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INTRODUCTION

Several years after its original description by
Chaiken et al.,, the exact etiopathogenesis of
drug reaction with eosinophilia and systemic

symptoms (DRESS)

syndrome remains unclear.!!! Its variable clinical
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ABSTRACT

Background: The data on the histology of cutaneous lesions of drug reaction with eosinophilia
and systemic symptoms (DRESS) is limited. Aims: To study the histopathology of cutaneous
lesions of drug reaction with eosinophilia and systemic symptoms (DRESS) and to identify
any features with diagnostic or prognostic significance. Methods: All patients admitted to
the dermatology ward of government medical college, Kozhikode from January 1, 2014 to
December 31, 2014 with probable or definite DRESS as per the RegiSCAR scoring system and
who were willing to undergo skin biopsy were included in this prospective study. Results: The
study population comprised of nine patients. The consistent histological finding documented
was the predominantly lymphocytic dermal inflammatory infiltrate. Four of the five patients
whose histology revealed focal interface dermatitis and keratinocyte vacuolation with or
without apoptotic keratinocytes, had elevated liver transaminases. Tissue eosinophilia was
associated with disease flares. The presence of atypical lymphocytes in peripheral smear
and histological evidence of dense dermal inflammatory infiltrate showed an association with
hepatic involvement. Limitations: The main limitations of our study were the small sample size
and our inability to carry out a detailed immunohistochemistry work-up. Conclusions: In the
appropriate setting, varying combinations of epidermal hyperplasia, spongiosis, parakeratosis
and individually necrotic keratinocytes in the background of lymphocyte predominant dermal
infiltrate (with some atypia) favor a diagnosis of drug reaction with eosinophilia and systemic
symptoms. Female sex, the presence of atypical lymphocytes in peripheral smear, dense
dermal inflammatory infiltrate, tissue eosinophilia and interface dermatitis with or without
keratinocyte necrosis was associated with a poor prognosis.
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manifestations and the lack of reliable diagnostic
criteria has made DRESS, a diagnostic challenge.
Understanding the histopathological features of
cutaneous lesions of DRESS in different population
groups may add to the current knowledge about this

drug hypersensitivity  drug reaction.
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The most common histological feature documented
in DRESS is superficial perivascular inflammatory
infiltrate mainly composed of lymphocytes. Other
frequently noted features include spongiosis,
keratinocyte necrosis and interface dermatitis.!*
Though peripheral blood eosinophilia is often noted
in DRESS, eosinophils are only occasionally described
in the dermal infiltrate.®! In rare instances,
pseudolymphomatous histological changes have been
observed.! Walsh et al. associated the presence of
apoptotickeratinocytes on histology with severe DRESS
manifesting liver injury.” Better understanding of the
molecular mechanisms involved in T-cell activation
and organ damage may aid in defining reliable
diagnostic criteria and in improving the therapeutic
options. Previous authors have indicated an important
role for effector and regulatory CD8+ T-cells in
precipitating the condition.!®

Not many studies are available on the histological
aspects of DRESS, with data among the Indian
population being scarcer still. In this background, we
carried out a study on the histopathology of cutaneous
lesions of DRESS among patients admitted in the
dermatology department of our tertiary care institution
during the 1-year study period.

METHODS

After obtaining clearance from the institutional
ethics committee, patients who were admitted to
the dermatology department of Government Medical
College, Kozhikode from January 1, 2014 to December
31, 2014 and who satisfied the criteria for probable
adverse drug reaction on World Health Organization
casualty assessment (re-challenge with the suspected
drug was not carried out) were evaluated.

Each patient was carefully assessed with respect to
the rash, presence or absence of facial erythema,
facial and pedal edema, lymphadenopathy, mucosal
and systemic involvement. Complete hemogram,
renal and liver function tests and absolute eosinophil
count were carried out at the time of admission. Liver
function test and absolute eosinophil count, if found
normal, were repeated at an interval of 5 days till the
day of discharge. Peripheral smear analysis for malarial
parasites and atypical cells, ultrasound examination
of the abdomen and pelvis, electrocardiogram, blood
culture, antinuclear antibody profile, chestradiography
and serology for human immunodeficiency virus,
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infectious mononucleosis, leptospirosis, typhoid fever,
rickettsia, dengue, chikungunya and hepatitis B, C and
A infections were done wherever indicated.

