AR - WA LT,

C. WFoefksE

SJS/TEN TAWEYT 5 M s & ERAEHES &
DY T AR L5 el 217 - 7= fl 5
XIS NV A ERIED A T) = XL
5975 4 SDOMAG T IS e GR%
KT —H), D 4 ODOWEFITHL
SJS/TEN, HEAEHESZ A 4 2> & i U7
RNA % FHWBIEFE B2 e ¢ 5,

DT T =)V AT Nl L D ERB
HHFFECrd, HLA-B*1301 35 & O HLA-B*1302
DOFRER D —FT U T OREE IFIERC
Ra&E R S B 7225, HLA-B*1302 Tid 119 %
HO7 2 BB MEOKRENRY 7 77
VT DH DKL HLA-B*1301 TlIdg o
INSWA VA NI E DS TWA I &
5. HLA-B*1301 Cid HLA-B*1302 255
NN TRy Nae RO 45Z LR TE
Vol

B OIS ARG T SR LT T R
X TR EITO, REEERE i Lz
Fr. HLA-B*1301 i, Licie# Lz
HLA-B*1301 (25 OV 7RG R 7 v MiT
DT T 2 )VANLT F UBRFREE LTINS D
1zt L, HLA-B*1302 Tl¥. HLA-B*1301 MR
7 R BEEN TSRS L TnE S 7
ZEBRborol, miZEIZ. MM-GBSA 1%
FAW = i AERME D ik hs 5 HLA-B*1301
& V7 F Y —iE, HLA-B*¥1302 LY b4
ODTHIFERLE IR ERRBRINT,

D. EE

SIS/STEN ONA F~—h—L L Txo
7 b=V R 5T BB E T BNMEMIZZEN
. X0 ELDOBRIETEDERENRHERT
TR, NEOFRFER, IBROZFHIE
WCERERDTREMENRD B,

¥ U7 T2 VAT F T,
HLA-B*1301 (DO AIFET HIEART v b
WL T ARNEETH I LT Mo HLA
CHEEL TL 7 F Y — L& ENnEmE 2
HEH IR L IWTRBENT,

E. #&i&

BEIZHRE 4T 5 & 912 SJS/TEN DF L
BEIRORBIEHF IR v h— XD
HELTWARREMENRE W, x7 a7 b—
VABEBLRTBARIED NS, Fw—T— &
725 AREMEDS R S Tz,

F oL F S — & HLA-B*1301 724 T7p
<, HYZ L HLA OBENHAE STV D1,
DOIANT DT & ARGk SR
fEABRE A R~ F T, HIBIIED A
S ALERHT AL EE X5
no,

F. fEREACBRIE
ML,

G. WryesEsk

1. G g3

1. Uno H, Kabashima K, Tohyama M,
Watanabe T, Hashimoto K, lijima M, Sueki H,
Watanabe H: TNF-a as a useful predictor of
human herpesvirus-6 reactivation and indicator
of the disease process in drug-induced
hypersensitivity syndrome (DIHS)/drug
reaction with eosinophilia and systemic
symptoms (DRESS). J Dermatol Sci. 2014,
74:177-9

2. Ogawa K ,Morito H,Hasegawa A ,Miyagawa
F,Kobayashi N,Watanabe H,Sueki H,Tohyama
M,Hashimoto K,Kano Y,Shiohara T,Ito K,
Fujita H, Aihara M,Asada H: Elevated serum
thymus and activation-regulated chemokine
(TARC/CCL17) relates to reactivation of
human herpesvirus 6 in drug reaction with
eosinophilia and systemic symptoms
(DRESS)/drug-induced hypersensitivity
syndrome (DIHS). Br J Dermatol.

2014 ;171:425-7.

3. Sueki H,Sasaki M,Kamiyama T,Ohtoshi
S,Watanabe H,Nakada T: Drug-induced
hypersensitivity syndrome/drug reaction with
eosinophilia and systemic symptoms with
histologic features mimicking cutaneous
pseudolymphoma. J Dermatol. 2014 ;41:856-7.

4. Miyagawa F,Hasegawa A,Imoto K,Ogawa
K,Kobayashi N,Ito K,Fujita
H,Aihara,M,Watanabe H,Sueki H,Tohyama
M,Asada H: Differential expression profile of
Th1/Th2-associated chemokines characterizes
Stevens-Johnson syndrome/toxic epidermal
necrolysis (SJIS/TEN) and drug-induced
hypersensitivity syndrome/drug reaction with
eosinophilia and systemic symptoms



(DIHS/DRESS) as distinct entities. Eur J
Dermatol. 2015, in press

5. Kano Y,Tohyama M,Aihara M,Matsukura
S,Watanabe H,Sueki H,lijima M,Morita
E,Niihara H,Asada H,Kabashima K,Azukizawa
H,Hashizume H,Nagao K, Takahashi H,Abe
R,Sotozono C,Kurosawa M,Aoyama Y,Chu
CY,Chung WH,Shiohara T. Sequelae in 145
patients with drug-induced hypersensitivity
syndrome/drug reaction with eosinophilia and
systemic symptoms: Survey conducted by the
Asian Research Committee on Severe
Cutaneous Adverse Reactions (ASCAR). J
Dermatol. 2015, in press

2. FRER

1. Watanabe H, et al. Association between
HLA-B*13:01 and DIHS/DRESS due to
dapson in a Japanese patients of pityriasis
lichenoides et varioliformis acuta (PLEVA) 6th
Drug hypersensitivity meeting. 2014.4. Bern,
Switzerland.

2. [UAHE, FIEgE -, JEDFH R, FEA,

KARBE. 7 F AR D4R ER SRS
D16, BAREER FEE8S4R R FE# £,
2014.6. I,

3. & Wvi, SR, LRHBEZE, EIFH
2, KAREZ, JIIIETES. FRICIHE2H
MO ELZE Lz Lo A NI HEEEKS D
1], BARZERFESHSSSEI H R 4.
2014.12. HI.

