Fixed eruption after discontinuing combination therapy in a patient with chronic HCV ¢ M. Sato et al.

the first episode of the rash, and it remained at a high
level for about 11 months until about 3 months after
the sixth episode, when the viraemia dissipated.
Although most of the lesions recurred at the same spot
each time after healing, they gradually increased in
number and extended to the trunk. The fourth episode
was associated with prominent fever, and the skin
lesions finally extended to the arms. The fifth episode
developed in mid March 2007, admixing blisters and
erosions on the erythematous plaques. The patient was
referred to us at the end of March. Examination showed
darkly reddish, pigeon-egg-sized round erythematous
plaques with occasional flaccid blisters, located predom-
inantly on the trunk and proximal limbs, lower lip and
penis (Fig. 1a). Plaques on the upper arms did not
correlate with the previous injection site reactions.

A preliminary diagnosis of erythema multiforme
major was made. The patient was hospitalized, and a
skin-biopsy sample was taken from the left forearm
distant from the previous injection-reaction sites. Histo-
logical examination found well-demarcated foci of full-
thickness epidermal necrosis producing subepidermal
bullae, exocytosis of lymphoid cells, and perivascular
inflammatory cell infiltration, predominantly of lym-
phoid cells (Fig. 2). No significant increase in antibodies
against herpes simplex virus, human herpesvirus 6, and
mycoplasma was evident in paired serum samples. Drug
lymphocyte stimulation tests for pegylated IFN-o2b and
ribavirin found no reaction to these drugs.

Systemic prednisolone (20 mg/day) for 6 days led to
prompt resolution of the skin lesions at the time of the
5th episode, leaving pigmented macules. Seven days

Figure 1 Clinical findings of the fifth and
sixth episodes. {a) Darkly reddish, pigeon-
egg-sized, round, erythematous plaques
with occasional flaccid blisters, located
predominantly on the trunk and proximal
limbs in the fifth episode. (b} Sixth episode,
coinciding with the sites of the previous
pigmented spots,
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after withdrawal of prednisolone, however, a high fever
coincided with recurrence of erythematous, blistered
plaques coinciding with the sites of the previous lesions.
This occurred in the absence of treatment with any
systemic medication or supplements (Fig. 1b). After the
sixth episode, a diagnosis of fixed drug eruption was
made based on the clinical appearance of the lesions,
histological findings, and the fact that the lesions
recurred at the identical locations at the time of the
fifth and sixth episodes. Treatment with systemic
prednisolone was started, which again led to prompt
resolution of the lesions leaving only residual pigmented
macules. Subsequently, the patient was treated with an
ordinary IFN-o (not pegylated) alone, and no recurrence
of the skin lesions has been noted for over a year
(Fig. 3).

The longer serum half-life of pegylated IFN-o-2b
results in greater tissue permeation, and a higher
incidence of skin reaction at the injection site in patients
treated with pegylated IFN-a-2b and ribavirin than in
patients treated with standard IFN-o-2b and ribavirin.”
In a prospective cohort study, adverse skin reactions
were more common in the combined IFN/ribavirin
group than in the IFN monotherapy group (11/33 vs.
2/35; P = 0.001).% In the present case, some of the
erythematous plaques were distributed on the upper
arms corresponding to the sites of IFN injections. This
suggests some role of pegylated IFN-o-2b in the
pathogenesis of the generalized rash. It remains un-
explained why the skin lesions on the arms occurred
only after the fourth episode. Only one case of fixed
drug eruption in response to combined IFN/ribavirin
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Figure 2 Well-demarcated pan epldermal necrosis, forming sub-
epidermal bullae, exocytosis of lymphoid cells, and perivascular
inflarmmatory cell infiltration (haematoxylin and eosin x 40). Inset
shows a close-up view of an erythematous plaque.

therapy has been reported to date.® In that reported
case, erythematous plagues developed on the forehead
and legs, including the injection sites, very soon after
the start of the injections, and no recurrence of the
spots was seen after cessation of pegylated IFN-a-2b and
ribavirin.® Delayed onset of adverse skin reaction with
this combination therapy has been described before;*
however, the three-month time lag in the present case
casts doubt on the direct participation of pegylated IFN-
a-2b. In a recent cohort study of patients undergoing

treatment with combined IFN/ribavirin therapy, 6
patients were examined by patch testing and intrader-
mal testing with IFN and ribavirin, and the test results
were negative except for one reaction to intradermal
IFN-0-2b.” In any event, the results of lymphocyte
stimulation tests failed to provide definitive evidence
that pegylated IFN-o-2b was the cause of this cutaneous
reaction. '

An alternative interpretation of the present case was
that the repeated episodes of erythematous plagues
represented a fixed eruption in response to food® or viral
antigens such as herpes simplex virus and HCV.® In the
sixth episode, the sites of the erythematous plaques
corresponded precisely to those of the fifth episode. Well-
demarcated necrosis of the entire epidermis also
favoured a diagnosis of fixed eruption rather than
epidermal-type erythema multiforme. Intraepidermal
CD8+ T cells have been shown to play a major role in
the epidermal injury seen in fixed drug eruption.’
Clinical flare-up of the lesions of a fixed drug eruption
after intake of other drugs or nonspecific stimuli may
offer an important clue to the nature of ligand/antigen
recognition by intraepidermal T cells.” Our patient
expressly denied taking any additional medications or
supplements.