Patients who satisfied the criteria for definite or
probable DRESS as per the RegiSCAR scoring system
developed by Kardaun et al. and who were willing
to undergo a skin biopsy were included in the study
after obtaining written informed consent.”® A preset
proforma was used to collect data regarding age, sex,
precipitating drug, underlying condition for which the
offending drug was introduced, latent interval between
drug intake and the onset of symptoms, evolution of
symptoms, past medical and drug history including
previous drug allergies and the investigation details.

The skin biopsy specimens were evaluated with
respect to the features observed in epidermis,
dermo-epidermal junction and dermis, including
parakeratosis, dyskeratosis, acanthosis, spongiosis,
apoptotic  keratinocytes, exocytosis, focal or
widespread interface dermatitis and dermal
inflammation. The inflammatory cells (lymphocytes,
eosinophils, neutrophils) in the epidermis and dermis
were carefully studied with special reference to
atypical lymphocytes. Lymphocytes with an increase
in size, irregular nuclear outline and hyperchromatic
nuclei were considered as atypical lymphocytes.
Atypical lymphocytes having 2-3 times the size of
normal lymphocytes were classified as large and
others as medium sized. The localization and
density of dermal infiltrate in the individual case
were noted. Other dermal changes such as vasculitis
and nuclear debris when present were documented.
Immunohistochemistry staining for CD4 and CD8
were carried out in each case and the predominant
lymphocyte in the inflammatory infiltrate was noted.

Severe DRESS was defined by the presence of one of the
following: 1. hyperbilirubinemia, 2. elevation of liver
transaminases (more than 10 times the normal upper
limit), 3. involvement of two or more internal organs due
to DRESS, 4. requirement of steroid treatment for more
than 3 months, and, 4. fatal outcome due to DRESS.
One mg/kg prednisolone or equivalent dexamethasone
was given to those who had hyperbilirubinemia or
more than 10 times elevation of liver transaminases
or involvement of two or more internal organs due to
DRESS. The rest received prednisolone or prednisolone
equivalent at a dose of 0.5 mg/kg body weight. Steroids
were tapered every 5-7 days.
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Response to the withdrawal of the suspected drug, the
treatment that was given and the flare ups experienced
during the course of the disease were recorded. The
patients were followedup till the completion of
treatment.

The data were analyzed and the histopathological
features were studied. An attempt was made to
identify any histopathological features of diagnostic or
prognostic significance.

RESULTS

During the study period, 14, (20%) (eight men and six
women out of the 70 patients who were admitted to
our department with probable adverse drug reaction
were diagnosed as probable or definite DRESS as per
the RegiSCAR scoring system. After excluding the
patient in whom the culprit was indigenous drugs and
the four others who were not willing to undergo a skin
biopsy, the remaining nine patients (six men and three
women) were enrolled into the study. Five of them
were categorized as probable and the rest as definite
DRESS.

The rash was maculopapular in five patients and
exfoliative dermatitis - like in the rest. All the affected
patients had a rash suggestive of DRESS (facial edema
and rash resolving with psoriasiform desquamation
were seen in all), involving more than 50% of body
surface area.’! The liver was the only internal organ

S el S

Figure 1: (a) Biopsy from the skin lesion of a DRESS patient
showing parakeratosis (H and E, x400). (b) Biopsy from the rash
of a DRESS patient showing irregular acanthosis, spongiosis
and interface dermatitis (H and E, x100). (c) Skin biopsy from
a DRESS patient showing orthokeratosis, irregular acanthosis
and moderate dermal perivascular inflammatory infiltrate
(H and E, x100)
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affected in 5 of 9 patients in the study group. This
was manifested as elevated liver transaminases
in four patients, while one patient developed
hyperbilirubinemia as well.

