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ABSHACY EFIMORRICET LAF—BEICEVERT AHERT LLF—BETEDS
FEOEBERICKURIEL, MEREELREZFERELTAHEIHD. AIRICERAT -T2 X
3 Y IEEEE (Stevens-Johnson syndrome ; SJS). =& M 5 B 5 3E fE (toxic epidermal
necrolysis ; TEN), ZEHIMBEUEAEESF (drug-induced hypersensitivity syndrome ; DIHS), £
HHIEER (erythema multiforme major ; EM major) R EM$ 5. SJS, TEN, DIHS [EmF# %z
BHTIEPSREREZPIEDD A, EEEL REIOEIHHEH O H 2ERRR TO ARARIS %
ETha ThHLEZBIFEERRBIIED THIHE, RELPLERBEICAFEZGEST I
ERHBID, EFRIMORRDBRZITOED S, RERDERERRZIIDNDINETHS. SIS/
TEN QERIZEGE, AfE EERFRHERCEHEICOWTHERZIMA L.

[Keéy words| %42 (drug reaction), EHI7 LIL¥—(drugallergy), AF 1 —T>A-¥a>J>
fE{&R% (Stevens-Johnson syndrome), FREEFTRZIEIELE (toxic epidermal necrolysis), ZHHIHE

FEAER (erythema multiforme major)
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FANCLDONEEET LI ENHD. TLIV
F—BFICL 50 LGTFRMNEL & CIUEESE
EBETLAF—BEIZLLD0DPHDL. WiH
O FHE T Stevens-Johnson syndrome (SJS)"
b L < ik vk 3R 356 4E (toxic epidermal nec-
rolysis : TEN)? T 0, % < QM Tl SRR
DRI - 6 AR T 250012 & D EARES
PEa . Zofh, ZIALBERISES,  HEHI P B O
{##E (drug-induced hypersensitivity syndrome :
DIHS)" 7% &Th 7 L W F—HFIC L 2N %%
ELBIENHE ARMTIIREERD SJS/
TEN % i 23RN RO B ik, H5l35
B EEEICHET A BEREIC W THHRZ
A 7z,

SJIS/TEN IZH 50 %

1. BRERFAR

SIS Tid#y 2/3 DIEFIFEAEZFRR LTS, 7
Ofll, =4 275 A=A IV ARGSENEH O
Z & bdHbH. TEN Tl 90%LL EAHEAIGEE M ©
HDH. SIS OETENITEE, FEBE, FM kL
L EEDOBIIZETKE - HATH 5.

TEN Tl3HiliE % R HEf D H 5V, b IFMm
TR BE R L R R R AT T H A EICAEL B
VG TS 2 L8 & TN 5 AT, I & Ml % ff
I DAYFHTH L. BREGITIES SN ~IHE
U P & = k) TR ARET

CIFEA R IHBEOBE T < L9 RS EOZEIHIZLD
AHOBRDHEE A 2 (B 1~4). SJS, TEN &
L REHE XL TH DA, Bd TR R
DAHAD SIS bH B,
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B 1. SISIZHaEOMMET S A - i
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2. R2Hf - ERIZZHER

WAE, SIS & TEN Z @ OfREES b bk
E R 2 0D R OEIEERE 2 2T 5 D
WHBREEZ ONTWS, HEHMHRET 2bbK
- OUbAWNEMZ S L RENES KT
5 E BN B E &) HMERKMEA D 10% &
iia SIS, 10~30% 34 % S]S/TEN overlap, 30%
PLL#% TEN L3 LT3 (5)Y. #AETIE
10% L ElE TEN &L LTH Do T b, SJST
12 & @ fth 1z % AL BE F SE B (erythema multi-
forme [EM] major) s/ CT& 5 2 &, Al
FHIC IS OB L2 B0 B 2 L B BH DL
HEHHELTWA",

EM major |3 ILEAYIREE ORSBRZE 2 L) £
ALt E S, ERERE LTLIELIE# S
A, EIEEIZZ L. BERHCHEP IS L, T
BRI CHREIED & <, SJS LIFBIRETH B

B 4. TEN BT L1E TOMmMETES A - i
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Bl 6. L ARKIETER E P flat atypical targets
FERE T DERIRAT RIC BB 23 5 720, &S
MPEETH LY. 1 - ORI BT 5
EHORA » P S]S TIR I MR AT E D 15
FEPHICT S A, L, I, P & R D T 8
BAGEE DT S, LI O HE5G S IR 0 7=,
T2 ORPEICHARELMES . EM major TIEES
BRSO Z LA %, ke -
THULARRBYETEE B Z b2, DI
MO AR ED D - T LRETENHTH
. BERAEROERI A & LTid SIS D ALEE 135
W, SHES, REREEALIC MRS L, MR
R THEAT T B L AIE RS flat atypi-
cal targets (¥ 6) # 45 & T 5D L, EM ma-
jor OFLEE UL EEAL 125545 L, BT S
raised typical or atypical targets # 235", SJS
THHETT 5 & HBEOBEIER EIz ko s
A IRIER GRS, BRI, BAREE A
BNAHDIZH L, EM major TidAMEEED = &
DVdhoTh, HEOHERFEICLS0, Hh
VK TERRTE T (A UM, Fz 1 o0 2k 4 B L ik
W SIS TIIRHER 272 2 2z b (1) 3 & A
LU M A M E T 2D L, EM major
TIERBEMINE (38) 3813 30T S MRS 1 e
ETH2". RHERE LTSS Tlafbitmic &
R, BRMNICIBREEES oL, EM
major TIREEAN D > THEEKIZE L\,
SIS/TEN id#AT L TANME - OB A% B+ 21
WG MNT RIS Td 7%, SR
W, BB, KR, HAMES G EO Y 4L K

HIEE | L ET B2 LHH 5. SIS/TEN Tit
FHNCRFaAL FAVARE R SHEREAF D
A FRCEXDBMEET 2700, BE2HEATHS
MERLKE L ORNBWHFEETH 2. ey
THNULIHTHHL O PCR 12 & 0 FfiE 2 i v

ANAEBMT A LN TELA, RETH S |
Mz%3 2" AigeEMMEEES X OEIIc 2k

HED Y 7 > 2 B R ML % 1T 2 (ST
THERDSHAES.

