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Stevens-Johnson (SJS) (TEN) DIHS

(DLST) T
DLST
TEN DIHS3
A.
stevens-Johnson (SJS) Multiplex Assay
(TEN) DIHS 30
T
B.
CD8'T TEN DIHS3
TEN 4 Meso Scale
CD8'T Discovery  (MSD) Multiplex  assay
(Electrochemiluminesence; ECL)
IFN-y , IL-1B,
3H-thymidine IL-2, IL-4, IL-6, IL-8, IL-10, IL-12p70, IL-13, TNF-a ,
DLST (FCM) GM-CSF, IL-1a , IL-5, IL-7, IL-12/1L-23p40, IL-15,
T IL-16, IL-17A, TNF-B , VEGF, Eotaxin, Eotaxin-3,

IL-8 (HA), IP-10, MCP-1, MCP-4, MDC, MIP-1a ,

MIP-1B , TARC
40
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TEN

DIHS3

CD8

IFN-y
Thl

DIHS

IgG

DIHS
20 8
28 7 31 (
E.
1
Multiplex assay
F.
HLA
G.
typel
IL-5 Th2 1.
1)
HHV-6
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142 3 ,503-507.

3) Nakajima K, Terao M, Takaishi M, Kataoka S,
Goto-Inoue N, Setou M, Horie K, Sakamoto F, Ito M,
Azukizawa H, Kitaba S, Murota H, Itami S, Katayama
I, Takeda J, Sano S: Barrier abnormality due to

ceramide  deficiency leads to  psoriasiform
inflammation in a mouse model. J Invest Dermatol.
2013 Nov;133(11):2555-65.

4) Hirobe S, Azukizawa H, Matsuo K, Zhai Y, Quan
YS, Kamiyama F, Suzuki H, Katayama I, Okada N,
Nakagawa S: Development and clinical study of a
self-dissolving microneedle patch for transcutaneous
Pharm Res. 2013

immunization device.

Oct;30(10):2664-74.

1) ; , , ;
TNF-a

thymoma non-associated multiorgan autoimmunity

112 , , 25

6 14 16

2) Azukizawa H: A case of TEN induced by aspirine
World SCAR joint meeting Keelung Chang Gung
Memorial Hospital, Taiwan, November 15" 2013.

3)

transformation test demonstrated by flow cytometry.

Azukizawa H: Utility of Lymphocyte

The 8" International Congress of Cutaneous Adverse

Reactions. Chang Gung University, Taiwan,

November 16-17"2013.
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1) Azukizawa H, Kosaka H, Sano S, Heath WR,
Takahashi I, Gao XH, Sumikawa Y, Okabe M,
Yoshikawa K, Itami S: Induction of T-cell-mediated

skin disease specific for antigen transgenically

expressed in keratinocytes. Eur J Immunol. 2003
Jul;33(7):1879-88.

2) Azukizawa H, Sano S, Kosaka H, Sumikawa Y,
Itami S: Prevention of toxic epidermal necrolysis by

regulatory T cells. Eur J Immunol. 2005

Jun;35(6):1722-30.

3) Hanafusa T, Azukizawa H, Matsumura S,
Katayama I: The predominant drug-specific T-cell
population may switch from cytotoxic T cells to
regulatory T cells during the course of
anticonvulsant-induced Hanafusa T, Azukizawa H,
Matsumura S, Katayama 1. hypersensitivity. J.

Dermatol. Sci., 2012 Mar;65(3):213-9.
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CD4

43

10

2010)

CD4

CD4

DIHS

IL-17 CD4 (Th17 )

2006 2013

SJS 4 TEN 2 DIHS

2 )
(Hashizume et al. Acta Dermato-Venereol
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( 20-157)

SJS/TEN T CD4
DIHS
CD4
CD25

CD127 CD4

DIHS SJS/TEN
CD25 Foxp3
SJS/TEN
PMA
SJIS/TEN DIHS

IL-17

P = 0.00 1 M-W tesy)

8- eo®
7=
6-
5=
4- L 2
[
3-
[ X J
2-
L J
1- - -
o T
DIHS SJS/TEN
(N=10) (N=6)

/CD8

(2
DIHS
CD4
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1 CD4/CD8

Percentage of CD4+CD25+CD127- cells

in CD4+T cells

P<0.03(M-WV test)

25+
204 I
154
10
5
0 T
DIHS SJS/TEN
2 CD4 Treg (%)
IL-17
100+ ¢
P<0.012 75000
80+
60 50000 ‘
40+
250001
201
.
- Metal SJS/TEN DIHS
& & ’
o
3 CD4 IL-17 %) )
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CDh4 IL-17
SJS/TEN DIHS CD4
CDh4
SJS/TEN
IL-17
DIHS ( 3 )
IL-17 CDh4
granulysin
D.
CDh4 (Treg)
IL-17 CD4 (Th17)
SJIS/TEN  DIHS
CD8
CD4
SJS/TEN
Th17 DIHS Treg
Th17
Treg
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Treg

DIHS Treg
E.
F.
G.
1.
1) Fujivama T, Kawakami C, Sugita K,

Kubo-Kabashima R, Sawada Y, Hino R, Nakamura M,
Shimauchi T, Ito T, Kabashima K, Hashizume H,
Tokura Y: Increased frequencies of Th17 cells in drug
eruptions. J Dermatol Sci. [in press]

2) Hashizume H, Umayahara T, Hata M: Acquired
hemophilia eclipsed by psoriatic arthralgia. J Dermatol.
40:1070-1071, 2013.

3) Hashizume H, Hata M: Deep venous thrombosis
associated with cytomegalovirus reactivation in
drug-induced hypersensitivity syndrome. J Eur Acad
Dermatol Venereol. 27:658-659, 2013

4) Hashizume H, Fujiyama T, Kanebayashi J, Kito Y,

Hata M, Yagi H: Skin recruitment of monomyeloid

precursors involves human herpesvirus-6 reactivation



in drug allergy. Allergy. 68:681-689, 2013. 6)
5)
.2013;59 (4 25 12
):461-470.
6) : . H.
. 142(3):492, 2013.

1) : pp187-196
20 . . 2.
2) : ppl041-1042 2013
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D)
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2)

: 25 8 24
3)

H22-

- - 003 , 25
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4)

106
, 25 7 13

5) Hashizume H: Th17 and Treg in the pathogenesis
of severe cutaneous adverse reactions. 8" cutaneous

adverse reaction meeting. 11/27. Taipei.
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G.
BAT
1.
1) Watanabe-okada E, Nagao K, Takahashi H, Amagai
M, Manabu OHYAMA: Immune response involving
DLST BAT the bulge region besides telogen conversion contribute
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to hair loss in a case of atypical drug-induced

hypersensitivity syndrome. Journal of Dematology [In

press]
2.
1) b o b b
:C 3
DLST/BAT . 43
, ,2013.11
1) P A—— b b
1 29 ,
, 25 4
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Stevens-Johnson

TEN Stevens-Johnson SIS

cytotoxic T cell

TEN apoptosis
SIS
(PBMC)
PBMC
PBMC
PBMC
PBMC
PBMC
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C.
SJS
SJS
PBMC
SJS E.
SJS-PBMC
SJS-PBMC
SJS PBMC
PBMC
J
PBMC PBMC
F.
PBMC
G.

1.

1) Saito N, Yoshioka N, Abe R, Qiao H, Fujita Y,
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Hoshina D, Suto A, Kase S, Kitaichi N, Ozaki M,
Shimizu  H:  Stevens-Johnson  syndrome/toxic
epidermal necrolysis mouse model generated by using
PBMCs and the skin of patients. J Allergy Clin
Immunol 131:434-441. 2013.

2) Yoshioka N, Suto A, Abe R, Saito N, Murata J,
Hayashi-Ujiie I, Hoshina D, Fujita Y, Shimizu H:
Disturbed balance in three subpopulations of
CD4(+)Foxp3(+) regulatory T cells in Stevens-Johnson
syndrome and toxic epidermal necrolysis patients. Clin

Immunol 148:89-91. 2013.

2.
1) Abe R: Mechanism of keratinocyte death in
SJS/TEN. The 8th International Cutaneous ADR

Congress, Taipei, Taiwan 2012.
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(DIHS)

(DIHS: Drug-induced hypersensitivity syndrome)

25 (2013)
1,022
2012 1 1 2012 12 31 1
662 64.8%

2012 (DIHS) DIHS 220
(95% 160 280 ) 100 1.73(1.25  2.20) DIHS 360 (95% 275
450 ) 100 2.82(2.12 3.53) 239 ( 70.7%)

222 DIHS

DIHS
A.
( )

(SJS:
Stevens-Johnson syndrome)
(TEN: Toxic Epidermal Necrolysis)
(DIHS: Drug-induced hypersensitivity syndrome)
SJS  TEN 20 10

DIHS DIHS
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5)

6(HHV-6) 1 DIHS

(DIHS)
! ( 2012123 24 11
16 ) (H24-146-01 25 6 10
(DIHS) 1 )
C.
DIHS 2007 09
( 500 D.
)54 1,022
2012 1 1 2012 12 31 1 1
DIHS 2013
1 ( ) 2703
( 2) ( 1) 1022 ( 37.8%) 662
( : 3) 1 64.8%
17 DIHS 130 DIHS
208
( 4) ( 10
2 6
2 8 2 4
DIHS
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11 1 DIHS
( 2 46
2012 1 1 12 31 1 (carbamazepine)
(DIHS) 23
DIHS 220 (95% 160 280 ) 8
DIHS 360 (95% 275 450 )
6
DIHS 100 1.73(1.25 10 (allopurinol 9
2.20) DIHS 100 2.82(2.12
3.53) 4 4
2 1
DIHS 130 (95% 80 185 )
80  (95% 60 100 ) 5 DIHS DIHS
DIHS 160 (95% 105 210 ) 84
175 (95% 110 240 ) (carbamazepine) 58
DIHS DIHS
29
26 (allopurinol
2. DIHS ( ) 25
239 ( 5
70.7%) 5 4
17 222 2 1
( 65.7%) 222
DIHS 73 (32.9%) DIHS 3
141 (63.5%) DIHS SJS TEN 7
8 (3.6%) 3 DIHS 9
DIHS
(63%) DIHS ( 6 8
46.1% 53.9%) (Pneumocystis carinii
DIHS SJS TEN ) 3 DIHS
62.5% 2
4 DIHS 1 3 ( DIHS)
( DIHS) 1
( DIHS) 1
7 ( )
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30% DIHS
18% DIHS
11%
8
8
26.1%
9.5%
DIHS 1
9
7.2%
DIHS 1
(DIHS)
E.
(DIHS)
25 (2013)
662
64.8%

DIHS
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Y

160 280
275 4

70.7%)

90%
G )

)
50 )
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220 (95%

DIHS 360 (95%

239 (

222

81.1%

DIHS

9.5%

DIHS

26.1%
1.4%

), 2006.



2.

Kurosawa M., Kano Y., Shiohara T., Yokoyama K.:
Epidemiological and clinical characteristics of
Stevens-Johnson Syndrome and toxic epidermal
necrolysis in Japan: finding from a clinical database of
patients receiving financial aid for treatment. 8th
International Congress on Cutaneous Adverse Drug