On most occasions, histological analysis revealed
changes in both the epidermis and dermis.
Focal hyperkeratosis was noted in one patient.
Parakeratosis was documented in two patients, focal
in one patient and confluent in the other [Figure 1a].
Spongiosis [Figure 1b] was noted in five patients. Focal
exocytosis of lymphocytes was seen in four patients
and in two cases it was associated with spongiosis.
Acanthosis was documented in seven out of nine
cases and in five cases, this was irregular [Figure 1c].
Two patients showed dyskeratosis [Figure 2]. Focal
interface dermatitis with keratinocyte vacuolation
and a few apoptoic keratinocytes were noted in three
patients [Figure 3]. Two others showed focal interface
dermatitis with keratinocyte vacuolation but without
any apoptotic keratinocytes [Figure 1b]. All those
whose histology revealed focal interface dermatitis,
keratinocyte vacuolation and apoptotic keratinocytes
and one of the two with interface dermatitis and
keratinocyte vacuolation without evidence of apoptotic
keratinocytes had hepatic involvement in the form
of elevated transaminases. Interestingly, this finding
was conspicuously absent in the patient who had the
greatest derangement in the liver function test (case
no: 9, Table 1) in the study group.

Dermal edema was noted in four patients. All specimens
consistently revealed a lymphocyte predominant
dermal inflammatory infiltrate particularly around the
blood vessels and appendages, except one patient in

et

Figure 2: Skin biopsy from the rash of a DRESS patient showing
orthokeratosis and dyskeratotic cells (arrow) (H and E, x400)
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apoptotic keratinocytes (arrows) and focal interface dermatitis
(H and E, x400)

whom the appendages were spared. The inflammatory
changes were confined to the upper dermis in six
patients, whereas it involved both the upper and
deep dermis in the rest. All three patients who had
inflammation extending to the deep dermis had an
erythrodermic rash. Three out of the five patients
with internal organ involvement had a denser dermal
inflammatory infiltrate (inflammatory infiltrate
occupying >10% of the dermis), whereas only one of
the four without systemic involvement had similar
findings. On the contrary, only one of the four patients
who manifested flare ups during the course of disease
had an inflammatory infiltrate involving >10% of the
dermis. In both patients who did not manifest hepatic
involvement in spite of having a dense dermal infiltrate,
the offending drug was phenytoin. Surprisingly the
culprit drug was phenytoin in the lone patient who
had elevated liver transaminases despite showing
scanty dermal inflammatory infiltrate (<5%).

The inflammatory infiltrate was composed of
lymphocytes alone in five patients. The other
inflammatory cells noted in histology specimens were
eosinophils (three cases), plasma cells (two cases)
and neutrophils (two cases).

Though all our study subjects had peripheral blood
eosinophilia, eosinophils were observed in the biopsy
specimens of only three patients [Figure 4a and b]. All
these three had an erythrodermic rash and two of them
had absolute eosinophil count above 1500 cells/mm?®.
One of the patients with tissue eosinophilia had severe
hepatic involvement with more than 20 times elevation
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of transaminases with 4-8 times elevation of bilirubin.
The other two patients with tissue eosinophilia had
no systemic involvement throughout the course of
their disease. All three who showed eosinophilia on
histology had intractable pruritus and developed flare
ups on tapering steroids, necessitating a slower steroid
withdrawal. Disease flares presented as intractable
pruritus and reappearance of the scaly rash in the
two without systemic involvement (case no 4 and
5, Table 1) while it manifested with reappearance of
fever, pruritus and worsening of liver function status
in the third (case no 9, Table 1). One other patient with
absolute eosinophil count >1500 had no evidence of
tissue eosinophilia and manifested a maculopapular
skin rash (case no 6, Table 1).

