis of 17 cases of Ste-
vens-Johnson Syndrome.

Material and Methods

Material of this paper consists of 17
cases of Stevens-Johnson Syndrome
admitted to the Irwin Group of Hospi-
tals, Jamnagar, from June, 1970 to
Decerr.ber, 1974. A careful history of
recent ingestion of drugs was obtained.
All the patients were subjected to comp-
lete clinical ¢xamination with particular
emphasis on type of the skin and muc-
ous membrane lesions. An attempt was
made to detect any involvement of
cornea.

Routine investigations like total and
differential leucocytic count, haemoglo-
bin, erythrocyte sedimentation rate,
bleeding and clotting time, platelet
count, urine analysis, stool examination,
fluoroscopy and/or skiagram of the chest
were carried out. A bacteriological
smear examination and culture studies
from skin, mouth, eyes and urethra were
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routinely done. Cold agglutinatibn
test was performed in all the cases.

All the patients received good nurs-
ing care and supportive treatment. In-
tragastric and/or parenteral feeding were
carried out as and when required. Sys-
temic steroid therapy (predanisolone)
was given to all the cases ; the ‘dosage
varying from 20 to 40 ing. daiiy in divi-
ded doses depending upon the sevcrity
of the disease. Steroid therapy was
gradually tapered and eventually stop-
ped as the condition of the patients
improved. Parenteral steroid therapy
was used when patients were not able
to swallow and the disease was severe.
Prophylactic systemic antibiotics were
given to all the cases. Patients with
involvement of the eyes were treated in
consultation with ophthalmologist.

Obscrvation

Seventeen cases of Stevens-Johnson
Syndrome were included in the present
study. There were 12 males and 5
females with ages ranging from 10 to 60
years, the mean age being 27.2 years,
Ten patients were below 30 years of age.
Table 1 shows the clinical details of
these cases. Classical triad of conjunc-
tivitis, stomatitis and urethritis with
skin lesions were seen only in 5 cases.
Ten patients had pyrexia. Involvement
of the conjunctivac and mouth was
present in all the cases. Lesions of
the mouth varied in the extent of invol-
vement from scanty isolated lesions to
widespread lesions of buccal mucosa,
pharynx, tongue, gums and lips. Mu-
copurulent conjunctivitis was seen in all
cases. Corncal ulcers were present in
4 cases, Five cases had only macular
erythematous skin lesions while remain-
ing 12 cases had bullous eruptions with
or without haemorrhagic fluid. Crust-
ing and fissuring particularly over the
lips were seen in 5 cases.

Conjunctival smears were cxamined
bacteriologically but no organisms

could be demonstrated. Bacterial cul-
ture from the conjunctivae revealed sta-
phylococcus aureus in 5 cases and
streptococcus haemolyticus in 2 cases.
The culture study from the skin lesions
were negative in 14 cases while staphy-
lococcus aureus was cultured in 3 cases.
Culture from the mouth revealed sta-
phylococcys aureus and 3 streptococcus
haemolyticus in 4 and 3 cases respecti-
vely. Total leucocytic count was more
than 12,000/cmm. in 5 cases. Bleeding
time, clotting time and platelet count
were normal in all the cases. Cold
agglutinin test was negative in all the
cases.

Three patients died out of which 1
had pulmonary tuberculosis; remaining
2 cases, were admitted late in poor
general condition and expired within 24
hours of hospitalisation as a result of
peripheral circulatory failure and tox-
emia. Autopsy could not be performed.
As seen in Table 1, three cases had
received sulfonamides, 3 receivéd acet-
yl salicylic acid, 2 thiacetazone and
isoniazide, 1 oxyphenbutazone, 1
phenylbutazone and 1 streptomycin and
penicillin.

Discussion

Different names have been given to
this syndrome by variocus workers at
different times. These are ectoderma ero-
siva pleuriorificialis?®, erythema multif-
orme cxudativumlil, erythema multifor-
me bullosum, erythema multiforme iris2
and new eruptive feverd. Although of
historical importance, these different
names offer no advantage and some of
these placed too much emphasis on a
single morphological feature. Stevens-
Johnson syndrome is now the most
commonly used term. This syndrome
includes conjunctivitis, stematitis, ure-
thritis and skin lesions. Al of these
or a combination of some of them may
be seen in one patient. (Gwannu,
Williams, 1963%.) '
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The disease usually starts as a febrile
illness followed by mucocutaneous erup-
tions which may take a vesiculobullous
form with exfoliations. Ulcers may
develop on various'mucous membranes
so that patients may present themselves
with stomatitis, conjunctivitis, urethritis
and/or balanitis, Only 5 of our cases
had classical triad of stomatitis, conjun-
tivitis and urethritis with skin lesions.
Ocular manifestations are reported to
be present in 50 to 809, of the cases?®;
these include conjunctivitis of various
types, iritis, iridocyclitis, corneal ulce-
rations and perforation. Conjunctivitis
was seen in all the cases reported by
Sarkari et al?2 and the same was true in
the present series. Four of our cases
had corneal ulceration.