The lesions could result from broad cross-reaction
with a variety of exogenous antigens, such as herpes
simplex virus and some foods.” The occasional
association of erythema multiforme with HCV infection
has been documented.!® In that reported case, the
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Rash Figure 3 Episodes in this patient
developed at the time of increasing
hepatitis C viraemia, caused by
withdrawal of pegylated interferon-a2b
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concurrent onset of both diseases and extension of
erythema multiforme were correlated to higher levels of
HCV viremia.'© Interestingly, the reaction in our patient
also started at the time of increasing HCV viraemia,
caused by withdrawal of pegylated IFN-o-2b and
ribavirin treatment, and recurrent reactions continued
in conjunction with a high quantity of HCV-RNA
(Fig. 3). This course suggested a temporal relationship
between the episodes of fixed eruption and serum HCV-
RNA levels. However, this relationship cannot easily
explain the relapsing and remitting course of the
eruption during the period of high HCV-RNA levels.
More common sampling for determination of serum
HCV-RNA levels would have been desirable in the
present case.

It is still not conclusive whether the present case
represented a prolonged drug rash provoked by pegy-
lated IFN-0-2b and ribavirin combination therapy, or
a fixed eruption in response to another antigen. We
favour the former possibility, although it is not clear
exactly what prompted the series of recurrences begin-
ning 3 months after the pegylated IFN-o-2b/ribavirin
was discontinued. In any event, this case may provide a
novel insight into the relationship between virus infec-
tion and drug rash due to IFN.
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Stevens-Johnson syndrome (S]S) and toxic epidermal necrolysis ({TEN) are severe, sometimes life threat-
ening disorders that seem to be variants of the same disease with different severities. Although the patho-
genic mechanisms of these diseases remain unknown, the principal problem seems immunologic. Recently, the
available published evidence indicates that immunomodulatory intervention with high-dose systemic corti-
costeroids, including pulse therapy, is effective in the acute phase of SJS and TEN. In spite of the severity of
these diseases, there had not been widely accepted guidelines for management of these diseases. In the cur-
rent guidelines, a prompt use of high-dose steroids in the early stage is emphasized. Infection control is critical
to survival for the patients. When steroids are not effective enough, intravenous immunoglobulin, and/or
plasma exchange, in addition to an increase of steroid dose, is recommended.

(Jpn ] Dermatot 119; 2157~2163, 2009)

Key words: guideline, Stevens-Johnson syndrome, systemic steroid therapy, toxic epidermal necrolysis
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a . IAARE  BE, BEEAANY VARPBEET 3,
b BIEARE 7Y IF /YA POTPR VR EEEBORRESERZED 3,

BIOEEEMZED = GBE XY b 8kg ¥MN),
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U/, ALT 66U/, LDH 400U/, ALP 840U/J,
y -GTP 250 U/l, T-Bil 0.3 mg/dl, D-Bil 0.1 mg/d,
BUN 16 mg/dl, Cr 1.04 mg/d/, CRP 1.89 mg/dl,
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IgG 1213 mg/dl, IgA 196 mg/dl, IgM 53 mg/dl,
CD4/CD8 1.04

RIBEMFHRRE ETHROBEZMN S
B 58HA K TIZFRE @ spongiosis & V) ¥ /8EREE
%, ER EEChEREEDY v BkBEEZED
7oo BILKTH, 357 7F /734 + D apopto-
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VY IH®) 2 3HERE L7225, AKK12 H
BEY)REOBRR L FHEREIHEL &k, Z0
BizayoL F¥E2 7L F=vay (BUF PSL)
CHI DB THEIR L, BT Lk AR 3L
HEICEEE, %o 12 B PSLHIEE Bo7,
LoL2ahs, A7uA FEFIEN1IAAELD
IBEDEM L FHBRIESE 1R 6N, ATFRA P&
NRAERAT VLY —ERARZ TR EZ A, EP
PIKELRE, 26101 2 EBICLBUEENHE
BiL 7228, 1 B HOBRE L RAFOBETHREL
Too Z D, BERKEZ T TEEOBERI R (K
3)o

DA N RREE HHV-6 OIUEM I AR
105 THok2, AbE2 A% (B 82FEH) KK
13 320 fFIC ER LTz, FE8F, £l R
X UimEH @ HHV-6, HHV-7, Epstein-Barr virus
(BLF EBV), cytomegalovirus (BT CMV) @