Reactions, Taiwan, 11/16-17, 2013.
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1 (DIHS) (1031 )
DIHS DIHS
123 123 | (100.0%) 109 | (88.6%) 53 73
500 280 280 | (100.0%) 182 | (65.0%) 50 73
400 499 195 172 | (88.2%) 123 | (71.5%) 13 19
300 399 361 161 | (44.6%) 88 | (54.7%) 5 14
200 299 333 83| (24.9%) 44 | (53.0%) 0 3
100 199 775 93 | (12.0%) 46 | (49.5%) 0 2
99 582 56|  (9.6%) 28 | (50.0%) 2 1
54 54 | (100.0%) 42 | (77.8%) 7 23
2,703 | 1,022 | (37.8%) 662 | (64.8%) 130 208
2 (DIHS) 2012
95%
DIHS 220 160 280
( ) 130 80 185
() 80 60 100
DIHS 360 275 450
() 160 105 210
() 175 110 240
)
3 DIHS (
(%) (%) (%)
DIHS 46(63.0) 27(37.0) 73(100.0)
DIHS 65(46.1) 76(53.9) 141(100.0)
DIHS SIS TEN 5(62.5) 3(37.5) 8(100.0)
116(52.3) 106(47.7) 222(100.0)
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4 DIHS ( ) (1)
__46
(1) (carbamazepine) 5
18
2) ( 8
3) 2
5
“4) 5
%) ( 2
(6) 1
_ 8
(M ( ) 8
_6
(1) 3
3
10
(1) allopurinol 2
) 4
2
( ) 1
2 1
_4
(1) 2
( ) 2
ST 4
(1) 4
(NSAID) _3
(1) 1
2 1
A3) 1
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1
1
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2
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2
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2
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)
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DIHS ( )1)

_ 84
(N (carbamazepine) 10
46
( 2
2
( 1
3) ( 5
“4) 3
( ) 7
2
O] ( : ) 1
(6) 1
_ 28
@) 3
( ) 25
_ 26
(1) allopurinol 4
( ) 14
( ) 3
( 1
( 1
( 1
( ) 1
2 ( ) 1
_5
() 3
2
ST _5
2 5
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5 DIHS ( )(2)
6. 4
( 4
7. _3
) 3
8. _3
1
B 2
9. _2
2
10. _2
( ) 2
11. _2
2
1 ) ( )
( ) ) Pantoprazol(Pantecta P20)
) ( )
( ) ( EX) ( (
( ) ( )
6 (
(Pneumocystis carinii ) 3
2
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DIHS DIHS
73 141 222

8(11.0%) 13(9.2%) 1(12.5%) 22(9.9%)

5(6.8%) 4(2.8%) 1(12.5%) 10( 4.5%)

4(5.5%) 14(9.9%) 2(25.0%) 20( 9.0%)

>252mg/dl 13(17.8%) 14(9.9%) 2(25.0%) 29(13.1%)

2(2.7%) 9( 6.4%) 0( 0.0%) 11( 5.0%)

4(5.5%) 9( 6.4%) 1(12.5%) 14( 6.3%)

3(4.1%) 2( 1.4%) 0( 0.0%) 5(2.3%)

6( 8.2%) 14(9.9%) 2(25.0%) 22(9.9%)

2(2.7%) 9( 6.4%) 2(25.0%) 13( 5.9%)

1( 1.4%) 2( 1.4%) 1(12.5%) 4(1.8%)

8(11.0%) 8(5.7%) 0( 0.0%) 16( 7.2%)

67(91.8%) 137(97.2%) 7(87.5%) 211(95.0%)

71(97.3%) 130(92.2%) 8(100%) 209(94.1%)

25(35.6%) 40(28.4%) 3(37.5%) 68(30.6%)

2(2.7%) 7(5.0%) 3(37.5%) 12(5.4%)

0( 0.0%) 4(2.8%) 1(12.5%) 5(2.3%)

5(6.8%) 14( 9.9%) 2(25.0%) 1(9.5%)
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DIHS DIHS
73 141 222
63(86.3%) 112(79.4%) 5(62.5%) 180(81.1%)
19(26.0%) 33(23.4%) 6(75.0%) 58(26.1%)
10(13.7%) 9 6.4%) 2(25.0%) 21(9.5%)
0( 0.0%) 1 0.7%) 2(25.0%) 3( 1.4%)
DIHS DIHS

