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ANALYSIS OF TREATMENTS AND DECEADED CASES OF SEVERE ADVERSE DRUG
REACTIONS—ANALYSIS OF 46 CASES OF STEVENS-JOHNSON
SYNDROME AND TOXIC EPIDERMAL NECROLYSIS—

Yumiko Yamane?, Michiko Aihara?, Satoko Tatewaki?, Setsuko Matsukura?,
Takeshi Kanbara?, Yuko Yamakawa? and Zenro Ikezawal

Y Department of Environmental Immuno-Dermatology,
Yokohama City University Graduate School of Medicine, Japan
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Background: Systemic administration of corticosteroid, plasmapheresis and high-dose immunoglobu-
lin therapy (IVIG) are the main treatment of Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN).

Objective: To evaluate the effects of the treatments of SJS and TEN.

Methods: Twenty-seven cases of SJS and 19 cases of TEN treated in our hospitals from 2000 to 2007
were analyzed.

Results: Corticosteroid was administered systemically in all cases except one case of TEN which de-
veloped methicillin resistant staphylococcus aureus (MRSA) pneumoniae before the onset of the
eruption. Methylprednisolone (mPSL) pulse therapy (1000mg/day) or mini pulse therapy (less than
600mg/day of mPSL) was selected by 8 cases of SJS and 9 cases of TEN. Combination of plas-
mapheresis or IVIG with corticosteroid therapy was performed in 3 cases of SJS and 8 cases of TEN.
The mortality rate of patient with SJS was 3.7% (1 case), and with TEN was 21.1% (4 cases). The de-
ceased case of SJS had been treated with corticosteroid alone and died for acute respiratory disor-
der after 24 days from the onset of the eruption. Four deceased cases of TEN were treated with cor-
ticosteroids with or without IVIG, and 2 of them merged sepsis.

Conclusions: Although corticosteroids may enhance the risk of sepsis, prompt treatment with sys-
temic corticosteroids seems to reduces morbidity and improves outcome of SJS and TEN patients.

©2009 Japanese Society of Allergology ~ Journal Web Site : http://jjajsaweb.jp/



3. EFIE A BIELE

{EE & HHV-6 DEEM(EICD

(A LA $59% #1%, pp23-30, 2009)

W

BEL 8gF8X 2

)

AN VB OREAE (B,
— W, IV ANTFEY T,
h., FOKEREFH

BIFRFRFRES R 7R

HRA RS

REL SWBEEREVEBETZESTHS. HTVRAKE, Ta7)/
VTP T LI NVANT kv, AFX VLT,
i3, RERI0H2S 30 HOMODH HEHAIC, HHV-6 0EREEILEME) 221

A7) CHERE

# 5. HHV-6 OFEMALIE, i, %o HHV-6 DNA Ot & 8 % IgG Ao L& TR

&N b, HHV-6 OFHEMALICEL T,

[FLHIC

FSUEFICEAT LMLV AL, SFSELRBO
RphRT. BEREMEPILETAIETRRTLII DS
WS, ERER OO A TIRBECTEY 2GR T
NSBB8 5 2L HLEREROEEND
5,

A BEERE B (drug-induced hypersensitivity

syndrome : DIHS) 13, O L) ZEEDOERT LIV F—
D—oThs., BREAL, HTVLAEFEDEL, T

WRARTANAKH LTSN 72247, AN
NeE¥ Y, 723V EF—), V=H I FPEORNR
YD, Tz Ay, INMNTEE Y REINELS
EHEOBARTLAF T, BRHPFHINE L)1
1950 AhoEINTVwAEIY, ZodEoid
StevensAJohnson FEBRER FP%’T%?%EU%?E‘{E Lwbihd, &

T%D %70&01 %% i&%rmu HWOHY 5
NEEBDL ) THY RO OEHIIRLT, B LA
OGBEEL VBB L B LEFTLIF—Tho?.
BEOFEHT LNV F -3, WA OEGTERIIETD S

JEHEH
T 791-0295
BB KRR FRESE R RREE R E RS
TEL : 089-960-5350
FAX : 089-960-5352
E-mail; tohm@m.ehime-u.ac.jp

S L HREEZ RO 5 2 LA S, BAINEBRUEE R,
AT L VF— L HHV-6 BEREDE & LIRETH 5.