Histology revealed the presence of atypical
lymphocytes in four patients [Figure 5]. Only
two (50%) of the four patients who had atypical
lymphocytes in the peripheral smear had evidence
of the same in skin biopsy specimen. Two of the four
cases with atypical lymphocytes in skin biopsy had
raised liver transaminases (case no 1 and 3, Table 1),
whereas three of the five who lacked this histological
feature had elevated liver enzymes (case no 7, 8 and 9,
Table 1). Disease flares were documented in two of the
four with atypical lymphocytes in the lesional biopsy.
Disease flares manifested with reappearance of fever,
rash and pruritus (case no 3, Table 1) in one patient (on
each occasion of exacerbation, an infective etiology
was ruled out by thorough evaluation), whereas the
other patient who also showed tissue eosinophilia
(case no 5, Table 1) [Figure 4b] had disease flares
as already described. The fourth patient with tissue
evidence of atypical lymphocytes had a relatively mild
form of DRESS without any systemic complications or
disease flares. Interestingly, three of the four patients
whose peripheral smear analysis revealed atypical
lymphocytes had hepatic involvement (case no 3, 7
and 9, Table 1); moreover, the two severe DRESS cases
in the study population (case no 3 and 9, Table 1) had
this finding in the peripheral smear.

Immunohistochemistry revealed both CD8 [Figure 6a]

and CD4 |[Figure 6b] lymphocytes with CD8
predominance in all patients.

DISCUSSION

Age of the study population, offending drugs,
appearance of the rash noted and the hematological

Indian Journal of Dermatology, Venereology, and Leprology | January-February 2016 | Vol 82 | Issue 1 31



DRESS - Histology

Sasidharanpillai, et al.

~pJuoD

SIWISP 34} JO %S>

BuiAdnooo ajesyyul Alojewwieu] “siwap
[eroysadns ayy ul ajedyul onkooydwA| A/d
siwJiap ay} Jo %0} BuiAkdnooo

ajesypul Asojewwepu] sjydouisos
jeuoiseaoo ‘sajhooydwA| [eoidAje
pazis-wnipaw way} JO awos ‘sajhooydwA|
Ajurew jo pasodwod siwiap desp pue
[erolladns ey} Ul Sjen|yul /d pue A/d
‘ewapa ewlap ‘sisoyiueoe Jeinbaul)
siwiap ay} Jo %0} Buikdnooo ajesul
Aiojewwepul ‘sjiydosnau pue sjiydouisoa
ma} e pue sajhooydwA| jo pasodwod
siwiap deap pue |eldiladns ay) ul ajeljjyul
V/d pue A/d ‘uoiiejonoe ajhoounelay|
‘sSljljewlap aoeualul [e20) ‘SIS0}A00Xd
|eooy ‘sisolbuods ‘sisoyjueoe Jejnbal)
siwlap ay} Jo 9%0z-SL BuiAdnooo

ajelyyul Alojewwepju) “siwisp [eroadns
ay} ul s||990 |eoidAye pazis able| Auew
ynm ejesyul opkooydwi| v/d pue A/d
‘sajhoounelay onojdode maj e ‘uolejonoea
ajAoounjelay ‘sijewlap aoepsiul
‘sisolbuods [eoo} ‘sisoyjueoe Jejnbal|
siwlap ay} Jo %GL-0L BuiAkdnooo ayelyyul
Aojewwepu] ‘sajfooydwA| |eoidAe
pazis-wnipaw awog ‘siwiap desp pue
[eroiadns oy} Ul dedyul onkooydwiA| v/d
pue A/d ‘ewapa |ewusp ‘sisoibuods |e20}
piiw ‘sisoyjueoe Jeinbaull ‘sisojelayeled
siwJiap ay} Jo %0z-GL Buikdnooo ayenyyul
Aojewweju) “s|[9o |eaidAje pazis-wnipaw
awog ‘s||9o ewseld pue s|iydosnau
awos pue sajhooydwA| Apsow-siwiap
[eroiadns Ul Ajutew sjenjyul v/d pue

Nd ‘ewapa |ewlap ‘sajfoouneiay
onoydode ma} B yjim uole|ondeA
ajAoounelay ‘siiewlap adepusul (B0}
‘SISOYjUBOR ‘S||90 21]0}BIDNSAP M3}

e ‘sisolbuods ‘sisojelayiadAy [Bo04

Se I'N

19 3

19 4

Gl 14

Ge I'N

Sy I'N

14 I'N I'N 00G1<

14 I'N I'N 00G1<

14 I'N I'N 00G1<

00G1>

S IIN 8 00G1>

S 14 I'N 00G1>

Jejndedojnoepy ainzies 1Hd

ewuspolyifig

147 swixya)

ewlspolyiAig dald HNI

Jejndedojnoe|y ainzieg o171

ewsspolyiAig VAD 1Hd

Jeindedojnoep VAD 1Hd

or

or

09

ve

¥9

¥m

x|

sAep ul
juawijeas)
plosajs Jo sdn

uonjeing aJelq KBojojsiH

Jleaws
leaayduaad uy
sajfooydwA|

|eaidfje jo  (;wwys)|ad)
abejuaolad eljydouisogy

(sown)
saseuliwesuel)}
J19A1] pasiey

9100S
yvosibay

aseasIp
ysey bBuifpiapun Bnuqg

xag by

Jaquinu
|leuag

S$S3¥Q Jo suoisa| unjs jo ABojoyjedolsiH :| a|qeL

Indian Journal of Dermatology, Venereology, and Leprology | January-February 2016 | Vol 82 | Issue 1

32



DRESS - Histology

Sasidharanpillai, et al.

SS3HA :SSIHA ‘suonoeal asIaAPE SNoBUEIND a1aAas Jo AlsiBay 1yyOSIbay
‘Je|noseAlad A/d ‘|[eabepuaddenad 1y/d ‘Uoioajul joel) Aoyelidsal Jamo (YT ‘sIsojndsagny Aleuow|nd :g1d ‘JUapIooe JejndseAoIgqala) (YAD "reold|eA WNIPOS WYdA ‘epizeluos| :HN| ‘euibujowe] 1917 ‘ulojhusyd i1 Hd
'SSIHA 819eqoid G 40  JO 8109s Yy SIBay {SSIHQ duLe :2Jow Jo 9 Jo 8109s YyDSIBay 'sjuiod omy sjeb sueblo [eusajul 810W JO OM} JO JUBWUSA|OAU SESIBYM Yoea julod auo }ob uebio [euiajul BUO JO JUBWSAJOAU] pue
Jeaws [esayduad ul |99 [ealdAyy Jutod auo s}eb (wwys||99 66171-0S . J0 @bues ay) ul eljiydoulsos seasaym syulod omy s3ab (ww/s|[@9 00G 1< eljiydoulso ‘yoes juiod suo way) Bulules sa)is aiow Jo om} BulajoAul SSTHA
0} anp AyjedouspeydwA| paysajiuew sjuaned ay), ‘yoes julod auo way) Bujuies sasniiA O pue g ‘Y siieday pue sniia Adusioiepounwiwil Uewny o0} anp suofjoajul pue Apognue Jesjonuijue Joy ABojosas anljebau e pue
2.Nn}|Nd poojq d|1I8)s dABY 0} PuUNO} pue pajsae} alam sjuaned ay |, "yoea sjuiod om} way) Buluies eale adepns Apoq Jo %0G uey aiow Buiajoaul SSTHQ Jo aAlsabbns ysel pajsajiuew sjuaijed au) || i19100S Yy OSIBay
siwiap ay} Jo %0} Buikdnooo sjesul
Alojewwepu| “s|iydouisos |eUOISEI00
pue s||90 ewse|d Ma} B yjm siwiep
[eroiadns ayy ul eyenyul onAooydwiA| v/d
pue A/d ‘sIS0}Ao0xa |BO0} ‘sisoyjueoe JopJosip
00l r4 JejnBaul ‘sisojessyeled wiopun 9 74 S 00S}> ewsspoiyifiz Jejodig VdA M 8¢ «6

