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HE BEEOH LA OEE - DIREL, BRFOBTIRLE2HTH L,

2. EE{ER

(1) 1EFRERL - /ERF
18.1 AR
TarY =i, FHCFUFF I —FIIH LT, ERFVUFURRRHUF U LERTAZILICK

STREBEOEGREZMHI L, ZOMRMLDRBEL ORI RBELZEFSEL P 99,

Fo, T )= AOERBDTEHLIAXFLS) ) A b F oA X —PIEWEREE TS 19,
[10. ZHE]

(2) EMEFRMITHHERAE

PR L
(3) R - FrihRfE
PR L
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VI. EWEREICREI HIEE

1. mMAREDH#ERS

() aRLAMGMPRE
LRk L

(2) BRRRARBR TR IN-MFEE
EMEHREERR
(7o /—)LEE 100mg T
Ta7Y s —/VEE 100mg [Tk X, BATOREEIRBOEDFHIFEET A KT A 2 K OAEY RS
(2B 2 pBREEHE (BN 55 4E 5 A 30 A 3RFH 718 %) O TLRIOME TH v, & b TOAEYZFM R %M
BB IERE L CTU e,

<BE (v¥x) > P

Tua7Y ) —/UEE 100mg [Hkk) CHEHRAIZ 7 o 24— =Rl ZEnEh 3 88 (Tary / —dL
T 300mg) MEMEF RICHERRAZKE L, 7 oY ) — oW TEbias Ui, i S o 1 B o
EIIAERBRRZTRD bR o T,

HIEIRT A—H
AUCy—9s (u g+hr/mL) Cmax ( u g/mL)
Ta 7Y ) —)LEE 100mg [ 754K 117. 4053, 25 9.69=4. 20
FEHERIA (F24, 100mg) 114. 76 =30. 42 9.43+2.89
(Mean=S.D., n=10)
(¢ g/mbL)
15 ¢
—e— 70a7Y /— LEE100mgl 254k |
---O--- FZHEBHF|(EEH]. 100mg)
m 12 _ Mean=+S.D., n=10
A
th
7
a
7
1
/
|
12
;‘%
4

0 6 12 18 24

B 5% OB (hr)
(3) HhEE
MY ER L

4) BE - ftREOZE
1) BFEOEE
U E R L

2) PEHZEOR A
IVIl. 7. fHAAEMH) OHESMH
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(1) fEHf7AE
PR L

(2) RPLEETEH
g Re L
(3) HEXRERETEH
(BEIER)
(7Aa7Y)J—)LEE 50mg T
fREERR A B 1, Mm e O#&E (188) : 0.6756 hr! (n=14)
@4 27 RA
mER e L
b) HHTEE
mER e L

(6) Z it
PR L

3. BEMH (REaL—Lav) @

(1) BiAE

BB L
(2) A= EHER
BB L
4. TRIR
PG L
5. 9

(1) ik — Rbi B P @@ 1%
PR L

(2) % —RREEEAF @@
Vil 6. (5) #Thw) OIEZBM

3) EiA~DFiTH
TVIl. 6. (6) #HLim) DESMA

4) BER~DBITIE
LRk L

(5) ZDfhniEREA~DIHITIE
LRk L

(6) MPELFEEE
TaFsY )=, FXTTY )= ATMIEX ST IRIE L A SRS LR, ®
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6. fXH

(1) KBEARAL R UK BHEER

16.4 ¢34
TaTY ) EF o F oA R A =B LB EN T, KON AXFLTY )= bnn 9,

(2) K#BIBAET LR (CYPFHF) OHFiE, FEXR
MY ER L

Q) HEEEANROEERVEDEE
EER R L

4) KEMOFEORERUVFELL, FHELE
PR L

1. HRit

16.5 HEift

BEIC -7 a7 Y =)L 169mg P & HERR OHE U, IR RO EERPICHEES . R 0
KEBSIIA X7V 7 — MR ST, 48 FE[H TR 2O 40% 23 JRPICHEt S e, £, &EED 20%
DRI O F F 48 B CEMEFRICH SN2 2 UtEAT—4),

) AFIOAZRMEIL. 1 B 200~300mg & 2~3 [EIZ43 T CTEBEHELSTH 5D,

8. FSURKR—E—IZEAT B1ER
MM R L

9. ENFICLBDBREE

AP L

10. BENDERZARI HEE

LR L

11. Z0fth
gk L
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Zel (ERLOEESF) (CEAY HEE

ERNBTEZTDER

[ |
ShTunin

=g

2. ERARETDERH

2EE (ROBHEIBFIH/ELBNE)
AFN DRI LR IBOE OBEEIE D & % [84

3. WEXILHRICEEYT HFELZDER

RESIHTWRN

4. RERUVAEICHEET HIELTNER
V. 4 JAEROFRICEET 58 #BMT 5,

EEGERMIELENER

SEELEANIR

8.1 ARFN OB HAZ L 0 B fEIER SUTEBUER A BI L, EEQERICEDL Z LN H DT, BE, RBENED
SN AICIREBICES AP L, WORLEEIT) 2, 1L L1, 11. 1.2, 15. 1.3 &)

82 AMEMMBEIENB S EHE T, AFOEGEZFMHE LN &y

8.3 B WU IRIEDBENC L v | IHRFNED R MR E LD Z ERd 5, [7.8M1]

8.4 AFIB G- FITIFREANIE L -8 iZareF o, AV RAZUEERHRATH L,

6. MENDERERI VBEHICHT IR

(1) A6HE - BEREZEOHLEE
BRE LTV

2) BHmpeEERE

9.2 BEHMREIEESE
BLHBOPESLBRGRBOIER ZEB 5 2 & KAIRZ OREHY OPEHE D IR IE U o i i BE 23 Rt 4
Do FHCBEARRECRWERAP B LIS AR EBRERZIZEL 2 E8HY, HUFALHESHLTND,

() FrHkpelEERE

9.3 FFrigeElEE B E
931 HERBEAT OBENIZDEREENHDEBE
EMRIC AT B A 2 95 2 &, IFEFEPEBUIEEST 28T H 5,

(4) HEMEREEET HF
BEIN TV AN
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(5) yE4m

9.5 iEiF

T8 SR L TV D ATREME D 3 B e MR, VB LA RSN a2 LAl % &l S 558100 i
HB4A5zZ b, @$FER (7 A) O 10 HE XX 13 HEBIZ 50 X 100mg/kg & EHENEE L& 2 A,
R AR RNRO bz L ME S Tn5 2D,

(6) #=FLim

9.6 RELIF
R LEOARMER ORI REOARMEELZE L, RALOME TP 2T 22 &, b FERALP~KHK
OZORBYBBATT 2 Z LB WME SN TN D,

(7 MR

9.7 NRE
INRE G L U BRI SER L T2,

8) =#ndE

9.8 MihE
FEWIMAFRENEHGE T BTN H 50T, HEICEE L CTEHERES T Z L, AFoERBITEL L
TELOHEIEEI NS, EEE TITEEENMMET L TWAD Z ERL,

1. FE{ER

10. 18 EEA
AHFNIZV o F o AF X —FBEHET S, [18.1 ]

(1) HHEEZEREZTDER
BRE SN TWHARWN

(2) HRFEEZDER

10.2 AR (BFRICIERTH 2 L)
WD ESHE ORI SUIHEM 2 LS5 L ORERD 5,

FHN 4 S FRAER - HE 515 W - a1

AT T T Y KF) H RIS EORIER & ¥R 5, AFNNTFF A7V ORGSR T

TYWFATY INLOEAOHEE 1/3~1/418 |HDF V> F oA —EEAE
b5 B e T5, TORERANTT TV

DI PIEEN FR 5,

(S A EXITECOEREERL, DR, | ARRESY T B OREE I L.
Rk, MRRREELNEILLIZEOH (EX T OIEH 2] 5 & @i
End 5, ENTW5D,
BIWEFH ORBBUCERTH Z &,

7~ U VR PrERm Al 7~ U RPUEEM A OER 2857 | AFNC L 2 I REEERIEE O T E

PN RN LEDREND D, FAlcX v, 7~V rRPgELFIoN

BEREOEENIERE L., 7~V R |[#AHET 7207~ ) U RPUEL
P Al o B G- 8O R H 5 W 38 (KON LR T 5 &t ST
HREROIERE#EBETHZ &, W5,

VA=Y, %A=V A NN zuanraNI FROEHEZEBRT  |JREESWOBRAEIZEY 71T
%, PRI RN ERE T 5 s S
MPEOEEIZEE L, 7l (L Th5,

NI ROEGEOWED D WITEE
MROIEESEETH L,

I akRAT 7 I KK BREIFINEE L L oWERH | AAXIAF OB 7 ok A
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8.

%)o

EHEIZ MIERA 21TV, A BRI
DEORWEHORBUEET H Z
ko

77 2 ROFR#HZHET S, X
. 7 aRRAT7 7 I REPEE
ARETS EHESNL WD

v aARY v

S ARY COMPPEEN FH
L. BHREK TR L OB

AEIDNS 7 v AR Y v OFFAET A TR
EFTAHT 7 a AR Y Ol T

&F%@Hﬂf%h%ﬁbt%ﬁ

N5, ERNERT L ERESNTNS
v ARY L ORERICERETD
e,
Tx=hAr Tz = A COMPREN EFH L, [RHINRT == bAoA > ORI FLE
REIRNBEHE LT OHRENRDH B, THRDT == A OMmMFPREN
Trx= MM UYOEERIGEETHZ | ERTAHEREINTWVD
L,
X F R HH FHUFURER (FHT oV | REBTET 4V ONRHBEERETH
TAT 4V E %) OmFREN EFT 5, HEYUF U AR HF =Y HHET
FH T URERORERICEET BT AT 4 U O FREN
5L, HIprLWEIhTnsg,
O fERERR AL OVHIV &2 W T, ¥ | FAIRT X ) v oREiEZTH 5
&) v® Cmax B ONAUC 8 2 f512 | FrAd v F—¥E2AET S
ERLEEOHREND 5, =, UK OMPEEN R
UE )V OEERICEET A |THEEILND,
L,
R, UX VORI IR
TR BTV,
WOEIRESGL EOPRICE VIBEBISERET 2 EOMERDH D, BEOREZEEIRBIE L, BEEMES

7
;

FELICHAOERGZHIETSZ &,

FEHN4 S RPN - 5 T W - a1
R RREF EIEOW\BAIS GREMEMZE ) 2 [(BFIERHTH 5,
FE LI ORERD D,
A N2 EBEER (Stevens—Johnson SEfE  |FEFFIZAREITH 5,

FE. BARIRSE) NI LIZE ORE
BH D,

FICBBEDOH HBETIIEET D
z&,

t RoszoeF7rdR HIEOBBEOR (EE, 250K (lFITRATH 5,
BEE) NEB LT OWEND D,
ToEVY v RIBOFEBNREINT 5 & OWMENR D FFIIRHETH D0, AFIUIE IR
b, FRMAEIZ LD 7o vy U o O
SN HERR S U5 AlREME S ST
l/\éo
&l1EF
1.5 A
WOBRERRD bbb ENnHHDOT, BEEL 7TV, R RO ONTHEICIRBESE2FIET 57
CHEYRE AT Z &
(1) EXLGENER & MHAGEIR
1.1 EXGEIER

11.1.1 hEMREIEFEREE (Toxic Epidermal Necrolysis : TEN). EIE¥EIZEREIZEE (Stevens—Johnson fE{E
. FIFEMEREERAFOEELEEREREXEBEELELX (W bEERH)

el ﬁ%%ﬂimﬁﬁﬁﬁ%&5k%m\ﬁ%ﬁ%ﬁ%tf%:&ﬂhéo%OT\%Q\%F## L 5

ht ik, BEhicEEERIEL, BES LW L, £, AT aA FHOBRGSHEY) R AEEITH
. [8. 1\ 15.1.3 ]

ﬂjzﬁﬂﬁﬂﬁﬁﬁﬁﬁ(ﬁFT%)

MWIRER & LCRE, BERL LN, FIC) o8EER, AMERM, FBERERIE S, B Y L oSERHEEH, T

FERERE B ORIREE & £ ) BRI O EERBBUER PR3 b bbb Z En3b b, £z, 1 BEERFE (BIE 1

mﬁ?f%a@)%%ﬁb\ﬁFT/b VALE ST RE SN TWD, 2B, B RALRATA LR 6
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(HHV-6) DT A NVADOHEEALEME D Z NS, #HTI% RSB, A, TR ES ORER 2 %
HAHVVTEIEL L 72D, MRFEOFIRMFRIERN S SN T2 ERXHL5OTHEETDHI L, [8.1 &
fe]
MA132av9. 7F7453F>— (WTFRHHEER)
MA4ABEFRBHEM, AMBkED. BEMAKE. /MED (OF b HEERE)
11.1.5 BUERF R EDOEEGITHREEES. BE (Wb HEERH)
11.1.6 BF 2. BFRL2OHBE. MEMBRZETCEREET (W INLHEERY)
11.1.7 & MM 26 (B RB)
FEEN MR, IR PR O MR SEIR S B B DN T AT, ECMIC I X REOREE FEETHZ L,
11.1.8 BIUHRMEE (B R<H)
PR, B, K LS. MR ORT I A ety EREDERNL LD Z E0id 5,
11.1.9 |MEMEELX BHERH)
TEERREE, ZEN, BEJ. D - R SUIERR S ESEOER ) MEMEFHER LD N Z BB D, 72
B, AHIE GBI CRIE L7=fl b s Sh Tn g,

(2) ZotoEIER

11.2 ZDODOFIER
0. 1~5%A 1 0. 1% B

EE FIB FRFE. BIEE

i =ik F ek . SREE, 47 R EREY
%, U U NfiE

" ik R i ey

(S BACARIR, B AP, HRME, N

T

B RER 2 H B VI it %

Z Dt e CK EH. BRREEE., Lk
. RAEP R

9. FRERBRERRICKIFTHE

BRIE STV

10. BEK

E STV

e

. BRALOZE

14BRLOEE

14.1 ERIZABOEE

PTP BEEDIEANL PTP > — "BV L TIRAT 2 L2 & T 52 &, PTP > — FORBEEKIZ L VD | #EWVELA
RN RIEREEA~TIA L, FIZIEFLE2B I L CHRBIARZEOBEERAINEZ T2 08355,

12. ZDHDEE

(1) BRPRERIZE D I1EHR

151 BRERERICE D &k

1511 AT AREZE< L, lHOREZ LU LETHZEREE LY,

15.1.2 SMEIC BT DI FFAERE T, AAIOEGIZ LY ANEER D bbbzt ORERH D 2,

15.1.3 BEEME (Han-Chinese) Z X% L L=V Fa AR F 4 THRFRICBWNT, 7a V) 2 —ic kb9 5ENE
FZEEERARIE (Toxic Epidermal Necrolysis : TEN) M OVEZREKEMEHRSEMGERE (Stevens—Johnson JEERE) %5
O BESE HIE FEREF] D HLA Tl % AT U7 . 51 Bilh & COIEBINS HLA-B* 5801 B FH Th -7 & DWMENH 5
W ki, BIOWZETIEZ, Ta Y = XY RS R AR ERIE K OV L IR RRE R 2 FE L7 A A
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AR T —nr v R AZBWT, 20 10 Bl 4 F] (40%) . 27 Fld 15 51 (55%) A3 HLA-B* 5801 (R4 & TH
STt OWELHD PO, B, HLA-B*5801 ORARITIERBKE T 20-30%% L, AARAKR T —1 v 3
ATIH1-2%TH D, [8.1, 11.1.1 &[]

(2) FEERRRABRICE D IR

15.2 JEERERBRRICE D < B
B FEBICISN T, BAIE O LG8, ARIORERGICEY , FOSRTEENEM L & OWMENH
50
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X. FFERPREAERICREI SIEE

1. ZEIBHER
(1) EEFEEHER
[VI. 3REHIREICETAIEA | OESMR

(2) ZREMEREHR
LRk L

Q) ZDithnEEHER
LRk L

2. HEHHER
(1) ERRS5HEHR
PR L

2) RERSSEHR
PR L

Q) BEfaEsEHER
PR L

@) HARMESER
PR L

(5) AERAEFZMERER
RN ERHR L

(6) BFTRIBMEEAER
PR L

(N ZotorikEsE
PR L



X. EEMEEICHYT SEAE

1. REIX5

o K7 u Y ) —/LEE 100mg 74K LUYSE S St
BRRSy  Ta sy ) —u 3K
) EE-EEONFEICLVFEATLIZ

2. AEARE
3 4

3. BENRETOEE

FRIRAF

4. MFENWLEDFE

BRIE STV

5. BEMITEM

BEMERRTA RN oL

<TVoLBy :HY

Z DA B TANTER

T 7Y )= 100ng (5 bK) % BEAT 72 % 18 S A~

(FAHk 7 7 —< XS4 ERBEBREFMIT YA b http://www. kyosomirai—p. co. jp/medical/top. html
W4

6. F—m% - FE

Ml % 72T RAFy b, FERFYRZ Yy b, XU RXT vy, RFXT RE

1. EEEEAB

1966 4

8. HERFTARFABRVARES. EMELENSFEAB. REMAKERAB
(77 /—)LEE 100mg TEHI)

HR5E 4 HERFERBEAR RbES FEMEENSBEAR HR5ERAsRE R B
(IBHRZE4 )
Ty )k 19764 8H30H (51AM) 511 19784 4H 1H
(IBRFE4 2
Tary ) —EE 20064 2H 3H 21800AMX10225000 20064 6H 9H 19784F 4H
100mg
Tu7Y )=
100mg [#5HK ) 20124 2H27H 22400AMX00628000 2012412 H 14H

1 BORHAEIRR 0 200743 A 31 H
2 R HENIR - 201349 H 30 A
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10.

11.

12.

13.

14.

MEEX (THREM. RZERUVAEXEEENFOFABRRUVEZOAR

AL L7

BEERR. BIMERRARFABRUVZORE

LR

BEEHM

AR

EEHRFIRICET 515K
AANE, BT 5 HRILED TV A,

£Ea—F
= ELEFBEEMmEE | BUEERKI—F - L7 rERELE
E = =
/-EJL.% ”Xﬁlg;?é:ﬁ::l_l‘ (YJ:I—I*) HOT (g*ﬁ) g"? :/Z7_'.L\Fﬁ:|_|‘
TRy S 3943001F1012 3943001F1551 108562445 620856241

100mg A4

RIRIEMT LDEE

Tr7Y ) —/LEE 100mg A4k
DRI L OBRERLTH D,
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XI. XXk

1. SIRAXHE

) Fa—D ) AT ¢ AR SHAENEER
Tr7Y ) —/VEE 100mg [k OREMERBRICET 2B
2)  Fa—UrU AT ¢ AHEASHENEE
Ta7 Y J— 5 100mg [k oZEtEiciEd 28k (aREToREN)
3 Fa—U U AT o AHEASHATNEE
77l ) —/VEE 100mg [45bk) O HMEICBE 5 &k
4)  REBE : BRK L B2, 1979 ; 56 : 2677-2681
5)  KEBEHEHFD: U U~F.1968 ; 8 : 349-370
6) RBIZULESIED - B2 & T3, 1968 ; 5 1 253-257
7). KERITD . W& IEHE. 1968 ; 56 : 1258-1262
8) EZLILEIIH : WEIE & BFZE. 1968 ; 45 : 2799-2801
9)  FEARRERITD : HEE L FEIR. 1971 ;5 20 : 248-250

10) BFHE : BUROREML. 1972 ; 6 : 81-83
11)  FFEW : BURORRK. 1972 5 6 : 129-132
12) JEAEN : W& 159K, 1968 ; 56 : 2057-2060
13) Elion GB: Ann Rheum Dis. 1966 ; 25 : 608-614
14) PHEEZIEH © HASEPIHERS. 1968 ; 64 : 108-122
15) Rundles RW, et al. : Trans Assoc Am Physicians. 1963 ; 76 : 126-140
16) Rundles RW: Ann Rheum Dis. 1966 ; 25 : 615—620
17) Fa—U U AT ¢ RS AR
TRy ) —/VEE100mg THEAR) OWRINHEIZ B % Bk
18) L P ARG MTHE, 414 (B)IIE]L 2016)
19) Elion GB, et al. : Am J Med. 1968 ; 45 : 69-77
20) Elion GB, et al. : Biochem Pharmacol. 1966 ; 15 : 863-880
21) Fujii T, et al. : Jpn J Pharmacol. 1972 ; 22 : 201-206
22) BEAIEE  EEAWERRENIRIS~ =2 70 SRR SR R
23) Garbe E, et al. : Arch Ophthalmol. 1998 ; 116 : 1652-1656
24) Hung SI, et al. : Proc Natl Acad Sci USA. 2005 ; 102 : 4134-4139
25) Kaniwa N, et al. : Pharmacogenomics. 2008 ; 9 : 1617-1622
26) Lonjou C, et al. : Pharmacogenetics and Genomics. 2008 ; 18 : 99-107
27) Fa—V U AT ¢ AHRASHAENGE

T 7Y =/ EE 100mg AR ORE FLGABRICE T 0 &k

2. TDDSE XA

DRI L
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XI. &&H

1. EGHSETORETIRE

FH LN

2. BB T DERRZIEFR
gk L

24



XI. {§&E

1. FF - IREEICE L CTEREKHMZT 5 2H-> TDSEER

KEDERICET AEE

AREIAREZ T TR WREIZET 2HEHRBEEN D, RRFEERHEL L TOWARVHNELEENTE
D, HLETHRIHM SN TV IRBRAFETHEONIHEREZFIELE LTIRRLTWD, EREREFEDERREH %
Batd 2 ETOZEFRTHY, NMTEOFTGEZRTHO TR,

RORML - TP IS O R EE B ETEBNICE T 204 N7 A4 2T 5 Q&A 12250 T (2D 3) )
BFCAE 9 A 6 A JEAGTEIE S - AETER/E R - BREOSIRER SR

(1) 5
SRR L

(2) ARt - BAMRURBEREF 1 —J0&E AN
(7B 7Y/ —)LEE 100mg &) =
(FABR 51%]
AR B
TAARANY DR N UEEREERYD, T4 AR —NIZEEREEOEE 1 HANTER RN CZREL,
T 4 AR —IZ 55 COIRY 20ml 2 RVERY | fRiEDEEZ LT 5 sHBARKET D, 5 HRICT 4 ANy
P—%FT 90 FE 15 [EEMEE L, B - BRORNABET S, 5 DRICHELZ2WEA, HiC 5 kE
%, FEROBEEIT S, 10 BHEE L THERE - BB L2WEA, ZoFEEZFIET S, ZoHfIE L
DS B, BRATRERSERII I —T 4 VT EMIEL TS, T4 AU —NIZ AN TRBRICHRBR 21T 5., =
—T ¢ RS — R OB B EEAI A IR T 15 [V TTT S,

BB

FAERRERIR TR O N TR 2 7 4 AR —IZRVIY | BET 22— 7 OEAE L V) 2~3nL/F D&
ETEAT D, Fa—T7ERNIHASND 3 530 2 ZKFEIZ L, il QEANS) % 30em OE Ik y
Do A X 8r. (Z L F)DF 2—7 GME 2. Tm) ITIEA L, W@MELZBIET 5, FEATEALZZRICEED
Kz CIEAZR CTRVEY | AL TF a—T7NaPd B, AR - Fa—T7HNOEPEREL TWhRTud
wEPEICHELR L ET D,

(2R

7t 4 FRIERRE R SR IE R
7a Y ) —LEE 100mg [H5HK] 5 LAPNIC AidsE - Sl L7, 8Fr. DF = — 7 %l LT,

2. ZDtoEEEN
LR L
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