T4 AL RRE W O SR H % o 7= R P 2
BEefifT L Cwa. 20+ 2%y bR A v
BAoTwiUE, HEMTEEMESh S, HE
Hetts T H RRIFIER 7 A N A BN 0 45 fiE <0
BN DR 2 &5 6 7 4 L R RRE &R
EtamEETH S,

TEN T 7 F o7 B M 2005 0% e 0 o e 1
(SSSS), b¥ v ¥ay rIiEmRE, (S
%, SYEISEM RSB EIYEE (AGEP), B
PEARIAED 5 B LI TE 2 2 L 2B O WA
HHIZBT oM Twa, B EREAEEDN
4R TIREH OMERBERE bR w S &
b, BMATRIZE D EN SRS, BHOREMKE
WD B, FEETIR & BRI, 5
(2R O LIRS BAE IR AT SJS/TEN & £l 2 72
O, WHZHERET S, AN G <ldm
R, ONEFEBMETT L, &
BRI L Z EDPSBINTE BT, EUNCES I
BT RRBL I DR BT R, S0H e
it 5t Dsg3 Hifk % & o B Ok A g H T H
ZJ]E)_

TR D BRAS T HEHN TR ) > 7 SR
(DLST), 73w F7 A b, PIBREESEABRA —AE Y
Tdhb. Lk #%H»3 SIS/TEN, DIHS 7% X EiE
RETIEEOREAEOR VI LS, K
MRFRERERIZIZ E A EfTb Lo,

3.8 &

SIS/TEN 23 U TId R R M (58987 7 B Hi
BRET)DRAIFREATOA FEOSERENS
—EIRE 25, FRCIREICH L TizeguEc
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mz, SHCRIEEEA T oA FEORBTS
2T A 2 EAFOBOBIFHERLHAEICH
M4 2%, Zofze, SIS/TEN 13 K B R AV E )
L. IR H R 247 5 ko kil To A
BRI LETH .

2504 FEOHEGRILERIC X ) EREREL
REEHE L B 120 —BIZIZ DDA, TLF
= rERRRFAFTTY, FEFAFIVE
FLF=VOry#EET PEERFENELT
0.5~1mg/kg/H, HEiEld 1~2mg/kg/ H THH
+2%. 20meg/HEBALEHEE, FElLbiE
FEVERZHIF L, 535, oL ) E
WFEFIF AT RNRY AT EHT S
LEBORR BB EZ, YEBEORGEE IR
By AL, BEMAMTS B, T¥FHASY
YRRy AE S TR LA, RIFEEH
BOATOAL FTHAHZ LML, #HATL F=V
O )RR D, DR 072 SR
SR TERWHAE, MIHEHRET). WRFA
Lizh, 4~7THEIZTL F=vo AT 10
meg/H ¥ 721% 20% 2 B A (9 : 40 mg/H —30
mg/H, 60mg/H—45mg/H) L, LEIZEED
BEIZADLET3~THIZ LIV F=vyo rit
T 10 mg/ H R E T 5.

MEDRASNZVIZE b 6d, B HE
DAFOA FEEGEHE LD, AR ohhE,
BWRENETIEREITS. FOBIICIE, AT
O FAMAFEZELAT O FIEOKIE %1
RO HREOIH E ZET 5",

FAEGI R AR T ZER, EEFRETY
B E O EREHTIE NV AREEZERT L. AF
L7 L F=va» 500~1000 mg/ H % 3 H &S
5 UNBOBE, NBOBERENEREICET D).
AFuAd FEELEHLCe MRESO T YR
# 400 mg/kg/H % 5 HRERES 5. Zhb
DIEF X D IEROAEFTA ik B wil=e
FHEG], b L REERGER AT A FED
i B R 3 B S IR BB 70 3 A TS ARSI R TR 2 AT

> 14)

)

1SR PR I 25 1 LR DA Bz & D)
2~3 EFARE TRELT 5 2 0% v, LUERIME
ERIEHR OBEIRZ T Th ARG THT 2
HE9T, A2y 232 h e B4 L
P A - ETHET A, HARE RS E
TRERNEOBRBIRIEL E,S. IO N
CF—3av2BET2EMLH 5. MINEHELC
B L HRBEIHTH 5.

DIHS ([CHITZOR%

DIHS TIIHBAERIZ RV d > THRETH
D, OEPOENICERPLT 75 2 2 Lixd
LH, KRS AR E LEOBRHEREIC&LD
{EEOHBHERZMES ZEdh v, JBICBL)
% Forschheimer KR I2 81T % Koplik JE &
ENEESTHZ DDA, DIHS OFFEIZD 2
5T LRI KA - 05 A Z 1S B5E1d STS/
TEN kD F —3—F v FREE, W - FEH$
AT ALENH B,

EWMAIMBEZ ICH T HORR

IR BRI I B W T L BALRIED LS,
CEERBREREEI) LD Y, MR LI IS
EM major & M:EN 5. SJS/TEN & & 8554 i
WRETH D, MR % Kl D% TEALHER]
B TIEERBEO P O R THERARRT 52 &
A3% . EM major TX 7L F=v o ¥ 20~30
mg/HBEO AT oA FagfkifrbhbZ L
HdAHHS, SIS/TEN L 572, FERER, B IE
Wed 1 AMBE THER D ICBIRT 5.

ERIMKAEE

HEA 2 A & 3 2 AR REC B\ TR B L m
AR AHE - B AZHE LD LD 5.
BERELLTEIT RN, TYS33I¥, FT
VN b SHEZETHEH, V77 EY >
RFruY U EBELRET ) — VR, 15
ST NERE, YIXxvy, Ay —Tzur
a2a R EHDH AP, EHRIWFIEHE TR O
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HHAORMER EEZ SN BBE, N LEr+
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AEEl), REEOBRM T, HERIEE
an (FUBHEIE B, RBEIN#ED S bise st
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ADEENRG.
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FU®IC

Stevens-Johnson syndrome (S]S) D94 13
1922 e =2 —3a— 7 O/NREIETH 5 Stevens
& Johnson 2SI 28 & MRANZE % £ 9 81 L w5
B E LT 2@/ NiEl G L 2 ok T
2V, 5, i EEE (toxic epidermal
necrolysis : TEN) 1% 1956 Fi2 4 ¥ ) 2 DR
IE Lyell? (= & b Fefk ff o TRMICFAE L, HAE
MRk o AR E O s AR R L, flEkAICRILD
ARG FE L T AR E L ORGSR, Wl
I E > R pREcHE N, 2T
fHOBEBEE LA ST 7ehs, EETIIWE
RIHASE R, [i# 3B QS RGIc e £
Rl BBz DESEEREE 2 Bl & 4 AHRETH B
EDH G T,

1993 SEIC Bk DTS 77V — 7 Hsilise i & Je f
HIEEMATIC X b 10% K% SIS, 10~30% Aiifi %
SJS/TEN overlap, 30% Ll L% TEN & 4578 L
72¥, bHETIZ10% B Lid TEN £ LTHLh -
T3, bAEIZE T 2 FEEME R AT 100 A
HzH SIS A1 HERMIC 31 A, TEN 2813 ATH
bR T4 A LHEFENTVEY, bYETHIEL
L S]S236.3%, TEN23216% WS Ts
b, BCROEE L EEEIRRWY,

FEIN & L TiE SJS Tz PHZENEMN AT S 42 e llilizk
7 & O 5 WP s RE DS, TEN Tl o
2k D&M A H D, HEEIX SISO
11%, TEN @ 31% & 6, KiA%Z &4 REE,
MR R FREE, TUB% 7 E93dHh B, SIS T
AN U I3 L EETHER IR 5 OH
BRI I A R B e

(T 142-8666 H T ERE I E oD & 1-5-8)

2

PE 2 o 2 B

=
Stevens-Johnson JiE {5

AAEE*

Hirohiko Sueki

® 1 TEN ORRBIER
MHEMLADEMA 2 RS ICHIE
L. UsAZET 3,

638% TH B DIZH L, TEN Tid 94.4% 33EH1Ic
£ 39, PNRTIZ276% DIEBINw A 275 X~
RIS T 3 & OWiind 5,

AFETIE, bOEIC BT B SJS/TEN DEH O
LT AL HE 2 SR PR IR & IS 2 W TEET B
EEbic, HSuAMEREER & BT 5 DRk,
WHEH, B, SLOIERIZDWLT Biliis v,

SJS/TEN DE2#R

3T LA L DB & it L T4 2 I E D FLHE
TRE DR E IS AR - VA%
&, BB, BEEEE AN (K]
D, W1z 2 & £EPESICHET 2 L0
N B FAEOFEEE LTHiishzY, SIS/
TEN & &I B RPRIRA TR (IR, 1S, sHEis
&) OILHITCHEE RN Z (M - i % £
IUBA%E) PERICESDNS (H2),
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SIS Tl T ARG 25 2 3 T AL (A E)
cHEFLNTLEDICNL, TEN TlE—#DMHR
MR ZELHYD, BIFTRELTWVS, SIS/
TEN (37458 B L LA S TdH
2H8, ISR TS (3 L R L o R IR 25 %
P9 %R B ESRER (erythema multiforme [EM]
major) ZI3U &, JFE, WE, KEZED7 4
VA RYERE, 7 F 77 R P B (5 Rk B I fik A
(SSSS), FF v 73 a vy ZREWERE (SN
57 FOMIEMEER, HOREEAERES & Ok

B HsHESMETH 5%, SIS/TEN 1 FHUES T
2k 2 RO EHEIGESEETH D, T LA
DM O M R 2 TR LEEL%
Vo, WRUERGHE D BB & D 7 A )L AFUR BT E
Wz J63 oo LS U B A VO 2 R PR A AR A 2 T
AATEIE TR 55,

SJS/TEN I2 & 5 41 2 KL O ReB I3 BT, ST,
CRERE A S IRTIPHIC i § 5 2 &, FLBE I PERE
F, P HFEL (A o flat atypical targets a7 LY,
Mot R 5 2 ETH D, FFC SIS TIREHK
e & FE R DIRFEVERTE 2 HIMT 2 2 L A3EL »
2Lk, EEER I R DB A L E
Wahd T LM AEE E LTS, TEN THIHH
AL 2 RIATR & LT 5, SR BRI I S8R
L iR cld RO ER/ESIEE B3 508 bk
¢ kb 200 fEFREFT 10 L Lo R EIIE () 5E
RMERT B EHHEE LY,

SJS/TEN Tl A EHEIR & L TIbFEN I SR,
I AR Z D, TTFEPI PR <= R EE
Dt-&, fix OREICHEEREZMNES 2 & AEIT
HizFonTwv s, BICRERO SIS & %1F
STBEERAER 2 @l OB AR IR O f 325
o 5,

SJS/TEN Dk

SJS/TEN O ifa#i % iR ¥ 5 dij i geREE D ok
DBBHFTH 2, BHEORHNIE, #iR - SEEEIC
L B, SETT 2 SIEROGOINE, B -
KRB ZE e & D ERH B, B 2 IREHYE LT
H5, NESMOH 2HEETEBEEMECL S
RIS TH B,

WYL W T E B EIARE L LT, I GBE

ﬁ&u#?:ﬂ%ﬂ 3 ;
E 2 TEN C&F30E, OEEEER
GEEICAShAHMm, MFEEHED S ANFEYT
H 3, GEARGE FEMOAL. MB ENT 199: 2016
& V) #nif)

%7 HAl#R £ T) ORIFKEAT A FHEOEL
WEEEASEE EINE 2B, L F=vVarEiiEs
GRAETy, FXHAZSvETLF=V O
Bc, hAEREAIE LT 05~1 mg/kg/H, HE
i ld 1~2 mg/kg/ H CHItAT %, SAEHe A0
MEIE T 2EW, HOEHREE T b I A O FIER T
E AN AREEEREET S, AFLTL YRy
500 mg~1000 mg/H % 3 HH#45 3 %, IS A
45 T O A ek G 2~3 [ml, i £ 7k
baH) 2k FEs a7 BRI (TVIg)
Wk (400 mg/kg/H, 5 HMERHES) ez
DD HIEEE N T 5,

S DBFE R oM, FLBE - RECR
B KEBSE OMEIR DL, 88 A 6 DB
DO, e, SRR R R odesE, T
ks 2 L olEmEE oW R E iR e T
5, w4275 AeinEDBYSEDIR & 72 58
HlEplisrcerus 4 FEPLTFIHA 7
) v RPUESE 2 O L s MR 21T .

HRREBREE I 515 SJS/TEN OFER

Bequignon 5% @ (2 X 4uig 49 Bl @ S]S/
TEN @122 E HEWAKERHE D FEL 7 7 A
N—Za—F%MoTHELLLEI S48
(98%) (CMET, MEFUEE A RECE, IPIRIN
e, OERE, SU Vo 2 BUEPTRAE S N
AL VS « CIPERSIEE - SaPAAs 46 6 (94%)
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CIHEH & ERTFEDS 26 B (53%) TH o7z, FEWRE
FLBEAS 45 (6 (92%), B TS AH 39 45 (80%),
B TH (14%), AHESH (10%) TH-
729

EHELE - & - THER (severe ENT form) ¥
HhbEMEFOEEFEE 285 IEM L 14 6l
(20%) o, HEEEPIEREHOHERS
{, LEEMENCIBRIME & 0fF B4 3
» 5N (odds Hh59, p=004)%, 204 (59%)
TRED S OF 2 — THREDN 11 HEHET
Hol, AN EOFE®H L AEML 1361
(27%) THoT=, 1260 (24%) LU AHEE
#Ix AR 5 17 AERTHIEL 72, SJS/
TEN FE 1 ££18 D follow up "Tld 1 % I & il
W IZBEE 2 CIRIEL T, 1 FIci O,
A S - Mk - =9,

BB

SIS/TEN @ &% 13 55K i B S b g I
DFERZHE ) 23, 2B L RITONEREIC X
DEHEE: CRIET 2, HIEALH - & - THIE
(severe ENT form) IF i HEO Y A ZHT- L &
NTEYH, SJS/TEN oMz v T RIE
MERHTE R b EEBBETH B,

SR AN T A IH R DI e At
SECTEUIARTRE (H26—HR%S 6B ———081) DiEl;
EFiF,

X B

1) Stevens AM, Johnson FC : A new eruptive fever
associated with stomatitis and ophthalmia : Report of
two cases in children. Am J Dis Child 24 : 526-533,
1922,

2) Lyell A : Toxic epidermal necrolysis : an eruptive
fever resembling scalding of the skin. Br J Dermatol
68 (11) : 355-361, 1956.

3) Bastuji-Garin S, Rzany B. Stern RS, et al ! Clinical
classification of toxic epidermal necrolysis, Stevens-
Johnson syndrome, and erythema multiforme. Arch
Dermatol 129 (1) : 92-96, 1993

4) bR B, EI%ER, FAKME, b Stevens-Johnson
FEEN G & o iR T O EEFHFE. H

[ERE 121 (12) : 2467-2482, 2011,

5) EAgHIERIEMIE RS A MR RTEYE
FO(ELUIEE WEEZR), LRI
T 5 AN, TR 27 EERIS - SHEUTRR &G,
115-131 H, 2016,

6) Bquignon E. Duong TA, Shidian E. et al : Stevens-
Johnson syndrome and toxic epidermal necrolysis
ear, nose, and throat description at acute stage and
after remission. JAMA Dermatol 151 (3) : 302-307,
2015,

1590 JOHNS Vol.32 No.11 2016



SABRESTRI? BERHEFIZLHDNLEMER

BERBIEREC L 5KE
ok W
BRAELRT RS —

B4k F125 B
20164E12 5 15H B4




— ThiRESTE@ ERREBEICEILSHFSNBIEEFEIR

ERGN  mAEE BMAFELBEER2HE)

HEPRImaREREEIC L DFER

AR B2

IFﬂﬁmEbW5a>(QIE§ﬂIﬂ' ..............................................

[2 BUFEPRIRD 60 BB NAMTYT. BOEEJTUAEY RN SAFFU IO LICERLAEZA, 5 BEICHET, sl
5B, EREEICHFRRUAD/NMING LCREBHFHBRLELE EEAOMMEELAFIT) 70T L EhIET B DEMIL ?

AEBY

BE 0mANL.

R 8 FATL Y 2 BIRERAICH L TRIREE /M. 7 BRIICTVAEY KH5AHFTY 70T AR
REEESNL 2 BAIO®R, SUEZSYER, A8 LEBICERAERO/NMIED LIRBEEY
HIRL, BRAICIEHMAL TE L BEREIEV(EI, 2).

BRERIRTE © B MIEREY 10,800/ul, #FPER87.2%, Y /SEK 10.1%, HFEEEK 0.7%, FRMEEEK 509 7/ul,

Ht 47.5%, MAEFEEFRE L7 F-MEICEELL, HDAIC7.1%, AF7 ) 700 - DOEH
AINY 2 NERRIAEER (drug-induced lymphocyte stimulation test : DLST) (£ S. I. {& 1.2 &B&1%.

B1 EMCHAMEABESHFA5ND

B2 EEESOIEARK
FARAREOIHREEZIZEL TS,

B EEREDISD Am ..............................................

[SGLT2 MAEERBMBEICTSICEULARBSEE LA LS, FLAX—BECLIRBE 3EA8<, B
KIS RTRENEE LTI EAONET. AFFUTOY L E#HEL, ZLI—ILERZ, +HEKIE
RERRL, EBICHLTRATOC RABRBACLVEBEIRE(CBELET. EBIERLABLBEH DN
BEFVET. | :

Q56 BRI HE A # — Volld Nol2 2016 45 12 A 1347-8176/16/#8: ¥ 800/76 71 ¥ 1200/ 3L/JCOPY

| R

SGLT2 BAZERICL D EE - KEES

SGLT2 FHESERERME DO BEIE - B RE R AL L
AFSsFN7adr20%, F¥2975) 7128 1.2%,
FRZ) 7BV 15% &L, MRKOEAZILLE
FIETHa. BBILETLIF—BEICL2b0LIE
T UAF R, ThobLEROERRT 2 KT 5
boibh, MEEZALETLIMETHL. Larl, &
F A L IMHES, TBMRE ] 2o [ 5
LIFORRTHZL0H 5.

01444 BIA TS5 70 70T P RMIZHEES
M, BHSEIIHT THEEDHRBREZRE < L5
ETHE SN, Tk, FELH 29 BIHIEME
2B % recommendation 25ULET S, AFIFE 51
$eps % B b B KLBEZ: & O RHEIRATRED b NI E
GRS ERIEL, MBI Y LT -3
vTAZE, BMEREEEZIT) ) EREES R
72V, SGLT2 HEIH OB D% ATNIRFMHE E )
SHEAMPMICET L OHNE ., TLLVF—HIFEL
Tk, BESERELZL, LLAKRKELLRTW
Wil & —s Lz e s, BAKISHED Bpakibh
7z, BIARIZTEITROE T 2 & 72925, REMNHIIETE
FAEELRHZELTVLI LML, —HOEHMT
FCAEMEFITTLAE DA U, TFAT RIS R PHTIR AL
BRERE, BRIV R & L CRAES
HOTIRBRVAEHEREESNSY. 2015 1B
T HNENHFICRE S R0 d, EOBEAKIE
WA L7, SGLTZ EED LN THL, 757 7
0¥k B HE - EMREE (B 3) OBEN R A - 72
HBELT, 7y FOEENSATZ ) 70V 08
Al 42 bl U IR RERT B L8R LR 97 v & & AERE S
nTwab.,

WHRAEHM~ A ¥ — Voll4 Nol2 2016 412 H

B3 47770 7AY BERCTRICEULSRE
KRR 5
RECHIRER IS B

SGLT2 Ml 3E D S I B TR, BiAK & B5
HOFMABRF IOV TEARHAERLE L, Sbkb
Bt EE 2 b b, SORAEE S Ml L 723912
B2 AL, Mgt b BKE RS i AR
WHNz. 29 LBREIc L 23ETHILE, BKD
I & BB~ ORIERPEC L Y SGLT2 BHLE 3 O RkHE
ETaICTRETH 5.

—7i, &b TLUTIXH DAL HALBER R [ 2 3
BhETLLILF-—BFICI2EBLMESATED,
SGLT2 fHEHRIZ X 2 HEORBIEZ K TII A, #
BEAEIR 2 01 5 ZIRALERIEE B 1L, FIEE TH D Ste-
vens-Johnson i %2 Hrag it 2 BEFEIE & W] — A
RNV ECHDH I LR, BRRLHBYEIRE M) £
KLBERERZ 95 2 B 7oA 3§ I MRS M R 2 A
L, #EEoh LT3 TH5H. SCGLT2 lF
FEIZPRERT, R LT 2 BRI TR0 < SO ik
L, EHIEOTEMZBERALETH S,

SGLT2 M35 Pn R I kB & £ Lo had,
TUNVF—BFIZL2EEPRIOHFVRELTS
B, REBOEGIZIET LV F -T2 L 5 7ok
HIEETHY, “ELEPILIZEZORFEEZEL). L
HLEDbOTHE VA, BEEEE TR OB -

957




—¢ hEEESTS @ RBRREBICELHSNIHEER

R LETH Y, KEMFHE L OBEFEETH 5.

Z D DFERIFETEIC L BDFEE - KEESE

PRI RORERIC X 888 L LT, fEkD 5 AN F
ZIVIRFE (SU) BTGS2 EhA bR
fohs, EfRELCEBORETIZELO TS hdol.
IT4E, SGLI2 MHEIDIEATIE DPP-4 FlEHIC L 3
LR REHF T OWEVENI TR s 2.
DPP-4 FLESEIC X 2 A EREHE TR ETO
EIAH, VETVTFLEENT T TF AR
ELTHEENRTWS, #H5RE1~13 7 HTRIEL
THY, BEMAERIC & 2H0thuRE T R B B
FHRIZ 1gG, Cs DELAT R il 4t BP180 Hifhko I 51 A%
RENTVSY. FREOPILIC X ) BatomEeic
T LRI~ O BRI BAFT, AT a4 F3EE kT
IETELEOWENDH L, #B L LTOREEICIZO
HOebigrm S i, B CREME ARG & [F U fa i
WEAL, REEEZ PR LTOHBELEWER, @%
SERFI I H PR R 2 @ & [ LR % 3395,
JEREE DR IC X DR L, HmERL 2 WiER, @EC
PUAKE 72 E ORI A R DO SN W ATHE
EIEPEAIEAE & BRIRFER AT 26, L {3k
HidH 6N 5D EERIE, MEIRATE O AEAE &
U CIRMBI 29, o 3B KIS N5, DPP-4 [
FEECLDEMIOKEEETLHEDL0, @030, @
DY A THEETHLDEMEBEEING, JEFWHIEILZ
DTS HOENREOERPLEEEZ SRLE,

DPP-4 DRI 501 T 5 DPP-4 1AM A2
InCHEBMLTEY, MMMERPEO CD26 & [W—WH
TdHs. CD26T Mg SRR WY L TBh
D, DPP-4 MF DL M2 M) v~ F, SLE, %%
M, ZINE MR FERES &0 | O fEti
BOFESENE L FATT 5 EOMENDH D, KEHEKE
WIZOWTH IS OB L LT 2 a5t E

ENTw5b. DPP-4 D#IZ L H CCL11/eotaxin #*
AT BT IC LD B IZBT BB R b s b
ZEDRINTHY, KEHERERICEDONEE
BEFAEEEZEHLT2b0LEZLREL. 201
%, DPP-4 O E1Z THINRIZ BT % TGFE betal i
A, GEIGET A, (ERD SRR R O B E
ML H 21 TGF betal 23HML Twa Z & 6
TH N, Thl, Th2, Th3 /35 ¥ A% RIZT D
O EHEM S D, KPR DA DPP-4
PSR IZ X B FEHED DL 7 bl (38 L v 2%, DLST
FeAs, WERESE & PR R S AR TR B R AN R L2
T 5, HEGICE DIERPEHRL vhdk EOFEH
ERAGLTHM§ 5.

BERERBEIZL 2203 0r03B L LTHRTED
% 7%, DPP-4 &3 CHEMURALBE IZ R, 2 A8
T, Stevens—Johnson JEMERE, 2EILENE RSB MENYE
EMO, THRIVI VIERRE, T AV R ATEIEALRE
WOENTHRED D 5.

SRR ARG LI AR SR AR T A B s i i HR S
FERIF 58 o 5 (H26— M i 55 () ——#%—081) m &M & 1}
7,

SZRR

1) fie i fi— (2015) SGLT2 Bl SE AR 1T o> i T 9 JB 5 o0 e
JHEHR 22V T, Diabetes Update 4: 84-88

2) $EEAE I (2016) SGLT2 BHFHEIZ X - TH M B I2
Z5OH?  Modern Physician 36 : 159-162

3) Aouidad I, Fite C, Marinho E, et al(2013) A case re-
port of bullous pemphigoid induced by dipeptidyl
peptidase 4 inhibitors. JAMA Dermatol 149 : 243-245

iz VB0
WRIRSEBESEHS  HM ol
T 142-8666  HutHkanlll X 1-5-8

958 BERIGEHE~ A % — Vol.l4 No.12 2016 4 12 H




Stevens—Johnson syndrome (S]S)/toxic epidermal necrolysis
(TEN) OZhrEEYE]

AR HE

HAEE 7 LV & — - 3R JH RFESHMEE

Journal of Environmental Dermatology and Cutaneous Allergology

Vol. 10 No5 (Serial No. 48) : 530-536, 2016



J Environ Dermatol Cutan Allergo!, 10 (5) : 530-536, 2016

&
gﬂltl

Stevens—Johnson syndrome (S]S)/toxic epidermal necrolysis
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(J Enviren Dermatol Cutan Allergol, 10 (5) : 530-536, 2016)
F—T—F 1 AF4 =T VR Vary AelERt haptEREgseE, Skl LM

AL, BB

ElaIZ

Stevens—Johnson syndrome (SJS) % & UFIC toxic
epidermal necrolysis (TEN) @b EICBIT 52
Mrakde X, 2002 SEICEAS BB AT (B
BH CBRLTHIE) oL Y ER s T, 2005 4E
DUEERTHEEI TR AV hER L TWwEY,
87 b RTRRO BT SIS ORE I Em E R
AR THL, UL, MESELTEEER
T8 U EURAER R R B E R OB 2 kA v, 2
Wik R d o I BHE S, EEEE O THE
ENBHESEAMEER (erythema multiforme
major - EM major) & OEZE 2B D R34
EOEHBT oML, BERGBIEHEEHEHGIE R
HREOBHHERFEREFOLHIZIE, EM major %
SIS L ZW L TwAHMNE V. RKE”IC LT,
JBA S IERIER - RSN g2 a TR E

ENBS]S/TEN OZWIEMER X, REHEDHGE
TH# 60%, KT R LAAL o> DRl T 13 2 T IE T 1
WORBTFTH o7& LT, [FEERIEOBE I1ICE
HEBLLTWA,

F I TEEOWETIZH 2o Tk EM major D4t
FVEHEBICMAZ S Z L, SEERPEERE E
FRERIEIN Z BRI BT 5, MBI R % %
NhterZ &, EERIELAE L DS Z 305 S L B HA
Fére L, ThETURICEEBEOCZENBLE
LBELiEETAEEFEEE L,

AR OWETIE, EELS S HAABIIRET 5 R4
WFZedE (BFeftRs  HEERER) CBwTilsk
&k, Wi, WEmbhaEic L ks h
SJS/TEN ZHH A4 Fo 4 VIERBEREIC LY TD
#izo SIS/TEN &kt 2016 (Table 1,2) &L
T, BWFTAFF4 2016 & ELizngshi

D BRI IR AR R R S
T142-8666 WILHERSHIIK o+ 1-5-8

Wt KA HE

Bk R (2016 4E5 A 13 H

] Enviren Dermatol Cutan Allergol - Vol. 10 (2016)

— 531 —
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Fig. 1 Clinical feature of flat atypical targets in SIS/
TEN.
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Revised Diagnostic Criteria for Stevens—Johnson syndrome 1
(SJS) /toxic epidermal necrolysis (TEN) i'

|
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1-5-8 Hatanodai, Shinagawa-ku, Tokye 142.8666, Japan

&
The current revision of the diagnostic criteria for SJS/TEN was developed in order toi) establish ‘
a method for excluding erythema multiforme (EM) major : ii) provide detailed descriptions '
about the clinical findings of the disease, such as its skin manifestations and systemic symptoms :
and iii) increase the consistency of the international classification. The aim of this report was to
reinforce the important role that dermatologists have during the diagnosis of SJS/TEN. Clinicians
should differentiate between SJS and EM major based on a comprehensive assessment of five
essential criteria, including malaise, the response to treatment, and the degree of epidermal necrosis
according to histological examinations. Detailed cutaneous, histological, and systemic findings have : M
been added to the revised criteria. Diagnoses of SJS/TEN should be made based on the fulfillment of
all essential criteria throughout the course of the patient’s disease while also considering supporting
findings.
(J Environ Dermatol Cutan Allergol, 10 (5) : 530-536, 2016) :
Key words : Stevens—Johnson syndrome (S]S). toxic epidermal necrolysis (TEN), di- }
agnostic criteria, erythema multiforme (EM) major, differential diagnosis
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Toxic epidermal necrolysis caused by acetaminophen
featuring almost 100% skin detachment: Acetaminophen is
associated with a risk of severe cutaneous adverse reactions

Hideaki WATANABE,' Taisuke KAMIYAMA,' Shun SASAKI,' Kae KOBAYASHI,'
Kenichiro FUKUDA,? Yasufumi MIYAKE,?> Tohru ARUGA,? Hirohiko SUEKI'

! Department of Dermatology, Showa University School of Medicine, *Department of Emergency and Critical Care Medicine, Showa

University, Tokyo, Japan
ABSTRACT

Toxic epidermal necrolysis (TEN) is an adverse reaction that can be induced by various drugs; the

associated mortality rate is 20-25%. A previous report showed a weak association between TEN and aceta-
minophen. Recently, the US Food and Drug Administration declared that acetaminophen is associated with
a risk of serious skin reactions, including TEN. Here, we describe the case of a 43-year-old Japanese
woman with TEN caused by acetaminophen. She had poorly controlled ulcerative colitis and was treated
with high doses of prednisolone, infliximab, acetaminophen and lansoprazole. Nine days after administrating
acetaminophen, targetoid erythematous and bullous lesions appeared on the patient’s trunk, palms and the
soles of her feet. The skin lesions expanded rapidly; within 3 weeks, skin detachment was detected across
nearly 100% of the patient’s body. However, no mucosal involvement of the eyes, oral cavity or genitalia
was found. We performed lymphocyte transformation tests using various drugs; however, a high stimulation
index was obtained only with acetaminophen. The patient recovered following treatment with plasmaphere-
sis, i.v. immunoglobulin therapy, topical medication and supportive therapy. Acetaminophen is included in
many prescription and over-the-counter products; thus, clinicians should monitor their patients for severe

drug reactions, including TEN.

Key words:
epidermal necrolysis.

INTRODUCTION

Toxic epidermal necrolysis (TEN) is a serious, life-threatening,
cutaneous adverse drug reaction with a high mortality rate
(20-25%)."® The disorder is characterized by a rapidly devel-
oping blistering exanthema of purpuric macules and targetoid
lesions accompanied by mucosal involvement and variable
skin detachment.* TEN is defined as skin detachment exceed-
ing 30%.* Strong associations have been reported between
TEN and a number of drugs, including anticonvulsants, allop-
urinol, anti-infective sulfonamides and nevirapine.2 A multivari-
ate analysis showed a weak association with acetaminophen.?
However, the US Food and Drug Administration recently
informed the public that acetaminophen is associated with a
risk of serious skin reactions, including TEN.> We herein
describe a severe case of TEN due to acetaminophen that
exhibited no mucosal involvement of the eyes, oral cavity or
genitalia.

acetaminophen, lymphocyte transformation test, severe cutaneous adverse reaction, toxic

CASE REPORT

A 43-year-old Japanese woman with ulcerative colitis (UC) that
was controlled with systemic prednisolone (PSL; 10 mg/day)
reported an increase in symptoms. The patient’s treatment regi-
men was changed to high doses of PSL (50 mg/day), infliximab
(5 mg/kg), acetaminophen and lansoprazole, and her symptoms
of UC improved. However, on 10 July 2013 (9 days after her
first dose of acetaminophen), the patient noticed an erythema-
tous eruption on her palms. Two days later, the patient visited
her local hospital. Edematous erythema was detected on the
patient’s palms (Fig. 1a) and soles. Scattered, flat, atypical,
targetoid, erythematous lesions were noted on the patient’s
trunk (Fig. 1b). Moreover, slight erosions and white crusts were
evident on the lower lip. The initial diagnosis was hand-foot-
mouth disease. Because the clinical findings of hand-foot—
mouth disease sometimes mimic those of severe cutaneous
adverse reactions,® drug eruption was raised as a differential
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Figure 1. Clinical findings 2 days after toxic epidermal necrolysis (TEN) onset. (a) Edematous, erythematous lesions were seen on
the patient’s palms. (b) Papules and atypical targetoid erythematous lesions were also observed on her back. (c) Epidermal detach-
ment was noted 12 days after the onset of TEN. (d) Skin detachment was noted across nearly 100% of the patient’s body 20 days
after the onset of TEN (on admission to our hospital). (¢) One month after the onset of TEN, the patient’s skin lesions had improved.

diagnosis. All drugs except PSL were discontinued. However,
the patient’s skin lesions expanded rapidly. Twelve days after
the onset of TEN, epidermal detachment was detected on the
patient’s trunk (Fig. 1c). At that point, skin detachment was
noted across 60% of the patient’s body. The patient was trea-
ted with systemic PSL (50 mg/day) for TEN. She was also given
i.v. immunoglobulins (3 g/day for 3 days and 10 g/day for
5 days).” In addition, plasmapheresis was performed twice, 12
and 14 days after the onset of TEN, respectively.2® Despite
these treatments, the patient’s skin lesions did not improve,
and methicillin-resistant Staphylococcus aureus (MRSA) was
detected in her blood. The patient was transferred to our hospi-
tal 20 days after the onset of TEN (1 August 2013) (Fig. 2).

On admission to our hospital, epidermal detachment was
noted across nearly 100% of the patient’s body (Fig. 1d). How-
ever, no mucosal involvement of the eyes, oral cavity or geni-
talia was found.

Laboratory investigations on admission revealed the follow-
ing: white blood cell count, 7.7 x 10%L (normal, 3.5-9); aspar-
tate aminotransferase, 16 1U/L (10-30); alanine
aminotransferase, 7 IU/L (5-25); serum creatinine, 0.38 mg/dL
(0.5-0.9); total protein, 4.2 g/dL (6.7-8.4); albumen, 1.7 g/dL
(4.0-5.1); and C-reactive protein, 5.20 mg/dL (<0.2). A lympho-
cyte transformation test (LTT) was performed with acetamino-
phen and lansoprazole; a positive result was obtained for
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Figure 2. Treatment. A physician at the patient’s local hospital
treated her with systemic prednisolone (PSL) (30 mg/day) for
ulcerative colitis (UC). The patient was also given intravenous
immunoglobulin (IVIG) therapy (3 g/day for 3 days and 10 g/
day for 5 days).” Moreover, plasmapheresis was performed
twice.®® Despite these treatments, the patient’s skin lesions
did not show adequate improvement. The systemic steroid
dose was tapered in line with improvements in the patient’s
clinical symptoms. The patient was discharged without seque-
lae 75 days after the onset of TEN.

acetaminophen (stimulation index [SI] = 10.5; cut-off for the
LTT, SI = 1.8), whereas a negative result was obtained for lan-
soprazole (Sl = 1.1). Because the patient had severe UC, she

© 2015 Japanese Dermatological Association



was given systemic PSL (30 mg/day: the same dose as on
admission), which proved effective for the skin lesions. The
patient was also treated with antibiotics for MRSA and methi-
cillin-resistant coagulase-negative staphylococci sepsis. The
dose of systemic PSL was tapered in line with the degree of
improvement in the patient’s clinical symptoms. Twelve days
after being transferred to our hospital, the patient exhibited
re-epithelialization across most of her skin (Fig. 1€). Given the
patient’s septic state, we changed the antibiotic regimen
according to the results of blood cultures; antibiotic therapy
was stopped when the sepsis was resolved. The PSL dose was
tapered gradually; ultimately, 10 mg/day was found to effec-
tively control the patient’s UC. The patient was discharged
71 days after being transferred to our hospital. The UC relapsed
1 year after discharge and the patient was prescribed infliximab
(5 mg/kg) once again. The UC is presently well-controlled with
mesalazine, azathioprine and infliximab (5 mg/kg).

DISCUSSION

Here, we described a case of TEN caused by acetaminophen.
Previous multivariate analyses conducted in Europe showed a
weak or doubtful association of TEN with acetaminophen.?
Recently, the US Food and Drug Administration reported that
acetaminophen is associated with a risk of serious skin reac-
tions, including TEN;® they also stated that Stevens—Johnson
syndrome (SJS)/TEN can occur with first-time use of acetamino-
phen or at any time while it is being taken. Moreover, they
reported that it can be difficult to determine how frequently seri-
ous skin reactions occur with acetaminophen due to the wide-
spread use of the drug, differences in use among individuals
(e.g. occasional vs long-term use) and the long period of time
that the drug has been on the market.® Therefore, health-care
professionals should be aware of this rare risk and consider
acetaminophen, along with other drugs already known to have
such an association, when assessing patients with suspected
drug-induced skin reactions.® In fact, a suspected case of SJS
due to acetaminophen was confirmed by a challenge test.'°

Regional differences in acetaminophen-induced SJS/TEN
were reported by Mockenhaupt et al.? Additionally, Ueta
et al.'" reported that cold medicine (including acetaminophen)-
related SUS/TEN was associated with human leukocyte antigen
(HLA)-A*02:06 and HLA-B*44:03 in Japanese patients. Further-
more, they found that HLA-B*44:03 was significantly associ-
ated with cold medicine-induced SJS/TEN with severe ocular
surface involvement in Indian and Brazilian populations, but
not in a Korean population, and that HLA-A*02:06 may be
weakly associated with the conditions in Korean, but not Indian
or Brazilian, populations.' Taken together, these data suggest
an association between HLA genotypes and acetaminophen in
patients with SUS/TEN.

Our patient had been treated with systemic steroid therapy
for UC. Notably, a large case-control study conducted by an
international group of experts in 1995 demonstrated a signifi-
cant association between systemic corticosteroids and SJS/
TEN." A multinational case—control study conducted in Europe
showed that a large proportion of patients taking systemic
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steroids developed SJS and TEN.2 Moreover, Lee et al.'®
recently showed that prior use of corticosteroids prolonged the
period of disease progression without influencing disease
severity or mortality. In addition, when SJS/TEN is preceded
by the use of a single high-risk drug, the period of latency
between the time of commencement of drug intake and SJS/
TEN onset may also increase. Such findings suggest that corti-
costeroids mildly impact the course of SJS/TEN. Our patient
had been taking systemic steroids for UC; therefore, we cannot
exclude the effect of systemic steroids on SJS and TEN. How-
ever, it has not been determined whether corticosteroids are a
direct cause of SJS/TEN, a risk factor (by modifying the
immune response) or a confounder.?

Cutaneous reactions are relatively common in patients trea-
ted with tumor necrosis factor (TNF)-o inhibitors. However,
SJS/TEN caused by such inhibitors is quite rare. There are only
two case reports of SJS attributable to adalimumab. In our
patient, infliximab was excluded as the causative drug,
because this had been prescribed to treat UC after resolution
of TEN, and no skin rash relapse had been noted. However,
several recent reports have shown that the TNF-o antagonist
etanercept can be used to effectively treat TEN.'*'® Thus,
TNF-o antagonists should be prescribed with caution because
of the risk of severe drug reactions. These antagonists modify
the immune response in the same manner as corticosteroids.
Further work is needed to clarify the roles played by TNF-o
antagonists in SJS/TEN treatment.

In conclusion, we presented a case of TEN due to acetami-
nophen that showed almost 100% skin detachment. Although
previous publications reported a weak association between
acetaminophen and SJS/TEN,2 we found that severe drug
eruptions may be caused by acetaminophen. Acetaminophen
is included in many prescription and over-the-counter prod-
ucts; thus, clinicians should monitor patients for severe drug
reactions, including TEN.
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