4. RAHEEZ, EOFR. BB OKHENE
SORE. (FEFHFHE) F78E A AKEER
FA BTN RS, 2015.2. 351,

H. 'ﬁ;lﬂ’ﬂﬁa‘i%iﬁo)ﬂjﬁﬁ - BERIL(TEZE
UO

L. FFFFEUS
7L

2. ERF B
7L

3. =i
L



JRAETH R EOTFEZ TR TR A 5 T iR BT FE 3 5
(TR PR FR L RATT 723 56) |
ZERCEB ARG &

TR 2 B AENE O 3 R HEAEIC B34S D hyperthermia & A b1 A 2 O E
SyfamEgEAE HRIL WR T EEKEESSRIIER GRS W

WFIEEEE PRV L EESESE . Stevens-Johnson JEMEREIL, A & BRSO3
e (BJ2) OEEAZRFYET5RBTCHD, ZvE CEREAIROMBEIZ S
WCOMEFHE, T apoptosis D A B = A L& LT H LD TH o208, Zh
BIFREIZ BV 5 # RV apoptosis & necrosis Dl )7 OFEFEIZ LI W AL D EE X
LTS, bivbivik, B L ~UL D hyperthermia ORI F T, TNF-«, IFN-
v OFLAE WD, T2 AL necrosis & 7595 Z & B 522 L7, TNF-
a 1L Stevens-Johnson JEMERE & W imtE R R IENE O 28 R BRI 9 D BLER & T

HRE D> & |
FERRIESC TR B I 2 BORSEAE T,

IFN-y (& T Mg oPEALESID YA A 2 Tdh 5, Stevens-Johnson
INSYA MIA L ADEEFEITIEEN M B =

& T FEALHNED necrosis MFEEL XD FIREMENRE 2 BB,

A, WFEE®

oFE MR R R B SR E (TEN) B8 X O
Stevens—Johnson JEMERE (STS) 1%, FRZ A1k
AR DB IO ZEVEEZ X T TIRBETH
Do I 72 B AE D WFSE DY £ 1T apoptosis
DA Jg = KL PO S C & T g sk
FORtRE L W . SJIS/TEN 2B W TH, ZhE
T apoptosis ZaH9 D A =X LIZHO0
THFENTE7, Lo L., SIS/TEN DF
B AALRE O [MIBRSEIZ 1L apoptosis D A7
59 necrosis DET-THREIGH KEZ UV EWN
IRMPEE->TEY, BIEZTDA =X
DI DOWTORFDBMEE S TiE0 D Th B,
SJS/TEN T B3 LT 5 THIlE2S IFN-
y R INF-a ZEET DB, 2oV A b
A IS TBAE R e Sl OB B KO
DRIEMRFEREERTH BT CEA I LT
LA NaA L ThHY ., REALHEOM
FasElZ B 53 2 AIEEtE IRV & B 2 b T
T, & TADER., vk, SJS/TEN
B BRBICIRZE R I CD16 BB ER AN 2%,
BELTWAZ EERWE L, BHEKIX
INF- o 8 b % < EAT D MECRMIETH
V. FRAGHEIE STS/TEN (23 Tl
DERIBOM D RIE ML FEIR B & IIHTE VO
INF- @ ICBRBENTWAHREERD D, +
Z T, INF-@ & IFN-vy OfAEDHE., b
\Z . TEN/SJS T T H b D 5 E
(hyperthermia) 23, %52 A{LAMAE O HHE 5T
FEICEE L TV AREE A B 2 RET 21T

27,

B. WrEFHIE

CD16 HAERDF R IL, oD S EVER
PETIEA BV STS/TEN (R B 22 T
RCHDH=%., CDI6 HER D 2 IR 3
SJS/TEN DIFRETE I A B iyt 2 = L
TWAHHEEERH D, 2F V., ZORER
AUCTLE D &, HEMICHIIEIEN FHE X
N5EEZTND, 2T, KO
FEORFHIIE, EF ADREEN % L-
FR AL & T,

Flo, HEEOREREKANLHEE, vy
— LIRS LTEHEBREETH L, £K
TOFREAIMBIZER L TWS, in
vitro DFERIZBWT, B UHE T CEE
b LA bRiTEREESED & X Lk
B bR E T~ THERHH, £ T,
AR T, BMESFREs a7 —F v
TNOEICEEALIEE BEEEELTHAH
BETHERLE, Whwd ZRTEEEE
FAWERES HETITV., B OHEE
B DF R AL & O RSE A HLa4e
L7z,

(B E~DEL )

KD ERIZ DT - TiE, ABHR
(T I fEE 2N A D RIS ETH D
D, T DITiEE RN T E IR R FEFE
RARMEZERICTARINTVD, Ak



FBHEIOIX, FAXELTHAVWTHRERZ Z
770

C. HrEEkER

EEREALRB LU= oEERE
IZBWT, TNF-a & IFN-vy O A A HE
X, 36°CTOWMEDOEETIHTEASH
JAREZ AU D Z Lidieho e, 38°CTik
EZRICHRE A FE L -, MiEmix, 4
A OBEEIFE TCIIFEINT, DR
<L 2HDORFENUNETH-T-, LLED
AR, HEOEEREZALME L =Kkt
BEEBIIBWTEERD LS TTD,
BB FHIERE 0EERE AR H
W T2 72,

MBREOX A TR L E Z A,
hyperthermia & %4 MU A IZXDFES
L5 MRRFEIL apoptosis Tld72 < necrosis
THAHIEBRRALNER ST, I T,
necroptosis D B 5 % R &F L 7= 28 .
necrostatin—1 DI X HHHILFRD &
o te, —J5, 4-PBA DOESM=R ATF4 @
knockdown 72 & D/ A ~ LA OIIHIIZ
X0, MBSEIIIE STz, A M A Y
HIP4IX. hyperthermia @& & T, /NaE R
U A %I LTZ necrosis HipiE$H L
DRI X377,

D. &£

FRLZE D 5 b necrosis DR FE .
apoptosis &3 &+oEAINTVE
V), apoptosis & necrosis V[ URIIELIZ X
STHEIEEZIINDDD, EBbHD0HA4T
DOHIFAFEN L VR FE N D DT ON
TiE, MlaOfEE, MlaOFET 2 RH7%
CFILXVEBERDLEEX LTS, REA
{Hfa D SIS/TEN \ZH1) 5 necrosis (21,
ZIE T apoptosis ZHIEE 232 & 238
SN2 o =R T necrosis HA T TV
HEREMEICINZ, EHIZINETHLHNT
WRWA T = X AREE LT ATEEME D
H5D,

bbb, SIS/TEN DOFEEZNEE D%
EMEREERE L IHRIZZ DR VEZED
INF-a IZBRBEINTWAHEEX, 1 b D
A K AHBESEICEER L TR ZEIT- T
W5, RBFFRIZEBWT, INF-a & IFN-y O
FAEHHE DS, hyperthermia DIRFE Tl
JA%E (necrosis) B ETAHZ &, £, T
® necrosis DFFE|T/NIEAEAR N L ZADRE