LOO, RAMICIZEEPLRT, B, FEE, Dk
w0 VSR AL ORETHES Y. IREE,
HMEkIE S, IFHmEES, REY v SEROMBFEY L &
Na, BESHEEDDICHRENLERE /8L I8N
&) h, FRADEENE VHONLIWZATHEY, SHILIE

BRABMTH L. BEOEBLELRDY, TOFALTD
wHCl, REEAEHILESERPEET S, ZoO/RY
~7*ﬂx1%mﬁﬁ%TL#b &, BUHERDPELL

L), TRTOERSNLEHET 5 ECICBATET 5.
if:, ML L, Midk, BuiEZs EfEA OEHEEZEL

TLAZEbdHbH, INOLOEMER, HERIIERENZE
BEEE LT, HAWIEATEA FEIZLZEERHRZ0%
FEHIENC RO C BRI L L TRBISNTVAZLDOT
By, FELTHEBE R L ZOHEIEIEV.

P ORAREIZE S L 0FEHIE, 1990 £ LD
anticonvulsant hypersensitivity syndrome & Vb LT & 72 6,
D7, EBREWI ECAKOER T LVF -, TH
Y=, $SITANTEY Yy, VT T NVANT
3V, AFXVLFY, 3L Y TCHEDHLN (R,
FhER, al opurinol hypersensitivity®, ¥V AN 7 7
VU Uk B ER B EERES O 2 S 0RE T
%ﬁ%éﬂ’(b\f_. R ER 2 D TEREAPLET 572
W, 79 AQEEREMETLIV—T LY, drugrash
with eosinophilia and systemic symptoms (DRESS) !V
EVIH L WIRADIEE S IS, HE D IERDOERERE
1ZHEAS A 728, Stevens-Johnson fiE B #E R B R E I
FRED LD Wy Lic—o0EBMA L 5 2 L ITIEEEM

EhzAMELH T,



24 (IR #50% $£1%5,
F1 EAMEABEERBEORRESEA
[T IEAE
;}T,”"I‘QL/\/}: VC/\/’]‘/\»\ H'\/‘Z‘l/\;
BRI EE FILV AR E BRI, B, RERTE, ZXHEE
ARt N B TLYTF ol
T /XY — VENEACY /3
VS R A A
Tas) = WAy e ERBEILIE , JA R
BITANTTEY T Y HFUEY v, EEEREE, BEEH) YT
THENT7 4V ENLRE
PFTLZNANT x> L IF TN INT R, PR EE, KRR L
HHmAXLT Y AXTF— il AR, WIRAEHERECL 2O HMA0 LU
BRI/ A2~ I/RATIRYE TE 4 O IR GRE
WHRBREFEEOHBREALSNLEZ Ebh o7 (R2).

RANERRBEERK OB SO

BRI BBUEIEREF O L DOEBMA L LTSN
72D, B bAVNRAT A NVA 6 (HHV-6) OFEMEIL%
9 ZEDPHE PR o/ 2L A, DRESS A3EIE &
NiOLFEUE, 4BLUBRREEEROEES DY
V=T, FhFRYFS2ANTrEYT Yy, 7arsy) )
— WML BEHROHER 7 LIV F—DBEEIZB VT, HHV-6
PHEGLTWARIEERWELALRY, bhvbho#EEk
L/ERICIE, 3R 13 B H oMl 5 HHV-6 2358k 5
N, FO%YHHV-6 1gG Sk iA EH5 L7z,

IhEZopitel, Fk4id, HHV-6 LN SOFEF 7LV
F—LDBRIC OV THE 21T 072 W, ££3K hypersensitivity
syndrome & FFIEN T E BRI T LA S — ICHEL SR
Wi <, B, EE, BHEENRSNIBI I T,
2T, BBOMIERD H 0345 L —DDlER
ERE S TWRER T LIV F—DEFOME S £, HHV-
6 IgG LA O BIE 217 - 72, BIKEANL, ERMEE
EEHOBRREANCE 7. FOHE, hoZEHTLL
F—DFid, BESREEEN CTHHE L HHV-6 1gG Hifk
B ERZRT—~EFHLIEFELLER 72 (F1).
PURMEL, BEZI0E2530BOBIICERELTBY, %
ERFOBEHLTIE R, BERELES LT OFEE
HAbEZEz o7z, F7: HAV-6 DRl LH #2072
BT, Mo L2 tbhho BB LT, %
OB EC, AMBEERLERNY) VI SEkOBBE Vo7
MEREENFHEETH Y, FRELED OAL LT, RO
B Z R, FOAEBETAMEMICH -7/, RIC, MiES
@ HHV-6 DNA Ot % 4T » 72 & 2 A, HHV-6 1gG Hifk
D L5 L7 62 Fld o 18 B¢ iE i iz HHV-6 DNA A5
Hah, ZOETOMERTHHV-6 DNA OB EFL & X

PEO#FERPS, INE CHBOOhLeh o ERD [H
] 2 HHV-6 OFEHALICE DAL T0E Z 20 5
Efrofe, ZHALT, EBHT UYL AV ABREOH
BLICREDNFET A2 EDEBEINDL LI koo,
2000 £ 2 A &0, EICHBAEEC, HHV-6 O FiGH
1t % ## 9 hypersensitivity syndrome O $E 5l A3 $ 3R 25 &
N, BEEBO—BELTULEADONE LI Ko
L6, FEFEEOEESS O LY, HHV-6
BEM L RO5, BONEANCILEATLLY -3
drug-induced hypersensitivity syndrome (DIHS) & I&#5
THIEPRESN, PWHEESERSNL (F3)D,

EAGABUEERF O RBNER

FERVEBBEERERE T, BEEERE 2855 6 58EH
RLABRUCEETS (B2). BRELCERT 2HEDE
L BEED, HSFEES B, S 4 HEFTICHET 5
ZEEHETAE, CONRMBORSIIBRTH D,

EROET VL, BRIDLVEIREBTHAE, Aok
LHBEN, EELLPERITTLIELE . BB, BB
CERBETHRLND L9 B IER/NS VRIS L THEB
L, KRB 22&8D o TLVWHBOHE L 2 o> Twn <,
PEMIZ QAR B ET R0 5,

RESY SEIER D B LT A, FEEICMA S b
EFPIIEAETHLN, EHFOEEY R HPEET S
ZEbH B,

MEMAEAT ) &, FEBRESROOND, 727501,
TaTY = REOBEIE, FiEEEL R B
BEDOAEZFDLILNH S,

B, MEECHEE L, BESLEIS 2BEZA
2 THBRIE RIS AP FNFRE -2 22, F0Ok



pp.23-30, 2009]

%2 [MjEsh HHV-6 DNA DR E FOEZ LB SN -BEEET TOHER

HHV-6
DNA
Days Copy
Age/ after number HHV-6
No. sex Causative drug  onset (copies/ml) IgG titer Flaring of symptoms
1 44M Carbamazepine 12 0 30
13 3300 80
16 2400000 80  Fever (day 16-18)
17 1600000 80
18 4300 320 Hepatitis (day 18, ALT 404)
19 0 10240
2 22/M  Phenobarbital 15 0 20
Zonisamide 22 310000 20 Hepatitis (day 24, ALT 1200)
29 0 5120
3 66/M Mexiletin 20 0 <20
24 1200 <20 Hepatitis (day 27, ALT 505)
27 73000 20
32 0 640
4 T2/IM phenytoin 12 6700 40
14 2800 40  Fever (day 14-17)
15 57000 80
18 0 10240
5 S55/F  Carbamazepine 12 60000 20
14 51000 80  Hepatitis (day 15, ALT 519)
18 0 640
6 88/F  Carbamazepine 14 16000 80  Fever (day 13-18)
16 40000 80
20 270 10240
23 0 10240
7 59/F  Carbamazepine 13 0 40
15 1100 40  Fever (day 15-19), skin rash
16 14000 40
20 980 1280 Hepatitis (day 20, ALT 210)
23 0 1280
8 45M Allopurinol 9 0 80
11 5100 80
12 12000 80  Hepatitis (day 12, ALT 365)
17 0 10240
9 47F Phenytoin 23 0 40
24 3400 40
25 7800 40
26 1000 40
28 0 640  Hepatitis (day 28, ALT 97)
10 55M Phenytoin 13 0 80
19 6600 80 Fever (day 18-21)
23 0 1280 Hepatitis (day 22, ALT 280),
skin rash
11 28/M Salazosulfapyridine 4 0 160
11 6200 160 Hepatitis (day 13, ALT 250)
21 0 1280
12 52/F Allopurinol 19 0 20
25 6000 20  Fever (day 22-27)
32 0 2560
13 49/F  Carbamazepine i4 6000 20 Fever (day 14)
28 0 1280
14 39F Allopurino} 22 0 <20
24 200 40
27 2900 40  Fever (day 25)
34 0 1280 Hepatitis (day 31, ALT 666)
15 40/F Mexiletin 11 0 80
14 750 80  Fever (day 14-16)
19 0 1280 Hepatitis (day 17, ALT 143)
16 30/M  Carbamazepine 17 0 <20
21 310 20
24 0 1280 Hepatitis (day 26, ALT 729)
17 78M Allopurinol 9 0 160
13 300 160  Fever (day 11-1?,
18 0 1280 Hepatitis (day 16, ALT 850)
18 51/F  Carbamazepine il 0 160
23 120 5120 Hepatitis (day 23, ALT 200)
26 0 20480

(X# 14 £ Y5IA)
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Drug-induced hypersensitivity syndrome and HHV-6 reactivation

Mikiko TOHYAMA, Koji HASHIMOTO

Department of Dermatology, Ehime University Graduate School of Medicine

Drug-induced hypersensitivity syndrome (DIHS) is an adverse reaction with clinical signs of
fever, rash, and internal organ involvement. The culprit drugs of DIHS are limited to several drugs such
as carbamazepine, phenytoin, phencbarbital, zonisamide, allopurinol, salazosulfapyridine,
diaphenylsulphone, and mexiletine. The association of HHV-6 reactivation with DIHS has been
known. Flaring of symptoms such as fever and hepatitis is closely related to HHV-6 reactivation. A
combination of immunologic reaction to a drug and HHV-6 reactivation results in the severe course of

DIHS.
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eosino 255%, baso 0.0%, atypical lymph 0.0%), RBC
580x10%/ul, Hb 169g/dl, Ht504%, PLT 255x10"/
ul. MAEA{L2E ; Thil05mg/dl, Dbil0.lmg/dl, GOT
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The Relationship between the Appearance of the Characteristic Skin Eruption and HHV-6
Reactivation in Drug-induced Hypersensitivity Syndrome (DIHS)

Hidenori Okazaki, Mikiko Tohyama, Shinji Murakami, Manami Ishikawa,
Naoki Satoh, Saori Miyawaki, Ken Shiraishi and Koji Hashimoto
Department of Dermatology, Ehime University Graduate School of Medicine

(Received February 12, 2009; accepted for publication April 2, 2009)

We studied the relationship between the appearance of the characteristic skin eruption and HHV-6 reac-
tivation in DIHS. Six patients with DIHS, who were treated in Ehime University Hospital from 2001 to 2007,
exhibiteded the characteristic skin eruption pattern that included erythema and edema in the face and pe-
rioral red papules, pustules, vesicles and scales. HHV-6 reactivation was observed in all six patients, The exact
date of HHV-6 reactivation was confirmed by quantitative real-time polymerase chain reaction assay of serial
serum or whole blood samples. In all DIHS six patients, the characteristic skin eruptions in the face always
preceded HHV-6 reactivation. This is the first time that this characteristic sequential response has been eluci-
dated.

(Jpn ] Dermatol 119: 2187~2193, 2009)

Key words: drug-induced hypersensitivity syndrome (DIHS), facial characteristic skin eruption,
HHV-6 reactivation
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