A VA DNA 2EE L7, 25D DNA [FIiEH
W I Nrds o ke hs, £fidicid HHV-6 &
EBV @ DNA 532 L { % < i3 b D OFFRIIC
I N (®3), &8, HHV-6 2B b
DY A NAFEAE O EFIZERT A SN ad o
72

REZFERIDBRRE ARgHRE2FRELEZ7 ==
bV EFEERNICABRL TWiaRS Fax b b
U7 A0 WTERN) VBRI E (drug lym-
phocyte stimulation test, BAF DLST) &8y 55
AP z2fEfT L ABRA HE(RF APV 6mg/
day #59) & 29 HE (PSL 20 mg/day WARH)
I DLST 2T L7228, 2Kl bRETH -7z,
£/, NvFFRAL2ARE 25 HE (PSL 20 mg/
day) IZHEAT L 72 S H0 & b lcgtkcdh o7z, A
TuA FEREBICEE DIST 8L Uy F5
APZFELTWED, BAENESNTHETL R
o7l DREAZERIFECE R4, L2L
27036, DIHS ORFEEAITHEIR SN T2
ZEDG, 7z MM UPRBELDLVEEZS
ni,

— 1717 —



— AR DERER - 2009—

m = £

FREFIZ7 == A4 VY INERBER 31 HBB L W &
R o TEEOMM EFESHIRL, RKELE
MBS b FERERIES, RS A6 1L,
BB X AEROBERES 3 AHEIKDLRST
2 BB L, o ORBINRERRER & &8
i HHV-6 IgG fifk D LR #F O T L h o,
AEFI% DIHS & 2HiL 7=,

DIHS T, LIFLIXERDELELEHRIA S
NBIENHOENTVDE, s DEFCHERE
iZ HHV-6 ® CMV OBEEELBA SN SB Z L3
FEINTEHIY, HHhLoBEE ESh
Tw3, LHrLiads, BRICEESET 2EFICD
WTIEHWEERHAZENE L, ED L) REF
HRLPTLoOPFINECHLIZIN TV
b,

R AR ANV ADEEEE, A4 D
A VBFIFEE R M) B 7% REFEEMICERL T
FEIND LVLIEINFEATIW, By
PoRIGImE 2 T Y v ABROEMGIREENZ L
WIEE, ThbLEKERPEETH HI1FLE,
HHV-6 OETESMEESI NS Z L#AIE N3,
COERET 5 HHV-6 O (REFivEEEL)
P, ZNFIEFENTEL S5 CMV  EBV 2 &,
D E F AL RRAY A LA OBEEED pEE
OEBEIERBITEHEINS,

ARG, FEh, FFEREEE, AmEES0
WTFNHELIERL, P X ¥V 6mg/day
(PSL #2EC 42 mg/day) &L ) FEEBD AT A
RETIRERBB L, L L, ERIGERET,
wgE s a7 vEFIOHATER, ZOoBAT A
APk 1 DAPRBLAERE2 ABHLE 3

— 1718 —

HARABICERLE, COH BHENIKSED
HHV-6 ¥ X U EBV @ DNA ASHEAS MK F i i
Nz, MEPS INSDTANVABBEHINT
WhRWIEDHS R T A NVABEEE IV AR
WHDD, TANADHETEERHERFT B Y v BKD
TEEADFER L EENEZEZ o N, Thbb,
AT0A FOREREZE T2 LI LEEfTH
BB SN BT, FEETOHEc+T
WUV RERDIEELE I Z & N5 7 EERI T
MERDERT 2 LRI N, /2, KT
BT % 1998~2007 £ DIHS HEFI % 7 &
A, AT7aA FERER 1 AR EEEL T
CEMLEREII4BILENTH B,

BlLE»S, REMHAOBRKERSCHEET —F D
ABOHREFETEZE3EL L, BERE
RBEEERACOL 2BBBRESNETH S L
ZZoNiz,

(2009 £ 2 H 16 HEH)

X gk
1) BEAT BERBES T 7574 2 19, EEHRR,
XHGEE, 2006, 64-68 H
2) FRFEL  HESEE, 115:1779-1790, 2005
3) HREEE EFOH0A, 220:897-901, 2007
4) IEARKBNZD ¢ RREREER, 46 :991-993, 2004
5) Nagai Y et al : J Dermatol, 29 : 670-673, 2002
6) Sekiguchi A et al : ] Dermatol, 32 : 278-281, 2005
7) Tohyama M et al : Br J Derm, 157 : 934-340, 2007
8) ZARETFIFH | HESE, 115:1163-1173, 2005
9) Mercader M et al : Am ] Pathol, 156 : 1961-1971, 2000
10) Chang]J et al : Virology, 266 : 17-25, 2000
11) Fahmi H et al : J Virol, 74 : 5810-5818, 2000
12) Zaia JA : Hematol Oncol Clin North Am, 4 : 603-623,
1990
13) Hentric M et al : Br ] Haematology, 128 : 66-72, 2004