BNBEETAZEEHLNI L, /NMafk
A RV AZI LTHIBESEIL. necrosis D
FERATLHIFERIND ELTEBINLTY
L8 THhD, £7o. SJS/TEN TIIFEED
NTROLNDND, IhE CREAE
BT ARAOEBERIC OV IR ENT
Wizhnote, 5%, VA4 VA L
hyperthermia {Z & A/MEE R b L 2 DFFE
DA FH = A5, BELRNnecrosis IZE AR
DFEMZIA ST L, MESEEOINH Fik %
RETT D5 TETH D,

E. #5aR

Hyperthermia & A b A DR AE D
BT K AL, SJS/TEN DOFFHE & faisk
FHFAREZ+oHAT IO LEEZLND,
BEOar ha— A MNIADRR
RAEPEOIHE], /NEER R L X ORFIE & v
ST SEIERIBEBKEOH Y 2372 2R
TLHHLDTHY ., FRBEREORREIZ oL
DA EREARFIND,

F. BEfARIEHR
FER L,

G. AFIEFHEE

1. @m3C¥ER

1.Uno H, Kabashima K, Tohyama M, Watanabe
T, Hashimoto K, Ijjima M, Sueki H, and
Watanabe H. TNF-alpha as a useful predictor of
human herpesvirus-6 reactivation and indicator
of the disease process in drug-induced
hypersensitivity syndrome (DIHS)/drug
reaction with eosinophilia and systemic
symptoms (DRESS). J Dermatol Sci; 74:
177-179, 2014.

2.0gawa K, Morito H, Hasegawa A, Miyagawa
F, Kobayashi N, Watanabe H, Sueki H,
Tohyama M, Hashimoto K, Kano Y, Shiohara T,
Ito K, Fujita H, Aihara M, and Asada H.
Elevated serum thymus and

activation-regulated chemokine

(TARC/CCL17) relates to reactivation of
human herpesvirus 6 in drug reaction with
eosinophilia and systemic symptoms
(DRESS)/drug-induced hypersensitivity
syndrome(DIHS). Br J Dermatol; 171: 425-427,



2014.

2. FRIFEER

1.Tohyama M, Dai X, Shiraishi K, Murakami
M, Sayama K: Endoplasmic reticulum
stress-induced keratinocyte necrosis is a new
mechanism of epidermal cell death in SJS/TEN.
The 39th Annual Meeting of the Japanease
Society for Investigative Dermatology, Osaka,
Dec 12-14, 2014.

H. SHIRFPEME D HIRE - B &R (FREZ &
e, )
L. RIS
7L
2. FERF Gk
7L
3. DAt
L



BESBRFMARLE THEHEREBERITTESE
(EEHRMER B RAT S S 3E) |
EREEGHRAREE

BEREEBIZBITARH T L O Thl 4 A O

SYHRATSEE

NEEE R
KPR AR BT E SR SE R R R BR IR B S B Wbt & B 5 BUE

Bh#k

WF92EE'S  Stevens—Johnson JEEEE (SJS). HFEMFRKEESSE (TEN) & Wo o E
FEEB TIL, T~ 3— 1 (ThD) MRS ELET D4 A CORERHLILTY
%, — 5 CEFIMEBBUEEMBERE (DIHS) Tk hA~AXX T AL X 68 (HHV-6)
PIEUHE LT, ~RATAIJLVAOFEEENBZ 52 E3FbIL, Th2 Mg
WEAETHYA P IA L OBEELTWS, FR4IIEEEREZEEOMFEZHWT,
SJS/TEN 3 #l, DIHS 3 FlDZFZFn M, EHEM >\ THI{EF D IFN-v, TNF-
a. IL-12/1L-23p40. IL-17A DEE A HE L=, IFN-y [ZEEIRZOSELITE
VMEFEI B Y | BAMT S SIS/TEN X v & DIHS AMER CEv MER TdH - 7=, TNF-
W OWTCIXEERZ OREHICE VMER Th o 72, IL-12/1L-23p40, IL-17AZ

DNWTIE—EDEA B L IIL N> T,

A HFRER

Stevens—Johnson JEMEHEE (SJS). HEHMER
B BEBESE (TEN) PR F| MR BUEEFERE  (DIHS)
TEEERZTHY ., ZLOEFNBATrA
REdLE LERERDIREE THWET H—
FC, BEEF TIXBRIEDREEDNR I
+45C, RABEEDORBIESCIT T 5 EH
N5, BEALBBKICONEE T 5EE T
X, T M KD REEENSISEI SN
HEEZLNTWBEN, ZOIEHILOF
b o Ty, HZBIXT LT —Kn
L TOMEAS Th2 MmN 5
A M. SIS/TEN &\ o - EIEEE Clih 7z
B UG TR EZ N A BN D b Tl
<. LA Thl MilOBEENEELE XD
5, INF-o XML EZFET LA b
A ELTHEBENTWS, (BIAETENL)
v MZRBTDEEERS OWREILE AR
BENZWT=d, Fexld, Thl MEPSEAT
L9 A A v EFLIIRIEEITo T,

B. WFZHIE

TEN 3 ], DIHS3fIZ i En D, 5
1EHR & R N34 O Mg % AV TIEN-v |
INF- o . IL-12/1L-23p40, IL-1TADEE %
V-PLEX Kit (Meso Scale Discovery)iZ kY
FHHEIL 72,

(fmEE~DELRE)
HEBNEONTZEBE ZRFRICZ DOERK
WE~OBMZO>WCHALREE S L
TR EITo 72, [FHEZBICB T 2 RERER
O BRIERIZWIEORE ] &) HF5tiHEE
& CRIRKRFEFTMBEREE  BRRV
HEELES IV ERK20FE8H 25 HLY
SRk 28 &£ 7 A 31 BE TOFFA (KRES
08088-4) #Z T - EDIAE L RIEE L
Fu=,