S|wJap Jo 9%G>bulAdnooo
ajenul Alojewwepul "A/d SHgap JesjonN
‘siwJep [eotadns ayy Ul ajesyyul
onkooydwA| y/d pue A/d ‘ewsps [ewlap
‘sajhoounielay onojdode awos ‘uonejonoea
9)Aoourjelay Yym siiewsap aoepaiul |80y}
[ord IN  ‘sisojeloysAp |euoISBO00 ‘SISO}AD0XS [BO0 9 / IIN 00G1> Jeindedojnoely  Ainful peay 1Hd N € '8
siwJap ay} Jo 90z Buikdnaoo ajesyjul
Aojewweju] “siwiap |eoadns ayy ul
Slgap Jeaonu pue ajedyjiul o1AooydwA|
V/d PUE A\/d ‘uoljezijondeA a}Aoouljelay

UHM Sljljewlsp aoeLsjul [e90) ‘sIs0jAo0xe JapJosip
Ge IIN pue sisolbuods |e20} ‘siSOYjuede |ea0 9 G 9l 00S1> Jeindedojnoe|y Jejodig 9171 N G i
Jeaws
sAep ul leaaydisad uy
juswieal) (sawn) sajhooydwA|
ploiajs Jo sdn 2109s saseujwesues}  [eaidAje Jo (;wwy/s|99) aseasip Jaquinu
uoneing auejq ABojo)sIH ¥VOSIBay J1aAll pasiey abejuaoliad douisog ysey Buihapun Bnug xag aby  |euss

"pjuoY 1} 9|qeL

33

Indian Journal of Dermatology, Venereology, and Leprology | January-February 2016 | Vol 82 | Issue 1



Sasidharanpillai, et al.

. hat

.

a ; - 3 B

Figure 4: (a) Skin biopsy from the erythrodermic rash of DRESS
showing perivascular inflammatory infiltrate composed mainly
of lymphocytes with a few eosinophils (H and E, x400). (b) Skin
biopsy from the erythrodermic rash of DRESS showing moderately
dense perivascular inflammatory infiltrate composed mainly
of lymphocytes with a few atypical lymphocytes (arrows) and
occasional eosinophils (arrow head) (H and E, x400)

Figure 5: Skin biopsy from the maculopapular rash of a lamotrigine
induced DRESS patient showing large atypical cells with irregular
nuclear contour and hyperchromasia (H and E, x1000)

» .’ \ X . 1 -
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Figure 6: (a) Immunohistochemistry revealing strong positivity
for CD8 in many of the lymphocytes in the inflammatory infiltrate
of a DRESS patient (immunohistochemistry, DAB chromagen
x100); (b) Immunohistochemistry of the same case revealing
comparatively weaker staining for CD4 in a lesser number of
lymphocytes (immunohistochemistry, DAB chromagen x100)

parameters were consistent with the existing data on
DRESS.291% Although male predominance noted in
this study contradicts some previous observations, no

DRESS - Histology

definite conclusions can be derived as the sample size
is small.[®1%

Focal hyperkeratosis, parakeratosis and dyskeratosis
documented in skin lesions of DRESS were in
concordance with previous data.''! Whether these
changes are rather a feature of DRESS induced by
phenytoin needs further study as in all except one with
the above-mentioned features in our study, the offender
was phenytoin. Whether the presence of occasional
dyskeratotic cells in the lesional biopsies from
phenytoin-induced DRESS with hepatic involvement
has any significance needs further evaluation.

