
C

T
r
n

F
B
a

b

c

d

a

A

R

A

A

K

R

F

T

1

T
e
d
P

f

(

h
1

reports of practical oncology and radiotherapy 2 1 ( 2 0 1 6 )  81–83

Available  online  at  www.sciencedirect.com

ScienceDirect

jou rn al hom ep age: ht tp : / /www.e lsev ier .com/ locate / rpor

ase report

oxic  epidermal  necrolysis  associated  with
adiotherapy and  phenytoin  in a  patient  with
on-Hodking’s lymphoma:  A  case report

atma Keklika,1, Melda Cömert Özkanb,∗,1, Gizem Kocabaş Yenipazarc,1,
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Ege University, School of Medicine, Department of Internal Medicine, Izmir, Turkey
Department of Hematology, Izmir, Turkey
Department of Dermatology, Izmir, Turkey
Department of Pathology, Izmir, Turkey

 r  t  i  c  l  e  i  n  f  o

rticle history:

eceived 16 June 2015

ccepted 16 September 2015

vailable online 17 October 2015

a  b  s  t  r  a  c  t

Toxic epidermal necrolysis (TEN) is a disease which is characterized by fever and desquama-

tion  of the skin and mucosal membranes. It is usually related with drugs, especially aromatic

anticonvulsants which are recognized as the most common cause of this disorder. Cranial

irradiation may act as a precipitating factor along with anticonvulsants for the development
eywords:
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oxic epidermal necrolysis

of  TEN. We  report a 28-year-old patient with central nervous system (CNS) relapsed non-

Hodgkin lymphoma (NHL) who developed TEN after cranial radiotherapy and concurrent

phenytoin treatment.

© 2015 Published by Elsevier Sp. z o.o. on behalf of Greater Poland Cancer Centre.
.  Introduction
oxic epidermal necrolysis (TEN) is a life-threatening dis-
ase which is characterized by fever and extensive epidermal
esquamation complicated by multiorgan dysfunction.1,2

atients could loose almost 90% of their body skin surface
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trigger TEN, some patients on cranial radiotherapy and pheny-
toin treatment could develop severe cutaneous hypersensitive
drug reaction that may manifest as TEN.3,4 Occasionally, the
underlying reason could not be detected due to multiple
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cetamol and nimesulide are most common), antibiotics, have
also been found to have a role.6 TEN typically begins 1–3 weeks
after the initiation of therapy but occurs more  rapidly with
82  reports of practical oncology a

medications. Although most cases of TEN occur in males, our
patient is female.5

2.  Case

Twenty-eight-year old woman was diagnosed with pri-
mary  mediastinal diffuse large B cell lymphoma (DLBCL)
by biopsy of mediastinal bulky mass in April 2012. Six
courses of standard doses R-CHOP regimen (Rituximab,
cyclophosphamide, doxorubicin, vincristin, prednisone) were
administered and completed in September 2012 with com-
plete remission (CR). After 2 months from the last dose of
chemotherapy, she was presented to emergency service with
symptoms and signs of epilepsy. Levetiracetam treatment
was started to control seizures. Cranial magnetic resonance
imaging showed multiple lesions in around the left and right
lateral ventricles and temporal horn. Stereotaxic biopsy was
performed from a mass in the left anterior frontal lob and
DLBCL was identified. She was treated with standard dose of
IDARAM (idarubicin, dexamethasone, methotrexate) regimen.
But, after first cycle of chemotherapy, tonic–clonic epileptic
seizures were detected and phenytoin was added to leve-
tiracetam to control the seizures. Although the seizures were
controlled with phenytoin, bullous skin lesions first appeared
at the scalp at the 3rd day of whole cranial radiotherapy and
12th day of phenytoin therapy and generalized to whole body
(Figs. 1 and 2). She had edematous lips with necrotic mucous
membranes and oral ulcerations. Dermatological examination
revealed the diagnosis of TEN and skin shave biopsy from
the right femoral was performed. Lymphocytic infiltration
of the dermo-epidermal junction, cell necrosis in epidermis
and bullous formation in subepidermis was identified from
the biopsy. All medications were stopped and wet-patches
were applied to the whole skin surface and local skin care
with antibiotic and antifungal dressings. Due to malnutrition
and electrolyte imbalance, parenteral nutrition was given and
electrolyte balance was obtained by appropriate treatment.

She was managed with systemic antibiotics and methyl-
prednisolone (the dose of 1 mg/kg). After supportive care her

Fig. 1 – Necrolysis on oral mucosal membrane.
Fig. 2 – Epidermal desquamation of skin.

condition worsened, she manifested septicemia and hemody-
namic instability and died after 3 weeks on phenytoin.

3.  Conclusion

Although it is very rare, TEN is one of the most severe
and serious complication of drugs, with anticonvulsants
such as phenytoin, carbamazepine, and phenobarbital, most
commonly implicated. In addition, allopurinol, NSAIDs (para-
Table 1 – Severity-of-illness score for toxic epidermal
necrolysis (SCORTEN) [9].

Risk factor* Score 0 Score 1 Our patients
score

Age <40 yr ≥40 yr 0
Associated cancer No Yes 1
Heart rate

(beats/min) (HR)
<120 ≥120 1

Serum BUN
(mg/dL)

≤  28 >28 1

Detached or
compromised
body surface

<10% ≥10% 1

Serum bicarbonate
(mEq/L)

≥20  <20 0

Serum glucose
(mg/dL)

≤250  >250 0

*More risk factors indicate a higher score and a
higher mortality rate (%) as follows:

Total

0–1 = 3.2% 4
2 = 12.1%
3 = 35.3%
4 = 58.3%
≥5 = >90%

dx.doi.org/10.1016/j.rpor.2015.09.002
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rug rechallenge or in the presence of provoking factors. TEN
s a special form of hypersensitivity reaction and treatment
hould be based on treatment of the underlying cause. Radia-
ion therapy may cause this disease.7 However, concurrent use
f whole brain RT and phenytoin has been shown to induce
utaneous drug reactions such as TEN.3,8 The first case was
eported by Delattre et al. in 1988 reporting a patient on radia-
ion therapy and phenytoin who developed drug reaction. This
yndrome is a life-threatening condition. Severity-of-illness
cale (SCORTEN) is a useful method to predict mortality in TEN
atients (Table 1).9 Our presented case had multiple risk fac-
ors, which made her prognosis very poor. According to the
CORTEN scale, she had a total of 4 positive factors (TBSA

nvolved >10%, HR >100, serum BUN >28 and a malignancy),
orresponding to 58.3% mortality rate. Clinics should be aware
f this and patients who have to receive radiation therapy
hould avoid unnecessary anticonvulsants. The appropriate
nd quick action should be taken as soon as TEN is detected,
specially in cancer patients due to its high morbidity and
ortality rates.
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