C. KR

IFN- v IXEAEZRS O S EHICE VW ETA 2
H V. SIS/TEN DEAMHATILF 583pg/ml
Thol-DwxtL T X9t DIHS &AM
G 1432pg/ml TH VY EUMER Th o
7o (®1) INF- @2 W TIXEEERZ D
B8 B &\ MER T, DIHS o EI{EHE] Ty
195pg/ml C. SJS/TEN O[EIEH TITFH
82. 5pg/ml TH o7z, (¥ 2)IL-12/IL-23p40
T E A\ T 432pg/ml Tho Tz,

D. BE

 EEIRBIT. FEANC XV CDSRE T AR A
EMEET 28T, REEENGISEZS
NBLEEZLNTRY, ThIYA bIA D
BE»RE 2 bD P, INF-alZ K DHIMESE
DFEBDAH=ALNREZ DN TND, —



J5C . INF- o PHEE L DS S/ TEND VI~ D Jitn
FNC DWW T E TS ST b D TR0,
TNF- oo BELSE )3 e iy 22 o 4l C & AR
HICdo % 72¥h, SJS/TEND ZHEMIZ AV T b
KB X B DM, A RO T
FNAZEDS D 72 DIHS T, Te L ATNF- a 23
i CdH Y, TINF- o PLEERR NS IS/TEN (ZA 7%
ETR D BMIAHTH T,

E. #&im

A O CEIEMER T < v &b
H Y TEN =2 DIHS & Vo 72 3892 oo i b Jps Y
T & OB A W DI IE I A e
BN D P, TS OfETCIRRRE O
SAZDIRIT B D ATREMEDN B 5,

F. EREfERE
ML,

G. WroERE
1. Fm3C¥sE
L/NEEE 720, B B, B o5F EH
Pz, il 5, AR FEEL ¥ ES
B, A —BR [EIESEZ OZMr & IR
X7 B ARG P I B T BT RLEE

D 2f5l— Fixed erythrodysaesthesia plaque —

Journal of Environmental Dermatology and
Cutaneous Allergology 8%:2% Pagel09-113
2014.

2. Hashimoto N, Yamaoka T,
Koguchi-Yoshioka H, Tanaka A, Tanemura A,
Azukizawa H, Murota H, Kang J, Nakagawa Y,
Shimazu T, Katayama I. Development of
Necrotising Fasciitis in a Patient Treated for
Rheumatoid Arthritis with Tocilizumab. Acta
Derm Venereol. 95:370-71 2014

3. /NEEE FEH  [EEERZ O EIBE
T — K] BEEZOKRE TLAX
— « £BPE 1285 Pagel240-1246 2014.

4. Chung WH, Chang WC, Lee YS, Wu YY,
Yang CH, Ho HC, Chen MJ, Lin JY, Hui RC,
Ho

JC, Wu WM, Chen TJ, Wu T, Wu YR, Hsih MS,
Tu PH, Chang CN, Hsu CN, Wu TL, Choon

SE, Hsu CK, Chen DY, Liu CS, Lin CY,
Kaniwa N, Saito Y, Takahashi Y, Nakamura R,

Azukizawa H, Shi Y, Wang TH, Chuang SS,
Tsai SF, Chang CJ, Chang YS, Hung SI;
Taiwan Severe Cutaneous Adverse Reaction
Consortium; Japan Pharmacogenomics Data
Science Consortium. Genetic variants
associated with phenytoin-related
severecutaneous adverse reactions. JAMA.
2014 Aug 6;312(5):525-34.

5. /N W [EEM T L LR —-EEH X
TARA b EsHE] H T L — D%
JERET  ARER 2014 56145
Page2135-2140

6. Kano Y, Tohyama M, Aihara M, Matsukura S,
Watanabe H, Sueki H, Iijima M,

Morita E, Niihara H, Asada H, Kabashima K,
Azukizawa H, Hashizume H, Nagao K,
Takahashi H, Abe R, Sotozono C, Kurosawa M,
Aoyama Y, Chu CY, Chung WH, Shiohara

T. Sequelae in 145 patients with drug-induced
hypersensitivity syndrome/drug reaction with
eosinophilia and systemic symptoms: Survey
conducted by the Asian

Research Committee on Severe Cutaneous
Adverse Reactions (ASCAR). J Dermatol.

2015 in press.

2. FRFER

1. Hiroaki Azukizawa, Kenichi Kato, Ichiro
Katayama, Analysis of B cell subsets in severe
cutaneous adverse reaction The 6" Drug

Hypersensitivity Meeting. Bern Switzerland,
April 9-12" 2014

2. 5K wE, EE ZW, Al —8 F
B IRTHRIBE S KIEZ B ERI LT
T RTI )72 CL D BERE BAK
BT LX— « B ERESRE R
2646 11 A 22 B fl&E

3. JEERE AL, HM OET, NEE EH,
Al —B A — VBRI TEMZ D
FERINET ALY URMHED 1l BA
BRET LAX— - B ERFEEKRE T
264 11 A 228 (&

4. o BE, BE X, WE #X, AR



2 7ZH, Al —8, BB BRK &M%
FEMESIBTEEERE (AGEP) BB RB 3 2 LT
EEANBBUEFERE DIES) @ 1 5l AARKET
LV — - AR R P RS TR 26 6
11H228 1fi&s

5. I FEAH (KBk®), TEFE =8, /5
B ZH, Fib —8, /R B, X '
#H AN TRFEREEZONE
Perforating dermatosis @ 1 ] HARKE
T UAX— - R ER TSRS R 26
F£11H228 e

H. FEMEED HRE - BEROL (FEEZ S
te)

ZY TSV ER AL
I. 5IAmX

1.Paradisi A, Abeni D, Bergamo F, Ricci F,
Didona D, Didona B. Etanercept therapy for
toxic epidermal necrolysis. Journal of the
American Academy of Dermatology.

2014;71(2):278-83.