The association between hepatic involvement and
histological features such as focal interface dermatitis,
keratinocyte vacuolation with or without apoptotic
keratinocytes observed in four of our patients was
reported earlier; though in our study these histological
features were absent in the patient with the greatest
derangement in liver function status.”! Unlike the
previously documented erythema multiforme lesions,
therash in all four patients with the described histology
and hepatic involvement was maculopapular in
nature. The patient who did not manifest the above
mentioned histological features despite having high
liver transaminases (case no 9, Table 1) and another
one who had no evidence of hepatic involvement in
spite of the above mentioned histological changes (case
no 4, Table 1) had an erythrodermic rash. Whether
the presence of an interface dermatitis is indicative
of liver injury only in DRESS with a specific skin
rash (erythema multiforme or maculopapular rash)
needs further evaluation.

Further studies may tell us whether the inflammatory
infiltrate extending to deep dermis is more likely
to produce an erythrodermic rash as noted by us.
A denser inflammatory infiltrate was associated with
a higher risk for systemic involvement in the study
population; but such an association was not observed
for disease flares.

Our finding of the rarity of tissue eosinophilia, in
spite of the common observation of peripheral blood
eosinophilia in the study group was in concordance
with previous reports.®! Tissue eosinophilia rather
than eosinophilia in the peripheral blood was found
to be a prognostic indicator as all three with the former
had recurrent disease flares and one of them had
severe DRESS.
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In contrast to eosinophilia, the presence of atypical
lymphocytes in the peripheral blood (rather than in
tissue) was found to be a reliable prognostic indicator.
A poor prognosis for patients featuring atypical
lymphocytes in peripheral smear has been suggested
earlier."” It is not clear why eosinophilia and atypical
lymphocytosis differ in this respect.

Frequent flare ups noted in all three patients with
tissue eosinophilia, liver function derangement in
only one of them who also happened to manifest
atypical lymphocytes in peripheral smear and the
documentation of hepatic involvement in the majority
of those with atypical lymphocytes in peripheral smear
suggest that tissue eosinophilia predicts a prolonged
course with frequent exacerbations, while atypical
lymphocytes in peripheral smear places a patient at
greater risk for systemic involvement.

Leukocytoclastic vasculitis that has been described
in occasional cases of DRESS was not documented
in any of our patients."” Pseudolymphomatous
histology noted in one of our patients (plenty of
large atypical lymphocytes) has been described
earlier.™ Immunohistochemistry revealing a CD8
predominant T-cell infiltrate in all patients as noted
by us was documented earlier.!?!

Our finding of the relatively mild form of the disease
in phenytoin induced DRESS was in concordance
with literature.**?! In our study, the lone patient who
had no systemic involvement although he had atypical
lymphocytes in peripheral smear, had phenytoin
induced DRESS, while the other three patients with
similar finding had hepatic involvement and two of
them were categorized as severe DRESS. The offending
drugs in the latter three were lamotrigine (two patients)
and sodium valproate.

Our observation of severe DRESS in two of three
women as against none among the six men with
DRESS was consistent with previous data.[%!

The main limitations of our study were the small
sample size and our inability to carry out a detailed
immunohistochemistry work-up (due to financial
constraints). It has recently been reported that the
presence of CD8+ and granzyme B+ lymphocytes
are observed in DRESS with severe cutaneous
eruptions.®¥ Another limitation was the lack of
information on clonality of atypical lymphocytes.

DRESS - Histology

Since we conducted the study among DRESS patients
admitted in a tertiary referral unit the data may not
represent mild forms of DRESS.

SUMMARY

Histology of DRESS remains variable with changes
involving both epidermis and dermis. We could not
identify any pathognomonic histopathological feature.
However, we suggest that in the appropriate setting,
varying combinations of epidermal hyperplasia,
spongiosis, parakeratosis and individually necrotic
keratinocytes in the background of a lymphocyte
predominant dermal infiltrate (with some atypia)
favors a diagnosis of DRESS. The bad prognostic
factors identified in the study population were female
sex, dense dermal inflammation, eosinophilia in the
skin biopsy specimen and atypical lymphocytes in
the peripheral smear. Phenytoin induced DRESS was
found to be mild, irrespective of the variables which
were indicative of severe DRESS in the remaining study
population. We need more prospective histological
studies with a large sample size to test our observations.
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