73 141 222

0( 0%) 1(0.7%) 1(12.5%) 2(0.9%)
2(2.7%) 6(4.3%) 0( 0%) 8(3.6%)
0( 0%) 5(3.5%) 1(12.5%) 6(2.7%)
5(6.8%) 10(7.1%) 1(12.5%) 16(7.2%)
3(4.1%) 3(2.1%) 0( 0%) 6(2.7%)
2(2.7%) 4(2.8%) 0( 0%) 6(2.7%)




1 DIHS ( )

20
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F i
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~298%  30-395%  40-495%  S50-595/  60-695%  70-795 somuLl L
F i
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1.
2. 2
3. 38
4.
5. abc
11,000/mm
; 5
C. 1,500/mm
6.
7. HHV-6
DIHS 17
DIHS 1 5
4
DIHS( ) SJS TEN
1.
2 6
2.
3.
4. HHV-6 HHV-6 4 2
HHV-6 HHV-6
14 28 21
5. HHV-6 HHV-7 EB
6.
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2013 1

(DIHS)
(DIHS: Drug-induced hypersensitivity syndrome)
(DIHS)
(DIHS)
2012 1 1 2012 12 31
(DIHS) 2013 1 31
1. o
113-8421 1-1-19 2F
e-mail mic@juntendo.ac.jp
181-8611 6-20-2

e-mail kano@ks.kyorin-u.ac.jp
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2013 1

(DIHS: Drug-induced hypersensitivity syndrome) (
1 2012 1 1 2012 12 31
(DIHS)
28
113-8421 1-1-19 2F

e-mail mic@juntendo.ac.jp

181-8611 6-20-2

e-mail kano@ks.kyorin-u.ac.jp
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DIHS

2013 1

(DIHS: Drug-induced hypersensitivity syndrome) ( )
1 2012 1 1 2012 12 31
(DIHS) 2 28
113-8421 1-1-19 2F

e-mail  mic@juntendo.ac.jp

181-8611 6-20-2

e-mail  kano@ks.kyorin-u.ac.jp
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Stevens-Johnson SJS Toxic Epidermal

Necrolysis TEN SJS/TEN200
SIS/TEN
SJS/TEN HLA
0-78 29.4 9 79.9
90 81
16 1
SIS/TEN  HLA HLA-A*0206 13.6%
47.6% (
p=4.1X10-12,Pc=8.2X10-11,0R=5.8) SJS/TEN (

p=4.9 X10-10, Pc=9.9X10-9, OR=4.5)
SJS/TEN
HLA-A*0206

Stevens-Johnson SJS
TEN 70%
SIS TEN
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SJS/TEN
SJS/TEN HLA
B.
170 6-92 47.9
SJS/TEN 166
126
220 HLA classl (HLA-A,B,C)
DNA PCR-SSOP (Sequence
Specific Oligonucleotide Probe) HLA
WAKFlow system HLA
® Stevens-Johnson (SJS)
TEN
( E-215)
o (
C-432)
] Stevens-Johnson

( G-105)

C.
0-78 294
38 22.4
164 131 79.9
NSAIDs 57
46
11
150 44 .4 0.1
HLA-A*0206
13.6%
SJS/TEN 47.6%
SJS/TEN HLA-A*0206(

p=4.1X10-12,Pc=8.2X10-11,0R=5.8)

SIS/TEN (
Pc=9.9X10-9, OR=4.5)

NSAIDs

77

45

10

. p=4.9 X10-10,



SIS/TEN HLA-A*0206
E.
SJS/TEN
F.
G. 25

1.
1) Tohkin M, Kaniwa N, Saito Y, Sugiyama E, Kurose
K, Nishikawa J, Hasegawa R, Aihara M, Matsunaga K,
Abe M, Furuya H, Takahashi Y, Ikeda H, Muramatsu
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