X1

IFN-y
paimi

3500
2500

1500

- im_

healthy control  DIHSacute DIHSrecovery TENacute  TEN recovery

X 2

pg/mi

500
450
400
350
300
250 -
200
150
100
50
]

TNF-a

healthy control  DIHSacute DIHSrecovery TENacute  TEN recovery



JEA T WA TR T RE R TR R A A5 S IRAF g e
(R YERR R IT RAT 724 38) |
ZERESEHS AR il

TEARIZ ST B IR T Hba O fig b

Sy HAITGE A
Wt e B E

(SN 3/ PN

SRR B

S VE O O GE BE B (DIHS) . H T PR 3% R BE BB JE (TEN) |

Stevens-Johnson FEMERE(SIS) R P - @ WBOESRZ R4 2 &0 b HIESE &35 %
HITWD, o <o b BE R M SR ARR B SOGT2 T IR FET 5 2
ERFBITEY  JEAIFRRE T MRS BEAERZ OWBICB W TEETCHLH Z &
2, MESND, AW TSR RN T M2 B8 O HEEL . & OfrEE I
HMCTHZ LIC LY EESIZOWREZ I U, Rk A BT, ARER,
SEFRFHLAG T IR O FRYT L2 0 B2 U R MR OB HR ST Ui, SRR
LI, TR O 2 & HIZHED 5 FETH D,

A. WFREER

BIFE, DIHS; SEAIVEREUEEBERE, TEN;
FR MR R BEAESE . SIS, Stevens-Johnson JiE
ERED 3 FRABDNFE P B W EIER IR
I EMNDHEERZIC I TWD, T

B DOPRENTHE 1 D W ESESR TN T <

SIS/TEN TClIftiie & U CiE 2 iR &
et a0, DIHS CTIERam s o A /b Ak
PO H BERBEAIT D AL
ThY ., M mEEIMEEESN TS, it
e B HRE R T IR A B

T2 THIRAFET D2 ERHMONTEY

FRANEE IR T M BESIZ O EIZIR D
TEETHDI BN TE T, AWET
VIR T M2 BE N HEEL, Z
DOREZA LT HEICL Y, BERS
DR LV EEMICBH L IZ L, EOR
WrPTR R IC S CA T E R B E T 5,

B. #FEFE:

1) PURTRRHIIEEE DRI L

PR R LT BB A LV RIT K
0 RIEAL L7z B fEfatk sz AV 5, Birst
% EB A ADRHED T, BI5S Hfak
IR L, ZORE EZ 40un 7 4 Vv F —
TR T 5 & CREZREL, BBUA L
AR E PR LTz, IICBERM M bR
M BEAZEKH AT (PBMC) A HEEL ., 2 x 10°
{# > PBMC % 24-well plate ETEB 71 L
AR, 7 ARY > (F#& 0.5 pg/ml) &
BELT, BBET5H, 2 #H%ICan=—
ek & Wi 1% BE B A — VB BR 21T BT,

MR A ST D,

2) FEANELAY T SRR DR ST
RS PBMC A HEEL . 2 x 10
8> PBMC % 24-well plate T, 10%H &
LIS S RPMT w5 R 35551 2 o
UEFE9 %, 5538 14 H BICHUR BRI S e
1T~ 77 1 x 10 o> EBV ARZEAL B ffakk &
AGUR TN U, FERPR AT 5, Bk
28 H HIZ EBV ANFEAL B MfakE 2 v C R
W45 & RIS, 553 a2 CFSE CHE#R L .
FRFN R ARy R RE 2 R T D, BEHIRF
FLEO S 7 itk . R ARG CTREZR
J s & AN A T MR 7 v — Rk & B
15,

(f ¥ ~DEL )

AR DERIZ BT - Tk, BEEREK
FEFHOMEE BT FERHE Z 2 L,
Z DB E 5TV D URFRAE 5 20110133),
£ HERD O REHEHEE ~ DO FENE
DA ZE L7ciic, mEZAS TRE. K
RS NHAXFICE LT, AEZR/LL
TRBHZ BRI - IR LT,

C. MR

1) FURSR R MBERE DR ST

B958 FHAIEELFAEE L7 EB U A LA
Xk FPBMC IZZhRBE G L, mElLa o
=—RkEFHE Lz, BIEE TIZ, DIHS &
2 4 5], SIS B 1 B EBV ARFEAL B HllAR
BROBISLICRID L (3R 1),



#1 EBVARSE{L BEIRH A8 ST R L 152

EPRY REES
DIHS nNHA
DIHS oI5
DIHS S298—)L
DIHS FIUM=IL
SJS r=Fvy

2) BRFIHERFEAY T MREEE DR ST

LA S FIOBRED S B, FHE/2RKMY
MR %152 FHN A RETH - 7= DIHS1 Bl
PBMC #RREK|ITHDHT I &7 T T
BERB L, TORBR, BEEMAEFIZa
0 =—0DRKE R L, EHRRA M
WA - L CW D AJREME SRR S T,

D. E&
AEEOMEZTE U T, BEEZBICBIT
5 T MlEEEICB T 5 R R N K -
oo £ THIRREEE REZMESL CTE /22 & T,
WAL, T Milgs o— R E BT
x AARBLNTIT SV T,

AW, FTEFRATRE R A 15 D (R BB
WZH BN, EICHEREZH/IKERBLT
l/\éo

E. #&h
HEEZICBIT S, EHRFEN T Mo
I — RIS DT D DR E T Z T,
SR LR, BEAEIZ ORREMIIZET

T AR T MABOMENT 21T - TIT L,

F. BEEERIEH
YL,

G. #FEERE
1. @XHEE
2L

2. FRER

1.Takeya Adachi, Hayato Takahashi, Takeru
Funakoshi, Hiroyuki Hirai,
AkihikoHashiguchi,Masayuki Amagai and
Keisuke Nagao: Comparison of basophil
activation test and lymphocyte
transformation test as diagnostic assays for
drug hypersensitivity. DHM6, Bern,
Switzerland. 2014.4.

2. )\(REE, AHEE, BRI, e, 5%
BA, RAFT: Y =VIFNREEICREL
72 AR BUEE RO 1. 55856[E H A
FRERSEERM TS WEM#KX, HIT,
201449 A 208 .