The disease is usually self limiting
though it can be fatal. Greenberg and
Messer® observed a fatal case following
the administration of sulfadiazine.
Similarly fatal cases have been reported
by Rafetto & Nichols?, Dardinski® and
Salvaggio & Gonzalez2, Out of 30
reviewed cases of Stevens-Johnson syn-
drome due to long acting sulfonamides,
8 were fatal®l, Sarkari et al?? reported
3 deaths among their 30 ¢ases. Three
of our cases succumbed to the disease.
Out of 77 reviewed cases, Ashby &
Lazeri® reported 8 -deaths. Necropsy
was performed in 6 of these cases.
The main cause of death was lung in-
volvement,

No laboratory test is specific for the
diagnosis of Stevens-Johnson syndrome
and hence the diagnosis is mostly clini-
cal. Some degree of lcucocytosis Is
common although the leucocytic count
may be normal or decreased. Singer
et all® reported 2 cases with lenkemeoid
reaction. Leucocytosis was scen in 6 of
our cases, Culture studies from skin,
conjunctivae, oral cavity and urethra
are generally negative or exhibit conta-
minants or secondary invaders. Simi-
lar was our experience, as well as that
of Sarkari et al22,
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There exists certain disagreement as
to whether Stevens-Johnson syndrome
is a separate clinical entity. Klauder?*
and Keil?" were of the opinion that this
condition is a variant of erythema mul-
tiforme while Stevens-Johnson® and
Ginandes?® presented arguments in
favour of the syndrome as a separate
disease. The pathogenesis of the disease
is not understood. It has been assumed
to result from some infection??® or as
an hypersensitive or allergic reaction to
some drugs. A large number of drugs
which have been incriminated to cause
this syndrome are : long and short acting
sulphonamides,3,%,5,8,12 30 31 ‘galicylates?,
thiacetazone and other antituberculous
drugs4, 11,1318 2233 oxyphenbutazone!,
phenylbutazonc??, penicillin'®, antiepile-
ptic drugs®3, etc. In the present study
definite history of drug consumption was
obtained in 8 cases. Sulphonamides,
acetyle salicylic acid, thiacetazone, iso-
niazide phenylbutazone, oxyphenbuta-
zone and streptopenicillin were respon-
sible for the development of this synd-
rome in 3,3,2, 1 and | cases respectively.
Ludlam et ali® have shown relationship
between this syndrome and mycoplasma
pneumoniae by the presence of cold
agglutinin in the blood. This observa-
tion is interesting, In all of our cases
cold haemagglutinin test was negative.

Acknowledgment

We are thankful to the Dean, M. P. Shah
Medical College, Jamnagar for allowing us to
publish this paper.

REFERENCES

Sainani GS and Balsara AB: Stevens-
Johnson Syndrome, J Ind Med Ass, 54.512,

1970.

2, Hebra F: On diseases of the skin includ-
ing exanthemata. Vol I Faggesh, London,
New Sydenham Scciety, 1866 p 285,

‘3. Stevens AM and Johnson FC: A new

eruptive fever associated with stomatitis
and ophthalmia. Report of 2 cases in
children, Amer J Dis Child, 24 : 256, 1922,



10.

11,

12.

13.

STEVENS-,OHNSON SYNDROMB ;

Moore W:  Stevens-Johnson Syndrome,
erytheme multiforme pleriorificialis in asso-
ciation with the administration of thios-
emicarbazone, Tubzrcle 41 : 448, 1930,

Greenberg SI and Messer AL : Fatal bul-
lous dermatitis following administration of

sulfadiazine, J Amer Med Ass, 122: 944,

1943.

Dardinski VJ : Erythema multiforme bul-
fosum following the use of sulfadiazine,
Amer J Clin Path, 150 : 28, 1945,

Harland KD : Stevens-Johnson Syndrome
with unusual skin features occurring in two
paticnts undergoing treatment for pulmon-
ary tuberculosis with thiacetazone, Tubercle
43 : 186, 1962.

Gwynne Williams JD: Stevens Johnson
Syndrome following administration of sul-
fatiad, Practitioner, 190 : 249, 1963.

Howard GM : The Stevens Johnson Syn-
drome ocular prognosis and treatment,
Amer J Ophthal, 55 : 883, 1963.

Ludlam GB, Bridges JB and Ben FC:
Association of Stevens Johnson syndrome
with antibody for mycoplsma pneumoniae,
Lancet, 1 : 958, 1964.

Ingle VN and Banoo Q : Stevens Johnson
syndrome, Ind Paediat, 2 : 305, 1965, A

Sherma RO and Mathur MNN :  Stevens-
Johnson Syndrome following sulfadiazine,
trisulfos and sulfa triad therapy, J Assoc
Phy Ind 13 : 727, 1963.

Seth GP and Mukharjee S: Stevens-
Johnson Syndrome, J Ind Med Assc, 46:84,
1966.

Mishra K and Chandi Das : Ectodermosis
erosiva pleriorificialis.  Stevens-Johnson
Syndrome, J Opthl Society, (All India)
16 : 152, 1968,

Agarwal VK, Tiwari PK and Varma BM ;
Stevens-Johnson Syndrome, J Ind Med
Assc, 50 : 425, 1968,

Singer Z, Kardarzewivz S and Wodnei-
Cki J : Two cases of Stevens-Johnson Syn-
drome with leukamoid reaction. Arch
Med Dermatol, 42 ; 705, 1969,

A STUDY OF 17 Ccases

17. Shah S8, Vaidya CH and Sunghavi NU :

18.

20.

21.

22,

23.

24,

25,

26.

27.

28.

29,

30.

31.

32.

19.

Stevens-Jobnson Syndrome 9 (A case
report) J Postgrad-Medicine, 37 : 134, 1971,
Hussain SA, Saxena HC and Kothari RP:
Stevens-Johnson Syndrome, due to thiace-
tazene, J Ind Med Asso, 60 : 57, 1973,
Ashby DW and Lazer T : Frythema multi-
forme exudativum, Lancet, 1 : 1091, 1951,
Claxton RC: A review of 31 cases of
Stevens-Johnson Syndrome Med J Austral
50:963, 1963,

Editorial : Stevens  Johnson Syndrome
from long acting sulfonamides BMJ 2 : 1410
1964,

Sarkari NBS, Nigam DK, and Varma BMD,
et al Stevens—Johnson Syndrome An analy-
sis of 20cases J Asso Phy India 20:970, 1972,

Klayder JV : Ectodermosis erosiva pleriori-
facialis, 1ts resemblance to the human
form of foot and mouth disease and its

© relation 10 erythema exudativam multi-

forme. Arch Derm and Syphil 36 : 1067,
1937.

Fuchs E: Herpis oris conjunctiae. Klin
Monatsbl F Augenh, 14 ; 333, 1876.
Rafetto JF and Nicholas SA : A nearly
fatal reaction to sulfadiazine in 1 vear old
girl involving skin, eyes and pharynx, J
Paediat, 22 : 753, 1942,

Salvaggio J and Gonealez F ;- Severe toxic
reactions "associated with sulfa methoxi
pyridizine, Ann Int Med 51 : 60, 1959,

Keil H: Erythema multiforme exudat-
ivum. A clinical study associated with
systemic features, Ann Int Med 14 : 449
1940,

Ginandes GJ :  Eruptive fever with stoma-
titis and opthalmia. A typical erythema
exudativam multiforma. (Stevens-Johnson)
Amer J Dis Child, 69 : 1148, 1935.

Wasserman E and Glass WI: Stevens
Johnson Syndrome, Arch Int Med 104:787,
1959,

Melvin KEW and Howic BN : Fatal case
of Stevens Johnson Syndrome due to sul-
famethoxioyridiazine, treatment, BM1J,
2: 869, 1961,

Ban B and Bose S : Stevens Johnson Synd-
rome, J Ind Med Assoc 45 : 603, 1965.
Ellis F A: Reaction to nirvanol, phenitoin
sodium, and phenobkarbitone, S African
Med J, 36 : 575, 1943,

11



