*71-_7)“7:] l&
274 —5J)L 10mg, 25mg, 50mg h7EJL
(PRE—4EEBR) ICEETH5EH

FEMCEHIN-HFRICRIIENRTVABTORER, /N
IWT4R T7—BEARHICHYFET . SR KOEEFER
LS OEFIBHICEAEMZRRTILEITEFEA,

JNIVTAR DT7—IHA 4L
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1 ERXITFEEDZEE

AR AL, 1970 FEIZY U R 7 7 —<fE (RAA R B IV T 4 R Ty7—<4) 12k
DN =—OLEERIFET H2EREO—F TH 5 Tolypocladium inflatum Gams O 75
TEERZ AT 2 ORAERE LTI &z, 1972 ISR E IS E 2 Ml 2@ & 2 F5>
T EFERE A, 1973 AFRICHEE, RIS L, ZOEMMEIT 11 BT I B DR DB
RYXRTFR (7 ARY V) THLHZERWLMNIRoT,

X 15.1-1 o RRRY ODEER

H CHs
»/  OH

H3C
3 =

Ala—D-AIa-MeLeu-MeLeu-MeVaI—ITI
|7 CH; O

Abu-MeGIy-MeLeu-VaI-MeLeu—‘

Abu = (2S)-2-7 = / &
MeGly = N-AFJILT 1) >
MeLeu=N-AFJ)LAA T
MeVal = N-A FJjL/\ >

1974 FELIRE, S 7 m AR DG, BUENFRRIC/R 72 2 Lo b2 OB FEERN FEhE < 41,
ZORERT 7 v ZR Y AATPE, O, B, BN, ERE, N5 OV O [RIFE R R O R SOG
AL, AEEBIMA LR S MR EmEER A G352 LB L~V TH LN E o
7oo FE7z, invivo N in vitro OEBREGENS 7 v AR Y 3 ) o8Bk L GRIRER S
e B DD I Ze e e MsIE I 2 53 2 2 L 358 L, 1976 4F Borel H 391D T 7 1 AR
U v ORI 725 FAZ D THFE L 7= [Borel JF, et al 1976].

Z D% OFEIR LM IEICBNT, 7 e AR Y EELE L TAAS=T J U RERTOA
A=A %2 (IL-2) REFFEOYA A OREAEZNET DS Z LICED, IR 0EN
FHERZTRT ZEDNH LN/ oTz, 2OV A NIA VOFEARFL, v 7rARY BRI
T4V EEAEREERL, T MR ED Y 7RI W TEERZEZ R LT\ Dh
Ny =a—U kAL, EMEELET S Z LK VBY UERbIC X DERE R NFAT(nuclear
factor of activated T cell) DA E 577 DERNBATHILIE S D Z EICERT 5 2 L3R ST
Ho Flo, T RE—MEEEROKB T TR R T2 A b IA L ORBENRBEISLTEY, 2
NOHOEAZMFEITHY 70 ARY V& T NP ERIGFE~CHT 5 2 RS vz,
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2 29 aRRY) LBAOEEER

v AR LEAENRS ET AT 02 20k, R, WRBEUH ARl 3 AR
MFEFEEN TS, EHIEIC SWTIE 1982 48 12 HIZ A1 2T, W%W’owfil%3$2H
T XU AT, BT EARCOWTIE 1988 4 3 HIC b a RO T EREEH TRAIIC
Ehiz, ERNE, ARBER O T EAANE, %ﬁ&oaaﬁfﬁ$’ﬁbfzm4$12ﬁzla
R CENERMR 702 H, 4l pERC 2 »ETHAFE SN TS, BERIZE TS 70 2R
L BIAOAGER B AR 1.5.2-1 1R, 1985 & 11 BIZiEMER R AT T BIEIC BT A
T PN Fe OVE BEEAIE | 2 35 1 A 1R SO Fe OV et i 908 o Ikl L2 ek U CARGR U CLARE, B
15 TR O E OSSR B HEIR 2330 2 B Mk o LR e 3EA & e o> T g,

vru AR FRREETH O, BOREHORIVCEERN OB ESNESEEORE S

ZRT NI ERLAIN S SN O D E D, TR LOMBERET A0 AUC S
k7 7l & OMEAPEDE E, Therapeutic Drug Monitoring (TDM) (233 285 O iR % BEviZ < 1
soreYa L AYBEBITHARA—F N (LLF, FA) BEBENE, RE—T A
i 1993 FE 2 Bl FA Y0, £ A =007 A3 1993 E 7 an w7 CRAICK
AN, RA—F VWA, A7 eAANZ, 20044 12 B 31 HERS TFAFRHR 93 2 FH,
98 » ECRGREN, T 1 3= ONREAN AR L U CHABREOSH CEEH SR
TW5, BARCBWTERARE, 77204804800 2000 4 3 BICAGE SN TE Y, BRICEBE,
FFReiE, LReil, MR OB 2 35 2 EH oMk, BHasiic i 2 G R U
R SEFEREOME, ~—F = v MEEEROHH5E), SEEEREER 2O 30%LL Eiz
BE5ELOHHWEEEEOSE), BEMEE, wRMEARE, FEEETE, A RRMARED
(BEHE), RFEE, 7o —EEEREEERES 2 VEZAT o4 PRI 7 T5HE) 10wt
TAHBSIZOWTTRER SN TEY, WAREg SR THE-SA TS

ki, vy uARY vERERS ETARRBAOFRSD F T SN owr@,%f@%
BeaNaAhas, 2005 410 A 11 BICA&RZE A HUS L7,

B, 2(.&.!% - om0 mmms o0 o smEE e
EAGREHE L, 2HREERBEAEIC OV TIE, 200646 H 15 BIZARE G L,
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& 1.5.2-1 29 BRR) VHEIORBRER
AR A AR H 4 FIEE X ) Hf32haE
1985 4F 11 H PoF a2 2 VOESE, N ERAERMLQ) BB, BB
1987 4 6 H P4 2 2 VORI EMHAEKLG) N—F=v ME
EX A fiy
1990 4% 6 A P74 2 2% 7L 25mg, 50mg = 7% H = 32 5% (B) ?%ﬁ’ﬁﬁﬁﬁ’
R—F x v M
LS 3 o OB N o
1091 4% 12 A YT X2 UOESR, WK, 1Tk ERAEIG)
/L 25mg, 50mg
S o2 0 ® ey L o
o210y L7 A S =TI e ERHEI L)
25mg, 50mg
- i N ® “J—y 0_{2 L o
EE Y AR ERAEERG) AR AL
mg, 50mg
N i N ® S “J—y 0_{2 L o . R .
1996 4% 1 /4 ;/74 =R, 27 ERAERREG) 7 u— PR
mg, 50mg
B, BRI, R
FA—7 VN, 10mg, 25mg, 50mg \ T i, ~—F =y MFH, H
2000 4% 3 H . =I5 RS 5 (7) W EER AL, X
o — P e
PoF 4 2 2 VOERE, WAE, T
2001 4£ 6 H JL 25mg, 50mg, A — T LS, ERHEIRL4) DB
10mg, 25mg, 50mg 7 7 & /v
YoF 2 2 VR, NRE, TR
200341 H JU 25mg, 50mg, FA—F LCRTIE, EHHERML@) i
10mg, 25mg, 50mg 77 7L
Yo7 g 2 2 UK, WA, BT
2005 4£ 1 A JU 25mg, 50mg, *A—F LCRTIE, ERAEEL ) B
10mg, 25mg, 50mg 77 7L
2005 4 10 A Neny 7 I = [IRK 0.1% EAEEREG) HEEIFL
By S ® i
2006 4F 6 /1 FA—Z VPN AR, 10mg, 25mg, 50mg R (d) e

H 7

3 7 FE—MRBEXRIZTOWNT

3.1

3.1.1

7 FE—MRERORFREEBRERDOBTIRICDONT

7 FE—tERERDRE
7 OISR, 2 OROH A E LREE L, K -

TR 2 8 0 ARSI L D JE M B

JEREBTH D, AEEIE, KL, FICAHAERBORTITERT 2 REOTE L N 7R 2 1
VY, BRI BRSSO R T LV — RSB S5 L THEL S Z ERmbh TV 5,
—RRIZ, AEBITHADEINHIFE L, fkx RiERGEZ L > TEMT 2000, BEDLLITE
WEEME TITHEB T2 0bTnd, LLARRG, RACR> THLEFETI LD, HDH0
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TSN 2> THIFT % b Db & H[FKEF 1987] [MHE 1995], A A TIE, ALBE, W8, b A,
RIS OMONRIEZ LD B NMEBYEORIEEZ - L0 2N L EE(LT 2 Z ERAMb TN D, A
BE TORZBOMREAIIER, S5, WEAOEEDO BN E <, IEE I THZEAL,
ERHMLREA LV FETHDL Z LS E LTHIF N5, EIERE TIE S DICKEB AT
KON, BRE R ERMLFZ, EiOEHAMEREE, MEMEEB 030, o aRhs, Wk - UK
OIENEMEALBE b R ISR DD, S HICAMEHERIC 2T ICHBREL L, & &ITHAE
k725265,

T hE—MEREROBERG ORI E LT, FEACOBENKRBICE IEELEY ZEBHITH
b, £ DFENRWNGEITITIEIC L0 i CRZHBECEDL Z LD D, £2, THFEICLD
BN BEAEFRE L, HBELICHEVWESSICE YENRED, W) ERFEREZELSD
ZOFBERBEBREDORE L 72D Z E0NMLLTWAIE, fil2000],

7 hE—EEERBEIIS B TH DL Z ERMON TS, ZHUTRBICEOEE Y TR
BEICHE 2ok 729 2 L RORIC X 2 AEBOMEIZ LV ME « v A LV AERRENITIRALR
TUVNREEL R D720 Th D & &, REWR L OITIMMBYIEERE, B RO KEHERS, (adbt
B NESE 2 & 5 [H 1997],

T hE—EREROADHE L LT EaNEE, #EERIEE, ML O IRAERCHEIRFEE 2350 5 1
TW5, IRERIE, BEmICKT 2RO EADTZDICIREZRS 235, HHWIEIN EOF BRI
MRETH D & S D[ H AR ER 2 1994] [P 1995] [ H 1995], MEAR[EE X, &M O 55
WZHES S DT, 7 MM EROEELICHBE L TRIEENEZ 5 2 LRMbn TS, BAX
TR R R 22728 1994 AT > - T, BIERFE O S B 7 BOBRENEAICLD
MEAR PR E 2885k LT D S LTV D[ H AR R KB 25 1996],

ZDEIIZ, T ME—MEERITER A RIEROCAIHEZ MR, BE O EIRICE R %
FIES, 7 MR EROEECAOHEDT- D, BRI ABRER/RERL ENEY, -, ER
NEEETITREDN RIS 2 2 L ~ DR H RBFA~DOFEMHIIA L ZANFIK & 7> T
VD& ZH 0K, KT 5L, BEOHSER~OREIGFEATH D, FEE, BARKER%
SRBRHIT DY 1994 AT o 7oA T, HIERARL Y N E—MEREREE 2755 40 9 bilmk
1N T P E—MREROIERDOTZDITRFE IR LI BE, KORICOEZbotZl D
HLHBFEIL, WITH K 3FNCH LD, FICKZBOEENINEHIC L SEFIZB W TE, £/
MMRBE TH o7 L WHE LTV DA ARRER SR 2 1996], £/, MELIX, ENT &
VMR ERBFE COMMOMRER, 7 ME—EREROEEE & BEORFAELOE (QoL) &
FHBADS 21 & 47z & #sl LTy % [Higaki, et al 2004],

Plbo X5z, MiCREHBECE S X5 et 2 # 2 5 5FEA 1 O 2 &k OVEIHESCRA O
FULED RN A h LA, (K% - RE), 512280, ABRSIZ XD EE~ORENELTH
0, BEIERART hE—MEREREED QLK TFTOERERTHL Z LIFHLNTHD,
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3.1.2 7 FE—HERBEROEF

2002 FEIZEATGIEYE 3 FEh L7z TR 14 FEERA) 25, BARICEBIT L7 M E—MHEFRE
FAHUICOWTREBE CEFHE LT o ILEOT — 2 THH[RATIE 2002), < OFRERFR
I2EbE, £ 1531 ICRTEIICT ME—MERFRICE D ERKEE %22 L7 BRE B0
279,000 A L HERFE D,

#& 15.3-1 7 FE—MHEREBREEERDOER (EEFBEBETER)

TRAAE 1987 1990 1993 1996 1999 2002
weEE (TN 223 235 281 318 399 279
Fes 100 105 126 143 179 125

(1987 4% 100 &%)

[source: [JE 455184 2002]]

2002 ORI, PERIOHEFHRBEFEE L ORI AL 10 T AH T2 0 DEEB(EIFER)E K 1.5.3-2
F O 1.5.3-1 127, MERIOWNGRIE, BPEAH 153,000 A (24 AT 10 5 N), &Ei3#K 126,000
AN(@2 NMAE 10 HTAN)ThH o7, FlR O BEEGMTIE, 1~4ROANEIMOBEPHRHZ <,
WNT 1550 5 30 RITNT THREENZ NI E BRI TH 2,
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% 1.5.3-2 7 FE—HMREBROFHRAHIREBERRURRE

(2002 EEEHE@EBERE)
G g B #
KEBEE SRR BEE SRR BEE SRR
(TA) anwonR) (TN amwonxy  (TA) (om0 5%

0% 15 197 9 209 6 183
1~4m% 46 105 22 110 24 101
5~ 9% 29 53 16 58 13 49
10~14 5% 15 20 10 25 5 13
15~19 1% 31 45 18 47 13 43
20~24 7% 38 47 20 41 18 54
25~29 7% 32 31 16 28 16 35
30~34 5% 23 27 12 27 11 28
35~39 7% 15 17 8 17 7 18
40~44 1% 13 12 7 10 5 14
45~49 5% 7 8 3 8 3 7
50~54 % 5 4 3 5 2 3
55~59 =% 2 4 1 3 1 4
60~64 1 4 4 2 6 1 3
65~69 1 3 4 1 4 2 4
70~74 25 2 3 1 5 0 1
75~79 7% 1 6 1 8 0 5
80~84 % 1 5 1 14 0 0
85~89 i 0 5 0 15 0 1
90 &Ll 0 0 0 1 - -
E 1 - 0 - 0 -
& E 279 23 153 24 126 22

[source: [JE4E 57184 2002]]
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®15.3-1 7 FE—HREBROEHFHHEBEERQCI EBEFHBABRERE)

50
45
40
35

30

25

20

(> H) 8 ok it

15
10 | &

5

0

[source: [JE/E 571814 2002]]

JEAE T B O RFE A CIIEROBREEFE I TDOILTWRW®, TR 8 FEEAR R
TEBPER R AR FET L X —RAETIE L OV 9—13 FERARPEMFRIC L D IER ST
MR RIGR T A R A > 2002) (LAF, JEAETBETA RT 4 2002) 12X 2 EEE
SO TEIE]  (FRWRIEZ M O B BMAREFED 10%LL E, 30% A mICADND) D TiKE
JE| (FRWRIEZ 5 B NMARERE D 30%LL EICA DN D) ICiEST 2 BEEKICBE L QIS
METRS TR, LLeR s, AARKERFE R SOMAEORER, [BBOmENE
FKMEFED 50%LL ] OBEFIL 13.0% Th > 72 & @A STV D[ H AL ER RS KIRHITT 2 1996],
X512, Baron 543 HARD R ERELFIEE 258 U C 2001 2 £l L 7- BEREOFE R, KER 2%
PZLIEHBARANT b E—MEEEREE D S HEIE &2 S B 1 13% & @i LTk v [Baron, et
al 2002], ZAURETIROHEEM & I1FFE L T\ D,

PLEX Y, 2002 FEOBEFHEICBIT ST b E—MEEEREE ORER 279,000 AD 5 6, KA
(15 FEUA L) BT 177,000 A EHEE SN TWAHS, 2D 95 13.0%2% TR EAE] (232475
LARET D L, 2002 FICHBT D TIRERE] ORAT b E—PERE % O BEEITR KT H K 23,000
ANEHEHIE N D,

Bk, ZETIELLN R 8 FEEAREMIEBMREERAMIEEET LY —REE X
OVERK 9-16 4R FEEAE SR ARFIEEE 7 b & — PR S RIGHR AT A K F A 2 2005 (LLF, 45
BEHTA KT 4 2005) TIEKPEDOT bE—MEBRAAFRERIL 82%, b [REE] 1Ti%Y
T 5D 1.3%[EA T B EAFFEEE 2005], Furue SIXEFEL R ORALI O T F & —ERE R BE
DHH HRKEIE] 1Y LD 6% Th-o 7= & LTV 5[Furue, et al 2003],
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313 AROREBLEER

3131 7 rE—HREXRDEE

AARKOSMEE HIZ, 7 FE—MEREROIBROEARIZL, KK - BOEFOBRE - 5., A%
YT, HPRIEAZEYNCHAG DY TIT) 2 &S, —RICITEYIZRIEEIC L IERA =
Fu— L SHTRERHEFF SN D L AREM WP TE, BEOKEBMIFE LRSI Z 23T L
A ETR N & EH T B [Sandstrom MH, et al 2004],

1.5.3-2 ([ZAME T H STy 5 International Consensus Conference on Atopic Dermatitis 11
(ICCAD-1I) 12857 b E—MRERIGH KT D Ia R FINEOMENE X 4 7~ L 72 [Ellis C, et al 2003].
ARFNETIE, EEORBMIERSEZ 30 CRAEASCEEE OO 21T > /2%, REICH 720k
VL7 B EITR LT D, SEIRDNER LD D WM LIE LIEFR T 2 RBICIE, A7 a A FAVHAA
LB rm ) ARAFEDHINY = a— ) SIS RFEHERE L T D, ERTH S RIRPED
N HEEEBIEREBIC R T2 561, WRETHDH L7 2ARY) v offifizAY FLrFdk—|,
THFAT VL EBITHER L T D,

ZO X, FANT THEEMBMRIE] ORBEEE UTEMIT b,  TRRMERRE (ER
BEHeEH 5 VIZ LI LIEFERTS) | Ty ba— L TEARAVEAICHVLRD (K 251-2)
(EEFEHAMIRRE ] &1E, BAHERRIEICHWO N D EAITH D vy =2 — U fES Al
(B TIEZ 7 0 Y AZKFIIEDZY) AT A FAHAICE->Thbary hr— L TER
VNRREZ BIR T 2723, TMRMERFRIE 2 AN &HET 2 72 0o OB R S TVL2Ruy,
723, ICCAD-Il (IZBW T THEE ORI RS F IR~ O NS &5 o0 T EAE K & 51§
NRELFEHSINTEY, H—OREEEHENH LN L 2R L TWAH[H)IIFHC (2005)],
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X 1.5.3-2 ICCAD—II D7 FE—MEELBEHA KSA4 >

[ B AGERR source : [7T 2004]]

—J7, BARRERYST bE—MERBRIGETA K74 2004 &GETHR (LR, BESTA R
TAY) T, TOWBREEEL LT THEARICKEN RS EYEFIELOE O LELE LR,
H LT MREDERIIFHET 2008 FICE(LT 52 LIXENT, BELLTHEBIET S Z &
NN ERiE STV D[ B AR EREEE 2004],

BIRFR T, 7 hE—MRIERZO S D ETIET DIRFIEITR WD, MHERIENFIRTH D,
HPREIZONWTIE, JBEFBETA T4 2002 (CEIEER (BIE, T5E, B)E, K®E
FE) , AR (2 REARTE, 2~12 5%, 13 kbl k) OEARFIVNRENTWD, BAEFBE LA KT
A 2002 (2T DEIELESF, WRICHWOILD AT A RAHFID T o 7 O 72 354
4 L IR O ARG 2 X 1.5.3-3 (T8 L7z [[EAREFSEEE 2002], EATBETA K7 A
> 2002 TiX, MAOEIET P E—MHEFEREEICHLTUL, XY =2 b 7 TORT R A
RAMVAFIE 1@ E Sh, KREEE CE L LZAF IS LTE, JFAlE LT—REARBE L TF
Ho b, BEIZSCTRHRAT A FROJRGEZHEL WD, o, BRESTA RIA4
¥ T A O RB OBEIEFE DS UV HFEORIRP R EINTE Y, MOTEE, =298, Bz
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D BRHLIRE TS RS E O EIEL L7 OB EMICEE L TA MR VA RT T ADA
TaA RARAFIEERTIZEbHD EIN TS,

728, 1999 FIZHARTEN SN Z 7 a ) AAKMWIRE X, EAETEETA K74 2005
DT [RT7a A FAHEEOBAFRE CTIIRRP A+ ATEWERIC LY 2 b 051 TE
RN L, RARNC L DRENLVEY EEZONDLEEIZRVERT D) EERBINTVDH[E
AEGHFLFRFZEEE 2005], —5, HEETA RT7A4 2Tk T2T7 a4 KB L SERET O R
2R BHVHA) EATEATT BTV B[ B AR R 2004],
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& 1.5.3-3 7 FE—HRBRICHT 2EMEE (BEEFBEHAS FS54 > 2002)

RE HHEESE T B EE
e S PANAEE S e S ANEE S
< AEHR > <2 REA > <2 A > <2 A >
A7uA ReagE AT A R AT A RO AT uA R HIE
ARYVANTE S (=4 KRELTF) (A a7 L) (A ba 7 LUTF)
VEZIE LT, - 12> = o128 and IFPISPITEN
AF AL R | | AT EA R | ATEARHIE (N | | AT EA RAEE (N
(=4 KRELTF) (A ba 7 L) Y—Z ka7 LLF) V=X ka7 LTF)
<13 Ll k> <13 kLA k> <13l k>
AT uA RAAHIE (R AT A RAHE (R AT A FARHIE (R
V—2 a7 L) U—Z b 7LUF) Jy—2 ka7 LTF)
PR E PR EE PR E PARSE
A N NG VEZIE T T AN N NG MBS T T
Ple 2z IR Pre Az I ¥ Ple 2x IR Ple 2z 3 R
H7 LLX—3K L7 LU —3K L7 L —3K 7 LLX—3K
2FmA K
(B U C—HFAYI2)

(gRI & LT—REARE)

S RSERRD LNRVNES (RF YT T v )

2 RBMRSROLNEE (AT v TF YY)

[NZEATBE A R T A v — L~2— hitp:/;ww.kyudai-derm.org/atopy/yakubutu.html X v #izi]
E1) HEIEEOESR

BYE mEICED LT, BEORBOAKLNLDS,

SHE  BROWRIEZ (RO BB (RLBE, B35, OO A, B, BEMb2 &2 4502 DMERREO 10% R BN D,

EAE ROWRIEE O REBSERRERO 10%LL E, 30%RICA BN D,

EE : BRVRIE 2 £F 5 B BMERITFED 30%LL EicAbind,
2 AT aA FDOT w7 FORER R HEH]

1B (A bhar 7R FreAdr@raxyy—iL, §igyras ) %

N (RY—=Rbrv?) (BEBETaEF BRI AR, TTUVHNRUBEAS Y V%

MEE (A rar7) TabArBTrxt A2y, It @y 7a No%

IVEE (AL R)  HEBE# L F=Yay, NI T7TAY/ uar7® b= %

VEE (W 4—2) :FL =Yy, Bkt KnarFy 5%

3132 BE7 FE—MREXNAREOEMEUVHBER

1) RTO4 FsRA

1533 TR LIIBRITA R T A Tk, PEEL ETOE 1RIKIIAT v A FAHFITH
D2 EDNPREIC S, JEROEREEINCEOMIZEZ2HZ LEINTWD,

LU b, RAOT NE—HEERIT, RBBLAFRHICESE L BIZAT A FAHAITY
U L2 WERRIER D 2 B D o O BRI 0 09 <, ALEJE(LT 2 BE bIFET 5, BRb
TRAECRE MRS 72 ERIEDS TRV B DAL, VT T ADAT A RAHAAITHIER &k
EBTHZERRHETH DL Z LD, 612, RADT N E—MHERZJE K O RS 72 itk T
B DHER OB S AT 1A RIAVAFITORBICIEIT 2556084, EHEOHIRELZ2HT 5
BENTFEA DT OEE Z MW= 0, B2 D O AN - JEEHEE . & o BB A OHED
YL BALZE T 2203 HY, WRICEELZET D, £/, A7 A MAAFO IEE (NY —
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Abhvarr7) RMEE (Ahrr7) ObD% 1 H 10g ES®A LG, Ik L AT o—
NAD LS, F MU U LAOERE, WA RER, HRErEO RIEMEES MR & ORRRWIIC X D25
REWERNAE U5 & &5 72 [Betamethazone Dipropionate £ JH#l o042 B B 2R 2 BE 1982],
KREOAT A ROAHFZEBAT D2 LIXLe EOEANLHE LIy, &5, Zhbsth
MEZEER, 1H 2 ESEEICERT D281, BEOa LT T4 7T 2 AORED L IEF IR
ThHDLEEZ BN TV H[Ohya, et al 2001][77 5 2001],

2) RTO4 F&EOH

REEETE(LIZBEICH LT, K 1533 IRLEEEIA RIA4 2 TiE, BAE LT—
B ABE L CEBLL, 2T oA RAHAIIILEIE L —HIc 2T o0 MRAOFAIZ#EGTH &L
TWn5,

2T A FRERAFNZE 27 M —MERERICT 2 EARZIERIE, WA TIESH 5 b 00HERIG
RMMAFEE DR T T o A ZZ L, AT A MREAOAIZED LI REHIC, EOLHIC
T NENEHRERT Z LI TE R, EREOERIGICENT, ERITE b ORERIZEDS
&, AT oA MROAZFEL2 2HABICTERLTWS B b2, 7 b E—MEERICH LT
AT7uA REAOFEFEH LW E T 58S H 5 [FEERT S (2006)],

AT uA RREOFNE, HIEMBEOBEORBMR O BT FICIILET, ELR2nWZ EEIh
THY, BEREOBE, FHREOCRE, FRIBEREKTOH 2 BEEIIEREICEG T2 L
LENTWD, £72, ThE—MEERIBRELTEWT VI OAT A FAVHAIZ ZBETE
WA L2720, 2FHoRIWERNE LT TWAHEE T, BEHOEERFHEIND Z &
MHEHTE 22, £/, BIBERERNE 2 S0 MRWER NGRS I H 20| 2~3 @O
FWHERGICRESNTWVD Z R EHRIEZEDO Y Ny v REIROMBERHHZ & L0, —RFIC
FRIE S L2 IBHIETh DI, fth 1999],

3) 24901 LRKNYERE

&7 1) LA KFERE TR « SHEE O O LT EA TIEE 1R E LT SR
HZELHD, LnLEND, EEBBENA RTA4 00 (REFO) KETHITH D Ak 8 1
JEAEE RN MR B AR T L X — R R OV 9—16 FEEA T BE FAFET b
VR G RIGEHN A KT A 2 2005) TiE 2T 1A RAMNAEREOBEFRE TOHRAR T4 £ 721X
BWERIZE YD Z2h b oEENTERY] GAEIZRVEHRETH 228, HEL O LI/ A
B L TWAD NS AIZxt LT, RIS ORI DR O E HE SIVTW D [EATT
BFFEIFSTEE 2005), S DI, EEIRIIC X 5 I FRE O ER 2 RS 5720, fHR&IZL1ES5g
F TIZFRE &4 TV 5 [FK506 #REHF 7T 2 2003] [H1)1] 2003],
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4) H7ZLLX—HBEURERSZ S VH

e AS L AT L AF —AIRT b E— R ER O BRI D S, MBI L
HERTWL2, Thbid T bE—TERRERO RIES EEH T2 6 OTR, HETHEAC
w5 HMERIE & LCRE M 5T B ARSERT R BE 2002],

LlLE, BFRCBT L7 P E—ERERICH T LEFOERED, AR A~ TERO BIR R
RoNTRY, BCHARA LS TIHERa b D—/I/ﬁﬂil%ﬁ?‘iifﬁﬁj\ﬂ?? bR E R BE
CRLTIEIEEO R ER T 5 LT Ly aaniRitic

FRIRE G Tid, BE OB HEEEICZEN 2 < {EKUD%{E%%EéJ@@U\t&)L:, LR
R TR REAOREFEEN TS, T, BERAEY FEO—HRERBEOEE)D
IREE L Bt L, MhoBEEERIC LV ER 2 > b o — L ATRE IR DT S A LEIFR S
g,

3.2 BARDBEKICOINT

321 FHAOT FE—ERMEICHT EHRICONT

FROT R ER RS Lo KRR, 19.&75%?@%(*%%?%&?:0

T Pt EROBEICE, AT oA FARASECHER SN T BRLED TN
ﬁ,:ﬂ%x?mfP%%%&%@%fﬁﬁmﬁLfﬁﬁﬁ%%?%ﬁ%z?m4F%%ﬁ@%
SR 0072 01T BRI T BT & o T I B T e, AT, 1
HF XY ETEBZAF”T M E—PER RE R A BT LI TEE O A SRR S 4, 86 A D Ea#ﬁ
®|IEAL, 77 ERAHEEB~OZMELET 200 AU EOBEIZV 7 0 AR vidkE SN,

2 HETOEMIGEOANME L 2SR I 2 L 2SE S 72 [Camp RDR, et al 1993],
F Ok L —REEREE RSB SHBRESER S, FHlo7 b e-tERERIC T AR
PRERR ST W5,

vrrARY L, TR RO EEHEBRC BT A SER I A BN IEIT A Z L
Y VRBEWETHEEZLNTWAR4], £z, L2 ZBOEACETLIYA FhA 0l
sECHRIT A ZLIn XY, FOERIMRT S LB G TV A[Wahlgren, et al 1990],

AHENOT b —tER BRI R DERENRESAEAC ST EERBEEIC X o Trat, B
ZDECBWTER I TWS I L, o, FREBNTHT FE—ERBRIGR CHT 5%
EENT 7o —FOUEESHBESNTWEZ 06, FETHT FE—tERERICOWTOM

HIIEF LI,

AER B BERERBRIC DV T, 19974 4 H X 0 ARl FE, Zeto itk OBERE
OBFEZENE L THERERE S EHE Ui, BB g tOR0RBRUOHET —F v
—vieont e b I cnwen (R =em 29 22w,
EELBIEREERE - rEERFETEE OUT, TEEMEE 2 0»o) oMSEgkEi 7
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5t A AR T O TRABR O AR FEHIRH T 4 1FF L C, 2001 4 3 A 1o BRBR A& B A L.
Fi, BB AEBERBE L LU, T FE—MHEREAET A7 A (NC/Nga w7 A) &
N S RIS et s T T EOERLE, &b 2 R
kA EE L7, BROBRERIT, R15341T078580THS,

B 1.5.34 FASE D E

RERTEE
(& £-HIMH)

FEERE AR
hh R BT o
L

ERFREmR
FERERRE
(dw) (226 FER)
Elig|

7 T R R e
=5 (8w)
(1301 F5)

R EFEBR(52w)
(1302 #5)

ELEE

7 T Rt e
B (Sw)
(1303 #=E)

R HAEER (S2w)
(1304 FE)

TRBRE A

3.211 @OXICkHMRICONT

T hE—tERERO X S RERRERC AT AIGEESRR T HB O, BRI BT A A
fitfed 5 L L LT RFEORIER &8 5728, £7 RATEM CORERBEZ LD,
Fioi o248 ) o CIZEEREEROREL TH S Z &6, 5

B & Az, L
1% v,
(T AR (S oy PR 2iToR, Wino
B ERBICH L THaRBEDRES GO o2 2

L, Y/rARI LD

AN THINBED



Page 17
CTD15 EBEXIFHROBERUVEHAROZE

HEBESNE s AT T o ARY 0
LEZHRE

FOtE, BACEBWTEIRDANC LY 7 P E—ERER S L LR AT, 1991 i
AHNTCBNTEAICY T 422007 FE—MERBRICHTARESHRARBE SN,
ZOkEY, BFRCBWTHLT FE—EERICHT A7 0 AR Y AEDAIOVEREZ-OWT
FRETAAT - 7oA 5

B3 % & L7

AR TIERESHE 5 myky/H £ COBE DR OE i
BEIELT P E—MEEERICRT AAGE (19914, 27 4 22 TTAH I TIEBWTEAIZ
) ERELTWEZE, E0IEEHICEBNTEY YT 0 2 2 VRBABREO L 7 BB O
BELC RS AW 1992 FICARENTEY RERER COMREE LA 2L 28056, HER
TOY 7o ARY CEOROT FE—tERERICTABBERE LR,
2, BEAAFAORHIE 7 AR CHAL L THyT ¢ 2 2 VARBERUGI 7 EAAS
TIEd 50, FANZOWTOLHBMIGHEREITH 2 & & Ui, ZoEEE LTE, Al

3.22 EARABRREK

3.2.21 JEEGERBURR LK

ENIZBNT 2 PN R BT DR A M L7,

T ERERET LA (NC/Nga<= v R) (ZFH 5, 10, 20mg/kg AEA 1 H 1=,
6RO IES Lz, A 10 mg/kg B8 20 mg/kg 5B CHER AT ORFBREEROF 5
TS O M AR STz, RIS T, SRRBEL R LT, RAOEMR - BB
DIFREBRENR U TEETh o717,

3.22.2 ERERMAERRL#K

1007 & 4 8 ko maEwewn oo s | el 2075 v s
B RORSIERER (102308) &30 L728, 1301 BEBRROX 1302 BRBC 30T CCP FBFSa
b S, A I A A IR L WO E, TR 2 MBS Y LT
2004 F 3 A5 7 7R AR ARG (1303 BB R OEMBER (1304 B %5 L.
1301 B R 0 1302 B C oW Tid, FREFCI T 2 FA OB MR O ORI (Z R
T, ORBREEN LD LOBEERE LT, CTD 5.354 (20 MoOMBHREEEE | (a0
BEBLWM L,
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1) RAERTEHR (BW 226 &)

AERERR (226 ) TIL, WEROIBEIEICH LIRPUEOBERER AT b & — R B R
FH106 4 AR ELT, AFI1H 1, 3, KU5mgkg % 4 BE#EE Lz &0, 242
OV b G- e a e 4 b, FEEM, WATRER i TG L7,

AR TIE 106 4 DN EAEAL S, RSB G Sz 105 4, TRBRIZMIGTE &4 5 F LA
T —2 DD 934 (1, 3, 5molkg/ HEEENEI 284, 334, 324) A MM X4
L7z,

AR B Cob 2 B EREE A 2 7 2R K O i 2 = 721, WIih b A
BOMINE L bIZ8EE L (R 1563-3) . TOHERIS/NZ—10F, 1, 3, KU 5mglkg/H TH
FRE)TH VO, 3mglkg/ HEEIZH LT 5mgkg/ HEET XLV @muneEmn G bz [# 2.7.3.3-5][#%
2.7.3.3-10], —J T, 1mglkg/HEEIE&EGRREROHAEE L THRBAR LB b,

B IE TN RERIC I 1T 2 B GRER O BAEE A 2 7 2R OHER Tid 3mg/kg/ H D5 4
W% DA, Smglkg/ H D5 1 B#HOZEFE L IZTFEEETH Y, dmglkg/ H 5 TlX LV #
MR ENSE ST, [# 2.7.3.3-6]

#* 1.5.3-3 RREFERAITELLERVEREREERAIT7EILE (226 3ER)

%rfﬂﬁ

s

1 mg/kg/ B 7 3 mg/kg/ H BE 5 mg/kg/ H Bf

(n=28) (n=33) (n=32)
G EREE A o 7B L% -21.4+6.44% -40.2+5.29% -66.7+3.02%
FA& IR 2 =2 7 2 bR -10.4+3.75% -26.1+4.59% -39.4+4.89%

[source:  2.7.3.3-5, % 2.7.3.3-10]
SR AE R AR S

226 iR COAEFHGIBERIL, 2K T 76.2% (80/1054) , HEEEHITIE 1 mg/kg/ H #f 70.6%
(24134 %) , 3mglkg/ HEE 67.6% (25/37 4) , 5mg/kg/ BEE 91.2% (31/34 £4) THY, 1 KW
3 mg/kg/ H BEIZ b~ 5 mg/kg/ H BE T OFRBLE N F Do 72,

SOC BIDAERGD —EH[FE 2.7422\Rk LTz, ERAEESR (WTHh2rORET, SOC 2
10%LL 1) 13X, &M (1 mg/kg/ H#E : 67.6%, 3 mg/kg/ B & : 54.1%, 5 mg/kg/ H#E : 79.4%,
VITRNE) , JEYYiE b V%4 BUE  (14.7%, 21.6%, 20.6%) , HiFFEE (0%, 13.5%, 26.5%) ,
BHEE R OB ERITERE (5.9%, 10.8%, 8.8%) , fH#ERMEE (0%, 10.8%, 20.6%) T -7z,

PT BITWT I DOFET 10%LL EOBEBRE ICEO DN AHFFLO—EE K 1534 (TR LT,

IRRAEICET 2 A EFE (Lfh~ 7oy @, bz xra—ugm) , Bl &k OETE
DIEHRIL 1 K 3mglkg/ HEEIZEE R 5molkg/ HRETE -T2, 72, @EOREESRIL, 5
mo/kg/ HHET DI 5.9% (2/3444) IZ#8® Hiviz[# 2.7.4.2-11],
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% 15.34 FLHEFTER—FE (226 HER)

1 mg/kg/ B 3 mg/kg/ H 5 mg/kg/ H
n=34 n=37 n=34
socC PT n % n % n %
&t 24 70.6 25 676 31 91.2
HCYZ N 1fn H 5L A A SR T S B 12 353 7 18.9 1 2.9
m s Y7 0%y REN 8 235 7 189 13 382
F i EREEE n 5 147 6 162 3 8.8
M~ 730 NED 1 2.9 3 8.1 7 20.6
AT BRER A N 7 206 3 8.1 2 5.9
1 H R EE AN 3 8.8 2 5.4 4 11.8
M= L AT v — a0 0 0.0 1 2.7 4 118
1 PR SR AN 0 0.0 0 0.0 4 11.8
IR I 0 0.0 2 5.4 4 118
EHEELLIOHEER 2 5.9 4 108 2 5.9
FTRERE
PR SRR I 0 0.0 2 5.4 6 17.6

[Source : 3 2.7.4.2-5]
L R—BRE I/ —OFEHSEAEREN D> THRBE L TWAES, 1l LTh Yy LT,
E2: WTFNN—JFORET 10%LL EOWSBRE IR L-AEHES 2 L=,

HERAFFZIIONTUL, 140, KRG RIS Z%E, -2tk T, U
VoRENERE, FEE OFEIRIZ L 0 ABE L7, IEPRICOWTIIBEBRLY EERTIIZ L 0 TERYWE OWFR
I ARFN OB 52 B bR SN T e OITTER OFELE B, T OEEEIZHELY 5 2 72w fetkix
BETERN] Lary hEn, KA OBE#ENEDNS Ll Sz, Rz TiE, AH
OFeE-HIE K OSEMIERIC L v [B11H L7-[2.7.4.2.2.2.1],

HOMEKRBICBIT Y78 AR VEBREDEKRINFOOESLE LT, Y7 AR UM
N7 7O EAERET O, —RIZy 7 v ART CoOfF N7 7{EIE 200ng/mL LLFET52 &
DEND HAVTW D[, il 1997],

226 ARBRIZFB W TIE, H b7 ZEAS 200 ng/mL A #E %, fHYERIIN L LI L2 S AT,
BehiEd s & EBE L, M b 7Y 200ng/mL LA Ol % R U 7= R 13 3K Eh e R T
kg, 1 mg/kg/ HEETIE72 <, 3mg/kg/ HEET 304 144, S5molkg/ HEEC 24 4% 6 4 T
HY, s5mgkg/ HEED 1 AITHEICE Y G EZ PRI L, 5T, WInofEchiit
TEIZR X BT A DN oT2[2.7.2221), £7-, FHAER TR LGS, F N7 7
%, HEOHIMIE->CER L, 5B THIE LMy 7 7% 3 mg/kg/ HAEEE 5 mg/kg/ H AE
TIRERECTH o7z, MIE, BEHRREME T h7 7HEE OBEZBRE L2, Sl L i
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2R OHBREORMBER TIELE - BEAEHEICST20F b7 7HEOZETHA SN2 T
[2.7.4.4.2.2][2.7.4.4.2.3],

PLE, 7 b RS B R A AR RS LT 1 mgkg/H T LT 3 RO 5 mgky
HAEHCHBE BRI &, RORSMIZE LT 1 RT3 my/ky/HBICH L 5 mgkgH
HCEMRCHET 2BEREEREEIHOBRENS - 2 8 aBE L, FAOKEHRERD
HEXLTIH Smekg B2y Tha LA L,

2)

I -
26 BROWREZY T, 20.&.)3 .EI zAwanjéa»ﬁw -&U-Ja'?l

PLEDEM RS OBE I MA T, AEIC B BRI, A OB HI I (R B

BB 7o I L, SRR £ 5 54 LT R A 5 4 500, S HHI A4 0B L
BIRADT F R SR B £ 5T, BIERERE LT, 77 R B (13033
) BOSEHIEER (13043088 4 L7,

3) FotERHmEERER (HA 1303 B

HEEMAMT FE—ERBRABEAFSR L LT, 792 Radl e Lz B RIEEHR
(1303 &%) # Fhi L7z, BEHES Smekg/H, 1 H 2@ - ¥ &% L L, FEMHEE 2R
%1% 2~5 mg/kg/H OFFH CHEAZHAE Le s SABRE LA,

1303 HEECiE 90 A B EIER(L S, BBRELZRE SN 89 A7 FAS it & L, FAS
RN R OMNERIT, FA—T A 4% (B34, E104) , 77 RN 454 (B 36
&, T 9R) Thotr, RA—FNAHELET7ERBHOEREE R TSE A2~
[ 2.7.3.3-1],

EREEEATIRDT, A —FAHECT 7 ERBETEFRLEN-63.0L2343% (FHfHE L
EVERRZE, LATFER) ROR-32612418% (R 16.35) , BREBFESEAA 27 EFEIENEFN
41.42408%, -195E3.71% CH 0 (F 153-6) , BEEMEE A TEE, REBHRGHEA S
TEFEOWNTNR LR —FNBTIEI7 7 EARBICh~NFEILREho ROV t BE
Wt d p<0.001) , 7, EEBTEERES 2 AL EEE R 07 RUTRFEEA a7 0lE
DI BT,

PlEXo, FAET FE—MERERORIBOUE TN THSL Z BRI,



Page 21
CTD 15 BREXIIHEROFBBRUREDEE

# 1.5.3-5 REBEEERITELLEOR BRI E & ML (FAS, LOCF)
(1303 5AB%)
XA —FVEE (n=44) 7R (n=45)
AR EREFE A a 7% (%) B RS -63.0+3.43 -32.6+4.18
(95%E #H X 1) (—69.9 ~—56.1) (-41.1~-24.2)
BALROREHZE (%) LA fE -30.3 —
(RA =T NE—T T BN (95%fEHE X [H) (-41.1~-19.6) —
KIS DI\ tIRE t=-5.60, p<0.001 —

[Source : 3% 2.7.3.3-3]

% 1.5.3-6 RRBREEX IT7ELEDRBHEE & HELLB (FAS, LOCF)
(1303 EXB&)
2A—FVEE (n=44) 772 REE (n=45)
Tk RmRaiE 2 2 7 2% (%) S fE R —41.4+4.08 -19.5+3.71
(95%E HE X ) (-49.6 ~—33.1) (-27.0~-12.1)

BALROREHZE (%) Y E -21.8 —
(A =T NHE—T T BHRH) (95%f5 #H X ) (—32.8~-10.9) —
KTRD 720 tRE t=-3.96, p<0.001 —

[Source : % 2.7.3.3-8]

ZAEMEIZONWTIE, 1303 RO XA =T VRO 7 B RHOAERERIRIL, Thth
75.0% (33/444) , 733% (33/454) THV, HERIFBRETH -7,

728, SOC BIFEHESO—EIX[FE 2.742-1\TF Lz, AFEEHOBEISEO LN TRHE
EHEL (SOC T 10%LL 1) 1%, HEEMAE 56.8% (77 BREE 62.2%) , EYYE K OV%F 4 hE
25.0% (77 AR 37.8%) , BMGMEE 15.9% (77 BARHE 6.7%) , MRERESE 114% (X7 &
A 8.9%) THY, ZORARIZONWTRA—TNREE T T BARREE ORITEWIZA L2
776

PT I TWFNDDRED 10%LL EOFBREIZRO DN AEFRO— AR 1537 IR LT,
XA—F AR, MU LB, Mo v 2T e — i, Y B VR D%
BN T TR LB L TEP-720, ZNOOFEGIINTNHOBE X IHEETH T2, £
DDA EERONE, FHR, BEOSMEIC OV TIIMEERICKE ENIA LT, EE
OFEBRLIIMAE L IR b o 72 [F 2.7.4.8-18][F 2.7.4.8-38],
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% 15.3-7 FLHEFER—E (1303 HER)

FA— T VRE 75w RHE

n=44 n=45

socC PT n % n %
At 33 750 33 733
R A A i1l =) I P s ) ] 8 182 2 4.4
M ~Y 7 0% Y REEN 7 159 6 133
M= L 25 o — L8 5 114 1 2.2
i ERHEE N 5 114 3 6.7
A Y B 5 114 1 2.2
HLERBIE N 4 9.1 9 200
B PR R AR N 2 45 6 133
JEYSRE R X OV A4 BUE BTN/ 7 159 4 8.9
AP 2 45 9 200

[Source : 5% 2.7.4.2-4]
EL: B—RE IR —OAEFESEPERENC D2 TRIA L TWDAEES, 1l LTIy LT,
W2 W — 7 OBET 10%LL EOBRFICHBL L - AEF G 2t L,

AR P ICEHE A EFERORIUI RN 1208, 14 TREBIZRO 13 B I =Yt mS
P OSTABEDFEINFRD bz, KERIZHOWTITIERE(LEMICL Y ABRIKIC Xk 55050
FIRENRK E B2 b b EaAy bah, KEEOBEREEDN D & Snen, KREG
WX LEFHMZENGIE, THEFEREBPERGICEERH ST LITBEZSIHN] Eoaty
FEBTND, UEEBRE BRI A =T A TH D Z EAVHIB L, JRBRIE TREO KB 5 &
13 3.08 mg/kg/H TH - 7,

1303 kbR CiX, i k7 ZfEAS 200 ng/mL LLEOIEZ R LI-RE 1L 44 ThHoT2, 2D I b,
2 A TP & A B Gk I, 55D 2 41T E%IC 200 ng/mL PL EOfEE R Lz, ff kT >
fEAY 200 ng/mL DL EORECRRD - AERGIL, mpe Y e, mARFHENETH
v, M hZ7 7{EA 200 ng/mL LA EORH CREEICA DN T ERIT e oTz, Flomb T 7
23 200 ng/mL LA ECH 2B ICITHEBEZ FREEBE LI LE ZA, 44T L A THESN,
BRI b Z 71 200 ng/mL K & 720, AEHER LA L, TOMOPEBRE IS LT
IXFFICABERERICT 2RI ThR T, M b7 7 Gk L CEfEZ R LTS, SEkas
BB D Z LR LT, £72, 1 A TIRRGHIBPICHE L CREEZ R L TWeh, FEF
BT LRI - T2[2.7.4.4.2.1],
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4) RHEIGER (EW 1304 HER)

1304 FRER CIXEIEMRATL T N ©—MEEEREH 56 4Tkt L, AK 3mgkg (2~5mg/kg) % 1
H 2 [EE O 54 2 7a0M (12 8MLN) & 2 HELL EOREY 242 i 52 @0 L, W)
[V & VRIS AR O FHER I B U 2 R R OVEMEE, SHidkdtFE, JExER, FEMRT
Rt L7z,

AFRBRITAA AT ST 42 56 4 DERIEDO R 5.4 F, ARIEMHT A R IZIE% 1 BIH 56 44,
169 2B H 494, 16%H 3[EIH 374, 1AW 4EIH 274, 1G9 5EIH 104, 15%H 6E
Bl Thot, £/, MY LEIBK T, 52 HBOK T E CIRIEW 20k L7z (FiRmE
ToTWe\) HBRE X 56441 64 Th-7-[2.7.3.2.3] [[¥ 2.7.3.4-1].

AENEETE B T 5 K IR O Rfk EIEE A 2 7 BALHR R OB RIRHEIE 2 2 7 B LE 42 &
15.3-8 K UF 1.5.3-9 |Z/R LT, IAKEIEE A 27 AR K O A TRIFR#IH A 2 7 23RO )
EIXWTNOREH CTHZNZ4 50%LL EXOY 40% L b Uiz, 7=, 1R 2 [BHLEO
BRGGEEFD A 2 7 (X76% M 1 BB OBAMERF X VK)o 722y, RAEEIEE A 27 K OREREEA 27
(IR 1~6 [BIH & HRRE E TEHEL TEY, AFOE Y K LIBEIZB W TR ORI
T3 BN - 72[2.7.3.3.2.1.3] [2.7.3.3.2.2.3] ,

72, BETOWRE EFBERR T LICHEL, TREROERICB T2 HEELE AT, BH
AR 27 ROZEND DR a T EERERF LIERER, SR OBBRER 27 2 X—2F 1
E LA a7 BALRIZEBWT, SR 8 BIFA a T ITW I b R £ Tl L, B
BIAAIE R o0 7 1 XG0 1 [ H OB A 27 % EE 5 Z L i3/ <, 1R 1EE ORMGKEA 27
ER—RATA & LA a7 BRIV T b AR LTV,

U ED XS, REMZ#EDIRL THRROBINIALNT, AFOKYIELELEZIT>TH
RPN/ CTE D LAIRENT[27.3.3, 2.7.35],

ARENDOFHIERNZ DV TR LI AER, B GIER AR 0 I SN TIEF OIE RIS N TH
FIEE A a7 UTRREHEA 2 7 28 L T2 Enh, RIS K 2B UENRNED
ONDLAEEMER B DL D EE R T,
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# 1.5.3-8 BRYBNSREEERAIT7RUVRTELE (1304 EHR)
. 5 3 G . . 95%/F 1 X [
I 7 sy TR S 1 B STy R TN T Sl L
iz @ TR kR
1 PG BIGRE R a7 56 499 1274 1.70 485 31 79 — —
TG 2 227 56 14.8 868  1.16 135 2 41 — —
?;Tgx =7 e 56 -704 1578 211 -72.9 -95.8 333 -746  -66.1
(]
2 Be5 Bt A 2T 49 412 960 137 39.0 30 76 — —
58 2l =t 49 16.6 849 121 17.0 2 37 — —
B4k VS
?fjk BREE s 49 -58.8 21.38 3.05 -62.7 -93.8 0.0 649 -52.6
3 Be5BRMhREA 2T 37 378 732 120 34.0 30 57 — —
BRI R 2 7 37 17.1 851  1.40 17.0 1 43 — —
B4k IR 2R
ZT@( =7 e 37 535 2311 3.80 -55.8 -97.0 -140  -612 -458
4 PG BIGRE R a7 27 415 793 153 40.0 30 55 — —
TR mRER 27 27 17.3 715 1.38 16.0 4 30 — —
= (\\ 7R 32
?Z;% RS 27 581 1725 332 571  -89.2  -167  -649 -513
0
5 BB A 2T 10 453 1254 397 49.0 31 60 - —
ST 2 27 10 16.7 706 2.23 195 2 24 — —
B 24 IRA 32
’E‘fj& R S 10 -615 2059 651  -655  -935  -226 -762 -46.8
0
6 BB a7 1 48.0 — - 48.0 48 48 — —
EACTHIRER 27 1 24.0 - - 24.0 24 24 — —
B 24 IRA 2
R S 1 500 — - 500  -500  -50.0 — —

(%)

[F48 : % 2.7.3.3-6]
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# 1.5.3-9 AR SERBREBRAI7RUVROTEILE (1304 RER)

T T U = B P T VN PN ig%ﬂﬁig—
1 BEBLAREA 27 56 71.0 1401 1.87 70.0 50 100 — —
A ETHIRE A 2 7 56 370 2050 274 33.0 3 98 — —
RieAa T ELR (%) 56 483 2431 325 -50.8 -95.8 0.0 548  -41.8
2 B EBItRE R a7 49 649 1231 176 65.0 50 100 — —
R ATEATRE A =27 49 369 16.89 241 33.0 3 85 — —
B AaTENFE (%) 49 -431 2289  3.27 -42.5 -94.2 7.6 -49.7 -365
3 BEBLAREA 27 37 63.5 1232 2.03 61.0 50 97 — —
58 A = 37 380 17.83 293 37.0 3 100 — —
A a7 b=k (%) 37 -406 2224  3.66 -40.3 -95.5 3.1 -480 -33.1
4 B G-BtARE R 27 27 66.6 1410 271 65.0 51 100 — -
FORERHmRE R =27 27 377 2046 3.94 33.0 5 100 — —
Bk A a7 ISR (%) 27 434 2585 497 -41.1 -90.6 38.9 -53.6 -33.2
5 BG-BAMmRER 2T 10 63.5 9.02 285 63.0 50 76 — —
e AEHIEE A =2 7 10 333 1494 472 33.0 6 59 — —
Bk A a 7L (%) 10  -46.0 2479 7.84 -48.3 -92.1 -120  -638 -283
6 PGB AAHE 2 7 1 67.0 — — 67.0 67 67 — —
R AEFTARIRE R =27 1 33.0 — — 33.0 33 33 — —
AT ELE () 1 -50.7 — — -50.7 -50.7 -50.7 — —

[F48 : % 2.7.3.3-11]

LARMEIZOWTIE, 1304 B COAEFLHIBEIT 100% (56/56 44) Th bV, 1303 DK
=T VRE, 226 REROKRE L LI L TR o720, ZHUIARRERA ML 2 3Bk & TR
B0 R 2 SO S R ORI AR E o Z EICER LTS EEZ LR
72[255.1.3], 7ed3, 1304 REBROIGHEH 1 BIE (BHGHM  &E 12 #8HE) OfFEFLBEBRIL
83.9% (47/5644) T V[ 2.7.4.2-14], FHEBLEIho 253k & FRE ThH o7z,

SOC BIOFERHLD —~Ex[# 27423\ Lz, LA EHS (SOC T 10%LL L) 13X, K
A 94.6%, JEULIER K OVEAHUE 78.6%, HMGFEE 48.2%, FEWws, MEhis K OMERR IR E
30.4%, Fefids LUV MAHARIEE 25.0%, HRFEE 23.2%, MRARE 16.1%, 2 EER LOKRS
JRFTERRE 14.3%, 5%, HELONEAIHE 12.5%, BHEHKRL O A MRS 125%TH o7,

PT 5T 10%LL EOHERZE IZBO b AEFLO—Fa a2k 1531010 Lz, ERAEFEFELRO
%< 1%, SOC MEEMRAE, BYYER L OFEREDOLDOT, TOIZE A CIFREIHEETH
olz, Fiz, AFFRONE, FREIT 1303 B &L O 226 ik & AT, EHIRRCTH 5 AR
DOH TR T 5 ERII -T2, 7o, MEOHEEESIT 8.9% (5/56 44) DMITHED
DI A[F 2.7.4.2-12], #0 B USRI ) AEFLOBEEEOHEIIA LN Lo T,
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HERAERGIIG 5 AlcHEIh, TONRITANRE (2 4) , MESIRPAZE L 4) , &
RUKESRFREEZ (1 4) RORERA (L4) Thote, 209 LRABEARPAZEIZ DWW TR
EEEAMICLY DB BIERICEmZ N BN H -7 Z LITFFETH L3, CYFRFL) A
K OVRJE PH D B2 & 5 1 XL 0T H 5 WO T2 RBBIC & 0 IS FEIN & 7 D388, b 2=, £
Te RV AEARFEE TR LRI (12 l#5) 258 THORIEN 12 A BICRBL L7z VAR
I L0 DI SN TAREED L&~V A T A NV RTEYE, FIE LT VIRRBICH o7 &
DEDAALIRHY, WTILHARKE ORE DN D &l S,

WTHOFERLAFIORE, RIEXIFIEE2ET L2 L7, SHEFRIEIC L D IEROTRHR L
72[2.7.4.2.1.3.1.1],
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# 1.5.3-10 FLHEFER—FE (1304 HER)

socC Zhizsglv
PT n %
&t 56 100.0
(HEYZN e
U SEREE D 25 44.6
ey e s 24 42.9
s ~Y 7 U&Y REIN 20 35.7
AR ERETHE N 19 33.9
M L ERBEE N 19 33.9
A7 R n 16 28.6
TI=v T T AT =T —EHN 15 26.8
Y e 15 26.8
HEREEE N 14 25.0
A R ERECE N 14 25.0
PRV B R 14 25.0
I/ NREHE N 13 23.2
it P PLER R Ak S PSR e N 12 21.4
kY7 V&Y R 10 17.9
A U o AN 8 14.3
i BRI 8 14.3
TANRTGXUEET ) b T U AT =7 —EHN 6 10.7
1fn R 0 6 10.7
JEYSIE RS KO HUE
BAHEES 32 57.1
ErR 17 30.4
B RS
R 9 16.1
T 6 10.7
ERNEN (-SSR ] e
W % SRR 9 16.1
FERE 3 LUV TRk R
B 11 19.6
AR i
7 L F — PRI A 7 12.5
TR RIEE
GIEPL 7 12.5

(745 : % 2.7.4.2-6]
EL: R IR — O EFESEPERENCDIZ > TRERA L TWDIEA, 14E LT,
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1304 ABE T, A k7 7l CFPHE T 86.3~105.6 ng/mL, FHRET 62.0~96.0 ng/mL ; 1~5
[ B O 5w HC O R R @ o) Il —F TR Lz, mH b7 7ED 200 ng/mL
VLEOEZ R LEEBRET OAThHo, 2095, 7TRAIZHGEHEFREME IZ, &S 24
I ETEIC 200 ng/mL PLEOE AR Lz, H b7 Z{E2 200 ng/mL LAk ORI CERO B2
EFESEIMP NI YD MEN, RPEABEEORER CHEAM L AN EERTHY,
200 ng/mL EA_ EDOEORIZFRAICALNZERIZ Do, 1 A THEHEEMES, #ELTH
i (170~320ng/mL) % R L TWizds, HEELZFEFFESREIFTOLNT, BELEFAFEESEINT
NLBECRICLESETAZ L <HELE[2.74421],

5) e
1303 FBR K TN 1304 %t%&_%‘fsém‘f, 2

BB csermmnsean

1 (LLF, 5 SLLToORBEEIC N WEIT o7,
THMETE 1 A
TZWPEIZ W,
FRERETE 2 -

ZaMEIC T,

F O RREHE S TEOME 5T,
1)
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6) [lEvosnrsmsx-an

2(.& .H .EI &zﬁﬁ{%énfz-ffﬁ?ﬁf@%ﬁé\%ﬁ%m%@E}Jé [1.13-5] &2,
1303 B8k, 226 HEER T 1304 B ICHA AN DB E ORNAEIER L v, BEEETHR
oo E 2 Gl L35 3 77— TR RT, oIS S EEEARR L,
SR TR +aAlOERE, A7 a4 FARAOLT 2V —-B2A e ZUET, A7 1
A RARAIC X 2 s AR T B UL RN BsA S L, 2 olE0RRAS 7 ALl Lo gksE & L
7. 1303, 1304 B TIERA bo 7y 7 AL EDRT oA RARAIICMAZ, 71 42K
WEAANARESEE U THER L TWisgBE S I > TH O THRF L72[2.7.3.3.3.2].

RO T R T HEEER SRRSO 5D 281G 1L, 1303 B TiErs— 7 8
T 86.4% (38/44 &) , T T REET 822% (3745 £) , 226 MER T 1 mgkg/H B 42.9%
(12/28 4) , 3mg/kg/ A B 455% (15/33 4) , Smg/kg/HBE 50.0% (16/32 4) , 1304 3B Tid
94.6% (53/56 4) T, 1303 #ER LT 1304 BB TlL, Ko OBME TR e 7 L AT 2
A4 FARANC L aRTEES T, BIREEC L VBRELE REE] BEOIELA LS, 4H
FE L [BEEEDRER+56] SN LTwWe, £, BEREIRER+560 A DiErE
FIRPER =2 Z 1 R [E 2.7.36-13]12, 2ETORER 2.7.3.31] & B LFFICEVIR
LSy AR At s

1303 BB C, BFEBEDER+oa R El T, 24 - IARTT I BEREICH L TR
EAEE R a7 E(LER CRERFHER 2 7 ELEORB LML LI, IhleRosEE
EHATOBRLEERTHo, S50, BEEEDIREST+0TX 7 r U LA KMYEE % #H
LTwiiisEEdcb T, REEER A 27 ELE R ORKRBFHME 2 o 7 EkFE LT
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b, 2EOHBREER, BEFIERDREAN 0o tRE £ & Rk Th o -[F 2.7.3.3.3-22][%
2.7.3.3.3-23],

226 AR T, BEAFIRIERNRA+5r & B 2 b HWEBRE R T 2 KA EIEE X 2 7 Z{bE,
AR R 2 2 7 B RIT, BIROWEBRE I & Rk, MEHEINE & I a7 2RO

NFR BT [F 2.7.3.6-14][F 2.7.3.6-15],

1304 FER T, BEAFIRIRNRA 100 e Bt SE T O EE B X = 7 28R, e RS i D 2
A7 ERITED B b RROHIRE LM & Rk OR R 2R L7z[# 2.7.3.3-24],

F iz, RROWNS L 72D BEL, zisﬁl ST RETH D LB S5 LAATS, JRORIE & 1
I BB T AV ([AARRBERS#S (2004)] L0 R —R b ZRWLA M r s S
ADATaA RIHHHAD %azﬁié:?“é/’af%ﬁ) 1~2 @ TN ETARAIOEISE SN TS b
DEBEZOLNDZ END, JERIRAEICE S N ATERBICE-S &, 1RERIMART 2 BB
T, A7 uA RAHAIZ S E UZEEREREN 14 B (28F) fThh T2 & 2fERo |,
AIVARHEZ £ L, [REFRRIEPERE | OMOEN 25T L,

A NERRNT R AR 35 1T 5 BEfFIR R AT & [ 2.7.3.3-3LIT/R Lo, AN IHEARAT & 54
M9 2 BEAA IR IRBUME RS O (5 2 5161%, 1303 B Tld x4 — 7 VBT 100.0% (44/44) ,
77 B AREET 95.6% (43/45) , 226 iABRTIE 1 mg/kg/ H#E 100.0% (28/28) , 3 mg/kg/ H & 97.0%

(32/33) , 5mg/kg/HEE 100.0% (32/32) , 1304 RABRTiX 98.2% (55/56) Th -7z, D H b,
RITEHR IR L 0 BEAFTRIR KDL B &Il S e TEEATRIRIRPUE RS (RHAHEIRE) | 1, A
—FVRET 97.7% (43/44) , 7T BAREET 88.9% (40/45) , 226 #ABRTIE 1 mg/kg/ H#E 60.7%

(17/28) , 3 mg/kg/ HBE 66.7% (22/33) , 5mglkg/ HEf 68.8% (22/32) , 1304 ikBR TlE 85.7%

(48/56) TH 7=,

1303 BRI, BEfARRIESIMEEE (RARIELIALN) SRR OBBRE D DI o 1o 2D 5B TiX
HDHN, BRI KR E RIBWTI 2o 723 2.7.3.6-19], 226 kBAIL, BEAEBRIPIMERSE (G
W) £ & BRI B E  (RIRRE LAY EEIC BT 216 2 & O R PEE X
1 mg/kg BEDOFEFIIM A <, 3mglkg BEICBWTHEMEL D LMENRL L, BBIFOEIEE A 27 K&
ORI A a 710X D2 X EA BN D b DD R X 725E WL/ 12 [# 2.7.3.6-20], 1304 75k 1
BEAFIR IR (RVARIELISLN) R OPERE RN D72 hr o 7o 7o O BB TIEH 273, Eﬁ&:
AT G OFEIRFPH A 2 7 BNOREETH - 7228, FRHEEIC K E ZREWI 2o 7-[FF 2.7.3.6-21],

1303 AR DB AR GIMEEE (AR EHTI, B ERERE A 27 2R CEEH 15
Y, LUFRAE) 133 A4 — 7V CRE-645+3.14%, 77 BARREET-33.81464%TH 70, &
TIRHIE A 2 7 B RIT R A — T RET-425+14.02%, 77 R T-21.5£384%THY, L b
ICXA =T VBN T 7 BRI L THEREENRD DL, 2, IhbORRIZ2EOHK
BB OFRER LR CThH o7, —F, BEAARRIRTUERE R RIELIAL) SEEClIgking
BTN, RA—FAREOT T v BB LIZABREETRD b ho Tz, [# 2.7.3.3-
35],



Page 31
CTD 15 BREXIIHEROFBBRUREDEE

226 AR OBAARRIFIERE AR SR OB ARG RE  FNERELSN) %
MNZF6 1T 2 oS BAEE X 2 7 bR M OV i Mg il 2 =2 7 28 k=13 & © 1, 1 mg/kg/ A RE T
T RBEENE L NN B DD, 3 KT 5mg/kg/ HREECIZEAF/28E %R L, 5mg/kg/HEFTXD
BONEEL RT I ENHRINT, e, HEMGHEIZOWTTEREORER RN D, EHb
DAATIZBWTHOAEENERSNTZ, £/, ZNLOMEITEROWEREEM DR L G FH
B CTd o 7[5 2.7.3.3-36],

1304 RERIC 31T D BREHE MBI O A EIEE A 2 7 ZALR KL O i 2 2 7 2RI
T, SIREMBAMGRE 2 X— R T 1 v & Lo R G EIEE X a7 2 hR1%, BEARRIETEEE
(RIVRPEIE) M TITIAEY 1 BIE2D 6 [BlH £ T-50.0%~-68.2%, REFIAFIKIIIERE (AR
WIELIAL) SEMICIRIEREY 1 mH D 4 [BlH £ T-67.7%~-85.2% T - 7=, RiXMHEIHEA a7
ZAb=RIT, BEAFRREHTrE s (RaREE) S TIXERY 1 BIE2~5 6 [B1H £ T-38.1%~-
50.7%, BEAFIRRISHMEARE (FGRIELIAL) EEITIREREY 1 M2 5 4 BIH % T-52.5%~-
70.6% T o7, HALEIELE X 3 7 AR K ORI 2 2 7 23 L b2, BRI
PR (RREELSL) £ TIEW T OBEEBICS W T, BEfFREETrEEE (RiaE
JBE) SR X D@D tEN R B [# 2.7.3.3-37],

LUk, BVARIEMRICES K7 7 — Tt &2 £l U2k R, BRI TR+ 072 d
FH HDHOIE BEFIRFESIERE | IS L TH, AR L DB OEEDRI RSN,

TRV OWTIE, 1303 BBRICZH 1T D BEFRRDRA 0B CORFEEGRERIT, *4—7
JVEETT 78.9% (30/38) , 7 BAREET 73.0% (27/37) , BIERABEHIFILIZTN TN 52.6%
(20/38) , 35.1% (13/37) THY, WTHNORETHLEEOWRF LM TORIFE L FERETH-
Tz E72, 1303 RERIZH T DBEFIRBEARATDE O 5B, BiEHFEEL LTH 7 1 ) L ZKMY)
WOB A R OFEEL - BWEMRBR L MRE LR, BHA B TREOR BRI R E
ThY, FRHTHMEHAIOLR THREEDFIESOFERIT o 7[# 2.7.45-3],

226 RBIC BT DBEFIRIEN R A+ 06l CofRFEFERREBFEIL, 1 mgkg HEET 78.6%
(11/14) , 3 mg/kg/ HEET 73.3% (11/15) , 5 mg/kg/ HEET 94.4% (17/18) TH VY, W oRf
THREOFBR L FRE CTH -2 2.7.45-4],

1304 FRERICBNTH, BEFIRRDREA 06 TCORFEFLEBFEIL 98.1% (52/53) , HEIEM
FEELEIL 71.7% (38/53) ThH Y, DIRDOFHELHLL FRRE Th o7, 1304 RERIZI T 2 BEFIRE
BRERASEID 5 6, BRI E LT 7 1 U A AKFECE A EY o f S5 - GIVER %
BIaR A et L7 R, R AT 6l & bk U CRIERI S BLER MR - 72 DAL, A 51
THRELRII[FRETod o 72[F 2.7.4.5-5)],

72, BEAIRFRIRPIERE (AR £Mo S5, fiig#E s LT NAERMGRT 2 BBy
TATuA RARAFIZ L E LTAEERRIZ L0 0070 b RS5O v le o 7o gk | R
DN, VT I N—TRTZAT o To, ZORER, ALK 02 2RI NS 2 DRl
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2, g R OBRTFERETMERE GEEE) EHICET AR LR TH-Z[FR 2.7.3.6-
20, $#2.7.36-22, £ 2.7.36-24~3 2.7.3.6-27],

LLEORERN G, [BEEERE CORERT4) b A BE SN SEOBEEABROSRE L
FEREEOT FE—EEEABEORESEED TN L, SESEOMSREN L FEOF S
th, ZEMERLEZ L0, EEOBRRSE CARORE E 25 BHEEZRIRT AR, RETo
FBOEREE, WREHZT T, TRETCOHFERONESLEFODROFEIZNTH T
DEETLHUENRGD EER, FRODRE - DRE 17 FE—MERER BETREERTHS R
BELNRWERE) | LBRELE, £, BEEFBETA V74 v OREEOES, 17205
[BRWAE & 5 [RIB B ERMED 0% Eic RSBE | & U EICBE T AR Lo

2T, e tRET L7,

L LiE[1832],

B L

L.72{1.83.1.1],

3.3 AROERLICHE T 5EROBEEGIEFT)

TRE—MRERDL, FOROHLIMBAEEREL L, BB BEEAHVIRTERERERE TR,
BE7RGR O BEfE & 7 USSR RIS W A RBGEE O ER Ch 5, £ OB E A HKE
RECESTHRETETHLOT, BEICELCIWERRY, FHO L5 LRIEREHO Y 2
T OBABFEOOZFEALDL, JAZOLEWERERBRRENARETHS,

LvL7editn, BEERART b E—fERERBHF Y L TERNTHWA Z LS RERIGRED
BIRE, 27 oA FOARUIAR, it AZ 2 VAR T LA —H Lo b DICR S
o, EROBEEZERT S ETHaLIEE Ak,

—J7, FANZERICAF Y R &3 U &3 AR 60 » ELAE (2006 4 11 ARRS) BT, BE
TEIRHEH 2 ST Y] TR BAERC A T b E—tE R IE A I a T AREE - RS ERE SN TEY
AT RARA L FHT AR CESBEBERE CE{H#RHANTWAE, £/, hoF 3%
HAnWier? FE—tERERBE T ABERBEE CEH 55, EBM il 527 0 2R Y
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> DA HYEDS, American Academy of Dermatology[The American Academy of Dermatology 2003], the
Health Technology Assessment Report from the National Health Service in the UK[Hoare C, et al 2000]<°
JEAE S BAE MFRBE[ 1T 2005]7 5 b, AFRINL TV 5D,

ENIZBWTIE, Y7 rARY CERDRGETHY 0T 4 22 0%, 1985 FITBBA K OVE
BRI 2 KR 2 B L T B BIEE TR 20 EOf A FEER H 0, FOMICIT 1992 (I
B D RIEVER G IR T do 2 WefEIC e 2 KR A TG LT\ 5, £72 2000 Fi2iF, Yo7«
22O BRATHIAFL, TNETICY T 4 2 2 THRE L2 TOlERBIELOHEC
TP BRI D RKREZ TG L, FfECHT 2 &RB 2 bEFL WD, 20X 9L, ¥ 7 u AR
U a3 207 4 2 2 ROZORBRFTH 5 A441F, EWNIZIWTHERECR L
TEWHKREAFEEZAL, T 4 2202200, 1998 FEICHEFEENK T LT D,

AFNE, BRONRIEZ (LD B BERREHED 30%LL & 5o 5 BEIEMRART N & —VEEEREH
ERBRICENTENE L7277 B AR ARG ISRV T, BEEEA 2T L ORIRHHA 27 87
FERIIKH L THEREELZRL, BWEARBRILIT 7 BRI L TROREN272b DD, FHL
LEEFRIITHEENDIBDTH D Z LRI N, S HITBINTE L7 7 — T
BWTAT oA FMARFIEZEL LTEBEFERR CORDBAH 0 Tho T BFITH L TH, EIEEA
a7 ROWIREIHA a7 N7 7 BRI L THERBGEZ R LI, 2100 ORERICHEREZ 10 &
TOMPBERICB T HDENOMEAEFRZZEST DL, AR THRIIARIN TV D FEMNE &
[FERIZ, ARAIDBEAFRE CIEH 0RO R WEIER ALY b B — PR F RIS D 1R
@E?Rﬁik LTMbnZ EITAETHY, BEFBETA N7 A L OREIERANT b —MEE
RBHOREMH), N RMEORRICLHFET LD LEER D,

—J7, AANIGREMHER 2 A T2 28000, BRAKRGICEIV 2GHORIEMN & L TERE
FFRESE, M 5, EEFEORBL, REERIZ > TiXY o E, BRSO Y X 7 RN
BMasnTky, ROV EETREFEATIEIRNWEER D, T72bb, ENTEmKLE
1303 R L OY 1304 FRER THINME R L BN R ST 8~12 ORI 5IC XY, BEFRK

T+ 72 PAF O R W EIE D BHE O RBIER M OE 5 FEZ, HRNT, RO F %
FELERETA L br— L TELREE TUWEL, EROMFEIEICOUV X ZVLERH D &
EZTn5,

Pkky, Kﬁiﬁé%@%ﬁ%F?%V@%Ef:i%ﬁéiﬁﬁmﬁﬁmﬁ%%ﬁb,%
AR T+ R B E SN W EBFICH LT, O 5IZ XL 0 IECHIC RS 2 BEfFIRE
WZEDar be— v a R REBICE CUET L DOEFTH L &%%_éo
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331 HBHRUERAH

(1) RA—FI)IE, EEBRAET7 FE—HERERORBZECHHEL, REH
BZEMNTHELHIZ, TIELEPHIZHET S,

FRANT N E—MEREREFE ORI, AMEREIC L0 REBBILEE LZY, EEoRE X
Eﬁkbk@ﬁé:&#%éo_@;9&%@ﬁ®ﬁﬁfm,%m%%@éﬁ&m&maﬁﬁa
EEOBLED DI BN A R T AN VLETH S,

HAEMATLT b B — PR BE O LARKI A &G LT R, SR RBEROUE, K5
FPH O/ NR IR DTz, FRORIEZ A O BE AR EFED 30% L RICA BN D BEZRG L LTz
1303 B TIE, SHEMOFEME GIZ L B OBENSE LI, KA 2 BARFICBIT28ETT 7
RO 81 ﬁ:ﬁ%hé&é%iﬁé%@@@otoit Z 9 FEIC BT 2 ERN AT QNS Z S B
R D RBEFEOHZGICHONT S, BHE2HEZ LY 7RI L THERSGENRA LI,

D EDZ End, RENTEIERART b & —MEERBF TV TS EBIER, T 90 EEHe

IZeh T D & & BICEIB DR DHIPH 2 B0/ 5%, EIERARLT b e —PERE R O
TERUGEICHRAREATH L B2 D, o, BEXOZIFEAHONICUET H 2 L1E, KHER
I & 2 B OBMALCE LA IMHIT 5 & & b, AOHETH 2EYYE, ANEE, BRSO
HERIVER OB ZIH T 2ERTHIEFITANTHL LB D,

(2) RA—FI)LIE, BEER EPBUZEZMHT, BRFEARTTHILIRLSED
NGEWEERAR7 FE—HRERBEORPEHET 5.

FIERRAT T b E—MERERBE DL L, ERPEIE(LT 5 F TICEHERERR B A% TE
D, TEREIESCRB O, FEBIEAL, #PH, AT N OFHEESITERF I iof%ﬁf%
Do O EMBEIEMRNIT FE—MERFREHITRT 2HANL, kA RBEERD
ZORREIZL L RWEMM - ZEMNEEND,

ENESIRFRBROFE R, AAE G K DB OUGEERIT, Fls, Y, Wi, BB oRE
LEOBEYROREEZ T hotz, £, HK, EBEROSWREN IR, FEE, SRt
FROEMEFRE E TR BB ORERA LN, 5T, RENBWMEMICSH S g 2T
U & LT, RBREALO X7 < SEERHA LT,

F7z, ENEERRERZ X GCRNERIERICIES T T — T & Ehie Lo kER,  TBEfAIS
PECHRANI7) e tBRBE LR OB OFEREE A 27 K ORERHEIH A 2 7 2RI 2RO X 5144
M EFBETH Y, KABEGIZKDEZBOUENRIL, EROEELZ T RN Tz,

Uboz &md, AFIOMFITRFHM, KB ORE « B LORITEREDBEE ZICI T,
AFNIEIERATLT N & — R EREE SRR L TR ERT 2 2 ENAEES 2 oD, £
72, TENELPHAN A < REIA~D AT oA RAHFOBA NN T, BEFAERE CHA R R0 EG6
NRWEBHEICHLTH, AFIFEHTHDL LEX BT,
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(3) RA—FILOMREBEEIZLKY, 7 FE—HREREKRKOREH I FO—)LIC
BE#d 5%,

FRER AT T b v — PR SR EE 1L, BORO AR CHIE - SRR KT RBRETHY, JE
WREMCDI 5 BE VLR, 2O XD RBHTIE, WMEMOREZMS L, HEHNZ2E
WIlcL EDHZ&IckY, LVZELIZKREZROZENTELIFRANDMLETH D,

1%4%% BT, Kﬁ@EWSLW(Wﬁlzkﬁ)@%@ﬁﬁ ZO%O 2 WHELL EDR

R0 R RIEHRIC LY, RO BRI E T H Z LR &, £, K
ﬁﬂ?bt~éﬁﬁxﬁ$®@m%KMbé:&T,%%MX%H4F%%N%®%ﬁ%%&$
Bl G« KIEEEOTIBFFENS L TOHND L D170, HEIEMRARLT b — RGO EH
ay b= WIHMT D EEZOND, ZHUCE D, AFENTEREE 2 O S F & FE R RO
A MU RERD S, HSERICBIT2EFO QoL M LiZ%H 535 LM TE 5,

4 EX\

[P CIEHE L 7= B AR R B OVEAh © 920 S M7= B R BBR A & BRI AT L, TN
BCRBIGE AT 2L L LTz,

[ HEE ] *A—FA0NBIKR, *A4—F 0 10mg ©7®L, FA4A—F)v 25mg 7 &L
FA—F )L 50mg B 7 v

[—ir4] 7 e 2RY v

Vb SUTRNR(R)] 7 b & — MR R AR CHor I R s & e i)

[HEROHEE)] @, BACIEy 7 AR L LT 1HE3mgkg % 1 H 2 [EIZHT
TRAKRET S, ok, ERICEVEEEBT 5251 HE5mg/ky 22 R\ &,

B, ABINLHER S K ) M EMICERE LT TR I R BE T 54 Eo
FE (R | 2ZREL, [A7oA MHAS) ZBEFEREOAIRE LTRETH L LI, K
P G- 3 B 7 B _Ob\ffiﬁ@béw/f R A NZBT HRBEIEDEFHZ 5| H L TEAKRRIC
~ LTz,

<BHRE ST R BT DA E o (%) >

7 hE—MEREREBEICOWVTIE, AT aA RAHAIEOBEFIRE CHa e BEnsosn T,
BRWNRIE & £F 0 BB DMERHEFED 30%LL LIk SEBEEZNRICTDH L,

£, ARFIOWE ORI L 2 EEREWERAORBELZ 72, KRBINTWAHILO B %
BB L FRRICILT R T 72 RE L CHERES 2175 L OEBEME T2 2 &, AAREICELT
IRIERIZEBUC & 2 fafitt L 1EHRIC K 2R 2 a5 8 L, 2VRA 02 B8 1Tk L TR G- & Ak
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1 NEIZE T 5FEARRECET IEH

FA— T ANAIIE 1993 4F 2 HIC KA YT, £xA—F 0 7RO TIL 1993 45 7 H
\Zav B 7 TRUNCER SN, 34—V NHK, 17 'VvENL, TR 93 » H
98 » [HTHE 4, BUE, XA —TNVOURHTRAITHLY T 1 I 2 IR 25 3A & L CER
RO TIRSEH SN TWD,

AENCIRIT DT b MR R OPIEHE TIEIAFBFERIC AT 1A RN L 72 3854 &
U CBEICALERH T BTV D08, AAENTAT v A RIVHAE & e BEFIRE CRIRN A+ 7 A
DEJET N MR ERICHT DAL LT, ZOMER T RO T ERAHESL LTV 5D,

KENOT b & —MEE RIS DEEIL, VT 4 2 =TI 1991 4F 12 AIC I A H Y 7T,
AFNITIE 1994 4 3 AT VB F U TRGL, RBEICELIETITAXF IR, 7T A, R
AV &I COMF 60 » ELL ETHAGRARG L, miHmicfish T,

FHEETOARRNIE, £161- 100 THS,

& 16.1-1 FERICETAHFFOT FE—MHRBRIZHT HEEKR

E 4 AR5t 4 FIE -8 ARERAR

A A®&E| - 100 mg/mL 19954 3 278

YIrESFUATEIL-10mg 1998 ¥ 4 A 3H
NEORAL Soft Gelatin

A4F)R Capsules YIrESFUAhTEIL-25mg 19954 3 A 27 H
Y2 +hESFhTHEIL - 50 mg 1995 3 A 27H

YIhESFUATEIL-100mg 19954 3 B 27 B

VI rESFUATEIL - 10mg 19984 6 A 11 H

kg Sandimmun Optoral VY7 b5 F2hTEJL - 25mg 1997 £ 12 A 23 H
Immunosporin Y72 rESFUATEIL -50mg 1997 £ 12 A 23 H

VI hESFUATEIL-100mg 1997 F 12 A 23 H

R A% - 100 mg/mL 19954 11 A 21 8B

YIrESFUATEIL-10mg 1997 £ 8 A28 H

TR NEORAL YI2+rESFUATHEIL - 25mg 1997 ¥ 2 A 18 H
VI rESFUATEIL -50mg 1997 £ 2 A 18 H

YIrESFUATEIL-100mg 19974 2 A 18H

M A #&#] - 100 mg/mL 1996 £ 9 A 17 H

Y2 +ESFUATHEIL - 10 mg 1997 % 6 H 18 H

2L R A UM YT RESFLATHIL-25mg 19964 9 A 17 B

YIrESFUAhTEIL-50mg 1996 £ 9 A 17 H
Y7 rESFUhTEIL - 100 mg 1996 £ 9 A 17H
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WEE - SRR CHE - BRIV TE, Bl 20030 nEh50, FEELAAR - A
VT 4 A T =it O EPRE T — 4 v — F(CCDS/Basic Prescribing Information)!Z B3 EFRE L
TWa, £ 1612124 F U AZBT 5508 - DRECHE - HEZ T,

%* 1.6.1-2 AFYVRIZBETDIP FE—HERMEIZO>VLTODE - HRRURE - AR

A e FA—=FNAY T NETF AT, HEEOIEESEDE L IXETCRVWEERT FE—
HRE - R MER R 0 B RS SR E ] S A5,
FA—ZAOHREAEIT 2.5~5mgke/day OFEHE T, ZiHr 1 H2EICSTT, BEERRE
D545, MHAE 25 meke/day T2 HELUAI BEFRTEISHE LN OGS, &
Fi-AE B R S my/ke/day £ THIB L TH X1,
= Db CEEREM X TGE»->EIIC 3 > b — AT BEE800E, EAE 5 me/ke/day & 1
BRI TROEETAILBZATHA,

2 NED B X EFEOME
A XD RO CEQISF 4 HROOMIRE 2 £ 162-112, A4 A JULF 4 A 77 —~<ik
73 CCDS(Basic Prescribing Information, 2(.&.)3 RO OHERE 5 3% 1.6.2-2 10,
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CTD 1.6 A EIZH 1+ 5 ERAKIR 4 X)) ROFMAXE
% 1.6.2-1 A XYRADBFAXERA—FILY 7 FESF 2 H TEIL 50mg)DHEEE
L i FA =TGNV T NETF 7'/ 50me  (cyclosporin® 3 i cyclosporin A) - Sz il
*INN
2. G 50mg DY B AR VEELRA—T NI T NETF U H TR
BEAGOBMEO Y 7 N ETF o FEAT, ‘NVREOMG LML TH5D,
XA—=TNY T NETF T eNE, ROBRSHATHS,
FA—=F WL, EHRSTHD L7 a AR CORBARTH D, FA—FNIE, VIR
R » ONIEMHRAT, ST EERNE VST KDIFE TR T A 7 <Y g 1k
3. 7l E%T D, RA—T T, BEROKMBIE T A — 4 OEBEBD S, W77 7 A

IWEREESHE, BT OFELZ Ve 5, RYHERBRCEARRICBNT, v7e
ZRY v EFF—FGNE LTRELERAEDFR, YorFaIar s LTEELESALY
b N T T IR (Crin) & M RTE E(AUC) & OMBENBEEIZE L 2D Z &M SN TND, Lz
NoT, FA—=TMFT 7 v AR VORBRE TRARERICL, £E#zbi{d5,

4. F&IRIZBT %
HIH

4.1 %8E - S

EZiH

i P At

B,ONE, DM, DERE, i U < B AR OBAR R HEREROE O B
D GIEMENFN DI 52 2T 7 Z & Db D BFE DIEHEIG DR

B R AR
BRI OB A HEHESOG & BAE RS R (GVHD) D1
A A % g 295 (GVHD)R2 ¥ 4 D 1R IR

BAE LIS O BT

HLfE

AXA—=F NI T NEIFF AT RN, EROIGENIESNAE L < 1X6 8 TRV I dzfiE
FHiHHIND,

7 b E—PERE R
FA—=TNY T NETF BT RIIE, EROBENEDA L ITEY)CRWERRT Y
— MR O B I B EH s b,

BEffi Y v~
RXA—TNI T NETF U H TR, WEROEGMEGY U~ FRIN DA L < 2y
WEB ST ) v~ FBEOBRFEICHEH SRS,

* 7 0 — VIR

FA=TNY T FRTF AT ML, BRARVNED, MOZALRERER 2, Bk ik
SRERIATEALEES L < IZBEMRERIARF RIC & 2 27 v o MEKTRESUTIRGUED R 7 v — B EM
BT E L RWD)DIRFICET S5,
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A&

VI BRARY CORAOANE, AN RRL LI oTAA I T AT VT 4 BRI D72
W, FA—TNAERERBRICMHMO T 7 o ARY UROFNCEV#2 DT 7 a ARY v
O AFRE, MiF7 VT F=VRE, MEZEYICE=X) 2 7+H2 L, FA—TL Y7
NETF BTN E XS —TANHRIZOWTUIENFIICRETH D70, ZOHEEIL
RETH D,

KO D 7 a AR Y AEAFIONA T TRXATEV T 4 I TEVRH D720, G10#
ZTHEF 70 AR COMFRENENT I ENHLDT, IA—FAnbMDT Y
1 AR Y RRORNASOE D B ZITEND v 2 b 2 ER, ARG, BENEMEL VWD
ENEETHD, ZOHBENSHEMLLbrand) S & IS T5 2 ENEIITH D,

2]

B 2R A A

XA—=TNY T NETF U TG X, BREBEMART 12 REELANICBG L, 10~
15mg/kg AE % 1 H 2 BN/ THRET 5 Z &,

—RIT, TR 1~2 X 10~15mg/kg (A (L B 2 [BIZE) TG T 2 2 &, T Dk
HERF R 1 B 2~6mglkg IZEET A L THIR A 2 &, 20 1 BEGEIL, 2[NS TRE
5L, VI/BARY DO NI 7EEBEHEOE=F2 T L 7IZ Lo THERFZITS Z
E,

2 A =T N EMOGEIGF LR T 2580 A IZarFaxTas FEOHHA 3A,
AFIDFREE), W1 R A2 < (3] 2.1% 3~6mg/kg/day % 1 HIZ 2 B4 TROZES)T5 Z
LMTEDL, FIZEE=ZY U, Al E AVERRISHTEIC L > TRIET 5 2 &
YE LV, BE T 7EOHIE, IasoREE, BREGGEERE, g mblE o & 5 5 m
IZE»CEET 5,

BT 4 X 2 UEIE IR O RIE, A — T AR OB AR AR FTRE (1] 2 IR A EL%)
BT EERENS KL, BOFINHDRIN SR ATEEMED & 2 g B s O 7
WD D, LvL, FESEONKRETE DR ESCHICIA—TINANEE~BITTHZ L%
Bos, (o7 4o BEHBHBEROBHRIZONTE, VYo T 4Iar07—4—
k(SmPC)ZHR)

BRI - BT xHE 95 (GVHD) D T8 & ONGH#E

AXA—=TNY T NETF U TEARHLNDZ &b D0, Wi, BERBRIITY
VT4 2 2 UEBEABREEAVS ZENEE LY, (B rT 4 2 2 AR O
HIZHOWTIE, T4 T 20DF—F 32— SmPC)BK)

HERPRIETIX, A —F Y 7 b T F 8 7 &L 125mglkglday % 1 B 2 B0 TG
L, &3 » A, TXHX6y AT THIRL, 52K TTHL, BHBMLIE%E
TRA—=INORGEFIETERNZ b H D, BINEIKT I LHELEREENTET D
B, *A—IVEIVEHRETHERA LY, IV o T 1 2 2 U ERRGERE A0S
LEBRNZEND D,

XA =TGNV 7 MBI F U h T AOERGRIARICHESE S D &I, 12.5~15mg/kg/day(1
H 2 [ENZ53EN) T, BhlaTHICkS % Ritd 5,

FA—=TNOEE R IE#IC GVHD B RBL LT-56, SE5EHBICL VRN G TE L5
2D, B TEMENZ GVHD DA, A —J MIMBEHETHWS Z &,

BAELIAL O

e (THoRE N O 7 P E—MERERICE T 2 A LoEEOHE ] B
BEOREIIZIGIC OIS0, HANCHE - HEZRO D 2L, EAEADTHITHELE
S FxA—T7 VO HEIE 25mglkg/day T, 1H 2B TRAZEET 5, 1n AkIZSk
ERRDONRD oI GEIL L B ARE R ICHET, dmokg #2722 &, 1HA
& 5mg/kg/day T 6 B LINIZ+ 3 72 RGO e o T2 BAE LIFAHENLL T O
BEMETA RTA Ly (A EoREE] 20 IClEE L2541, 527172
&, EONCUES T DNLEOH DHEFEOYE, WAL Smg/kg/day 28 TH B,
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MERRRIE OGS, ERllcs/ MR EEZRE L 5352 &, £7-, ML 5mg/kg/day
BEx2NZEE L, 1H2ENZATTROKETDHZ &,
TR IRNENE NG A IR A =T NOEEERIEL, BICHRE LRI LARIRIREN S
LNT-HETESZHAL UEREZa b — LT 52 ENAEETH D Z & 27 L2
RMERH D, HFHESOMGEEZLE LT 56055,

7 hE—MEER (7 b E—MRERICET 2 EoEEOHE] BH)

FA—F L OHELEF Ei1T 2.5~5mg/kg/day O#FIPHT, ZhE 1H 2[NSO T, Rk 8 M
BOfh4 2, WIHHZE 2.5mglkg/day T 2 B LINIZ BAF 2G5 6 720 E 1,
TN B A Smg/kg/day FTHIE L TH LV,

OO THEIEREF Z B>z 2 v s r—/L 9 55A120%, #I1H & Smg/kg/day %
TR 22BN TRAFET D2 ENRYTH D,

B Y v~F (TEEEY v~FIcET 28 LodEOHZE ] SH)

A =T OENT 12 BT TITH 2 ENEE LV, B5PLE# 681X 2.5mglkg/day
ZLAQENCOT CTROBEGT D2 L2805, BEDRPA+DEEZLNDIHEAE,

MHAMEICRIEN 72 WRY 1 HHEZEET 22 L, 72721, 4mglkglday #2722 &,

BEAES L IIREAMAR T3 » ARKES L TLHRBIR 0 THIHA, #E52HIE
T5Z L,

HEFFRIEO A, BEOMAMEIIS U THEBNCAERAS 2175 2 &,

XA =T NVIMEHEOaLTFaxTas FEFHTHIZENARETHSL, VI r AR v
& NSAIDs & fH L7238 IC RV FN M EERRAE LD 2 b5, Lo T, Th
LEMATIGEICIFEET S L, (Y v~FICHT 560 FOEEORE ] |

KO T O3 & O AEAEH K O OO AEAEH ] )

BE Y v~ FITi T AR OEMEGF — 2 I3 EZRONTWS, LR T, HERRE
BltED 6 » A BIZHREM 21TV, 1RO A EMENERIEICEE D &l S - G512 - C
B ekt o2 L,

27 o —BiEER (X7 o —BREFEEICET24H LodEofiz] 2R

BARE AL, BARUAOBHERENIER ThIE, FRAICIE 5mg/kglday(l H 2 [FZ 4y
), /NRIZIE emglkglday(l B 2 ENZ3EN 2R O# 5952 L2895, BHEREREO
WA, O 0 RN 2.5mg/kglday 2 02k,

HLUR S ER R GE DB S, XA —F NV EREBOaLFaxT oA FEOFEHNEL)
ThorEEZOND,

WD ISR ER IR S CHLIR A B PCRERIREEALIE IS )T L CIiX 3 4 A, BREMORERIKERICH L
TiX, 65 AOEEGREIL, AERRD LN WGEEFRA—TNVOEGEFIETSHZ L,
HEFRRIEO G S, HEE S B icm A B3 Tl Smg/kglday, /N2 Cld 6mg/kg/day T3
%, ZORBITAEDMERER)E ZAM(FITIE S VT F NS U TRAIEDIRE T
ERNZE T D TR H D,

X7 0 —BEGEECH T D ABORHERT — 2 1IR o Tnd, LrL, BEERRERTIT
I~2EMOBENMTbNZ, 7 VT F=0 7 07 50 ANEE L TREANEEIIKT
L, @UREENSLDLNIEAE, EMERGORMLARETH D,

BHEAEICBTAYV T 432 Y7 b BT F e E LGN ARN O x4 —F 1
~OLEH

Yo7 2avBOAOY 7 v ZARY CORNUIEBER R, YT 4 2 OfiL
2 uARY U ORERAUC) L OBURTIRNTH D, ISR A —F AT,
T aARY COWROEET VL, Yr7aAR) O T TRE L RHE L OME
BT 4 22 OBRALD bE,

Vo T4 22 PRI =T NA~GIV 2 5 EFITH LT, ROIEFR—HETOE Y #
ZEFF, ZOBRLEOECTHAERSG T 2 L2805, BT =20, [[f—
AETOWY 2 %IC, RMFOT 7 v AR o T ZHREFE L L 720 @) i i
HI2SHERF ST 2 & SRR S LTz,
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42 ML - M&

%< OBRE ClERmIMPERECmax) N m< 725 &, Yo RBEREAUCHTIINT 5, D%k
DERFIZBWNTUL, Yo T4 320 nbRxA—FA~I0VZ5MIZ, BZ5Lv7rA
R U ~OBRBNEL 2D LIZL T, BERAVRFEEPEZDZ2ZE03HD, Lo
L, EHIEHICHBWCEDEIGE T XA —X2 D25 OB KT 5 BHEeEE 7 © o
TR BEFRRIIA N1, DEOBETIEH LD, ZNOLOEEBHMN LY EET,
KREMBEE 2P DH, TORER, BIERALEY T IarvofADy s m
ARV RIEEIC KR & RFFT D, TN DHOBRFTIREY 2 b T 7 BEFRPICT 5 7208
BEITOZ L,

BBHEE 2Rl LEEHBRRBRTIE, Vo T o 2 v 0iiREE2Z T W EED
ZLNAABEDO XA =TV OFHIZ X > TGN ATRE CTH - 1 Z EEH ST\ 5,

UTOEEICHE S TTRTOBREOET=X Y VT EITH 2 L,

a) MWz EiI(TRbby T4 20 BER): Y 7uxR) oo T 7, g7 V7 F
=, MEZRE,

by BIV#ix B ZENETHEML W Ty IaroRO0ELFH—0 1L HARGET bbb
Fl—HETOYVH#HZ)TERA—F IV 2 5,

C) UINMx 15 4~T HI:> 7 v AR NI 7RE, MiG7 LT F=2, MEOREEIT
9 72 KBt

d) ZDOHOBYRAA Y 2 % 4~7 BB O RIZIE T, A —F 410 iz 1% 12 #FE O
MBI EZ BRI E T RERA W AITFE 2 EE 4R 2RO D LEENET D Z &
BdHbH, KEERAIZIZT 7 v ARY U NI 7E, E7 V7 F=, MEEZRHETSZ
L, F, ZRHOHEMEICISE L TCRA—TVORBEZHGTDZ &,
O ZICET D L0 ELWHERIZR A —F L~ L7 F 1 (01276 698494) D155
N5,

BHUSA OIS b bR, 7 b E—MERER, B v~F, X7 a—VBREEHD

BEICHTDEY T 422 Y7 b BITF U T vAFE L LEHNHEL XA —T/b~D

IR

P F 4 2 RAANS DY 7 0 AR Y ORIUIEEMENELS, T4 20

W/E I rARY VORZFEAUC) L OBMRIIIEREN TH S, Zhixtl, x4 —F v

TlX, v7 v AR CRINOEEEITD 720,

F—HAE&ETY T 4 220 DbRA—T~GID 2 7254, i (Cmax)idm <

720, FEYOBRBZEEAUC)HIHMNT 5, TROOEBN LV EET, BKEE®E D LE

HIVETHD, TOREL, ENHERALEY T A2 TOfADT 7 aAKRY

WINAEIC R & <HKTFET B, Lo T, A —TFVEE BRI B OEERIREE D

1o &,

BRI D Z LI L o> TEBEICKHT 2 EMRENERIC 2 585480 2 XMEEH Y v~

NI T4 L2 PR A =TGN ~DOU VR #F—HAR&TITY 2 L2805, Toff

DEFICHOWTIE, BRRIE, MiG7 L7 F=r, MMEMIEC Tl HEHRG 2170

D0, HRINDIEDONIRGRETREGEITO 228D 5,

F—HETHVIRZ 2T 2T RTOBRZFICHONT, UTOREICH-TE=2 Y 7%

1152 &,

a) HIVHmZEI(TRbbLY T 4 I 2 ARG LT F = & EARIE,

by BIV#ZAEIVEMIATIOY T4 IarEf—D1HHETRA—INLOFKE L
5,

c) H2l:MyEZ LT F=2 LIMJEOREEITV, EBLLNDO/NRT A—X Y)Y # 2|
KV BEIC BH LG A 3R A MG 5,

d) H4BE:MGE7 V7 F=r EMEORIEEITY, EBLLN0O/NT A —2 380 #ix /i
KV BEIC B LG A3 E A G 5,

e) FHBMW:MIFEY LT F=r LMEORIEEITY, EBLOLNONT 2 —2 3]0 #i 2 mi
LV BEIC B LA R A RF 5,

f) FLREMEZ V7 F=2 EMEOREEITY, EBLND/NRT A—23Y)0 # 2 Hi
KO BEIC B LG a 3R A MG 5,
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MiE2 L7 F=22, 2B E, o7 4 3 = o BEFOME L T 30%5L - L5 L7-5
B, FA—TAERETS L, (W, 7 Fe—rEE%, B v FROR 7
o —CHEERH BT S 6 OB ORI BH)

Hik

XA—TNY T NETFATEAD L AEGRE, MNT 2SI TRETHZE, A
—INY T NEBITF AT EMEOOKRE EBIRAL, DEFTITRAIATLZ &,
PASOBESE R A MHET A FREM N H D DT, HEERILFRIZZ L —T TN —R0 7 L —F T
=V a—ADOERE LN &,

42 FE - HE N RS I AT S

BEETOLE A, BBEICK L TRA—I N2 EE L-RBIIZV., UL, #IEHAET
v u AR Y B ETo BRI REIRAE U TuARy, L, JnEkic B A A

T, FRCEMEEREIC OWTIHEERERZIT) ZEBRAAIRTHY, HEIUSETHED
RE 1T,

NRICH TG

BEETOL ZA, NNRIZHT D34 —F L Of ARSIV, NEOHE, HB3» AT
RS 2 < HEBRHETY 7 v AR ) L ORGE2ZIT TWABBEENND D, I
13 R DL CIERIKETE, WA, ESIEICRBTAAREMENR LV ELRD LEZLN
5, ZBIE, BEIC K-> TS,

I ARY AK UIBBIEER AT D2 ENALNTWAEE, 2A4—TF/10%, BiER
W, 3y bu— /UREEOEMEES U < WUEYWE, FIELIA OB 4 A4 2L T
=R EREE IR THA( (A LEOEE] BR),

RA—=T L, BEHEREE, = o U RREOGMEER U < IREGYE, B 2A T
LHHE ) U~ FREEIIIEERTH D,

FA—T L, 18RO Y v~ FEEIIHEH LN &

N
w
P
il

AT, A b AR B U < Y, IR A5 % 7 n et

g7 ul) AAOMIZHCERTH S,
=T

T ANZZF ORI AR
H\E\)o

0% ( MhA & O EAER L OZ OMOFAEM ] &




Page 9

CTD 1.6 AEIZH 1T B FERIKR 41X RADFMAXE

B N OV
LoEE

R EOER

I uARY AN Ko TBRENPERDND ZERD D, MiG7 LT F=r LIRFBLIEER
E=F VT T ORERDD, £z, MENHZITTOLEENELLZ MDD, 7
ARV R ERGEECAM TA LS ME Y L7 F = ER-PIRFADEINZ, @E, HEfff
PETHHITH Y, BEPAD TH D, REHEGHBRICIS O TRICEERZB AR E M
FRAEE) N A DN BB EE N - 7203, TAUXEBMERSUS & 1XXKA] L iz b
U,

A T, BEZFICERRS =2 ) VT 0 MER D D,

V7 aARY X, FEEEICHLREEE RITT, BUAEYEFEEOT=X Y T ORRIC
SN CTHE Hm%ﬁoﬁ%ﬁébé ERHD,

I BRARY NIFHIEEEOHDBEICBWVTES Y YAMIEO Y A7 2HENSE D5, &~
O RARY U EH YT DMEEHEOIEK] (B« B U T MERERRA], T PAT v
FERILER], 7o oAT o v NZRERETER) 7203, Y v LAEFEA LIRS T

WHHEBRBPMLETH D, 72, VI VADZVWAEFEEZE S TWIRBFICEREGTDHEXIC
LEEMLETH DS ( [bE & OMAEEAROZOMOBAEER] BR) . 250K
BOWTEIAYV oAb~ vmaryha— 352 L 2D 5,

VIBRARY NIRRT LI VT T AEBEMEES, ZOZ LiE, FICBETOWIE
¢,EE%&&V?*VﬁbmﬁmoﬁﬁD5éo%KW%?%&E%/@ﬁﬁﬁ%ﬂék

TiE, BRERIRICIE~ 72y AL~z ay bu— LT 52 EREDLND, HNELE
EbhéﬁA %, v XU LEMBTO L,

RRBRIIE R (2 REGT25BI3EET L 2 L,

B ARY ATEMY R, B OO A SRR ORI E & D, £
b OfERMEE, v 7 v AR Y OREDME A TR, G RE ORRE K& O 2 B
BELTHRTDEBA N5, LTIV, SREMEIR 25 eRiES, HCHloRELHL Y v
RERGEMEREE, EUEIBSSERC DR 9 50T, HESKLETH S,

SEEMEIED U A7 3 DT, A —F V&G HOBE TR RS~ DR %
BT D EOHERT L,

VB ARY TR, FER, YA NR, ZTOMO BT REFRS O 2 O FRRRIC
mﬂb%¢<¢éo:@:&m,vyuxﬁu/@%m®ﬁﬁﬁfi@<,%ﬁmﬁﬁ%m
TR N OHIRNCEEd 5 L 9 THh D, ZTHITFEICELIEA L H Y, HiCEHMER D RS
ﬂﬂﬁﬁ%%ﬁfwé%ﬁﬁﬁwf@,ﬁ%&%ﬁ&%%bﬁ%#m%f&éo

2 uZRY CRAFNIFRIIC L ONA AT A TV T 4 DEZH LR, XA—T Y
T NEITF TN E XA =T ANHBRITENTFRINCRETH D,

vraARY UEERX, MEOE=F ) 7 ETEICT O NERD D,
r L EASIEBL L7235 503, @Y R BEEIRR &2 BAh L2 1T g B7eu,

P uARY CORGIT L S TN RMERED LAPFRSND ZEBHDH, Licho
T, BERMGATE ZORICEENEONEEITI Z L 2B/ D,

L aARY AATRMIHENELEO Y 27 2SS 5, HENEOLEOHEL R LT
B, mEEz, BUHEBENTELEORBERA 2SN, KAOGERNH LD T, V7
nZARY oG ERIET D,

Y7 aARY CORGHRICBIT LT 7 F UOEREE, RPBET LI EBNH D, HElEY
7T OBITERET S Z L,

VAW H =D Ry 7 aZRY) EGFREST25AITERNLETH S ( TAl & OF A
YER R O OO BEAER ] 21),




Page 10

CTD 1.6 #AEIZH 1T B FERIKR 14X RADFMAXE

447555 K OMEH E
DEE

FfE R O b PR E RIS D EovEEoMR( THE - i) 281)
B ERIO EMIREBZ R T 5720, EERVEERPHRRE L, IE & B#EONEL
Gy L, REFGRNCDR< LD 20T S 2 &

v uaARY OB E D EREERE L, EROEAEZEE LG & RIS (MR
B (RRICRE) DA BNDZENMEESNTWD, KBS, SEEHolEE Y, RERICEET
L0054 TOBBOMBEITI Z L, *A—T VORI, KERE, EREA
JER U < 132 O BEMEREE O FREE 2 BRIV T 2720, MRS AHE TRV EERZAIC OV
TAREITY 2 & FREICEES U < IXEERTBEBOBN A LN BEICH LTL, h
D DI Z NI L 7o %028 2 WIS A i FRIEN BOIEA IR > TRA—F 1D
BEEITOZ &,

RABERE RN L < IXBOMENZBINEL D 2 ERnH 50T, #E50A% 3 » A ORIZMmE
LT F = ORER 2BEMEICESNCITI 28, ZLTFoUREELTHRIL, Z0
%, WMEIZ1» ABXIITHZ L, 7V T F =N ERL, 2ELL EORIERICEEHIEH
5 30%LLE LR LIEEE0EE, AHlE 25~50%IET 52 L, ZUE, BEEER R
DOEFIIZONTHEAIND, BEIZL->TH 15 AURNIZIETFRRD bR 0WgGEEE, #
HaEdikysz L,

7 MR EREEOLE, REHMPIE0E 2 V7 F = OREL 2 BT 2
Pl

FA— T DR L < LS R BREA OB 52 Lo Tay kr— LRREDME EH 2376
NFEAE, R A—T ORI A 5,

EETEREICOWTIE, AHRICEEEZETIZEOEMITT b E—MRERNH BEEICDH
B L, BHEELRIEERRS =4V 7952 L,

FA=TNOEELZOT=2Y L, EELREERBOEHRRN S DK EEME D
Bob i) 2 &,

INBE RO AMEDERE L T b MRS OIRIEITIBT B % A — T L DM K O 2hik
WIS SN TE LT, HMUleHELHLNISR TN,

A =T NAEREHROBEIK LTIE, $KIMEB OBGHE L < 13 PUVA L RIEEOFA L
Wz ok,

7 PSRBT A EomEomE( HE - iR B3R)
HEITHED B~ LSRR EGII R A — T AR EBGRNICH O N TE S L2 LT 2 &,
Lo L, BT IBEMB I A U a3k 52 i+ 5 B30,

AT R ERE OGR4 — T VOt B Tli e gy, @S RPiEAl Ty b
n—THIE, VI/RARY VOMPREELY LR IELREEOH D Z ERMHILTN

5, ROy 2a~vA o ( Mgl OMAEHEOZEOMOEAIEN] SR)O#E G138 T
B L, i, MUSBRENEWNGESE, Y7 oARY) vomhiEELEEICE=2) 7
LT 6720,

BV L 8EIER, BEILT P E—PEREROFRICEE L TR, BRICHET S0, K
HOSROBEEBICLVNEET S, Y7 a AR o oFG5HIC) U AEENIZSNEES

1, EMCE=4Y U 7T AMERD D, REROIEEBMENEEL TH U LV HE R L
TWAEEIE, UV YERRNWD LA HERT 7200 TRANEE & L TAREERT 5 2

L,




Page 11

CTD 1.6 #AEIZH 1T B FERIKR 14X RADFMAXE

4.4 55 K OV
rorE

B UV v~ FIc BT DM EoEEo4ie( ik - Hf) 28)

AR NIBHEELR R ) Z RN HHDOT, WERRGHIICORL EbIyES LT =
COREE2EB IR T EICL o TEBEEOR W R GRMELZ ML L, $5HB%3» A/
WFIMiE 2 VT F = o2 2 BEEICHIET S Z L, F0%, HIEIR4EMEICITI N, A —
TINEMETHHEE LIXEAT oA RROTRKIEAOIHAZBBE LIV ERLIZV T3
LalE, KV =y 7 EITOMERSH D, 7 7 AKY L NSAIDs OIS A
TERIZ L - TEMREIZIF E LS R WEENHEND Z 03 H 5 DT, NSAIDs OF 5% ki
DLEBIIEETDH L,

2P L, MiEZ VT F= o R EGREE 30% L E ERl>7=EETHLGAIL, *A—T
ERETAHZE, MG LT F=0 3 50%Lh B ER LA, 50%LL EORES VA TH
Do ZHUIREBEENEF®RBEOBFICRH L CHBEHIND, BEIZE->TH 15 HUNIZIX
KTFRHLNRD > T2 HE, ARl ZhIEd 52 L,

AEIB G RIS, EORREAOREICE>Tary be—ATERWENERR N5
AEBENRTIEERDZ LB H D,

FEATuA RROFIRIER L7 a ARY U 2EE Y v~FORBEIIARSGT2553E
BTAZ L, £, BENCEIR LXK o0, FICBEEREAEEICE=2Y 7752 L( Th
H & DFAEAEA R OZE OO ALER ] B1R),

AT a A RROFREFNC L DEHWER E L THFEMERAONDE ZERH DT, [ v
< FOBEIIFRA =TV E NS OEREIHT IR, HEEOEHMREELITS =
ko

B Y o~ T OIRIEICT 7 a ARY U EMHT 880, BERE=XV 77100 —T v
TENELET D, 3= T ILE R BEPROET & Y ik lE, BRBRER IR & OB 7a
FEMNMEONDEEICRTHEATEZ L,

B Y v~ FBEOLE, —MROEE & L TEEFEBEORBERNEL D, KEEHEK
EHEATLZZLICL-C, BHEBEOMLMMETEOIZELS 2D, BEY v~FOIREIZ Y
BARY CEEHLIESAIC, hoRBEME LD bEEEGORRENE D LN T
bl = A Y

FA=TNEA S PLd— T HEICE, FREREPSLETH D,

F 70 —VIEBEFICET 2 oo JHE - iR 2R)

I rARY SEEROR T 0 —BIEEREOBFITIE, Mol G L FERIC A Y
X Rl EOEMEENRRT S Z EAREINTWS, LrL, EMEEETEEA
OBRKRELEELTWDLTHA I,

L uRRY AT K o TBHEEESERDNE ZENHADT, BEREORIE Z BT H M
ERbDH, M7 L7 F=0n, 2ELLE, JELZEGRIEL Y 30%LL £ ER LI2E
1%, XA —T % 25~50%HET 5 Z &, BHEREOR GRMEN R Th o1 BHEOYE, i
MREZLVELS 2D, 20k 2BEICH L CIoHEE5E4% 25mglkg/day & L, &bHT
BEEICE=2 Y 7 LR s,

FRAB L U CHELEBIRBICE o TBBENE(LT D720, A — T Vb RIS E
PR T2ORNERBENH D, FA— TN E UVE LRI ST 541218, BEHEE
VATV, BRBOMEIT L OO RREME D & 5 3 A —F V5 5B O REFNE(L
DEGWEFHET 5 Z &,

27 0 —BIEGREEE OIGRICR A — I V2T DRI, MERE=2Y 7L T
=7 v T e EET D, RA—T T UEI BRI EA &) 2k, RBREE, AHEhRZe
EFFEREMGONDHAICR- TR 5 2 &




Page 12

CTD 1.6 #AEIZH 1T B FERIKR 14X RADFMAXE

4.5 fthl & O 1
& DAt
DOFEAEM

B L OMEIER
TL—TIN—=2a—ZADFEICLY, YT aRRY) o ONRALFTT_AZTE YT ¢ 38800
THERESINTND,

W AR
P mARY L OMAEFEMABRE SN TN L Z OERD S B, +43ITSLRE S ERRAIE
DD & Bl SNOHEEM 2 LTI T 5,

filix DIFNIN 7 0 AR Y o ONRFHZEE D B, T 7 o— L P40 % [HLE I3k
L, ¥ZuaARY romErREIEnPREZ FA IR TIE 2 ERmsTn
%,

T aARY CPRE R T S5 FEA

PNV = VER, ANAIBE Y, AXRFANASEY Y, Tz M0, VT 70 EY
v, 27 MUAF R, orlistat, hypericum perforatum (‘2 2 74 k% VU ¥ 17, StJohn's Wort),
Fruavr, ANT 4T, TAET T v, AU E L,

VI B ARY RER FH SE A

~ruIA RERHEWE(EE LTz Aa~v, YU ENV T Aa<vAfvy), 7 hary
—), InaFrS—n, £ v TaFS—n, R)aFS—nr, PLFTEL =HLVE

v, NIRIN, AMraTZ IR, BABMLIE, 7Y —N, AFALTL =y (EH
/), Ta7l =), TIFFur, yLYTAERa—LEg, TuTrT—¥HEER, (1~
F=7, a)LeF,

L Ol DB & % S HH BAEH

Y7 aARY v EBEMHRIER O S D OFA 2 RS 2563 EE 2 HS 5, 7/ 7
Vay R vavA vy, FTTIVAVVE), TAKRT YL UB, yFaTaXgry, A
vavwAyvy, MIANTUL(FALT 7 A MXH Y =)L), AT oA REFRER(T 2
a7y, Fruaxky, RYUEIE), AVTy Ty, AR L b (SR
M LOEE ),

=72V VI ARY VEMFH LSS, WRBEAIEDORBRE T 7 n AR Y UH
MPEEREE D b E < e D AREMEDR D B,

VIRARY L E VA=V EHARS T E, L=V E O AUC A 3EICHEEN
L, YZuaARY DO AUCH 21%EEIM L=, ZDF=D, Y JaAR) L h=Jr s
OPFRHBGIIEEREIZITY) 2 ERHER s D ( FEEROEH EOEE] 1) |

CruadxF i suAR) OB, Pr/a T I ONRLFT AT T 4 B
KREEDLZENEHINTEY, AWiEOBMIERENE LD AN DD, Yrr 7o)
T DNRAFTTRAZTEY T 4 OWEKRIZ, ZOFEEBNEOIKRTRERFRESZS 2 NS,
DELEBEHFEORNIER T v A RUEREEANT £ F A4 U FAlR, Tof)e 7 ARY
YEMRATIIE, S AT ATV T o OMKIIECRNEEZLND,

F7, Y7 ARY L, Vaxiy, aieFr, L R=Y KT HMG-CoA &Itk
EIEEK (RLZFUH) DI VT T AR TIELAREM N D 5,

VARV UERALTWS—HOBETY 7 a AR ORGHEBHEAUAICEED X
Z Y ABHERRBDHILTND,




Page 13

CTD 1.6 #AEIZH 1T B FERIKR 14X RADFMAXE

4.5 fhi) & OFEARE
H & O oAth
DOFEEAE

I ARY OFEGIZE Y HMG-CoA BILFEELEAl (RZF ) Earve Frof
FPEBEER SR S, FPE, B, sk, & EICBBUGR e CA2E LD IR
%, Y7 OuARY EAZF U ENABREGTIHEICE, BESLEIZRIBEERD DT

O, BEAZFURORMERESZRT L2 L, FFIZaARREZF L7 a AR O
BT D L ( THR )

TR Y AA IR ) ARFEERS 70 AR) v (A7 axz<ya VEAD) O
L7zl 7 V7 F= v oInBlEsnz, £2< 054, ZoREiT 7axRY v
EWRWET D LEET D, Y7 rARY COFEYBEBICHT = _e ) ARRRY R Y LARAD
HEII T OPNThHoTe, Y7 AR VEAFREES TS L, =X AxkRva ) L
2O i EE AS KB B 5,

TV T MMEREOIY) (B H U v MERHERIREE, T U4 T v A RERILES, 7
VIUFTF U WERRETER) I AV AR EETAEYEORT AL, mMiEH Y v A
DRIEIZHEIMT AR S D720, EENLETHH( BELOHEH EOEE] HE
M) .
HELE 1T
7 uARY v EOHEERNMGNTWAIER E OPFHBEET SR WgaIlE, LT oH
ARHERFEICHE DY Z &,

/1

BRI ORI 2 77T ATHENED & 5 JA1 % GER L CLO BRI, BRIEOREEART=2 U >
TR LT F =N KT D, BARBRAERE S ST, SRR S &
WA D DB AT 2.

fEEs B EBE T, 747V VEERER (B XY T4 TT—, T2 /) T4 TT—F) D
OFRBEG#%IC (&7 VT F= U D) 072wl it O B RERE E B A1 &
NTWn5, Zokd), TNUHLOBRETIEEHEZTERERS E=2V 7 LR TER 672
VN, FERRERREEENE UG EIE T 4 7Y VEBREROREETIET A &

VIBARYV VDA AT SA TGV T 4 WK UIE T ESEDLZ LR BTN DA -
BHEE CIXv 7 a AR Y REZHEBNCHE L, LERGE, FRCOHHEOE AR I
bR 7 v AR Y COHEREINRO D, BRELUAAOBRFIZRBIT B 7 v AR
U OMmPEEE=4Y 7%, 7 aARY OMmPiEE L REEFEOFBIA 45 HER
SNTWRNWD, TOEMAMITIIRMRH D, I/ aRARY VRELY BRI 2 &0
SN TWAEFNZ AT 2500, MAPRERTE LD b BHBETE LY 7 v AR Y Vi
WORWEROER T =2 Y V7 R#EEEZ 6N D,

I ARY CORIWER L L CHRBIEAIEZ A U-BEICE, =7 =V 2L
W,

) e ARSI RN M SN TWBIEAT oA REHRIEA(C 7 07 = F 7 )2 FEH$ 5
YA, vo7uxAR) VIEREHA LD QIRAEEZHWS, YZurvet sl ARY v
ZOEATAEAE, YruTx2F s ORGEEEMICEETA( THE - BE] 21),

vaAXry, b F XL HMG-CoARTHZEMER L v/ v AR Y V2 HT 256
X, FEHIOBMEERE BHICHRE L TR ERBORECR G T IEZITI 2N TEL L HITE
EREFRBRNLETH D,




Page 14

CTD 1.6 #AEIZH 1T B FERIKR 14X RADFMAXE

4.6 1A B O LR
N L

ruARY AL, BT U o T, BAED L 25, 2 F— TV TIIE A
Brixze<, o4 12 THHEARBAR O WD, L, BSBMEICEL AN
72T — 2 DO OREIMHIRE S T2 L, 7 n AR Y UEREIC X - TEREORE K O
TR BT DA EFREBLOGRIEOHEIMNIA SN hoTz, LML, Emexig s Lzl
B> o+ 2 bl IRERBR I I T L Cnven, L7 -> ¢, 7 a AR Y UIRIEICHT 5
fabitt & 0 LA RMEIME DA TR > TR L THEAT D 2 &,

AR ATHATICEITT D, Lo T, XA —TF V0¥ EE2ZT T A RERICIE
B SR b,

4.7 BEVELOEL &
ORI
*t9 % Ak

FLOD TEAS B OBEAR OBIBIT S 2B 2 ™37 — 213720,

4.8 RIfEA

I rARY COFRGICERTARIEROZ ITHEEFETH Y, HEOBREIZL > TH
T D, BRAREEICEIT 2 2R 2EER OFEEIE, EAMICFE L Th D0, FBLZRK
OEIEEIZITEDNH D, BRHEE T, BHEUAOESHIZ S TEBEZ OIEIHEN KX
<, HERRRIEMIMAE WD, BIWEAIT X v HERENCRD SN EEE b 2 E VD,

FELROHEEM : TDLO THERMAE=Z10%, EHE=1%~<10%, KHEE=01~<1%, Fh
=0.01%~<0.1%, ZXHHTEN<0.01%

JEYHE B & OV A4 BUE -

V7 uARY L DERFEEROY 7 0 AR Y v EETIREE, WONZZE OO Al
IZ X DIBIREL ST T D BB IR (7 A VA0, MM, B, RS o3EY
A7 PEW( TSR OER EOERE] 2M), 2 MG K O TR BPERYLOm 5234 U 5 wf
REMEN & D 1ED, BEAFOENEAL T 2 AREMER S D, T2, HEOBTIFEAHE STV

%, FEERESBEAE CET 2 ENOM RS FENHE P ICBIE S o b BRI T
DEBYTHoT

E DO TERBE « MKE XROIER 2 & e TROB-RYY, JREEY, A M AT T A LAk
Gt RAOERRG
FBRHEE  WUIE, VARG, D SR

B, B JOGEMAH OB EY -

MRS K OV BT (U N EER S Te) OFAEY R 7 OHK (—ETIIR T H
EINTWD) 1L, HHT2REMHRIOREL Y &, REIMHIEEOMR S & OFEhEHIRIC
BE L TWA b0 EEXbNA( EEROER LOEE] 21), EMomRE A+
Wb EBE LB SN EDILTO LB ThoTo

PSR RO ELEE, RSN, BUEA RGO, R, U o SHIErERE
IEHEEE - IRIRMEAIE, BENE, R LEOE

Mg - U 2SR
RS - g, /RS
FA BN AE EVER M L, i PR R R

NG IR
£ ARgEE, ZMRLE




Page 15

CTD 1.6 #AEIZH 1T B FERIKR 14X RADFMAXE

4.8 BIVEH

R - AT -

OO TEEE . BIRIE, &L ATr—/ViifE

R mRERILIE, @& U v AME, (K~ 2 % AUE
Fh o EIkE

PR R B

O TR « ke, TR

B AR

IEAEEE - RIS E (TR 88, GiEL, RN, BOSHERT, Bk, AR, 7]
B, KEE, BHE NERE, MR & ORMIE SO BLRE O 1 E

Fh o EEBMEZ RS

b TEN : BHIHENLIHEIC L D O - M FLIEA E MR HLIERE CHIEELR LS =
LdHY

Lo Ifn B SRRR S

OO TEEE « fE R

TE e RIS

B BACRIE, B, WEM, W, T, ERARE

AT - JEIERELE .
EAERE - TSR AR A
F o ER

g L OV R D BEE -
EHHEE  ZRIE
B8R © 7 LU — MRS

IR, ke L OVE O
RIS - R, TR
Eho i, I AR —

B L OWR AR R DB
SO THEBEE - BlEre ( TSRO EOEE] 2])

AP KO G ACAE R
R T
AT « vRIE, (REEIN

4.9 it Bl

FA =TI DOEERBEREGHIIRESNTELT, Vo7 4 I 2 TODLTNREEF L
DI, HERRE & — IR RBRED, 2 TOBRBHREHICHSOWTITh T, MRS
MLAIN CIEBRHIRLE DS E D TH 5, BREOHBENRL LN Z LNV, #HTFIHIZL->T
HETDHEEZOND, VIO ARY VESEITHENT D Z LIIARTEET, IEHRICE DM
WETIC L »> TH gk s iy, #EHEU Lo 7 m AR v o221 78
#FH, HBHNNIT T ARY O N T TENEOVEFIL, @IME S EENE L oWmEN
ERTW5, LIER-T, BEERSOBICIZIZOL ) RERDAETL Z ERTHIENS,

SETAEH A

200844 H 14 A




Page 16
CTD 1.6 #EIZH+AFREKR CCDS ML

#*& 1.6.2-2 CCDS Mg

i s SANDIMMUN NEORAL®




Page 17
CTD 16 AAEIZB T AFEARR CCDS D #LE&




Page 18
CTD 16 AAEIZB T AFEARR CCDS D #LE&




Page 19
CTD 1.6 #EI- B 1+ AFEARR CCDS M




Page 20
CTD 1.6 #EI- B 1+ AFEARR CCDS M




CTD 1.6 #EI- B 1+ AFEARR CCDS Mk




CTD 1.6 4Bz H 1+ AFERRR CCDS Mk




Page 23
CTD 1.6 4Bz H 1+ AFERRR CCDS ML




Page 24
CTD 1.6 #EI- B 1+ AFEARR CCDS M




CTD 1.6 #EI- B 1+ AFEARR CCDS Mk




CTD 1.6 4Bz H 1+ AFERRR CCDS Mk




CTD 1.6 #EI- B 1+ AFEARR CCDS Mk




Page 28
CTD 1.6 #EI- B 1+ AFEARR CCDS M




Page 29
CTD 1.6 4Bz H 1+ AFERRR CCDS ML




AXVADFMAXE



4.1

SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT

NEORAL Soft Gelatin Capsules 50mg (ciclosporin*, also known as ciclosporin A) -
Immunosuppressive agent

*INN

QUALITATIVE AND QUANTITATIVE COMPOSITION

NEORAL Soft Gelatin Capsules containing 50mg ciclosporin.

PHARMACEUTICAL FORM

Yellow-white, oblong soft gelatin capsules marked ‘NVR 50mg’.

NEORAL Soft Gelatin Capsules are for oral administration.

NEORAL is an improved pharmaceutical form of the active ingredient ciclosporin.
NEORAL is a pre-concentrate formulation of ciclosporin which undergoes a
microemulsification process in the presence of water, either in the form of a beverage or in
the form of the gastrointestinal fluid. NEORAL reduces the intra-patient variability of
pharmacokinetic parameters, with a more consistent absorption profile and less influence of
concomitant food intake and the presence of bile. In pharmacokinetic and clinical studies it
has been demonstrated that the correlation between trough concentration (Cmin) and total
exposure (AUC) is significantly stronger when ciclosporin is given as NEORAL than when it
is given as SANDIMMUN. NEORAL therefore allows greater predictability and consistency
of ciclosporin exposure.

CLINICAL PARTICULARS

Therapeutic indications

Transplantation indications

Organ transplantation

Prevention of graft rejection following kidney, liver, heart, combined heart-lung, lung or
pancreas transplants.

Treatment of transplant rejection in patients previously receiving other immunosuppressive
agents.

Bone marrow transplantation

Prevention of graft rejection following bone marrow transplantation and prophylaxis of graft-
versus-host disease (GVHD).

Treatment of established graft-versus-host disease (GVHD).



4.2

Non-transplantation indications
Psoriasis

NEORAL Soft Gelatin Capsules are indicated in patients with severe psoriasis in whom
conventional therapy is ineffective or inappropriate.

Atopic dermatitis

NEORAL Soft Gelatin Capsules are indicated for the short term treatment (8 weeks) of
patients with severe atopic dermatitis in whom conventional therapy is ineffective or
inappropriate.

Rheumatoid arthritis

NEORAL Soft Gelatin Capsules are indicated for the treatment of severe, active rheumatoid
arthritis in patients in whom classical, slow-acting anti-rheumatic agents are inappropriate or
ineffective.

Nephrotic syndrome

NEORAL Soft Gelatin Capsules are indicated for the treatment of steroid dependent or
steroid resistant nephrotic syndrome (associated with adverse prognostic features) due to
minimal change glomerulonephritis, focal segmental glomerulosclerosis or membranous
glomerulonephritis in both adults and children.

Posology and method of administration
Dosage

Following initiation of treatment with NEORAL, due to the different bioavailabilities of the
different oral ciclosporin formulations, patients should not be transferred to any other oral
formulation of ciclosporin  without appropriate monitoring of ciclosporin  blood
concentrations, serum creatinine levels and blood pressure. This does not apply to the
conversion between NEORAL Soft Gelatin Capsules and NEORAL Solution as these two
forms are bioequivalent.

Due to the differences in bioavailability between different oral formulations of ciclosporin, it
is important that prescribers, pharmacists and patients be aware that substitution of NEORAL
with any other oral formulation of ciclosporin is not recommended as this may lead to
alterations in ciclosporin blood levels. For this reason it may be appropriate to prescribe by
brand.

Transplantation indications
Organ transplantation

Treatment with NEORAL Soft Gelatin Capsules should be initiated within 12 hours before
transplantation at a dose of 10 to 15mg/kg body weight given in two divided doses.

As a general rule, treatment should continue at a dose of 10 to 15mg/kg per day given in two
divided doses for one to two weeks post-operatively. Dosage should then be gradually
reduced until a maintenance dose of about 2 to 6mg/kg per day is reached. This total daily
dose should be given in two divided doses. Dosage should be adjusted by monitoring



ciclosporin trough levels and kidney function (see ADMINISTRATION and
PRECAUTIONS).

When NEORAL is given with other immunosuppressants (e.g. with corticosteroids or as part
of a triple or quadruple drug therapy), lower doses (e.g. 3 to 6mg/kg per day given orally in
two divided doses) may be used for the initial treatment. For trough level monitoring, whole
blood is preferred, measured by a specific analytical method. Target trough concentration
ranges depend on organ type, time after transplantation and immunosuppressive regimen.

The use of SANDIMMUN Concentrate for Intravenous Infusion is recommended only in
organ transplant patients who are unable to take SANDIMMUN/NEORAL orally (e.g. shortly
after surgery) or in whom the absorption of the oral forms might be impaired such as during
episodes of gastrointestinal disturbances. It is recommended, however, that patients be
transferred to NEORAL therapy as soon as the given circumstances allow (please refer to
SANDIMMUN data sheet/SmPC for prescribing information on SANDIMMUN Concentrate
for I.V. Infusion).

Bone marrow transplantation/prevention and treatment of graft-versus-host-disease
(GVHD)

SANDIMMUN Concentrate for Intravenous Infusion is usually preferred for initiation of
therapy, although NEORAL Soft Gelatin Capsules may be used (please refer to
SANDIMMUN data sheet/SmPC for prescribing information on SANDIMMUN Concentrate
for I.V. Infusion).

Maintenance treatment should continue using NEORAL Soft Gelatin Capsules at a dosage of
12.5mg/kg per day, given in two divided doses, for at least three and preferably six months
before tailing off to zero. In some cases it may not be possible to withdraw NEORAL until a
year after bone marrow transplantation. Higher doses of NEORAL or the use of
SANDIMMUN Concentrate for Intravenous Infusion may be necessary in the presence of
gastro-intestinal disturbances which might decrease absorption.

If NEORAL Soft Gelatin Capsules are used to initiate therapy, the recommended dose is 12.5
to 15mg/kg per day, given in two divided doses, starting on the day before transplantation.

If GVHD develops after NEORAL is withdrawn it should respond to reinstitution of therapy.
Low doses of NEORAL should be used for mild, chronic GVHD.

Non-transplantation indications

Psoriasis
(Refer also to Additional precautions in psoriasis and atopic dermatitis section)

Due to the variability of this condition, treatment must be individualised. To induce
remission, the recommended initial dose of NEORAL is 2.5mg/kg a day given orally in two
divided doses. If there is no improvement after 1 month, the daily dose may be gradually
increased, but should not exceed 5mg/kg. Treatment should be discontinued if sufficient
response is not achieved within 6 weeks on a daily basis of 5mg/kg per day, or if the effective
dose is not compatible with the safety guidelines given below (see PRECAUTIONS). Initial
doses of 5mg/kg per day of NEORAL are justified in patients whose condition requires rapid
improvement.



For maintenance treatment, NEORAL dosage must be individually titrated to the lowest
effective level, and the dosage should not exceed 5mg/kg per day, given orally in two divided
doses.

Some clinical data are available which provide evidence that once satisfactory response is
achieved, NEORAL may be discontinued and subsequent relapse managed with re-
introduction of NEORAL at the previous effective dose. In some patients continuous
maintenance therapy may be necessary.

Atopic dermatitis
(Refer also to Additional precautions in atopic dermatitis section)

The recommended dose range for NEORAL is 2.5-5mg/kg per day given orally in two
divided doses for a maximum of 8 weeks. If a starting dose of 2.5mg/kg/day does not achieve
a good initial response within 2 weeks the dose may be rapidly increased to a maximum of
5mg/kg per day. In very severe cases rapid and adequate control of disease is more likely
with a starting dose of 5mg/kg per day, given orally in two divided doses.

Rheumatoid arthritis
(Refer also to Additional precautions in rheumatoid arthritis section)

It is recommended that initiation of NEORAL therapy should take place over a period of 12
weeks. For the first 6 weeks of treatment, the recommended dose is 2.5mg/kg per day, given
orally in two divided doses. If the clinical effect is considered insufficient, the daily dose
may be increased gradually as tolerability permits, but should not exceed 4mg/kg per day.

If, after 3 months of treatment at the maximum permitted or tolerable dose the response is
considered inadequate, treatment should be discontinued.

For maintenance treatment the dose has to be titrated individually according to tolerability.

NEORAL can be given in combination with low-dose corticosteroids. Pharmacodynamic
interactions can occur between ciclosporin and NSAIDs and therefore this combination
should be used with care (see Additional precautions in rheumatoid arthritis section and
INTERACTIONS WITH OTHER MEDICAMENTS AND OTHER FORMS OF
INTERACTIONS section).

Long-term data on the use of ciclosporin in the treatment of rheumatoid arthritis are still
limited. Therefore, it is recommended that patients are re-evaluated after 6 months of
maintenance treatment and therapy only continued if the benefits of treatment outweigh the
risks.

Nephrotic syndrome
(Refer also to Additional precautions in nephrotic syndrome section)

To induce remission, the recommended dose is 5mg/kg per day given orally in two divided
doses for adults and 6mg/kg per day given orally in two divided doses for children if, with the
exception of proteinuria, renal function is normal. In patients with impaired renal function,
the initial dose should not exceed 2.5mg/kg per day orally.

In focal segmental glomerulosclerosis, the combination of NEORAL and low dose
corticosteroids may be of benefit.



In the absence of efficacy after 3 months treatment for minimal change glomerulonephritis
and focal segmental glomerulosclerosis or 6 months treatment for membranous
glomerulonephritis, NEORAL therapy should be discontinued.

For maintenance treatment the maximum recommended dose is 5mg/kg per day orally in
adults or 6mg/kg per day orally in children. The doses need to be slowly reduced individually
according to efficacy (proteinuria) and safety (primarily serum creatinine), to the lowest
effective level.

Long-term data of ciclosporin in the treatment of nephrotic syndrome are limited. However,
in clinical trials patients have received treatment for 1 to 2 years. Long-term treatment may
be considered if there has been a significant reduction in proteinuria with preservation of
creatinine clearance and provided adequate precautions are taken (see Additional precautions
in nephrotic syndrome section).

Conversion of transplant patients from SANDIMMUN Soft Gelatin Capsules or Oral
Solution to NEORAL

Ciclosporin absorption from SANDIMMUN oral formulations is highly variable and the
relationship between SANDIMMUN dose and ciclosporin exposure (AUC) is non-linear. In
contrast with NEORAL the absorption of ciclosporin is less variable and the correlation
between ciclosporin trough concentrations and exposure is much stronger than with
SANDIMMUN.

For converting patients from SANDIMMUN to NEORAL an initial mg for mg conversion
from SANDIMMUN to NEORAL is recommended with subsequent dose titration if required.
Available data confirm that following this initial mg for mg conversion, comparable trough
concentrations of ciclosporin in whole blood are achieved, maintaining adequate
immunosuppression. In many patients, higher peak concentrations (Cmax) and an increased
exposure to the drug (AUC) may occur. In a small proportion of patients headache and
paraesthesia may occur during transfer from SANDIMMUN to NEORAL, presumably related
to higher exposure to ciclosporin. No additional adverse events, including renal dysfunction,
however, were observed due to these changes in pharmacokinetic parameters during long-
term treatment. In a small percentage of patients, these changes may be more marked and of
clinical significance. Their magnitude depends largely on the individual ability to absorb
ciclosporin from the originally used SANDIMMUN. In these patients, dose reduction should
be undertaken to achieve the appropriate trough concentration range.

Long-term clinical data in renal transplant patients have demonstrated that a large proportion
of patients previously on SANDIMMUN therapy can be maintained at the same dose of
NEORAL as with SANDIMMUN.

All patients should be monitored according to the following recommendations:

a) Preconversion (i.e. on SANDIMMUN): Measure ciclosporin trough concentration,
serum creatinine and blood pressure.

b) Day 1: Convert the patient to the same daily dose of NEORAL as was previously
used with oral SANDIMMUN (i.e. on a mg to mg basis).

c) Day 4-7 post conversion: Follow-up visit to measure ciclosporin trough
concentration, serum creatinine and blood pressure.
d) Subsequent follow-up: Depending on the findings on review at day 4-7, subsequent

follow-up visits may need to be arranged (e.g. week 2 and week 4) in the first 12
week period after conversion to NEORAL. During these visits, ciclosporin trough



concentrations, serum creatinine and blood pressure should be measured and
dependent on these measurements the dose of NEORAL adjusted accordingly.

Further information on conversion can be obtained via the NEORAL Helpline (01276
698494)

Conversion of non-transplant (i.e. psoriasis, atopic dermatitis, rheumatoid arthritis,
nephrotic syndrome) patients from SANDIMMUN Soft Gelatin Capsules or Oral Solution
to NEORAL

Ciclosporin absorption from SANDIMMUN oral formulations is highly variable and the
relationship between SANDIMMUN dose and ciclosporin exposure (AUC) is non-linear. In
contrast with NEORAL the absorption of ciclosporin is less variable.

With equivalent doses following conversion from SANDIMMUN to NEORAL, higher peak
concentrations (Cmax) and an increased exposure to the drug (AUC) may occur. In a small
percentage of patients, these changes may be more marked and of clinical significance. Their
magnitude depends largely on the individual ability to absorb ciclosporin from the originally
used SANDIMMUN. Therefore, the clinical status of each patient should be assessed prior to
initiating NEORAL therapy.

It is recommended that where any potential loss of efficacy results in considerable risk to the
patients (e.g. rheumatoid arthritis), conversion from SANDIMMUN to NEORAL is on a mg
for mg basis. In other patients, the lowest recommended starting dose of NEORAL is
recommended initially with appropriate dose titration according to clinical response, serum
creatinine and blood pressure levels.

All patients converting on a mg for mg basis should be monitored according to the following
recommendations:-

a) Preconversion (i.e. on SANDIMMUN): Measure serum creatinine and blood
pressure.

b) Day 1: Start the patient with the same daily dose of NEORAL as was previously used
with oral SANDIMMUN (i.e. on a mg for mg basis).

C) Week 2: Measure serum creatinine and blood pressure and consider reducing the dose
of NEORAL if either parameter significantly exceeds the preconversion level.

d) Week 4: Measure serum creatinine and blood pressure and consider reducing the dose
of NEORAL if either parameter significantly exceeds the preconversion level.

e) Week 8: Measure serum creatinine and blood pressure and consider reducing the dose
of NEORAL if either parameter significantly exceeds the preconversion level.

f) Week 12: Measure serum creatinine and blood pressure and consider reducing the

dose of NEORAL if either parameter significantly exceeds the preconversion level.

If, on more than one measurement, the serum creatinine increases more than 30% above the
pre-SANDIMMUN baseline, the dose of NEORAL should be decreased (see Additional
precautions for psoriasis, atopic dermatitis, rheumatoid arthritis and nephrotic syndrome
sections).

Administration
The total daily dosage of NEORAL Soft Gelatin Capsules should always be given in two

divided doses. NEORAL Soft Gelatin Capsules should be taken with a mouthful of water and
should then be swallowed whole.
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Owing to its possible interference with the P450-dependent enzyme system, grapefruit or
grapefruit juice should not be ingested for 1 hour prior to dose administration.

Use in the Elderly

There is currently no experience with NEORAL in the elderly. However, no particular
problems have been reported following the use of ciclosporin at the recommended dose.
However, factors sometimes associated with ageing, in particular impaired renal function,
make careful supervision essential and may necessitate dosage adjustment.

Use in Children

There is currently no experience with NEORAL in young children. However, transplant
recipients from three months of age have received ciclosporin at the recommended dosage
with no particular problems although at dosages above the upper end of the recommended
range children seem to be more susceptible to fluid retention, convulsions and hypertension.
This responds to dosage reduction.

Contraindications
Known hypersensitivity to ciclosporin. NEORAL is contraindicated in psoriatic and atopic
dermatitis patients with abnormal renal function, uncontrolled hypertension, uncontrolled

infections or any kind of malignancy other than that of the skin (see Section 4.4).

NEORAL is contraindicated in rheumatoid arthritis patients with abnormal renal function,
uncontrolled hypertension, uncontrolled infections or any kind of malignancy.

NEORAL should not be used to treat rheumatoid arthritis in patients under the age of 18
years.

NEORAL is contraindicated in nephrotic syndrome patients with uncontrolled hypertension,
uncontrolled infections, or any kind of malignancy.

Concomitant use of tacrolimus is specifically contraindicated.

Concomitant use of rosuvastatin is specifically contraindicated (see Section 4.5).

Special warnings and precautions for use

Precautions

Ciclosporin can impair renal function. Close monitoring of serum creatinine and urea is
required and dosage adjustment may be necessary. Increases in serum creatinine and urea
occurring during the first few weeks of ciclosporin therapy are generally dose-dependent and
reversible and usually respond to dosage reduction. During long-term treatment, some
patients may develop structural changes in the kidney (e.g. interstitial fibrosis) which, in renal
transplant recipients, must be distinguished from chronic rejection.

In elderly patients, renal function should be monitored with particular care.

Ciclosporin may also affect liver function and dosage adjustment, based on the results of
bilirubin and liver enzyme monitoring, may be necessary.



Ciclosporin enhances the risk of hyperkalaemia, especially in patients with renal dysfunction.
Caution is also required when ciclosporin is co-administered with potassium sparing drugs
(e.g. potassium sparing diuretics, angiotensin converting enzyme inhibitors, angiotensin Il
receptor antagonists) and potassium containing drugs as well as in patients on a potassium
rich diet (see Section 4.5). Control of potassium levels in these situations is advisable.

Ciclosporin enhances the clearance of magnesium. This can lead to symptomatic
hypomagnesaemia, especially in the peri-transplant period. Control of serum magnesium
levels is therefore recommended in the peri-transplant period, particularly in the presence of
neurological symptom/signs. If considered necessary, magnesium supplementation should be
given.

Caution is required in treating patients with hyperuricaemia.

Ciclosporin increases the risk of malignancies including lymphomas, skin and other tumours.
The increased risk appears to be related to the degree and duration of immunosuppression
rather than to the specific use of ciclosporin. Hence a treatment regimen containing
immunosuppressants should be used with caution as this could lead to lymphoproliferative
disorders and solid organ tumours, some with reported fatalities.

In view of the potential risk of skin malignancy, patients on NEORAL should be warned to
avoid excess ultraviolet light exposure.

Ciclosporin predisposes patients to infection with a variety of pathogens including bacteria,
parasites, viruses and other opportunistic pathogens. This appears to be related to the degree
and duration of immunosuppression rather than to the specific use of ciclosporin. As this can
lead to a fatal outcome, effective pre-emptive and therapeutic strategies should be employed
particularly in patients on multiple long-term immunosuppressive therapy.

There are differences in bioavailability between different oral formulations of ciclosporin,
however NEORAL Soft Gelatin Capsules are bioequivalent to NEORAL Oral Solution.

Regular monitoring of blood pressure is required during treatment with ciclosporin. If
hypertension develops, appropriate anti-hypertensive treatment must be instituted.

Ciclosporin can induce a reversible increase in blood lipids. It is therefore advisable to
perform lipid determinations before treatment and thereafter as appropriate.

Ciclosporin may increase the risk of Benign Intracranial Hypertension. Patients presenting
with signs of raised intracranial pressure should be investigated and if Benign Intracranial
Hypertension is diagnosed, ciclosporin should be withdrawn due to the possible risk of
permanent visual loss.

During treatment with ciclosporin, vaccination may be less effective; the use of live
attenuated vaccines should be avoided.

Caution should be observed while co-administering lercanidipine with ciclosporin (see
Section 4.5).

Additional precautions in psoriasis and atopic dermatitis (see also Section 4.2)
Careful dermatological and physical examinations, including measurements of blood pressure

and renal function on at least two occasions prior to starting therapy should be performed to
establish an accurate baseline status.



Development of malignancies (particularly of the skin) have been reported in psoriatic
patients treated with ciclosporin as well as during treatment with conventional therapy. A
search for all forms of pre-existing tumours, including those of the skin and cervix should be
carried out. Skin lesions which are not typical for psoriasis should be biopsied before starting
NEORAL treatment to exclude skin cancers, mycosis fungoides or other pre-malignant
disorders. Patients with malignant or pre-malignant alterations of the skin should be treated
with NEORAL only after appropriate treatment of such lesions and only if no other option for
successful therapy exists.

Because of the possibility of renal dysfunction or renal structural changes, serum creatinine
should be measured at two weekly intervals during the first three months of therapy.
Thereafter, if creatinine remains stable, measurements should be made at monthly intervals.
If serum creatinine increases and remains increased to more than 30% above baseline at more
than one measurement, NEORAL dosage must be reduced by 25 to 50%. These
recommendations apply even if the patient’s values still lie within the laboratory’s normal
range. If dosage reduction is not successful in reducing levels within one month, NEORAL
treatment should be discontinued.

In atopic dermatitis patients serum creatinine should be measured at two weekly intervals
throughout the treatment period.

If hypertension develops which cannot be controlled by NEORAL dosage reduction or
appropriate antihypertensive therapy, discontinuation of NEORAL is recommended.

Elderly patients should be treated only in the presence of disabling psoriasis or atopic
dermatitis, and renal function should be monitored with particular care.

NEORAL treatment and its monitoring should be carried out under the supervision of a
dermatologist experienced in the management of severe skin diseases.

The safety and efficacy of NEORAL has not been established for the treatment of psoriasis or
atopic dermatitis in children and adolescents, and an appropriate dose has not been defined.

Patients on NEORAL should not receive concomitant therapeutic ultraviolet B irradiation or
PUVA photochemotherapy.

Additional precautions in atopic dermatitis (see also Section 4.2)

Active Herpes simplex infections should be allowed to clear before initiating treatment with
NEORAL but are not necessarily a reason for drug withdrawal if they occur during treatment
unless infection is severe.

Skin infections with Staphylococcus aureus are not an absolute contra-indication for
NEORAL therapy but should be controlled with appropriate antibacterial agents. Oral
erythromycin, known to have the potential to increase the blood concentration of ciclosporin
(see Section 4.5) should be avoided or, if there is no alternative, its concomitant use must be
accompanied by close monitoring of the blood levels of ciclosporin.

Benign lymphadenopathy is commonly associated with flares in atopic dermatitis, and
invariably disappears spontaneously or with general improvement in the disease.
Lymphadenopathy observed on treatment with ciclosporin should be regularly monitored.
Lymphadenopathy which persists despite improvement in disease activity should be
examined by biopsy as a precautionary measure to ensure the absence of lymphoma.



Additional precautions in rheumatoid arthritis (see also Section 4.2)

Since ciclosporin can impair renal function, a reliable baseline level of serum creatinine
should be established by at least two measurements prior to treatment, and serum creatinine
should be monitored at 2 weekly intervals during the first 3 months of therapy. Thereafter,
measurements can be made every 4 weeks, but more frequent checks are necessary when the
NEORAL dose is increased or concomitant treatment with a non-steroidal anti-inflammatory
drug is initiated or its dosage increased. Because the pharmacodynamic interaction between
ciclosporin and NSAIDs may adversely affect renal function, caution should be exercised if
NSAID therapy is to be continued.

If the serum creatinine remains increased by more than 30% above baseline at more than one
measurement, the dosage of NEORAL should be reduced. If the serum creatinine increases
by more than 50%, a dosage reduction by 50% is mandatory. These recommendations apply
even if the patient's values still lie within the laboratory normal range. If dosage reduction is
not successful in reducing levels within one month, NEORAL treatment should be
discontinued.

Discontinuation of the drug may also become necessary if hypertension developing during
NEORAL therapy cannot be controlled by appropriate antihypertensive therapy.

The combination of non-steroidal anti-inflammatory drugs and ciclosporin should be used
with caution in patients with rheumatoid arthritis and should be accompanied by particularly
close monitoring of renal function as detailed above. (Please also see Section 4.5).

As hepatotoxicity is a potential side effect of non-steroidal anti-inflammatory drugs, regular
monitoring of hepatic function is advised when NEORAL is co-administered with these drugs
in rheumatoid arthritis patients.

The use of ciclosporin therapy for the treatment of patients with rheumatoid arthritis requires
careful monitoring and follow-up. NEORAL should only be used provided that the necessary
expertise and adequate equipment, laboratory and supportive medical resources are available.

Patients with rheumatoid arthritis have an increased incidence of malignancies compared to
the general population. Use of disease modifying drugs increases the risk of malignancy
further. The use of ciclosporin in the treatment of rheumatoid arthritis has not been shown to
increase the incidence of malignancies more than other disease-modifying drugs.

Special caution should be observed if NEORAL is used in combination with methotrexate.
Additional precautions in nephrotic syndrome: (see also Section 4.2)

Development of malignancies, (including Hodgkin's lymphoma) has occasionally been
reported in nephrotic syndrome patients treated with ciclosporin, as well as during treatment
with other immunosuppressive agents. However, malignancy may be related to the
pathogenesis of the disease.

Since ciclosporin can impair renal function, it is necessary to assess renal function frequently
and if the serum creatinine remains increased by more than 30% above baseline at more than
one measurement, to reduce the dosage of NEORAL by 25-50%. Patients with abnormal
baseline renal function are at higher risk. They should initially be treated with 2.5mg/kg per
day orally and must be monitored very carefully.
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In some patients it may be difficult to detect NEORAL-induced renal dysfunction because of
changes in renal function related to the underlying renal disease. If NEORAL is indicated for
more than one year in the long-term management, then renal biopsies should be performed at
1 yearly intervals to assess the progression of the renal disease and the extent of any
NEORAL-associated changes in the renal morphology that may co-exist.

The use of NEORAL therapy for the treatment of patients with nephrotic syndrome requires
careful monitoring and follow-up. NEORAL should only be used provided that the necessary
expertise and adequate equipment, laboratory and supporting medical resources are available.

Interactions with other medicinal products and other forms of interactions

Food interactions
The concomitant intake of grapefruit juice has been reported to increase the bioavailability of
ciclosporin.

Drug interactions
Of the many drugs reported to interact with ciclosporin, those for which the interactions are
adequately substantiated and considered to have clinical implications are listed below.

Various agents are known to either increase or decrease plasma or whole blood ciclosporin
levels usually by inhibition or induction of enzymes involved in the metabolism of
ciclosporin, in particular cytochrome P450.

Drugs that decrease ciclosporin levels:
Barbiturates, carbamazepine, oxcarbazepine, phenytoin; rifampicin; octreotide; orlistat;
hypericum_perforatum (St John’s Wort); ticlopidine, sulfinpyrazone, terbinafine, bosentan.

Drugs that increase ciclosporin levels:

Macrolide antibiotics (e.g. erythromycin and clarithromycin); ketoconazole, fluconazole,
itraconazole; voriconazole, diltiazem, nicardipine, verapamil; metoclopramide; oral
contraceptives; danazol; methylprednisolone (high dose); allopurinol; amiodarone;
ursodeoxycholic acid; protease inhibitors, imatinib; colchicine.

Other relevant drug interactions

Care should be taken when using ciclosporin together with other drugs that exhibit
nephrotoxic synergy such as: aminoglycosides (including gentamicin, tobramycin),
amphotericin B, ciprofloxacin, vancomycin, trimethoprim (+ sulfamethoxazole); non-steroidal
anti-inflammatory drugs (including diclofenac, naproxen, sulindac); melphalan, methotrexate
(see Section 4.4).

Concomitant use with tacrolimus should be avoided due to increased potential for
nephrotoxicity.

The concurrent administration of nifedipine with ciclosporin may result in an increased rate of
gingival hyperplasia compared with that observed when ciclosporin is given alone.

Following concomitant administration of ciclosporin and lercanidipine, the AUC of
lercanidipine was increased threefold and the AUC of ciclosporin was increased 21%.
Therefore caution is recommended when co-administering ciclosporin together with
lercanidipine (see section 4.4 Special warnings and precautions for use).

The concomitant use of diclofenac and ciclosporin has been found to result in a significant
increase in the bioavailability of diclofenac, with the possible consequence of reversible renal



function impairment. The increase in the bioavailability of diclofenac is most probably
caused by a reduction of its first-pass effect. If non-steroidal anti-inflammatory drugs with a
low first-pass effect (e.g. acetylsalicylic acid) are given together with ciclosporin, no increase
in their bioavailability is to be expected.

Ciclosporin may reduce the clearance of digoxin, colchicine, prednisolone and HMG-CoA
reductase inhibitors (statins).

Severe digitalis toxicity has been seen within days of starting ciclosporin in several patients
taking digoxin.

Administration of ciclosporin may enhance the potential of HMG-CoA reductase inhibitors
(statins) and colchicine to induce muscular toxicity e.g. muscle pain and weakness, myositis
and occasionally rhabdomyolysis. If ciclosporin is to be concomitantly administered with a
statin then the prescriber should refer to the product information for the relevant statin as the
dose may need to be reduced. Rosuvastatin is specifically contraindicated with ciclosporin
(see Section 4.3).

Elevations in serum creatinine were observed in the studies using everolimus or sirolimus in
combination with full-dose ciclosporin for microemulsion. This effect is often reversible with
ciclosporin dose reduction. Everolimus and sirolimus had only a minor influence on
ciclosporin pharmacokinetics. Co-administration of ciclosporin significantly increases blood
levels of everolimus and sirolimus.

Caution is required for concomitant use of potassium sparing drugs (e.g. potassium sparing
diuretics, angiotensin converting enzyme inhibitors, angiotensin Il receptor antagonists) or
potassium containing drugs since they may lead to significant increases in serum potassium
(see Section 4.4).

Recommendations
If the concomitant use of drug known to interact with ciclosporin cannot be avoided, the
following basic recommendations should be observed.

During the concomitant use of a drug that may exhibit nephrotoxic synergy, close monitoring
of renal function (in particular serum creatinine) should be performed. If a significant
impairment of renal function occurs, the dosage of the co-administered drug should be
reduced or alternative treatment considered.

In graft recipients there have been isolated reports of considerable but reversible impairment
of kidney function (with corresponding increase in serum creatinine) following concomitant
administration of fibric acid derivatives (e.g. bezafibrate, fenofibrate). Kidney function must
therefore be closely monitored in these patients. In the event of significant impairment of
kidney function the co-medication should be withdrawn.

Drugs known to reduce or increase the bioavailability of ciclosporin: in transplant patients
frequent measurement of ciclosporin levels and, if necessary, ciclosporin dosage adjustment
are required, particularly during the introduction or withdrawal of the co-administered drug.
In non-transplant patients the value of ciclosporin blood level monitoring is questionable, as
in these patients the relationship between blood level and clinical effect is less well
established. If drugs known to increase ciclosporin levels are given concomitantly, frequent
assessment of renal function and careful monitoring for ciclosporin related side-effects may
be more appropriate than blood level measurement.
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The concomitant use of nifedipine should be avoided in patients in whom gingival
hyperplasia develops as a side effect of ciclosporin.

Non-steroidal anti-inflammatory drugs known to undergo strong first-pass metabolism (e.g.
diclofenac) should be given at doses lower than those that would be used in patients not
receiving ciclosporin. When diclofenac is given concomitantly with ciclosporin the dose of
diclofenac should be reduced by approximately half (see Section 4.2).

If digoxin, colchicine or HMG-CoA reductase inhibitors (statins) are used concurrently with
ciclosporin, close clinical observation is required in order to enable early detection of toxic
manifestations of the drugs, followed by reduction of dosage or by withdrawal.

Pregnancy and lactation

Ciclosporin is not teratogenic in animals. There is currently no clinical experience with
NEORAL and experience with SANDIMMUN is still limited. However data available from
organ transplant recipients indicate that, compared with other immunosuppressive therapy,
ciclosporin treatment imposes no increased risk of adverse effects on the course and outcome
of pregnancy. However there are no adequate and well controlled studies in pregnant women,
therefore ciclosporin should be used during pregnancy only if the potential benefit justifies
the potential risk to the foetus.

Ciclosporin passes into breast milk. Mothers receiving treatment with ciclosporin should not
therefore breast-feed their infants.

Effects on ability to drive and use machines
No data exists on the effects of NEORAL on the ability to drive and use machines.
Undesirable effects

Many side effects associated with ciclosporin therapy are dose-dependent and responsive to
dose reduction. In the various indications the overall spectrum of side effects is essentially
the same; there are, however, differences in incidence and severity. As a consequence of the
higher initial doses and longer maintenance therapy required after transplantation, side effects
are more frequent and usually more severe in transplant patients than in patients treated for
other indications.

Frequency estimate: very common >10%, common > 1% to <10%, uncommon > 0.1% to <1%,
rare > 0.01% to <0.1%, very rare <0.01%.

Infections and infestations:

Patients receiving ciclosporin and ciclosporin-containing regimens as well as other
immunosuppressive regimens are at increased risk of infections (viral, bacterial, fungal,
parasitic) (see Section 4.4). Both generalised and localised infections can occur. Pre-existing
infections may also be aggravated. Fatal outcomes have been reported. The most important
infections observed during long-term post-marketing surveillance of solid-organ transplant
patients were:

Very common: Lower respiratory tract infection including cases of bronchiolitis, urinary
tract infection, cytomegalovirus infection, upper respiratory tract infection.
Common: Sepsis, herpes infections, candidal infection.

Neoplasms benign, malignant and unspecified:



The increased risk of developing malignancies and lymphoproliferative disorders (including
lymphomas), some with reported fatalities, appears to be related to the degree and duration of
immunosuppression rather than to the use of specific agents (refer to Section 4.4). The most
frequently observed neoplasms during long-term post-marketing surveillance were:

Common: Skin papillomas, basal cell carcinoma, squamous cell carcinoma of skin,
Bowen’s disease, lymphoproliferative disorders.
Uncommon:;  Seborrhoeic keratosis, melanoma, squamous cell carcinoma.

Blood and lymphatic system disorders:
Uncommon:  Anaemia, thrombocytopenia.
Rare: Microangiopathic haemolytic anaemia, haemolytic uraemic syndrome.

Metabolism and nutrition disorders:

Very common : Hyperlipidaemia, hypercholesterolaemia.

Common: Hyperuricaemia, hyperkalaemia, hypomagnesaemia.
Rare: Hyperglycaemia.

Nervous system disorders:

Very common: Tremor, headache.

Common: Paraesthesia.

Uncommon:  Signs of encephalopathy or demyelination, especially in liver transplant
patients, such as convulsions, confusion, disorientation, decreased
responsiveness, agitation, insomnia, visual disturbances, cortical blindness,
coma, paresis, cerebellar ataxia.

Rare: Motor polyneuropathy.

Very rare: Optic disc oedema including papilloedema with possible visual impairment
secondary to Benign Intracranial Hypertension.

Vascular disorders:
Very common: Hypertension.

Gastrointestinal disorders:
Common: Anorexia, nausea, vomiting, abdominal pain, diarrhoea, gingival hyperplasia.

Hepatobiliary disorders:
Common: Hepatic dysfunction.
Rare: Pancreatitis.

Skin and subcutaneous tissue disorders:
Common: Hypertrichosis.
Uncommon:  Allergic rashes.

Musculoskeletal and connective tissue disorders:
Common:; Muscle cramps, myalgia.
Rare: Muscle weakness, myopathy.

Renal and urinary disorders:
Very common: Renal dysfunction (see Section 4.4).

Reproductive system and breast disorders:
Rare: Menstrual disturbances, gynaecomastia.

General disorders and administration site conditions:
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Common: Fatigue.
Uncommon: Oedema, weight increase.

Overdose

No experience of acute overdosage with NEORAL is available and little experience is
available with regards to overdosage with SANDIMMUN. Symptomatic treatment and
general supportive measures should be followed in all cases of overdosage. Forced emesis
could be of value within the first few hours after intake. Signs of nephrotoxicity might occur
which should be expected to resolve following drug withdrawal. Ciclosporin is not dialysable
to any great extent nor is it well cleared by charcoal haemoperfusion. Hypertension and
convulsions have been reported in some patients receiving ciclosporin therapy at doses above
the recommended range and in others with high trough blood levels of ciclosporin. This
might therefore, be expected as a feature of overdosage.

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties
Pharmacotherapeutic group: selective immunosuppressive agents (ATC code LO4A A01)

Ciclosporin (also known as ciclosporin A) is a cyclic polypeptide consisting of 11 amino
acids. It is a potent immunosuppressive agent which prolongs survival of allogeneic
transplants involving skin, heart, kidney, pancreas, cornea, bone marrow, small intestine and
lung in animals.

Successful solid organ and bone marrow allogeneic transplants have been performed in man,
using ciclosporin to prevent and treat rejection and GVHD. Marked beneficial effects of
ciclosporin therapy have also been shown in patients with severe psoriasis, atopic dermatitis,
rheumatoid arthritis and nephrotic syndrome, conditions that may be considered to have an
immunological mechanism.

Studies in animals suggest that ciclosporin inhibits the development of cell mediated
reactions. It appears to block the resting lymphocytes in the G or early Gq phase of the cell
cycle, and also inhibits lymphokine production and release, including interleukin 2 (T cell
growth factor, TCGF). The available evidence suggests that ciclosporin acts specifically and
reversibly on lymphocytes. It does not depress haemopoiesis and has no effect on the
function of phagocytic cells.

Pharmacokinetic properties

NEORAL is an improved pharmaceutical form of the active ingredient ciclosporin.
NEORAL is a pre-concentrate formulation of ciclosporin which undergoes a
microemulsification process in the presence of water, either in the form of a beverage or in
the form of the gastrointestinal fluid. NEORAL reduces the intra-patient variability of
pharmacokinetic parameters, with a more consistent absorption profile and less influence of
concomitant food intake and the presence of bile. In pharmacokinetic and clinical studies it
has been demonstrated that the correlation between trough concentration (Cmin) and total
exposure (AUC) is significantly stronger when ciclosporin is given as NEORAL than when it
is given as SANDIMMUN. NEORAL therefore allows greater predictability and consistency
of ciclosporin exposure.
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The data available indicate that following a 1:1 conversion from SANDIMMUN Soft Gelatin
Capsules and SANDIMMUN Oral Solution to NEORAL, trough concentrations in whole
blood are comparable, thereby remaining in the desired therapeutic trough level range.
Compared to oral administration of SANDIMMUN (with which peak blood concentrations
are achieved within 1 to 6 hours), NEORAL is more quickly absorbed (resulting in a 1 hour
earlier mean ty5x and a 59% higher mean Cpax) and exhibits, on average, a 29% higher
bioavailability. In a clinical trial involving maintained renal transplant patients the correlation
(r2) between trough concentration (Cy,jp) and exposure (AUC) was good (0.8).

Ciclosporin is distributed largely outside the blood volume. In the blood, 33-47% is present in
plasma, 4-9% in lymphocytes, 5-12% in granulocytes, and 41-58% in erythrocytes. In plasma,
approximately 90% is bound to proteins, mostly lipoproteins.

Ciclosporin is extensively biotransformed to approximately 15 metabolites. There is no
single major metabolic pathway. Elimination is primarily biliary, with only 6% of the oral
dose excreted in the urine, only 0.1% is excreted in the urine as unchanged drug.

There is a high variability in the data reported on the terminal half-life of ciclosporin
depending on the assay applied and the target population. The terminal half-life ranged from
6.3 hours in healthy volunteers to 20.4 hours in patients with severe liver disease.

Preclinical safety data

Ciclosporin gave no evidence of mutagenic or teratogenic effects in appropriate test systems.
Only at dose levels toxic to dams were adverse effects seen in reproduction studies in rats. At
toxic doses (rats at 30mg/kg and rabbits at 100mg/kg a day orally), ciclosporin was embryo-
and fetotoxic as indicated by increased prenatal and post-natal mortality and reduced fetal
weight together with related skeletal retardation. In the well-tolerated dose range (rats up to
17mg/kg and rabbits up to 30mg/kg a day orally), ciclosporin proved to be without any
embryolethal or teratogenic effects.

Carcinogenicity studies were carried out in male and female rats and mice. In the 78-week
mouse study, at doses of 1, 4, and 16mg/kg a day, evidence of a statistically significant trend
was found for lymphocytic lymphomas in females, and the incidence of hepatocellular
carcinomas in mid-dose males significantly exceeded the control value. In the 24-month rat
study conducted at 0.5, 2 and 8mg/kg a day, pancreatic islet cell adenomas significantly
exceeded the control rate at the low dose level. The hepatocellular carcinomas and pancreatic
islet cell adenomas were not dose-related.

No impairment in fertility was demonstrated in studies in male and female rats.

Ciclosporin has not been found mutagenic/genotoxic in the Ames test, the V79-HGPRT test,
the micronucleus test in mice and Chinese hamsters, the chromosome-aberration tests in
Chinese hamster bone marrow, the mouse dominant lethal assay, and the DNA repair test in
sperm from treated mice. A study analysing sister chromatid exchange (SCE) induction by
ciclosporin using human lymphocytes in vitro gave indication of a positive effect (i.e.
induction of SCE) at high concentrations in this system.

An increased incidence of malignancy is a recognised complication of immunosuppression in
recipients of organ transplants. The most common forms of neoplasms are non-Hodgkin's
lymphoma and carcinomas of the skin. The risk of malignancies during ciclosporin treatment
is higher than in the normal, healthy population, but similar to that in patients receiving other
immunosuppressive therapies. It has been reported that reduction or discontinuance of
immunosuppression may cause lesions to regress.
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PHARMACEUTICAL PARTICULARS
List of excipients
Soft gelatin capsules

DL-a-tocopherol, absolute ethanol, propylene glycol,
polyoxyl 40 hydrogenated castor oil.

Capsule shell

Titanium dioxide, glycerol 85%, propylene glycol, gelatin.
Incompatibilities

None known.

Shelf life

36 months

Special precautions for storage

corn oil-mono-di-triglycerides,

NEORAL Soft Gelatin Capsules should be stored below 25°C.

NEORAL Soft Gelatin Capsules should be left in the blister pack until required for use.

When a blister is opened, a characteristic smell is noticeable.

Nature and contents of container

NEORAL Soft Gelatin Capsules are available in 1 x 5, 6 x 5 and 10 x 5 blister packs of
double-sided aluminium consisting of an aluminium bottom foil and an aluminium covering

foil.
Special precautions for disposal

None

MARKETING AUTHORISATION HOLDER

Novartis Pharmaceuticals UK Ltd
Trading as: Sandoz Pharmaceuticals
Frimley Business Park

Frimley

Camberley

Surrey

GU16 7SR

MARKETING AUTHORISATION NUMBER(S)
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1 Trade name of the medicinal product
SANDIMMUN NEORAL®
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BEUIRBEME WD 2 &, (EHHETHLERIR
AT =T IWZEBI— b RMZITOHE. €D
i 7 OZRY RER, KT OREC
ERTEWEOREND ,)

Zv NT, REERE 2R G (40mg/ke, #E
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+ + +
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o, BAEED 14E, SERTIEAEBERIL. ThEh
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OERIZEIMERY 7 & v s ORERAETE QMG I FifRpE 4
OMHFNZ LD ZENRBINTND,

AHETY bE—EERERETILY T X (NC/Nga~x ™ &) IZ#%
O35 LRBRICB N T, MRBICHRTRERA I T VEER
BREZR Uz, e, ZORTEHEREEISS IR S KT 5 &
AFEGH CEMEZRTEASRD Sz, HREERENRE
TIIHRBBREE R L TREDUS A - BEORERENR L T
BETH-o .

(FE ICET S E{EEMR]

M=l
H CHs
HiC W/ ou
= ,———H
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[ 0 ]
Abu= (25)-2-7 3 / Bk
MeGly=N-AF) 7V > >
MeLeu=N-AF)LOA >
MeVal=N-AF )L\ >

—#4 . > 70 ARY > (Ciclosporin)
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XA =S ) 10mgh 7T
2F—SI)25mgh 7 &I
2F—SI)50mgh 7 Il
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1 EE - HRDERUVEDHRERHL
1.1 ZhEE - MRDE

1. FRLOIRER A 31T 2 FEHE LS O B
BRAE, ITEBAE, OBAE, MREAE, TERAE

2B BERBAE I 35 1T 2 HEHE SO K OV P et i 32993 D 1l

3N_—F = v ME (RIEERO® D5E)

A FFERE (BN EH D 30 %L EIZK S OH 2 W TEHAEOLE) |, IR, R
PERLRZIE, BAEE Mz

5. AR BN (FEE) , RIFERE

6.1 7 v —BREMRE (BEEIFHRAH 5 VIEAT v RICEbitEZ2 R 7548)

7RG EEMEDE (WRFHHEOIBRIZB N T, AT a4 REIOERSRHEAT,
RITERIC X N85

8.7 h MR ER BEMFIBHE CHor s BAVE b Ze W)

(AR - IBANEERT)

1.2 ZhEE - HIROEDFHTEIRN

HAERR AL T b MR B R EBE I3 L TENTHWS 2 & S ATRER IR OINIE, AT
HA ROAMASUINR, #7271 U AZKFPECE, fik 22 I UFIXATHRT LAF—#lLnwoiz
HLOZRLI, EEOBELZENR TS ETHo L idE 27200 [1.5.3.1.3][ 2.5.1.1.3],

AHANL, BEIZAX Y ZZT L LT 21 60 » EHLL Bz T, BEAFRR DN L) 3@ Y] ¢
IRWEIERR ALY N B — PR E RIS T 228 - hRABUG L TR Y, HIMXIIAT a4 RAH
FEPERAT D TR CIEKER SR TWS Z LA EMs, ERNICBWTHEEHR AT b
E— PR ERITH T DI ORI & L THRERIEATH L EE 2, HRIZBWTHAETO
IR R L O R 2 2512, BEREMRART b v —MR R EBE % 5t 5 AR 2 520 L
77

1.2.1 EREERFEERICH (T 5B IREEDKTE & HEBRHE

X 1.8.2.1-1 |2 [E NG PR R BRI 35 1) B Wi B A IR B YE % 0”4,

AFIOENTORRE YY), AEZERR (226 #BR) T, WBREERNELEL 1) 270/ R
SARAD CUIROAD) , 17 LAF—Al, ik A2 I UF), UL X 2 IRR CORMAAR
+o T OB, RORIERICL Y Zh O ERPER CERWEE, 2) BEEA= T A 30
LU BN DRI A 2 7 A 40 %L EOEFERR AT hE— M REREE & L, ZOME, E
FERANTLT b B — PR E R EE TN T, BRI Z2AA M 2 el L 72 [# 2.7.3.3-5][# 2.7.3.3-
10],
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FITC 226 RBOMRYEIL, TET D6 - RRUE O HRBOHS L 25 BECON
T Lz, FETAHMEE - 218 () 13 (7 be—fERER (EE) | SR/EL, $ I HR
BT, YRFOH A BT A 1999] 22& 2, [REBOELEE A 275 30 UL E- DR
FADTH 50%A EOBE ] CHETAZ LT, FAICLABESR LS TEIENDRIER
IR R ST P E—tERRERE | BRETRL B L, BIREERA R L2,
ERIZESNT, 2 R B E R E BOE - AT IR S LT, EEan
W) LIRS A L, lZ oW T

EOEEREE, £,

DES % & 7,
[1.13-5]

I EOBE 4 5% A, AEICET 5AGERN, FAOFEDEMR, SO ERIREZE M o 2 5 H
Wr L, FAIC X SEROREIT, BORIEAE I REZPOCRHRRE 3R, TR YGE
AVELTS [REE] ORAT FE—HEBRBETHLLEZE, LoT, 77 2AEL
AR (1303 3B |, BHIRAE (1304 3B T, YEFOT A F7 40 ( ¥R 8 FEEAY
EHEMEEEBREMAEFET LAY —REMFHROER 9—13 FEEARFEHEICLY EREN
T NE—ERERIEET A R 74 20020 (LAF, BESBETA FZ7A4 2 2002) ) (28
4 TREE] OFFZHNT, BREELS ) 7 e —MREROBEENREEORE UEH
BEH IR AN EIES S RS (T, BB, UhA, Bl SR ExERE) KRR
D 30 %l EicA SN AEE#RERELTH) , 2) BIEEAZTH 30 LLEI-OMRFEHHA
ATHS0 %l EORBFLHFE L, 2B, [MFEEEAaT 50 %lk) B0 HEEL, AT o
A FARAA 1 H 2 E 10g BfiTHIEERREORN 40% B AARELEZZ 0N 505, 10g L
EoATF oA FARAGERT S L eFRRRERRBEO ) A7 BEEL 2L n, AT oA R
AR EOERESBEL, RHBEOESBZETABEZRIRT ATOICERTE LR,
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X 1.8.2.1-1 ENEKRARICE T 5 HERE RINE#E

<226 RERIZ 31T DR SPULE (k) >

1) A7 a4 RAMAA CUIROAD) , 7 LAX—Fl, ik 2 & I UFl, HLRIES
KD TRHRP AT T ER OB, ROREMICE Y bR EHN T
VR E

2) EREHE A 78 30 LLEA O REFHFEF A =2 T % 40 LA LB

l

<1303 #fR, 1304 FRBRIC I 1T D oA B AELUE (P >

1) 7 hE—EREROEREENKBERLEOBRE (7 ME—RERIRETA RT7 14
2002) 2PV, JEFPREKBICHIT DIMWRIEL LD 2 (LB, m2, b, &
T, ERHMLEZESIRE) MEARERED 30 %L EICA SN SRR EKEEEL T5)

2) HELE A 37 A3 30 LA B OMEIREIIH A =77 28 50 %LL oo B

1303 #BR CORFNOE M OMGEX, BtEHE 3mg/kg/ B L W BRIE L=, SEIZSLT 2~
5mg/kg/ B OFFH CHEMEIZ 1TV S 8 MRS 27 7 A% EE ML kv FE
fi L7z, 723, DFHFEEIXIGBRBAGART 2 WL ERKGEH L CWD5AICIRY,, 27 v A RAVHAI
IRk ATREE L, ¥ 7 1 U AR KFECE X - SERICIRE L CRkReM A 2 lRE & L7z,

TORER, ET- DA RERM (FAS) 894 (RA—TNWEE44 4, 7T -AEE454)
IZBWTC, A0 EEFGEE Th 2 RAEEEE X a7 2bFE CEYME, LUFRE 1%, x4
— 7 VHE-630 %, 7T EARHE-326 % T, BIERORERME (XA —TNVHE—T 7 BREE) 13-
303 % (95 %IEHHX[H : -41.1~-19.6) TH Y, RMEBIFFH A = 7 BT, 14— T VHE-
41.4%, 77 BAREE-195% T, ZEROFEMZE (RA—FAHE— 77 2R 13-21.8 % (95 %[5
FEIXM : -32.8~-10.9) T, A —FNEETIET 7 B RBHCHAERBICEIEE A 27 & ORI
A aTRUE Ll (BfEEIEE R a7 2 bR, RAEFRIRHA 2 27 2R L $12 p<0.001, xfh&
DIt RRE) [ 2.7.3.3-3][3 2.7.3.3-8],

BEMEICEBWTIE, XA —FABELRONT 7 RBEOREFRLRREREARIL, LT 750 %
(33/44 #) , 733 % (3345 4) TH YV, FHIAFRIFRETCHoTo, XA —F N THD HiLZ
HEREHDL L, SOC WEEFEME (A —TF/LEE : 56.8 %, 77 &AREE: 62.2 %, LLF[FEIE)
JBYYE e OV A HUE (25.0 %, 37.8 %) , BIGMEE (15.9 %, 6.7 %) T, £ ONKILMEERH T
BRTholz[F 27.42-1, 3A—TFAEETIE, MPEYLEHEN, 2L 27 a— L,
mH U IR OB EROFEREN T T2 R L L L CTEN o720, T OFRITNTILD
BREIFEETHo T, TOMOFERRONE, FER, BEODMEITOVTITmEERIC
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REBRFENNIHAOLNT, BEOFEFRIIMAEL LICED DR o T[#F 2.7.4.8-18][F 2.7.4.8-
38].

AR P ICEHE A EFEFROBEUIA LNRD T2, A — T NVEED 1 4 DBLEHIK
TH (BEEXTH% I3 AA) ITBGERNE K NS 2 3B L ABERR A LB L L2 7c D
EhAERSRLE L TRESNT[27.42221), 728, ABRICBW OEEHITERD Do Tz,

LA F 1303 BRGSO, SRWRIEZ Y O SEDMAREFID 30 %Lh F2 56 D2 BEIEK AT K
VMR RIS T AR OFIEDNREES N, F, BBV Th, A —F BTl
WAL BONTZHAEFZONBRORRARI T T v RHLFEETHY, BIELEERONAIT
[E NS D BRSO FN O TR FEIRRBR L Y PRSI 2D Th o7z,

1304 BHERCITEIEMATL T b — MR EREH 56 4 I12xi L, A& 3 mgkg/H (2~5 mglkg/
A) # 10 2E&AKEGTH10EY (12 @FLAN) & 2 BRHLL EORIER 2 22 H1Z 52 JH[H#k D
WL, WIENEE K ORE BRI O FER I BT 2 Zat R OE M2 it Uic, A2 ct
%56 2B DRI DAL BIEE X 2 7 2 6ERIL, 18%M 1 [B1H-70.4%+15.78 %, 2[5 H
-58.821.38 %, 3 [l FH-53.5+23.11 %, 4 [A1H-58.1+£17.25 %, 5 [AFH-61.5+20.59 %, 6 [A]{-
50.0 % TH Y, WTFHOEREITEH 50 %Ll B2 =7 28 Liz[# 2.7.3.3-6], & TR O i & e
JRELPH A = 7 A LRI, TR 1 A1 H-48.3%+24.31 %, 2 [A]H-43.1+22.89 %, 3 [ H-40.6+
22.24 %, 4[0]1H-43.4+25.85 %, 5[0 H-46.0+24.79 %, 6[RH-50.7 % TH Y, WTHDOIRFEHT
% 40%LL B2 =37 D3R LT[ 2.7.3.3-11],

LEMIZONWT, AEFLHEIREIT100% (56/56 4) THY, FILZFLRLDEL L SOC
FRRMA (946 %) , BEYYER L O%ARIE (786 %) , HHkEE (482%) , Mkis, MEs
K OVERRRE T (30.4 %), &3 K OV FAAMERR 7(25.0 %), HRFEF(23.2 %), MfE-RMEE
(16.1 %) , &HFEERLIORGERIFEE (143 %) , &%, PHEBIOLESIHE (125 %) |,
B R L OSSR E (125%) TH-o72[F#£2.74.2-3], 7=, BELI-AFEELDOITL
A ERBREIFEETH Y, R CTH D AR O A CREMIZHRBLT 2 FGII 20 o7,
BEHELDH D, HBELRESNTZLDOIZSLICSMHE (DRDKEERES, ANE2 M4, s
IREAZE, JREMA) ICRO DI, ZOMITTXTREITEECTH o7, BELHESNIS
i, WINRbLEERFERERRLE L TRESh, 0o b TARR] 24 T TREM G 3R
BRIE & OBEMEZ GE ST, 8D TR UKEREZ ] KO THEREIRPAZE ) 12653 & OB
HYEZ GE IR 272y, Wb e EIC £ 0 [BIE TP L7z,
[2.7.42.1.1.41][2.7.4.2.1.3.1],

AL 1304 FRERAS RN D, AR OV I UIRRIZHE O SR OWES IR o T, £z, BBLL
AEHEBONFLINETIHBONTOWDHMALFEKRTH Y, AFOKD K LIFFRIZEETH-
77
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122 [JREsoRE L zogoB
1303 #Ex & 1304 B OERE+ZT T, 2
et 2 v9) LUTORBREHEIC SV
iy

A i MR R O (LT,
# wT o 20-

FHEREEE 1 . Al

DFZSMEIZ 2T,

FRERETE 2 -

Z4tEZ T,

M HIE 2 O T,
ke

A O & e
HREZELAMCBETCZLEEL LT, BITOREATBET A F7A4 L OREEOER
H+sZ LidlBR2l b 4+-57e R Ttha Ll Lzl Thot,

EEE AL O (2R L, HoiEENS,
(2N TiE, AT OBIE 25 7[5.4-49),

FIC, ERBEERRBRICBNT, AAEERYL Y REEECHERSRBE 2 d5EH
ETAHFTIN—THET T, FOERCBTAEIERCEELBRET L,

BETRIER CHIRA o6 oERIT, HERERBRFST FE—MRERIERITA N4
2004 SETHR (LLF, BESTA K74 ) [HEERERFS (2004)] (2BWT TEE : HEHD
RN EEETARY—A Lo RN LA O T T AOAT A ARG E R L
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T2 DL, BEEFBETA KT 2002 12 [1~2 % 8 CICEIEE QR 21T\,
BREOLEZHENT 5] LD eaBEL LT, [ATF7uAf FARFOT T —RA hr
YTUET, AT uA MBI LSRN 7 B LLERTICBRMG S, 2 OIa eI 7
ALl EO#BRF | & Uiz, 1303 SBRK Y 1304 ARBRIZOWTIE, A b 7Y TR EDAT R
A MAVHANCIN A, &7 v U D ZKFAECE 2 BEEEE & LT L OV 7B R HIC > T
O CTRRET L7z,

1303 ABR T, BEARIRRA T L B2 SN D HBREENICI T D IR EIEE 2 2 7 (LR %
#18.21-112, RARTEHHIIA 27 b4 £ 1.8.2.1-2 1[TRT,

# 18211 HRREFEXDAT7EIEERLHBLER (1303 HE, BRFABRMNREF+7610)

L ERkEE AT B BACEROREMZAE  wmok

e R LS € ) s e

FAS FA—F) 44 540 19.4 -63.0+3.43 (-69.9~-56.1) -30.3 p<0.001
77 R 45 511 33.6 -32.6+4.18 (-41.1~-24.2) (-41.1~-19.6)

Y RESEY AP S xA—F) 38 539 18.2 -64.9+3.23 (-71.4~-58.3) -28.6 p<0.001
5 77N 37 536 33.9 -36.3+4.40 (-45.2~-27.4) (-39.4~-17.7)

moxraY s FA—F0 23 515 17.2 -65.2+4.21 (-73.9~-56.5) -33.1 p<0.001
AR H Y F54R 18 561 383  -32.1+562 (-44.0~-20.2) (-47.0~-19.2)

[Source : # 2.7.3.3-22]

# 18212 REBREHEXIT7EILERELHBLR (1303 HER, BRFEABRNREF+74610)

1t G et Pt e RS iy R HEOR

237 ARar g% (95%(EIIXM) W URKE

FAS XA—F 0 44 742 43.9 -41.4+4.08 (-49.6~-33.1) -21.8 p<0.001
75 R 45 69.0 550  -195+3.71 (-27.0~-12.1) (-32.8~-10.9)

URERIEY-SPES XxA—F, 38 735 41.1 -441+4.32 (-52.8~-35.3) -21.7 p<0.001
oy TSR 37 704 544  -224+387 (-30.2~-14.6) (-33.3~-10.1)

hox s A RF—F4 23 736 426  -41.7+6.03 (-54.2~-29.2) -23.8 p=0.005
AEAH Y Z5+EK 18 733 606  -17.9+4.82 (-28.0~-7.7) (-40.1~-7.6)

[Source : 3 2.7.3.3-23]

1303 FERIZ 31T 2 BEAFTEIR AN A |03 T B F AR C O BIEE X 2 7 B R(1L, x4 —F
JURE-64.913.23 % (CEHME CIEHERRE, LUTREER) , 77 BARHE-36.314.40 % & FAS (A4 —7
JUHE-63.013.43 %, 7T EAREET-32.64.1 8%) &LFEERDOFERZ L, ZILROFMAE (A —
FNRE—T T BAREE) OFEIE L ED 95 WIEHXMIL-28.6 % (-39.4~-17.7) T, BEHIZHER
ZEDFRO HALTE (p<0.001, XHISDRUN t MRE) o F7z, BACRRINHEIIAA 2 7 2RI, A —7
NFE-441FT432%, 7T B AREE-2241387%L, BMEEIEE AT LE L FAS (FA4—F VEE-
4141408 %, 77 EAREET-195E3.71 %) RO RZRL, ZIEORMZAEDOFEMEE Z
D 95 WIEFIXHEIX-21.7 % (-33.3~-10.1) T, FEMICAERENRD LN (p<0.001, *fISD72
Wt RE) o B, BEFEIREDREATS T, poxsu ) AR EMH L WA ENICE
I DIAREIERE A a TR IT, A — T EE-65.214.21 %, 7T B RREE-32.1+5.62 %, HKR
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JERLPH A o 7B b RIX, A —TARET-41.7£6.03 %, 7T BREET-17.9+482 %L, FAS, BE
BTN RA A3 I kB S M & FERORE R AR L7z,

TRMEIZOWTIE, 1303 MBRICH T DBEFIRRIR AT 0B COREEZRBRIT, x4 —7
JVRETT 789 % (30/38) , T BAREET 73.0 % (27/37) , BMEARBELIIZTNZEN 526 %
(20/38) , 351 % (13/37) THYH, WTHNORETHREOREIR L [FFRE CTh - 72 [# 2.7.45-3],
F72, 1303 HERICB T 2B FRFEDIRAT B0 5 6, FHREEKE LTH 7 1 U A ZKFIRE
FAAEN O ERS - BIERARRREZRG LR, FHAEN TRARORBERIIFERE TH
v, F7o, FHRITHEMAGIOL TREENHFICEHOVFEGIIRN ST,

226 HBA T, BEFIRENRA 0B 2 b2 HBRE I D ok EIEE A 2 7 2L,
BAETRIR R 2 2 7 2 RIT, AOME AT RER & FER, HBEREN R a7 Z{eR 0D
WD L ([ 2.7.3.6-14], [#2.7.3.6-15]) . F7=, 1304 RER T, BEAFIREDEA 00 7o bR
FAEM TOIREM 1[5 H OFEEIEE X 27 Z2{b313-70.022.19 %, HRAEFRIFHIPH A 27 2R
13-48213.22 % & &L 6 b RROPIRE LM & FEREOFER (7041211 %, -48.3+3.25 %) %R
L72[3 2.7.3.3-24], 226 i8R, 1304 iBr & & BEAFIRIREN RA 00 OWERFE THRACHBIR D @mWA
EHEL I 72[2.7.45.21],

UL EOFERD S,  [BEERECTHEAR ) 18- RS ERNSEORERBR O R L L
TREIEDT NE—MEERBEORIM D E HD TN &, 2RO RGEM & REOH )
P, BetE R Ll E0d, EEEORKBLYE CRAIOMEIG & 72 5 BEZRINT 55, BURkTo
B OFEIEE, MR TR, TR E TOBFBRONERLEOMEOFEIZOVWTH+
NERTLVERDD EEZ, BROWEE - 2% 7 bE—MEER BEFARE ok
BELRRWEE) | ERRE LT,

Fio, REIOWIS & 725 BEFE, REZHEIGTRETHD LA SN DHLENS, FRORSEZ £
D BBCHRT DAVAIREE ((BARKER S (2004)] L0 _Y —A hp oy ZRVWLA far s s
ADAT A RAHAD) ZFARETDHEEN 1~2 #@EfTbN- ETAAIO#ERE SNTHD L
DEBZHLNDZ END, JERIAEICEE S N AERBICE-S &, 1RERBAMART 2 IR
T, A7 A RAHAIZ B0 E U EEERED 14 AR (238[) T T2 & 2iERo L,
AR E 2 M L, [BEfFIRRIPI B ) O 8RR 2558 L7z,

B IERRAT R SRR 31T 2 BEFF BRI B 2 [ 2.7.3.3-312 R LT, AMEMAT <t 5148
M3 2 BEAF IR PIERE O 50 25141, 1303 RBR Tl x4 — 7 VRET 100.0 % (44/44)
77 vAREET 956 % (43/45) , 226 FERCIX 1mglkg/ HAE 100.0 % (28/28) , 3 mg/kg/ H &%
97.0% (32/33) , 5mg/kg/ HFf 100.0 % (32/32) , 1304 7k TI% 98.2% (55/56) Th o7z, £D
55, RNAEEIZ L0 BEFIRRIRTE S &l Sz TBEfFIRR IR (RIEREE) 13,
ARA—TVEET 97.7 % (43/44) , 77 BAREET 88.9 % (40/45) , 226 #BXTIEL 1 mglkg/ H &
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60.7 % (17/28) , 3mg/kg/ H#f 66.7 % (22/33) , 5mg/kg/ HFf 68.8 % (22/32) , 1304 &k Tl
85.7 % (48/56) T -7z,

1303 BRI, BEFIRRIEGIMEERSE (RHARIELSN) ERIOEERE D 7o iz 5 Tl
HDHD, FFPEIC R E BT o 72 2.7.3.6-19], 226 3BRIE, BEFIRRIKPIMERE (AN
WIE) EH & BRI RS (RIRRIELSL) BRI T 2108 EE D & ORI,
1 mg/kg BEOFREFIIM N <, 3mglkg BEICB W THMEL D eEN £ <, BIMARFOEIERLE A 27 K&
OMEIFHEIIA A 2 72X DX XA B D B DD K E Z2E NI /2D o 1[5 2.7.3.6-20], 1304 BRI,
BEAREIREIME RS (BRI B OPRER D DI o T2 1oDSEB TlEb 27, EIEE
A a7 e OERHEIPE A 2 7 R0 TH - 7228, BEEIC K E 2V T e o 72 [#F 2.7.3.6-21],

1303 FHER OBE AR IRTIMEE (R RIE) T, FEEEE X a7 2E CEEHEE1E
s, DUFRBR) 1334 —F /0 CRE-645+3.14 %, 7T L ARFET-33.8+14.64 % ThHo7-, ik
TRIRHFIPE A 2 7 AL RIT R A — T ARET-425+4.02 %, 77 BAREET-215+384 % THY, L b
WX —=T NN T 7R L THERIGENRBO b, iz, 26 ORRITBIROH
BREEAORR LR CTH Tz, —J, BEAAARRIRPIMERE (RREELIAL) SR CIIgkig &
DD N2, FA—FNABOT TR LT AR RSETRD Do T, [# 27.3.3-
35].

226 R OBLAAERIRGUERE ANERE) £H &K OBAGRIERIEEE A RELISN) £
N 31T D i EAEEE A 20 7 AU R K O e il 2 =2 7 284313 & $ 12, 1 mglkg/ B RETIE
TR L ENE LN H OO, 3 L5 molk/ HEECIXRF2dE4 R L, 5mg/kg/ HEETE Y
BWEELRT I ENMR SN, e, HRGHEIZOWTTEREORER R, 656
DAATICBWTHOHEBEENER SN, £72, ThOOMEITEEROWEBRE LM OFERE L b [F
£ Td o 7[5 2.7.3.3-36],

1304 FBRIZ I 5 BB LM B O AL EIEE A 2 72U K O i RRIRHLIH A 2 7 22O
TIE, BIGEWIBRGEIEE X— 2T A & LT R EREE 2 2 7 2 b3R1L, BEfFIREEPE B
(RIVRPEIE) EHITITIAEY 1 BIH2D 6 BIH £ T-50.0 %~-68.2 %, BEfFIGH#RpIEESE (A
TRIEIELIAL) ERICITIRE L BIE 205 4 [BIH £ T-67.7 %~-85.2 % CTh -7z, Fi&HEIpHiIH A
a7 B EE, BAARFRIRSIERE (BRI SRR 1 B[R S 6 [AIH £T-38.1 %
~-50.7 %, BEAAIRRIREMERE A RIELSN) EEITITEREY 1 BIHS 4 [B1H £ T-525 %
~-70.6 %W CToh o7z, IMEREE R 27 ZbE K OFERFRHH 2 2 7 2R3 & b, BEFEE
BHUEEE AERIELIAN) EEITIIW T oRERICE W T, BEFERFETIEES  (RAE
JBE) SRR & D o@D E TR BT [# 2.7.3.3-37],

LUk, ARG SICES 7 70—l &2 280 L 72 /6%, TREFIG R TR T 72 &
FH DDV TBEARRETIMEE ) IS LT, AR K DB OWEDN RIS T,
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2 Ri& - FEDERUVZOHERA
2.1 ik - REDXE

1. BBHOLE
W, B L1 HAH Y7 ARY e LT 1L HEI~12mgkg 2 1 H 2 [BIZ4F TR O #%
5L, L% 1 H 2mglkg Ty 5, MEREIT 1 A& 4~6mglkg 218 L+ 573, FERIC
X0 TR 5,

2. WBMOGE
Wi, B 1 BRIy 7 ARY e LTC1 HE 14~16mg/kg % 1 A 2 [AI2551F TR D #&
595, Dtktkx lZE L, #ERFRIT 1 A& 5~10mg/kg ZEHE L 32503, SERICE D EE
W %,

3. LBAE, Wi, A OSE
WE, BE1ARINAS Y7 ARY 2 LT1 HE10~15mg/kg 2 1 H 2 [EI25 1 TR D%
5475, UBHRLICHE L, MR 1 0 2~6mg/kg 2% L 45723, RIS X 0 @ EH
BT 5,

4. FRIBMEOSLE
W, B 1 ALY 7 AR 2 LT 1 HE6~12mg/kg Z 1 H 2 B/ TR #%
HL, 3~6 » Affk L, ZOHKAICHELFILT 5,

5, X—F = v MNEDOLE
WE, Y/rAKRY L LTLAESmMkg & 1 A 2 BN CROKZG 2L, Ltk 1
# AEZ 1 B 1~2mglkg T ORI ET 5, MRl 1 A& 3~5mglkg ZiEHEL 5
S, SERIZ XV EEHE T S,

6. WEOLA
W, 1 HE5mglkg & 2 NI CTROBGT 2, DIRNBONTZHEIE 1L » AEIZ 1 H
1mglkg T OME L, #MFEFEIX 1 H&E 3mgkg #EHEL 25, 728, JERICE Y M EHERET
%=y

7. HARRMEAEMOSE
BE, Y/urARYELTLHZEG6mMgKg # 1 H 2 BIZo0CRAOEET S, 7ok, ER
2k 0 EEEET S,
7, RN EWERE OB BIFRIRFENRP GO N D FRERH 5 Z &b, AZL
U CHEIRIID 6 » HRMOBEEZXMRET L ENEE LU,

8. A7 u—vBIEMHEDOLE
W, YI/aARY L LTCTFRROMESZ 1 H 2 BT TRAOKET 5, ok, fERICK
D EHEET 5.
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(1) HAMEEFRIOGES]
AT 1 B& 15 mg/kg 254 %, £/, /NEOBEITIT 1 BE 25mglkg 2% 595,
(2 AT aA NG Z R TIER]
AT 1 B& 3mglkg 2% 54 %, £72, NEOEEICIT 1 BES5mgkg 2% 515,
9. B AEIER, S E DS S
W, YI/rARY L L TLHESmMGKg % 1 H 2B TROKEST 5, RN HRE
NI AI TR 2 R L, #EFPEHEI 3 mglkg 2 4EHEL 95, 723, JERICE 0 B E R
5o
10. 7 b E—MRIEROSH
HWE, RAICIEYZ7 e ARY o LTl HE3ImMgky 2 1 H 22BN CTROKEG T 5,
728, JERICE D EI T 5281 H A 5mglkg X V2 L

CFAER - IBANERT)

2.2 & - FEOEDHKTEEN

B ARY AL, ZNETICEEREREEL VO & T LHEERBNEHORIEADNRE I N TEY,
FEHICE L T HDICEETREFEATH D, 72, BROBRGREFEOWIIUTEANZEZNH S Z &R
LNTHEY, AREATHLIAFNIBNTHEEELICHELME L THEHSATWHIERTH
Do ZODH, 7T ME—MEEERICEWT S BEAGR OB B & Rk, BEEx ORISR L
EWEH ZHR LD O HEREH T 20ERNH L LB X, nHE, LRHELROCHEREIZOW
T FREDIBILIZFEDWTHRE LTz,

221 BHwmAER

226 #ABR T, 1 mg/kg/H, 3 mg/kg/H, 5 mg/kg/H @ 4 EMKEOE G2 D HMEE B L2
fif e, FEFHEEF Td 2 KA EREE A 207 2SR K O MR st 2 =2 7 Z2E R ITH & &
EBITBEEN A DNTEA, 1 my/kg/ B TSRS L UIMIERAR o ThoTe, —J7, &4
PEIZHONWT, AEFHG N OENWER OB RIT 1 mg/kg/ B (2~ 3mglkg/H, 5mg/kg/H THOREIELR
e <, FFZ 5 mglkgl HEEIZ I CIRBRIE & O BIEMEA A E C & 72 W BRI AL 5 5 A2 Bh O 8 8L
RNENoT, UlX v, 1303 RER &L O 1304 REROBALA A EIT 3 mg/kg/ B 23w Y] & W L7
[2.7.3.4.1],

I AEZIT T, 1303 BB KL O 1304 #RER CIXBIAA A &4 3 mo/kg/H & L, R E - i iLuE
IZHEV 2~5 mglkg/ B O CREREI 217 5 5B X0 BIMER LR RF Lz, £ Ofs
2, WTNORBRIZEHE W T HIRRIEES G- 2I1% 3 mg/kg/H (2.75~35 mg/kg/H) Tho7o,
FNTHORBRICB W T b AKIBAAE 3 mokg/ B COAERMENHR TE, ZEMEIZHOWNTYH
FRICHBEZR W E B L= 2 v, AREIDOT N E—VERERICKRT D Ba &4 3 mo/kg/ B & 8%
ET DT LTy &l Lz,
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222 tRA=

I a AR CREHEREIE D BAORELTHNT 5720, SAEICEW T T 4 R 2 B K
B Ui i 2t & U CIRRATR IS AR 21T o 7o iR, Smolkg/ A 22 5, Xidifd 2
LT F = AMEN R ERTED 30 %L E¥INT 5 &, 27 uxARY UBEORIY X7 REmE D 2
EAURIE U7 Z & [Powles, et al 1993] [Powles, et al 1998], FHER TR (226 #kBR) < 5 mg/kg/
ARECL Y BIFR B OWRENHRIN TS Z &5, 1303, 1304 A5 CTi% 5 mg/kg/ H % LR
LERE LTz,

ZORER, 1303 RBOXA—F VR 44 £, 4 molkg/ H ETHELLZOX 8 4, TDOW
5mg/kg/ H £ THEL7ZDIT 24 Th o7z, 1304 RBRTld 4 mg/kg/H £ CHEELZ-DOIZ56 4 7
£ THY, 5mglkg/ H E THEZIT > TR 1300572,

AEMEIZOWT, HELEEREZDIZE AL T, WERICEEE X 27 RORFHTHEEA 27 O
BENH DI,

1303 FBRICEB VTR G54 dmo/kg/ H £ THE L7-HEE 2 4%, Wb 5mgkg/ H~D
HWEIZL Y EZH D WITEADOBER G LI, [2.7.3.3.2]

226 FRBRICI T 2GR O EIEE X 27 HORRHHEIIH A =2 7 OBLRHER N, BEIEE A =
7 Tl 3mglkg/ B OG- 4 1k DR, dmolkg/ H 05 1 % OELR L IZIERET, BIR
FPH A =27 Tl 3mglkg/ H D5 4 H1% OZALIEH sSmolkg/ H O 5- 2 1% OZALEE L IZIEFRERT
&V, 5mglkg/ H 5 TIX LV IELHRBGED R S vz, [2.7.3.3.2]

LM OWTIE, 226 #BRICEBVT, bmg/kg/ HiE 3mg/kg/ B2k U C R AL B 5 A E D
FEHBE NS WD G & E L QIR L b oo, EliE5I3EFTH D Z & D3 HER
SN TWD, 1303 3R, 1304 HERCTIIIHE LIoBRE NV CTH D70, Fh RO HERILH
HTHDHN, WEICL VR LTEAEERRII /L, R EEFEEGRIE L OMICF:
WZEEITRO bR ole, £, WMELOBRENGEDN L EERATFR UIHERAFEES
DFFUTIRD BRI~ 72[2.7.34.2],

PLbEXY, BRANOEEMRANT b —PERERBEZ KL 5mg/kg/ H £ TOERKRERD H 25
L, T ME—MRERITEATT D IR EICHIRIE T H 0 AFI ORI K OB S~
TRBN D D VIR RIT e nEB oD Z &b, BBHED 3 mgky H Tl ENE
DONBRWGAER LY BEREEL BT LGE ARG O Y A7 Z+43 1 Z5Hl U7z ECffi AT
REZ & BIRZ, BN AMEZ RL, DORREDRHRINTND 5mo/ky/H ERET DHZ &
TEEEER T,

223 FREREH
1303 KON 1304 #ABR CIXBAEH E%A 3 mg/kg/H & L, ZO%IIAERS, WEBREMAES, M
kT 7l ME R ORI EE ST, 2~5 mglkgl H O T H SRS 21T - 7=,
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1303 BBR TIX, A —TNVEED 44 £, G HIFI IS & U 7oiBha 13 8 4, JBiE L 7okl
HX54Thotz, £72, 1304 R 56 4, HIE L-BREIL 7 4, R L95RE 1T 11 4
ThHol,

WEFOIZE LD, HEIZL D AOMETME B OWERRO b, —H C—HowkERE
TIXHEBERICEEFEFRNREI L, LOLRRs, BELEAEERRIIOTI B TP EE
ThY, FICLBEEZLEL T2 LR, ARORBEICKL D MOLFTTHET, HMBICI VR LESF
RIF7eno72[2.7.3.4.2][2.7.4.2.1.1.5.2],

WEHIO S B, 1303 R ERD 54 H 34, 1304 RO 11 A4F 4 L IFAEFRICLLEETH -
oo W OWEERE b ARFIOWE (S ORHLEE O FEi F 72 (T MALE) CTxHLREETH Y, Fik
5L R LTz, £72, 3L ALEOEBREIL, BEICKVAEMED X a7 NEL
% Z Lo T2[2.7.34.2],

PlbEd X 51z, 1303 LN 1304 5Bk CHEE L 72 SUTE LB E 1D B TiEd - 7203, R
X2 HERDHENHFIN, e ERCHBITRD b ote, Fio, AEFLNHIELL
A, WEICEVMAFTRETH 722 £ D, BROBFIZBWTEH, AEERCHEKRAME,
M -7 7, mE, GOESEEEERSERLRND, BEBICHENES 2T L NEE L
Bz,

224 INERORE

INRIZBWTIE, 7 FE—EEEROIERDEVGS TH RIS TR, X 5ICI3Emd
LAREMED D D Z &, AKITERERESORERERAEFRORBENRE SN TNDLZ LD,

INBADIEEIN N2 B2 TO R T E e 60 n ) o TiER <, ENERRRERORS &
X Lotz 1o T, HELROHEIIRACOWTORRE Lz, b, [HEHLEoxEE] 7.
INREEAOEGOEIC Y, /NSO AR 2 VB Z5i# LT,

3 SEE

[Powles AV, Cook T, Hulme B, et al (1993)] Renal function and biopsy findings after 5 years' treatment
with low-dose cyclosporin for psoriasis. Br J Dermatol; 128:159-65.

[Powles AV, Hardman CM, Porter WM, et al (1998)] Renal function after 10 years’ treatment with
cyclosporin for psoriasis. Br J Dermatol; 138: 443-9.

VEARFIIZEHE (2002)] Fhk 8 4FEE A RUNBMER B AT EERET LV —mEiistE &
OVERE 9-13 4R ARV 2IIIEEE. 7 b B — 1B RIBI T A K7 A > 2002,

[AARR GRS (2004)] HARFER ST b E—MERIGRIGIRT A T4 2004 ST, HA
R RERM 4358, 114(2):135-42.

[LAFE (1999)] 7 b E—PEEERDIGFR AT A KT A » OESL & = OFFH. Rk 10 R AF
FOEEMBI G 0 - T LR —EEEE (U - 7 LV —EM) MR 113-7.
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1

1]

=L

1.1 ENE

T

(B5

LE#%EEBH%K%@E$H~ﬂﬁﬂﬂﬁ%&Uﬁﬁ%ﬁ@%ﬂtﬁﬁLTM%E%X@%@?E

DHLETITI2 &,

2.7 FE—MEERICETLERDETET, 7 rE—MEEROEBRICHEELTVWSEMDLET, &
EXFEZORKEICAMERVEREZFPO+SHAL, BRLE-CLEZHE L LTREEMIGYT
6:&0

SEKFH T4 322y (RARXEHTRIV) EEMENICRFTEAEL, RIATPRASEY T«
NRAELTWADT, Yo T4 T avhoFHFIPYRR ZBRICE, 220XR) vomdbRE
(AUC, Cmax) M ERICKZEIERADRERICERT S &, WIS, ERETOYVRABIZE, Y2
TA4Sa2VDBREEZLRLHWVWESICTEIHE, FBTH L, B, Yo T4 I aVvhoFA
ADYYBRZE, +9B YU T2 VFERABBRERODEMEOLETITISC L.
—F. FEDLHYUT A SaVAQYYRRITONTIE, Y ARR) VOMPRENMETT ST
ENRHLHDOT, RAELTUIVEMR ZiTHER NI &, HITBERETE. AETRICK > TE#K
BHERBETEEENNHS. ( [EDEE] ODFESE)

TR BN (FRF - R

1.2 ZEEDRDHR TR

AFNE, AF A RINAK, #2700 AASAHIEOBAERE TR/ E BT, R
RIER LD B NERTRO 30%L EIC K SEREDOT bE— R RBEERE LT, 20k
W, BHREHERIRNTAETH Y, o +HRlBBlEeT G5 7 b e —MR B % OBEICH
LB & T, RO R OG5 BE TZOFRICHAHRAL, LA &
BB LT TR G AR5 L Y L 2, S LT,

2 MEER I RICEET SEALDTEMR

2.1 MEXIIHRICEAET 2EALDFENDE

<ZhRE X NI RN BEE T A EoiEE >

(1) 7 o—VEREREICKRET2HEAIE, BIBRERLVECFNCSIET D DO
ENCFEI AR R BE, IRIBRERLVE CHIEEICETE L R TEREZICRL 2 L,

(2 FEAERBMAMICERTIHEICBWT, A#l% 16 BRI LIk L TG4 a0 O
(B AR CARFNIFE 5 1B ISR U T2 72 O B 59 D 3B OB IWE K OV MEIZ >\ T
WX, R RHMEAEESL L TW R WD T, BB DIREEE BN BIGR _ EOFRIEN BT
L EHMrENAEEBICOREESTSHZ L,

(3) AEHMEIEANEIETIL, AHZBEMTRE LBEORIMEIC DWW T AR 72 <
B &5 TARU,

(4) 7 FE—MEERBFICHOWNTIE, 2T aA RARKRE 7 a U A ZSREISE OB AFE
BCHORENELNT, EORIELFE D RPN EREEED 30% L4 EIZ & S % %t
RIZTDHI L,
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THRER < IBANEE AT

2.2 HEER IR RICEET 2 FEALOEEDEDR TR

ENEERRBROFER NG, RAIOTRNRIEZ D BN EREED 30%LL E4 &5 2 BEIERMA
A7 NGRS T 2 A ES R S, S5, HEERTERICE T 2RAHEOS &
b LACEM LY 7 7N — TR T TBETRIER CRORA 0] I8 h T2 D HE B0 KE >
ZhY, BEROFNBEMN ERBEOGHEEZ R LEOT, 2 - HROEE [7 b E—PERFL
(BEFIRECH R RN G LN VEE) | EiRE L2[1.8.2.1.1],

EHIT,  THREUI R ET 2 EoEE] () & LT, 7 he—MEABREEIC
DNWTIE, AT A FAHAIEDOBAIRRE CHRRARBELNT, RORIEZ M O BIBIMER
MO 30%UU LICKASEEELRNRICTHI L, | 2BMTH52 8T, [BEFAER] 2 X0 BARm
I TAT7 A FARAZE) EHRE Lz, £, A RIENERREROERE 3 E TR R4 57
BHA RTANTBT D TIREE] OEFK, [TRORIELME S KB ERKRIREO 30%LL EI2 k5
BEERGICTDH L) ZBINT 22 8T, KRERGDLEREEIZOWTEY BERMICRL,
KEINLZGIAEHEND Z LD 9 e AICEE L=,

7 bR E RIS T oYL L LR THARREREET U — SRR A N
A2 ITBWT, RIECHT 2 ek, RSN R ST DA RRE c Ax 0T, &
FWIENRET N TWD, TOHRT, RIEICHT DIMNEEE L UTHEME & B3R FRICaE
FESNTWDE AT aA RARAIR O 7 v Y A ZKFWEE 2 e U3 R IcBIE 4 2 H -
DEE] ITBT L TEEFARR) & LTHIR LT,

3 RAERUVRAEICEET 2R LOTEM

3.1 RERUVAEICEET 2ERLOIEDE

<HELOHEICEET A HEH EoFEE>

Q) VT4 IarEZRHALTWAREICAFZUV#ax TRETH551E, JRAITE LT
1: 1ok (mg/kg/H) TUIV#ax THEET 50, 7 r ARV »oldiRE (AUC,
Cmax) N EFLTEMERZHRR T 28T N3 H 50T, YIYBRIRTETOPREDRER
VERRE(MEIL7F=y, MEF) ZEEICTS5EELICBFTOREFZHH/HEL, BE
ISIECTIREEZRATM 7528, 2720, BFORBAE WD T T 1 2 22
THRHEORER) LUVEWHEZRA L WA EET, —EICREmEER N R4
& 725 THRIRIEAL L CERADIRREIZIG 2 FIREMED 2 W B3 TlE, YIVRZBROREE
F2LTHEEORBAELL, OPBRERUVBEDRBICHELTREEEZRT 752 &,

(2) ARBIOEEHIZHT- - TIPS IE (trough leve) ZRIEL, IREEZFAT I 52 &,

1) IEESEBREEEICRGT DT, BRBRESICKIEMEFRAOERRVEREREICKSE
WRISDRRF 2V <720, P EEOHNE 2 BALER TSENATY, 0% 1 »
HIZ1RIZBLRICHEL, REEEZHRETLZ L,
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2) N—F v MNE, RE FAERBMEM, 7o —VERERE, 25 A E,
7 M EEREFICE ST AT, BMERORB <=0, 15 Al 1E%H
ZIZMHREZHEL, BSEZHHTLIZENEET LU,

(3) MEZRBHIIZINT, 3K DL 4 KOG INHIA 2 f G ¥ 7o 2R s iR 217
IGAEITIE, ABNOVHRGEZIKSRTT DI ENARERGAELH I, BHEAED
REL OO S Ao EMHIRIOFRE - 5 EE2EZE L CREEZMEITH2 &,

(4) FARBMREMBEICRGTABICIES ~16 B Z AL L L, RN LNRWVEAIX
O 72 IEEEEBETH L,

(5) F7 o —VEBERICHT IAFORFIL, W@, 1~35 A THLbIDN, 35 ALE
WL L CHRIERNH Db WEAICIIHRELZ R IET 5 RN EE L, F7-, %
ERHOLNTHEIIE, TOMRNPHF CEIABEEITHET I ZENLET LY,

(6) 7 v —VREMESICRG T DK, AFOMEHINCRIE R E R VE CBIDHERB G S
NTWDEAE, TOMRBEIIAAZ LRETH 2L, ERICED, BIREERLVES
ANTWEEIET 22, HEEZITHIHEIIIARAOEHIZ—BEFIET 252 &,

(1) 7 FE—MEERBEICERGETABICIIRGYMII TE AR EIMICE EHH T L,
AR OG- T A RER O 2P OFHl 2 EHIRICIT Y Z &, SHEB DS THEN
BN WIEEIFHGEZPIET A2 8, Al 1 HIOEEMRIZ 12 RUNE BHZ &
35,

RS < BN - B IE T
3.2 RZERUVARICEET S EALOEEDRDRERIL

(2) 2)DERTE DIRHL

V7 n AR Y TR A B R ORI B E AR B S Z L AMERTEY, HCA
BERBIZBIT V7 m AR UEREOMHRRK T L LTlPy 7 m AR VREO EHSCBS M
DEWEEENETOND, TD2d, — Iy 7 o 2R U581 5mglkg/ HELF, 1t b=
TAEIX 200 ng/mML AT &5 2 EREID HILTW D[, fth 1997],

226 FERCIX, M kT ZEAS 200 ng/mL Z i %, FRYEATSLE EHIET L2 SEAICE, B E
Pk 52 & EHE L, Mfd b Z{EA 200 ng/mL LA 2 7= U 7= Bk 1 3 36 Bh Re 21 ok
fFild, 1mg/kg/ HEETIE72<, 3mg/kg/HEET 14, 5mo/kg/HEET 6 £ TH Y, 5mgkg/HEED 1
L CHEICL Y EEERIEL[27.2221],

1303 JZ OF 1304 3BR Tld, AFIB G- &% 3mg/kg/H XV BAA L, M kZ ZfEAY 200 ng/mL %
2T AIIFAIE UCRET 2 L BUE Lz, Zhu, 226 RBRICE W CTRRERE, ME7e & DR
HE LM N7 7HEOBEFRERE LR, b7 7E0 ERICfES TI D OMmAFE A EL
FTAHMEEITRD LT, I T 7 EE ZEMIC OV THERBERIZT AV EE R o DD,
AFN O P HREHEBIIIEEERNH D Z Ens, IHF T 7EE2SB R GBEEZHETHZ LT
AFE LOZRMEHTHZ EnNAReE B 2, AEREOEEICHLY 7 7EERY A, H
BRSO N7 7 EOEMEMIL, AFIDBEICENTERBEZR TV D EERE, BRI 54—
FTIVDIRIEN A B F A L[ 200014542, 200 ng/mL & 3% & L7z,
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ZOFER, WITNOOREREHNCMLE b T 7 EAY 200 ng/mL %8 2 7o #ER#T 1, 1303 FER Tx
A —TNEE A4 4T 44, 1304FRBRT 564 H 94 Th Y, 1303 3R, 1304 BRER O B (2
~5mglkg/ H) 2B W TIEfd b7 Z7ME2 200 ng/mL LA EE 725 2 L3/, I b T T EE 4
FREGRAR AT & ZBhEIEERD Lo 7o, F7z, M b7 Z7fE2S 200 ng/mL LA EZ R L7
PERE T LS B AR IC B T D BRI A OB A EF RO LT 5T, miGs v
TF=v ERSAFORERES 2 WVIEEERILICEsTogBRE LT LHMP N T T ER
200 ng/mL LA L& 7R LTV o72[2.7.4.4.2],

UEXY, BRAOEET b E—MRERIZI T 2 ENEARRER (1303 X T8 1304 35k THE L
7o EFEEEIPH (2~5mg/kg/H) [ZBWTIE, M b7 7l & A EFEG L ICBEEITERD b
ST, AR ORI 2 EEIC L v g b7 7ENEEZ R THERE S A2 bh, fh
T 7O EENFHET 5 Z & CRET A BEESOEEREEA BB Z BT 272912 fih
N7 ZMEOREIZEE LB X T,

EoT, 7he—MEERICENTHILY N7 7EEEE 2 2 EEZITS Z & Tl T 7 E
OEERHGE A BT, KO RRCEE LHEANEEE B 2, ARSI TV LMo H sk
BEFERRICIA N7 7 EARIE L CHERSG AT Lo Rk 5,

(7) DEEXFEDBH

AR EEIZ L BEECHES 2 EORBBERFEROBIANMONTEBY, 2, 7 ME—&
FEIE R D% AN HFER EIC L > TRIEATRETH D, Z 072w, RAEIFGIZEE L COXRITER%
BOY A7 LWL DR T v MEERFERET D X OEEMmE Lz, £/, IR +okd
Floxt L TR e G Aflkfe L7e 0 K 5 MR U, AR O BN 2 FRFT 2L LR
AR & R LTz,

KA G- OB Z FRFTT 5 B L 28 (8 @) 22\ TiE, ENEKRBROMERE» S
AW L7,

1303 FER TIE, XA — TNV 44 2D 5 5 43 478 8 kG Mk L, Az MEOFMFEE TH
LG 8 HEOBEEE A a7 2R CFHE, LLTRER) 1%-63.0%, WA R 27 2R
13-41.4% &, %%®%%%%$u&Lt%%f:/bu—WT%@VAwif&fﬁﬁ Exii L
72[25.4.4.1.1), F£7-, 13047 BRTIL 56 4 H 55 4728 8 ML Lt G2 Mk L, #5 8% O EIEE
A a T EALRIL -64.7%, FRPFEIPH A 2 7 B LHRIT-42.8% & 1303 RBR D 1 A4 — T VRE L [AIRE O S
Zor L72[2.7.3.43], —77, 226 READGHIMIT 4 BB TH 727, 3 mglkg/ H #5123 1T % k&
BlEERs O EIESE A 2 7 SEYMEIT 36.8, FRHIPH A = 7EB)MEIL 529 &, JEIRELUE (HIEER=T
30, FRINEPAA 27 40) REZIZEDST, 4 EE &V FHEHRNIIAF OIEH BAE A R T 51T
VAL &I LT,
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LI EDOFRERNS, AEMEOmNOMER L, POBFAERTa Yy br— /LR L~V E TR
PadrETE 2O B %) 8 THL Z b, 8HEMTHRNEILAZWEAIZIE, &KE5%
b4 L) EEMRET L Z L L L,

1LEOEEHM O B2 (12 8[) 1250 TliE 1304 35k O#E 57> &Ik L 7=,

1304 FABRTIE, 1303 FABR[FEIAEICBAME & 3 mg/kg/ H CRRALG L, RN 2 BLIIC 2~5 mg/kg/ H
OFPACTHEAZ P L2 6, KK 12 EMOREY & 2 2L ORI % 52 8 if@@ﬂbko
FREHIC 8 M 2 2 TR A flkfe L 7o B i3, 1RWHI 1[0 H T 56 4 25644 (44.6%)
W] 2[RI H T 4944 224 (44.9%) , 159%EH 3[IH T 374 % 154 WH%),MIEN%¢14
4(51.9%), 5[E1H 104 7 4(70.0%), 60H 149 14 (100.0%) Thotz, EHIEE AT IO
WTC, 8 AMX TIREAIER L7cBE D 5 5, 8 Ml & ik L CIRRIERFFICEIEHE X 27 2
B U7 pkBRE L, 1aWH 1B T 84.0%, TRH#HI 2 M1 H T 63.6%, VA 3[E1H T 60.0%, 4[]
H 57.1%, 5[E1H 71.4%, 6[EIH 100.0%, EWNEFAA =7 T, 1REH 1EIH 76.0%, A%H] 2 6]
H T 72.7%, RS 3[EH T 40.0%, 4[E1H 42.9%, 5[a1H 42.9%, 6[EH 100.0%CTdHh 7=, AEH
LUIZOWTIE, BRGNS 4 A% E CORBERMOIM & ik LT <, RIERIZ SN T
1%, BEGBMARE D 40 &, BEE 1000 12 HORBIRNE -T2, L LARRG, [RIFEIZH
BLLZZEWER (b e ) v e s 8n, SEEEKSE) (HaEHZ@EC TR L TBY, ZofoH
LU E OIS 10 205 12 B OH TR T 2 FRIZ R -T2 8 0nb, 12 BETORE
SERIIAAETH D EE 2 HZ[2.7.3.4.3],

I EDRE &LV, KA O LEME 2 a2 B K L fﬁéﬁ;ﬁf'a%‘: (83l , #ELE9 % 1Al
BREIMZ 112 BN ERE L, LrLRRs, FHICbE~TX 5T, BFoRelts
Wk@%ﬁb,ﬁ%LﬁgﬁﬁﬁbtﬁaKm$ﬂ®&5%¢iﬁéﬁk,E%;bkb&ﬁ%
e 9o Z LR < EEHMEZ TE 2T EMHFICE Lo & LEZ D,

4 RERER

4.1 EEREDE

QO AARER, HAERIAIRE (7 FE—MREROMEISERLS, 7. NS~
5. OIEZW)

4.2 REREDEDFR TR
r7.mﬁ%~®&5Jmﬁuﬁwf,7%5~@&%%Komf@,ﬁﬁé%éﬁ,%éﬁ
Nz T, ShIESUI/NRICx U CORBORMES L0 TRAIR 512 X 2 1R Lo R IRMEN G

ri%:hlilé EHIBr SN WRY G LenwZ &, | ERdLce®, HERGORITHIT ARG

HOKRNT NE—MERERUNOBETH D Z L2 WREIZ LT,
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5 ERGEREEM

5.1 BEELRERKIEDE

(10) 7 PE—MHEEREFICBWTE, U NHiEREZ G52 LB 5, w@EITHR
(CHAT DREBOUERIC L VIHET D, BADREEZEHANICEREL, AFNL-TT b E
—PERER DS U SN TR Y IR e L T DG A, R Y S N E DRI E W O
O EREFERMT D2 EREE LY,

(11) 7 P E—MEERAEICBO T, EIMEEMA~ LA EYGE, ARSI %%Lf
BLZEREE LW, T, RAFEGFICHEAT RUREICE D FERREZ A LTS
MY elEAlc L~ TCar be— 352 &,

THEED < BAN - B TE T
5.2 EELERMIEOEDR TR

(10)DEETE DR
7 PSR BEICBS O TE, RN THREO RS SRYRIEL 720, U L3
@%%&5:&#@5#,L%ia%_m%ﬁém,r%@&%_;@m%ﬁéoL#L,Uy
SREAMERN D R & UCIE, R0 E N EME ) LB O EMR B O RREE L H D DT, Tk
— VRS N ST ) SEEIR AN EEE T D A TR ATV, B L ETA
W L RERTRETH D,

(11)DERE DR

7 M —ERERBEICB VT, BEANY THEEOBRTEEND, RFRYIE L L i~
NRREGLZ K DR VKBAERERHE AT N U ERE YL X mkikrr SRAfT o2 En%
<, FLENGITT PE—MEEROENRFIZE > TS, LoT, 7 Me—MEBEEEZIE
W DI 2o TE, AFIEGET, #5FICIR O OBYUENED LR HA IR, ELHICHE
DI72RE 24T 5 BB D,

6 Bl{E AR

6.1 Bl{ERAD=E

AANIOENTORRRBRIZIBNT, AR ZFHHIES SA7ER 340 B, 5 OFEIEM A
Wil S0l 141 B (41.5%) T, BRRBRAMESRE 23 HE S -0l 160 #1 (47.1%) THo7z,
BEFOY T 4 2 2 U EARFNCEI Y i x 5V TIER] COERRRER T, 18561+ 29 1 (15.7%)
TRIEH S i, ERBRAEERE T 44 6] (23.8%) THSE Ilc, i S VR &k OFRR
MEMRFIL, VT4 2 TORELFEROEERALKCRERFEEBTHY, AFICFKFRENYEE
Z BN HRIER LK OBRREERE XA N2 o T,
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DL, KEOT MR ERE G L U ENEER BRI BT 2 EIEARBBURILIE LT
DEEBY THD,
FrE—tERBE# ENEARRBRICIHBWT, AAIZEE i 205 Fld, 16 »ORIWEMAR#E S
7=D1F 123 # (60.0%) T, TAbOFEEE 21 F (102%) , mH Y Z VU REN 18 fi
(8.8%) , MLV /LN 18I (8.8%) , SMHEAZ 114 (54%) % TH o7z,
UKFREEE COERD)

nB, Y74 I BT A - NHIK - FESHRIZET 2 KRR E TOFE KR NZE D% O
R RRATIC J 2 s B O RIE R BUIR I & LL R ISR g,

BRAE 1,929 i, (1750 ORIWERN#HE S0l 555 i (28.8%) T, F/eb OILEHEAER
& 2271 (11.8%) , JIFHEREREE 136 1 (7.1%) , % 106 {4 (55%) , #=Hk 101 1 (5.2%)
IR 744 (3.8%) , miIJE 574 (3.0%) HThoTo,

CKRIF £ TR UHFEEK TR E TOER

FF#4E 27 B, Mo ORERRRES7-0iF 9 4] (333%) T, EARbDII%LE 3 1

(11.1%) , AR 24 (7.4%) , &iE 24 (7.4%) , BUN L5244 (74%) FThHoT,

(KGRIRFE THR V1991 4 11 A 4 H £ TOHR

BRERHE 218 B0, WO ORIWEANHE Sh-oi 126 5 (57.8%) T, /26 OIXBHERER

FOTM (30.7%) , ZE 4TI (21.6%) , Mt 9 (41%) , IEHk I (4.1%) %EThoT,
CRFRIR E CROFFFAR TR £ COER)

R—Fxyh&| 361 G, (7o 2ORWERN#E SN0l 269 5] (745%) T, E72H DOITEHK
REMEE 124 {1 (343%) , NFHEREREZE 90 1 (249%) , £FE 83 f (23.0%) , #Uk 39

(10.8%) , tHAIAEIE 24 1 (6.6%) % ThH -7,

CKRBIF £ TR UFHFEEK TR E TOER

B 1,439 (i, S 0RWERNRE SN-0I1 384 i (26.7%) T, b olXimE LS
107 {1 (7.4%) , BHEREREE 57 1 (4.0%) , Z£F 441k (31%) HETH T,

CKRRIF £ TR UOFFEEK T E TOERH

BETRMEM, FFERE 54 P, [MOS0ORWER (BRBREMRT 25k BNlEshizo
X 24 Bl (44.4%) T, FbOEFLEEEMH (11.1%) , W64 (11.1%) , FHE4HE (7.4%)
EThol,

KREEE TOER)

F7O0—EEMREE 550 #iH, MO LORWERNHRE Sh-0iX 162 i (29.5%) T, E2RbHDIX
ZE AT (8.6%) , Mt 4414 (8.0%) , BHERERD 314 (5.6%) HTh o7,

(KRREEE TOER)

DRSHE, M, BRIE 25 EEHT\NEICHOV T, ERNICBWTKREE TIZ, BITEM
B 2SI & 72 2 FA & e LT g,
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THRER - BN - (B IEREPT

6.2 BlIERDEDHRFERH

EINTT b E—PEEERIZHR L CTHlE S 7 BRRBREGE I B W TS STV S EITER 2R
L,ﬁﬁ@?bﬁ~é&gkm&5 %Lf,_h%®@W%®%ﬁ’&%Lf$%@%%%&
BRBEL, BWERAMNRE L7256 T R INCE ) 25l 217 5 X 5 R A Wk Lz,

7 INREADERER

7.1 INREADEREDE

(1) Z hE—MRERICOWTE, RHVAERER, BAR, #IE, SR NI 24K
B OERRBIIEm SN T 5T, HYE - HRELROZEMEIMNL L TR0 (R
ﬁﬁm)mﬁ,:m%mﬁﬁmwxﬁ&ﬁmi6%%L@ﬁ§ﬁﬁﬁ@ﬁ%h@é&%
WrEHARWEVESELARVWZ L, ([EE] oEBR)
e B, MO EBIZ OV TE, KHAKRER, HAE RIS 3 2 28t 36T
LTV (BEARER D 700) O T, #SEE OBIRZEEIZITY, BT HEITIE
BEOWRELHSICBET L L,

(2 —IT/PNRTOZEDOREER (10~18%) 1THA 2~6%) I[ZH_EVMEHBNSH 5,

(3) — IR LR ADRIERAORBERIIFERE (35%H1) THDHA, 7o —BIEmER
T DR O R (T4 2 2 BT AR ONARKR TCORRE) Tl A (18
~32%) 1T UNIE (26~41%) THRIRNDEWEEAA LI, FF/NEToL£E (10
~18%), Al-P L5 (7%FHit%) OFBNKAN (£E : 2~3%, Al-P LH : 1%HI1%) 2k
RENoT, LIeRoT, /MNEOR7 o —BEFEFRE ISR G T 21T, U b6EIHE
HORBUZHDEET D Z L,

THRER < BN - (B IERFT

7.2 INREADBREDEDFTEIRN

INRFIZBNWT, ZOELET b E—HEREROIERDE VG THRE IS E > TER D BRI,
ELITIRBEE T bR TEY, WTLLT bE—EER~DEBNN Az B ThRe T
ERBRNENI DO TIERNEZEZ DINLD, £7o, AANTRZIGIFFA ORIEHOFEBLN
BEINDZESLHELTC, MRBEZNRE LEBERRBRZEEL TBHT, NNIS~DH
5 AR OZ2MEML L T2y (RS2 o Ko T, T2 b DBE~IARANE
HIZ X D160 EOFRRMERNERIEL ERD LM SN WROEE LW &, | LERETLH D
il O

8 ZFDMDEER

8.1 ZTDHDIEDE

(1) fEERZRFEDE « AHKIE ORI EBRITHEL SNV TWRWDR, DAREOEERERGEEND S
b= ORERDH D,
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() EHI<bh-Y PUVA BEEZS TV EEBRIZIFIE—SEBREE ICAR 2R ET 250, K
JEREDIEIY X7 PR T D AREERH 5 D CHREDKBOREISEE T 52 L,

) VT 4 2 FEHRORMAITHLAR I A =F L oe~yil FEms . 7 LEFR—L
®FEL) kb va v ORANBEINTNDEOT, HEFHKROERICEE L CEZZ 0 Fo
HEEESHT L L,

4) IR 7 —VBEBEHOERFIZBWNT, 77 F=00 EHE2EDRWE IO L
HEINTWDLDOT, AHIZ 1E EOEYICHZ DT 2B101E, BIROMEBEFORA
BATHZENREFE L,

(5) IMeEBERIERRM : M EERE OO OMEHREUIRMEmLZ HW5 2 L, (BHBMET
HLERIR D 7 — 7T Vv LD — NRILEIT - T56, Toamb v 7 a AR CREE, K
M OREIZHENTEHWEOWRERH S, )

(6) T v T, KEHIEREELZ RIS Aomgke, BO%KE), HEEHREDIK T (20 mg/kg,
BOPHEE), HEy, W EERE R OO (A mgky, ETHRG)PRO LD
WEND D,

TARER - BN - B IR AT

8.2 ZOHDEEDRDFZTEIREM
7 SR OWIRICHE N T, EAEOBHITIE PUVA RIESTON L BAR D 50,
EHIChI- ) PUVAIEIEZ ST T IR COREROIELY 2 7 BRIZHOW TR LT,

9 SE

[ E S, RHEF5E (1997)] B OB RER, BRER BTV 7 a0 AR VEE—- 7 a AR
U UBREEZE L BRI A 72012, B L BT 42(6): 921-9.
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1 JAN
BEFN 594F 6 H 21 H DEIMAHTES TUTO L I ICRE S, BHEFI594E 12 H 18 AT
5 888 (T E 5 59-22) T RIL AN S T,

(AA%L) o7 RARY
(#4,) ciclosporin

(k¥4 . B 14)
BA% : v 7 v{(@2S3R4R,6E)-3-t K2 F L -4-XAF)NL-2-AF)VT I ) A7 X-6-= ) A L]~ -2-
TI)TEZIANNN-AFNLT Y IV-N-AF )b -2 A 2 b= -3 Y JL-N-X F )b - A )b~ -T 7
=T T Z=IV-N-AF - -8 A T IV-N- A F )b~ -8 A 2 JL-N- A F )b~ -3 JL-}

g 4 o cyclo{-[(2S,3R,4R,6E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl]-_-2-aminobutanoyl-
N-methylglycyl-N-methyl-, -leucyl- -valyl-N-methyl-| -leucyl-_-alanyl-p-alanyl-N-methyl-| -leucyl-N-
methyl- -leucyl-N-methyl-_-valyl-}

2 INN
ciclosporin  (r- INN List 24, WHO Chronicle Vol.38, No.6, 1984)
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FE 17]

L4 - Bl

T ra AR KR OE O

&

Abu=(S)-2-7 X / Bk
MeGly=N -2 F VLT U 2
MeLeu=N - A F/bm A 2
MeVal=N - A F LN Y >

0
Il
[ Abu-MeGly-MeLeu-Val-MeLeu-Ala-D-Ala-MeLeu-MeLeu-MeVal—N—¢C = —‘

BIRE - WK

1. TREOIBABIEIC I 2 IS O]
B, ATRRE, OB, R, PR

HRERAIIC 35T 2 HEHEPOE B OBAR %15 S8 D4l
N—=F = v MEHVERD H 2 5HE)

T PERRE(BZ D32 H D 30% L, EIZ RS D& D WVITEAIED S S

HORFVERLRCAE,  BOEIAEMEHLARE
AR BRI (EE), JRAERES

27 v —BREGHGER BRI D DVIEAT v A Rl Z2 R~ 58)

), MRFEPERCAE,

ik - &

1. %‘E’L@%A

WE, BHE1BERAS 7o ARY & LT1 HE9~12mg/kg % 1 H 2 [EINZ45 1) TRk
H#5- L, LM% 1H 2mgkg T oW&ET 5, MR 1 H& 4~6mgkg ZH58EL T 5

23, ERIC X0 EEHET S,
2. BRBIEDIEE

W, B HERIAS Y7 RRY L LT 1 HE6~12mglkg 2 1 H 2 [FNZ4 1T TR

Hig5 L, 3~6» Ak L, Z0®%GKxICEELPIET S,
3. HBHENES

WE, BE1BRINADLY 7 AR o LT 1A 4~16mg/kg & 1 B 2 BN TR
OG54 %, DSR2 IChoE L, #MERfEIT 1 B & 5~10mg/kg 2187 L+ 5%, ek

KU EEEERT D,
4. DFBHE, FHFBHE, BERBEDISE

WE, BHELAMNAO Y7 AR & LT HE10~15mg/kg % 1 B 2 B2/ T TR
A5 2%, DIEIR2ICHE L, MFrald 1 A& 2~6mglkg 215 4E L+ 573, f”bk iy

Y E T S,
5. A—FIyMEDIHE

WE, YA RY L LTLHRESMgkg Z 1 B 2B TROKEG 2B L, DL
%15 AEIZ 1B 1~2mg/kg T E X X ET 5, #HEFFEIT 1 B & 3~5mglkg & =%

T DN, FERICE Y E T D,
6. BLWDIHE

W, 1 A& 5mg/kg & 2 [\i25y Tffxmi‘&ﬁﬁ“éo ZhR NI BT
H Img/kg 320 L, HMEFFEIT 1 H & 3mg/kg #HEHEL T2, 7ok,
W5,

1. BERRMENDSS

WH, YZ7uAR) L LTC1IARG6mMgkg & 1 H 2B/ TROKST5, 2k,

JEIRIC &0 B EIRT 5,

X1y Amic
fﬁt J:D‘r%ﬁﬂi%
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Fio, BFHBENEWEFE OGN RIGIERDIRNEGEOND W RERH L Z LD, H
e UCRIFHIMNS 6 » ARMOBEERNGETDLZENEE LU,
8. RTO—CERENES
WY, Y/uARY L LT TROARS 1A 2T TRAKREST S, 2k, MEIR
WX 0 TS,
(1) HHEEIFEFER O EG]
ACIE 1 B & 1.5mglkg 2% 545, £/, /NEOFEICIT 1 HE 2.5mg/kg & #&59
Do
2) AT A FICHEHUMEZ R TRER]
B AICIE 1 H & 3mglkg 2% 545, £7-, /NEOFAEICIT 1 HE 5mg/kg 28535,

B DR E JEH| 3K JEAA - S5
feE EIE S JE A - )
WG ARG | TR - B
milRa R OER | Al
R FA—F VN RIE(1RGOML)H > 7 0 2K Y v 5 g FAT)
FA—Zn10mg B 71 I TREAF 7 B AR 2 10mg FH)
FA—=F N 25mg A TEA(1 AT RAF YT a AR Y 2 25mg EA)
FA—F )V 50mg B (1 BT RAHF L7 a R Y v 50mgEA)
A LDsomghkg | #% 0 T Bt e i Ik
v A 1855 - - 134
Fvh % 1486 202 138 28
RIVEH Bl GIER], E NE S
BIVERRIE  60/135=44.4% PR A F 3B 73/135=54.1%
Bl o> Ff%E 3 R R A ¥
M - - i 18 Al-P 5. 20
SR B IRE G 5 PRI F5- 19
LRIN[RZ 4 BEaLATE—L 17
%% 4 % 3~ 27" %> 7 METF 13
y-GTP L7 11
M) Z UtV FER 11 %

YT a4 a2y /v uXR Y RN DO #h 2 B GRER]ENAEG]

RIfEFAZIEER 29/185=15.7% FEARMRAE B F Bl 44/185=23.8%
BIIVEFH oo FE G B R A L G
MFE E5 - EifnE 7 BUN L5 10
VT F=r LR 3 GPT L& 9
T 2 SRR b5 8
HRE 2 v -GTP L& 7
i3 2 GOT L& 7 %
IEEERE 2 %
N BARTFNH A F—Hath R - 85 A
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GEM - ZE]

{b54 - Bl
Abu=(25) ~2-7 3/ BB
MeGly=N - A F L7V v
MeLeu=V ,; ;/5 = 5 D
MeVal=N - NZaWIVS
M ’ .
Il
Abu—MeGly—MeLeu—Val—MeLeu—Ala—D—A1a—MeLeu—MeLeu—MeVa1_N—Ci —=(
1. TREOIEZBMEIZIT B kSO O HH]
HRNE, TRNE, OBHE, RhE, TERHE
BRI 31T 2 HEHME RS B OBAE e 15 32908 O #11i
N—F v MNE[REROH 5355)
ZheE - 2hE SEEERCE N EH D 0% L, EIZES SO H 5 WIEREOSRE), IBEMEGR, &
FEMEALRZAE, BASE LR
AR BME M (EE), RFERE
X7 0 —BREGERERIFR RS 5 WVIEA T v A RIS E2 =T 56
. 7RG R BEEERE T B D VB
1. BEBEDEE
WE, B 1HAINSY 7 ARY L LT 1 HE9~12mglkg 2 1 B 2 BN 1T TR D #
5.1, Dt 1H 2mg/kg T o&ET 5, HEFFEIL 1 H & 4~6mglkg ZAZHEL 9578, SERIZ
LV EE T 5,
2. BHBEDIGE
W, B 1HERINSY 7 RRY L LT 1 HE6~12mglkg Z 1 B 2 [EINZA T TR D #
51, 3~6 % AR L, TOBKBLIZHEELFIET S,
3. FRiEDIEE
W, BH1ARNAS Y7 ARY 2 LT1HE14~16mglkg % 1 A 2 B2y TR O
B35, DGRAIZEL, MERFEIX 1 HE5~10mg/kg ZAE%H & 3523, ERICE D #E
HERET 2,
ik R 4. 0FBHE, ITSHE, BBEDSEE
W, BM1ARNASY 7 ARY 2 LT1HE10~15mg/kg % 1 A 2 B2y TR O
B35, DBHRAIZHEL, HRFEIT 1 H&E2~6mgkg ZEHE L3523, ERICE D #E
HHET 5,
5 R—FryMRDIFE
W, YZuARY L L T1HESMgKg Z 1 B 2B TRAKRSA2BBL, Ukl
B HAIZ LB 1~2mglkg T oW E IR T 5, MiRFEIT 1 H & 3~5mg/kg #EHE L5
23, ERIZ X0 EEHERET S,
6. EEBWDIGE
WE, 1AESmgkg & 223 CRAKET 5, 2RDALONILEEIFT1 » AEIT1A
Img/kg "ok L, HMEFFEIT 1 H & 3mg/kg ZiEHEL 35, 728, MERIC XV @ E KT
50
1. BEFRRHELDBZES
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WE, Y7uARY L LTC1IAREG6Mgkg & 1A 2@ TRAKLST S, B, ER
W2 & EEEEET S,
F7, RN EOEE O N BIARIGEDENG O AREER S DL Z b, BR
ELCTRIFHIMMA 6 » ARMOBEEZRNGETDEZENEE LV,
8. R 7O0—HIEZREDISS
WE, YrmARY e LT TROMAEL LH 2EICH T TRAOBET S, 2k, fERIC
LV EEHET 5,
(1) HEEITFEIL O NEF]
FAICIE 1 H & 1.5mglkg 2% 5325, £, /NIOHBAEIZIT 1 HE 2.5mg/kg #8557 5,
(2) AT uA RICEYiM: %2 R 9ES]
FANIZIE 1 H & 3mglkg 2 4% 532, £7=, /NIOHAEIZIT 1 H & 5mglkg 285325,
9. 7RE—MEEXDHE
M, EACIEY 7 r AR Y & LT Hifk3mglkg & 1 H 2[NS/ TREO KRG 5,
7ok, JEIRIC LV EHIRT 228 1 H & Smg/kg A2 RN L,
B DI E
T4 OV %)
By - i
I
1. HAEERERE PNE ]
BIEFAZHE  60/135=44.4% EERMA R 58l 73/135=54.1%
BIIVE S oo fidE %5 i PR R A M R %k
ME 5 - & E 18 Al-P |5 20
TR R S 5 SRR b5 19
YN RS 4 WhalLATFa—)L 17
%%E 4 miE~ 27327 HMET 13
vy -GTP 5 11
rYZUkY RESR 11 %
2. Vo4 2ar /v a AR CREARAKIN S OY) Y #a 2 B EER], E N ERF]
BIVEFASHE  29/185=15.7% EERMRAE R B 44/185=23.8%
BV o fEsE %k Vi PR R A M R 5k
ME 5 - & i 7 BUN L& 10
B JLVTF=r bE 3 GPT L5 9
& T 2 R -5 8
HrRTE S 2 v -GTP & 7
i 2 GOT t& 7 %
IEEMERE 2 %
3. T hE—RER
[E] PN il A 5 Bl el
BIERHMBIEE  120/205=58.5% HRAMRA (R E KBS  85/2056=415%
BIVEH o FEsE Bl% R %%
EEAR 16 mwd U Z VY R 18
BFEE 8 Mg e Y L e HEm 16
B 7 TI9=v T IV AT7 27—V 9
B 7 M~ 7% v L 9
R VKBRS 6 I 71 PR EEEE AN 8
R {3 B A 6 & [ EkEHIN 8 %
e ST 4 A 77— KRRt

Z
%
pais
=
m
=
=
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2 548

EFE -PiE - £E - 20 HE EhES
41 HAHER 3 41
42 EEHEE 3 4.2
42,1 B3 ER 3 4.2.1
4211 BHEEMTHES 3 4.2.1.1
] 3 42.1.1-1
I
Neoral®*®>7 FE—MEBREET A~ T2 (NC <7 R) (LBITS
ERRCITHERDE BEREREEE
(#4553 % B010880/DP01-C02]
EREH: 2!&_5.)3 .EI
422 FEhEreEs 3 4.2.2
BRI L
423 B|HERB 3 | 423
HLEEI L
43 BELH 3 | 43

LB L
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3 E58

FEH -FTE - BE - T O

HEES

51 ZBLSEHAR

5.1

52 BIFRABE—RE

5.2

5.3 PEEEELRUEEEHR

5.3

531 E¥MEHERBRES

Hea | W] W] H=] A=

5.3.1

Bk

SANDOS PHARMALTD

A Study to Compare the Steady State Pharmacokinetics of SANDIMMUN ®and
NEORAL® in Patients with Atopic Dermatitis

[Study Code : OL10901]

Rt & E Rt @ H B

5811
HEEE

532 b MEFEEE A -EpERBEEORRBHRSE

532

HEERL

533 EREMBE (PK) #RBEHSIE

533

ST A T —w Rt
AR T T LN SR AR TN Sk 0 |

[Clinical Study No. O1.10901,226,1303,1304 38|

(FEm A Z(E.E .EI )

5.3.3-1
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A Multi-Centre, Double-blind, Randomised, Crossover Study to Investigate the Efficacy,
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Severe Refractory Atopic Dermatitis (Eczema)
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A single centre study to investigate the time to relapse in atopic dermatitis patients
treated with an induction course of 5 mg/kg/day of Sandimmun® for 6 weeks.
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A multicentre study investigating the safety and efficacy of long-term Sandimmun®
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Open, randomized, long-term, optimal dosage-finding multicentre trial with
Sandimmun® in severe refractory Atopic Dermatitis (eczema).
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SANDOZ PHARMA LTD

A single centre open study to investigate the efficacy, safety and tolerability of
SANDIMMUN?® in severe refractory atopic dermatitis when given at a dose of 5
mg/kg/day far eight or nine weeks
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