3.BIAML, EEEA, BOHE, EHiEZ,
KEEN: BAMEBBUEEEHES 7 + o
— 7 v BT D REEREOMT-ERA Y
VO NERFINEEAER & RFH I CD4/8 Eh oo A A
— % 44 ERBAREET LILX— - B E
RFLMWEFMRE 2014.11.
H. %gﬂ'ﬂﬁa‘%i@@ﬂjﬁ « BRI (FEERE
e,

1. RS

2L
2. EFB R

2L
3. F D,

L



JEATT R AR R ERER e TR MR A8 A5 s IR AF v
(TR YESR BT ARATFEHF3E) |
LREFEH ARG &

FAEHSZ IR D LI BV TR T~ & IR
SyfEpRgEE i MR AR RSESAIER L X 2 T b U AR B

BT AF—T 2 - Va Y VEGRE (LUT, SIS) KO B
S (LLF. TEN) OVEFEHEE LT, AT A RHIOREREE T RN R4
oAt e Mo s a7 ) CREIRE (LU, IVIG) JRIESEBE T L2 & &
S TWAN, ERIMTIBWT SIS OV TEN OZhRE « Zh B CaGE S 7z TVIG
ANz oT-, 2014 4 7 AR ) = Lo 7Y a— VAL A\ ayE a7 ) o

(9E4 - ki 7 =] ) 2% SIS M ON TENJ DZhHE -

R

Nz s, KERHECHWSNZT — 2 N r— D% FE 2 BERZ T
IVENY % F D TIRIRSE 2 B3 2855 O B R 2 eI LT,

A. LR

AF—T A g oY EERE (DL,
SIS) KO L AAE#EAE (LLF. TEN)
IEFEN, TS OGS IEALEE, s S 4
FR e U, Bobmeisgg 2l 52856 655
HELSHMERETHS, SIS MY TEN @
YRR 715X, TSIS KON TEN a5fEEF 2009
WZBWT, RHORIBEEATaA Rilo
EEFIENE IR E SN TWAEN, AT
A RFI D4 B WL CrEgh BN A4 72 iE
Bl S EET D, FDL I RBERITITE M
a7 ) oBFERE (BT IVIG) JRIE.,
MAER IR 2B ET 5 2 L RRi s T
WA, ERAMTIBUWT SIS TN TEN D%
Be  2h B CHER STz IVIG UKL 22 050 1=,
2014 7 AICHER Y =F L7 ) a—)u
MBS a7 ) (IR5e4 : kil =
Nz FEA) 2 SIS RN TEN (A7
v A NEIDORAF55E) ) OEhEE - %)
BTHERBENTZZ LD, ARBICHKLEE X
NBT—Z R r—IZONWTHESIL, B
EIRBTT LB E RV CIREEL BT
HGEDBERERHEICT A EEEME
L7,

B. #FFEF5E

=3 E R R A (PMDA) @ HP
LRSI TWAEBAR Y =F L7
a— VB NGE 7 a7 ) v (R5e4 ik
m7ax=18ER) BEREE
(http://www.info.pmda.go.jp/shinyaku/P20140
0115/530277000 22100AMX01034 A100.pdf)

e O Gl R BE 2

(http://www.info.pmda.go.ip/shinyaku/P2014
00115/index.html) ZFiZ, AFBICHEEE S
NAGENEIC O W THRET# 1T - 72,

(f BT~ DEL )

AW T, SORSE . AFRERZ
WTATH bDOTHY | HFEFORE - W
TR T AR, MATEHROIY o
BoJE 2 B & D98, A - 2%t
IR DEY ML % MR &3 DR &
ESICEDL T E N ERIRITE T
IR0,

C. MR

MR Y = F Lo 7Y o — LALEE A SRE
sa7 ) rOBRBICHVWLNET—F Ry
r—0, BRRICEST 2 & RO A THERL X
nNTEy., IR Z ST IERE R AR AR
IR SN TRy T-, TR ENTZREER
EEHE, ENSIAERER 1 3Bk & A%k
EThoT,
ENENFERERE LT, AT a1 REIZ)
BAR+4372 SIS XX TEN #23F (BEMEK
10 ) Zxtge L L7~ FEERIEXT IRFRBR D
BE STz, EEFEE B X, TR
5.7 BEIZBITDRBFHmA =27 (IRWZE.
O/ OENRE, KERE., £25FTR%
FINFI 4 BEMEDH DUV 7 BB CEME L %
a7ik) FRAWECEDETHY . BIKFHE
HE L L TRBIHMER a7 2 HW=F2R
(4,10, 20 HB)., WBFHA =7 (A
KEBEORa7T), KEHBEERE. fLBEOm




BTbhh, ZoMOFMER & L CilRg
. AR LR RBIZOWTEHME ST
77
BREICEET 5 725 LT _TIzB WD
T, IVIG #AI3 &5 Z LTV VWER] (R
TuA REIOHLOEESE) L OHERN S
NTWez, ZHHDOXTHRD 5 6, BT &R
fli L7z & DS 6/7 #, ABLEARE 3/7 ., 1T
ZiEE ToHIM 2/7 W, BRI BIUERRE
FCOHM 2/7 ., AFuA FF—RY v
JE TOHM 1/7 #H, WERBOELE 1/7
W (EEDLY) Thol,

D. &£

R =F L) o— VAL A G
7 a7 Y D SIS K ONTEN OZhEe BNz &
720, EEEBRBGEIIRMG S TR
~o IVIG BEEN T A R T4 IZGRE S hiE

JOOMER SN TERBBH D Z LI,

AT D Sy A FEE T o D FER NIRRT
HERY, BEFRSTT LVEMWOIERNE
HTHoZ ENEBO—D2THD LEZ

STz, FIERHIT L 0 BEEKZ T LV
MENZ EICKY ., BREARBRO AR
RPLERD D Z L L DILED SIS
KOV TEN (\Zxt3 2B FTREMENS AN D Z
EWNRE ST,

BEBET ML BRDREZ LI TFH
THZEIEIRETHE b OD, ETFNLEH
W2 IERRIRRBR IC RV T, BRFRRER R UL
BRERE CRET SN TWEET., IRFEE, B
B/ OENRE., KERE., 28FTREIC
B L CHoflid 5 & & It 72kt R
EBWTHRHTAILERDD EE X T,

E. fEim

B Y = F LY a— LAV A faE
Jua 7Y o SIS kU TEN] OZhEeain
@g(mu %Kﬁﬁb"aﬂfl‘?ﬁ“?/\"y}f““/“
PESE 2. BIERBET AEYERWTE
FEELHERTIESICM T NEEE 2K
L7,

F. EREARIEH
Z47e L,

G. WFFERE
1. FRSCEE
1. JRE BRI, B . 7T ITICRBITHE
T AL =g U —F OBVRERE. N

AT AT ALAZ AN — 2014;72(4) :
334-338

2. FoRERK
l.j*%):ﬁﬁﬁ, & FEZ, B HIERER, &)
i 0 A CRBS T BB \_9>iib\¥ﬁ

Q%W%E%m@%%r~$ﬂf%—
W, FARILF 2T — P A R
e, HWHR, FRK26959H5H

. HIHEY 1EWRER, i%gz ﬁk}”fh]', i HR
%‘%‘iﬁﬁ)ﬁ dﬁ@“%’)ﬁ%fﬁﬁﬁ HH,
[:_?a‘ ﬁﬁ@d’/f/w_ob\’( %35@52&
PR S, I, TER26512

%fﬁ

g S
2E,

EH m%%ggyﬂ?nﬁw —A
H AR 13584, #
ERE274E3 A 27 H

age oz
H
84
>H,

o

2

H. A EHEOHE - B&RA (FEEZS
e, )
1. RS
7L
2. ERFTEB &
2L
3. F Dl
QW






BXE19

A4

%A

=

%

¥k X B

SHLBEE [EEESICHH ARENERRFERIEHE L —4 v M LEFHRARERR
HEE EIksE ALEEAS

1. B2FICHTH0O8E - RR4—FFK

ERLE-EE (EREH. O
98 - KRB —FRDH)

RRERA

% L1-Br
(FRER)

F3k LI-FH

EA - 505

Novel pathway of
keratinocyte death in
SJS/TEN.

Abe R

Drug
Hypersensitivity
Meeting 6

Bern Switzerland

2014. 4

&4t

2. PR - BREFICEIT SRR

BEL-mX (RRER)

RRAKA

R L5
(EREE - MEER)

FELI-BEH

E3ls ANl

A novel necroptosis
pathway of annexin A1/
FPR1 interaction in severe
cutaneous adverse drug
reactions.

Saito N,
Qiao H,
Yanagi T,
Shinkuma S,
Suto A,
Fujita Y,
Suzuki S,
Nomura T,
Nakamura H,
Nagao K,
Obuse G,
Shimizu H,
Abe R:

Sci Trans!| Med
16:245-95

2014.6

ESp)

Serum granulysin levels as
a predictor of serious
telaprevir-induced
dermatological reactions.

Suda G,
Yamamoto Y,
Nagasaka A,
Furuya K,
Kudo M,
Chuganji Y,
Tsukuda Y,
Tsunematsu S,
Sato F,
Terasita K,
Nakai M,
Horimoto H,
Sho T,
Natsuizaka M,
Ogawa K,
Ohnishi S,
Chuma M,
Fujita Y,
Abe R,
Taniguchi M,
Nakagawa M,
Asahina Y,
Sakamoto N,

NORTE Study Group:

Hepato| Res
(in press)

2014.9

&4+




#BX¥E19

[ -
- =

FORE R E M

EREFXBHEE HEESICHET SR EFEMETHIIOEEER

WBIE PEIRABHKE

1. BEHCBH 508 - RA2—FHFK

HERLULEE (XXRHEE. O % LI-i5r _ .
-—g—g. ./.ﬁ’xgm%io)%u) %ﬁ%&% (5‘%—&.‘%%@) %§ l/f..ﬂ%% W %O)%Ij
Monocytes control Treg in |[Shiohara T Drug Hypersensitivity 2014. 4 = 4}
severe drug eruptions. Meeting 6
Bern Switzerland
2. B - MEFICBIT M
1B LR (REHEE) HRERL ERLBN se% LI=B5H0 | B0 - A0 R
- (FRE - HEER) -

Crucial role of viral Shiohara T, Clin Rev Allergy Immunol |2014. 4 = 51
reactivation in the Ushigome Y, (in press)
development of severe drug |Kano Y,
eruptions: a comprehensive |Takahashi R:
review.
International consensus on |Demoly P, Allergy 2014.4 F= 4t
drug allergy. Adkinson NF, 69:420-437

Brockow K,

Castells M,

Chiriac AM,

Greenberger PA,

Khan DA,

Lang DM,

Park HS,

Pichler W,

Sanchez-Borges M,

Shihohara T,

Thong BY:
The dynamics of [shida T, Allergy 2014.6 E 4t
herpesvirus reactivation [Kano Y, 69:798-805
during and after severe Mizukawa Y,
drug eruptions: their Shiohara T:
relation to the clinical
phenotype and therapeutic
outcome.
Regulatory T cells in Shiohara T, Curr Immunol Rev 2014.10 =4t
severe drug eruptions. Takahashi R, 10:41-50

Ushigome Y,

Kano Y:
Fixed drug eruption. Shiohara T Up To Date 2014.10.16 2014.10 E 4t




#XE109

B2 A
+- =

F R R E B

FAEBEE IFPRIICKT HT7 U2 TR MEE - R U —= 2 Al O#IL
FPRIZ72A2I=X +D)— FLEYDER]

#EEE BENKFEARRKE

1. PR - BEFITE T 5mXIEH

BHLERY (RREE) | RRERS | mon Gane | RELEEN (ER - A05
Bioluminescent tools for Hattori M, RSC Adv 2015. 1 ELY
the analysis of G-Protein— |0zawa T: (in press)
Coupled receptor and
arrestin interactions
Cel |-Based assays and Takakura H, |Methods Mol Biol 2015 E 4t
animal models for GPCR Hattori M, 1272:257-270
drug screening. Tanaka M
Ozawa T:




HB=E19

A D
-+ =

F R K E M

FAEBHEE TFEESETILTYRDERK & BIEHEE O]
MEER  EIREEEATHKSE

1. PEFICHETHOH - R4 —FK

HELI-HE (RFZEEH. O F 3k L5 _ .
3 - AR —SEEDR) HEEKA (o) FHERLUCFH |EA - 505
Regulation of cutaneous Saeko Nakajima, |43th Annual meeting (2014.12 EN
immune homeostasis, by Kenii Kabashima: |of Japanese society
balance between regulatory for immunology
T cells and effector T Kyoto
cells in a newly developed
GVHD-1ike model.
2. PR - MEFITBITAmEH
1B L1 (ERME) SERER L RRLEBT | sxUimm |Em - 405
—" (Paih - WEER) T

Stevens—Johnson syndrome |Honda T, Acta Derm Venereol 2014. 11 ESP2S
associated with Hishizawa M, (in press)
mogamu | i zumab~-induced Kataoka TR,
deficiency of regulatory T |Ohmori K,
cells in an adult T-cell Takaor i—Kondo A,
leukaemia patient. Miyachi Y,

Kabashima K:
DIHS/DRESS with remarkable |Shibuya R, Acta Derm Venereol 2015.1 = 41
eosinophilic pneumonia Tanizaki H, 95:229-230
caused by zonisamide. Nakajima S,

Koyanagi I,

Kataoka TR,

Mivachi Y,

Kabashima K:




HBKXE1 9

=

P
=

F X R E B

RRAXBEE EEESONAAI—H—DOREB L UER EHADREESHRMEIZ DO TOEE]

HWEE FREABMKE

1. PRZF(CIHITHO8E - RREI—HK

HELE-HE (RXREH. #%x L1-1507 N .
0% - HAE—REQE) | oo o8 ($2%2) REL-EM | ERN - S OF
Association between HLA- |Watanabe H, [6th Drug 2014. 4 E 4t
B%13:01 and DIHS/DRESS Tonooka E, hypersensitivity
due to dapson in a Uno H, meeting
Japanese patients of Ozeki T, Bern Switzerland
pityriasis lichenoides et [Mushiroda T,
varioliformis acuta Sueki H:
(PLEVA) .
DT F A FIZKBHEE |ILUKRE, BAREEFF45E8540H (2014.6 ER
S D14 RAT R 2R F, RithA%

EIER, BRI

FEH,

ERREE:
FHRICIH=EHEOEBREE (£ UL, |HXREREBERZEESELSMEE (201412 EMR
BlLLaFZAVIZKDE |SRETF, HitAE
EZFEZ D14 dtRAEZE, BR

EIER,

ERREBE,

JIE: 1§18
ESDmFERESEDODE |[RKREE, FIBEHAREHER 2015.2 ER
=28 BEIER: EXEEMTRE

51
2. R MEFICBITAHEE -
< 4za . %= LT1-15F g .
BE LR (REEB) HREKA ShAEE | Sk FHERLUEFH | EA - 503
(%KEL‘:\ ’*ﬁwt\%%)

TNF-« as a useful Uno H, J Dermatol Sci 2014.5 E 4t
predictor of human Kabashima K, [74:177-9
herpesvirus—6 Tohyama M,
reactivation and Watanabe T,
indicator of the disease |Hashimoto K,
process in drug—induced |Iijima M,
hypersensitivity syndrome |Sueki H,
(DIHS) /drug reaction with |Watanabe H:

eosinophilia and systemic
symptoms (DRESS).




Elevated serum thymus and [Ogawa K, Br J Dermatol 2014.8 [E= 4%
activation-regulated Morito H, 171:425-7
chemokine (TARG/CCL17) Hasegawa A,
relates to reactivation [Miyagawa F,
of human herpesvirus 6 in |Kobayashi N,
drug reaction with Watanabe H,
eosinophilia and systemic |Sueki H,
symptoms (DRESS) /drug- Tohyama M,
induced hypersensitivity |Hashimoto K,
syndrome (DIHS). Kano Y,
Shiohara T,
[to K,
Fujita
H, Aihara M,
Asada H:
Drug-induced Sueki H, J Dermatol 2014.9 ESERY
hypersensitivity Sasaki M, 41:856~7
syndrome/drug reaction Kamiyama T,
with eosinophilia and Ohtoshi S,
systemic symptoms with Watanabe H,
histologic features Nakada T:
mimicking cutaneous
pseudo | ymphoma.
Differential expression |Miyagawa F, |Eur J Dermatol 2014.12 [E 4%
profile of Th1/Th2- Hasegawa A, |(in press)
associated chemokines Imoto K,
characterizes Stevens-— Ogawa K,
Johnson syndrome/toxic Kobayashi N,
epidermal necrolysis [to K,
(SJS/TEN) and drug- Fujita H,
induced hypersensitivity |Aihara M,
syndrome/drug reaction Watanabe H,
with eosinophilia and Sueki H,
systemic symptoms Tohyama M
(DIHS/DRESS) as distinct |Asada H:
entities.
Sequelae in 145 patients |Kano Y, J Dermatol 2015.1 E 4%
with drug-induced Tohyama M, (in press)
hypersensitivity Aihara M
syndrome/drug reaction Matsukura S,
with eosinophilia and Watanabe H,
systemic symptoms: survey |Sueki H,
conducted by the asian Iijima M,
research committee on Morita E,
severe cutaneous adverse |Niihara H,
reactions (ASCAR). Asada H
Kabashima K,
Azukizawa H,
Hashizume H,
Nagao K,
Takahashi H,
Abe R,
Sotozono C,
Kurosawa M,
Aoyama Y,
Chu CY,
Chung WH,
Shiohara T:




BXE19

2 A
F =

FE R E KB

RRAXBEEE hEUREFEEORKIEFTIZE (+Bhyperthermiak A bH4 o D&RE
KR EIRPEABIERE

1. FRFICHTH0OE - RR2—F%%

#xRL-HE (BXREB. O #x LI-15F _ .
58 - KRA —FEDR) REEKA (BamL) RELEYH |EA - 505
Endoplasmic reticulum Tohyama M, The 39th Annual 2014.12 EMN
stress—induced Dai X, Meeting of the
keratinocyte necrosis is al|Shiraishi K, |[Japanease Society for
new mechanism of epidermal |Murakami M, |Investigative
cell death in SJS/TEN. Sayama K: Dermatology
Osaka
2. PRE - HRFICETLMXIEH .

BHLHX (REER) | REEES RRLI-GH HELLBH |ER- 07
= (P25 - HRER) ik
TNF-alpha as a useful Uno H, J Dermatol Sci 2014.3 E4t
predictor of human Kabashima K, [74:177-179

herpesvirus—6 reactivation|Tohyama M,
and indicator of the Watanabe T,
disease process in drug— |Hashimoto K,
induced hypersensitivity |lijima M,
syndrome (DIHS)/drug Sueki H,
reaction with eosinophilia{Watanabe H:
and systemic symptoms
(DRESS) .
Elevated serum thymus and |Ogawa K, Br J Dermatol 2014.8 E 4t
activation-regulated Morito H, 171:425-427
chemokine (TARC/CCL17) Hasegawa A,
relates to reactivation of [Miyagawa F
human herpesvirus 6 in Kobayashi N,
drug reaction with Watanabe H
eosinophilia and systemic |Sueki H,
symptoms (DRESS) /drug- Tohvama M,
induced hypersensitivity |Hashimoto K,
syndrome (DIHS). Kano Y,
Shiohara T,
[to K,
Fujita H,
Aihara W,
Asada H:




