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I. SIEICEHY 51EHE

1. ARORE

1984 4, BRRIESL(ELT AT 7 Z)NIAARE Streptomyces tsukubaensis OGHFEM & LT, 7 R AKRY
(CsA) L V#9100 fEWEMEZ RT X 70 ) AA(Tal T NEeRRL L, 7077 71% CA Lide B
2 oA G OB~ 7 n T 4 NMEAW T, T MRS 2 B RA0ICBE 5 2 L IC X v s 2t
PHERZH L, B Ccofx OBMEET LV CHEIMENHER SN TN D,

DORENCBT D7 v 77 7 OEREAIE. 1990 4 6 H 25 I S 7= ARy FFREAE O BE AR FRER (206 &
0. FFBAEE O SO Em WA A2 R T2 ERE LN E o7z, £72 1990 4F 12 A0S EhiR
1% DR %18 ZIH(EL N GVHD &) O T8 R ONAE Z BRY & U7 BERRBR A 4G S 4172, GVHD DR
FRICEA LTI 1993 4E 2 A £ THEMi S CsA HHIHEOIER 2 & ., ICIBRFENZ2NWEE 2 bRLDR
OP TR EENE SNz, —J GVHD O TRHICE LTk, T 0% 1997 4F 3 A £ TEERGEORKR
. CsA & OHREER 4 Ehi L, AF 02N GVHD #1520 5 23 B B E R D Jr - 7258/ K & L CH H
ThodIEDHERINT, EHIT 1990 4 7 H )b BEBHO KRR I 7, CsA [FEE, BBA%Z O
FEHE S OIHI R W THERRIERTH S Z & MITIERIED 72 W BE AR R IREIM:, BEFIa R EIEH
B ORI 2 Ry LI T2 2 & X0 BFHIEIRICB W T O AARERITH S Z &, E728 THRBRICHZ A
O NT-BIEF OBHGHE NS EHMIIC L AN TH D Z L ER R ST,

FRASEICESE, Tu ST 7 e, FEFHRIT A ST DSOS O], B RBEIC ST D
FEHE e 18 298 DRI I OB 35 1T DS O 2 e T3 & LT 1993 44 A
2 H, 199447 H 1 BERU1996 44 A 16 HIZAR I Nz, S OIEBIBME% OGN GVHD T
BH23 1999 4F 4 HIZAKRE S 4L, AU THIEX IR R %Z GVHD O 7 L IREEZ S bR T 5E
BERAE I Z 30 1) B FEAESOE S OB 515 90 OIS A S iz, 728, BEARB O & O GVHD i5
FRICB T DENFIOHEROHEIE, 11 [\ 0.05mg/kg & 4~12 BT T 1 H 2 BIAREHE] Tho7z
N, BEMHEZEZEB L CE— 2V IBEZEKSMA DO KRFEDORHET 24 BREHENTON TWD 29,
1[5 0.10mg/kg % 24 FE T CRMERE] I[CEFE L,
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(23 1F D FEAESOES DO NI 2 S RE AT R R D MGIRIN B EN D L D o7z, #7 v ) AR ITSE
TOBRKRBREI BV TINOIRSBMEICH L THERATH S Z LRI TEY ., ENICBWTH [
A 122001 4£ 6 H 20 B, THiRBAE) 122003 461 H 31 BT, TEBHE] 1X2005461 H 19 BiC, £/
UNBREAE ] 132011 427 H 26 HIZ, ZAEODBHEIZ IS T DS O Iz 3817 2 FEf SOG
OB F1F 2 FEHE SO D I/ BRI 31T 2 FEfESOG O PNl &2 ZhiE X3k & L ¢, #%ib
DRI =G T_XTOT s T 7H-AN SOV TRRBE T,
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<, BB, BHBEICBWLTCH/NEREFRZDRNLTHEET D, TORE, NRIZE->THT'BLD
RAIREEZ S SBANH D . IRABEBERLDR2NZ LT 72 CIIAEREITE LV E O/
ESE R S, DNRARAIOBRRRENR RO SN TE 2, ZOERISZ 572042 ORA ZE L.
BRI FERIA 2 BRR T 212FE D | 2001 41 B2 TS, 'l BB 122V T, 2001 4F6
A2 DOBAE) [220 T, 2003 4 1 A2 THiHE ) (220 T, 2005 4 1 A2 THERBHE ) 122\ T,
522011 47 Al VNERBAE) 1o\ T, B 7B - FEEHR & RO [RESUIshE ) R OY THEK
O R CTEARBINT,

—Ji, BOSERERBICK L TH AN S, B COEEMN B IEET T IO TEORRBHE
STz, ERIREEBRIE 1997 25 A0S | AR HZE OIRFEICB W T, A7 A REIOEGIZE > THRR
F43. XAFEWERIC LV AT 1A RAITOIEEEDS R #E 7 4 By B HOE 7 16 )5 AR 2 3P G e S v, £ D
HHMEPHER S, £ 2T, 2000 4F 9 A2 I8 B EE 7 8D 6E (M iR H % ORI IckB W T, A7 m
A RFN OG- DEA A+, XUFEWERIZ L0 REEZR G5 BTk e Lo s o7 h 7L
0.5mg * Img THAGR I, 5122001 4F 6 AIZIFEERICE W THRRB SN, 0%, 2006 42 Anb A
T a4 FIERUE. & 2 W IXHIRIERGER O B T B 1 E B8 2 MR R R 2 50 L 7= /50, 2 ho o
BEITK L THAFOAFMENHEZR SN2, 2009 4E 10 A IZBERNRE T3 B4 & ob 5 “ B i S iE”
ERRENIIIRE LT /T 778 0.5mg + Img, FEKL 0.2mg « Img CRRINTZ, B v~FIZ
xFUCITEM) COBEEIRET MZBWTE ORI RS ST, BRRERIL 1993 4 1 A BG4,
Z ORI EDIFBIFRICEB W T ORE BEMPERT Y 7~ FHEDMARD) DD 72 £ b 1 Bl THRAR+ D72 BE



1. SiEICEY SER

R L CH A HMEDNHERR S 72728 .2005 424 A IZIT<BIER U 7 ~ F(BEFIRIR COIRAR+ 08 1CR %)
EIREIIIR L LT ST 7 72V 0.5mg + Img THRR I LTz,

Flo, =T ABRITK L TEEY TOBFRET VIZBWTZEORENHRE Sz, BARRERIX 1999 4F 3
AN ATaA RETTIIRFERER L — T ABRBEZXNGICER I, 20F AMEPER SN,
2007 4F 1 AIZV—T RAER(AT v A NAIOEG NIRRT, IIRIERIZ X0 N0 5E58) % 2hhe X
R E L TTu s T 77N 0.5mg + Img THGR S Lz,

TEISTERIGRICKT U CIZEM CORIEMEIBIEBE T MIZB W TEFOENESRE ST, BARRERIL 2001 4F
2 AN B BALAE X, PEIE~BEIEOEEIRIE(A T 1 A FIRBIME, 27 1A NRIEVE)EEE RG2S B okt
L4 AVEDSHESR S 7= 7=, 2009 4E 7 A2 HEHAME(A T v A RIPIE. 2T oA NREME) OEEHHIES
KIGR(FEIE~FEIEIZR DY ZEEX TR L LT a s I 7 h 7L TERB IR,

LI - GRS A DT DRV M6 LTI H B R~ 7 XA OMEMWN K TT VRO~ 7
Z o f PPEETT VB TEOIERNBIE ST, BRI EIEEE & LT 2007 4 8 And
Bkt S AL, SRMEFK - EDHRICEOFT 2 MEMEMZBE I3 27 AR fMEE S Lz720, 201346
RS RYERR 2 « G RICEOFT 2B MEMR 2 e IR e LT o e s 7 7 7 &/ 0.5mg* Img
THRRENT, Tr 7T 77 vME & 17 E R AHFT7(2016) & 0 INE S vz,

F7o. FEAC PS MR RS ARRRIBRHIIE(— %4 © 7 7 R T e OGRS, X7 U AR
KFW % & A9 5 ERAERSEE AR OB G, 7277 LERBEERANIRR OIICHOWT, EA S X v #
ARG EEH A AR (—ARHPEFE SN b, 7T ar T 78 7 R OERIIZ DU
T—ZEHFEEATU, 2026 4 6 HIZHIRUBAEIZ Y 5 905 RS DI 2 2R TR & L TORRB STz,
AKX, 1993 4F 11 AIC MERERBAEIC T 200 <18 IR OTRE ] KO BRI 2 HE OGO
fill. 2002 412 AT Th—TAER(AT oA RRIOEGPDEAR+S5r, ATEWERIC L0 REER5GE)] .
2008 4 6 AIC [EAEMMESGE] KTV 2012 429 AIC TR « RIEHRICEOFT 2 MBS 0%
BTN R I W T, A EERLOEEZZ T T b,

2. M ORERFHHYE
(1) TBHEEE
1) in vitro \Z B W THEMESUG O EEH Td 5 THIFRIEMELIZ ) L TR < 0B R 2 EEH 26 7 5,
( [VI.2. Q) EXNZEMFITHHBRBE] OB
2) ffENTCY 7 e ARy oL E—(ru7 4 ) NElTel &b 11874 —(FKBP) AT %,
( TVL.2. () VERBRLL - VERBEF) DHBR)
3) ¥ B ARV AT ARG IR ISR B BEAR LT k2 ARSI BRI R G5,
( [VI.2. Q) BENZZEMFITHHBREE] OHSH)
4) BAElgER 5T HEM SN A B O 22l 2T MEIL, HEER Ty 7 r AR Y 0D 3~20 5 Th 5,
( [VI.2. Q) EXNZEMFITHHBRBE] 0TS
5) REIMIZRE S AP ZEME 2 Bh 13 2 &4, AFla o s (ET 2ERZ2A L, ZoERAbY 7 X
AU XD HiERy,
( [VI.2. Q) ENZZEMITLHHBEE] OS]
6) GVHD EF /(=7 A, T v MIZBWT, ¥ 7 0 AR ATHA 15~30 580 HEER 2483 5,
( [VI.2. Q) EXNZEMFITHHBRBE] OB
7) BE. B D Bl R OV % OFEMESOS TR U TSI R 2 R L, MWASER OAETF
rRT,
(V.5 D) AR KO TV.5 ()20 OHESER)
8) ALY DM SIS LT H AR TH 2 (& OB EAH),
( TV.5 Q) AERIGERRER OHSHR)
9) AT A NOHEE - Bl ATEE T b D (IF L O B ),
(V.5 Q) AERIGERRER] KO TV.5 (1) ASMBRITRER 0ESM)
10) BRI O T4 ICE K8 % I T grade [T LL_E DR GVHD OFE B % LTI 72 Il 2h 2358
LYY
(V.5 Q) AERIGERRER KO V.5 ()1) ASERIERER OHESMW)
11) 7 v ZRY ARGUED 2 & OMENE GVHD IZZVR RO v D,
(TV.5. (O1) BAMERIFRER) OESHR)



. BEICEY 5EE

(2)

(3)

12) S GVHD FIER NGO GIZ XY | BOWEENG LD,
( TV.5. Q) AERIGERRER OHESH)
13) AFBHE £ CORKRBR L O TR % OFRE COERFIER « BARRAMES X, BYYE, BEE, &
B SRR . BIRBRIME, mh Y U AMECTH - =, B L OB L),
( VI 8. (2) Z Dt DEI/EFA &L B BRI B & CBARAERT %) OHESMR)
14) HilRZ OMAE TOERENEM - R AR X, BYYE, BEE, &b, &=L 27 82— VilfE,
AR R FEE T > 72 (0 il e OERSHE),
( TV 8. (2) Z DD EIVEFE & B BIEIE R BB K OEAR MR AE R —& ) -

Nid

)

EEMHENE [HTHEIL0.5mg - Img, EERIDHAZNH]
1) TEREFMHIESE] (3T 220 SUTR R A W) THUS L7 EmHAl b 5,
2)1 B 14 &#ES,
3) T A OTEMEAL 23R S s BINAICHNEI T2 Z LIk 0 7 B F v 2 U U BWARGUR D PEAE % i)
T 5,
( TVI.2. () B H#E(TITBHEBRRE OHESMH)
4) FESEAREEVEICEE D FIERIC 1 B 1 B E CHRESRNRD LN D,
OQMG A =7 ({5 1) OF M FEAR) + MG-ADL A = 7 (H A IG5 L O R FEAR) O BB IR T & 5.
OGP 7D EHRo NFEIE R 2 272 < SN TWIIERI TRBAIEIR N FIRE L 72 5 72 ¥ QOL D[] L3
HFETE 5,
( TV.5 Q) AERIGIERHAE OHSM)
5) A7 A ROBENPMFFTE 5,
( TV.5. 1) BNMHRIARR) OHESH)
6) KRR E COMKREBRIZIT 2 BERRIEH - BAMRAE R IL, SWHEEE, AmEkiEE, &ifE &k O
TR, REE. U BRI Th o T, TG OFE ST D EREIWER « B AR 1L, S b,
HMERHE 2, U NSRBI, T, BERB AR OS2 L AT m— LIE Th o 72,
( TV 8. (2) Z DD EVEFH &5 B BIEIE R B K ORI R — ) OHBMH)

BEETY o< F [HTEIL0.5mg - Img DHEEY]
D1 A 1HEYREEE,
2) T MR DTEMEAL Z 035 Z L2 L 0 . EEHESER 7 (TNF)a, A > % —1 A % (IL)-18 DV IL-6 D
PRIEMY A NI A VEAZIHIT D,
(TVI.2. Q) FEHDHEERMFTIHBRBIE OESH)
3) Vo~ TEHET VBN CTHEIMEE RT,
OF v bad—rrEfiRIZBWTRIET NE - EREZKET 5,
OA BN BLFH— FNMIX)DN I ERERVIEZRD T v b7 Va3 MNEFIRICK L THEHTH Y |
SEMARR T O IIEMEY A N A EHT 5,
( TVI.2. Q) FEHEZRMFTBHHBRBRIE OHESMW)
4) AN MLFH—MMTX)Z XL & T DRBEMVETLY ¥~ T3 (DMARDs)ZR A+ Bl LTH
HTH D,
( TV.5. Q) AERIGIRRAER. (V.5 )1) BXMURRIEEAER] XK [V.5. 6) BF - RERGKER 0HEHEM)
5) FEAGEEMEDIRIE L 415 CRP R ORILEZ X LD ET5KEHY v~ FES(ACR)EFHEEEB D% <
I E 4~8 HZRICUGE L, FHNCHRNBEERT 5,
(V.5 DO1) AR OHSR)
6) MG ICB W CHIEN T D,
(V.5 (4)2)RE&MHER) OESMH)
7) ARRFE COBKRBR COERENER « ARRAEMEERIL. BUN L5, 7 L7 F=r ERZEOBHKEE
AR, B, TR, BLEOWELERE, LN HbAlc L&, A 55 O EERE Th - 7=,
TARYSE X, EIEERE, A, TS Th o, TIREOREES BT 5 ERRIER XA M
EREOE N, NAG L5, BUN k5. B0, HbAlc BE5F-. BEIRTE., TH. BHEREREE, U o EsRED
R g rzarsua7 ) HINTHo7,
( VI 8. (2) Z Dt DEIVEF &5 B HIEIE R B K OEARAERT %) OHEBMH)



1. SiEICEY SER

(4)

(5)

8) RMIEGIC K DRWEMOREIBEIMNTIT L A LD B,
(TV.5 (42 ZEHHER OHESM)

IW—TRE% [AFEJL0.5mg - Img DAHEZY]
D1 A 1EYREE,
2) THE D DY A N aA VPEAEZIHIL, BOPURDOMELA, EEAROTER & % ORERIB~DIEE,
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TEAFBE LY —ERFENEF SN2 0D, 707 T 7 8 TRV K OERIZOW T —E R 21T
W, RIEIZZ 7327 me VOB FIRLESRT 5 L HER LT,

<SMRAFSHEIZfE S RERISOIMF > [HERID A% ]

5.3 T EIRG A2 G 2 EHR N, EREES L OE A ERS R O AR S OB\ NI DWW T (5F
6 4F 5 A 31 HATEFIEIESEIH 0531 55 1 5. EIEWEI 0531 55 3 5. [EILI 0531 5 1 5)ITHES X, H
FRBAE I L O S SOS DOMENZ W CIE, & MAIFR)IPS AALE LA Y — b OB T & 2R
Ly 9B Lz, 72, FEHEC PS MR R 8 eRRETERMIA(—i%4 © T 7R 7 k) DEEIC
PN, 7 a ) AAKFIME G T A EERAERBER DA O B3, 7272 URBIMERFNZER <OHIZo0n
TEAPEE LV —EHENEF SN2 b, 700 T 7 P FOERICOWT —ZE R 21T
W, RIEIZT 7327 a v VOB FIRLESRT S X 5B LT,

3. RERUVAE
(1) AZERUVHAZEDMHRESR
<EBBEDBZE>
WEL, IHNCIEZ 70 AR LT1E0.15mgkg 2 1 B 2 [BREA#KS L, Lk, HRe &S5, f
FPEiT 115 0.06mg/kg, 1 A 2 BEIREAFG-AAERE L T 205, FERITIE U TEEERT 2,
<HBEOHZE>
WE., I 7 ) A2 LT1HE0.15mgkg 2 1 H 2 B O#& 535, Lk, el L, #
FPEIT 1 H & 0.10mg/kg ZHEHE & 3228 SERITIS U ClEEHE T 5,



V. ARICEY HER

(2)

<IDBEDBZE>

WE, IENCIE X 7 e U A2 LT 1E0.03~0.15mgkg % 1 A 2 [BRO#K% ST 5, £7-, HilO5%R
BBICAK OG- 2 BE+ 52 85A120%, @, #2270 ) Ax L LTI [E0.075~0.15mg/kg % 1 B 2 [[]
BRO#ET 5, Utk BRI U THEEHEE L, ZE LIDIRENG O N2 %ICIE, e I2BEL T2
&R THERFT 2,
<IBHEDHZE >

W, NI X 7 e U A2 L LT 1A0.05~0.15mg/kg & 1 H 2 [k O#& 5925, Lk, ERIZST
THEHEE L., ZE LIDIRENSE DN -RITIE, e lCBE L THRD & THERT 5,
<EBEDHZE>

WL, ENCIEF 7 e ) A AL LT 1E0.15mgkg 2 1 A2 BIROKEGT 5, g, hallBELTH
Shie /b B CHERFT D,

<IMNGBEDISE >
WE, I 7 ) A2 LT 0.15mgkg 7 1 H 2 BIRO#KET 5, L, tha CBELTH
N/ DB CTHEFRFT 5,

<BHBEDHZE>

WE. B HMEV X270 AL LTI 0.06mgkg %2 1 B 2 HRO#%ET 5, BREOHIIZZ 2
2 ARELT1E0.06mgkg 2 1 H2EREAEE L, Uk, e IICET 5, 70, B & HE 5
HHBICAR O ZBMGT 2581203, @%., ¥ 72U AL L T1IE0.15mgkg % 1 B 2 [BFEO#&
595, 7B, ERICGEC CHEEEIET 5,

7E. AFNOROFGEREORIT —ELTELT, BEICLVEAZEND DO T, MHPREDE VA
D REIE R ONT 1L i B2 M S B D FEHE BUS K OB et fig 98 DR B2 85 < 7= o0 . BRE ORI
CTiEAZRE L, T 7 L~Ul(trough leve) DI EEAZBEIC L CTHREBLZHE T L, 4
(AR & D\ I G- BIAATE 4 IR I R R BRI E 21T 9 2 E N E L, d, IF b T 7 RE
23 20ng/mL Z# 2 H IR EWSEES ., BIEADEB LT 20 THET L Z &,

<EEMEBHEDEE> [ATEI0.5ng - Img. BFRHIDHAZH]
WH. RAIZIEZ 78 ) A2 LC3mga 1 B 1 EAYEBRBICROKBET 5,
<BEEYIIRFDEFEE> [ATEI/L0.5mg - Img DHEZH]
W, RAICIEZ 78 ) ARXELT3mg % 1 H 1 RIYBZICROKSG TS, ok, ®EEI2IE 1.5mg
Z1H1EYEHBROEGLGHE L, ERICED 1 H 1[E 3mg £ THETE 5,
<IW—TRABEDZEE> [ATEIL0.5mg - Img DHEZH]
WE L, RAICIEF 70 ) A2 LT3mg 2 1 H 1 EYEBZICRAKREGT S,
<BBHEXKBEDIGE> [hTEILOHZH]
WE L AR, WENCIZZ 7 e ) AR & LT IH0.025mg/kg & 1 B 2 [BE&H% KO B%ICRO%E
T5, Ltk 2 B, BEEmT T 7H#EE%Z 10~15ng/mL & L, M hT7 7EEZE=X )T LEND
G EAET 5, BB 2 LRI, BAEMm R T 7RE S S~10ng/mL & LG EEZRET 5,
<ZBHERMHKX - RERRICEHTIEEEMRDEZEE> [(HTE/L0.5ng - Ing DHEEH]
WL AR, WIEINCIEZ 7 U A AL LT 1A 0.0375mg/kg & 1 H 2 BIFA% KON BHICRA#&
L4725, Uk, BHEEMHP T 7EE% 2 S5~10ng/mL & L, i FT7 7iEELZ2E=41 7 LN b5
BEHET 5,
<MRRFEHEIZ 1 5 RERIEDIH DIZE >
TR 7T a VOB ICES T 25512, 77327 v o BiELOH & SUIER HIEICES
=EMAT 2,

RERUVRAEDRTERE - IR

<EEMHEHE>Y

BEAGRANRE AT AR 2 AT 2 BRIT 50 U 7= i1 35 TAH AR, R4 5kl ) OV 98 1% 0 L& IR GE 12
HEE2EIC, ENERRBRFES06-CL-0601 785k, F506-CL-0602 55k) % 52 1} TR E L7z,

BE/K BB IN L 20 U 7= Al 120 1L AEGRER . R I# 530 & OV 7814 0 SUE IR 7t R AX 12 35U T 3mg D
1 H1EL, YEZICROFESICE2AAERRD LN TEY, ERAREWERITHME ST,



V. ARICEY HER

] PN i PR 3B (F506-CL-0601 55R, F506-CL-0602 RER) O, BEAGRIARE I3 2h o BE LML Y
L7 WEIE B PERE BV THL RN MR S, A2 /RLTn5, (V.5 (1) Qv)EIEF
HEE)] KON TV.5. (4)2) OFEIEFMESE] OHSM)

*BE K FRZNRE I3 N H---2000 4 9 I AH TR S iz Ta gy M By i 28 /0 (i % OB Ic W T, 2T 1
A REIOEE PR+, AIRERIC L 0 R85 6] 28T,

<Bgi o< F>Y

BIAH A 1y FMRBRGABRE S 61), AilE IHRBRGRE S 62, RBREE 6422510, BHEIMH
ARG 7 63), KOG MAHRABRGRERE 5 RAOL, #BRE 5 RA02) 2= T TREL LT,

B T FRBRGRABRE 5 64)I2B 1T % 1.5mg it 3mg @ 1 H 1 A4 BHREO#KGIC LD 2ZeME0R
M. 65 MLl LD mEEE OMER ORI 1.5mg/ A b5 28 L, ZeMEICEE LN BIERIC
Ji U TR 3mg/H £ THEAREL R E L TW 5, (15, () 1) Dvi)a) ik 5 11 HEH B BROEE ).
[V.5. (4)1) @viyb) [ HIZE IFH A S BEHER(F )] L TV.5 B)6o)DFEmE e DS

<IW—TRBH>Y

BEI) o~F TOREZE2EL LT 3mg @ 1 B 1 BIYBEROEEZ VS THRBRGRBRE 5
LN91), 5 MAHRBRGRUERE 5 LN02), KOG BRGRURE 5 LNO1, #UBRE S LNO3)IZ W\ T,
BN HER SN Z L aZITRE L,

N—T ABR L OB U~ F OMJFRREEI T T L~ 7 22 X DRBRICEBW T, 1ZIERBRO & 5B TR
EOHIEIRENTNDE ™, (V.5 QT V—F 28] KO V.5 4)QyilyL—7 A% OIESHR

<BBMHXEx>Y

ATHIES AR GAURZE = UC03), % H15 T AHERBRGURZE 7 UC04) K NEWNIZ 1T 2 Ak T D224
MR A2 2B, BIHRBRGAURE S CL-1107, RBRE S CL-1108) 2= % E % L=,

ATHIES ARG = UC03), W15 T AHRBRGURZE 75 UC04) K NEWNIZ 1T 2 BARTHIK T D24
PERGHN S REBRREICL 2B GEEZRET I EbICmMP NI 7REEZE=2 1 7 LS B4 54
THHETHRET D Z ENfERESNTZ, (V.5 Q)8)IEEMERGEKR) . TV.5 (4)1) Dviii) &5 K5
%) . TV.5 (D)) Qi) EEMERESR ) LY V.5, (4)2) ®IEEMEKRGR ] OHESHR)

<ZHMUHKX - REMRICEHT SMEMEMA >

WAL - ENERRIFGE 11, Btk CoRZeT — & BARO H CAERBIZB T 2 R8O &L S
BICERFEIRRE ST ROE LT,

WA - EPNEREEAFZE 11D Cld, ARFNE 1A 0.0375mg/kg/H & 1 H 2 [BNZ0F CTREOEEZBRBE L. £ D
HITAM A kT 7 5~20ng/mL O FEPHCERHF OGRS O MEC HES & B 5 B4 i L2 2k
B L Tz 7o khic 2 B9 5 FRITBO LT, AENHER S,

B CoT —X OEME Y, MHREMN 20ng/mL LLETRFE S 7z & & BRSSO BB
FEDHIN RS STV D, (TV. 5. (3) 9 FEMER 2% - B Wi RIZEDFT 5 M EMERG % | L O V. 5. (5)9)
ZIVER R - B RICE DT 2 B MEMI% ) DIEBI)

4 RERUVRAEICEETHEE

1. AERUVEEICEET 5

<%hEeHE>

11 MEFR D& 7 0 Y AZADSL < TRIMEKE NI T 5720, KHIOF 5 &2+ 2813 4im
BEZHET S &,

[# 7 &/N0.5mg « Img DFi%4]

1.2 7BV ZHERT 248725 TE, ROBICBETDHZ &,

1.2.1 ¥8RL & 0 72 L OAEYFIRIEMIIBEEI N TV v, [BERIO D 72 VZxtd 5 Cmax LR
AUC LD I 118 KTV 1.08 ; 16.1.10 7]




V. ARICEY HER

1.2.2 h 7 EBERIOE) O #a 2 R OGHRICES L Cid, A EE2REdT 5 2 &1k fAFNC L 20
DEBNIPN EEMERT D L, B, UV H D WIIOFHICEE D WINOEEN D 2 DTG EIC
. MBS U TG EEZMRE T Z L,

[ 7 & 5mg DAHz%Y)

1.2 1 7B NVEERT HICY > TE, ROEICEBETDHZ &

7.2.1 f8ki & 7w OEYFHRSEMEIIRIES LTV, [J8R.0 7 7 cxtd 5 Cmax RO

AUC LSBT ZNFH 1.18 TN 1.08 ; 16.1.6 B F7]

7.2.2 17N R OE Yz K OGEICE L Tk, M EEZRET 5 2 &1 X 0 JHNZ X 50
DEFBNRNT L ZHERTH L, B, VL H 5 WVIEPFHICEE S IR OZEFh R b BA IS
E. MBS U TG EZME T 2 L,

[HERLD Zr3%24 ]

1.2 YERI A T 5104872 - T, ROBICEETDHZ &,

7.2.1 J8hi & 7O EYFRRISEMEIIRIES LTV v, [JBRIO 7 7B x4 5 Cmax R
AUC DO EHMEIXZ N0 1.18 LTV 1.08 ;5 16.1.6 7]

1.2 2R E, JFHIE LT, 7B AVORANTERWEE, H5WIXEEE 0.5mg 7 725
BLUTORGERGNLEREALTHZ L,

1.2.3 17 EHERIOE) Y #a 2 K OGEHICES L Cid, M igE A2 RlE+ 5 2 iz kv fANS X 50
OEBNRNZ EEMERT DL, B, Y1V H 25 WIEOFRICE S RO EEB R A LT 5AIC
I, BEIOS U CRGEERETDL 2L,

1.3 BV LR E N T 2 B A ICEEENED SN TWNDO T, M EREGS L ZH&S 12 FiE%) % T

X 57201 20ng/mL LLFICHER 2 2 &, [11.1.1 ]

1. 4 DA RHIAl & OPFRIZ LV | BWEOREIMH O FEEMENH 5, FrZ, IBSBRICBNT 3 Ald
BN 4 B O I F 2 $L A B D T AR ML 21T 5 56 1S, AR ORI 5 &% K<
RIET D ENRELRLA D H DN, BHEBEE OIRER OO S 5 o iiklAlofE - &5 &
LEEELUCHRETLZ L,
<HF#iE. EBHBERVEEEHE>

1.5 HilE OFABICH N T, KRBENTARICENEAEZREG LEZEENMSE LN TNWED T, H5&E
REOBICEETHZ L, [16.1.1, 1612, 16.1.4, 17.2.1, 1722, 17.2.6 ]
< BEETEHE >

1.6 7 L7 F=AMEDREEERID 25% L £ EH L2GAIE. AFIO 25% LI O E I3 AR oY)
RAEEEETDHZ &, [11.1.1 BE]

7.7 MR EE MR DEEA TR A G TR RO 5TV D O T, Bl R g 5008 478 B2 1 i
JEZ T& 5721F 10~20ng/mL &5 &,
<EEHENED> [H 7B 0.5mg - Img, BRI DH%4]

1.8 BIER DI ARG 7=, #%EBLE 3 A ARIEZ 1 H A 1B, DIEITEMNICE L 2% 5 12
BoMmPEEZHEL, H5EE2METILZENLEE LV, £2, AFNCL Y OB RNEsNT-
LA, TOEPHRCELIHEZI THET S Z ENEE LU,
<BEUOIITF> [ 7'NL 0.5mg « Img DHF%EY]

1.9 @EnE ok, &5EE 4 B%ET H 1.5mg &5 & LTtz Lz BT, 2R R+ohlc
. 1 B 3mg IZHETAZENEE LY, £, HETIHIHAICE. BEAOREAEZ ST, BX
ZRE 2O MTRELRE L, B5E2RET2 2 ENEE LV, [9.8 2]
<IW—TRE%> [H 71/ 0.5mg + Img DFi%4]

T 10 BIERORBE AL -0, WE5BE3 7 HRIZ 1 A1 [, UBIZEBAICE X285 12 B
BoOMmMPEEZHE L, BEEZFHEG T E0NEE LY, £7-, AAlZ2 2 0 AL EfkeEHRS L TH,
JRE A7 E OB REERIT AL O FIFT R THEN S b 2 WGEICiE, &5 213250, it
DIRPIEICEFTTHZENEE L, — 7, AANC L0+ RNE LN Z8HAIE, T OREN
MERFCE2HETTHETHIZENEE LU,
<EBEBEMHEXEX> [ 711 0.5mg « Img DAi%4]

111 IBEAEN IR C I T 7IREZHE LR EEZRETT 5720, ABRXITIZNICHE L ZEBD
TTHETLHZENREE LY,




V. ARICEY HER

TA2J5H], 1 B2 o EED ERE 03mgkg & L, FHIROMICIEE L THEZMES T2 L,
[17.1.12 1]

1121 gEHREMS 2 BMET
- WA 12 FER KON 24 BRI b T 7
-1 B HOH &R %DV &b 2 AL ERE%
HoOMREME %= Eiid 5,
<2 BFIHOHERE NS 1.5 UL EREZICHIE Sz 1| moff N7 7RIS &, 2 HIFG [
B H & %« T 5,

7.12.2 2 SELIE
- B GBSAT 2 HEEG B EYOHERE S 1 BHERERICnT N7 7REAHE L, HERHZE
Mid 5, £, BG4 BT 4BEMICIEEBRE L, It bT 7REZRIET S
ZEMEFE L,

7.12.3 HEMENICH 72 > TEIRER: O B FRM(B B G/2ZERE 5) 03 F Ui 7 7R EZ2 Huv
%o

1.13 7w H OB E W, 0.5mg ZNADFRGEAZRETDHZ L,

714 2 BREE U CHERIER OB ERRD bR WEAR, 52T IET5Z L,

1.153@%. 3V AEFTO®ELTHZ L,

<BBUHXEX> [V 7t/ 5mg DAi%Y]

1. 8 R AR b7 TREAZNE LIRS BEEZFET 5720, ABRXIIZFNICHECTEFHOT
THETHZENEE LU,

T.9FAI, 1 HH7-» 0% 58D ER%Z 03mgkg & L, FHICROEICER L CHEZHEGT5 2 &,
[17.1.8 ]

7.9.1 #EEEAI S 2 BEET
s WEIE 5% 12 BRI RO 24 B oot b Z 7EEICHKSE . 1 M AOHEME 2 ERT S,
1 EHOHERH% VR EY 2 HY  ERBZIEIE SN 2 SoMmp b T 7REICHEKSE, 2 [

BEICESE, 1 HEOHERE 2 FEI 5,
WHRIE 372 2 S b7 ZREEICHES & 2 (0]

B oM &g 2 EZitid 5,
<2 [BIHORAEME S 1.5 BU ERBRICHESINZ 1 Solf N7 7REICESE, 2 #HEEG |
BYD A&l % Ehe 5 5,

7.9.2 25@LIE
- BeHBHAAT 2 QG B0 HERS D 1 BEEERICmF T 7REARE L, HERE A HE
W5, Fo, WEBME 4 ELRIZ 4 BRI 2 BZE L, @cid s 7 7 REZET S
ZEBREFE LY,

1.9. 3 HEHMENC BT o TIIIREKERF OB FLI(R BT G/EZMERHE 5 F Tk N7 7REZ W5,

1.10 h 7 VEIDOHE RV, 0.5mg ANADOEEEEZRETDH L,

7.1 2 #BEHE L THERIEROEENRO LR WA, G2 F1ET25 2 L,

11258, 3WAFEFTCORELETHZ L,

<ZERMUHX - REHRICEHITIEEMEME> [ 7 &/ 0.5mg - Img DAG%4]

716 1 Hb7-0 o5ED ER% 03mgkg & L, Ifd b7 7EEICKESSHREREZHRE T L,

117 B TR AAOLZE RV, 0.5mg DG REZRET S Z L,

118 HGMERTEHIE LCAT A FRIZFHT 22 L, Eo, IERPLELERICIEATrA R
FlOWREEE S5 &, [17.1.13 B ]

(i)

<%heeE>

1.1 PO % 7 v ) AADS S (TARMERE /7S04 L, SIRE 2 HIE L CHELZ ST 2 Bicidam
PEEZAWTWASZ EnD, TOEEZHO TH#E LT,

1.2 FERLIT D 7L &AW RRORIEME DS REE S LT Wb o 7 L U BRI AR OB E S L LT,

AW RIEEDSREES N T W & FRIE L THERT 255, mAlou 0 #2525 W30 ICES

LClHREAMERT D Eitdi L7z, S 612, MEE) OIEICH A OE) 0 #2 2 &H 5V IE0F RS

REZERT 2 F il o LI, T3EYERE] OIEICHAI 5RO MPRE T A —F Z5d L, &

REARE I CIERE 2 LT,




V. ARICEY HER

7.3 BREBAE CORPEERIIN T, FEIATIC 20ng/mL Z#E 2 5 M RENL B LN, T, &
BERA CIXBREEDOEMESToH, 7 LT F= U EIC K DG EOHED 5 WITKRED B 252 R L,
7eBs, MRS L #& G 12 REfEf%) %2 TX 5720 20ng/mL LLFIZHERF T2 2 L l2 oW T, ‘B HihH
I TiEe<, MoERICEWNTHAHAREREB X, WEOFEEFHE LRl L,

1.4 ARFNC X 21EFHIC, o mblF N0 S s alRetEn H 572, PERRHCIS T 2 B O 5% g i
izt 2EELAMRE L, £7o, ZAIGRERIELZ FEHT 255100, —RISARFIEME 5 R IC
AR OB G B2 IRRET H Z ENARERIG AN & H 03, #MGRE ORECOFHIEAZBE Lan
LRETTAMENGH D Z LD, EEFEE LR L,

<KFHBtE. BBERVEHRIE>

1.5 THFReHE, BREBAL., BB [Z oW CEM L2 iREOREM R A M Lz 2 A, HAEET CIX
KRAREICHAMEAERE G SN AEAB A LN L bFEH LT,

< B S HE >

7.6 B HBAE COREERIIMIT, IS 20ng/mL Z# 2 5 M ERENEL LB LN, T, §
BERA CIXBREOEI A SToD, 7 LT F= U EIC K 2 G EOHEED 5 WVITKREDO B ZE R LT,

1.7 KFN O P EE &AM - ZEMEORBRERT L2 L 2 A, grade T UL EOAM: GVHD BHHIX V91
HRBREO M A b7 7N 10ng/mL L FCTH Y | —J7, BEFERIGNIFE BRI M AEE A 20ng/mL
EREZDIEGINSZ RO LN, LD END, BAER&E ER OO m P EE T 10~
20ng/mL Z AL T5 2 ENWEYTHDL BN,

<EEMHENE> [H 7B 0.5mg - Img, BRI D H7%4]

1.8 BAEGEE CIX, AMORIEARE BB I RERFENR A BN TR Y | BEMEIEICSNTHE
HEIEO B RINIIETE 52720 M REZNE L, mRENSWESICIIRGEL 8 L, BI1E
RORBZMHT20ENH 5, 7ok, EEMHEE CIXmFREICET I ERN TR, BiE
MCE LM P REICET IR E —2OHRE T D720, BREEKICA O CHRIERR TR X2
512 Rtz & LT,

Fio, AKBNOEREIZE Y 7 E O3RN GO NG AITIE, RAICHEZRA D Z LN Lk
EEE L,

<BEEHUOIIF> [ 7&NL0.5mg * Img DHFEY]

1.9 B ) v~FoOmiEIcB I 5 HELKOHEZ MNomg 2 1 B 1 BV EB%REAFRGENSEEB L, JER
ICEV 1 HI1E3mg ETHETES ] THDHZ &b, FlMEHERRICB T2 HELNHEELSS
12, 3mg ~DHEDIZODHL %R LT,

SIW—TFREBH> [H7 &1 0.5mg + 1mg DHFEY]

1.10 L —7 AR OEERRBRIZ I T, IHFHRE & AT R 2RO T, AEFESFIH O
FIRENLT LHEEWEIESARWERERNSGOLN TS, £/, 11H3mg, 1 H 1 RIOEHEEGICE-
T, AWIHREREHGT 2 2 L X2V EB X N M, —T ABERITHETIENSBIEOKEE & 5
BEEETHY, ARPEMRGINDZELBETL L, “aME2 L0560 L L, EHMICF
REZETHZENEE LW, FARFNZEREEET D2 L0800 E 5 B E KK L2551
B E2RIET D HERS D, REBHEIERBRIZB N TEEH 1 5 A@ BB TARBIREN 7 7 2 RERC
KLU THEREELZRL TS Z L EERRERICI T 2 B kg <k, #&5HA%ER 2 » ALL
FESR UERICBRAT AL OSE AT A CHRPEBO b N hoTmt LTHIESR TS Z L kD,
2 1 AUL Gk LIS CTh o e G a I IR 20  OTERIEICAER T 52 EREE LV E LT,
EBIT, AFOEN 515 5N HEITR — AR EZEBIR LR G T 20 TIER< . “EMOBLEN
HEET D EMNEE LU,

<EBBMUXEX> [V 7 &/ 0.5mg - Img DHG%Y]

1. 11 RANC X 0 B CRE7VEEMERIGR OIREZAT 5 72O IBEIIC It & 7 73R EIZIS U7 4En
P EGRE A LEE T 52 0D, IREIMIIABEUIZAUCHE L EHNEE LW EZ R LT,
1.12 THEEEREGAE ) OO A BEFT T IEICIH > THREEAITOBIC, FRCiREE=% Y 7 K OHEHE
DOFRFEH, WRNCBRFEFENEETHLH 20D, FEALZ BEMICTE L, A4l 1 HHZ D
P50 ERRIL 0.3mgkg & LTV A, BRRBISS Cld, BN M IREICEEST 2 2 ENEELE D
EZFICESE VIEHEEFNC 1 BHH720 03mgkg BOHENER G SN 56503 H 5, Tk OFRAEIC
BWT, #IEHEEREO 1 HH7Z0 OFHED 0.3mg/kg BOEFIZBNTH ., RIS KE Z2BBEIX 20



V. ARICEY HER

EEBEZ BN, 2O, TREOREIZLSHEHEEZEE X, XKD 1 BHZ Y o HED ERIC
SOWCORHEE TFER BT Lz,

T3 BHEMERGROEICEHT LD T ELVRDORTHH72.05mg A ADHERE & /2D Z Lk,
ZTOEETHE LT,

T A4 EBEMERBRICB W TARRN OB RN A LD ETOYRIE 2 BEUAN E 7L, Z oW R
FEHDIREDFRD S IV WER TG R 51 L > TH R ERNED 2 WA e R H 5, TDT=D,
BUWERORBAZEE TS L, 2 BEEE L THEEREROUENRD L WAL, AAlO#& 5 %%
L., oMY RERIC VB 20REFE LW Enb, TOELZTH L=,

115 KRN OB 52 L > TEBEERIBR DR EMICE Y | HERFRIE~OU) D 2 3 ATEE & 722 D REHIEA
ROEEBMIVBLEI »ATHAIZ b, BEWBOBZEZ®R T T,

<BBUXBX> [V 7t/ 5mg DAi%Y]

1.8 AFNZ X 0 G2 CLREIIEBIERIGROIGFEEIT 5 12D, IBFEII A -7 7RG U 4R
RBEGERESEZLE LT 00, IBEVEIIABR I ZCHE U EENEE LW EEREEH L,
1.9 TERPRAAE ) OEO HERE I > TREZ1T O BRI, FrlamiREE =4V > 7 K OHEHE O
FhabEH, WONCBFRUEDNEETHL Z LD, HEEAZBEERMICEE L7, AFIO 1 BHZ0 o
HEO ERIT03mgkg & LTWA, BERESE TIT, BOIC BEEM g ICRET S ENEELDE
ZIFCESE  MIEEEGRIC T BH72Y 03mgkg BOHENR G SNIEENH 5, Tl OREAEICK
W, FIEER GO 1 B 720 OF5EN 0.3mg/kg BOIEFNIZIHB VT, BRI KE Z2RMBEIX v e
B2, TOD, TIREOREICLDEAEREEZEE X, AFO 1 Hb ofkh &0 ERIZS

WCoRHEE [FA) EER L,

T 10 BB RIGROEICE /T LD 0 T RvNALEDOHRTHSH720.05mg A AHDHAERA L 0D L b,
FOEEFH L,

1. 11 BB RIGRICEB O CTAFIORFEN RN BN S £ TOMMIZ 2 BEUN & R ZOHBNIC R
FEHDOIEDFRD S IR WER] TR 51 L > TH R ENED 72 WR[REME R H 5, TDT=D,
BIEH OB #EET 5 L, 2 @RS L THLBKRERDOEENRRD 5N WAL, AFlokS %2 Hh
1L, OB 2R ERICHI VIR 5 DONEE LW &G, ZOEE2TE L,

112 KB O G X > TEBERIGR DR EARICE Y | HERFFRIE~OU) D 2 S ATEE & 722 D REHIEA
ROFGBMIVEBLZ3 »ATHAZ b, BEMBOHZEZR T,

<EBHMEHKX - KERXICEHTIMEMEMKX> [H 71 0.5mg + Img DHG%Y]

TA6 THER O EICEETA2EE] 1.3 ICb ML TWDH LBV | AFNIBMEN TOF — 2 E/MN D,
20ng/mL LA oo ifin HR i E 2N Bifgi 4 5 & B RERE S O RIVER O BBEE NS 5 Z LR D LT
HZENDL, BWEHORBREZSZEH#HME LT, 1 BHV OBREGED ER% 03mg/kg & ft# L T
W5, Fo, RANCED2FR CRERIBRZITHO 2O, £k b7 7RECTORESNEE L /257
W, REPEHZICHE S z2md b7 7REICESE, EEFfis T L L,

117 23VER R - BRI AEDET 2R R OIS %2 AT 5 01E 0.5mg KO Img O 7 ILH| D F
THY., 05mg AAORERIE DD, TORETH L,

1.18 Z3MER R - IR E0FT 2 BBV BE 2 x5t g & U725 I/IARERER Tl AHIB5-BiARE
Ko RxT7uA FRBRFHSNTE Y, IEROLEIZHEN, AT A FHAENHE S NAHEMAA LIV
7=, TOEETHE LT,



V. ARICEY HER

5. ERERA#R
(1) BRRT—2/1\vo7r—o
1) FFRIEICE 1T BIEH RIS D I
FRRAEBR—&

. e # 5. 8(mg/kg/H)
. E; AN
(14 NEES TR X T e e 5300
Rescue 7D =
HA Primary (B30 0.10 0.30 ®E 414 0
55 1 AHEER I O G PR 358 (rescue) 0.15 0.30 ~7 %A
K WG R #BR (primary) 0.15 0.30 14~60 H
HEEE .
(BHE0RD V7 u AR b OREGER (primary) 0.10 0.30 ﬁigﬁgg)ﬁ

DY 7 xR Y AR L, BHEHOZOICY 7 0 AR Y v sk 5 IR 722 BE T oBR
HE)BMR%T-TEHIZY 7 a ) AR RS LT3 Bk
W3y xR SR

2) BRERBAEICE T HEMERIG R OBHE A xi 5 5w D ]
@ BHEFXEEH (GVHD) FHZHR
ERAREAER— %

= N = " ; S B R
AR X 57 FRER DRSS HEROHE (A A 5D
iﬂﬂ;ﬁ%
g | g | B 0emEle 4 AL, TR 2 100 117
ARG X 0 B B
W&
EMEIE | SR S Eg:‘l’gﬁgﬁgﬁ“i’%ﬁ* LA2MA 100 F ]
R RGE N OV b T 7RIS X BB
IR 100 H [#
EAE 2 1L VL ¢ 18] 0.05mg/kg & 24 R AL B A
AR FEMH 0 :1080.075mg/kg, 1 H 2[4 rh il
FERIECE: | BPRRRIB. RM R ZEEROMES LT F= UM kD | 381 p
P 5 BT &5 677 BIf
e 51 R
ES | e BRI OVt | 5 7 I PIC k0 IR R ;ﬁ‘%
E 1453 AW
27 u ) hAOEMBREOEE ) PDLT, ¥/ AR
B RA — DBEE ST AR M OV AR LRk O B A% 100 A o 3 4EfH
A P RRAT R B 2B ST i

@ BiEAXEER (GWHD) AEE
FRPREHER—E&

5 B b S REAT I M)
2PE GVHD I © 0.10mg/kg/ H (4 2) 243 H
124 GVHD O 0.30mg/kg/H (%) 2) 48.0 H
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3) BRBIEIZH T HIEMRKIT O

4)

FRRAEBR—&

WK | RBOMmE RO 1 b SR
i FERE"Y
- st L 0 119 0.075mg/kg/4h 1 H 2 1]
A% 48 =T — YRR 3 u WE| 0.15mg;gkgg1 H 2 [ 300
E3 e —KIRIE 3% H
b . H#IE : 0.10mg/kg/24h 14
HBRRED | —RieR &0 11081 0.15mg/kg 1 H 2 [BI(H]H &) (FTEBZ2 R D)
R HIRTE 34 H
A -
. . o YT FR A )
e E&ﬁi;ﬁ FE = b MR B A 326561 % A
(24~44 3 A)
% Dhistorical control & @ kL
T 2)iRm O FiE
— IR SRS TR O 1= BRI L 0 & 5\ 3% 7212 bl 5
BHHITERE « RIS 8 2 VIRV S 0 7= BEIFIRIC L 2 R IA R 22 R TR b
EREORENRSHRER & LK
e g W
KRt "*ﬁg} jﬁ@y ﬁgﬁi{p ;fjf R P e 5 IR
55105
VYR =7 (BB TR
375mg/m?/[El Z EAH 14 HETR O 1
H AL s B
Tas T IR TN T TS
B —h TR BBMERE | VYU~ TGlET
NTar I 7T eABEEORE | VYFw HAHLZ)
WEE 5B ITEH] 0.15mg/kg/lB] | 7 GEIGFH | 2 BREIHE 14 BRT&
T 1 H 2 [ElfE A 5 #Hiz) 24 @15%)
HEIAH B R FEx DItk & SEHiE B oz i el Fa s 57 h TN
(EWRE) | 7, | HFER Fl7w haNCHELCRERY | s ST | IS5 SE—h Tk
ZaeM e .
SRl BT I
NI TS E—HTENEEDRE | 7T | 7~28 HRE(FBAE 28~7
WIE S BT EH 015~ | #—07% | ARTXZ VB 1 BATE
0.20mg/kg/[A] I 1 24 TiE)
1 H1EL glic@Enks
Ptk &I Dz i
W7 ha | THREREY
R

DFBHE. FFSHE. BERBAER /INBIEICEH 1T SRR RS OHNH

B R L
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5 EEMBENE

FRRAEBR—&

JE 7 1 £ (S TR 2E & Ak
xtHEEBR D> & OBATHE 73 B

AR5 — poEdiE . .
N 3H " i N HAA
SRR X FRBR O TR AL JER O & e 5-HiM
- AT A NG 3mg/H 1 H 11[H] 16 [#
- ﬁ*ﬁ F—7 b A B A B R EE R D E R | A R 0BG G | D RBLEE N
# 19 5l P A, EBR Smg/H) 438/
AT wuA REguHE
. 3mg/H 1 H 118 B 88 M
IR 97 b3 42 B 7R EAE A7 4 i R
S gy | MIRRERRSRREBIIIER | o 0 i mp sl | D28
(ki) F (A ZE 0 AR 2 B ke T, LI Sme/H) .
{512 4 ) £ ]
* 5t R %} R
FS06-CL-0601 | Z;Z;; AT a A NIEERGUE - MR/ ivmé; %Xl ;'%_; E 28 3
ot —== B . Y A A 0 B 1553 H A
EAILE S FeAri R EAE A 1 E R 80 431 SR
IEMH _ - . 3mg/H 18 1A .
(F—7 L &) T BEE . FIR 3mg/H) e
AT aA RIEERPUHE - Mo RAEER/
FEAiH bR ERE 7 M ) i £B A (B 1L
F506-CL-0603 IEMR 7T AR BEESREEM L | 3mg/A 1 A 1[H 28 # M
AL Fext R RBRDN & DBATH) Y E%E OGS GETH | FREED
fete 5 | (A= B | AT a A FERGUVE - ORIERGPRE | BAE A, LR 3mg/H) | Hkk 56 i)
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6) BEEIY o< TF

FRRAEBR—&

. AR R D x5 . .
L E IN 3 N =N 3
AR &5 | B 5 1) SRR O B3N
2 [EIRIREE [FE
=14 BAEH Y O~ F Smg — 7mg — 9mg #i
/\"43\ . 61 FEEH MIREEE 11 ], EEEESE 18 | #9), XX 1 B 1 [\5#E | 12~24 8
7 il H#5:(1 [8] 3mg—4mg
—5mg i)
i FEHR
. . Bt v~ 1.5mg XX 3mg#% 1 H .
| EES MR 24l . . 16 1 [H]
o . - 1.5mg #f 34 %, 3mg %36 i | 1 [FI5
o, .. - Y v~T 1.5mg Xid3mg &1 H |
g | MREES: BB g B 19 1. 3me B 26 1 | 1 IR Bl 24
DMARD ZhFA+5r OFEEiling
. B U v~ e
H &R _HEM® N 7 7R, 1.5mg Xix .
L 63 \ | T AR 74 4 16 3 [H]
Heg R Mt 1 Smg 68 B 3mg % 1 A 1 HE
3mg £¥ 70 f
Ny - - VIR 15mg & 1 B 1
24 = Y I </ — I N VAN B
Lﬁ iiﬁ%ﬁ%ﬁ 67 ;E;ﬁ ?%i ﬁﬂ;iz;f)#m%%& [ 5. DI 3me(1 A | 5B 88
;E‘g MR TIC RN ESNEN 1 @ﬁg)ifiﬁiﬁf
DMARD ZhRAR+45 O EifinE
I i} .
o | EERE | e | EER | WY o 1;;;?13% VR 6
1.5mg Ff 43 #il, 3mg B¥ 31
DMARD #h3RA A+ O &l
I B U o~ 6 05 T 5
Efﬁiggﬁ& 65 | et | 2760 Bl T B Gmg % | S 88 SR
e (BTRRBREE 58 1.5Sme BE 1S B, | )% 1 A 1 [E#S
3mg #f 12 )
75 NEVAN Té'T.A
SY e S ?;Ek“‘“;mr;ffﬁ@#“%% A 3mg & 1 H 1L
Lot | RaOL | o0 | ! . iU By 50mg | 28 R
" RERALL#ER | 3mg ¥ 103 # 51 H 3 S
YU EVEE 101 4
PR 1% IFER DMARD R4y DIEE s .
5 [
o | weatm | % | gem | ey o~ s dmg & 1R 1ERS | Bk 76 @M
m VIR 15mg &2 1 A 1
I . JFEM | DMARD BURAFDOEIE | FE 5, 6 Mgk |
R | RAD2 | e | gy o~ 574 Smg(l 1 EIE)Ec | 20 0
]
i . B m o 1ML FH & 65 38 38 BR &
ARARRE | | FER | DMARD BRI HOERH iﬁg;’(i%;ﬁg R
kAR JextfE | B Y v~ 39 IR omE "
1 H1[E#S
e H 58 T AH 5k 1% ik
EIAR —IRiee kR RAGS IFER DMARD ZhRAR+0 0B Y | w5l B&E TRH | A8 To
(RS Fexf iR 7 < F 93 fi BEGmg £$0)% 1 H 1| #HIfH
EIEESR




V. ARICEY HER

N WV—TRE%

FRRAEBR—&

AR X SR DFEIE o B/ ¥ SEBIER FER O R ¥ 5 B
B | EER LT A R(AT 0 A T ggg;;;i‘giﬁ .
- (LN91) FE kT WRIBHER 72 ) - 21 5] S
Gl No— T ARG (G B AR | K
) P TR | D, AT a4 R CIEEEREE | 1E3mg, 1 H 1 BISYRHE
B (LNO2) “HEEW 72 ) ks 28 ]
b SEBREK 28 ), TR 35
7 7R
Bl
& 76 W
s | FER RIS B)o s | L7 3me 1 H L ETER LA T
(LNOT) It =13 4] ﬁi\ﬂ&’%’ﬂ“l‘ H 5Smg # LR | B2 (28 #)%
V2 EE &0 TERE
ﬁ 104 581
ML 29
Bk | BB B IHRIR(104 ME Ty | | ome LA TESRE )
5 (LNO1) Hkt e 447 RIS 1 Smg & LR RGBS
' V3 TR
- - s . 18] 3mg, 1 A 1[4 &%
A s HIFERBR QS WYDS A | | .
. ] ; ‘o5 1 H 3mg 2 LR | ARET
(LN03) FExt IR #2941 S R
T EE I PR S B
8) EEMKIA
ERRABR—E
wwisy | BZ@%;E SRR ! &;ﬁﬁz&gﬁ & 50
AT . i};ﬁ;iﬁmﬁ%@ WIEHe S 2 1 [E] 0.025mg/kg
55 AR . _ . 1 H2[ERRO#EE 4 3F
(UC03) Gt A7 MG i k7 7 ;10~15ng/mL: 10
A E ~ EE - ’
. B T %ﬂﬁl&“%g 2 1 [8] 0.025mg/kg
s e B e T B o \
N T N I Hi% ko 7 5% ; 10~15ng/mL: 21 2 3 H
E 2R | AT L = e _
g | (UC0H A~ T E*T k 7\7/&&% ; 5~10ng/mL : 22 {4
7R ;20
TEE ORI | WllEl# G5 @ 1 5] 0.025mg/kg
WA | EEREERN | AT e FEFESUE | 1B 2 BEREAOERE > S
(CL-1107) | HB:7 S8R | 257 v A FikfpitE A% k< 7 #5 ; 10~15ng/mL: 32
R SEE ~ EE 7SI ;30
TEEN ORI | #IEI# G5 : 18] 0.025mg/kg
I ATFoA4 FEFMET |1 A2 ERO#RS
5 AT aA R HEE b7 7 5 10~15ng/mL
12 | ZEIMH s HIE e 54% 2 WLARRIE 5~10ng/mL : 11 4 E 128
# | (CL-1108) FERTHE WE& 5 ¢ 118 0.025mg/kg
G FUFHEHO T Z7€ |1 H2EROES
7 RO BE BHE N Z 7 ; 10~15ng/mL
Be5.4%% 2 WLLKRIE 5~ 10ng/mL : 21 {51
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9)

10)

s 1 H2[EROEE
%ﬁm FEM AT AR LA () & 1R | BAE b7 7L ; 5~10ng/mL 2006 4E 3 A
FExt R r (7272 UFFREELT 15ng/mL & CHIE | & Cikerl
(UC03)
g _ Ay : 10 {?’J
g | B FEH | emE T moEm e | L2 EEIELD 2006 4 3 f
=4 55 AR i - HEE LT 7¥RE ; 5~15ng/mL & ki
g [(UC0H) - FEARE A4 1E 5~10ng/mL : 61 {5
&5 10 #EH
5 A FER e _ o 1 A2 [ERA#EE (I AH (HE
cL-iory | e | PUREEIDERL e S e s s~ longmL : 21 81 | #1)% G
& 128m)
SR - KEHRICEHT IREMLML
A
RERX Sy FRER O PO JEs AR A= AENROHE B 5
B N SRR - % WG 0.075mg/}(g/E| .
iy B e R LR 2B
(FERR 38R 5 FE® %+ 25 Bl o TR 55 0.3mg/ke/ H
' IS~ 7 : 5~10ng/mL

RSB I S & RGO INF]
B R L

(2) ERPRERIEEAER

MUER e L

(3) AERNERHER

1)

FFRHEIC & 1T 2 1EH I G D ]

@ HARBFE TOERRER Y

PRI E TOEKRRER(1990~1991 )N\ T, [EHN CTHERT A & 517 72 B3E O —IRIEH# 16
S OB HITEHE 8 DG 24 BllZ, 7'v 7T ZIEFHR OFIIE & LT 0.03~0.05mg/kg % 12 FFff] & & 12
4~12 BERINT CORIEFE L. NIRAREE 27 v 77 7 7oy S LC 118 0.15mg/kg %
1 H2FIORAOFEGIZEI Y #L 2 7=,

HLFERFOVEEBR: 6 » HBBEALFRIT65.6% Th - -, EHFEFITIIWF R b BHTIIAE LT,
RO AT v A RIESE UG 4 61(16.7%) TR 7 [BASNZ0N, WTFRHEE T
ZOHHLO 1 EEREARAT B A RV RFEIZ D ERZR D LR LTz, F72 15 61(62.5%) THRAAIZ
AT aA R OB FIRE & 72 5 72,

FREORGE Z E 8 1990~1995 I AERER S IFRAR & 52 1) 7=/ NS 120 Bz, 71 7T 7 ESHER O A
Mg & LT 0.075mg/kg(16 $) XiX 0.03mg/kg(45 )2 12 W§fE 2 & 12 4 RERE A L, WARFTEE & Ze vl
07777 e NOFEE L LT I1E0.15mgkg % 1 A 2 [HOKAFGICET, 5V L 0 91
e LT 0.075mgkg/HZ 1 H 2 FRRAKEGI B L7z, ZHLDEED 6 » AEFRITZXT5%,
87%. 80% T. 2BIDOV-H)L81.7% Th -7,

T SBERADY Y 2z KB '©

RIG R OPe 551 RS IBAER, T TICZ 7 n ) ARG 7% 4 BB B S S =BT
FERER EOREIREENLZEEL TS 3 M EOBFEERNRLE LT, ¥/ 0 ) AR TN EFECHE
KOV &I TR Z 4 G Uiz, FERIZK CRE L CRG-RRERRY U, 8O0 SUIRIER - B
KR EERELEHNRBO NG EICIIHEOE R I E L,

FEER . BRIAIED D A 2 1% 4 BRIZRBW T, 3 BIEBNCIER OGSO BUIA BN o T2, BEFOA
FIRPUZOWT HIEREBEMEICE - 723 /e < . 2614 LTz, FERICY) Y H X 72 % O BREITFHEE I



V. ARICEY HER

LBIREID HARATE ZED Y < ZE L, 2 I TIREEMETRDOEHIZ LY PR LETH o7z,
SERLDA N % T 72 v & el U TRl L 72 #E Tk, BB 7 n ER%ETH 5 LHE S L,

(B)FBAHEIZ 3T DM OMHNI 3T 2 KRB I NI FEFR O HiE K OH &L, Y, #7782 Y A2 & LTI H
0.10mg/kg % AFRIHL LT R U PRSI TR LT 24 BRI Tfﬁ(ﬁﬂ%/i?‘éo NARATRE & 72 o 728 1d T &
DT HECHTROZGIZEIV XD, ] THD,

FFREAEIZ B80T 2 HEHE G O IHNC R 2 AGR SN =R O A O FiE L ORI TlE, Pz r7e ) a2 L
T 1[E0.15mgkg & 1 A2 ERROEST 5, Lk, e 0L, HEFFREIT | HE 0.10mg/kg ZHEHEL 3523,
FESRIZIS U CHEHRT 2. ) Th oD,

) BHRERHEICH 1T HIEHERIC R U A xiE Xm0
D BiEARBEER (GVHD) FRHzhE 1719
G/ OFEE 5 HLA B2 —BOMRNEHBMEERE 23 Flaxtg e LT, B 1 HATLY 1 [H
0.15mg/kg # 1 H 2 B A& 51 7 2/), IR OFE G AEEIC/2 5 FE T 1 B 0.05mg/kg % 4 IRFfI LA
BT T A 2 BAREEER S U, B RIEERRE 2 b & ICHRE LT,
FEAL . BAFTZ 100 HRERE TS, ARWMEREIT R GIES] 21 Fh 9 S GVHD 23 %8LL, 2D 5 5
grade Il BL 0> GVHD DFEJEIL 2 #1(9.5%) T - 7=, MHHEE & AR N2V & OREIZ SV TR
L. AAOEMEIMS b7 7HEIL 10 225 15 XL 20ng/mL ORI H 5 & HIEF S Tz,
KRR £ CTORERKRFER(1991~1996 )BT, ENTEHRIBM%Z O GVHD O FBix B, v
T 7 ESE O E L LT 1 1A 0.05mg/kg & 4 REFLLE2NT T 1 H 2 BT 24 FEFLEFEHEEL . NIk
TA RIUXT T 7 LR E LTI [E 0.075mg/kg X% 0.15mg/kg & 1 H 2 [BIfE A5
2BV ez 72, BAffR 100 HRESUZIW T, AMPEMAT ST SUER] 125 Fild, THRICHELY RIT L, 1RE
DMBE L 727 grade 1 LL_E D&M GVHD OFIEIL 18 #11(14.4%) TH - 7=,

@ BiEFXBEER (GVHD) AEHME Y
KGR £ TORERRBR(1990~1993 £) 2B\ T, B RiBHiT. D GVHD 541 39 (& GVHD 13 i,
&M GVHD 26 B\ 7 1 7' 7 HEFHE O R L LT 0.05mg/kg & 12 BF 2 &2 4 FELL B &2 2N ¢
BSEE L. NIRATREL RUZ T v 75 7 XA Oy S LT 1H 0.15mgkg % 1 B 2 [HO#% 0 #
Hi\ZYID 2 7m, ZORER, A%l Lo RIZAM GVHD T 53.8%. 187 GVHD T 462% CTdh - 7=,

GVHD J& R
B4, %4 e RRA) 5
ZM% GVHD > 2 5 A i
(38.5) (53.8)
1k GVHD g 10 g . .
(7.7) (46.2)
N 7 12
Gl 10 10 39
(17.9) 48.7)

(%)
FHER(R) - 2P GVHD il 18(Fe/)s 7T— K 63)
18 GVHD  H B 48(3e/ s 9— e K 143)

GEYE BB I 2 RREN TSRO AEL OHAEIL, B B ARk 227 v U A2 L LC11E0.03mg/kg
AFRER LT R U BEESR CAR LT 24 BT CRIEEET 5, E7o. BRA HE BB E% I A
OFEG BT A5EAIIE, @E,. #2770 A& L LTI E0.10mgkg %Efiﬁi’ﬁﬁﬁﬂ 37 U REERE CTHAIR
LT 24 FERANT TRMFET 2, WIRFTREL 72 o 7B IX TE 72T ECHICR OB GIZUIV X 5, | ThD,

BERAEIC KT 2 AR E R A O AER O EX @ B ARk Y 57 7 U LA L LTCIIE0.06mgke
%1 H2ERO®ET 5, BHEMWIZIZZ 72 528 LTI @006mgﬂ<gza‘:1 H2E®OfL L, Lk, thx

WCET 5, £z, BHTIHE BRBBRZICAROR G 2Find 256120%, @, #2720 AXL LT 1 [H
0.15mg/kg75fl H2EROKET 5, 2. RIS C TEEERT 5, Tz&%)zao



V. &

RICEY SEE

3)

BRAEICH 1T DIEMRR S OHNH

D —RAR D

MHRJOGE S5 BBEEEITHEZHRE L, IHEL LT 7l AR 1[0 0.075mgkg % 1 H
2 [A] 4 BRI SREEHE L, NARATREIC 2 UZ W E & LC 1R 0.15mg/kg % 1 H 2 [R50 7 &)
NATIE: - dy

FESR . BAEE 3 o A O RUCHBMEMNT X IEF] 35 HICCEREBAE 31 B, FEIRB R 4 Bi) 245 234
L., BB L EEIAESE Lz, JEHERIGIE 35 FilF 16 B1(45.7%) CTHA BTz, £i-. MHREE LA
kR OV & OBIRICOWTHRET L2 & 2 A, EREWEA ORBIREEL M h 7 7 AT 20ng/mL
UbETHY, HEHMSEAREOZNIT 15ng/mL THDHZ b, M b7 7REZ RS ERHTOSE
ET B2 ENARE LIl ST, FHEOSERIC O W T, IBEEBRE OB BHEE NS 2D, A
BELBALELEZ DN,

FRROEEEEE D, KRR E TORFERER(1990~1994 F) 2\ T, BBHEE O —RIB 1T 186
(CERBEBM 121 #, SEAEBEBA 65 F) THRHFT S, 203 B 35HITIET e s 7 7RO EL L
T 1[F0.075mgkg 2 1 A 2 [F 4 R AGE L, NIRFIREIZRNIET T v 7 Z 7 7 vogiiae LT 1
[l 0.15mg/kg % 1 H 2 BROFEGICO VX T2, ZOMOIEFIIBAM 2 BafL v wiifiEs LT 1 [\
0.15mg/kg % 1 H2 R OEE L, EIE7 e 77 7EFHEOME L LT 1[5 0.10mg/kg % 24 FEE A
TFHER . AIRATREIC 2T 7w 72 7 7 og)i&E L LT 1R 0.15mgkg % 1 H 2 [M#E H 512
Iz 7,

ZORER, 1 FRBEATELO | FRBEAEERITENEN 97.3% &N 93.0% T, fEHISIE 74/186 {5
(39.8%) THE~ 101 [ BT,

1993~1994 AFIKETEBMZZ T, €Dk 3 FROBHHEN FTRETH - 72 205 HIORRAEFRIL
91.7%., AFHHFIL81.9% TH-7,

@ hTwLhLEBEHADYY R R ™

4)

KGR OG5k . BBA% 6 » AU ERGE L, BHEHKEE EOoSEIRENZE L TV D 16 mL
FoBEEdHEE L R EGETOZ 70 ) A2 TV ERUHELOHEICCEZ 78 A AT
NV ARG LTtk BERLCEI D #2 [F CHER OHEICT 4 BE#EE Uiz, 7272 L, RS XX
BIER - lBEBARMEEEEBNRDD SN HAITHEOEFIIR & L,

RER . AREMNTRISGAES 9 Fl ATV T, FERIBE G IR RS IZ A BT, BB R I E
LCEY, A7V EREROENE LN,

WA O GEMEFOME N7 7REZBREFT LR, A7 YXBH5b00, R/ 7 & L)
OEHEIZ 092 LIFIE LICITVVETH - 7=,

(BB BT HIEMELS OMENI KT 2 &R SN EFERO HELCH &L, lE, Y7 A& LT1H
0.10mg/kg % EFRAMLIE LT B o BHEFHE CAIR L C 24 BT CREHET 5, WIRTTRE & 2o 213 T&
LIETERLNICROKR IOV 2 5, ThD,

BRI T D AEMSOG MBI D AGE SR OB O FHEL OH R 8%, gy 7e ) ax e L
T1[E0.15mgkg 2 1 H2 B AL L, Uk, e CET 5, #iFFEIT1E 0.06mgkg, 1 H 2 IR A&KE4%
e L3503, FERICIS U CHEEHET 5.) THDH,

DigE, ifgiE. BERERVC/DMEHIEICE (T IR RGO
MER e L
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5)

6)

1))

BEMFENE (A TEIL0.5mg - Img, BROHAZY] 252

FIARFERR L DIRIRICB W T, AT A REIOEREIZE > THEA T, UIEWERIZEI Y AT a4 R

FC OIEIR DN K e 72 4 B T B E % 2 ) E 19 Bl(18~59 WOICEEFHRAN(A T uA FALHFIa U v o RT T —

VHIENWINZ, 70T 7 h 7 nEBE Uz, RRBRETHISE AR OB RIIL 16 T, AH

X1 B 1F3mg 25 BHEOFGE L, DEART5 THOLEMEICREN 202 EDRHERTE 254,

ERIOHEWT 1 [\ 0.5mg XiE Img ZHZE L THELTHIWI EE LR, 1| BoEHEED ERIT

Smg & L7,

ZORER, 14 FITH NEOBGELZ RS, SIFETROUGER, ABTIREZ R < S TWTIES] Tl

BIRMBFREE leo Tl b A biiz, £, A7 A REIZFH L T2 18 B 3 Bl TAT A KA O

BENARE & R o7z,

() ERERR A (S 2GR Sz AR R OV R, T, lAICIZZ 278 ) A2 LT3mg & 1 A 1 B &H%IC
BO®ET 2, THD,

B 9<F [AHFEILO0. 5mg- Img DHEZENH] 2®
SR OG5k B Y U~ T3 2 R HESRE H & 2 TR B9 ICRRET T 2 720  AH 1.5mg & TF 3mg
® 1 B 18] 16 WG X 2T NE R OV % I B 1 MR 2o (AL ] FE BB 1S TR L 7=,
FES s ARIVERRNT X BIEG] 64 BT I T RS SGEE O P EESEL EOUEERIL 1.5mg #£51.7%
(15/29 f), 3mg # 65.7%(23/35 i) THiHE & &I IEN R STz, RBERIPERT Y © ~ F3E(DMARD)
HNE 27 BN DA OW T, PEEYGEN O ERIT 1.5mg B 20.0%(2/10 ), 3mg £
58.8%(10/17 B TH Y | 3mg BET I W mWAEREN R S iz, BIERIL. 2T £t 68 BlicBu
T, FEAER Y 1.5mg #£C 33 B/ 6 $1(18.2%)IZ 9 {4, 3mg #£T 35 B 2 iI(5.7%)IZ 4 {4, ERRMRAME
FLEE) DY 1.5mg #F T 30 B 11 $1(36.7%)Z 29 . 3mg #ET 36 HiH 15 fil(41.7%)IT 39 FHFEHL L 7=,
EEZRRWEH & LT, 3mg BEICIMEERR N REL Lo, HRBWERIZ, HALERE. BHiERT K OERE
B WO RE R Th o7, RBOOLNIRIEROZ ITHEAXITRIR LI, 7 VT F=fHoH
BAZ oW T, 3mg BT EFAHI1Z <. NSAID2 FIOFHFITIZZ L7 F =l EA-23FEEL Lo3 WM i)
BRH BT,
(BT Y U~ Tk B KGR SRR ST RIL, TBE Y o~ F(EFIBR CHRA 37258 12— D)) TH Y,
AERORAEE T, AKX 7Y A2 LT3mg & 1 A 1 BABBICROKRET S, 2B, @i
15mg & 1 H 1 B BEHROKGHOHEL., ERICEDY 1 B 1E3mg ETHETE S, Thod,

IW—TREX [A Tt/ 0.5mg - Img DAHEZY] 2
KGR OG- IE . BEEOAT A NZXDIRRTIIIERN0, HLWIFEIERZEICEI Y AT a4
RIZ L DIRENIREEC, BROEERIT A EARIIE 5 72— AR BE 21 BIIAA 25 LT, Aak
SRR TUAHRRER) O 723X 28 R <, [F URBIFEIROMRFIEETH LB U v~ FIBIT HAHF O
FEROHRICHELT T, 18 3mg, 1 H 1RV EBHEOROEETHET S Z LI L, &EBIAE 128
B T AENEICRIEN 72 < . DVEAR T OEAIE Smg/ H A& LR E LT, Img/ HAA THETRESL LT,
FER . AWERAT R SIER] 16 B TIX, 1 BIREABROBDEIANZRD D & &b, EFOTRENE [T
dsDNA HifA, Hi ssDNA Hifl, AR(C3. C4. CH50)] TITH BB Z TR0, SRUGERE ClEh a4k
FLLEDOUEED 62.5%(10/16 ) & @hoTo, £io, EITHIREZ KT 2 AHEE T, B(L@EL Lo
EA)OIERT 72 < . BHINAE~ZFHLE L HEI N TN D,
AHFE DR EBEENTE SN o - EEZREWEM & UCmbBEGErREE, RGP ik22 Lz TR, K
Tz 1 FlCH BTN, AFIOHIE « R O O oY) 22 0L 12 X 0 (B8 L=, <Ol
DOIEF] TIXTRER OGS D K 5 REIER 2RO o7z,
EYL— T AR T HAR SN AEL O EIT DE, RAICIZZ 7Y A2 LT3mg 2 1 A 1 [EY&%IC
BO&E4%,) ThD,



V. A

RICEY SEE

8)

9)

10)

BEUREX [(hTEILDOHZY] 00

KGR OEGT7E . 30mg/ HEL EDO AT v A REIGER O XA EE) % 2 HFELL ERG LZIicb2ahb

LI ROGENRNAT v A FREUMED REEE ~ BEAE OIFBIHNRIG MR IG R EE 10 BHICAH % &5

L7z, ARBRATHE TARRBRCEI) ORI 4 3 <, MBA COIEGIRE K OARFRIZE 1T D AL EIR

TORZEMEREZZ IO AEROCHEZ 17 0.05mgkg O 1 H 2 BRRO&FEL & Lz, #55160)

HIZERE R 7R 10~15ng/mL, EMBE AT 5~10ng/mL & L CTREBOFEZIT-7-, H5ED

EFR% 03mg/kg/H & L7z,

FEE . DAl Aa T\ X AeEH | TAWERIL, &5% 218 100%(10/10 B K T4 38 9/9 $ T -

Tmo ETo. MR L HYNER NLZEME L ORI OWT, BAEFEBICBIT 222 R L0 . BITEH

DREBFLLTL D EEINTWD b T 7L 20ng/mL LI EE ST 5, KRBT 7/10 Bl23 % 5-4)

H 2 BB T 1 ELLE 20ng/mL #8272 Lnh, #IRESEEMBETH-TZEB BN,

], EERAEFROBBUIA LN -7, BIEFAORBLEIX, #51% 2 8 T 50.0%(5/10 #), 4

T 70.0%(7/10 ) ThH U FEEROE G @D - 72 FEIT TR T 8514 2 1 £ T2 30.0%(3/10 f),

438 % T 50.0%(5/10 FINTEED Bz,

(ENEBERIGR I T 2R SN AEROREE HEE, AR, #2272 ) A2 L LT 1[E 0.025mg/kg
1 H 2 M AE%EOY BHICRAOREGET 2, D28, BELS F5 7#EL 10~15ngmL & L, if 5~
REZE=X ) T LN OES5EBERETT 5, &5MM% 2 BURE, BAMFY N7 7RE% 5~10ng/mL & L
BHREFGT 5. THD,

ZHRMEML - REHRICEHIT IMEMEML [(HT/)L0.5ng - Ing DAHELY] 2
KGR OB G TE . ZRIER I - SR ERREBE &7 7% % & D) B MERI R 2 &0 L. #1%8 X
IXEAREN - ZEZDOFRDOT-DITIRE & LE &3 5 83 25 FllCAR Z#& 5 Uiz, SN R OARFLTO
Wt . RN 2R CORZRMEFRR, ARWZECRERBTH L) v~ FOEIER
M EIZ R T D AR O HEL OHEEZ 2510, ARBR CIIo#H 58 L L T0.075mgkg/H% 1 H 2[RI
ST S2 R L, MMt N T ZIREORIEZITV, BRSO BEMEICIS U TR RS
B 03mg/kg/H, &MF b7 7 5~10ng/mL OFiPH TG EFE 2 fFE L L=,
FER . AmT N7 7RER, IZET RN TORICE W T 5~10ng/mL DIEFINE < . R CRRE L
THERESFECLY . BRET280F 7 ZIRENS LN, KAl 2T v A ROFAER ORI
INFETICHE SNTHEARBROBREEFRETHY, £/, A7 0 REMERLVELI LD TH-
o2 b, KRIOBIRIEIMER RSN, £, KRR THONTLZEMEFRIT. ZILE TITARHA
DA FEIRR H O TIT - T2 RIEREHR TOMET & e, ZRMEICB L Tl e 2 mE & 4
HERITBD Lo T,
(B ZIVERR R - BRI A O 2 VBRI T 2 AR S - ER O & s, A, vl 7
72U AAL LTI O0.0375mgke % 1 A 2 BFIRZEOYBZRIROKRET 5, Dk, B b T 7HREE 5~
10ng/mL & L, IffF b7 7RELZE=F ) V7 LENLEGEEZFEMT S, ] Thb,

FRREFSRE 4 S RE RIS D N
B R L



V. ARICEY HER

(4) 1REERIEAER
1) BREREEAER
@ BERLELITRERGHER
1) FFBAEIC S 1T DR RS O

a)

b)

—JGRE

KGR O 551k BEESITBREF 255 L L, BRETH XX H LV 1 [E0.15mg/kg %ﬁi’@

LTI A 2 FREAEGGRRD), 30T 11 0.1mg/kg Z 24 R TREEFHE L. PIRATEE & 24

OG- RER)ICY) D 2 % 7=, BERERRRE, PR 2 il e L, NNEe SR A ZF D E E

B59 52 EnREERGAEITIE, TERIIZK TR L TR GHEEERR) Lz, 2k, sHMOEM I3 @M%

12/l E Lz,

FERL . HEHESON A I MERRATSAER 7 B 4 B %L NN, Wb AT a A KUV REEXR

VIARFI OB BN TR D D UNTIR P Uiz, BAEE 12 XI5 LRSIV T, 7 Blef] Tl

FRIFAER LTV,

ETOFFHEBEDIRREN LML RE D ER-ATHEIND R EOBARICL Y 2 TERARIC TG S

TEBY., EHEHRFGORRKE L TZOERWREENE X bz, E£7-. ?Ew‘%)if“’i}%%fﬁ L7z 4 5] 2 45
X, AEFERIC L D ER ORI R E> T FREIMEF L2 2 S X W RBE L fRerE b

EZz o, BROFEMEIID 7L ERELSBARZLOTIIRNWEE 2 6%7‘_0

AT LEERADY]Y 2 HER
MRJ OB I7k . EEESIBNE, T2 ul) AAD 7L e 12 B EREG S T-B
FERTHERE 2R ED BRI RENLZE L TV O BEEHRLE LT, 7l LD T VLR Uﬁﬁ]ﬁ&(ﬁﬂ%

BTk Z 12 WEEREG U, HMEAOSSUTRIER - BRARMRA R F LB 25580 b - HE 113
BOEF T L L, NERETENAZTOEEREGT 52 EANERGEIZIE, FH ;t7k’C@+{% LT
FhH- (AR L7,

FER . ARSI GRS 5 BB T, B0 X % 12 8 ST IR RIS RIS

L. BHEHHEREIZLE L Th 0, PRk 5 RICHERKSIZA T, AOEEh 7L ER%ETH D

EHE ST,

BT BNINLRERICEI VX D5 Z LI K0 MHRENKE S E'BT L Lot

(BRI BT 2 HEMELUS ORI KT 2 &R SN2 R ORI O AL L A& NEF., gy 7al) A2
ELT1MEO0.15mgkg % 1 H2B&OEE 35, Uik, RAICHEE L, #ERFREIT 1 H & 0.10mg/kg ZHEHEL 5
DM, ERIS U CHEEERT 5, | Thd,

i) BEERAEICEH 1T DR KRG R UBHE A »1E RO HH

a)

BiEFXEER (GVHD) TR

- h TEIVBR VTSR

KGR OG5 BHRBREE 40 BI(HLA R#EGE A OVNEZ G2 xtg e LT, JFHlE L
THEAE 1 BRETEL Y 180.15mg/kg 2 1 A 2 [ERE ARG 7 &), TR AEG R ERIC/RHE T
1] 0.05mg/kg Z 4 KDL BT T 1 B 2 BLAGEFHER G- Lo, &5-BI3ERRE L DL FiRE 2 b
EICHRET LT,

FER . BBAELZ 100 HIRERUE TS, A ZERAT R SUER] 38 i 18 Flic 2k GVHD 2B L, £ D
o%ymHuL®Gwm®%ﬁi9mam%K%ot HLA i# & [F fa i B4 T grade T LA Eod
GVHD 8% 28 #i9 3 41(10.7%)T. HLA # & [FAEM LA OBHTIE 10 il 6 £51(60.0%) T -
77

M b7 7REOHR : ROBERFOMT N F 7 EO R JREIIBAE A 25 15.0ng/mL TH Y . 4 H
%Iz i4H@MLiTL%Lt# DIRRIIR 2 12K N L, 12 2121 8.4ng/mL Th -7z, IR
&k GVHD UL B HERERE S & OBIfR L v . Gt GVHD iR Th 2 B HME% 2 225 3l E T
O BEEMH ~ T 7R iZSng/mL BENRZLTHLZ ENRBEINT, 70, I b7 7RENE
f#it: 4 HEIZ 47.5ngmL & @A RT 2 &b, ARIOFREREAZKSEETHIENEELVWEE
B,
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b)

me b5 7REOHE @EORE : hTEL)
(2HiMBEORSHIOER
(ng/mL)
60 - B #5304 4
i
1 5

50 -

40

30

EENNTEE

20

10 -

0 1 1 1 1 1 1 1 1 Il 1 Il L 1 J
-1H OH 1H 2H 3H 4H 5H 6H 138 28 3H 48 8H 128

it HE
Bike 0 18 6 8 12 8 13 9 16 23 23 22 21 17

(EYE BRI T 2EB I N EFEOAELOHEE, EFE, B 1 ARk 4 se) a2 L1 H
QMmyg%EﬁﬁﬁﬁXi7FVﬁEW@TﬁﬁLTQ4ﬁ%#ﬁfﬁﬁ%ETéoik\@ﬁﬁﬂﬁf
JRRBUL AR OB 52 G T 286120%, W%, 4271 A2L LT 1 [H 0.10mgkg % AEBAHIK X
fF?%&%mfﬁﬁbfa4ﬁﬁﬁ7(&%%&#60Wmﬂ%k&ot%mvééﬁﬁﬁ%wmﬁuﬁ

’@Dmiéojfbé

BERBHEC X9 HRGR SRR O AIO AR O R Eix, T, Bii 1 Hafk v 27U AxsLT1H
O%myg%lazﬁﬁm&ﬁﬁé BRI i&&u)Ax&L11@0%myg%1Ezﬁﬁm&ﬁ
L. D, e IERET 5, £, BRA G ERBEBRZ AR ORG 2T 2561201%, @%, ¥7n
ULAELTIEO01Smgkg % 1 H2ERAKRET 5, 2B, FERITGC THEEHET 5, | ThHd,

- BERLR UESTIR Y

KGR OB 551 . [ RS SRR 2 X1, Bhi% 0O GVHD TR & MG Lz, #)
HEE LT 1E0.075mg/keg % 1 H 2 [EI#E O B 5-(BRD), IRI&E & LT 0.05mg/kg % 24 FEfE AT
TRIMEFEEL, WIRATEE & 22U D EER)ICYI D 2 7o, 72720, BRRRE, i~ T 7 RE
LG 7 VT F=UBaAHTHERGELHBT 226 & L, &5 EO ERITRAES 0.30mg/ke/H .,
FRN P G- 0.10mg/kg/ B & Lz, 7o /N EClERL 2 2 D F F8H-3 25 2 L BRREERGAITIE,
WAL 3K TR LTRG-S L 72,
FEAR . BAETZ 100 HEANIZI W T, AR R GER] 9 51 grade T LA DT GVHD 1 3 il
WZHEBL L7228, gradellPL EOERE GVHD [33BL Lo > 7, 9 BBz THEMERIGN T2 B
T BRI RE( B BRSO O EREO I 26 CRIE L, BHEREI O i i 38EE 16 A CTh o7z,
(E)yBEHEBREIC X T 27K SN RO FIEL OH &L, TlFE, B 1 ARk & 7e U a2ELT1 FH
QMmyg%éﬁﬁﬁﬁXifFvﬁﬁﬁﬁfﬁﬁtro4ﬁﬁﬁTfﬁﬁﬁéfé FTo. B EE
RRBRICARN OB 24T 25512, @, #2787V A& LT 1 B 0.10mgkg % EFEE R X
7 R U FERESE AR L T 24 RENT fﬁ%ﬁ&#éoWWTbk&ot%ifsét TN O B
HlOv#x %, | ThD,

BRSO 2 AR SN EAAOEROCHEIX, T, Bl 1 BARikv & r7e)axE 1L T1H
O%mM@%lHZ@WD&@T% BRI i&&m)AxaLf1@0%myg%1Hzﬁﬁu&ﬁ
L. B, x5, £, BHA S E BB ICAROREZRGT 258 20X, @i, ¥ 7o
UAX&LTIEQHmM@%IEZ@ﬁﬂﬁﬁﬁéo&%\rﬁuﬁbfﬁﬂﬁﬁﬁéoJfﬁéo

BERXEEXR (GVHD) AEMHE

MUER e L
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i) BREICETHEERIE O

a)

b)

— BB (AT RVESER) 20

KRR OB 715 BRBMEE 70 flazxtgl LT, B2 BRirb %27 a ) A 18] 0.15mg/kg %
1 H 2 B A5 7Ry L, i121% 1 [E] 0.10mg/kg % 24 WERIREGE ST SECRI & LT 3 HEW)
KON [E] 0.15mg/kg 22 1 B 2 [FIfE OG0 7)) & Uiz, REGEIXRGE LK L EREZ S &I
TR LT,

FER . BtR 3 4 A ORESUCHERNT S EIEF] 69 FlF 66 $1(95.7%) 3 EAF L, BAEEIX 65 f
(94.2%) T, EHSUSIE 69 Il 25 1(36.2%) T BTz, AR OO m NS, A& 1
MHRBICHEANTHER ORISR SN B X 6T,

e

£ A HAS
TR (13(;(/’3/9) (13 09?3/9) (3133./33?)
e (9207/0 30/00) 3266'/73030) (4102%)

—RAE (BHRUESKR) *

KGR OFEHE . BEBHEEELZNGE LT, Bl 2 B2 5 0.15mg/kg & 12 FF# 2 & IR A&
H.(CRERD), IR M B2 13 0.1mg/kg % 24 BERI2T CHRufFrE L. WARATEE & ZeuiE 0.15mg/kg %
12 BR & &SRR D B G- CEEROICE W 2 7=, 7272 U, SRS O BERL O Bl A 5 B I A Re 0 3 5
Redo 2 WL AR RO M PRI I VS LT LnWZ & & Lz, /NER E TR A 2D E £ G
T2 Z ERWNEERGA T, BERLTK TR L CERG(RRER) Uz, 7ok, ARSI 12
FEﬁ L L7LCO

fd s A RMERRATRIGIEG] 17 B 2 GUIHERESIE R B AL, £ D 9 B 1 FITELHNTEIE L7223,
ftho> 1 BHIHEREPEREIC T o 7o, BAiftR 12 T I HF G- IERERIZ W T 17 Blaflni A7 L, BRI
16 Bl CHEE Lz, £, BEEHEL L TGy L7 F=EIF T1.5mg/dL LLF ) 285 61, [1.6~
3.0mg/dL) 25 11 %, [3.1mg/dL BL k) 23 1 Bl(BéREBEHG) CTd o 7=,
ERIDANEIT S 7L EIFERETH D EEZ BN,

HE
TR HEAE R FH SO
100% 93.3% 13.3%
ERE B (15/15) (14/15) (2/15)
SRR B 2/2 2/2 0/2
100% 94.1% 11.8%
AN (17/17) (16/17) 2/17)




V. ARICEY HER

C) fFHLABRHME

R BB HERER CIEBEFIRIC X D ki S R EE 70 fE 1] 104 Bz, JfHlE LCr me s o 7 7' o
11 0.15mg/kg % 1 B 2 & O& 5L, 55 61(52.9%)T THZ UL EORGENE S,

HEMAESR

BI%E(%) E2) R RRH R E5h HIEAHE G

s B 24 31 17 25
wasR (23.1) (29.8) (16.3) (24.0) ’ 104

W e 17 24 16 21
610 % RS IR (20.2) (28.6) (19.0) (25.0) 6 84
B ) HEFF 5005 B 4 2 0 1 . .

S NEAA5 (50.0) (25.0) (12.5)
? FIfER - 11 4 1 3 , "

e S PR AT A L (52.4) (19.0) (4.8) (14.3)

d) HTEILHSEERIADYY #Z KE

e)

iv)

V)

KGR OG-k BEBM%Z e » AU LML, #7 0 A2 7% 12 ARU B Sz

BB EORFIRENLE L TWDLIBREEZXNG L LT, ¥7v) AAD T2V ERUHELED

HEIC TR A 12 BE&RE Uz, SEEROCSUIENER « BRRAEERFZHNRBD o HE 1T

HEOERIFAI L L, /NN E TR ZZ0EEREGT25 2 ENREERGAITIR, TERIE3/K CTRE L

THRE AR L7z,

FES . ARDERENTRISER] 10 BIAREICIW T, BRI G HICHEMRSOGSIE A BT, BRI

ZELTEBY, 78 EFRROIERE ST,

R G- P oM IR, U1V X ERTO A 72 A EREO MR E & RO L~V CRE LI HER

LTz,

(E)BBMIZB T D HESOS O 2 &R E IR OO ER O EX NEF, Pz 7l A2
ELT1IMEO015mgkeg # 1 H2EIRROEEE L, Lth, R ICET 5, MEFFRIL 1 [E 0.06mg/kg, 1 H 2 FIFE
OG- L4508, ERICGC GEERT 5, | TH D,

BREOBERSHMERE &R L 255k (FmE) >

EIPNTH BT —HURDSA) G - fie b A MERGUSHLA)BUARRG I O R BALEE 24 B4 551,
ot 28~7 HETL VB 1 HRiE TR 77070 T T T2 —% K5 LIZ5EOEIMEER
WSESR), Rt R ORYEN L MR T 27 DIE R, IEEMR. IEEIEAL, Sk IR o RS I
R A FER L7z, v 77707 vd, #lE&EGEL2FR] 1 [E 0.15mgkg & LT 1 H 2 EREAHK
b LT, 7787 %=X, G &% A1 A 0.15~020mg/kg & L 1 H 1 [REREOELE Lz, W
NOHEAG . FIEEG L%, M RENSEIMEL L EEEB L4 —7 y L UHNICHERF S
% & O B EEREBE OIS 7 0 h o I L TREGEZME L., ks, PRAEE LT, VY
XU~ 7 (B Z) (375mg/m¥/[a) & A 14 HRTL O T HEToJRRIAF 2 (8], suEsE Lz,
27 a ) NAEHTRIGEE(TAS)D 24 B0 5 HEBMEN I SN/ BFIL 22 FITh Y . BEBMHE
1L 91.7%(95% (5 HE X [1:73.0~99.0%) CTh -7z, £7=. 70 s I3 77wV I T T 7 X — L ik
L7 WELHIZ & 0 AR FE N & 72 o 7o BE Z TRV T4 CO BB EMZIE 100.0%(22/22 ) TH -
7

Ta s T 7 hTRNILT T T X — ORI % DB B OBMEITRE £ CIIORHL LZEIE
FHOFRBUBEE 1T TAS 2K T 37.5%(9/24 B THh > 7=,

DBAE. M. BBEROMSBIECS 3 ERRE O
KR L

EREMEBENE [H T 0.5mg - Img, FBHDAEZLH]
REER e L
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vi) BEEYD<F [H 71 0.5mg - Img DHEEY]
a) RMFEIHAZEREHAR EakE) *%

KR OB 5 . BEOBEIZBWTHO DMARD 0473 < &4 1 FITHIEAR+2 2B Y v

~ FRERE E RGBT, ABIORRHELSEHEZ R ET 5 B TAAF D 1.5mg, 3mg XIXZD 778 RP)%

1 B 1[0 16 HEEOEL L, REIOADER 202 —HE R ERIEIC TRE LT,

FER . ACR20 s RITHEBRFMICE 20, P REL 1.5mg BEE OBIICEEBEZITRO bho 7z

23, PREL 3mg #E & O], WONT 1.5mg #f & 3mg BE & ORICAEZN RO bivlz, BHITIL, MTX &

BN I D ACR20 BEHRITIUNT P E & EIRFE(.Smg FEK O 3mg B ORI A B ZZNRD H iz,

BECEIEIR ., B R MR S 5 28 8h B OVEYYEIZ DWW T, 2FHG ONCRIVER O R BRI, P R & FEHE

(1.5mg BEUE 3mg B & OMICAEEITRO bNT, £/o, 1.5mg # & 3mg B & OIS A EZITE

oo T, AEFRICEDEGHIEFDHEEAIZINT 2B AIEERD e oo, B

BEICRAT 2 MM AT ORBIRIL, PRI TEER CE N2, ELZL2EIZBN T, [Z2T

HD] OFT15mg X PHEICHEIZS T2, PHELE 3mg HEOMICIIAEEITRO bienolz, 1X

LA EDRITERIE, [BIE SUTERR L7z,

(BB v~ Flodd AR SN ELOHEIT DER, RAICIEZ 278 AL LC3mgz 1 01 HSE
BICROEET 5, 28, BEEIZIE 15mg % 1 H 1 EYEREHROEEAOHE L, ERICEY 1 H 11 3mg
FTHETES, | Tho.

b) #HFE IHAZERRHR (SHE) ©

KGR OF G- 5515 0 BEDOBIIZB W THLO DMARD O/ 72 < &b 1 AITHRA 4572 65 MLl b

DOREEY U~ FHREERIRIT, AAO 1.5mg XiE3mg 2 1 B 1[E 16 B OEE L, AKFOHLME

M OV 2 2 JE E BRI TR L 72,

FEAR 0 ACR20 I3 1.5mg B 33.3%(9/27 f5)). 3mg ¥ 44.0%(11/25 By TH V. MTX LT D

ACR20 OHESIL, 1.5mg #f 42.9%., 3mg #£ 36.4% ThHo7=Z b, AAFID 1.5mg/H KO 3mg/H

I T b aIEE G LELIHETHL EEX LN,

BIWER OFBLIEIT, FEAEER T 1.5mg #F 18.8%., 3mg #£32.1% TH Y | 3mg HETHE > 72, KM

A L A B K ONRYSIE DR BURITWRE CRIBE CTH - 72, ERRIERIX, HLEFEE & O BUN k&

LOBIER T CTh oo, BHELR2EIZBW T, Z2TH D OFT 1.5mg B 59.4%. 3mg £ 50.0%

Tholoid, 1FE A EDORIERIZRITE LT,

EEZBEWERIL, 3mg BT 2 BlCIEM: « BECRIE « B - RGOV P JIEK - IRAR - AEENR - B

FEREIRHE DN BU( B XL RPN L, WEICLVEE L, b0 et milno B

Vo< FHREICBITDARA 3mg/ B OLZEMEIZ ST, BETAVLERLD EEZ O,

PLEX Y 655Lh Lo 12317 2 BARHELE H &1 1.5mg/H ~3mg/H & HEE I 7z,

IEBIfI ) v~ FITx T 2 AR S N ER ORI D@, A Z 7Y AL LT3mg 4 1 A 1S &
BITRO®BET 5, 28, BEEICIX 1.5mg 2 1 B 1 BYERZREORGENGEG L, ERICLY 1 B 1 H
3mg ETHETE D, | Thd,

Vii) L—TRAE#% [HTEJL0.5mg - Img DHZY]
MR L

viii) BBURKEX (hTEIL0HHY] 12

KGR OG5 30mg/B LA ED AT v A RAIGE O UL EEE) %2 2 UL &G L2 b 00
DOTHROELNIRWAT 1A FRGUE X XEG M D Hh 25 ~ BE OVE B NS R IG 2 B % %t
G LTAREERE Ulc, RRBRZEE THRBRGE) T, 271 L2A0R5HE LT, @ L7
TR AL T E T 7R, BEE N T 7B 10~15ng/mL) &K b T 7R BAERE(CL T b7 7 BE,
HIE R 7R S~10ngmL) 2% E L, 77 v Ra e Lz “HEE MM BB EZ 2 W= L
72o PIRIORAER OHEZ, 10 0.025mg/kg O 1 H 2 BFEO#KSG L L, BIE T 7REZ T 572
O, BT CREEOHRTIZITo72, &5ED ER% 03mgkg/H & L7,

fEd DAl R a7IC R HUGERE | CTAHTCUGEERIT, & b7 71 68.4%(13/19 #)), 1K &7 7H 38.1%(8/21
), 77 BAREE10.0%Q220 FHTHY ., @ T 7RETIEX T 7 REEEAEENHE LN, (KT 78T
37 7B RRE L ARED R T,
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iX)

X)

BWEHOFRBLEIL, & b7 78 90.5%(19/21 fi), 1K ~Z 78E50.0%(11/22 By, 7 Z & AREE 30.0%(6/20 1)
Tholz, BT I7EETEN TN, 2L OERTRETHY . WK ERFICHBEE 22 50I3IEFEA LR
Wiphole, @ M7 7HEME N T ZHEE BICRBEORE NS TZEWERIL, I~ 27> 0 LD L OF
FEIRERTH Y | & b7 7HETENZEI38.1%(8/21 fi), 19.0%(4/21 #l), 1K~ 7 7EETEILEI 14.3%(3/21
B, 9.1%(2/22 FNZFEDH BT,
EELHERERIIS N7 7RICEBRES 16, (K N7 ZRECBUMEN 1 FIRBLL, #5451k UIRHE
FHEIC KV EE L7, LEXY | {EEIEFE ZEAREANCE T F 7 ) AZAOMPREZ 10~
15ng/mLEERIZ IS U T 5~10ng/mL)ZFAEiHERF 9~ 5 L0t & 5 2 7=,
GB@V@k%kuﬁféﬂaéﬂt%&&oﬁiiFL% AT, P Z 7 0 ) AR L LT 1A 0.025mg/ke
% 1 H 2 [EREH LY BRI OEET 5, Ltk 2 B8E, BERMH N7 7 RE% 10~15ng/mL & L, IH ~Z7 7
%E%%:?UV?L&ﬁE&@%%%%?éo&5%%@2ﬁuﬁﬁ\E%@¢F?7%E%S~W®@L&L
BHEEZMET S, | THD,

SHRMUHL - KEHRIZEHT IMEMEMKX [H T/ 0.5mg - Tmg DHEZH]
MU ER e L

RSB I S RE RGO INF]
MUER e L

@ BB

i)

i)

MBI B 1T B IEE RIS D IE] ©
FEIN I B EE AR B & S0 L TN s, KETCY 7 a AR Y v & DL ik BE 2 i ER AR 50 03 526t
iz, /N 30 Bl &2 G TR 263 BIllC, # 7 1 U AR 0.075mg/kg % 12 REfE Z & 12 4 RE 2T TR
TR XL 0.05mg/kg A 12 RN T 1 H 2 ERTEFEE L. WIRFTREIC 224U 0.15mg/keg & 12 Rl 2 &
WRROEE U, Z2BRIER. MAREIC LV &2 Lz, WO | FAEFE, | FAEE, 2%
RSOOSR B R ORIWERIC K 28 G-k s 2 Fle U 7=/ 8L, AHIOBRIRAYAE FIPEDSEED BTz, 723,
A . 5 AR OIBWRAZ A fJRECd o 72 263 Bl BFEAEIFHIL 79.0%, EFRIZTI8% TH 7= %,
(PR35 2 HEAe BSOS OIS 2 AR SN EHE O IER O &L, T@%, 2270 Y a2 LT 1 [
0.10mg/kg % BRI LT R AR CHAIR L T 24 BN TR {%a%/fréo PNARFIRE S 72 o 7213 T&E D
TR OE GOV IRZ 5, | ThD,
PR3 BRSSO/ 5 AR SN O A O FIER OHEIT DEF, M3y 7 ey Az s LT
1E10.15mgkeg % 1 H 2 [EEOHET 5, Lk, e IlCEiE L, HERFEIT | A& 0.10mgkg #A%EHE L 97523, fiEdkic
JE U CHEEET 2, | ThD,

BHESIE I8 1T DRI RIG R UBHE A =18 RO I

a) BEANEIR (GVHD) FRHHME 2%

ENKOKRETY 7 v AR Y b OBEEAGIFE REER et 2 340 L 7=,

ENIZBWTH B EE 68 il &7u)Ax%%ﬁ15%i@1@0mm@@ 1 H 2 [\ MR

H(h 7o), AT OG- 3REIC/2 5 £ T 1 B 0.05mg/kg % 24 FERERGEAE L=, B 5 8&IXE

RARE, MHRE N OME 7 V7 F= 1% b &I Lz, miAlo R 20 GVHD B3 (grade T

UL b)), BREAEAER, BREEREER, MERRE B L O ARRR AR 5 R BLER A e U7 fE R, AHA

®%m%ﬁ%ﬁ# LD LTz,

F 7 KEITIB W T, HLA # & [ MRS 165 61 & OFE MLk M HE B 90 B AAI 2 B4E 1 B AT

£V 18 0.03mg/kg., 24 FEEFEHEAE L, WIRDSFTRRICZRAUXR O G200 i 2 7o, R O#E &1T

BT OFIRNE G- B 4 5 & Lo, WO RFE2ME GVHD RBLH (grade T LA ), RFEAEFHE, BFE

HREROAEFEESR L UER, RAIOBIKRARERRD b7,

() B BERAEIC R 2GR SN TR O FE R O &I, D@ BhE 1 HAfk v #2772 U A2 L LT 1 [E0.03mgke
%éﬁﬁﬁin7b?%&%%fﬁﬁbfa4ﬁﬁb?Tﬁﬁiﬁﬁé F 7o, B R xHE BRI ICARA D
BEZBIATDEAIT, B, ¥7v ) AZE LTI [E0.10mgke & EHAIETUTT R UBSHR CAIR L
‘f%ﬁﬁbffﬁﬁﬁﬁﬁé PARFTRE & 72 o T2 1T TE BT H/MTR MR STV 2 5, | TH D,

BRI R T 2 AR SN A O HER O EIE, TEE B 1 Bk %27l A2 L LTI B 0.06mgkg
%152@&D&5#70%ﬁm% i&ﬁm)Akafl@O%mﬁgélBz@ﬁm&%t Pk, thx
RS 5, £z, B HE FRREBUZICARR O GE2BIGET 2 5A120E, @, ¥7r ) A2 LT 1 [FE
0.15mgkg % 1 H 2 BERRNET 5, 728, IERIIS CCHEEET 5.] ThHd,



AEICEY HIEE

b) BiEH*EEH (GVHD) AEZNR

MR L

i) BBEICETHIERRICOIMNG (—XaR)

BB IZ I 1T D RABIRFIC OV TR EEGRER 2 520 L TV 203, —IRIBIFIZ DWW Ty 7 r AR Y
@ historical data & Fhilg L 72 22,
A R 82 BIICREAE 2 B2 D % 7 1 U AR 0.15mg/kg % 12 BRI Z &I 050 7))L, i
%13 0.10mg/kg % 24 FFEFHfe A EE, £O®REAIE LT3 BLIAIIZ, 1H0.15mg/kg @ 1 H 2 [BlfF
A#G(H 7 eA) e Lz, #E5EFBFERREEOMAREZ S EICHgi LT,
%ﬂ@ | AR, EEE, EHMIGEOAT v A REEENR 2 s U= iR, ARAI ORI
RO b,

iv) IDFBHE. FFSHE. BERBAER /NERIEIZE 1T HIERE RS OHNH

HEE R L

V) EEFEANE [HTE/L0.5mg - Img, F|RIDAEZH] ©

MHER OB I AT aA RIERGUE M RRER & OFER R O BIEM I EBE A xR L LT, 77
TR ZRE L7z 28 MO " H S MRAEM iR A I U7, B O &I 1 [F Smg\ 1 H1RE4 &%
OffAteEE Uiz, FAT 1A FANTIRBRER G 4 8% XV Sme/fR A /4 BOFIEGIZ TRE LT,
FER . AR - REMMNTGUERNL 80 Bil(¥ 7 v U AAEE40 ], T BAREE40B)THoT, R
B GAS TR 12 WO AT v A REERGEIL, 7077 78 491mg/ H, 77 B AREE 6.5Img/ A T
29) V. mEEMICHERITAON RPN, AT A REEERGE(T LV K=y n SR E)ORRZ L
TiE, WREE B G 20 B F TRIFMICED LT\ e, 77 BREETIEE OBEIME R A7 5= D
’?(TL 27 m ) AAFETIIR G TREE TR Z#R LTk, sERRHZIET 7 8 REEE O/’
WCHBENPRO b, £70, A7 84 R 15%BEERELOAT 1A FEEG& Smg/H LU TR IS
DNThH, RERFOFHECIX, mEERICEEZEZNRBO bk,
RASRFDOGFE QMG A = 7 (i /1 DRl FERE) X VG MG ADL A =7 (A AEEYCEE ORI X, 7
Z 2 ARRE TR GBI NI EH A DS A B2 DIixt L, ¥ 7 v U AARECIRSEEAN A LT,

Aot
. VEA=DINS it A i i
A i e
IR R b [n=40] [n=40] BRI
1RBREE B 5
AT aA REHEL& FET T 491+4.041mg/H | 6.51*4.889mg/H p=0.078%
12 8
A4 51)
w . o i A& I 3.81£4.066mg/H | 7.23%+7.319mg/H =0.008
AT uA RS 5 me me P
AT uA Ngh& o
N HEH 67.59 45.09 =0.034"
759% R S & " P
ATuA K& o
o ey 77.59 52.59 =0.011"
Sme/ FL B F iRk e & " P
A5 QMG A2 7 I AEIRE 4.4+3.62 5.8+5.09 p=0.187%
A MG-ADL 2227 IS 12+133 2.3+3.00 p=0.054%

(E#+SD)
TR G- B D 2 7 v o NGB R OWIR RO A M8 4 308 8 & L 7o 303 Hoodr
bR G PAREF O A T b A NG ER OO AELZ LR L Licu VAT v 7 BRSHT

BIEH (R MRAM R A8 2 5 Te)ORBRIT, ¥ 7 1) AARE 87.5%(35/40 #i), 77 &Rt 80.0%
(32/40 BT, 2 ﬁiF‘EJ CHEEZRD M- T, EEREWEMIZ, 70l axBE2624, 78R
BELHILRcA B, 7 u ) AARE2 (5.0%) TiE#ES 2 dik L, BIERIC L DT~ 72,
X IR G- BALART 12 (84 HEHD AT v A FEEEOEED Smg/fAHUNTH L EE, 72720, 1RBREE

#5044 4 HWFQES AMD AT v A NEEEIT 20~40mg/iE H (1 B EHEEE L LT 10~20mg/ )D&
ANTEERL —ETHDH I &,



V. ARICEY HER

Vi)

vii)

BEETY) < F [ATEJL0.5mg - Img DAHELEY] 474

IV Y LS OBEE DMARD O 1 AILL ECOIRAR 70 dEmin OB ) v~ FREZ G L LIoA
Hl3mg/H & YU B 150mg/H & @ 28 MR > — B ek 2 550 U 7=, BAEAL iz 204 5
WCIRBREE N - S T2, 204 BIONRIZ, ¥ 27 1Y A ARE 103 FIMTX Zh3RA+4561 54 ], MTX LIgk
@ DMARD ZhEA+-4361 49 fi), <>~ U BB 101 BIMTX ZhEA+4361 48 61, MTX LA%L 0 DMARD
BHEAR 1431 53 BT o7, AFORBISEWEICHT AU EDRIZI VI B IEATWHWSZ L
PRRES I, S5 MTX I RAR+0ICk L TH I Y Y B KBS RN &7, ACR A
HEIZ LD HFHIEE OZLFEOWRBIZB N T, 4 BEIVIZEALOHE CTHERBEMZZRD, ¥
7 a ) AABFETIIRERNEN -T2, L7eh-> T, KA 3mg/HIiZ, BV v~Fioxt L TEWaR)
MERLGDEFTHD EB LN,

HEFZEIWERMORBRIZII VU EUBICHARY 70 ) AAFTHREILEL ., ZVT7F=rEHoD
BRI Z 70 ) AAFETEZVMEAA S Y | MHPEFREMR A B F R BRIIWEE CRk Ch o7z, ¥
U DAABETIIAANAFEORBERANZ S RO NN 1FEAENEIE Lz, AEFZGEIEMICE
LR T, WEECREETH -T2,

IW—TRXE% [HTHEIL0.5mg - Img DAHEZY]
KGR OB T . AT aA RIET CTIRIER K e Bt B R ERAR T 7K OV RSB E 24+
HDN—TABREFERIRE LT, 78RR E L7z 28 o 8 Hf ) el 2 550 L 72,
FEAOHEIZ 1 3mg, 1 B 1EAYEBZOROES L LT,
R AT GUERNL 63 BI(X 7 1 U AARE28 B, T EREEISHNTH T, mKRFOE
BIRENMEA A a7 *OB(LRIT T 7 BRI ANERICKE D o7z, [He ORBIFBMERIED 9 5,
BERERITROIEE L Sb | BIREOEN, #5 4 BH%E»O 7 7 2R L g L CHEISHED L,
28 Wtk F TR L7, F 7o E FHTEREME OFRIE & 72 2 FUR K OWHIR(C3) 2 2 L, FRICHiIRIT 4 7
LUBE D RENCSE L, 28 W E TRl L7, REFFOBRWEE T, FEEL FOYEERNZ 7
7 U A ARE50.0%(13/26 f). 77 2 AREE 8.6%(3/35 )T 2 BERNCA B ZN A b, HEIGEMEA G
2 aTHOEFIL-32.9% TH Y | FHgtEBERFTH., REFHOIEIMEOEIE CH 5 1 BIREA&E, fifk
(C)DERUE DAL RITE 2-60.8%., 164% TH o7z, B, VT F =27 U T T2 A(Ca)DEALR
1%-22.0% CH -7,
HEFRLEWER)ORBIRIT, #2710 AARE92.9%(26/28 fil), 77 & REE 80.0%(28/35 i) T 2 FEfHIC
HEEEZRBDI2D o7, BEERAERFGUIXY 70 ) AATE4 B4, 77 BREE3 HI 8 tHlcA b, %
DHLE & LT, BRGNP IESN-DIEF 7 0 ) AARE S HI(17.9%). 7T 2R EE 4 41(11.4%)T
HoT,
¥ HEBESMEATH A 2T IX 1 AREAE, RPFRMEE, MiE2 L7 F =1 HidsDNA Fiik, fliEC3)D 51
HOR2T (&x0~3 8D 4B HY . ZORFHAATIZIVREHEEITo 7,

Zrnal LA 7T R e 7=
[n=27] [n=34] [95% 15X ]
RBIEBIERT 2 = 7O RALHE(%) -32.9+31.0 2.3+38.2 —
mean=£S.D.
1 ARE A RO RHEDZALH(%) -60.8 8.7 L115.0~48.7]
POEEE 1 WAL, 55 3 U (-73.7,-37.2) (-14.0, 90.0) ' '
FHR(C3) D FERE DAL (%) 16.4 2.8 [8.5~26.7]
PSS 1 UL, 85 3 PO43T) (10.3,27.5) (-11.1,18.2) ' '
Cor DFEMED ZALH (%) -22.0% 14 [-30.5~-3.4]
HRECE 1 UL, B 3 IUSr) (-33.5,-4.2) (-19.3,16.9) ’ ‘

RBIEBIMAG A TR 1 AREAR. RPRMERE, G2 L7 F =2 HldsDNA Filfk, MAC3)D 5 HB DA =2
T (%2 0~3 50D 4 BN S5,
W Co lZONWTDORE 7 1 Y W AREOFHIIEGIELIE 26 51,



V. ARICEY HER

viii) BBMRKEX (hTEIL0HHY] O

LR ORE I . PEE~EEOEIGME(A T v A FERFES, 27 01 MEARME)E S KR4 S

Fraxtg e LTARIEZ RS Uiz, ARBEGEIHRBRGEL)TIX, #2702 AA0BE N7 7iRE 2%

B NARRBRGES)Om F 7 Z7REE R U 10~15ng/mL [ZFRE L, 77 v RERBE Uiz “HEHREEM

PGB A 2 W SEHE L 7=, FI 0 VE R OV &% 12 1Bl 1~2.5mg(0.025mg/kg FH4)D 1 H 2 [FI#%

O#h-& L, BRE N T 7IREZHERFT 272012, B FCRGEOMEIZITo72™, FhHhED ERA

0.3mg/kg/H & L7=,

fid . DAl 2=V K DUEE ] THIWERIT, 471U L AFE50.0%16/32 6), 77 BREE

13.3%@4B30 N TH Y, Z 7 0J AARETIZT 7 B ARBICK LABERGENAONTZ, £7-. FihHE

H @RS, M, TR e R A, ERIOSRAEHN) Tlix, T LS NREERT Rick W\ T

TR RBHCR LABEEN AL,

BIWERH ORBLERIT, ¥ 7 1 U AARE 59.4%(19/32 ), 77 B ARHE 33.3%(10/30 By Tho7-, HEELRA

ERHRQIA LN T,

F7o, BIAHRBRERERO % 7 0 U A AFERE K OVEE O EHEEREME R R EBFIT, 2 BB

HIE RT 7iEAL S~10ngmL & LTT 07770 P akE 128K Lz, &&&ERERICBT

L UWEZR(DAL A 2 T2 X D WEE)IT, 2N 61.9%(13/21 B KT 66.7%(6/9 By T - 7=,

¥ AT v A REIGE D ULAHEETE)30~40mg/ H % 2 BELLERES LIS b0 0b b TRIROG LRV ES,
H L IEAT A RAIGER O U EHE)0mg/ B L EH A0 T Imgkg/H UL B 1 BB ERS Lzicbn
NOLITNROELNRNEE

() EIBIER 2SR 2 AR SN MER O RIT DEF. AT, 927y a2 LT 1 @
0.025mg/kg % 1 H 2 [ERAEHZB KOV BB ISR OK G325, Ltk 2 M. BAELS b7 7RE% 10~15ng/mL
LM NT TREEZE=L ) 7 LD LR GRETAT 5, #GRGE 2 BHUKT, BEm - T 7R
% 5~10ngmL & LI585 HRHT 2, | ThD,

)55 AR FRER ¢ o0 H S L

DTFo@my HEZHE L. D72 L&A D 2 HRITRERO R FLEME@R D RAGE)IIE T
ABREE T GG L, 2RAEL, | ARG EO FRITHE M T 7RENE SN2 < &b 0.3mgky/
HFEY & L7z,

R ML | 5 7 B O RIERE T ——
JEE\IJ\I gij HE B3 1 H B (12 0024 RETRIE) Daew=Dela X 12.5/((C1an+ Can)/2 X 3)
*2 By Prr
JEEU?EE 10 HH (IJEEIJE mﬁji 2 '23\ ES)E?;?E Dnew=Dola X 12.5/C%
*3 =z N B A
grisng | oG RE ARy A DD X751

3 B B R LA
B Z TR L 0)
Dyq : FHERTO 55 R 5-BIARIF 0.025mg/kg). BT SIFABEO/INEURLL TS A TS A Ly 0.5mg 22 Clic bV ME & 3%,

3\ 4\ 6\ 8\ 10\ 12 i@ﬁﬂﬂiq:‘lt/ffﬁgTﬁ%a Dnew:DoldX7.5/Ctrough
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BRERREBOKREE
IR E(kg) 30=~<50.0 50.0=~<70.0 70.0=~<90.0 90.0=~=100.0
5.8 (mg/In]) 1 1.5 2 2.5

Dyew : iR DG, B SN EDO/NURLITE &2 U HA L, 0.5mg A ChbifWMEE 32,

k1 1 Coop 23T B FIRAE AR SUIRBIOGEA . Coan 2 FAVZR 5 Doew=Dota X 12.5/(Caan X2.5) X 0 | itcmﬁEET@ﬁiﬁx
WERBOEA . Cian & V2 Doew=Doa X 12.5/(Cin X 4) & 0 2 B B O AR ZH T 5, IS E R T IREARN ST K H o
LA, ERETREOHHEEMRAL TERFORIC LV EBT S,

:m:ﬁ%&ﬁmént&ﬁi@ﬁmﬂﬁllH%E%@z YO 1 ZBZ DA, A - T 7 HEENEEC 10ng/mL LA EDOEE

CITHEREIE T, F£72 10ng/mL K OLHAIC iﬁm\%llﬁﬁéﬁmzﬁmléﬁé

*3c%w&@m¢Unmyﬂ$ﬁ®ﬁA R ELTOMEAEZRIZ 0.6 f5(=7.5/125 fH LI HEE T2,

CS: 1 [RIH OFHINS 2, 3 HRUEFFRIZISIT 2 2 A M b7 7R EOFEE,

C*: 2 [ H O 5 1.5 B EFRGRFFRIZI T A IH N7 7iRE, 2 8d H5A513E OFERIHE,

Crrouen : 2 HLAREIZE W T, B IR EEIR(5S~ 10ng/mL) % %M L7z M N 7 B,

k5 2E if@?x'ﬂ_- RET - ZERT D a—)L

ERdes nﬂn Eﬁﬂ
MR AT [ #daee A s
| "‘// l ;’ﬁ)”)” l

J R 5 R
|1231?F‘1||24B¢h’41| IHHl |8HH] [12HH]
ix) BHRMEHL - REFHRICEHT HEEMEM% [(HTE/L0.5ng - Img DAHEZHE]
RZMER R L
x) HRAFSHEIZ4E S & RIS DI
CNEE R L

2) BEMRER
D FFRHEIZH 1T a0 HE 52
1990~1991 -\ AMKE 3 B A 52 T2 B 24 il ke 5- S 7z 16 Bl B B A RS 551992 AEikF
)T, #2778 ) AA@AOFNIS 72 AL DGR 551 B, &z 792 BIZKATWD A, ik
m;’rwm%zm“ AEIEFEL TS, 16 fild 141%“;*@%@@%733‘%%&&01%D\ £72., 16 BT 14
BICAT A KD OBERNAIRE Ch o 7=, Z DM, EEREIEM. BEARMR A & OUEGE X580
ST,

Q@ BHBHEICH T HIEMRRIER U A xE RO
i) BERXEEH (GVHD) FEHE
a) ROKRERE @OFEHTwLEHER) %
275 TLFHFRER f OVEE TAH HEfER B BUE R 131 Blod 5 &, 77 B CRAEL 100 H £ TOREEIFSE T D
27 m Y DAY S AT (R OE 381 B, & 677 B, Z4uD OSEFITTRAR 100 H LAKE
WZHTTZZFIE LTz, AH & OIRFEBIR NG E T RO BEREERIT 5 51(6.7%). FEARMRAL I ¥ 28X 15
$1(20.0%) T > 7228, W B 100 B £ TOHEEENEN 40.0%., 78.7%)% K& FHEl-7-,

b) BEIAE (EOFIFHTwILEFEA) "%
5 T FAFRER M OVEE AR B fse sk B st GUE B 131 Bl D 5 B A Zh MHEMEAT e GUE B 125 FIl 2512 >\ CTHEBR
TR A I L7, BAitL 1 4E, 245, 34RO BRI GVHD RBELE, BEAGFE K OVEREO RFEH
HKBIILUTOT L L Thol,

181 GVHD iR, 47K, FHRE

SRR GVHD FH R BREFE RRFE
14 42.6% 75.8% 14.2%
2 4 47.8% 66.0% 18.9%
3 4F 47.8% 62.6% 21.2%




. REICEEY H5IEE

c) REIBERUVEHAZ EOFITEHEER) >
S MLFRRRER O A VMR GUER] 9 10> 5 B, 5 FITRAE 100 A £ TORHMMFKE T b2 7 1Y
D ADERE RG-S T (A% 112~270 H[H),
Bohitit% 101 HLARRIZERD DAL RERL & ORIRBIR DA E T & 2R WBEFEAEIR - BRIR B A8 5% H A28,
TEGFEL R Y 702U FEFA 21 HITH -7, Btk 101 B LI, S GVHD & UMEME GVHD

DT FBNI AR Lo T,

& MFHFRER DA I ERRNT G RIER] 9 FIDOAETE « BT L OVFRBOFRIZOWT, ¥7ual LARxE5d
Ik - & THRLEBHHEZIT-o 72, T OME., BRI O P IEIIBM% 327 BT, BUEROFHEN 1

B, FECIEZOJFEBOBIIZED 1 a2 5D 2 FlRRD b,

) BAEATEER (GHD) ARHR
R L

@ BBHEIZHITHIERREOIH

AR T AR RUER M OMR I 55 TTAHRRER O A RO EARAT X SUER] 104 BN T, 3 % H OFHEHIFE T
BEFRAEZ I LT, T D DIEFIDOAEFRLTAEFRIILTO LS ThHo @ HAITD T %

),
HOAE M M 3 #»HA) Kis 247 3
S 104 104 104 61
AN X 0 0 0 0
FEX
ERTEBH A7 (100) (100) (100) (100)
B AN b 3 3 3 3
£ SRR AT 91.2) 91.2) (91.2) (91.2)
& p ﬁEt{ﬁfﬁz 3 3 3 3
ETFRE 97.1) 97.1) 97.1) 97.1)
IR 0 0 1 2
FEX
LB LR (100) (100) (98.6) (95.9)
FEEE IR 4 6 6 7*
FEX
e SRR ARG (88.2) (82.4) (82.4) (79.4)
P p IR 4 6 7 9*
AR (96.2) (94.2) (93.3) (90.1)
(%)

FEVECHIER, FEEBFEITIIMAIL » #ax th DL T, LB E L,
JEEEFR, ABROEHIZBW QORI 3 ERMOEA L E TN DD REETR, BEESEORLE,
* 0 ZOMIZ 3 FLIRRITHERERENME L 7IEFIY 1 BIGERB B S 0,

FIZRENET O TR, Mk G- U2 1T 3 BL L 7 BIVE ] K OV BRIR I A 5

T &L 3y AFETOIRBEE I~ LT,

BREHRABEERAR VR REEEERTHAE

DOFBMARLIT, TR

ko 4 Frl
3% H 4 5 H~14 24 2 il @ 11 I
Bl 77.4% 21.5% 7.1% 3.1% 26.6%
& (82/106) (17/79) (5/70) (2/64) (21/79)
. 46.2% 12.7% 8.6% 4.7% 22.8%
i B
B AR AR A i S (49/106) (10/79) (6/70) (3/64) (18/79)

@ DFHE, fsiE. EBERWMNGEIEICE (T DM RIS D]

AR L
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®

®
i)

i)

@

BEMENE [HTEIL0.5mg - 1mg, FERIDHZY] B9

ATEASS T ARRRBRGEMHARM - 16 )22 T L2 16 B0 95 b, Mk G52 /B L2 12 fladic, &E2
(TS TARRRER CORHMMI 16 3 2 5 To) ORI 538k 2 520t L 7=, 8 5l CRIHIZE I AHFBR& T
RRZ o BN RFF N EOWE) DN B, XITHEICkFE L7z, £, AT oA FElZ#kRRE LTz
12 B 2 HICAT A REIOJRENTRE & /e o7z,

EWE GRS A A & ORREBIRDEE TERWEELEER & LT 1 FNCEE - ARV - FEIEH 23 2 &
T, DT IOIER IR OSHEFREIC L D ER LTV D,

FEARMRAEMERE A E LT 1 HIEED »-GTP LN SN2, BE 1Tk S iz,

FIAH 7 2R T B MR LR BR GR AR - 28 )& 52 T L= 73 fil(¥ 7 v U A A% 38 i,
77 | AR 35 BI) AT MARIE B I IEABRGHM IR « 28 YA 5E T L7z 10 Bl 5 & kel b5 %
A L7270 il 2 %50 ek 56 3 (S TAHRER C o R 28 I % & To) Ok 55k 2 50 L 7=,
2T uA Fhaid, FIHE7 7 BB O HERPERIEGEER % 7 v U A ZAFEBITHI RO T T B AR
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BRWIM 7 + 10— L7ZBROJRE K OVEFRIT AR b 8 2 KT T MM RS LR OFBRIT 21.7% T
HoT,
ZAMEICBE L Tk, BEE, SilE, BRYYESENHL LT,
@ S aUAVKEH—ERKRE BBKRRE) @
MRS 2 RIZF 70 ) DA-THFFT Y APREGOH), ¥7/7nl) AA-Z a7z /) —LRBRET7 =
FARE2 FlYDOA M & BRSOV TG S v,
F7 ) DNA-THFET Y PRERO 3EREBELFRI N0 ThoTe, £z, SEEHERKISTEE
BREIXZ 7 v ) AA-TWF 47V HIERET 0.6 episodes/100 patientdays, # 7 2 AA-I a7z /) —
IWRE 7 = FVRIERE T 0.3 episodes/100 patient days T&H - 7=,
ZAVEICRE L CiX, 7 V7 F= 800, MibEeeRE ., BYYESENA LT,

3) BERBHEICH 1T B IEH RS DN
SMENZBWTIHBREICRT 5 7 1 7T 7 (FEFHE - 1 72 V) OIERE S O RS HERR ST D 8389,
<BE>
O KE#HFHEEAR (BB
BEFR DG INHIFRE CIIMERFREE © L < IXIEFARTHE OB B 12 flaxtRic, 7 al) AZAORK
FHRBRN R & Zatic oW THRFT STz,
SEH) 120487 HCEMIME S DO ., BEEFRILL.7%., B EEFIL833%THY, ¥ 7



V. ARICEY HER

7 U A TIE R O BN L T IRHERF R B S U < I3VBEAR T O BERAE B E ORBEFITRIEIZB W T
BHThD I ENRBENT,
20%LL EDOBE CTH LN A EEFRIIIREBYYE, BL, Z L7 F=800, B cthoiz,

Q@ XEZHERBTRE (BBKRIKSE) ¥
1994 -5 A 1 BHE Y 19954 11 H 15 H OWIRIZKIE 14 figk TH 7 1 U AARE G S AR EF
362 BN DUV THET 3T o7,
BRI Z 70 ) WAER T T4~ U —#iEL L THWZERMBRIEDAREQRLS B0 1 ERFEREAE
TER1T95% | - RAFEBAEIE ARG 1L 85% Th 0 BRI O HREQGS B) D 1 R R EE AT 91%,
| EREBHEFEAERIZ TN % ThH -T2, 2. ¥ 7 1 U LA IREROGEMHRE CIIMERFREES L <
VTR MM DR B E (112 B ORKFRITERICB W TA THh - 7=,
HERFRLE LT, BEE, B, REERE, A1 M A Ta oA VAEGERA LI,

@ EvYN—VRFE—ERHRE FERRS) &
&7 a ) bR LSS IHIE & LRV 123 BloEBRLEBE TOa I W TR S vz,
PURA v Z 0 v a UREEREIT LA 7 1 U AZFEICEW T 18 A (YA OB IR b o B4
1F2R1T 98%  BHEIEA S 21T 83% TH 0 | BMEDOMIANEREHE SN L 2 BHEERSRE D BEM B I X 72 o T2,

4) INSTEHEIZE 1T B4 RG]
SMENCBWT/IMNBBAEICI T 5 7 0 75 7 (B - 5 72 V) OIS O B eZR S LT 5 8588,
D YIREZUF VB YFTKRERUVIA T S KREHRBRE EERRS) ©
Zonal) AAERAWEZD R o F B ) FRFEO/NEBRE 9 HD 1~4.5 FFEDBEEFRIT 78%.
FREERIL 67%. ~A 7 I KRFO/NBBAE 19 il 1| FFREEFRIL 64%., s EEFIL60% TH-
oo VERZ UFUH Y ARFIFITOREERGIL, BEESH, BREZY > E 1 H], HEEEROiE
2 Bl Je OV A VARG 2 Bl7e EThH o T,
@ EvYN—JREFE—HEERE ERKRJE) ¥
1990 4F 5 A5 1997 4F 9 A £ CTIZEEE SN2 /NMG-EAE 98 fFilic S\ TRt s ivie, /NEBHERIZ X 7
0 U LARERAWE 1 F, 5 EOBREATFREBIRESERIT. TNEN 2%, 48%. KO 64%., 60% T
HoT,

5) BEEMENE [HTEIO0.5mg - 1mg, BBHIDHAELNY]

MRS DIBICE N T, AT A RAIOEEICE > THRIEAR T4, TEERICLY 2T a1 R
FC ORI DS R 72 4 By B EEAE 7 6 ) 0E 14 BHCBETRIRAI(A T 1A AL fi=a ) = RX7 T —BAI%)I
Mz, 7ur 7 7h7eviefh LR, 100 THIEOSREEZRDT, £, BEPROLESA
BEiR I 2 R/ < STV TCWTIER] CRBGE RS FTRE & I o T2l b A b AT 2,

AT A REITIEROZED GBI TV D MR & L < 1ZHBRFEREER 0O BiE i) 1 7 iE FB 38 & Xkt 5 &
L7=BMARBR ClX, a2/ 7 7 h 7 g 28 Bl#EG L, fFHAT oA RAIO®RGEEZ 77 2R REtEL
Pl L7-, ARBR T, Smg/fRH/ABEOEETAT oA FRIZEE L., EROZENHERF TE R0EE
i, A7 uA RAIOWEEIT-7-, TO/E, 270 ) AARETIE, IEROLEEMFELI-EE AT
a4 REIOWEZRD, HE5&THT 12 BB LROERGK T4 BEOAT oA RELGHRGET L K=Y
o HEE)T. FRTEN 491mg/ H KON 3.81mg/H T -7z 49,

ATOA FEHFREE* (mg/B) DK

- 2 al) AAR 77 v AR %J%?ﬁ?ﬁ@?i@@%w
[n=40] [n=40] [95%EFE X [H]
55BN 13.78+3.958 13.88+3.545
G Tl 12 JE 4.91+4.041 6.51 +4.889 -1.58[-3.342~0.184]
B 544 TR 4 T H 3.81+4.066 7.23+7.319 -3.48[-6.010~-0.953]
XL R=yn U mEE (CE¥y+S.D)

XX XU u ) AARE—T T BARRE



V. ARICEY HER

AT aA REIOEGAZ L > THRAR+2 T, MRIERER O e /e BFE 106, Fmnr 7707
B % 28 WG L2 5 MAHRER 128V T, 8 Bl TR I(A R QMG A a2 7)) DM EZ R, 9 B THH A

6)

Fr A RN S U7 (R ),

BEONG RO 7 DR

B 5-BRIGIE I A& IR g
[n=10] [n=10] [n=10]
13.3+5.17 10.6+6.17 271226

BT 9 <F [HFtI/L0.5mg - Img DALY 3840.47.60
WBEOIHEBIZEBNTHY v~TFHEKD D72 &b 1 HNT I +0RRRBm o N7 ) v~ F ik
FC, T T T 7 TN ARG AR T 16 BRI, SIHERER TlE 28 MG LT-, T D5,
TarZ 7 h 7 VOFMARRBRIZE T 2 KE D 7~ FE2(ACR)D A RN 715 T D 20% =5 o
EA(ACR20 eLFER) T, FEEEHE T 49.0%(50/102 fl), 1% 50.0%((27/54 By TdH - 7=,

ACR20 & X (kS HhE)

(CE¥J+S.D)

- — AL E
PR 77 'R 1.5mg 3mg
% N5 1A 2 2R 9/64(14.1) 14/57(24.6) 28/ 58(48.3)
o TIUAA b i o — — 50/102(49.0)
st 9/64(14.1) 14/57(24.6) 78/160(48.8)

X IEEREICHT A RS T TSV OER S 1 HARIL, @5 3mg TH D,

S TR IR PR

(BRI BIER(%)]

ACR20 Bh Z= = (5 hE)
— A5 &
ENE I 5mg 1.5mg BA#A 3mg
' 3mg F THi A
A T AR i e B 9/27(33.3) — 11/25(44.0)

B TILAH e fin R

27/54(50.0)

(B BIIEBIER(%)]

X EREICHT 2T m T 7T OAKRE NI 1 A HEE, W 1.5mg Th Y| ERICEY 3mg ETHRERITH D,




VI.

EHEHICEHIT HHEE

1. FEZPHICEHESSELEMXIZILEME
T m AR 5O G
EE B H (LB OREUINRFIL, BFOBFRLELEMT D L,

2. FEE{ER

(1

(2)
D)

2)

3)

YEFRERL - fERMRE

271 AZAOFREMHITERIZ, & LT T M Xk 559t - KR FOEAZLET S Z LIk v %
XN, ZOEAMEIA B Y v —RNA ~DEEFE L~V TR SN Z &Itk ¢E2 DN
TWo, #7771 AR TMIENTY 7 v ) AAFESGEHAFKBP) MG L TERZRET2EE 26T
WA, ZOEAIFY 7 AR UHEEATHIY /a7 4 ) e BRDZENRHELMNE o
TW3, ZOMEBEHOHENRZ 70 ) AR 7 AR Y L OVEHOMER OBREEOFE & LTH
nTWaElEbnsg,

EMEENT T HHEBRAE

RERITXT B4R Y

~ 7 2D PRI Z N2 U RERIR ARSI BWT, A v X2 —a A X2 W NCA v X —T =1
Yy ED TMREROY A M A CPEAZIIRIL, EIZ, b MR MLEEZ BT CD3/CD28 THITKT 5

FOSZEWT, RIEMEY A S A > Th DGR F(TNF)a, 1 Z—v A F 2 1IN A »Z—n

A% 6 OEALIHT S, —F., BHMROMFEMHEER IS OMERICHER L Ty <, S#IRMER

IRENTWA,

RBERUSN KT HER

7 v MEAEFOMRER O X PIRFE RIS & 2 MR ZEHE ORI 4 S5 B R IS5 I Rg 2t 3 2 BETRAE

EHNREHT 5,

BB EETIVICNT 2/EH

O BT 5 FFTHEITFBRE I B O CRHEIRSHERSOG 2 BRI imsl L, ATz EE ST (=7
AFNLID A XD T kM),

) 1 X TORIFEFBHEICHT 2R
%

100-
= |
| —=— % HEHE (n=8)
|
i | —o— ¥Zu) AR Img/kg/H(n=10)
1+ 504 | —— 3 70AF) Y 20mg/ka/H(n= 9)
|
|
11
L
0

0 2 300
FRBHET: H %



VI. EHEEICEY HER

@B HE FRE T /IO T, PR ORI 50 VT AU T b BRI SHE T 5% & i
L. AFYMZERE SED(= R 10 o | 101L102)

v FBEARMBEERICHT S22 700 LAARUTL I ARKRY D OMHR (FHMIRE)

(%)
= o BEALELAL AR (n10)
80 5 O¥rul) AR Img/kg (n=10)
. v ¥y7ua xR 15mg/kg (n=10)
A 60 Oy 27uaARY) ¥ 25mg/kg (n=10)
1 J
s 40
20
b N
0 L
0 10 20 30 40 50 60(H)
I et N £ A 7 I 22

Ty FBEARMBEERICHT S22 700 LAARUTL I ARKRY v OMR CARIIZE)

(%)
100
%; ® IR (n=10)
] AT AR Img/kg (n= 8)
60— O%7ul)AA 1.5mg/kg (n= 6)
s f vV ¥ uaAR)» 15mg/kg (n=12)
s 40 Oy2uaAR) > 25mg/kg (n=9)
20
0 — T T 1 T T 1 T
0 10 20 30 40 50 60(H)
e ML B2 A% H %
QB BAHET T MW T, Bhilas FEM S 2 I indl U, AR 2 B R S8 5 (ke & 19, A X 109
7 k19,
Sy FTOBEBIEIINT S v FTOBEBIEIZHT S
2501 LRAOHE 2 BRRY DOMR
—e— A AT (n=7) —e— X HEAE (n=7)
—O0— ZZ7ul AR 0.32mg/kg (n=7) —O0— ¥ 7 AR ¥ 3.2mng/kg (n=7)
—— S 7a) AR Img/kg (n=7) —— Y70 AR ¥ 10mg/kg (n=7)
%) —O— 2o AA  3.2ng/kg (n=7) (%) L= 37 uARY ¥ 32ng/kg (n=T)
100 100
90 1 90 L__q
80 1 80
70 1 70
4 60 A 60 -
501 7 50
= 40 1 B2y 40 4
" 30 v * 304
20 20 1 o
10 10 -
0 0 o= y ' d ]
0 20 40 60 80 100(H) 0 20 40 60 80 100(H)

HRAR O H B

MR H R



VI. EHEEICEY HER

@OOBAEE T /TN T, BABS RIS 2 8Hl U, EFHHEZER SE5(T v )9,

Sy FEMEDBIEICHT S470 ) LZADOHE

FEHA 5 B (mg/kg) #ildK B AR HE(H)
PIgiis — 5 6(3 I5),7,8
vl hA 0.32 8 5, 6(3 I£),7,9,10,11
1.0 8 9,35,68,>100(5 L)
32 8 6,26,45,>100(5 PL)
10.0 8 15%21,25%,>100(5 V)
raARY v 32 6 5,6,8,9(2 IB),12
10.0 8 5,18,>100(6 PT)
* o AEELTH
OMBHEE T MITBW T, EFHIRZ IR S5 (1 X)107,
A XM T 5470 LAOHER
FEH G5 Bmgke) | BGRE % A B ()R OBECRA
*FHE — — 5 7~20(4 P5)2,13b
Zral) hA 0.1 e 5 72,>28(4 L)
v ARY v 20 &N 5 >28(5 PL)

a: A b SKE XA EEER O 7 O HEVEIE

% 1 0.1mg/kg DFFRINEEG-EIE 032~ 1mg/kg DFL OB G BITHY T LHEHI SN D 19,

OHEBHETET LB T, AEWIEZER SH 5 (A X)),

A XFERBIEIZRT 52901 AXDHER

548 e 5. B (mg/kg) GIES BRIEAE HE(H)
xR — 5 7,9,11,12,21
H A 0.1 fhiE 7 7,8,11,12,13,22,27
0.2 ik 4 10,18,21,33
0.3 ik 5 18,18,19,26,73
1.0 &0 5 19,24,29,30,53
IR ER G 1.0X5 H(@4~8 F)fhiE 5 18,21,24,38,44
1.0X3 H@4~6 B)fHiEe 6 21,28,31,50,63,73

a:20 HLLRAEEFNCIE 10 HEIZ 1.omgke HHiEHRE LTz,

O/NBBIEET VIZEB W T, AFHMEZIER S ¥ 2(7 v DI,

3 Al e B 5 R (mg/kg) GIES A1FHE(H)
popiist - 11 6,6,7,7,7,7,7,7,8,9.9
Zral) hA 28 10 7,9,13,25.33,36,38,96,118,131
vIaARY v 20° 7 5,7,9,10,11,13,23

a : itk 8~30 HIX Img/kg %@ H 5
b : #7t% 8~30 HiZ 20mg/kg %% H#% 5




VI. EHEEICEY HER

4) EEBENEETIICHT HERTY
<BE>
Z v NEEMFEIEET MIBWT, Bi7 2T a ) U BRPUROFEAEZ I L, B ZMERS/INEARE
AZL(MEPP) DRI 2 359 %

E b a125-147 D THELI-BEHA L MEPP (x9S 1EH

. 7wk P17 v I AChR Hifk MEPP #RIF(mV)
ALTE R RN
No. (nmol/L) n : JIEBEF
Control (HEALE 1E 5 #E) 7 100C 0.0240.032 0.72+0.104
(CF¥IES.D.) (n=100 10 T X 10 [A])
7R 1 0.99 0.59+0.140 (n=20) % sk sk
(MEMEE N 5 2 0.75 0.47+0.227 (n=20) % ok ok
(F+5 L) 3 0.78 0.65+0.196 (n=20)
4 1.06 0.62+0.240 (n=20) % 3k
5 0.68 0.46+0.217 (n=20) % 3k sk
2l LA 1 0.16 0.73+0.211 (n=20)
Img/kg/day (IR N # 5-) 2 0.23 0.72%+0.167 (n=20)
(F+5 L) 3 0.18 0.68+0.231 (n=20)
4 0.26 0.73+0.166 (n=20)
5 0.50 0.53+0.234 (n=20) %

MEPP 55 Tl F-test D%, Student t-test X Welch t-test TIRE L 7=
Control(BEALE EFHEOICKH L THEZEDH D *P<0.05, * *xP<0.01, * % *xP<0.005
M hTEFra) UREK e T 2=y MEREE S 125-147

5) BIETRETILICRT B4R 121
7 v MEFIRET TBWT, RIEWTA MU A VEAZIS L, BEficEs T 5 EE NS - #8ER
BaelET D,

Sy baS—7UBEEHRICE T SREHRE DB AR

i Bh& =
(mg/kg) RIEAMBEE | VR A | BT A B ol
EALE 0.00.0 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0
*fHR 1.5+0.4%" 1.8+0.2% 0.9+0.3%* 0.7+0.3* 49+1.0%
77 vR 21104 2.110.3 0.9+0.2 0.9+0.2 6.0t1.1
1.0 1.9+0.4 1.6£0.5 1204 0.8+0.3 55+1.3
Vi A=D I 1.8 0.7%+0.3 0.6+0.3* 0.2%0.2 0.240.2 1.7+1.0*
32 0.00.0* 0.0+0.0%* 0.0+0.0% 0.0£0.0 0.0+0.0**

R E AR AERR A (n=10)

TIEAR  AKRBRICHW 7 a ) ARZEENHRIEH
0:FEH, 18, 2: PEE 3. BE
#,## 0 MEALERE L B L C P<0.05, P<<0.01 T E(Wilcoxon DJIENLFIRRE)
s, skok o RPRRBEE & BRf L C P<0.05. P<0.01 TH & (Kruskal-Wallis &7 /L2 X % Dunnett D% H LK)




VI

EMEEICEY HEE

Zv baAS—FUBHRICEITSE - MEREICHT S50 0) LRDER
6r

-

N U N FEHAERR
(3]

0
B0 WE 754X 1 1.8 3.2 mg/kg

mg/cm? “ gﬁ%ﬂ:
200 =, * 7 ok
Tt =160
j‘c 180 T ok
Fl?lf ## ﬁﬁ * 140
" 160 H ﬁ,\ 4 5
w i)
jE 140 H "F?J 120
&
120 LLLs a0
BE HB 736F 1 1.8 3.2 mg/kg IR HEB 73EE 1 1.8 3.2 mg/ke

P E + FEVERRE(n=10)

TZRAR  ARBRICHW X 7 1) ARCE NS IEA

# o BEALERE & i LT P<0.01 THEX RA 2 71X Wilcoxon DNEMFIRE, KEEFEBEROT 0T 47U b it RE)

sk, ckok o GPBRRE L iR LT P<0.05, P<0.01 THE(X B A =2 713 Kruskal-Wallis &5 /W12 L % Dunnett D% H b, KR 5 E
B O7aT 427V 5 8T Dunnett O % B )

XA T, EHBEICB T 28, BIEE, RIREEEORIEE LS L Ol H e, KOEOREORE L Z 21 0(E

). L(PEEE). 2(RE)D 3 BB TR a7 b Lz Gtz rmd,

Y b7 TNy FEBRIZE TS RBBHPRELET A A VRS HER
CamrRs - 3 AR

nl ng/ R E i (g)
2r _ 0.25 1 1Np-o g2
4
0.2
1.5F %‘ﬁ
, :
JE - # 0.15
i 1 rf
1 L 0.1
~
0.5 )% 0.5
0
WEALEE  RFBE ¥ T AR MTX HEHLE KPR F 2Ty AR NTX
ng/ ik H i (g) ng/ ik H i (g)
Irqga m 1.6
4
B is} 1z
ok
I o
L L
~ ~
n 05 o1
0
WALE R yru) LA MTX ML AR ¥ 7o) WA NTX

EHMEEFEAERRFE=5) ¥ 7 1Y LA : Smgkg, MTX : A b kL& P — b Imgkg
#4 o IEALERE & R L C P<0.01 THECRE)
sk, sk ock o RPIREE & ERi LT P<0.05. P<0.01 TA & (Dunnett 0% L)



VI. EhEB(ICET HIER

6) BRETIICRT 4R
O~ A GVH BRET/IZBWTHORERNENLOREGIZED, RET VT I VBED EA 240
Hil U, SRERIRR KB o0 AL 2 Jif] L 7= 19,

(mg/mL)
1007 # 37 &
# SERAH 5
804
i 60 2 ﬁi}ﬂﬁtSE
£ = '
101 #
##:p<0.01
(vs Bt BREE,
Al BT VT 3 ik
E £ filiA@In-Welch&ﬁE_‘
U-[S:%'ﬁ BREE 3210 32 mg/kg i B s .2 10 32 mg/kg ﬁ%ﬁﬁ%ﬁ);ﬁgz)
HTREE xfEEE (15) (15) (14) MTRRE RME (15 (5 (14) .
10) (15 F70Y AR (10) (1% FruaY AR
47 3
TaGo e deth t HRC3 ST et
*:p<0.05
34 ” * *%:p<0.01
24 (vs T ge5EHE 0 IR AE,
3 A RHRT7 LTI iBE:
2 24 a Dunnet t % T FLHERE .
T g 73 PIAELRE 2 1 S <
11 Kruskal-WallisE 72
14 X ZDunnet t % B FSE)
U_ |
fatt B 3.2 10 32 mg'kg K ettt WA 3.2 10 32 mg/kg
B xpFEE (15)  (15) (14) W e 45 (15) (14)
10 (15) AU (10) (15 yru)aA

[ L] ~ 9 AGHEREF L EZ T, ¥ 270 AR 2 Puiiafe ABKGH280 B4 51 H LE28 H B R EED

Pel- Lo RET V7 3 REEE 35 K OVEFI 00 5 BLRLRR A 1O S & 2 L 72

@~ U A GVH BRET VBT AR D O PG L0 iEd H SR (B H=H
DNA(dsDNA)HUA] O EF- J Qs iR C3 OIRT 280 L, S B E RO SRR ~DILE 2l L

7~ 116)
(/)
e
. B PR S K.
i ():n
w1
##:p<0.01
0.5 (vs Bt mam,
thEE E 72id
1 Aspin-Welchb )
Bt mgessaE 3.2 10 32 mg/kg
iR wiape (15 (5 U5
(10)  (15) O AR
*:p<0.05
(U/nL) L HrHdsDNATL A (U/nlL ML P AC3 #k:p<0.01
5007 1.57 o (vs TRSTSIERHRE,
ke Dunnet t 0> % i B 5E)
4004
b2
1.
i 2004
B 300 %
il o il
0.5
1004
b *
0= Betk BRI 3.2 10 32 mg/kg U Bap: EEg5GE 3.2 10 32 mg/kg
XIEEE GEEE (15) (15)  (15) whEE phEEE (15)  (15)  (15)
(100 (15) yruo) AR (10)  (15) Z a0 NA

[REeHiE] <7 AGHEREFLEZNGT, 20 4 AZ NS ARBZEAN 0 51H 124 H HBEED
PG Ly BT VT 3 BRI P HTdsDNARLAATG 35 & OFILE b AR C3 % 52 L 720



VI

EMEEICEY HEE

) SERARTF 2%
- FHMH=S.E.
():n
o= |
> 1
##:p<0.01
(vs BPERS BT,
Wi LcoxonMEfz I 2)
0 "Bt o 32 ng/kg

TR o IERE 15) (la (15)
(10) (15) Fr0) LR so:p<0.01
TG o defn, HITRC3 R et (vs T JR5EAE A IR BE
3 4 Kruskal-WallisE#12
& % Dunnet t® % M)

##

=

O "G masm 3.2 10 32 s/ke 0 et Fg%E 3.2 10 32 mg/kg

R wHEEE (15)  (14)  (15) R dbmEE (15 (14) (15)
(10)  (14) yraY LA (10)  (14) Fo0Y LA

[ER ] =7 AGVHE AT F L& T, & 7 01 L2 % Psliiats ARG6E4 0 HA S 1E 1m24 0 B
ek Uy I o R B A 10 A4 2 20 L 7z

@7 v b Thyl.l FUEAFBRBRET VICEB W T READOEMEZIHIT 5 & & Hic, RERIRIC
2. IFN-y ® mRNA F&5L % ) L7= 17,

(ng/day) T s} T
120 e
100 - i
%] 80
§ 60 1 g 1
=] T =] 60: \l L
401 N 1
20 - 1
1 20
b 1 ¢
1T 5 3§ 7 10 1
Bl 5 B () il 588 ()
O7FE O¥ 70 & A0 Ing/kg | O7 5K @% 7o) A Z0.3ng/kg |

@y 70 AR03ng/kg AY ¥ 1) A Alng/kg
M +S.D. (n=3) #:p<0.05 #*:p<0.01(vs 77 &)

EEMH 8D, (n=5) *:p<0.05(vs 77 LK)

[REHE] HiThyl 1€/ 7 0 —F L FUERFIRNES L, SREBAESE/ 27 v M2, HiThyl 1UHRS5A/ T 72
BIH#&POESRAHETY 7 o) A A% 1H bl BB AR L.
LSl 3.0 5. 7. 100 MABICARFEEREREL, REARTHEL

mRNA 1
%
i
B 0.75
i}
%
Z 0.5-
4_13 FI9ME£S.D.
2N e =5
f% 0.25 - (6=5)
xF
3 0
It T2 IFN- y PDGF-BB

[ERER ] $iThyl 1€ 2 7 0 — F L HifhZ BIRPIES L, B2 e 28727 v Mo, Thyl BudE S 10 &2 5
BRNHETY 2 a1 4 20.3ng/kg% 1 H 10 BUEA AP S L7,
Putki 55 H B OFE X 0 SRIRABORNAZ IR L, 1L-28 X O'IFN- v OoRNAZEBLE 2 fiin G REHE R ) £ 5
— MBS (RT-PCR) B4 X D e L7z

BIF 5 IL-



VI. EHEEICEY HER

1) KBEETIVICHRT HER
ORIGRPAFIED L T EZ X DD 4 BED IL-10 K~ 7 A28 T, ROEGRHICHENE
X720 ORIGEEKBER/RKIBORE OB, KIBHFEORE, K ~ORIEMIZE, o
R PHIT 5 19,

yo) A AL
mg/em :
60 ik
jﬁ; 30
& 10 5
% . - 300
. T2 200
B 20
2]
£ 10
=
YT Ak o Y R xmk . o M
f oISk o eSS HIERE R
LeLoRitie 2 L1054 2
AOT $S | AQdT
d= | s - 55
_ &&
4% 3 #: 3rF ——eer— .
z && a
L= o) L
i £ ) o -
= && K
M o1f - . # o1
&
i R i i mg/kg I pE i 10 mg/kg
HITEE WR RFEEE R
IL-10K <A IL-10% = A



VI

v

EMEEICEY HEE

FLF=vavB]
mg/em pm
60 - i | 500 #i
A 5 [
s

AETSEEPE - Ak

[N T F mg/kg (RIS N T3 mg/kg
wome ogp O : opne w0
IL-10R A= A IL10RA= A
A3T 3T
1 $S ) Ar 8
|
% 3 Tt o3k -
i && Hl &
I 2 @ 2r e e .
i %
5 % | o e —a—
. 0 : .
EH®  KE# 0 | merke EH K% ol mg/kg
WRE R HERE AR G
L1074~ A LK< S 2
n=10

PEME EARUERRECRIB E R/ RGO R & HEIRIE)
AaT7 T ey b R OPREGGEMIRRE, AR XE)
AT 0 FERL, L BE 2 PEE 3 SE 4 BOTHE

#t
1 P<0.01(vs RIFRKIIHEE, Dunnett %% 8 LR E)
$8 :
1 P<0.05, && : P<0.01(vs KIGEIIEE, Steel DL LI E)

ok

&

P<0.01(vs IE7%MREE, Student t #E X 1% Aspin-Welch K iE)

P<0.01(vs 1EHIHEHE, Wilcoxon NERZFIIHRE)



VI. EhEB(ICET HIER

QRGREZZHIEL TV D EHEESND 9 TGO IL-10 KB~ 7 ZZBW T, RAKGRHIZHEMR IY
720 ORIGEECKIGEE/ KRG OR SN, RIBRIEOILE, KNG ~OFAEAISIRTE 2 #1892 19,

A UEN S %

mg/em #3#
60
,Zg_, 50
z ®= 2 "
e 40
= fi 300
é zz 50
)
10
X
0 ;
kR R | i ma kg b R 1 i mg/kg
THFEHE X AFEAE RRGEE
IL-10% AR~ A L1054 =2 A
3%
a7 [ ] b3
ir : ir $8
&
P53 assasas sssss . 3F sanee . e
S s
Al Al
) 2 . ere  —eeeeee— T 2+ g
2 o
i s
L B H - wo1r s
0 ™ i 0 - e
LH Rk 1 10 mg/kg IEH PN TS ’ 0 merks
AT KM AHREE HERRE
IL- 104z A IL-10RAB~=T A



VI. EhEB(ICET HIER

[FLF=vmg ]

mg/cm pm
60 ) 500
5 ##
iz} ! 100 ik
40 i
28 300
j- 30 E
Hz”; a0 200
(2]
B 10 100
3
Y i PNE 0 1 mg/kg { I R o1 ' mg/kg
AP HEEE R HORE . RPHARE R HERE .
IL10%H= 2 IL-10%A= 2
AT AdT
1 5% 1 55
|
3& 3 vees M— 3
(O

o 2 o Z
= x
WMo # 1

LW Kl i meg/kg E# KM% ol | mekg

wrr wme O ) wr w0

IL-10RIE= 2 TL- 10~ 2

n=10(7"L K=Y 1 O EFXHREE, Img/kg £ 581X n=9)

SR R ERE(RIG E R/ KGO R S RIE)

AaT T vy b RO RAERAEMRRE . AR O K )
AT 0 FEERL, L REE, 2 PR 3 BT, 4 B CERE
##: P<0.01(vs IEHXFHREE, Student t BRAE I Aspin-Welch i 7E)

#* 2 P<0.01(vs KAFZKTRERE, Dunnett 0% B LR E)

$$ : P<0.01(vs IEFxtFERE, Wilcoxon IENLFIfR E)

& : P<0.05(vs KIGZxTRARE, Steel DL H LLEIRE)



VI. EHEEICEY HER

QORGRVARFIES L < ITEMEZZ DN 4 Hlnd IL-10 RIE~ U RAITEBWT, KM RGRHICHER S
72 ORIGEECGER/KRIGOR OB, KIFHEOIEE, K ~OJSEMIRRE, Mo KXk
A2 19,

mg/em pm

) 60 500
H,
o 400
ke a0
e 30 3
s 20 = 200
D]
i 100
'i’f 10
T 0 )
FE Khigde mg/kg H‘ H NIT mg/ kg
fogl b xof e fogishis fogiti
IL-10K 3= A IL- 10K 3= 2
3
3T L | RET
4 seee 4~ s$
i &&
:k 3k —————— . ﬂ: 3k S .
Ik il
. T ol 2
]]’J 2 5 2
i v
Ho1F . ®oLF
0 s H g 0 e, ClIH. 2
L PN T 1 me’kg L Ribige 1 mgke
FITEAE AR TR AP
1L100 8= A L0k A=A
n=9

) E HAEERRE(RIFE R/ R IBO R X FFE)

Za7 Ty b RO RAEGRIEMAIRTE, PO O K %)
AT 0 FEBR L, 1B, 2 REE 3 mE, 4 O TEE
## . P<0.01(vs IEHXFREEE, Student t #E I Aspin-Welch ffi7E)

#% : P<0.01(vs KIGZRHREE, Student t #7E X1 Aspin-Welch & E)
$$ : P<0.01(vs 1EH % IRIE, Wilcoxon JERZFIHE)

& :P<0.05. && : P<0.01(vs KIGRXIHE, Wilcoxon BT FIHRE)



VI. EhEB(ICET HIER

v

@9 HED IL-10 KIE~ 7 A HERE L 72 K LPMC (238 C, ConA X% LPS O#IIIZ X % IFN-y &
N TNF-a FEAERINZ # 7 1 U A 238 BT 2 (in vitro)'20,

FHMLA
pg/ml o pyml -
P TFNy o TNF-«
i
"
50000 i
W 4 130
410000 1
[\ |\ ok
7 30000 21w
1 i 2o
- P
i 20000 i
1 K 50
10000 2
# *
0
Al 0 11 w9 8 7 MRl 0 11 10 9§ 7
FHI) AR Fyoyhi
[log{mol/L)] [Hog{mal/L}]
FLF= vy
pg/mL - pg/mL s
50000 Ry 20 b
#H
50000 # 1
" 4 150
{10000 A
I I **
bl 10
1 o i -
7 b
o 20000 e
1 I 50
10000
0
g 0 100 08 08 T 6 g o w0 9 B 7 6
P s A% = b

[Hog{mol 131
n=10
PR AR ERRGE

[-log {mol /13 ]

#:P<0.05, ## : P<0.01(vs MEFIFLRE, Paired-t i)
*: P<0.05, **: P<0.01(vs Omol/L Bf, {E{AM]DZE% & [E L 7= Dunnett %)
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VI. EhEB(ICET HIER

FUINAR
pe/mL IFN-y pe/mL TNI-a pe/mL IL-12
10000 B0 _#+ 800
4 &
om0 [ a0 W S
¥
6o _ > 150 > y
9 b o 4 100
;/l 4000 -~ 100 -
: it a0
JE£ 2000 & 50 -3
e e (e
ofi o 11 w9 8 7 WEEO 10 W0 9 8 7 ef# o 111009 8 7
FITNIHA o) BA FZTNALA
[Hog(mol/L)] [log (mol/L)] [Hlog(moal/L)]
FLF=vay
pe/mb IFN-7 pg/mlL TNF-« pg/mL IL-12
10000 BOF s 800
) # Pl [ ] + =
/}I: 8000 { 200 /{\ 600
5 6000 4 150 *
t 1 1 400 .
> 4000 * > 100 >
it i oo B 2 &
5 2000 % 50 15
s
sk
D . O 05—
e 10 9 8 706 gl o 1009 8 7 6 IEElgEo 10 9 8 7 6
FLk=vay FLF= 0y FLk=vay
[Hog (mol/L) ] [og (mol/L) ] [-og (mol/L) ]

IFN-y #£4= : n=9. TNF-a FEZE : n=10, IL-12 #4 : n=9

T AR RS

#:P<0.05, ##: P<0.01(vs #ERILHE, Paired-t #Hi7E)

* 1 P<0.05, ** : P<0.01(vs Omol/L &, fE{ARID7%% %8 L 7= Dunnett i)

®DSS #HRAIGR~ 7 ZZBN T, BILE S M7 O RGEECRIGE R/ KGO & Mz 84 2 120,

myg/cm mg/cm
60 - i 60 - B
s 50+
B 5
. i)
k£ !
%);7 ; %g 20
X K10
. oL
[N ; o mg/kg L% K% k.
R WA O B & et . LsEs
ST AR FLF=vEy
DSSHAMLE DSSHfARALE
n=10

Pl = AR AR S
##: P<0.01(vs IEFXATHEEE, Student t fR7E)
*: P<0.05, **: P<0.01(vs KIEHZxtIRiE, Dunnett D% & KR E)
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8) MEMMRETIVL. MEEETILICHT 54ER
OH CREREE~ U A SEB FRMEMMERE T MCBWT, Mildicisid 5 T MR35 RIES
e ORHMEAL 2 34 % 122,

BALF h %t (&I 53 HEB. THE)

(x10%/mL) (x10%mL)
504 L B < ra7r—3
Hif S
404 40 | P2AsUFN-$-d
_— - [ P i e % 3
e B
220 # 204
10 , 10 .
0- 0-
3HH THH 3HH THH
(x10*/mL) (x10%/mL)
* P 50' TR #n=6
—— _— (#7a) LA O THHOHAn=5)
40 40 FHfE£SEM
% p<0.05, *%* ! p<001
# 304 # 304 (vs Saline®, Student’s t test)
Ha B
B 0] B 204
SEB : ¥kl 7Fab B
10 i 104 f BALF :© 5 S2h i i i
Saline : A ¥ &K
0- 0-
3HH THE 3HH 7HH
BALF DY A M H 4 ViRE (EFIRE5 3 BA)
IEN-y
(pg/mL) % (pg/mL) e (pg/mL) il
100' — 20' L 40' *
o 5 o 5 o
o i -
£ 80- % 5 18 e 5
r — » r NS.
7 o # 104 [} 7 20
1601 © o 8 1 K- 1 <
z ° s - z ® °
it 5 —= i
N . o K : i L
T = S & o
0 SEB+  SEB+  PRSE 0 SEB+  SEB+  PRSH ¢ SEB+  SEB+  PRBSH
Salineff 200 L AR Salinel 4 70 1) A AR Salinefff 4 70 AAF

#:p<C0.05, *#*p<0.01 (Student® th& )
IL-2:A > =04 %22, TNF-o B N T-a  IFN-y i ¥ ¥ —T 20y
SEB7FYEB T 7abr B BALFAUS LML Saline T PBSY B



VI. EHEEICEY HER

HHrmaR (EHRS5T88)

Tt N P B~ D EhIR 5 BA o> B To
4+ |HBREE O 41 SEhEA IR I A4 |27 =7 L HRHEO N
3H—co——— 3 3+—o0—-—"——
A A A
g 24—0—mo0— O 24+—000———e———000— g 24+—c0o—M—————o0—
T
I S S U J— - 1+—coo—ebe——c0— ]+—o———e0—
0 o —eoo——————— 0-—(_)—”—|—\. 0 S
Saline®t  #7um  FLF= Salineft  #7m  FL k= Salineft  #27m FLF=
D4 AR e i DAY R e i DA SR v

*:p<<0.05(vs Salinefif. Student®ti& )
SEB7RYERFE T 7MY B Saline:/:: FlETHi 7k

@A X LPS/PMA #FHHAMMMGEEET VB W T, RIS N o+ 2 MEER 2R L, AFRE2UE

ﬁ‘Z) 123)O
LPS/PMA REAE R D EFFE
LPS/PMA JE&{ 4% ¥ fH (hr)
B 55 Ik T—z 0 | 5 3 4 s 6 pfE?
74
KRR 6 100 100 100 100 100 83 67 33
L R=va Bt 5 100 100 100 100 100 80 80 60 N.S.
ronyna 5 100 100 100 100 100 100 60 60 N.S.
I B
7omlax 5 100 100 100 100 100 100 100 80 | p<0.05
o A
2raly hA
. . 5 100 100 100 100 100 100 100 100 | p<0.01
LR
(%)

a) : Peto fR7E (vs xfFREE)
LPS: UARAKRY S H Y R
PMA : Fifi I U AF U RR LR —L




v

VI. EHEEICEY HER

EARMEL SR 5 [ (Pa0y)
O (n=6)
LPS/PMAREAE ATLR = R (n=5)
(torr) l @ ¥ ) B AL LT (n=5)
180 AF ) B R (n=5)
W57 57w ERE (n=5)

15( "
120 *
2
A

90

60

0 L 1 I I ! _| \

N=7 0 1 2 3 4 5 6(hr)

74 LPS/PMAKETE B 1]
EEJE£S.D.

% :p<0.05, * % :p<0.0l(vs *HEFE, ANOVA)
T p<0.05, T 1 :p<00l(vs 7L F=> 1, ANOVA)

@~ A BLM #FREMEEETT /LIZBW T, FildoEZbzmmfl L, AFEr2ET 5 12,

PR
(T BIRIRER) (TR AIER)
(%) (%)
1000t | 100CH b+ n
T
p
23 a3 "
*
0 7 14 21 28() o 7 141
BLMit: A8 BLMit: A& %
*:p<0.05, k*p<001 #ip<0.05, #xp<0.01
O:Saline®E (n=10} (vs 77 RN, LogranktiiE)  O:Salineff (n=15) (vs 7FEHME, Log-rank#fisz)
O1FF N (n=11) #wp<001  OTFEERE =13 sp<001
A AR32mg kg/HEE (n=17)  (vs Salinef, Log-rank i) a Fa) AATTHEE G HGE (n=15)  (vs Saline, Log-rank i)
v ¥y AA 0mg kg TIHE (n=14) w F O LA HE S G (n=14)
G AR mg kg HEE (n=14) LA IHHEE G- G (n=15)

» & 0 2 AGMIHE - MG TH (n=13)
BLM:F LA ¥ Saline:E HLFEHi A&

BALF sh > %t (BLM ZfE# 6 R E)

(Unit:x10° cells) (Unitx108 cells) s,
[ Sl T <ru77—y | O EWAERE(=10)
## O 7748 (n=6)
+
)

W 5%+ A% 10mg/kg/HE (n=6)
W ¥ 25232mg/kg/ HEE (n=10)

WEE
(o]

EIHELSEM.

#:p<0.05, #*:p<001

(vs 774K EE, Student i il thi &
or Aspin-Welch#)

##:p<001
(Unit:x10° cells (Unit:x108 cells) (vs IEF % BEEE, Studentadim f ik iE
15

r ## IFPEE 06r g i]rpis([):)(i)lgﬂ'elchﬁﬁﬁ)
(vs '?I%"'H‘i ¥ VB, Student O ] t45E
@ 1 . 04 or Aspin-Welch#7)
Ha Ha,
§Slos r = x 0.2 BLM:Z LA~ vy
' i BALFAGHF Ml Hr it
0 0

0
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9) 290 LREDHYORKRY D EDIERLLE
Ao0YLRESYARKRY VEDERLE

. fiE B K OF ARBR A
R B Gk Zrual AR YIaARY v ik
in vitro “C O M 1E H
U NI B E R SOG SN 0.18ng/mL 17ng/mL 91)
~TA 0.3ng/mL 40ng/mL 125)
AR S A T AR AR Rl ~ U A 0.23ng/mL 37ng/mL
A —uA X 2K TUA 0.1ng/mL 18ng/mL 91)
A HZ =Tz y ARk ~ A 0.1ng/mL 4.5ng/mL 91)
B Mt HEFE(HT IgM HI3E) ~ A 0.2ng/mL 126)
in vivo COGEEINHIEH
PUREAR ~ 7 A(po) 4.7mg/kg 35mg/kg 125)
TN FE RO SOS HHIE
TR AH 4 X(po) Img/kg 20mg/kg 98)
L (po) 10mg/kg 97)
Z v B(sc) Img/kg 10mg/kg 99)
S 2 N %1 Z » b (po) Img/kg 3.2mg/kg 105)
TR &5 7 M(po) 32mgkg D4 H#% LY | 10mgkg D4 B LY | 105)
DG THR DFEL-TILIERh
I Zih Z v M(po) 1mg/kg 10mg/kg 106)
GVHD ##i 1E
(TBLB$ ) < 7 A(po) 3.2mg/kg 100mg/kg 100)
Z > b(im) 1mg/kg 15mg/kg 102)
(IR 5 ~ 7 A(po) Img/kg 32mg/kg 100)
Z v b (im) Img/kg 25mg/kg THAFHIE O | 101)
ERRD BT
Z O DER
B B 4 T ~ A 1100ng/mL 960ng/mL 91)
ST TR A A(iv) 0.1mg/kg 0.6mg/kg 95)

¥ ipo: ROEE sc: B FHEE., im: HIANKS., iv: #IRAES
XK 1 in vitro DFRBRIT S0%TERIREE. in vivo DFRBRIL 50%/ER 58 3RV Hoh s
7B, invivo TOX 7 v ) AARETEKRYERIC CER

i

(3) {ERRTEM - R
AR L




VI. EYSEICET SHEE

1. MPREOHR

(1) AELEMEmMFEE
BRI © 5~20ng/mL(E BERAEIZ 31T 2 B4 A kH1E 290 O A F8 e 12 1% 10~20ng/mL)
Eﬁﬁﬁﬁﬁlﬁftwﬁﬁw-MQ\ﬁﬁ@ﬁ&é]: LR L
BEiY v~F [H 7B/ 05mg « lmg DAHFEH] : ZHERRL
N—T AR [ B 7 EL05mg - Img DHZYE] 4R L
EEERIBR [ A 7L DRE4] : 10~15ng/mL(# 5 2 B#). 5~10ng/mL(#% 5 2 #%% DL
ZIENER R - FERRIZ T#?‘ZDF’TT PERiZe [ 7" /L 0.5mg » 1mg DA% 2] : 5~10ng/mL
%@%ﬁ TRE D S SOOI 7 7 32 7 a VOB IS E S b (RFER)IPS ML B Sk D i o —

WL THLEFIRLESR)

(2) BERABTHIEIN-MDEE
1) BiiE
AR £ TORBKRRBRICB WO T RABBEEE 9 FlI2BHE B OW)E RN -5k OBE% 7~112 B
BoORO#EG(T v 77 7 h 7 encE e bR ERER 2 et L7z 20,
)EFIRN ¢ 5
0.075mg/kg 4 FREFE AU FFIRIN & G-I O i h R FEHERS L 0 R L= 38 @i 8T XA — X 2 DL FITR T,

FIRRIZERDEDEE/NS A —4

tin AUCo-12n AUCo- CI* Vds ™ Cap 0K

(h) (ng * h/mL) (ng * h/mL) (L/h/kg) (L/kg) (ng/mL)

7.93£5.16 470+132 7461314 0.12£0.05 1.010%0.382 7819
XK T7UT TR (CE¥+S.D)

MO A

SO 4 BRI AT T I rh
ik OfehH(7a 72 757k 0L)
0.16=0.03mg/kg(CF-¥I# 55 =S.D)BE G- RF D I P EEHER X 0 B L7 EhEE T XA — X2 2 LI FIC

Y
H TV BREROEDHE/NS A -4
Tmax(h) Cmax(ng/mL) AUCo.12n(ng * h/mL) k7 7 ¥ (ng/mL) F**(%)
42+29 44+45 2741198 1612 20£17.8
%0 12 IR L PR (CF¥)=S.D.)

X AERPURI A R

@& L UORMOEE LTV N BB R 14 B2 0.096:0.016mg/kg % EFARINIC 24 IR A L 72
WD I RS 1, ASEBRAARTIX 15ng/mL, BAAA 4 BE[#4 T 30ng/mL, 24 K#[I#4 T 38ng/mL T - 7= 127,

QAR BEE 24 Hl(18~70 F)IZ, BEBMD 28~7 HENZ T 0 7T 7 h 7LV XIT T T 72 —Df%k
N5 2B LTz & & O3y ERE %ﬁéﬁ L7z 3,
Z7m ) AADMA BT 7 REOVEEL, B G OBUE B G-8) 6 DA DA K OS5 i
D=4y NLy VOB L Y BE D LT SERRR D bOO, #5 BRORBIZHE 10ng/mL A
#%BThol,

BREAMICTOIS7ATEAREI T2 -85 LERD 5 T7RE (ng/ml)

e 5-BHAGTT w52 At w57 1% &5 14 At 528 At
L 0 16.5£5.85 12.1+3.51 9.90 6.90
A= a4
(n=10) (n=10) (n=8) @=1) (n=1)
_ , 0 8.221+4.63 9.15+t5.46 9.95+544 -
7o T H—
(n=13) (n=14) (n=14) (n=9) -
e 0 11.7£6.55 10.2+4.96 9.95%+5.13 6.90
o (n=23) (n=24) (n=22) (n=10) (n=1)
(CE¥IfE=S.D.)



VI. EYHEICEY SEE

@F I OHAEICB N TELNI/NEEBIAE CORYBIE T A =X IZLUTDO LB ThH-o7- 129,
D)ERIRN B G-
/NEBBHERE 8 HICEYFEE 9 )z a7 Z 7 (FHHE & 0.079mg/ke) % 24 R R IRINE 5L
7o & EDOHEYBEE T A —H Z LI TFIZRT,

24 B RARIRN R SHOEMFE NS A —42
AUCo24(ng * h/mL) CI*(L/h/kg)
772+337 0.098 +0.0367
XKV T TR (CE¥+SD)

i) % 5
MR S BICEEENR 9 )17 12 777 7 CFH -1 0.21 Smeke) & W 1 IR & W1 201 Bk
Beh LTz & & ORMBRE ST A — 2 B LU TFIORT,

HRAIRICEREROEYTE/S A —4

Trmax(h) Cmax(ng/mL) AUCo.120(ng * h/mL) F*(%)
A 1 KRR 1.6+0.5 51+24 247485 11.9+3.7
R 2.8+0.8 28+11 205+78 10.0+3.9
X ARNFI R (CF¥)+S.D)

OHREOREIZBNTHELNBENY O 1 BREE S MTEE ORI N7 7T TOEERY
Thol= 12,
DEFARN & 5
BENHOKRSEL D EEOHE (BigtE. BHRkNES)

= — ~lsiiUTiE  —— 6~ TigE |

i 480 5 A P 2

AN (~155%) (106) (166) (109) (83) (73) (43)
B A (164 ~) (o1) (716) (414) (235) (203) (92)
015~
=30
=
- o3
£ T —— e Al - —20 #=
2 0l10F = b
f=]
g {10%
18 5
& 1o
i 0.05
I
0 L
0 1 2 3 4 7
SR, HigRnm e
AR(~15)  (142) (191) (141) (112) (85) (44) e
WA (165E~) (837 (916) (610) (137) (281) (110) il
5155
—NE T, — e




VI. EYHEICEY SEE

i) 85
BEVHOREEL T JEOHR (BERBE. BOKRE)

[ == ~iligs  —e— lGE~hEE |

e B2 il i 4

AR (~154) 12w M a  an w02
WA (165~ ) (50) (495) (79) (159) (455) (472) (533) (949)
0.30
=
£
T 040 2
3 &
) =
e (.30 - ]
= g
o, £
wm 0201
sg
T o0lor
0
-2 -1 0 ] 2 3 1 i
P ARE
i U i —
MRIR) 8 wo ) apy a9 @ @) wo JIE
B A (165E~) (983) (1042) (149) (225) (531) (699) (799) (1080) o o
LRI
} m— bV £ 208 N 16~ 5L |

2) Fr¥stE
O/NEIFBRERE 16 FICEEIFRR 5.3 WOICBW T, BRAICHAMEEBRE T 2.7~44 (FOROEH&T
[FAREE O MFHIRE NS SN B, NEANTOTa s T 7 T VEGREOT —4)
Otk OREICEB N THEOLNZBENH O 1 BEGELMPREGORSIT N7 7E)TLLTFo LB
DTl oim 13,
@ #BIRAES
BHENHORSE L NDREOHRS RTEME. #IRNES)

| —— ~IBRIEE  —e— 16~ |
1L P FEE S o s 1)
AN (~1558) D (92) (99) (93) (90) (72)
A (165 ~) ) (76) (73) (74) ©8) (58)
0.15 - o
=
~ 420 &
o =
2 010 iy
5 110 &
E =
T E
b =40
s
S 0.05 ‘ ‘|:
0 1 1 1
0 1 B 3 4 7
A WA —
AWE(~15)  (40) (101 (102) (97) (99) (76) e
1% A (165 ~) (25) (89) (77 (75) (73) (64) T
ZE1WU45 A
—T T m— A |




VI. EYHEICEY SEE

@ #nks
BEDHOBREEL bS5 7EOHE (FRiE. #OB5)

— = = ] 5 L —— 16k~ IR
i o P 0 5 o )
AN (~155%) (25) (8) (185) (208) (311} (260) (387)
e A (165 ~) (3 (M (64) (89) (121) (120)  (146)
050 =30
=
- )
= 040 - A
= 5
s 0.30 %
g 3
B o0 107
_:{)_r;{
%0w—ﬂﬁ 2
0 | 1 1 j-‘r-l | %l 1 1 _I-l
-1 0 1 2 3 4 7
T WEHE
Fe GBI B3y
AN (~158%) (343) (20) (301) (360 (365) (3790 (408) {EP.W@ .
D S~ (9, (11) 116 (1: (147 157 160) -
1 A (1688 ~) 8) (11) (11e) 38) 7) (157)  (160) B
‘ C——1~ 15 & 6%~ R

3) Ihﬂ%*@*ﬁ (9*@*(‘10) 70 7‘5 Ah jt}b*&%ﬁ%@?—g )
/N INIG R AR B G RARR 2.9 I 38U T, BRAIZ EE AR E AR C 1.3~2.5 (5O 1 B 5 & TR E
O IR EEAE B Tz 1Y,

4) BREFAE
OFARA$ G- 139
SAENEBBMERE 12 flic7 12777 0.017£0.004mg/kg % 4 FERIEFIRNERGEEA L7z & & Ol i
EEUTORIC, EWERE T A —X Z LI FORIRT, Z2BIMFREEREBRIT, 1 Flz< 11 FloF
Py AR A R & L CoR LTz,

BARNIR S RO MHREDHS
100+

60
40 1

I 5% (ng/mL)

k¢ [ (h)



VI

EYENREICEET 51EE

HIRNIR SR OEMBIEE/NS A —4

t12(h) AUCo.24n(ng * h/mL) AUCo.(ng * h/mL) Crax(ng/mL)
18.2+t12.1 21690 320£252 30.8+35.2
(CE¥+S.D)

@NEL (Fur7 787N
SENEBISREE 11 Fllc7 27T 7 0.063+0.031mgkg &% O#E Lz & & ORYEIE T A —H
ZLLFIRT,

BOBRSROENHENS A —4
Tmax(h) Cmax(ng/mL) AUCo.12n(ng * h/mL)
1.6=1.0 44.6+t34.4 406395

(CE¥J+SD)

iRt DIRAEICB N TH LN R GBI O 1 ARGREE MPRE A& N7 7T
LB THHTBY,
DR £ 5
BREmMBRNHDIREE L MPREDOHT (BHBE(FH) . kNS
| o=~ skl —e— L6~ iURilE |

L P PR 0 A A 28

/IR (~15%) ) “n (53) 45) (35) (43) (106)
A (163~) © ©2) (115) (52) (86) (70) (200)
015 - ~30
= i 1 l 1” =
2 010 f—__i/%—’—‘r % 1 % I\{ 3
B | b ] A mge—— 410
5 I 30 8
i 40 E
up L =
005 8
m | £
i Nu Nu Nu WulWat Rt
0
-1 0 1 2 3 4 7
PG AER frten
AR (~158)  (102) (109)  6) (1) (115) (4) (e | fi'??ﬁ
A (6~)  (218) (218) (218) (218) (216) (215) @16) | o ima
C——~ 1558 B 16~




VI. EYHEICEY SEE

BIENHADREE & MPREOHT (BHBIE CAR) . #HIRNES)

|- —~sgmhitr —e— Lol |
IS8 FEE G 5 3 )
AR (~15m8) 2) (19} (24) (16) (16) (19)
e A (160~ ) (2) (21) (19) (22) (17) (43)
0.15
il l LI e
- _ £
e —_—— 1420 #
£ 010} [T T &
o =
B 410 %=
T g
2% ol
= 005f } { ¢
O 1 1
0 1 2 3 4 7
RGO 1EL
P R R
/IR (~155) (36 (35) (35) (35 (33) C U M:Mﬁ .
1A (1608~ (59) (58) (57) (38) (58) (CONE m;q% i
| —T T 1601 |
i)k O P -
BEMBNHAOKRSE L bS VEOERE (BHERECaKR) . #OKE)
| - = ~isivbigs —e— lo~ubits |
I il S 5 A 5 B
AN (~1558) (3) (14) (17 (13) (10} 9 (9 (13)
BN (1658~ (0) (16) (1) (15) (15) (12) (7) (34)
050
) s
T 040 f Z
s 0.30 | =
> —— 2.
w020 e
$§
m
I olor
0 1
0 1
b i B SR LO0HK

;i ’ ’ 3G
AN (~155%) (32) (32) (31) (31) (30) (29) (29) (29) } Lt
WA (165E~) (60) (39) (38) (58) (56) (56) (55) (56} 1 TS

| C— O~ 1omdxh & B 165~ TR R ‘

5) BEMENE [ATEIL0.5mg - Img, BBHOHAZY]
HGRIRF £ TORRKABRIC BV T, sl ANEEFREIESRE 90 Hlic 7w 7 Z 7 7 &/N 3mg 25 L
ol & DB 8~16 K% O )M P X 4.19ng/mL(0.65ng/mL~22.44ng/mL) T > 7=, 72k, Ty
I AP EE Y 10ng/mL LA L& 7R L2 BE 1T 2 Bl CTh - 7= 139,
TR OFEIZRBNC, T a s T 7(h 7L - FR)3mg 2 0% 5 L 7= EAE R, ) E B 539 HloF
PIif R 1 4.73ng/mL(R R LL R ~14.2ng/mL) ChH > 7=, 728, FHMHPREEN 10ng/mL LA EE2 7R
L7ZBEIT 17 HITH - T 139,



VIL.

EYHEICEY HEE

6)

1)

) 9<F [ATEIL0.5mg - Img DAHEEH]
MABE Y v~FHBE 2B 07T 7 h 7L 3mg ZRAKG L L & OEYEEE T A —F 1Tk
DEBYTHH= B, MEANT—F)

BE ) O FEEIC Img BOKRE L& EREYFENS A —F

Tmax(h) Cumax(ng/mL) AUCo.(ng * h/mL) ti2(h) F*(%)
1.3%0.58 19.64+6.32 192.88+86.42 34.89+8.69 25.1+14.4
X AERPVR R (E#)+S.D.)

Fo, ENORABEES Y v~FRBEIT 0T T 7 H 7L 1.5 KO 3mg R A#F L Lz & & O3y E)E
RTGA—ZFIRDOEBY THY | WHRERTRE RTINS SN, FEMETHD & Con & O AUCoaa
13 5B OB PO L7 139,

BT ) o< FRBEIC1.5mg, Img BOKRE LI-& EDEPBFE/F A —F

B 5. & (mg) B3 Tmax(h) Crmax(ng/mL) AUC.24n(ng * h/mL)
1.5 4 6.5+1.9 9.2+6.2 90.3+38.8
3 3 33*12 19.0+11.4 165.9+142.6
(CE¥J+S.D)

BIIE ) 7~ FREFOS MU LICT R T 7 h T 15 KU 3mg &R OHEE L= & & OIEmBIHE <
FGRA—HIFIRDEBY THY | WHREBHCRXARLEFHNL SN, EEMECTHD L AUCooan 1THEH- &
OENNT LB L7 139,

SRR D FEEIC1.5mg, Ing BOBRE LI LTOEYEFEBNSA—42

B 5 #(mg) B3 Tmax(h) Crmax(ng/mL) AUCo-24n(ng * h/mL)
1.5 4 33+22 5.7+2.6 42.6+23.5
3 7 5.1+2.0 6.9+3.6 74.4+352
(CE¥J+S.D)

k. ENOR ARGV v~ FHBE CORRRBRICI W TP 2 0@ Lz 326 Bid, AF#S 8~
16 B2 O M PR 7S 10ng/mL LA EA2 R LT BFIX 8 BIDOATH Tz, 7 LT F = EFRFEORIE
T, ML S SRR IT 2 < D bR AHEEICH - T,

IW—TRAE% [A Tt 0. 5mg - Img DHELEY]
AN — T AR EBE 25 T 0 7T T T 3mg ARG LT- L &0 G 8~16 FE% D
1L P 1T 4.35ng/mL(1.70~7.30ng/mL) Td» - 7= 140, (BIAHRERT — %)

BAIL—TRABEREZIC2A) LR Ing #BOFS L& 20MmMbEEHR
(ng/mL)
10~

FIIEES.D.
8 ()n

FETE

| | | | | |
0 2 4 8 12 16 20 24 28 W iRl
(12)(19 a4 a4 a3 12 143 a3 (25)



VIL.

EYEREICEE 9 5IHE
ERETREHA
BIEREICER) 2 4 8 12 16 20 24 28 A IR
Bl 12 19 14 14 13 12 13 13 25
A I iy
R IR 478 4.07 434 4.49 4.63 4.83 4.05 3.40 4.57
(ng/mL)

LRV GIER] 65 BIOREMD 5 6, BHFEMOERT — Z IZabE&RE% 8~16 KoMk
FETRGET L7 g, B G- 8~16 R OMIEEZ A3 2AEHI Tlx, RGHIM 48 U722 iR oK
EfEDEE £S.D.I1% 6.36£2.65ng/mL(55 $) Td ¥ . Sng/mL Al 20 £51(36.4%). 5Sng/mL LA I 10ng/mL
RiiIE 29 $1(52.7%). 10ng/mL LI E(GREE 13ng/mL)6 $1(10.9%) T, (& & A E ORI TIE 10ng/mL A
Thole, Fio. 5% 16 FEELL ERGEEZ IO ARRE ST ERI T, 25528 U7 2
D F i O F-HEIE +S.D.I% 5.57+4.85ng/mL(7 Bi) TH v | Sng/mL #jili 5 #1(71.4%). Sng/mL LA E 10ng/mL
K l% 1 41(14.3%). 15ng/mL LA (S 16ng/mL)1 fi(14.3%) Td - 7= 14D,

N—TRABRBERSHOFYMPRE L REMARE

n kil
FH)fE £ S.D.
I H R e fE 0 0<~<5 | 5=2~<10 | 10=~<15 | 15=~<20
A 15._ 3 EIIE 3L ng/mL ng/mL ng/mL ng/mL ng/mL
S~ K
55
437+1.75
38 16 1
SEH4 i, R 4.18
- 3.00—5.50 (69.1) (29.1) (1.8)
1.35~10.50
55
. N +
e b g 6.365;3.65 20 29 ;
e 5% 8~16 WA 430—7.80 (36.4) (52.7) (10.9)
1.70~13.00
7
s +
e e 5.57*4.85 s . |
" 4.30
£ 5% 16~24 Ry 2.80—6.50 (71.4) (14.3) (14.3)
1.70~16.00

(%)
LER O RICEY P A R LIEBIE A o T L B 2 BB Y,
8) AMIEAM

B NIBBME R R EBEE 8 il 0 /T 7 h 7L 0.05mgkg 2/ O#% G L= & & OEYERE T A — %
IFRDOERBY TH-T2 14,

Tmax(h) Cmax(ng/mL) AUCo-12n(ng * h/mL)
24+14 22+13 136105

(CE¥J+S.D)

9) BRMUHL - KEHRICEHT SME MM [H T/ 0. 5ng - Img DAHZH]
FRANZFMER R « G RICAOEFT 2MEMMREE 25 flicy v I 7 7% 1 A 2 BREO#EYS
L7z& 2ot v 5 7 L 6.55ng/mL(2.52~11.40ng/mL) Td » 7=, F DD EH# 5 81X
0.0721mg/kg/ H(0.030~0.156mg/kg/ H) T -7z, 723, FHMH T 7IREL 10ng/mL Pl EZ/R L72@E
FIX3HIThoT,



VI. EYHEICEY SEE

SRMUHL - KEMHRICEHT SMEMEMAEEC0.0375mg/kg &
1H2EEARS LI E0MA 5 T REDOER

(ng/mL)
151

T £S.D.

Etp

ALY

EEEIN—
el
—e—

301 2 4 8§ 12 16 20 24 28 32 96 40 44 48 52 SuMik
0888 8 88888 A8 E A R b
®ot ot B O TR B OB OB ROt MR R OB
BUE 125) (24) (24) (21) (20) (19) (19) (18) (17) (18) (18) (18) (18) {17) (17) (17) (25)
g

10) FAGS AT ETOT S TERMOLEE
RANBEBHEEE 9 HICBWT, Tur T 70 S e bIEhi~FHE T 2 2B h 7 L 5k
(LRI ) Y #a 2 BT H ) & BRI G- (R BV 3 2 1 AR D RNENEE & LT L2/ 5, B 7R
%192 Comax FEM TN AUCo o EEIZZ0F N 1.18+0.50 L TN 1.08+0.51 T, JERIA A 7B/ X Y RLRE U ME
LR, 1EE LIGEWMETH 72 2, 72, fH % OIEFID Crax L OV AUC) 100 FEO#IFH X 0.51~
2.10 11 0.40~221 TH Y, WAL LIEEKB TRERIZLSE DA LN,

hTELDSBERA~ADY Y BRI FEOEDFE/ NS A —F

. 7 HEhL (kL T 7 L)
. o 55
SEGIE = Cinax AUCo-12n Cinax AUCo-12n
(mg/kg/IAl) Cinax AUCo-12n
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
1 0.03 10 42.7 18 94.4 1.80 221
2 0.02 10 70.2 9.3 68.6 0.93 0.98
3 0.06 27 165.4 23 113.3 0.85 0.69
4 0.02 14 105.6 7.2 41.8 0.51 0.40
6 0.02 9.9 61.5 14 69.2 1.41 1.13
7 0.03 13 92.0 13 103.8 1.00 1.13
8 0.02 6.2 36.7 6.8 27.6 1.10 0.75
9 0.02 4.1 32.6 3.8 34.1 0.93 1.05
10 0.04 20 230.8 42 320.0 2.10 1.39
FHfE+S.D. — — — - - 1.1840.50 | 1.08+0.51

F7-, F—ABECBIT A0 N T 7EEZ L FIOORT S, BRLE D 7R OIT b T 7 E o A E
12092 LIFIE 1 ICTVMETH - 7,



VI. EWEhRecBd 5B
BRARUH TILRORSHEOFEYNG 5 T7BE
B B L AL L
EpES (mg/IA) (mg/kg/IA) THHELSD. THMELSD. (CFEDhz/ 7 2 1)
(ng/mL) (ng/mL)
1 2 0.03 24103 32412 1.33
2 1 0.02 3.0+1.4 26+1.2 0.86
3 3 0.06 6.81+2.6 42+13 0.61
4 1 0.02 43+25 32+1.2 0.73
6 1 0.02 1.6+0.6 2.0+0.9 1.22
7 2 0.03 5.4+34 59+13 1.09
8 1 0.02 0.8+0.7 0.5+0.4 0.70
9 1 0.02 22403 1.4+0.2 0.63
10 3 0.04 11.8+2.1 13.3+1.2 1.13
FHEMEES.D — — — — 0.92-0.28
(3) &

AR OO BERHOWRIUTI—E L TELT, BEICIVEAZERD DO T, MHFEEOEWIEA ORIVEM
A ONE i H R FE DB B O FE R SS S O et 18 90 DR BL A B < To |, BFE OARPUTS C Tl
BEZHAEL., N7 7 L-Ul(trough leve) DML FREZSZIC L CTREGEZHAHTH Z &, FRIBMER
H DTG BRIAE L IR M PR E 21T O Z AR E L, 223, i b7 7 20ng/mL &
B2 HHMNEWGE, BEWERARRB LT 22O THEETHI L,

4) BE - ftAEOEE

1) BEOEE
TEEERNIC TREICLDARFOEYENFE T A —F ~DEBLRF LIZE A, BEELOEE 1.5 B
AR O 5 L7235 A 1T 22 IR IS A~ BT Crna XV AUC OAX FRH B AL, Toax (FIER L7214, (4 EH
NF—24)

2) GrRAEOEE
AFNTE & U TEYHIEESE CYP3A4 TRET SN D720, CYP3A4 TRET SN Aoy & ofFHIC &
O ARKIO M EEN FRT A AREMER B S, 7=, CYP3A4 ZHE T B3 & OOFHIC L 0 AH O i
EMETTDEREMENH 5, —J7. AFID CYP3A4 TORHAELET HZ LIk, CYP3A4 TRETEN
LMoY OMAFRE LS LR I3RS D, -, AAOMEEEAKERIT 088% U LEEE VD
T, MAEEA & OBFPENTRWVEL E OMEERORREER S 5, (VL 7. MEER OHESH)

2. EMBEMM/T A —4
(1) #BH A%
AR L

(2) WAGEREEM
AR L

(3) HRERETEH
CNEE R L
<BE> HRFEH
7.93 £5.16h( N BREAHEE 9 FIZ 0.075mg/kg 4 FER AT ERARA £ 5-HF)20
182+ 12. Th(AME N BB AE B 12 B2 0.0170.004mg/kg % 4 FEIE RPN ERpE AR 13



VIL.

EYHEICEY HEE

4) 29U7352R

(5)

(6)

3.

0.120£0.050L/h/kg(z/]> 0.0611~#¢ K 0.200)%?
(BBAE R 9 B1Z 0.075mg/kg & 4 WS % 5-F)

NTERR
1.010+0.382L/kg(fix/]> 0.562~ 1 K 1.615)%)
(BBAE R 9 B1Z 0.075mg/kg & 4 W ST 5 5-F)

Z Ottt
AR L

B%KH REaL—Yav) @i

(1) A&

(2)

4,

HEE R L

NS A—RAEHER

il N AE RS B 12 38\ Cld, CL/F X IIT O BB CIRTE L, BAlT: T OB RICPE > THi 2 (2 CL/F 28
HRT D% 1 5 H T 50%FRE)49,

BIEMERBRBEEICBWNTIL, AR ONHEEREIC L M EEIT, 61% &K 24% ERT 5D THE
ﬁ—é : & 146)0

B UR

(WA FT_AFEY T 4
20+17.8% [RABBMEE 9 B 0.125~0.24mg/kg £ 1% 5-( 7 & V)HE] 20
314+24% [HMENEBESAE LS 11 112 0.0630.03 1mg/kg #% 1% 5-HF] 139
25.1%114.4% [FMEIARRABEE Y ¥~ F B3 12 B2 3mg & 0% 5(7 7' )kE] 13D

QYBIEBAL(Z > |)
7y MEEEAL—TRNICE 7 v Y ARAERGHOMPREN D, E& LT HBR O L RIS
nNo LRSI,

GYRINHE(Z v b, EE)
T FEOE BIC UC IR Y 70U LA 32 KON 10mg/kg # A& 5% OWIRIT, 2hEh 37% KO
7%—(\\%07‘: 148,149)O

DIBIFEER(Z > 1)
Zrua ) AR FEE LUTCHEGEZN L TCEFICHHRINDN, UC E#Y 7 e ) AAZEE N =a L —
VarEMiLET v M2 1.0mgkg FRIRNEEG-T 5 & TG HETEED 81.9% 3 AHFIZ, 2.7%03 RHIC
Pett <7z, £7o, AHEZROEET 5 L, BHEBIFEED 34.8% 38 F1Z, 2.7%H R I HEE S 4

7~ 148)

(5)% F R AE
FRNIRIFPE R R B
R MR, IR

BUFD N7 7R Z O R BT & | KA 2 B% &G LT-RFD
B T HRIREF D 62% & HEE S 7z 149,

(AR



VIL.

EYHEICEY HEE

5.
(M

(2)

(3)

(4)

()

kil

1 & — fx BE Y& @4

IMINFEATIE(T » R)14®

7w MZHC Y 7 1 ) A 0.32mg/kg RN G- L7 & 2 A, 5 3RITITRIME QUMK TENZE L
B 2516 &322+ 10ng eq /g ES BNV S iz, T v MIT Img/kg #& 18 GRECIX, & 5-1% 24 IF
TR OVMETIEWTR S RIERALL T Th o 72,

I i — R SR BE P& @ 1
7l AAEEE SO 3 B % £ COFH MR RE T 1.4eng/mL(15 Fl), BB I X
0.71ng/mL(13 B, 2K I E X 0.2ng/mL A2 BI) T, Z D & & FAEW O m AT * 1% 0.54ng/mL(7
By, BEE P IREE( BITREERFLLT Th o 72 BOSE AFREAE R,
Fio, X7 vl AAZEL SR O3 RO SR BRI 9.0ng/mL(8 ), T R R (E R ML) 1
6.6ngmL(7 B TH Y, & N THBEZERTS Z &EAME STV D BYSME AR EE),
K IMAFEEE - EPTI3@EE . 4l (whole blood)!Z THLHEERIENTHON TS, ~~ 27 U v MEZDSE
R E D 20 B 55, MAEHFREIX2MmEEE DK 1/10 TH 5,
JRIR~DOBATIE(T v B)
MR 18 HEOMET » M2 “CHE# Y 7 v U AR 1.0mgkg R O#F 5 LizL &, BIRTIIHS 24 RER%
VI R Ol TR W i RE SR S e A Th - 72,

FiA~DBITH
7 ANAEBE SN m O 3 B % E TOWEHMBEFRE X 1.46ng/mL(15 F) T, ZD L X
PIFLH IR EEIE 0.79ng/mL(6 ) & FEARMAE R EE* DIZIT 0 Th - 72 99, (ME B R
K IMAEEEE - EPTI3@EE . 4ill(whole blood)|Z THLHEERIENTHON TS, ~~ F27 U v MEZDSE
PR E 0 2B D5 IAEFREIX2NRE DR 1/10 TH 5,

HRERA~DOFITHE
SMENBFE 1 HIC, BERPICABIIBE S 3(<0.Ing/mL), =0 & & OfmBEFERE* 1L 33ng/mL Th-o7= 192,
K IMAEEEE - EP T3S . £l (whole blood)|Z THLHEERIENTHON TS, ~~ 27 U v MEZDSE
RZE D 20 B 55, MAEHFRE XML DK 1/10 TH 5,

Z DDA~ DIBITHE

FREA~D A (T > 1)1

WC IRk 2 7 v ) A A% T v MT 0.32mg/kg $ARNEE G- O Img/kg #% 1% 5RO K FERLRE~ O 347 1%
UToLtEhTHA,



VIL.

EYHEICEY HEE

S MIFEEEROMBERNS T (ng eq. /g or ml)

& 5 % LI5S il (h)
1/12 2 8 24 72
I A 85+5 2742 13+1 — —
KA 25+6 14+0 17+1 17+4 15+3
AN 32410 1942 18+2 14+2 7+1
FR iR 1139+36 440+10 271+42 90+3 —
1Cafie 1823316 523423 250+8 112+3 2242
fiti 1941 +120 939422 447+18 156+3 25+3
JFFli 865+77 558+42 328=*8 141+5 49+1
B ik 95667 420+12 219+11 84+2 26+2
Elk=s 2586+332 978+27 426+14 123+8 24+1
s 71124 523428 284+2 139+8 23+2
H 619+71 34620 220+11 143+7 43+2
K 26320 241+13 17249 150+11 58+1
/N 382+26 393+38 238+5 116+7 29+2
SEIE£S.D.
Zw MMIBOBREZOMBEERN D% (ng eq. /g or mL)
B 5 #% K M (h
2 8 24
i H R 10+0 7+1 7+2
KK — — _
AN - - -
SIRNI — — _
1l 23+2 27+7 —
fii 58+6 46+8 16£3
JFFli 192+24 121£19 33+2
B ik 84+15 93+3 76+9
Elk=s - 30£6 101
s 12+1 29+3 104
H 1120364 621210 32+3
N - 265+121 46+13
/N 425+37 347458 23+1
EEJEES.D.
(6) MPFELFEEE
bt MIEEREOEERIZLLTO LB THD 19,
mFEBHEEE
HooE Ik =7 ¥ (ng/mL) HHEMEF(%)
I 1.0 >98.5
SEHREHTIE 27al AR 0 99,0402
A N 0.5 99.2+0.5
SR H-dihydro-%# 7 1 U 5 A 5o 99,0202
EHME+S.D.  (n=3~8)




VI. EWMEIREICRE T HIEE
6. X
(1) HCBERL B UMK R RR
RO - e, H b
RS - P RE cofd, RPREHWITELE LA FRTH - 7208, R PREIZ T L LTk
LR TH -7 59, GMNEAT—4)
(2) RBIBEEI 58F CYPH) OnFiE. F5F
CYP3A155,156)
Invitro REROFER, % 7 1 U 52O EMRH M-1(13-it £ F /LK) 1%, CYP3A3, 3A4 KUY 3AS DFRILAIC
BWTAR S, CYPLIA2, 2A6, 2B6, 2C8, 2C9, 2D6 K OF 2E1 TIIEMK I 72> 72, M-1 OfHHIC
X AR M-VII(13-,15-FE 2 F/LAR)NZIB W T HIEREIZ, CYP3A OV 77 7 I U —DRBLRD AR THEMRS
Nz, #7 vl A2 OM-I ORHEITIZ CYP3A4 BNk bFr5-%2 LTz,
(3) MIEEBNROAERVZDEE
M ER e L
4) REYOFHEOERERWEMSL., FHELER
Z v MFI 78 Y —AIZX D in vitro K)GFRE HWTRE S S FEEOMRBHM DO > 6, EREWTH S
132D O-fji A FARDIEBIEVEIX X 7 v U A AR TIEFITHTHN -T2 157,
7. kit
g CAE S v, AR O KM ZIRH icHEl X b, IR R OYRFT ORELRIL, TnENHE G5
D 5%LLTF., 1%L FTH o IZ(FMEAT — )15,
8. FSVRR—4—ICEHT H1EHK
Invitro ROFER, #70 ) ARIPHEEAHEOEE THDL EEX LD 3210,
9. BNEFICKDHBREE
MAREHT :
FENTHRF OREIIRHBRR LT TH O, BT LV RES W 192, GHEAT —%)
10. BEDERZETHBE
MY ER e L
11. Z0ih
MUEER R L



V. ¥£i¢ (ERLOZEESF) ICHTSHEHEHE

1.

EENBLEETDEA

1. B
=R

<%hEeHBE> [H Tt/ 0.5mg - Img DHELH]

L1 XFDHBREICEWT, EELGEMER (BFRL., DFL, BEE, 2558, BHES., NEE, Mt
HRNMERES, AMBEES) (CLY. BRRNERBELESZZENHEHD T, BARKIZHSIC
BECTEIEEBRRUAFICOVTOTA LB LEBRREA T IEMMNMERT S5 L,

1.2 ENTEILOEYEHREEFBRIESATLVEVLDT, YYBRZRUHAICEL TIX, mhE
EFAETAHIEICEYERIZKIRINDEBNEN L EHERET S L, [16.1.10 SHE]

<HNEeHE> [H Tt Smg. BERDAEH]

L1 XFD®REICEWT, EELGEMER (BFRL., DFL, BEE, 2558 BHES. NEE, Mz
HRNMERES, AMBEES) (&Y. BRRNERBELESZZENH LD T, BARKIZHSIC
BECTETIEEBERUVAFICOVTOTA LB LERREE T SEMMNMERT S5 L,

1.2BRi &N TEIILDEYMEHRSEFBIESNATOELDT, YYBIRUGHAICEL TIX, maiE
EEAETHIIEICIVERICKIMNDEN G L EHERTHI L, [16.1.6 SE]

<[ FoHE >

1. 3FXFIDHFREIL. GEMFHEEZRVUBEEEOEEICEEL TVWIEMXTZFNIEEDNDL L TITS &,

<BEFHYUHTF> [ATEIL0.5mg - Img DHZH]

LABEE) O FREICEELTWAEMOAMNERT S ELEBIT. BFITH L TARFDOBREOKRFE
DEENREICHIZH2ZEREEZFOTAHBAL, EFNEBRLIE-CEFHREL-LTERET S
E, F=, AISHDEENBOONIGEICIE. RAZH1ET 5 EHI2. EBICERMICELKL. 15
REMCEIFEEEZADZ L,

<I—TRBXH> [ATEIL0.5mg - Img DHAHZH]

1.5 XFDEZEEIZ, W—TRABROBEIZTLIHEBELTWERERDL ETITS 2 &,

<ZBEMUHX - REGRICEHIT HEEMEMX> [HTEI/L0.5ng - Img DHZH]

1.6 AKIDHZEIL, SRMEHR - REHRICEHT IHEEMEOBEECTIEELTLWSEMDD
ETITH 2 &,

(i)

1.1 TERZEWER) OBEICHILHEH L TWDERBY, AFIORGICL Y, BRE, DAL, BYYE, SEE, Zilk
BRcE, MMREZE, ARt AR, LNERBMES O EEZREWERNRELT 2 Z L mbh g, Ziubid
IR/t Z 7= L5 2 L bbb DT, LeMEEEE UBRARHI 0 2HEiE T & B EE R N OAFNZ DN T O
Fo3 TR L R AT D ERIOD b & TAKIE DRV KR L,

1.2 BRI 720 & OAEMZEHIRIEENRFEI L TV RN, #4545 ) OIEZ R T CTlAIOY D # .z X
ORI L CI PR E 2R 2 Bt 2 & L bic, [HELOHEICEBET R OEICE
(B 7 RVEREOBER, [3EYEIRE) OEICH A GREO M FJRE /T A —X 2508 LT,

1. 3 BBl 1 Do I T ClE S F S ERBYE, HESUL, BWER 2 ERBBT L2850, Hxr o
A OIRFEIZIG U TR dmiilAl o BN MLETH D, £, AFNTERRE K& OMEAEN T O o
IXHDENRRKENVTD, BEBEIKOEMEICI DI N7 7REIS RS EORGTNLEL D, =
DI, BEBREOERIZKEE L CWAEMXIIEORED Y & TAAZ TR W< K ost# L,

1.4 B v~FBEIRH L, KENEHDICYV AT « XR 7 0 v hEBE L ECHEUIERATETH

Lzt BfiY v~ TFOBRBICHEBEL CWDEMBEHNTLZ & & Lz,
F7o, BEEY v~ FREBEINRTEAINDIGAENEL L DORFOEENEMICDIZ 5 Z ERNBES
N5, BEICAKOMGERESEZ oA L, BEPHM L 2R Lz ETRETH L
Too BT, IRAHITT S D BE NI BT EAIITE Y 2R B NS D Z s, AFIOARA
ZHIEL, EMOBEREMS LI FEHE L,

1.5 W—T AR RITETIE OB EORIE E & 2 FEET, VT ABRZOLORFEETHD Z LT

ARINEMEESND Z L E2EETD L MMOER LY L BEEEREEDRBETIHICIIL Y — 8o B

DULETH D, £72. BHEOLGMET ) 7~ b —F A(SLE)DIRIRFEREN 1L, IEesfEE A2 Eb AR VR S

SLE HE I Ml Al CH 2 AR OMEMEMEL . & DICERREBREE TlX, L—7 AR LSO SLE

FERISKT LA 2 /38 S RIS 5N T, 207, AFIOBIEMHZ X V-5 b0l

FTHHEAMAMITEE LT, AROMEHEZ N —T7 ABROIBRITHR LIZEMICRET L2 L L L,




VI. &2 (FERLEOIEE) CBY 51EH

1.6 ZFMEMR - BB RICAE 0T D RVEMEMRIL, ZRMEMHK - KEMHREFICEHEE TAIFL, TEN
B, BMEEITEOLONRENZ ETHOLN TWAEERTH D, TDi=d, BIEMH ) Oy 72iaEs
HIRT D Z L, BEOAEMTRICKESEEST L Z LD, REIZBEIEICEHRT 720, 23K -
&R\ A DFT D VR MEN 2 OVEHIEE U ERAAF 2 FE A2 X 5 ftd L7,

2. ERRRELEDEH

2. B2 (ROBEIZITHRE LA L)

2.1 RFNORRST*E Vi BEUE OREERE O & 2% B

22270 AR) IR EL 2 o5 OBRE [10.1 BR]

2.3 7V 7 MEFHERIRAIBE G o BE (8.2, 10.1 &)

244D 7 F U EER LW E [10.1 2]

(i)

2.1 —f%iz, HDIEFN ORI X VIBBEUEZ £ U BF IR ko 2 a8/ T HEFNFHRG IN5E6. 7
VAKX —ERERTHAEEMEREL, va v 7 FOEEREWVERZAE L BENRH D,

2.2 771 ) AATEICEYHEESE CYP3A4 KON CYP3AS ICL v fiEfansg, Y7 uaxAKRY Uk
& [FARIZ CYP3A4 TREEN D=0, FHICE D Y7 AR Y ORI ILE S, ML EEn
LRI 2R D, R X AZHONWTIL, BEBRICTERAEOHFHIZL Y R 2 ool
WHPRENEZ LT 2R mboNTVWD, o, e ¥ X CYP3A4 TREfSNAHZ 2K
NCYP3A4 OFEEREZFT L2 b, SFHICED 27 0 ) AZXDIMAFHEENMTL OB L%
T AHRREMELRD D,

2. 3AKFNTE AV U AMIEDFBBEENE N ENMONTEY ., U v AMERERRA(A YR 2 27 h o
HV BBV TA NI T AT UNEOHRHIZE Y @8 Y U7 AMIERBLORREMEN B E D BE 0
»5,

2.4 PO MNZHRIERREIC R O B D RBE BT 58 M OEMHIFIEEZ Z T WD FEITAEY 7 F o 2Rk

LEHIETDBENDRDH D EOWENH L2, KA GHOBETIIEY /7 FroffEziizl Lz,

3. MREXIEHRICEET HIE L TDHA
V. 2. e REHRICEES HER) 22MT 52 L.

4. RERUVRAEICEETSIELTDER
V.4 RZERUVRAEICEEYT 5ER) 22552 L.

5. BEELEARNIE L ZTOERH

8 EELEANIEE

<heeE >
[ 7%/ 05mg -+ Img DAi%4]

8. 1 BIEEDRIUHEENE\ VO T, HEICHEBRE(Z VT F= BUN, Z LT F=2 7 VT T A,
R NAG, R ppou a7 ) VS efTH i PREDIREEZ HICBIET 5 2 &, FrickEY)
W2 oRBCH0EET DL Z &, [8.11, 812, 11.1.1 B
[ 7€ Smg, BERIOA Y]

8.1 BIEEDORBBEENE O T, HEIHEBRE(Z VT F = BUN, Z LT F=2 7 VT T A,
JRFNAG, R g7 a7 a7 ) V) EfT ) i PREDOIREE +IC 85839525 2 &, Fric& 5]
WizixzoRBICHoEET L2 L, [11.1.1 2]

8.2 AV ULMIENBELT A ENHAHADOT, BHENZMIED V7 LAOREEITHIZ &, 72k, BV
U ARERERIRFI( A R ) S0 b, UL AV TN, U T AT LAOHEMAS LI Y
T ADBRIER A TRV L, [2.3, 10.1 ]

8. 3 milipl, JRAEE DR REREE DR BN m\ 0 T, BENCERARAE(RRA, ZZERmE, 7
T —B, RIEEEIT O 7o EBFEOREZ I BIE82T 5 2 &, FRCBEEMICIZE OB 01E
ET5Hz L, [11.1.14, 11.1.15 B8]




VI. &2 (FERLEOIEE) CBY 51EH

[#7&/N 0.5mg « Img DFAi%4]

8. 4 AHNE G-I LARA, NFENR, DMAEZE, P0ME, DR FECLEEREIC T, BERE A2 5 ) E 050D b
NTNWDHOT, FERICEEL QOILER, DL=a—, i X SRaE1T 5 72 CREORES X < 8l
T35 L, [8.13, 11.1.2 /]

(7 7'/ Smg, $ERLOA27%4]

8. 4 ARHNE G- A4, RIENR, DHAEZE, POUE, DR ECLEEREIC T, BEIRE 2 & 00500 5
NTWDHDOT, HHICEEL UILER, D=a—, W X BR&E21T 5 e EREEOREL L Bl
T5HZ L, [11.1.2 0]

8.5 MMENEHT LI ENHDHOT, EHMICHERNEEZITV, EEFENS b ZHAICE, B
JEANRHE 21T 9 72 Y R E A2 4T H 2 L,

8. 6 IRYYE DB T EETH 2 &, [9.1.1, 11.1.10 ]

8. 7 JEE DS MNC X 0 KRG Dz EF U v oNES OB A O FREMEN H D D
T, THEETLZ L, (102, 11.1.13 ]

8.8 AHKIDEEEIZ LV R RE R NE L AIHERF B O RN FTRE T 508, BB B R E A0 EIVEH
DFBUONT H B SR BILE 01T Z &,

< EEETHHE >

8. 9 M kg B D FIE L2 BTl TIER AT A Z EREE L, £, I urAKRY &
DEEICH G- SN TV D IEF TITAEG BN FTRED & 9 2 B RGO | R #E & I S uiuiEdons
W7 ARY ERIEL, AFNCUIV#AZ 5 Z &,

<BEBENED> [V 711 05mg -« Img. FERIDH:3%24]

8.10 MufRIEREBRBICAE T 56, AAIOF 5-BMART L OB GBI % ICB W, EMMICIRIED A
WA MERT 5 2 &, BIRIESHERE S N2 5A I, BIREERSE O MRS O 2 MU Eiid 5 & &
B2, 1B EOBFRME L GRS EICEE L7 L AR G5 2 &, AFIOMBIE~D T
B 5T 72 > TR,

<BHEIY O F> [ 7B/ 05mg -+ Img DAH%H]

8.11 VY7o N HIEAT v A RHUEFIRIESZ 2 AILLEOFH L72iEFI T2 L7 F = EARBLENE
Mol-DTHEEODRINCEETHZ L, [8.1 5]

SIW—TFRBX> [H 7 &1 05mg « Img DFA%Y]

8. 12 REDHEATIC L D BEEDOFEALN A LN DD TRICIEET D Z &, [8.1 B3]

8.13 EERATHIEHMET Y T~ h—F AZBW CEBIRE RO ERA T & STV 5 E G ILIE,
EMLEES DRBEZ ST 2HANZ N 05, T 5 OB OEY) R IRNR 2D 7208 B AK| &2 %
G35z &, [8.4 5]

<BBHXBE> [ 7&/10.5mg - Img DHi%EY]

8. 14 AFNOFH1%, EEMERIGR DOIBFIEICHSREBR L CWAERO L & TITH Z &,

<BBEMXBEE> [I 7B/ Smg DHiLY]

8. 10 AAN D H1%, 1EEMERIGR OIEFIEICHoREBE L CWAERMO L & TITH Z &,

<BHMUHKX - REMRICEHT SEEEME> [V 7€ 0.5mg « Img DHFEY]

8. AANCIY =2 —F L AT 4 AJRBIOBENNH DO T, WHIRTHEELZEETHZ L,

(i)

<%haeE>

8.1 BEE

7 a ) NAROA - FEEHIZ B LR, B OB RS (23 1) D EERRBR R I T, BRREN

EHEEICEO LN G, HENCZ LT F o U EOBRREERITY L. BEOREL 108122

THULENRD D, £l B 7'V K OERLO A K OVE Bk O KRB I W, 7 LT7F=r

FHXROBUN FROLL N GEHHENCHRE L TWDE Z 0 HEYEIIIICEETI2LERD S,

SHICBEEICIY, RMEMROEENSI SR SN AREENH D 2L, £, ENOREY v~

T RE CORKREBRIZEB O TIRF NAG O EFADEB L T\ Z Enn, BRMBRAEEE & L TRHY NAG

FORF ppIr7ura7 ) o a2BIMLTWA, (VL8 (1) EXAZEMEREMHER] OESR)




VI. &2 (FERLEOIEE) CBY 51EH

8.2&5 A D LMmE

27 AAROAF - ERFEEE LT, BRR BB AR BT D BRREEEIC T, s Y v
AMAENFEHEE RO bNI-Z &b TERHIHARNCIIE D Y v A2/ EST 5, £z, i Y v A
ERE DI ERTHESERH D7D, BV U ARFERIRA E OS2 0E 0V U A0 EEREEIL
TORNWEIFEENRLETH D, (VL2 BEABTKRUVZOEH] OFELO VL 7. HEER| OHESR)
8. 3 [ HEIEE

ARG LT, BHR OB RS 2B 2 BRRBRAGEIC BT, @M, JRFESE O P he R =
DEHEICRD LN b (FFHR), AR SR SN MR R, 22ERE, 77— b5
PRVES OERRMREZIT O X Hftdk L7z, F7o. BB COBKRBRIZIBW T, BRI OEEF A 7]
HECd o 7o m MBEFEBLAE] 69 FlH, 56 F1(81.2%) 3% 5% 3 » AR CORBLTH 72 &b, &5H]
HITRHCHEE T O2MERD D, 7ok, B Y v~ F BV TH, HbAle EH 6.6%(33 #1/498 51, i
B B 4.4%(22 51/495 1) OMHFEREFLE A3 8.9%(45 $1/505 BNIZFRD HIL TV 5,

BREREAERICH 1T 5= MAERIRIARE (FBAEfRE)

RESIE BRI R
B EIER) —*1 —*1 79/309(25.6)
i M (R AR AR A D 25 2/37(5.4) 49/173(28.3) 0/18*2
*1 AR R & L CER B1%(%)

*2 0 A TR DIERLA~DOE Y BASEFILSMIRIER & L ComibE & L TR

8.4 DA E, FEIR. DHAEE. HE. DFET
BRI BORE X O ARFZ A T DER (DA A, AR, BROES) DD bz Z &b KA GIZEE L T
ITDEMK, Lo a—, M X RELZIT ) e FBEFEORELZ LBIETHZ L, S HITLHEEITRIE
HELTBEMDOERTHLN, V—T ABROEEARRR COMBEEORBENBD LN TND, L—T R
BMRDOEMERTHLLHMET Y 5~ F—F Z(SLE) TlE. TEIREROGRK T & STV 5 EE
JE. BILEAE, APSHTY VIREPURIEGERE) 72 EORBE AT 2HAN LN L b HENRE R D%
BT 20 A7BENEINTND, V—T AEROERRBR TRD NI LAFEZED 2 FIIZ OV T il
R DONA VAT BETHS T2 EBHERINTNWD, TDDN—T AEROBEIEGT D
AR, EEIIRE BRI OGN OIRIFE 2 EYNED 2N SR 5T 208N H 5, (VLS. (1)EXK
HEMER EMEEK ] DEHEZR)
8.5 mMmE
KENZB T D BB DS Sk i akBRIC €T, miLENZ 7 1 U AAFKERED 49.8%., 7 AR &5
BED 522% 5RO HNT= E OFENH D 10 RFFGIZ L0 @MENRET DAt ndH 5 2 Ens £
OMOEIER - FEBRes) OHIZIMTE EF 2508 L, ARG L CXEMnIcEE2lET 2 & &L
7o Fiz, BIMEORBIRHIIIEERNGRZAT O 7o & OUE ZFd Lz,
8.6 BuE
X7 l) WAREOGIEIHE O 5 A T 7 BE IR UL A L R D LT <L ik B BV
RUMESE D EERBYYEEZ BB T D2 N D, /2. BIEIWEICRE L COAEAIXTOERE &
DICESELAREMERH D Z LD, +ICEET S Z (VL 8. (1) EXAEER & MBER ] DX
ZM), 7k, V6. (1) BHHE - MERZEDOHLEE ) OHICH [BREFEDHDBEH(EMENELT S
AREMER B D)) ERE LT D,
8.1 BtIEHE
At DOEEMHIAIR G2 L 0 U oA G TS ORBR AT 5 Z S id— I b TR Y 19,
AFNZHDONTH Y 2 JEE OB T 2 TR E R H 25 163190, Z 6 oMETIX, sk
HEZ Dt OCIEE A R/ AT B A[EEME D 3 5 7 A L ANEMIEE ORI EHb > TS Z LA RB ST
BY . ARENOEMEEORBICH T 2 EEN 2B X013 LA, BEOREIMHNC X B
DOFREMENREEDL LD LEEZOND, Lo T, AFERGEROBEOGEMENZ LY . Y45
D EF RO N EEOEMEERAENEZOND Z EnD, BREDIRREBICHSEETLZ L,
( TVIL 8. (1) EXRZIEMER & MEER ] OHEZ)



VI. &2 (FERLEOIEE) CBY 51EH

8.8EIBERERILEY
AT7aA ROEMRGIZEDHE DL WIIRE~ORBELR L VICEWEHZBET 5 L. AT a1 RO
& BT AEHCTHD LB 6ND, Fio, BAETEERSCEIE T M IE O R IRRET O KFIFR G120 A
FuA RORE - BERATREE OFFELEONTWVDER, LT LHEFNZBWT AT 1A KOBE) Al hE
LV DI TIERWZ b, BIBEARNLE CAIGFHREOEWERHORBLUZ OV TH +3EEDNLETH
HEEFHE LTS,
< BHEEHE >
8.IBEAXTEER
— TR R HE FIR(GVHD) IR L 7o A I EemIIeBE 2 BT 0 Z EMEE LN B2 b D,
EINOEEARRBR BT, BRI R TR 280 U E M GVHD (2§ 2 AFIOIREN R & st LTz
LAY A GVHD 2% LTI 53.8%. 18 GVHD TIL46.2%DHEHENBE LI, £7-. GVHD itk
FHNIREZ B LT21E 9 DEVRENEDG LI, S 612y 7 a AR RFEEGED GVHD 12k LT
HARNTRIEHUCAH 2 CTh -7 2 & 25 E 2. GVHD 1BIFICBIT 2 ARKIOALES T 2B 5N T D T2 OITERE

L7,
<EBEMENE> [V 781 0.5mg * Img, BRIDO ALY
8. 10 fofRfE

EEE M 0 O FEAE & MR B IR AR BN B V) | EEE A I 0 R D 20~30% I M IRIE AN A 5 AL B
EWNDILTND 1918 T JIRIE IS5 2 ARFI DB HOWTIEH L MNIT R > TE LT, 2Rk
PHIVER DRSO R - BLZBIET D AREME LB ETE 2V, L7 - T, WRESHEE TIZY 22
ERRT 4 FOBENSMOEREDOE G EE L ETARIEFERT D Z &,

<BAE) I F> [H 7 &N 0.5mg « Img DA% ]

8. 11 HANOBEE ) v ~TF HBE CTOKRABRICB W TIRT NAG O EHABRE L W2 &b, BRERE
HHELTRFPNAG KORF B 7mrrm7 ) rE2BIMILTWS,

SIW—TRABX> [H 7/ 05mg + Img DHi%Y]

8.12, 8. 13 L — 7 ABEKIZH T DIHERR TH LN BHEREREIENNICATHLAMETHY | L—T
AR OUE IR O T I 2 b O Tl d oz, 2, VW=7 ABREAORIERIZR L, o
FEIK & Pl U C b B RERRE E O M . FRE DN EWEIIFRO o Ts, L, — T A RITE
THEDDEMEORE LY & 2EREET, V=T ABRZOLONFRETH D I L ROARAINERE X
N3 EEZBEL, tofEkE D &BREREDKILTIHIZITL Y —BOTEENRLETH D,

<BBHURBE> [ 7&1L0.5mg - Img DHF%EY]

8. 14 IS KIBRIGHEFEEH2019 4 3 HET)) 9T, BB U TCHMAFZOEREZM ZENEEL
WV, X7 ) ARARROERE CIHEELRBRBENMNE TH Y | T R S EGEH I E AT RE 2R BREE D
MR TITOONLEE LW, oS T\,

AFNDOFEGAZ DN T HIEBERIGR OIEHRIFEIZ 0B L TWAHEMO S & TITH Lot L,
<BBHUXBE> [ 7E/L 5mg DAHFEY]

8. 10 &M KIS 1R R #H(2019 4F 3 A SkE])) 19 ClE, MBS U THMFOERZM Z N E LU,
71l AARROEE CIHEERBEENLETH Y | JEH T A 23 F0 (2 E 7T RE 72 BR b D fifi %
TITHODONEELVWE, it Tn5b,

AFNDOFEGAZ DN T HIEBERIGR OIEHRIFEIZ R L TWAEMO b & TITH Lot L,
<BHMUHRX - REHGRICEHIT IMEEME> [V 7 &1 0.5mg - Img DAG%Y]

8. 15 ZHRMEM A - R IZEDFT DR EE IZB O T, AFNCL Y =2 —F T AT ¢ AiRFEH
DY ATNEEDLIBENRD D, THEEGR LT L F=Y 1 40mg/ A LA LG Sz SRR -
g9 B E 16 Bl 6 B1(37.5%) C=a—E v AT 4 AR EAPELIZE OHE TORHY | BT, £0D
WECIIHEEEMR N =2 —F v AT 4 AMROMERK T THDH Z EDRBIINTND,

JEA TR T T LV IR T - IRIEMF R R EIC L DA RTIA 2 TIE, =2—F VAT 4 Aflfi
RV THARRREOHEGE & U CEMA S L, v, IWRNE(A T 2 A R RO sl #) & O RS ifn. U
VOSBRI A D LT, TRIERERIEE SN TN D,

LI « FE TG R CADFT 2 BV RIZBSERREB TH D Z D TOIRFICE L U, == —
EVAT 4 AMRICKT B0 e TPHHE A SET S X o s Lz,



VI. &2 (FERLEOIEE) CBY 51EH

6. RENDERZHFIHBEHICHT IER
(1) &EHE - BEEZFOHLEE

9.1 BBHE - MERZEDHLEHE
911 REEDHDEE
JRYSEN BT D AREMEN H D, [8.6, 11.1.10 B[]

[71 72/ 0.5mg * Img DAH7%Y]

9. 1.2 o< FICHBEMMXEZEH LTI ESE
MV MERG R 2N AL T B alREtE N H 5, [11.1.18 B ]

9 1.3IFRIAMINARFY ) TDESE
JFHEREREESCIFR VAN A~ — D —DFT =X ) T 24T D72 & BRFR 7 A )L ADOFFMALL C
RIRFR OEALOEEIER ORBUCER T D 2 &, REMHAZ &S Sz B B IFR VA LV AF v
U7 ORFIZBWNT, BREFRVANVAOFIEMILICEATFRRG LbNDZ B3 H D, £/-, HBs
PURREMEO B IRV T, A O 551161 12 B BIFFR 7 A VA O FEME(RIC X DT 2%
JE LTEBINHE SN TS, £, CHRFR VAL AT v U T OBRFITB VT, EmfilF o0&k 5
BRIATZ I CRIFROBEALN A OEND Z EnH D, [11.1.10 ]

9.1.4 CEFRBEEUENVANINRENESINLEE
C RIFFREHRIGL T A NV AR AT G5Bl . ARIOBENRLE L 2o THIEFIARE S TRY . C A
JFREERIGLD A NV AFKIZ L DH7 A )V AR Y OARE O H &R 08 LB 72 5 FHE
MDD, RAIZEH L TOWDEEIC C AFRESENT Y A VAEZRET 256120, AL &
FEIGEKRTH L L8, RFMFEEDE=2 Y o V% HEENIT 5 7 EBRFOWREE + 4518 5
THZ L,

(77 &/ 5mg - TERLO 7% ]

91 2FFRIMILAFTYYTDEE
JFHERER B ELCITFR VAN A~ —H —DFE=Z VT &24TH 72 8 BRTFR 7 A L ZADFEMELSC C
BURFR O EAL OBEPEIER ORBUCIER T 5 2 &, EMHAZ &S S B B IFRV A L AF v
U7 ORFIZBWNT, BREFR VANV AOEHEMLIZE RN bND Z 36D, £7-. HBs
PURZME D BF 2B W T, B mfilF o 516% 12 B BFR U A VA OFIEMHEAIC X 2R 2%
JELTERNHRE SN TS, £/, CHRFRTA VAT v U T OBRFIZB VT, EmfilF oS
BRIATZ I C RUIF R OBEALR AN Z ERH D, [11.1.10 2]

9.1.3 CEFAEZEENIAINRENESEINESES
C R REHIH Y A NV AEKZ B GBI % . RFIOHE RPN NI & 2o TREFINRE SN T | C A
JFREHIGTD A NV AIKIZ K D500 A LV AIREITFE M H O A 00 F EFRE S EZ 72 5 FTRE
PR %, AEIZHEH L TWDHEEIC C BFREBEAGTY A VAL RET 256120, KAl &
FEIGERTH L I, RFMFEEDE=2 Y o V% HEENIT 5 7 EBFOWRELE +45 18 5
THZ L,

(i)

9. 1. 1 ARANE O G IH D e 5% 52 1) 7= SBE TR UL 7 A VARG Lo < iliged D\ i
SEFEDOBEERBIIEL R T HZ LN D, £z, BRITEYYEICHRE L TV AEGAIEZE DR & Bk &
D AHREMER S 5,

[ 7 &N 0.5mg « Img DFri%4]

9.1.2 G Y 7~ FIZHVEMER % 2 AP L TV D B Tlk, AR5 X 0 BEMERi% S B L 5 TR
Wb, B v~ FRFICEGTHEA1E, FEE, Wk, PR R EE e & OMEREHERICER T 5,
9.1.3 BAIXII CRIFFR AN AX Y U THEAEICBWT, AAlE2E o iHA ob5%1c B RATA
7 A NVADFEMEALR N C BT ROE NRESINZZ 0D, HEMRED-DIZFEEH LTz, 8.

TEARZEWER ] omICHiiHE L T b,

9.1.4 C BUNFREEETIGLY A )L AFE(DAA)D [EHE/FARMEE ] OHIIAFINFAREOFEENTEH ST
52 E ROARAOTRZIZE O TES DAA 12K D IREFICAKI O PR EE 03 28 U7 iEF OHE 1 8 2
ZEMB, AFNCBNTYH HEOEREAT 2RFICHETIER) (BIHE - BEERSOH 5 BE)DIH
WIBRE L, EEMUET A L E LT,




VI. &2 (FERLEOIEE) CBY 51EH

(2)

()

(4)

[ 7L 5mg « JERID 5% 4]

9.1.2 BAIXIX CRFRTA N AX X ) TAHREIZBWT, KAlZ2ETaEimflFl o&k 5% 1B A%
A NVADOFIEME LD C BIFROEA NfRESNTZ EnD, HEMREOTZDIZFHE Lz, 72k,
[ERARWER OBEIZHFE L TV D,

9.1.3 C BUIFFREERIFLY A )L AFK(DAA)D [EHE/LFEARMEE | OEICAKIGAREOFEENTH I TH
52 E R OARAOTRZIZEB O TEH DAA 12K D IREFICAFI O P 0N A8 L7 iEF OHEN H 2
ZEMNG, AANTBWTYH FFEOEREAT HEFICETEE] (BOHE - BFERE O H 25 BE)DOIH
\ERE L, EEMUET A L L LT,

BHREEEEE
9.2 BHREEEERE
BRSBTS D RN D 5, BWEMORR 2 7o, EMRICmhRE 2z E L, K582

Hid2Z ENEELL,
(FEa)
<%heEE>

R EETEHEEICRO ONDEEATH Y | HHHEBEH 2 WIXFEEBICE D O TR REEEE AR & &
H L CTmHRENE L o A ITBREENELT L AEENRS 5,

<BEIOIIF> [ 7&NL0.5mg - Img DHFLEY]

BE U U~ FICBIT 5 KEEMHRGHEBRICEON T &GO LT F =l 1.5~19mg/dL ThH -7z 14
Bl 3 FIZBNT, 1.9mg/dL # x5 EARRO LNz, (VL EELGEARMTIELZDER] 811 0O
HS M

<IW—TRE%> [H7E/10.5mg + Img DAi%4]

N—T ZABRITEHMET Y T~ b—FT ASLE)ZEHT 2B EE TH L0, KRRV T, ik &
el U CHRAE REBERIZRR O BTV, L LBEEOENIZIZLY —BOEENLETH D,
(VL. EEREARMTE L ZTNDER) 8.12 DIHSM)

FFisREfEE B
9.3 FFiaEEEESE
S RHTREME T L, AHNML P EEE N LR+ 2/ REMA S 5, BUWEROREZE <720, EHAC L
FEEZHTEL, RGREERETOIZENEE LU,
(L)
71U AATEICEYREEESE CYP3A4 RO CYP3AS IZTREESNA -0, FEEL AT 5 ERETIX
HMRBREME T L, AFIOMAEEN AU, BIERRRET A Al RetENH 5.

HTEREEET S E
FEEN TR



VI. &2 (FERLEOIEE) CBY 51EH

(5) 4E4&

9.5 ittm
LR oG EBE L., 4w I3 L TV 5 AR O & 5 LEICIXIRE EO A RS Gt % EA 2
EHM SN AERICOREGT D L,
<%hEetE>
9.5. 1 B FBR(T X)) ClEAFAEH. RREERHRE ST D 172,
9.5.2 v FTHBAEIRT D Z EAHEINTND B,
9.5. 3 IHRHICAKIZ B 5 S LEIZB W T, BEKNEA~OREBIRMAKRE, LXFE, &Y
7 AMUE, BHEREERE)OHRE N & H 15017,
<Kr#tE. BBtE>
9. 5. 4 f#4% CHEJifi X 417~ Transplant Pregnancy Registry International (D5 — & ~X— 2 5 & FI| H A RE 72 2,905
OB R VBB BEE OTIRFEFICRET 5 adk— MFRICE W T, miM X ICHRE S ERIC
DWW TLL T ORERNBHE S TN D 179,
© KEENRD HTIEFNE, AFBRFERETIL 6/297 #1(2.0%), AFIFEBRFERET DCIX 1/53 $1(1.9%)
TdH-7=E2,

INETEDRFRD DNTERNL, AAIRFERETIT 12/297 $1(4.0%). AFIFERBERETIZZRD Hiv7en o
f:FFZ)O

« HARIRPED GRS DIVIIERN T, AFIBRERRE TIE 33/335 £11(9.9%). ASHKIFEBREFRHE Tl 3/56 $1(5.4%)
T o7T-ED,

- BRBREEICBW T, FRIRTEN TR O DAVTIERNIL, ARAINEERE Tl 84/226 £51(37.2%). AAIFE
WREEFECIL 7/37 $1(18.9%) Th o 72,

c BREER RO BIVTIEBNL, AAIMRETERE Tl 156/352 61(44.3%), AHFIFERRFRRE Tl 25/59 $11(42.4%)
ThH-oT,

- SEHRIEEN kT U TR IER 22 HARE T o 7IEFIT, ARAIMEERE T 289/352 41(82.1%). AHAl
FEMREHE TIX 40/59 11(67.8%) T o7,
TN 7HPFATV e vr7urRR)y, =_a bR 237z ) —ABE7c2F N, FL =y ¥

U AZDONTN 1 DU EEEL LY AL DIREEZ T BE

1 2) WHED 6 BRI D HEE TOMICI a7 = / — BT 7 = F/UICIRE L TV 5 BE 2 BRI LT BT 5

(i)

9.5.1~9.5. 3 AFIDIEIFFE~DFEHIZTONTIX, U &2 AW AR A FERRIC WD TR K
OB IR BN HER SN2 7D 19934 B0 7T 7 7w AREREL D . Tk O3z L Tu
HEREMED & HImN] ~DEHIX T & LT&E T,

2018 2 5 A, MEWEICHB T DRSO ALEZE IR T 22 L2 BN E LT, JEATEE OF¥E
ELTRRE STz ThER & 3R v 7 — iRty —% o V7 7V — T F B4 13, AR OE IR
BIFD T SOIIER L TWD ATREED & D im N ~DOFGIZOWT, [E5 ) OEMGHIBRL, A
L OARIENERMEE BRID LB SN DGO EE T 5 BOERMEIZHETT 5 2 & 2NEY)
ThdEHW LTz, ZhEaxiT, YRPEFIRCEETRIZOW TR LT,

APRZONT, Rk 30 FEEES 3 I3 - AffirEsfigs EELEZLSRNS ZadRitasic
THET SN RER, RRLREN TR S, AEOBGETIZET 2@maREH sz, ( TX. 2. (5) £hEH
EEMHR 0ESH)

9.5.4 BRIMNEFT(EMA) B OEFFIZIL U T, Il Bl DIl L 2 A kU T % Transplant Pregnancy
Registry International(TPRI)2> LR AIHEZ2 7 — & &2 W, EEEH - 3L IC 0 2 ARFINRERED R O
RHAIC G 2 DB 2 3+ 5 2 & # HAY & L7- 22— MFZE(TPRI study)% £ L7, 4% 76 2
IZH-S% CHMP(EMA Ot b HERMLZEE )X, EU ERO B 2 HELET 2B AR E Lz, Y
A BU O I7p 6§ % [F O R E HIC Mg~ & Ll U e 385 R e A B & AR & 920 L
776
i CORMEB OFE RIEE O R e B BE QIR &\ 9 [RE S V- EHICEET 5 KB 20T
T—HThHY ., KFFEREREFH T2 EIIBR EFHTHL EEZXONDZ LD, ERNOETFIHRX
2t REOEREATL2REICHETIER) (e OBIZEFL L, FEMET LI Z L& L,




VI. &2 (FERLEOIEE) CBY 51EH

<zH>

EINAN TARFI DT 5 ST REBL 150 BI(177 4E0R) D 5 b AEURBIFEI 23 BT L CTuy 5 123 i 66 151(53.7%)
25 37 WL O RPECEEIME R 349 35 /)T, SeRMEFEE 13 127 BilF 5 #1(3.9%) TR O bz,
HORBRITRO G TR, ET2ERO 48% 0% FUIPIC XA HETH Y | (KEDH L7 B4R
119 FlDOFEREIT 2,599g T, BB BIZITREL HE X Wb DEEZ 6D, £z ARIFEIX 150 4
(177 W=+ 26 Fl(14.6%) Th > 7o 3, AFE G EE T LV IERREZE L7 &b bz, —
PXEEFNCEERTEMBE L ITWV R RN EELZ LTS 179,

(6) REL4w

9.6 ZEL1w

AFEGHIIIRA L2V EREE LY, BAT~BIT TS 2 ERRESN TS, [163.2 ]
(fiEw)

SME B RS CARBI 2 B 5 SN TG o3 3 B #% £ TOFEEILH T 0.79ng/mL(6 F) TH V|
RHAO X M AE R IR EE 1.46ng/mL(15 BDOKIF0 OBATHRRD Hiviz & ORE BONRH D5, o, %
PR L, AREE R ORI S Z & & Lm, (VL5 Q) EAADIITH] DHEBM)

(N NRE
9.7/hR
FRIZ 2 RIS O FLE R BN U T, Epstein-Barr 7 A /L AZBHE L7z U &7 SRR BB DL Y o~
ANIEDOFBLOFIHEMEN E, [11.1.13 2]
(77 %/ 0.5mg - Img DAHFZY]  HEREM, BBM, LB, i, BB, DB, S=iE
e, B Y v~ T L— T RABR IBEERIGR K O RER 2 - RERHRICAEIET A HE
PERR CII/NRE ARG & LT B VR 2 FEE & U7 ERARERBRIT S L Tueuy,
[ 7/ Smg OH%Y] BRI, BB, DB, MR, BB, NERBRR ONEBEMEK
B2 Tl Z2xtg & Lim Aot R O M2 & U7z BF R BRI L 30 L TV 7220,
(ki A% ] BB, BB, DA, A, BB, /INIBRARE M OVERIE A S ) E Cidvhs
REEZXIRE LT AR VL2281 & U ERRSUBRIT I L T,
(A0
[eflA3m]  AAIE ORREBIFRNGE TE 72\ Epstein-Barr VA /L AIZEE L2V o SEFEMER B D
HUNTY REREE STV D, RS, R YA NV AFUROIRA RN 720 2 i AT O FLsh Va1 o oo 1%
IHIRFIC B W TRBLO ARBMENE LS R D EE X 6D,
[ 7&/L 05mg - Img DAHFLH]  EEEREAE. B, LB, M, BB, NIBAE, e &
JE, BV v~F — T AR ABBERIGR K OZHIERK - R RICEOFT 5 IEEMRICE
W, ARHARENR, FrEN, A R OISR 2 BEREERIL I L TRy, 2B T/ iz
*U, BB L OB BRI W TR AERE R - FAR - LR - SR Z2BR BRI L, AFlofEH
RN DD, Flo, TREFAEIZBNT, OB, WM, BB, SR, FE I E &K OS5
KRIBRIZEB T DHERBIRHRE SN THDLR, B v~F, L —T2BER, ROLRMEGHR - KEHRIZ
AOFT 2 MEMERRICB O TEHRE ST,
[ 7L Smg DALY BEEHE, BB, OB, WM, BB, /NBR R ORISR I
BWTRHARER, FrAal, 2RO 5 BARRBRIL SR L TV 72w, 2B TR
* U, BB L OB BHICS O CIRHAERTE I - FrAlR - 3L - ShIRZBR/NRICx L, Ao H
RN DD, Flo, TREFEIZBNT, OB, B, FEBME, DB K NESEERIBRICBT 5
FERHBAIRHRE SN TWD,
(BEhiDZ3%4] OB, BB, PERAE., /NI AE S OVERRE i I E (S do WD IR I AR R ER R, AR
FIR S O AT kb3 2 BRAR BRI T L TV, e BIFRBRE CldvhNRICk L, BHH & OB BEIC B
WK I ARENR - #rER - 2R - ShIRZFRS/NRICKR L, RAIOERRERH D, £z, HRER
WZBWT, DB, R, B, /NEBAE K OVEE ) B E IS B T 2B ARG ST b,




VI. &2 (FERLEOIEE) CBY 51EH

8) &EtnE

9.8 mlE
BEORBEBRE LN OEEICHR G5 2 &, RICAPERCERE, TTHERE. RRIKRES)2MK
beb\%)o

[Z7E/L 05mg » Img DAHFEY] BEOREZBE LN OEEICEG T L, —RICAEZEHE
RECEAREE. JHHERE. SRS MR T LTV 5, [7.9 2]

i)

[&RAIIE] T4, SlnE OB EEIND L9127 0 | FEEMEIEICR O THTTREZIC
HA~ORAWERRBR RS 5, S 512, BV v~ Fikichs O QIhiER L » L EimEs oG08 %0 2
EaEE X, Bl E ORI L CIXREOREABIE LN OEEICRG T X)L, miinE T
13RI A R RE (R RE . IFRERE. TOERES) MR T LTV A DT, BEDREZBIZ L AN HIEEIC
Be53 %,

(77 &/L05mg - Img DAHZHE] ( [V. 4 FERVAZICEET 538 7.9 ODESH)



VI. &2 (FERLEOIEE) CBY 51EH

1. HHE{EH

10. fRE{ER

AENIE & U TERMAHIEEE CYP3A4 X TN CYP3AS TR

s, [16.4.1 ZH]

(fEan)

AFNT TN IR 5B CYP3A4 KT CYP3AS T
RIS & OO X 0 AR ORI AILE St M EEN BR8N H 5, AAFIE 2

FEND-D, CYP3A4 TN CYP3AS DM

B OFEYR IS 2 OF 9 2 5B AR O P 2 JE L S BIIE U CRER « (RS DAL E 21T

52T &,

(1) tRZEEEZDER

10.1 BEAREE BFALABWLI &)

BOLERIFD I F

(2.4 Z ]

SHN A FRAER - HE 15 W - 2R T
tosF BRI X A0EMHE T C, AT 7 | S ERIC X Y 3EED ATfErE
VRS AER LAY 7 F FUBMIC KD RIE LTz &L O | BHINT S,
W EER LAY 7 F N5,

v ARY v
(Pe T4z, RA—=F)

BIER SR S 7= & oS O
D, B RAR) LUK

AFEDOHFHICIY 7 v ARY
COMFEENER Lz L ORE

[2.2 ZH] KNG 0z 2T 7 a0 AK | BH D 0, v ruaARY T
U v OS5 24 RFRILLERR | CYP3A4 TRE SN D720 PFA L
WEICAROEZBET A2 L | 284, BHAMCHERLY 71 A

NEE LW, AU ORBEVESND,
R & REZ U ORWERPEBLT 27 | KAl OfFHICE VAR 20D
(k227 07) R H 5, RN EJ T 2 FREE N &
[2.2 ] %, ¥ KRB 1X CYP3A4 T

RSN D & L HIT CYP3AS i
ERbLET D70, HAICE YA
D 1 Fh i EE S EY 3 5 RIREME
»H5,

H1 U T LEREFER R
Avnw /)7~
(TIET v A)
Hov BB T A
(IIVET RV
N T AT LY
(FUT L)
(2.3, 82 &[]

AU U LAMAENFERT L LR
HD,

AAN & AT O RIVER 23 AH IS H
MEND,

(i)
HWVET 7 F v

B O M RIERE IR O b DR AT 2 H L OGREIMGINRIEZZ T TWDEITEY 7 F o atihl
THLRIETDOIEBLNDR DL LOMENDH D0, AFRGHOBE TIIEY 7 F L O %~

L7,
)T uAKY v

=)

AN

- B YHR

=

270V AARRT7aRARY ALED L EITIEMEHESE CYP3A4 TR S, OFHICK Y > 7
2 AR Y COMRESEES U FREN LR L, EERARILEZEOWE "ONnNbHL s, VR
ZARY L EDOHHERDE L=, 3. 27 AR UL AK|~OY) Y 2 BEOEEICHOWTIR, A
FOKERM CEOFT#EZSEIC [ 7 8 AR U ORKESG NS 24 FERILL ERRBZ AR O 5 %
BltET D ENREFE LV, | & LT,



VI. &2 (FERLEOIEE) CBY 51EH

k) ViR
AHIE RNt & L OPFRIZEET 2R TORIIZZR WA B ER CHAIOMHIC L D REerZ o
RPRENE LM L2 DT =256 TCnW5, — i, R X EOtARICBIT A2 X710 A
AD ML PEE DL OFEIIRHTH D8, R Z o 0d CYP3A4 TR#TEN D Z & O CYP3A4 DF
WIERZHETAHZ 0D, GHICE O AKIOM A EE M OO ERH D EE L LA,

471V 7 NEREFEFRI PR A
AFNIE SV U AMIEORBBEE N E L, B Y U7 LMEFERIRSI(A R ) F 7 N, BV A
Th, BT AT UNEDOHRICE Y, @AY U AMIERROAEEMERNESED Z L0006, B U U LREF
PEFIRA & OO 22T e LTz,

(2) ptRFELZEDER

10.2 ftREE (BHRICEES S L)

AN

B AEAR - FE TR

B - falRIK

PAEWE
R
Vattwagv
VAV = 0 v

7 — VR BTE A
A vT7arr—
Z)aF S —)b
AU ary—iu

FN T T BEEUA
=7z
=RV E
=y v A
CNTFTE L

HIV 7o 7 7 —E L&A
U e

& Dt D FEA
TaEs ) IF
BF— )L
ITF =)V AT IF—)L
FATZ =
T T TS =)
[NV
TIAHar

HEY
TL—FTN—= T2 —R

B pEE, NENREORIER ST 5
WD, PERBIAERE A LINICAR
Fmm N ER7- U, BFERSREE L
TEBFBHESN TS Enb, B
FOREEZHSIZBET D L LI,
AFNML T IERE D = F — 24TV, MBS
WG Ul « REEEOLEZIT

CYP3A4 THE =42 341U
CYP3A4 OMEFEEHEZAHT 53K
KLY E ORI, K
A ORBDAE S 4L, AH O i
PYEEEN EFT 5,

L7 LEEL

R, NENREORIWERNHHRS S
ZENDH D, PR R LINICA
Bl sp e s B L BIVER 25588 L
TIEB D HE SN TNWDH Z b, &
BHOREEZTIICBET DL L bIT,
ARANL PRI DF =& — %17\, N
(IS TR - RIEEDOMEZ1T 9,

CYP3APHEERIC LY . AFlD
R PLE S v, ARF| o i i
ERNERT 5,




VI. &2 (FERLEOIEE) CBY 51EH

4 & BERARIEAR « HEE TR B - fERIK T
LT ADAH HEAE SN BLO FTREVED 8 5, AL | SRR N FHE S 4L, AH

A S i
T ) N)LEHX—)L
T = A EE

FREDE =X — %17V, BT
HREONEEZIT .,

DR PMRES N D T2, AH
DML HREMME T 5,

EmE
DRVl <V
VoI TF

HEWY AAFEGRIIEA I A XY VT | CYP3A4 BNEFEE I, AF O
A I UA XY VUGSt John's | EABMEEBILAAVWESEET D | #MEEINL 0, AFloif
Wort, B> b Pa—rX-U— | Z &, FIRENMET T 28200 H
P& R 2o

EEPED B D KA BEENEET L2 08D 5, SRR | ARl HTROBEMEAH A

T AKRTY LB

7 BERIVAEME

ANT 7 A REXH S — e b
A NTY A

AT v A RHEFRIEA

WETR AT, BEE & AAI O M
REAMRENICE =2 — L, BEIIS
Ui » RREDLEZ1T O,

HmEh o,

&%
KTV EA AHNOMAPRED EF7- U BWERSREL | A8
LTEB B R S TWE Z e A
Ky BT o F © A — S L,
EERLAWESIEETDH L,
HART 7 F AANOIM AFREEMET Lz & oG | #HFERH
B D, AFNMAFREDE =2 —%1T
W, HENZER U BRSO AL E A 1T
Do
mTOR BHEFHI B AEE 2BV T, mTOR BLEAIE @ | #5~H
[11.1.5 28] BEA L, mARPERY NS R E O FIR Y
ALY BEDDLAREERD D & OWE
B"hb,
RiEbU 7 F DI F L DOMRAEBESEE LN | AR OGEMEVERIC LY, #
A TINTYFHA T I F o H5, BEINEU 7 F kT 2HUE
s PEEDRIHI SN D,
SeEEMEIER & 3 % 5 BEOREMRNR D2 N8B D, | & bICmEmtERE287 5,
S Al

B BB AR VE I
PLV 7~ F ZE(DMARD)

AR b LFg— b
(8.7 ZH]

by g V0 VAN

MmigEa v v AMEN EF3 2 afaeEn
HBHOT, MEH VY 7 LMl Z T
BT ETDICERETDH L,

AF & FFIEORIEM A A
HmInod,

MOPHIZ XD FAICRBISEFE S, AP romhiRES 532/ hEER S 5,
FOROFRIC LY 7 == M OMHPREDN EH L & OWER S D HFTRH),




VI. &2 (FERLEOIEE) CBY 51EH

(i)

1)~6)CYP3A4 T S 5 AL CYP3A4 BLEIEM 243 2 AR AW
CYP3A4 THRE &N 2 HAI L CYP3A4 DOIRFEEM 2 A3 2 354 & OO B E A LLNIZ A o 1
TEEN EH L, BhEE, REIREOBIERNEE L CODIEMNHRE SN TWDZ &0, CYP3A4 T
R S35 HAI T CYP3A4 FHENER % A3 2 3K O Of B AR 11 2> & B3 O R T8 K OASH ifn. i B
DE=H—%LTH BIZOWTHIEEMETHZ & & L,

HUEwE () A~ vy, Vatb~vA vy, 7TV Aa~vA V)

AF o) 2o rEORIZEY 70 ) ARAOMIFEFREN FH L, M7 L7 F=2 . MjE
H1 V0 MMED LR/ L OPRERD BB B, ZDOBRAFOWEL P Y 2a~vA v rOfikiz LV FE
L7 DMERH D 177,

DTV —VREEAA hTFat =, Trafy—n RYaf s — )
AHleT7NaF =L eDPFHICLED &7 ) AAOMSEFEEN FH L AFIOREIZ XLV [EEEZH
Wi OWENDH D I, £, R a bV —ZonTh, HHAEHCY 7 1 ) A RO E)
MUTe & DHER & 5 130,

NN T LEFR(=7 =V, =ANRTE, = AATE Y ULTFTEL L)
invitro DFERIZT, =7 =2V RO AR RE 70 ) AAORBZLET S LEOF —2 135
SNTEY B oy AEFAIE ORI L D EERLMEIN TS 8, = Ve
WZOWTIE, 278 AR LOHHAICE Y =AU ORBBEESNT-EDT 4% L H 52 &
5. PRI E W MEICREAHLES N, AN ELOMPEES FATARREERH S| 55 1E
PUCFLHE L TV D

HHIV 7177 —BHEHI(V L)

U R EL® CYP3A KT DAL EERICL U . AKIEOFH L25E. ARIOMHEIRENS EHT 2
BENWRD D,
SYTDMOER(Taes ) FFo AP =) TF VT A NT V= FAT TS = TS
TS—=, FT 4 VRN, T IFF L)
N7 aEs U FF (RS AR
invitro DFEERICT, 7uxer VTFFongral) AAOREERET D EOT—2BEBELTND 189,
i) &) — (- B N BEE TS A1)
AHFNE XF— N EOPERICE Y. X7 ) AAOMPPEED FE 75 ONCIER K ONE 2 LT F
= D EFHNED B, AR ORE KR RZ T — L OPIEIZ TEIE LT & DR 89085 5,
i) = F =)L R kT A — L(FR DR
AR ZF =N AN T OA— NV EOHRAICED X270 ) AZAOMPEEN EF L, AFOBEIZ
X0 ARHN O PR E DK T 23RO I EF DM THBERES LTV D
VT RAT TS, TUITT (T R R T A e E A )
EHNEAATT S =N EDPFAICEY 27 v ) AADMPEEN FRE L, A7) —Lofikic kb
&7 1) AADIMAFREDI T 2RO TIEFNHE X\ d
FEERAET TV EDHHIC LD 27l AX@EEP/;%V%S‘L% L7 IERIN RS $18xh
Tre 72V 7T —)UEFE LT CYP2C19 XL CYP3A4 TR#TEN 572 CYP2C19 DBIEREZH/ TS
BETIZCYP3A4 IZ L AN TR L 70 0 AHKI L OBFATIMHENE T D Z ENERE EHERI S TV 5,
V) b7 4 VN (B R EEA
AFNE b7 4 A EDHHICE Y Z 70 ) AAOMPEEN B L, BE i RE R & TN
m@%%%%mﬁﬁﬁﬁ%ﬁbkﬁmﬁEW$%mf3%ﬁ%ém1wéw“”
Vi) I A X e
EIN ST ORER DEEFEIR DT D & T,

)L —T T N—Y T a—R
AR T L —TTIN—Y P a—RALOHHICED . X7 ) AZAOIMF b T 7EERK 300% F5H L7
EDWINRE IR H D, B, T =TT —Y Y 2 — ADFEMNHEEEE T b7 10— P450 BLEE
AZOWTIE, T V=T TIN =YV a—REEND T TR ) A REDHWETT ) 7<) v OBS AR
XL TV 5 199,

7)1/7/1/:\5 4%

TUNEMATFRIGIETHDHT A AT 0 oA 2AEERIER TH D LT LT EL(RGE4 « 7 L3 A
xﬂ@Fﬁﬁgejm HIZZ 78 ) AZADTEHNH Y . AFIPEHRHCAKI O M EEN FH L&D
WENHDLZ b, AANCBWNTY THHHER] OEICBRR L, EEMMETHIZ L &L,



VI. &2 (FERLEOIEE) CBY 51EH

HTLTAMNAAL, FIAEHE) 77 B Y)
AFNONRHESZ TH D CYPIA4 ZiHET DA L OO L v AR OMRHIMEE S, AF o
RENMET T 5 /REMERD D,
DI T A AA
Tx= b A NZOWTE, 78 ) AZORBMEESNTHX 70 ) AAOMPEENMETT 50
BT, PFHICLY 7= bV OIMPEEN R LI OME ML HL5Z b, THEHICK
D7 x= A OMHFPRENEF LEZEORENDDEEF AR & L THERICERHLTWVWD,
iy 77y
AFEV 77 o EOFHICEY, #7700 AZADIMFEBENMET Liz7-OARK 28EL, V
Ty BV UOHIERICHEOEELZE A, V7 7 CEVUOFERIOMFRE THERF S L2 L O
HEIND 5,
i)V 7 7 7 F
[N T DFEF] D FERLIRPUUZ D Z Fel,
NI A FY VY
YA I TA FXY VU@L St John'sWort, T bk - Va—r X U— MNEGHET HEFBEALNEER
g & OB X 0 ITEEMAREIEESE T F 7 o — 4 P450 FE S, PEHEERI ORI A RET 5 & OWiE
MWD 96198 F7- I UA RXY Y TI2LD CYP3AL DIFVENFI 2 (FIC72 D & OMEND D 19,
ZOZEICEY, PFHICE A X7 v ) AAOMPREDCIK T THENMTREZHEFF T o2l
A RS A EET A RN H Y, AT IEIc kv 27 0 ) AZDMPEENE L ko -5E
o, EELBERZREAT LA RENH IO THEET L L,
AHNZHONTH, BEZ 2 FELERB L, AFICTary bo—L 8N TWDRABBEEREE 10 #llck
WT, B3 UA XYY UEI2 BEICAAIO AUC DMET L7c & o & 25 200,
10)& M D & 2 FEH
AANC L 2B EEORBLENEN =D, BEHtE0 H 5 3A L O LIS I CHAICER RSB TR S 5 af
REMEDN B D Z LM BHEEE L T 5,
1) h eVt — L E AR,
HEAMBERY 7 B OBEFE 22T, AFN & B T 0 F— L E A R (N M OFEEE 9 F (R84 F)) O F
HAERJEBNZ DWW TR 2T 725, MFII AR CIEH D b o0, RKFOMARE LA RE SN
JEFINTER STz, W& SNIEF O T, BT B4 — L E&A R O o I 2 AHK o i
FEMMET UIER bR S Nz, (W3 00 b iEAMER])
HARIZEBW T, EERHAMEGR) D T4 — S/ 8T RS ICATFT 5 Z ERAETH
V. W et —ERRLERAE AT ORENERT AL EZONDS 2 EG, [HHE
Bl OHIC TARAIBGRE T e — L EGMnEEBRLAVWEY@EFEETDL L, | #iBRE LT,
B, BARCBWTER, BREAD T EVA—AERRNIRARTHY, AR eV —LE
HRSOMAEMERIZ X 28 EFELREFNLR,
I2)HART 7 ¥
HART 7 X0 THHEE] OEIZZ 70 ) AADORENH D Z & R OARFOIMPEENMET L
EOWENDHDZ LD, AFNZBWTH TR OHIGER L, EEWRETLIZ &L L,
13)mTOR [ ZEHl
mTOR [HEAIDOHFHBHLA & O mTOR FHEAI A 2 R I ZAAI OO 2 Bits L 7221 A M i &
BB LGNS ST D Z s, IR OIEIGER L, EERETLZ & & L,
IHRNERT 7 F
SRR & OPFRICE D RIE (LT 7 F 2 ORWENRITT D AREMENH D Z 0 bitdi L T\ b,
VIR ARY 23 FNHDHNEF e U AAQ20 BT hr—/L LTV D iBEEE ISV T,
A TN YT T F UEEFER QBRSO & RERERR N & Hefe U 7o G 5, I B C IR R I b
RT3 FERTOA 7N PFHFICKHT 2RISR B BIZELS, 7 v AR v _R—Z2ADHBE
BT PRGSO TN Z 70 ) AAR—=ZADOBE L VIR -T2 & OWME 901 H 5,
15) e I VE ] &2 3 2 34l
AFNIEIHIFITH D Z End, oAl & OB LV IBEOGEIME 2L 2 U, KRk
T DD FH U L oNESEOBEMIESE SR AT SRS S, (VL. EEGEAMIELZD
A OHESMHE)
FLU U= FHDMARD)IZ DWW TIX, ZOERHBEFDBH LI > TWRWERIEH L1, A M FLF
T— N E X U DREMEER 249 23A 6 20 2 LD o il & AR 8 E ol kv
BIWER N RAET 2 REMEZ BB LidHiL T\ 5,



. REH ERLEOIES) ICEYSIEE

)=/
AFNXE AV 7 AMFEDORBBEE N E L BIN T L KA Ty 7 ay h—Thor 7 L L (@l
I EOHICE D, iES Y U LAME LR OAREMRE E L BENNH D Z LD L TV D,

. BlfeA

1. 5l B
WORWERANRH LD Z LD DT, BEE 54TV, BRENPRD bNGE 3G %2 ik
T O WU LEEITO 2L,

(1) EXLEIMER & DHER

1.1 EXLEIER
<ZheeE >
1111 2EBFEF0.1~5%AK). 7 0—EREIEEE0.1% A7)

[7.3, 7.6, 8.1 &]
11.1. 2 072, FEIR, DAHEE. JlE. DERITE. DBHESE 0.1~5% A7)

DFRREE(ST-T 24k, DHEREIS T, DRI, BEIEEES), R4, DEMS D WV RO RER,
DFFRZE, SROE, DIFERITR—EAS SbhbZ e 03b b, [8.4 5]
11.1. 3 IR EERIEE(0.1~5% AJi)

AL EVERR VB RS E MR, Y NE S O PR REE N H LoD 2 ENHDHD T, BHIK
g EakREE | L. SREFEE . ARRFEE, B OIERN S D b A IR, R EARRA R CT.,
MRI (2 X2 EBZW 21T 5 & & Hic, AAZBESUIFIEL, MEOz > ha—/L, FUEBIEoE s
LY B AT O 2L,
11.1. 4 M EFEE(0.1~5% A7)

AEZE, MMM EREND LD ENHDLDT, ZOXIHIRIERDD LN GEIC
X, FRCEHIRARS CT. MRIIC X A HEGZHE1TH 2 &,
11.1.5 miztE M/ M EEE(0.1~5% A

PR IR PR BRAESE AR, AR PR i RO MR SR B 5 O AR U NIV BEE R H b d Z &3 h 5,

[10.2 &M ]
11.1. 6 RMEBREAE ., et/ NRBAMEG 0.1~5%A01), EEERIKE. FMEEMmM,. FFBRBO
T S AH)
11.1.7 4 L2 R(0.1~5%K1i)
11.1. 8 B SF5IRARSE1E 2% (Stevens—Johnson FEMREE) (4 A )
11.1. 9 PRIk R, SRR ESEAERBE(H 0.1~5% A1)
11110 BEE(15% LA L) [ H 781 0.5mg + Img DAi%4]

HEEYE, AV AE, BEREMED D WD BPERME S R SUIEES 5 2 L3 5, 2, B AR
AV ADFIEMALIC X DRSS C BIFROBALNH 5D Z 08B 5, BRENHD NG
Wi, WE - IR3E, BUAEMEO®REEZITO 2L, [8.6, 9.1.1, 9.1.3 BE]
11,110 BREAE(15%LL L) [ 78 Smg, FEHKLO 7%

HEVE, AV AME, BEMED D W B RME NS R SUIEEST L 2 L3 5, -, BRIFR
T ANV ADFEMALIC X BIFRSS C BIFROFBARH N D Z E0NH D, BENED LNZHA
Wi, E - IR, SUAEMEOREEEZITH> 2 &, [8.6, 9.1.1, 9.1.2 ZH]
1111 ETHE S R ERIE (PML) (B A

AFNOIEHIARE P} ORI THITARE OREZ HICBIR L, EilkkEE, RmEE, FRERT
R, DURBRE), SRBEEESOIERN S 5o =8a1E. MRILIC X 5 B2 W K OISR A %
Fo el blc, BE5ERIEL, WORAEEZITH 2 &,
11.1.12 BK ™o A JL R BHE (B JE )
11.1.13 ) /R EEEDEMEER0.1~5%A)

Epstein-Barr 7 A /L AZEHE# L7 U o SEEMEIR RS HUNT Y o8 (WIEIR - BN, U oo HifE
KEY MOA R PHESEOEMEEGE NS LN ZERHILDOT, 2O X RIERND Lon-GEe
I, B - KRR OB Y R E 21T 5 2 &, FRSHL YV RERBUAR O PR BIIZ 33V T, Epstein-Barr 7
ANVAIZEE L2 BB R DU ) O R B O AT EEME S E W, E 72 B O E R




VI. &2 (FERLEOIEE) CBY 51EH

BLE AN 7R RIR 2 £ O AR VRBORE N H D, —EOIEF]TIX, EMEIFIOBEIC LY IR
CAEOBEN BRI TS, [8.7. 9.7 B[]
11. 1. 14 BE2$(0.1~5% A1)

(8.3 &]
11.1.15 $EFRE R UBERIE D EAL(0.1~5% K1), = MAE(15% 2L E)

(8.3 &[]
11.1.16 Fri&aefEE . EE TN H HEARH)

AST, ALT, y-GTP, Al-P, LDH O % L\ EREAE 5 [FmElEE . SE bbb Z b5,
<BEBRENED> [V 7B 0.5mg - Img, FEKID %]
11.1.17 2 ) —E AR

JERN S b =GE1TiE, NLEREEZITHY Z &,
<BEYIIF> [ 78N 0.5mg - Img DALY
11.1. 18 R E M Mh & FEEAH)

FEEN NG I R A O IR BRRE AR 3 ER D S T AT, AR 5 E2 kT 5 L L BT, EHRe
DANTHER L > 7 A MO CT M Je OV AR 255 4 920 L, JRYYE & ORI M 2 B JE 12 A
T, BIBHEERNVECRORGEDOHEY)RAEEZITO 2, [9.1.2 B
(FiE)
<$heEE >
.11 2UEEE. 270 —CEEH
AFNOBEICLD2AMBEED D VITR 7 0 —BREEREARE SN TWD, AFIBRER X LT F=
Y. BUN, Z VL7 F=7 U772 A, JREH, KPP NAG, KF I nra7 ) U EORHKMRAEZ
BENZATV, BENRO b NAGEICIIEE - AERGEO®EY 2 UWE AT,

BB, BHEEEETILCBDONIEWEHO —>Th D, HiKEZELY., #7270 ) LRI HBEE
IEEEE U CREHIEIIRIC AT 9 D MR E R IC S < £ & 2 55, BOHIBhIR 0O IHE 135 i i & & SR ERIR
AEBEBOR T2 XL, S OITIFRMERE~OREBMHB AN OE D Z LICX 0 | JREHIRORE %
FlEITEBLZLNTWD, ZORIRK TA LN L BEREIXFRROLE &R, HEERFHTHOR
HIZE > TCHRETLAHNRLOEEZLND, BIRICKIZT X7 0 ) AZAOEET, WREFIEIT
72  ALAPE TR OB RERIK T 2 R T BRI B R & BHERRIR T X 0 mE CERARMICHEE S,
FERESEIRFIC L 0 2T vl BE e SR ER PR F IS SN D L L TR Y, JRAE & & CRERMI)ICKTT 2
YERIZO 7K1 O & 5 ZedlisEnd 5 292,

| 250U LAOBEEOBESE ™

| ¥ 20 A ADH~OEH l

|
IRHIAF~OER] i ~OEH
BRAEN 2L S |4 FehEm 2L M3t 21k
VRN B 5t rl PR PR A A i ek WHE
G ) (A48 ) )
l (GRERTE)
l v l
1 Mg+ PRI SFROZENL AL PA A e A
LKY, il EXIbrarryr L i e I 4 485
Rk BN ER SR L RERIR I CFat i)
L — L5 AR 4 26
BRI A * LR TS 1
(o 80 BRANAS % R
v
4 afMgtt tiluiz L7 F= >
MK L ER
| HLii¥HCO,~
(R #
FGS
fis /I AR PR BRAE
— TR Wcaliix — MM THEAEIC BTLIELiE
] u] 3Pk ] 3l uf i

B SR 2 PRAINY & AT GRERIR) LSRRI L. % 4 O BRAERE S & BB E OB 2 L

—100—



VI. &2 (FERLEOIEE) CBY 51EH

11.1. 21072, TEIk, DHEE. JE, DEZRITE. DHES
AFNZ L B OER & LT, DARREE(ST-T 21k, OHEEEIK T, DAL, BEARIESE), A4, LM
bW EBEOARFENR, BeE, DERETE S HE ST,
F 7o, RS T, D D WIS IER B AR & & 5 LT/ N BE 23 TRl 72 D 2 RE IR
JENBIER ST & OE 29, FI-BEBHAE 2558 E U TRAR GG 6 24 BWEICH 0 O WE R
BIERRBLOF WA B 22 USRI SR EIWER 23 mAE R CRBL UAF O M PR BRI e R
=2 T EFEROWRENGRD DT & OHE 2972 ERnH 5, ABNOMHHIZE LTI OLEX, LT a—,
Mo X BRRE T2 72 &, BEORELZ LB L, BENRO NG ESD 5 O I3RS
DY) 72 E 21T D,
REBOBHREEICOWTIE, B Y v~F KO — 7 2B ROEERRRICIB VTS 2 HlERH b, BAEE
BlzBWThlREZICHE ST 5,

11.1. 3 FIR MR REE
AFN OB AT X D AR R IES & U Crldivh B EREE R, & I EPERE S S s ST 5,
PR B R B O MERRINF & LT, Sl o p e FE . K Mg IfiE, & - AFREREREE, KoL
A7 v —)VIE, @iE, K Na fE, AlBEAR., A7 24 NOrOVRERE, ORI O 17
ENDHDHESONTED 29 SEHEIFR S ORI IS OERRFICEBENMLETH D, EizH
HXARE IR D fEIR IR 12 B 2 — X ER IR R A (B - IFiRE, = v AT m— v BEAFE. MEH)Z1T
VN, DL E) A FRA o i o R SRR IR & S SECRHMliT A & & &b, BEDOIE R (SR,
kR, SEEL. SERMETE. PUREE. BES)DNBLNIIGA I, MR A 7L 5 NS MRI, CT %
OEGEZE 1TV, B - KK, mEDa > he—L JURBEO R GEOEY) /L& 52179,
HRRARRRER OB BN Z E RS2 b OO, BHFEIROSLE ., BhE% 1 » HGHZ 1 BHE)LIRNO
MHICHRE T2 Z N L, BB O 1~2 BT PYE R hEED E5J 28 < fERENE
W ES, TR EEORBRE TFIT 27D o om P EEE=2 ) L N IBICEETHD &
Bz HILD 09,
A& BPIRHRREZTORBRKRE 02
TNy ==2—1 R FK A B (FKBP) X XA AR IZ 2 < | FRICHERS . BUR T, KINEE R UK
MBS I NV =2 — U U KOVFKBP DI E L HFIET D, £, v =a—U VTN ORE
HED 1%L, L& 5D, FFEMREEYE OBRE-CHERICEE R EEH 2 R Z AP LN E > T
Do ZDOZEMH MNODOFKBP &G LIZF 70 ) AANIN Y =a—) VEETSZ k)
WROERZ IR ITEEZ LTV,

1. 14 RMERES
AFNOB AT X 2 IE%E, I A5 ORI E R E N RE SN TWD, 2O X5 RIERPBENIZSGEITE
R FAIRRAESC CT, MRIC X DHE{BZH 21T 5 & & b, WE - KEEOBY) R LEEZITY 2 L,

11.1.5 migHH/MNLEEE

11,1, 6 RMEKEAME. REMIM/MMRUBAIE., EEMKE. FOMEM. FRFHKE
ARFN OB GAZ K 2 v i R A AESEMERE e i/ s MR SR B9 55 D A e N i B R . JL i BR s
it o OV MR I RIS E . BERERZERIE , TR MER I, ZRIFEREE DN ST D, KR G-RFITE IR
(A 21T 9 72 EBIE A H 0T O BE RO SN GAI I R RIS O U R B 21T 2 &,
F 7, BB CIX GVHD, G MflEl, A b AT a 7 A VA ERGHES O~ 7RI L 0 &N
BeRIpR A b 5 A 52 0F . [RIREIC fAe & FE A9 2 e P/ i 8 5 2 (thrombotic microangiopathy : BMT-
TMA)ZFIET 5 Z & B BT\ S, SR 2 E BN BRAUEXZ OFIEBE 1T 5~10% & & < IX7R0 D3,
BV CHARIIET 2 L O L EMIRBEZ - D b O TEOHERIZZHE TH Y . BMT-TMA |1
\BFHIZ BRI T 7 B 7 WEHE R BAE L OB OHE & STV 5 209,
72 B, B EIL I 1T D ARKIE 5% o AR MERU NI EE O RBUSEE 2L 7 n AR Y % L L
e Z A, BBBEICEITRBO LN ST L OWREINH S, (VLT QHRAFELZTDER] O
TEfiEa 13)2 )

—101—



VI. &2 (FERLEOIEE) CBY 51EH

M1LTA4LOR
FHIDEEIZ L DA LU ARBE SN TN D, A LT ZADIERD B & O a8 1T REE - RE% 0O
IR EZ1TH Z &,
BRI 35T 2 R 2R T AE SRR AR C NG Sk 72 & D RGE EEhBE EH 2% 36 Bl 11 $1(30.6%)IZ78.8
SN, 1T E A ERARFFIRNEGHICRE L TRBY, 7uRxE 7TV B BHROARFIORD
B G A~OEFN THOITH R L TN S 20,
FEWERICEBWNT, T MlBHEE 100 B UL EORIIAESEF 6 Fih 1 flzkks, AMEAELY 13~
55% DIRERD BT, RERBDFIE X EE ETA LU AMG2 2L TRBY ., EEEAOET LS
TH A %A LT e, AREFNINGE BEERIC S FE AT RITER O T, BAER ISR O 7oK A I AHIZ &
DML LD ADEIR & B 2 BTz 210,
11.1. 8 B[S ¥ IR AR fE 1% B¥ (Stevens—Johnson fEIEEE)
FEME BRI - "CASAI e 5151 C D B J& kb IEE R JE B (Stevens-Johnson JEMERD) N E STV D, ZDO X H 7R
FERDN D SN -G E TG ARk L, #URAEEZTY &,
REiE e LCiE, REORIBREAT v, RO %2 TR E L, ZWEE IO 72D OHEME O
BHEE FBER EORHIEROREIIL UMk oktT. SAHAGUEMERE. RIBREAT 1A
RRENOE R 78 Emzsi 5 210,
11.1.9 MR R g, 2Tk ESBAEIREF
FEAHE A 618 I (GVHDIC KT 2 ARFN DO F B e A Mait U 72 BRIRERBRIZ U T L R AT 3E e OV MR
FHESEERE DGR O DTV D, AAIFTGRHIZIIBIE Z +0124TV, BENRD b GEITE, B -
RIS DMWY AL EETTH Z &,
11.1.10 BREEGE
A %G Lo G M & % G- S 72 BB THIE UL T A L ARG Lot <L ik B D O T RRUE S
DEBERBIIELZ BT 5 LN D 5, FFEEOBERRBRICIE O CHREYEN GHEEICRD N TWND
( VI 8. (2) Z Dt DEI/EFA &L B BUEIE R BB & CBRARREERT 5% OHESR), MEtE, v
A NVAME BEMES D OITR PR RYWIE DO FEIFL H 5O THE . B RIATR A L A O FIEMEAIC X BT
DFRBR C BUFR DEALTRD BT HEITIE, WE - REE, FIAME O GEOMURILEEIT S =
Eo
B, AT A RHDLWVETHF AT Y B G R IHE G  OVE B G S B B I 2R D H IV D 03,
7B ARY V3D WIEARKIEGRHZIZY A R AT v A )L AR Epstein-Barr 7 A /L A(EBV)72 £ D~
NARAFERLE LIz A NVABYREIZ 22> TV D, A VARG IN4 28R & L iy
Za— U A e X =L TT U il Shizlcd BN TN D, 7o, BB
B DD, EBV JEYLIZHE X . posttransplant lymphoproliferative disorder(PTLD) 23 F4E L ALY 72 #indm %
=B ELH B2,
11111 AT L B R ERKSE (PML)
AH| 2 G Lo B IHI AN X 28 B OISl K32 & Bk 2 1T 1% 2 Bk FVE IKE (PML) O i
FIRHRE N TN D, ARFNOTER I M OVERRHE TRITEF OWRELZ +57I285 L. PML OERN
B HONTZEEITT. MRLIC X 2 EGZ KK O EMERAEL1T O & & biz, 52k L, B @E
ok o I
11.1.12BK DA LR BIE
A % G e S I AN K DB O s KT 5 L Ebhd BK VA NV ABIEDRERIA S X
NTn5, 20X REAIITEEIHER G Z2FIE L, @YR0AEEZITH 2 L,

—102—



VI. &2 (FERLEOIEE) CBY 51EH

11.

11.

11.

11

1L13 Y UNEZEDOELESE

AH| & OREBHR DA E T & 72\ Epstein-Barr 7 A /L AR H# L7= U L SBGEMER B DT Y o Rl
KO RVHABENRHRE I N TV D,

Epstein-Barr 7 A /L AZBHE L7 U 2/ SEAFEMEIR B DU MT Y Vo JEIZOWTE, RIS, UV o Bk
RO ORI IR B W CRBEO RN S D EE X bND, (VL. EEREXRMETE L
FOER] 8.7 & VL 6. (7)/MNRZE| DOIEHBR)

F 7o, WA CTOIEBIEREZ 5 D THRRET L 7o . RIS SUE B3N FE 0 i Wi B0 B 1 70 BiR )i &
PE D ER & & Py — BBOIEF] TIESEMBIFIOREIC L0 AR PAEORENBESN -2 b, K
HIC THRPHIE) 2Bt L, EEWET 52 e LT, (VL EBELEAMIELZFNDER] 870D
HE M)

1. 14 B2

A~ DRBEN DI N LB Z BN TV ABBEICB W T, EERMEROEFNRE SN TN D,

72F, PR Tl - IRERICTHRENR LS ERH D Z & BB CIX GVHD, GVHD (247 5%
RIE(AT B A K2V R), TIZITREEEIK FIZ X 2 U A LAY e PR & eI MEA L T2 0F5E
FEANFKBRT HLEZ DN TS Z & LY FBHEL OEBREE 2B T 2RO EBIICHT D4R
FOREGIIMT LbHETITRVWEB b5,

1. 15 BERBR UHERBEDEIL. SMmHE

AR OEHZ X BHHERIF, mfERHE ST b, REIORSIZH Tz > TiE, HENCERRR AR R
., ZEMEREEE, 7T —8., RS EIT O R EBREFEOREEZ HDICBIET ALERD D, BENRD
DIV E IR - IR e EE ) 2L E AT D AR BIFEE R E IR T L RO LN HRIEATH 5,
& 71 ) BN L DMHERE R FIED A = X LICHOWTIE, I B DA o~ 2 Y > mRNA §55
PRI HE S E BRI D DA VA VEEAMBNZ L 2 DD LB X BTN S 23214,

1.16 FrigeefEE. #E

AKFNDOBEHIZ LD AST. ALT, »-GTP. Al-P. LDH D% L\ BSR40 5 AFHREREE . BENRE SH
TW5, AAIEGRHIIBISR 2 02970, BEPREO bR EA IR, WE - RS Om@U) 2L E 217
5L,

<BEFENED> [V 71/ 05mg -« Img, FERIORG%Y]

11

AT )—8

HIEMREETIZZ ) —PE2RITENH LD T, TOEE2TH LI, AFEEFICITBREDORESY
I<BEL, 20X BRERRS L ONTZHAITIE. N TMEREOBY) 2AEZITH 2 L,

<BEIOTF> [ 7&NL0.5mg » Img DHF%EY]

11

- 1.18 PR 14 Aifi 2%

B U 7~ TR T, AHI L OBV G E T E R WHE MR DIEFAB]E STV 5, E-B
U v~ FICREMEMZR Z &0 L T2 8 T WEENROE S RE S TnD, TREMEmRZR ) X
3 TRVE MR OBEA ) IR, BEMHEIE, L — 7 ABROBEIRTIRIFZLAERESNLTED
TLBEHE Y U~ FHEBICREN LB O D, MY U TFORBE AR L RET L5123, M X
R CT A CHRIEMM R OB L iR 5 & & BT, FEEN Rk, PR IR #E5% O REREER ISR
TOMEND D, £72 2N EDIERD TR LT AITIT IR OEIT 2 P S Te 0 AR OFe G2 Ik L,
BRI A & FE i L CRRYYIE & DEERIZ 21T 9,

—103—



VI. &2 (FERLEOIEE) CBY 51EH

(2) ZDHLDEIER

11.2 Z DD EIVER
5%LL 0.1~5% Al 0.1% A BEEE AR
R Mk BEEBUN B, 7 V7 | REHED., R, ZR BEIR . FRIRIK
F=v LR, 7VvTTF=
TV T T UAET., RE
F1)(23.1%)
RBEE | &Y U LAME, ®REML | 7 F—Y X a3 X CK L&
JE, K~ 32 vy AE | Ta—ViE, &Y U
MfE, AR Y S RRIGE ., &2
a—/)VIiE, &AL v Y
LIAE, KAV T AL
JiE ., KA A ME, K7 kY
v AMAE, KA U v A
JE. @MY Z U ®Y Fif
SE. JRBE
TEER % £ k5 EIE, FR, B, LER | RIR
B MERT
FE PRHR LU, AR, KR ME. | OFW, IRIE, SME | EBGH, L5
RER WAE, AL, TR, RO | RSB, DU MR AR
B B, IR, ZiRR
H. 5o, BB
(S B EEREE, BACRIR, | i flaseir . YEIBE
T R, BN, 2 1fi
BEEE., KL, oW
N Y 711 R AT
&
[Nk T7IT7—YLH
il FFHEBE L ¥ (AST LA ALT
5. AP EH. LDH Lk
H. y-GTP &)
Mg A, M/ MIEZ ., f/MR | D o ERED I HR ek
B, AfLEREE S . [ LER
Ve
R FIB, LB, O FE, BiE
oLk Fazk, BEOK. WS FEEN | WEMEEHEAIEL. A | W, FOR. IR
DEEDK REBD . Z | A, BEIETE. RR | 2. R, mEk
Th., Akn% HH J¥a 9
FEBUER I IAR O IF AL, B R & OB A C O AR K O RE OFRERAEICE STV D,

—104—




VI. &2 (FERLEOIEE) CBY 51EH

SEEAREIFRAREHEER VBRRREBERE K

1) FHErEE
HRNhE
BV,

@ BEBIE. FBiE. BEEM%E
®1 Bt (BB, FBiE. SHBE
(ERRREEER, BREEZED)

TR T L DIKFRIF E T ORISR & OV itk

T

BlFRERME

P BIVCRITEHIFE BB T LT O &

‘B i _
P2 iR P E 5t
2 AR X G 1 B 1,978 808 236 482 3,504
_ - e o 1,475 696 203 382 2,756
RIE % ORTUEFIE(%) (74.57) (86.14) (86.02) (79.25) (78.65)
BV 5 0 38 Bl 3K 4,486 2,364 710 1,318 8,878
*2 MiEMEE (BtE. FFBME. SHBHE)
BEEUSN BERRE—E
BIVE R %5 D% BIE %5 D R B8
S 7.y =5 EL iy
%ffﬁig;;?i Z/Z) MedDRA PT(LLT)* B R liiRE2iin P - ﬂ’f%)ﬂi% 7
mEH LV VREE
MR NERES | BV R R 9 2 3 14
56( 1.60) AN U P Vs i 1 1
AP B 1 6 26 33
MiARPE L MR MESREET 2 3 4 9
WM LB 1 1
{M[fffzi)ﬁ LI ER A E 9 5 1 15
RRIISIIE | oo bt | 1 3 4
4(0.11)
E=giil 2 1fn. 81 9 3 95
158(4.51) ~< k7 U M 18 1 21
S/ = RS %) 28 5 35
R Z PR I 21 1 22
JNBRPER I 2 2
AR ERE R 23 4 2 29
=gl 1 1
/R 2 "
9 0.26) i/ N 7 2 9
TN 735 % I MR ER D 25 11 3 6 45
50( 1.43) IR S 2 2 4
B SR MR IE 1 1
A I EREE 2%
28(0.80) I RN 24 3 1 28
[ 1 BR R TER BRI i 2 2
70( 2.00) H if BR Yk E 4 1 5
T HP BRI i 1 1
H i RS 38 24 62

»MedDRA PT(LLT) : ICH EREHEMFEE EAE(NEE

—105—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BEEUSN BHERRR—E (0DF)
BIVERSE ORI B A 55 0 38 Bl 3K
7y E A= i
;gg;; Z/Z) MedDRA PT(LLT)¥ | BBk FFRHE = ﬁ; S = 3
) /Ifg)’ U o SERH AN I |
H CAaE MR i . 1 1
AR BRI 1 1
PR ERBEINE 5 5
VA P I, 4 1 2 7
U 2o SERBEANGE 2 2
B BEHH 1 1 1 2 5
I 1 1
7 — A ARBRGHEA ML E T 1 1
FRARE I PN R 3 1 1 3 8
A PEFRIRS 1 1
REREE
vavy TF747%v—Yavy 1 1
3(0.09) ER Y 1 1 2
BYWT LLX— 2 2
B NEAERE 1 1
N WEE
Al R RETUHE iE 1 1
FOR IR RE IR TE 1 1
FRIRARVE  ATEE 5 1 1
REELURERSE
BE R R IA 64 3 4 8 79
82(2.34) 3y b a— VR RO 1 1
A VAV ARAFHERE RS 1 1
A YR Y L FEEIHEREIR 1 1
& I B M H 7" Ko B 37 66 18 46 167
585(16.70) 77 M UHN 1 1
MEFEREAS 1 1
B RE R 84 24 13 4 125
7 RubEAm AR 3 3
7Y a~Es o e 5 5
& IR 186 31 27 46 290
A AV o WhEE 1 1
EHY U AMAE | mf s U o A8 150 63 18 48 279
389(11.10) Y v A IMAE 72 27 9 5 113
53 PR 1 1S 1 SRR N 169 76 9 20 274
450(12.84) = PRI IS 155 21 6 2 184
v 72y AMIE | I~ 7R T LD 21 160 2 21 204
252(7.19) B~ 7 % v AMUE 16 22 5 8 51

3 MedDRA PT(LLT) : ICH [ERREHRMAGEE EATE(TEH)

—106—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BEEUSN BHERRR—E (0DF)
BIVERSE ORI BIE %5 D R B
[S=garay =, = iy
;fﬁig%i Z/Z) MedDRA PT(LLT)* R g2t - é,\f; LA — 3
TV R— R T R—U R 1 1
10( 0.29) FERFME A N T Y =V A 1 1
TRTVR—UR 1 1
RHET v F— A 4 1 5
BIRMENET ¥ K=V 2 1 1 2
BaVATo—VISE | fF =2 VAT r— A8 37 11 2 5 55
134( 3.82) B L AT v — VI 24 1 25
153 g 48 2 3 2 55
&Y ERIE &Y R IMAE 1 1
4(0.11) ey s 1 2 3
1KY g ifE Y > ERIE 2 2
15(0.43) A Y b 9 4 13
&7 a—)VIE | fih 7 a— LN 5 1 6
8(0.23) &7 a— VIE 1 1 2
BV AIE | R v T AN 5 1 1 7
9( 0.26) BV A 1 1
KAy AE | sy T KR 9 4 1 14
18(0.51) & L v LR 4 4
IR B i fE K77 2 e 1 1
39(1.11) AR A IIE 11 1 15
R B 18 3 23
B> Y v AME | T N U T A 2 6
12(0.34) ol Wik 4 1 5
KT b U T A fE B 1 1
BH Y o AME | s U o A 6 24 2 32
34(0.97) &H Y v AifiE 1 2
BNV Y RMGE | WP b 7)Y RN 77 14 5 22 118
130( 3.71) B 7R RlE 11 2 13
TIT7—¥LEH | BT 7= 48 76 5 3 132
133( 3.80) &7 27—V IE 1
B IR BEAIR 3 1 9
14( 0.40) BARE 1 5
&7 =T MLE 1 1
& R U U AIfE 1 1
&7 v — Ve 1 1
K2 L 25 o —/ ViliE 1 3
B A AE 5
Wik 1 1
e JEL 1 1

¥MedDRA PT(LLT) : ICH EBREKMHFEER HEAFE(TEE)

—107—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE
BRELSN BIERARER—E(DSE)

mIE R % DA BIE S DR B
= 2y =5 =
BHEE
NI HIHIAHRAE 1 1
9( 0.26) ARHRE 5 1 2 8
5 R4 o
700.20) P 1 3 3 7
EAE o
5(0.14) e ! 4 5
N s 1 1
9(0.26) UbEEXDRS 4 3 1 g
2 O ;
3(0.09) > 2 1 3
BLE N
2(0.06) ks 2 2
bbb 1 1 >
b | 1
JEE AL E 1 1
bl 1 1
SELN 1 1
HRREE
PRI E | SEELIRIE 1 1
108(3.08) Jaip 4 39 15 6 64
Bl S VO F(ERIE) 8 3 s
AR 2 1 5 5 13
TADM 1 1
g‘lﬁﬁi@ 1 1
i JE A > 2
F B E 9 9 2 20
S AN 3 1 4
TR 1 )
il 1 1 )
S Y i 1 1
M A 2% v B 1 1
W 25 i TS IE 1 . >
18( 0.51) o4 L . 4 1
i 1 4 1 1 7
JIV4 1 G e = 1 1
EE%V‘J anliiik 1 1 2
L S 2 1 1
T I ) )
AN 1 1
199( 5.68) it 105 62 13 19 199

%MedDRA PT(LLT) : ICH [EFREIHRHFEE JEATE(TEE

—108—



VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BEEUSN BHERRR—E(00F)
BIVEF % OFHE BIE %5 D R BI85
7y E L iy
;;g;; ;/Z) MedDRA PT(LLT)* R PRt - é,\f; [ — 3
LU JEREIOR 11 1 6 3 21
28( 0.80) H O R GE SRR 5 1 1 7
SEYR SEYR 26 16 18 16 76
77( 2.20) FH IR 1 1
Ry R 1 1
4(0.11) BERR 1 1
R 2 2
&bi;(\o.og) FEED E N 2 1 3
RHR
20.06) /R8T 1 1 2
MB*IT";‘)%;’T)’E 55 6 I R ! !
mﬂifi) e I |
fE R
2(0.06) fEERAR 1 1 2
E‘%‘f{fo 0 BV O F(EREE) 2 1 3
TR S U
2(0.06) RERH 2 2
SN—r ) = KU ! !
P A AR R 1 1
WITHERES 1 1
A B AP SR 1 1
A P 1 1
PRREER 1 1
VR FFRD— 1 1
FEE R E]RE 1 1
REE
H N 2 2
TR 1 1
AR gy Ak 1 1
e Bl 1 1
HEREEHH i 1 1
HERSEER IR P 28 1 1
i 1 1
ARG 1 1
AR LS . e 1 1
A 1 1
IDIEES
DARAE IDARAE 6 2 3 4 15
17(0.49) RS 1 1 2

¥MedDRA PT(LLT) : ICH EFEEIMFEE FEAGE(TER)

—109—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE
BFELSN BIERARER—E(DSE)

BIVERSE ORI BIE %5 D R BI85
[SEgr Yy E L
;gg;; Z/Z) MedDRA PT(LLT)* B B R - é,\f; LA s 2
TENR THENR 5 5
22(0.63) DEARED 6 1 7
BEITO v 1 1 2
SERREE T Ay 1 1
B EERETa vy 1 1
VAN 1 1 2
L EEPE M 6 6
N GEE S SR AR ZE 1 1
5(0.14) moz vy F Rz 1 1
¥ —+F MB HIN
DA TE
BeLME B
123(3.51) RZEPLIE
b A PR 26 1 2 1 30
Jaes 77 7 6 90
NN dicas
v H%f:i?g) LTI 8 2 1 3 14
DR E DPEKR 2 1 2 2 7
17( 0.49) DBIE 2 3
NE KA IE 1 1
DEEK 1 1
L RE IR 2 1 1 4
5 o I AIE 1 1
DENRRE 1 1
SR IoSiEEeicpll 1 1
26( 0.74) TRAPESENR 2 3
SR 8 1 2 5 16
FEAEESR 3 1 4
D EMHR 1 1 2
=S
@]Z( 097) ol 30 1 3 34
RIR N
1€0.03) TR R 1 1
DR 1 1
F7 ) —¥ 1 1
mEREE
MJE k& 1fE b5 34 12 6 5 57
286( 8.16) & I JE 121 77 5 29 232
M EART M EEKT 1 1
4(0.11) B 1 JE 1 1
YA i AN DA 2 2

3 MedDRA PT(LLT) : ICH [ERREHRMAGEE HEATE(TEH)

—110—



VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BEEUSN BHERRR—E(00F)
BIVERSE ORI Bl 55 0 38 B4
= 7Y =H AL iy
;;g;; ;/Z) MedDRA PT(LLT)* R PRt - é,\f; [ — 3
IETY JEVER 3 1 4
47( 1.34) % 16 8 7 31
WAL 2 1 1 1 5
FTY 8 8
£} 1 1
PRER FR R LA AE 1 1
DU AR LA 1 1
L. HERE K UHIRIES
I R B I K] 2 1 3 4
5(0.14) R4 1 1
RAETRIRRIEREE | e o s e | 3 4
4(0.11)
g 7K
700.20) ffg 7k 1 4 1 1 7
L i, 3 2 5
6(0.17) L RGE RS 1 1
PRI B 2 T _ i
10.03) WHEEAS [ fk 1 1
S 2 2
RS 1 1 2
Jii £ ifn. 1 2 3
Jii 6 I 2 2
Jiti K e 1 1 1 3
SUERAE 1 1
PAZEME RGBS S 1 1
[N =R 1 1
2 1 1 2
W& 1. 1 1
! 1 1
PAZEME M RS ST 1 1
MM PR 1 1
JELVEPN 1 1
T R IR 1 A MLAE 1 1
BREE
AL TR A LR 4 1 5
14( 0.40) WRELPEA L R 7 1 8
Wo'e PAZE 1 1
%7/ e 4 9 3 1 17
30( 0.86) SRS 7 6 13
TR RE R A 2 Y D 1 1
10( 0.29) JAE R 7 4 2 1 2 9

*MedDRA PT(LLT) : ICH ERERHGESE EAGE(T/EN

—111—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BEEUSN BHERRR—E(00F)
BIVE S ORE BIE %5 D R B
[S=garay =, = iy
Ry S R LB TEBK T 7
10( 0.29) VH b T EB 3
T
132(3.77) TH 66 59 4 3 132
280 i3] 12 4 2 8 26
49( 1.40) T RE BRI 1 1 2
RGN 7 4 7 18
RN 1 1 5
BI85 Rt 18 18
28( 0.80) HH I TR 5 1 1
R 5 5
H i A% 1 1
LI 22 3 3
*J;E(' iﬁgj)f’; s 7 > 9
NI T NI TN 1 1 2
17( 0.49) B 5 9 1 15
FNZ 77 Z PN 1 1
11 0.31) A% 5 2 3 10
L ol 26 2 8 7 43
43(1.23)
A
85( 2.43) g 32 14 15 24 85
S 8 R RSB A 3 3
46( 1.31) R 34 1 4 4 43
K
6(0.17) fig 7k 2 4 6
T JiIR L] 1 1
2(0.06) A L) 1 1
H A R 2% 1 1
R R i, 1 1
RIEEE 2 2
FL P & PR 2% 1 1
H RS 1 1 2
H i HH 1. 1 4 3 8
AR 1 1
WHARY —7 1 1
T HfRR H i 2 2
ZEALME T RGBT 1 1
W RIE R 3 3
A 1 1
ik 1 1

%MedDRA PT(LLT) : ICH [EFREIHRHFEE JEATE(TEE

—112—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BEEUSN BHERRR—E(00F)
BIlVE R %5 o Fi % BRI FH 2 oD FE B3
[S=garay =, = iy
;fﬁig&%i Z/Z) MedDRA PT(LLT)* S R - é,\f; LA — 3
i 1 1
HILEEE K 2 2
JE PPN H 1 2 2
T RR 1 1
/NG H 1 1
Glia PE(E 1 1
BLW 1 1
FrEEREE
FFRgRE 2L 5 TI=veT /)T
514(14.67) VAT =5 —E N ol 6 1 22 100
TANRTXVEET I/ b 55 4 6 s 50
TUAT =T =M
WA Y L E N 2
A eV L e 7 1 3 18
fg;;*mﬂmk%%i 138 4 2 16 160
IR TR 63 10 5 28 106
7 =7 —¥H#
FFRSRE 2L 5 62 23 10 30 125
HE UL IE 1 1 2
e 24 11 3 16 54
S HE R A i S 3 3
M7 BV RAT 7 y 9 3 o 46
2 —PHAN
JFRESE L5 9 9
BT NVHYERRAT 7 6 6
A —Y e
EIH
1(0.03) S ! !
IRk Ena 1 1
JFr4 1 1
RENIF 2 1 3
JRE T 5% 1 1
i 1 1
JIFRE i, 1 1
BRIk PAZEME T 9 HR 1 15 16
TSP % 1 1
FA R f A2 S 2 1 3
EEBLUVETHEBES
5 % 1 1 2
24( 0.68) KB 4 7 1 5 17
e 1 4 1 6

3 MedDRA PT(LLT) : ICH [EREHRMAGEE HEATE(TEH)

—113—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE
BRELSN BIERARER—E(DSE)

BIlVE % OFESE B8 2 D R B
[SEgr Yy E L
;gg;; Z/Z) MedDRA PT(LLT)* B B R T AL s 2
KLBE Y
9( 0.26) ALHE 2 ’ ?
ZIFE Z D FEIE 1 6 2 3 12
15(0.43) REVET D FEIE 3 3
it W B AE 31 7 1 39
40( 1.14) MR ESE 1 1
RS 1 1
7 bR S 6 6
BB 1 1
HERRPS LUK SHEBES
w Vifﬁ; 06) i 1 1 2
%Egﬁ). 06) RAHm 1 1 2
AE 5 P B AT 2 2
B 2 2
BAHIFRIE 1 1
I 1 1 2
T A A L 1 1 2
e 2 2
RS Rl AR 1 1 2
BB L UVREBESE
Bk R IR 1 1
107(3.05) MR 7 a8 — 80 80
FRe2 4 4 17
BB ARAe 2 1 8
B IR S R 1 1
JREEEE 1 1
F7o—VEREE | | .
20.06) x 7 1 —VIERRE 2 2
B E=E Ik 1 1
811(23.14) BIruarzua7y A 2
B-NTEFNLDI L=
L=y — R 2 2
mp 7 v7rF= R 2 2
m 7 V7 F =8N 59 43 48 85 235
1. A1 RSB HEN 27 227 60 82 396
BRrvrF=r--2Y
5 A 2 1 19 15 37
EER 10 10
B 42 21 28 99
PR R E 23 7 32

%MedDRA PT(LLT) : ICH [EFREHRHFEE  JEATE(TEE

—114—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

RBEELSN BMERFER-—E(0DF)
BIVERSE ORI Bl 55 0 38 B4
7y E L iy
;gg;; Z/Z) MedDRA PT(LLT)* B R - é,\f; B s 5
BhEE(oo%) | BERE 126 49 31 20 226
R B ZR 1 3 4
26(0.74) SR ED 8 7 3 4 22
iR iR 5 1 1 7
16( 0.46) R I BB 2 1 1 4
PR H R I ER BG4 4 4
bl 1 1
EZIR
4(0.11) ZR 4 4
SR bE PR 1 1
161(4.59) SR R o ERG 98 18 41 157
B PERER 3 3
SRR
1(0.03) BIR ! !
%E’(ﬁz 0.03) A ! !
JREEREA 1 1
JRIEFEA 1 1
B AR E 1 1
B A 1 1
T PR AN B2 5E 1 1
SRERIRE & 1 1
BORMERER IR B 2% 1 1
TR R BRI 2 2
HmPEREE 2 5 7 13 25
£ HEES S URSHIERE
T FEEN 29 63 1 10 103
103(2.94)
gV NS 2 2
15(0.43) TR 10 2 2 14
A U TR 1 1
13(0.37) A 1 2 3 1 7
TR 1 1 1 3
B AR L BT E 2 2
JEIRBE 1 1
BT 1 1
HEJ)9E 1 1
MM AEIEH 2 1 1 1 5
SR 1 1
L i 2 2

»MedDRA PT(LLT) : ICH EREHEMGEE EAE(NEE

—115—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

RESAIT)N

BIERARER—E (05F)

BIVE 55 O

BIVE S ORBFE

B IRSCHE
FEHVEFIE(%)

MedDRA PT(LLT)*

S

R

TEH

T

PRRRE

DB S
40( 1.14)

DX

X PR &G

LR QT #EFR

—

LA ST #57 Fhe

—
—

DM ST #5) L5

DA T BRI

DB T s

DR T

DA B P Y

DB T AR IE N

DR ST-T #4 2

DA

R ST-T 24k

e e R e N e N E N I S N |

RE R
9( 0.26)

R

W7 7 — B

iy~ R P R

7 v — il

mH = AT o— L

i7" R o

M7 07 ) 2 G

1 R

1 LA K SR SR

I R s - Dl

M- kY o NN

Y 7 VEY FEd

1fi R Pk

PRI ERELIE N

U > SEREOEAN

IREHN

PR 1 BR B

KPP oa ey Bk

PRULHEGE

A= N = N i

A= M

haAR=2 T #0

PRUCHE 5%

C-BSHERR AN

——m o=~~~ ||~ |w|—=|—=]w]|~]|N

3 MedDRA PT(LLT) : ICH [ERREHRMAGEE HEATE(TEH)

—116—




VI. &2 (FERLEOIEE) CBY 51EH

®2 MrEtEE (BB, HBiE. SHBE

BIERARER—E (05F)

BIVE M5 Ok

BIVE S ORBFE

& ISR
FEBUEGIH(%)

MedDRA PT(LLT)*

B

i 2 —

R

T

MR

R [ K] -k

S e FEEE N

IRE EH

— | = =

MR, EES S UREEHDIKE

JiG Ve 38 F A AE

IR HiTE

LAEREFVAEREE

JER S SIHEZ
4(0.11)

Hikie%

PR RETE

XM, REMS L VEEREE

| bt fEBE |

BE. PESFVLESHHE

[ e mrs |

1

Bit, BESIUVHMTHOHEY EBRELUVRY—TE2ED)

FEVENE S
50( 1.43)

ILH

1

SN—F v N oS

PR AT BT A

RV AE

U >/ SEiE

SRR Y N U N

U i

—
(e

s

3

— N b f—

B M, I

AT BB

S

Jifi D SENERT W

FEEE AR E BENE A i

U NUN QU QU S T )

U o HETE IR RE

12

12 1

N
(9]

BV A

—

B FLEANE

1
1

—

3 MedDRA PT(LLT) : ICH [ERREHRMAGEE HEATE(TEH)

—117—




VI. &2 (FERLEOIEE) CBY 51EH

=3

EtalE (BistE. AFStE. BRERBHD
BPE BMERARER—%

R

R 2

HigE2i

DS

T

af

FEBVEFIE(%)

609 (30.79)

392 (48.51)

91 (38.56)

172 (35.68)

1,264 (36.07)

BIVEH D fEE(MedDRA PT)*

=

Bl

TER S OFEBUTE

e

A B 5

SERPER

W

T AL F L AGE

R L E

Pt

SUE SR

SRR R

o3 I N E NS )

NSRS}

BV IR

KU S

a2 —8Ek

B D RE

B T — T v B R G

N[O = [

g%

JEEPS

39

APERE R

LRI Y TS

I

7 U7 hay b AJE

S

R BVERE BESR

VA i 1

YA b AT T ALK

YA b AT T AL ARG

107

14

67

[z AeRISY )

JEGLPE TR

Him

G

YA R AT A AP

R k%

URE TN

Y QA Ty B Y 40

35

RN B VR i

TR

NS

FLUE IS

10

PAEENERYS

o

BH

ELES

¥ MedDRA PT : ICH EFEEIRAGEE EAGHE

—118—




VI. &2 (FERLEOIEE) CBY 51EH

®3 MBrEtEE (BB, HBiE. FHBE

BEE BEMERRBE—E(DJF)
BIVE R %5 D Fs B8
BIl/E A OFEFE(MedDRA PT)* - B BEEL )
B AR iR AR prape 15 G
T AN AVEE B 1 1
RIGHPEE B 2 2
va— RESAEEBEE 1 1
P ER T EPEE K 2 1 3
7 RO EREMEE Bk 2 2
A VAN G5 3 3
Wikgs v ZhE 1 1
i 2 9 1 12
B A& 2 6 8
C BT 3 1 13
TR S 1 1
RYL I B 2 2
7 A NV APERFS 2 2
HAffi~ LS 2 17 7 3 6 33
ALY A P ARG 4 4 2 10
Wk s 53 3 13 17 86
IV APE O N 3 1 4
bR AL A LR 6 Y 2 2
i 1 1
Y 4 13 5 18 40
A TN Y 10 10
B PEIT R R 2 3 8 10 23
SIS AN RS 1 1 2
MEBHAR 1 1
HIRE 7 7
REEME M2 1 1
TFROE Y 1 1
W5 1 1
e 1 1
LR 1 1
i35 1 1
IE B PRI 1 1
7 RO ERE MR 2 1 1
v A b APERE 1 1
LT A 1 4 5
JNEfRE 1 1
SRS 34 17 51
BT D HIE 6 1 7
Al v X fE 1 1 1 3
PH% 5 7 1 13
2EEPER 4 4
H R iR 1 1
H R 1 1

¥ MedDRA PT : ICH EBEEFRAGEE  HAGE

—119—




VI. &2 (FERLEOIEE) CBY 51EH

®3 MBrEtEE (BB, HBiE. FHBE

BIERARER—E (00¥F)

BI1EH O FE4E(MedDRA PT)*

BIVE S ORBUFER

R

S e

TBi

5]

I i PP

1

S DR A 55

(O8]

NE R 5

13

—_
w

MRS

13

—_
w

MASE 2

—_
—_

%%

17 13 15

(o)}
—_

TF ) AV A%

[\

YA b AT a7 AV AVERR

18 9

w
—_

~E T L AR

AL AT A )L AR

7 L7 TR

~A AT T AR

Hifi 9% BR B PEAiTi 2%

7 R U ERE VN 2%

RS2 2%

I B R

e %

BB R

SR FHE R

—_ 00 W [ [W [N [W |W | —

[:30)

HR IR

L

R NERERIS

WA 2 Hes

SR

—_ = ===

TRATEA

— e e e e e [ = IO W[ W 00 W= = N

jdkng

IS
=N

ROmEMES 5 v 7

W 7k i ¢

Fill S PSR

B T AR

H S

LTS

DN (W [—= [ [ =

Y 7T X<E

~A a7 T AR ERE K

%

N [—= [~ [r|wW|—]|o]|—~|—

b AGE R

—_
S

—_

30 1

w
—_

HER B DR B IR e

Bh v FhE

SR

22

¥ MedDRA PT : ICH EBEEFRAGEE  HAGE

—120—




VI. &2 (FERLEOIEE) CBY 51EH

®3 MBrEtEE (BB, HBiE. FHBE
BRE BMERARE-E(DDOF)

BIVE S DR BUFE

Bl VEF O fE¥E(MedDRA PT)*

AR
I

7 A b A JEY 3 11 1

A N AV RRR

oA L AV AR B R 2

MBS R I 1

SAEEER R 1

B IRY 12

T AL L AP A

B AR AR ERE

0 | = [— [N

B A h AT T T A ARG HENE S5

L 2 Y EREE BR i E 2

P A b AT a A VAEKRER

YA M AT A AEA
p

YA AT a A VAVEGR
A NATa A VAEE R

HBE MR Rk G

— v |s ]|~

VBN SRRy E @Y i VIN:D

EEE D RAE 27 8 3 1

WHEE A o B oE 1

7 K v R L

NEBE Y

YA L AT

NS 2N R N e
)

RS B M DR B

NS APERER

— (NN N

EHPEEEAE

7 AV AVERIR S

N EPERR 1

N > ZPERUILAE

N [— [N | W [—
—

¥ A IV APEIEIR S

AL IERERR S 1

A B M R L i

(o)
N

R I DR I 33

7 V7 v T AR ISE 4

LIRS T — 7 VG 1

T T a Ny A —PERUiE

155 BR A 4 A i A 2 1

RN B M i i 1

BK v A JL A &Yy 1 1

% 5

REBRNS T s 11

7 R o BB M RUIAE 3 6 5

RS S

2VIR T A L A G 1

b MR U — A AR 1

¥ MedDRA PT : ICH EBEEFRAGEE  HAGE

—121—




VI. &2 (FERLEOIEE) CBY 51EH

®3 MBrEtEE (BB, HBiE. FHBE
BIERARER—E (00¥F)

BI1EH O FE4E(MedDRA PT)*

BIVE S ORBUFER

B

S

R

TBi

3 a— R A AR

3

7 N U KRB R

31

It

7 a A NPy LERER

SRR G 2%

RGN 2%

G ENE 2%

7 L7 = TR IUE

TNy —VEEE

e I =

HCEE PR

AL PERULE

Y2 — N AMRIAE

HEET RS

TF ) A ARG

RN

P B Rk e

AR WRAFN 3

I BRI G

KNG

IR G 2

NET I ARG

RS

VA AV 5

~A a7 T A=Y

HEE PN 2%

L BRI G

TH bt

a— REF A Yy

T F TR

RS 7 A )L A Y

T RERE

AR PR SR S %

XX T AT 7 I REG

& MERRAE 2%

7 A )L APERS S

7 A Jb AP RS

I S

SESELEOR

—lwlan|[—=|la||— ==~ |[—|lw|—=[O][a]|—=|—= =[N |= ==~~~ |u|l=|—=|N|~|[~=|&~]|~

Za—F VAT 4 AV Y = UMK

10

—
[\

¥ MedDRA PT : ICH EFEEIRAGEE EAGHE

—122—




VI. &2 (FERLEOIEE) CBY 51EH

K4 BHIEOBIENRSPRERZRE LHR
ENTHOEBIELBDOBIERNREE TICKBR LEIER

et AR A AE 757 E—EEp &t
%%gi“;f - (N=10) (N=14) (N=24)
FE BUEF15(%) FEBUEBIE(%) FE BUEF15(%)
Overal | 4(40.0) 5(35.7) 9(37.5)
MAES V) VNREE - 2(14.3) 2(8.3)
2y ifn. - 2(14.3) 2(8.3)
BEEE 3(30.0) 4(28.6) 7(29.2)
Mg 2(20.0) 3(21.4) 5(20.8)
B 1(10.0) 2(14.3) 3(12.5)
[UCED - 1(7.1) 1(4.2)
— -2 EEERS S UVREHELDOIKE 1(10.0) - 1(4.2)
(VR 1(10.0) - 1(4.2)
BE. PEBLUVNEEAHE - 1(7.1) 1(4.2)
BIE - 1(7.1) 1(4.2)
ERERIRE - 2(14.3) 2(8.3)
i MR - 1(7.1) 1(4.2)
P i Bk B - 1(7.1) 1(4.2)
REELURERS - 3(21.4) 3(12.5)
B Y U A IGE - 2(14.3) 2(8.3)
e I - 1(7.1) 1(4.2)
KAV U AffE - 1(7.1) 1(4.2)
HEREE 1(10.0) 1(7.1) 2(8.3)
SR 1(10.0) 1(7.1) 2(8.3)
i . N - 1(7.1) 1(4.2)
EES L UVETHBES 1(10.0) - 1(4.2)
% ) FENE 1(10.0) - 1(4.2)

3% : MedDRA/J Version 24.0

—123—




VI. &2 (FERLEOIEE) CBY 51EH

@ LIHE, FhsiE. EERBIE
®5 BEEE (LB, MstE. BBE) BERREE-—&

D AR JiFE AR R & &t
ARV R GUEBIEL 20 29 36 85
BIVE % DI BUEFIE(%) 13(65.00) 17(58.62) | 23(63.89) | 53(62.35)
BIIVER % O3 B 41 46 48 135
Il F 5 O FldE
BRSO E ” BIE R 45 D R B4
56 5 (%) MedDRA PT*
RREES & UHFERSE
JEYUE 7V 73y ANE - 1 - 1
24(28.24) YA b AT AL AJRY 1 - 3 4
EEk - - 1 1
B~ L2 2 1 - - 1
LRSI 1 - 2 3
DS 1 - - 1
1 ES - 1 - 1
fiti & - 1 1 2
FA S AT AR 1 - - 1
T T 4 LV APERIR 1 - - 1
7 RO ERE Mm% 1 - - 1
% AR - - 1 1
PR S - - 4 4
7Kg 1 - - 1
P A b AT a7 AV AVENRGE IR j 1 . 1
FA S AT A NVAEGR - - 1 1
T2 Z Vg% 1 - - 1
Y a— R ARG 1 - - 1
YA M AT a A )V AMIE - 1 - 1
G R RIS - - 1 1
v A L APERE S - 1 1 2
Za—FVAT 4 AV Y = Uik - - 1 1
i e B R e - - 1 1
RS 1 - - 1
TA N AT T A ) ARREGE - - 3 3
TS AL AV N— T )LV ARRE G 1 - - 1
B, BB LUHETHOTFEM (BRELUVUKR)—TE2E5D)
T AEE VR - 1 -
3(3.53) TTAGA A=A VAR o B E - 2 - 2
MAEL V) VNREE
S PN : | : i
1(1.18)
. I R ERI i - 1 - 1
Efﬁf/’ T EREL i : :
i R B 1 1 - 2
“in 2 1. 2 - - 2
2(2.35)

MedDRA PT : ICH EHEREZEHFEE  FAGE

—124—



. &2t EALDEES)

19 5EE

&5 BHEMEE (DBHE. fMstE. BEBiE)

BIERARR—B (0DF)

BIVEH & o fEE BIVE FA &5 D38 Bl -4
ETIRSCAE . ]
l\‘ ﬁ ﬁ [tz ﬁ /E[\ g
I BIR(%) MedDRA PT WY E: fitiR Al [EERE A
RERESE
Ky 707 Y Ui ! ] - )
AR S - - 1 1
REBLIUOREBRES
77— LR | T I 7 —BHEm - - 1 1
2(2.35) &7 25— - - 1 1
BA VY AIAE | L . ‘
1(118) AV T A IE - - 1 1
& Uk L7 R R 1 ; ] )
5(5.88) T A AE s - 1 - 1
JUa~EZ e 1 - - 1
=i - 2 - 2
BalxTu—IVE | |2 b AT a— )VIfILE - 1 - 1
5(5.88) e G I 1 3 - 4
ERZVE) RE | L o
1(L1S) ERUZURY R ; 1 ; 1
BHARIR .
AN ‘D ‘E _ _
1(118) BAEE 1 1
PEIRIP PEIRIP - 2 1 3
4(4.71) 2 AUBE PR 7 1 - - 1
BraEE
5 DY .
1(1.18) 2 iR i ! i !
HRRES
IRk o
3(3.53) PRHR 1 2 - 3
g
i) }
2(235) A 1 1 2
PR R E | R RIREE - 1 - 1
5(5.88) Ak 1 1 - 2
Bk L~V DK 1 - - 1
TN 1 - - 1
Jr R - - 1 1
TR R [
1( 1.18) PRI i ! i !
DRES
R
2(2.35) B ) ! ! 2
ISR e
1(118) TENR - 1 - 1

MedDRA PT : ICH [EHERESEHFEE  FAGE

—125—




VI. &2 (FERLEOIEE) CBY 51EH

x5 THEMEE (LB, MBiE. BERHE) BMERRE-—E(0J%)
BIVE R % OFEA BIVE S DI B
SEgraly Esl
i;g;‘g " MedDRA PT OBR | mBRE | mBE | o 3
mERE
[1jNEENnE= & B - 1 1 2
3(3.53) & - 1 - 1
Hh R AR E - - 1 1
AR RE - - 1 1
FERER. HIERE & UHEtIRIES
a7k
(L1S) a7k - 1 ; 1
FRMEME i % 1 - - 1
i) - 1 - 1
BEEE
M -
3(3.53) Mg 1 1 1 3
B B - | 1 2
2(2.35)
T
4(4.71) T i ! 3 4
g% "
1(118) (23 - - 1 1
iZES - 1 - 1
Wi E R TE R - 1 - 1
DB AR PR 1 - - 1
5B B AE - 1 - 1
FrRIREREE
FFHERE 52 T NVE I T AT =T — PR 1 - - 1
4(4.71) JFRSRE L H 1 1 - 2
BBV LE S ME - 1 - 1
EESLUETHEES
Oy | | : : |
FIB PR FZ 1 - - 1
2(2.35) EARE - - 1 1
BERRS S UEEHEBES
BRI 3 - - 3
F A 1 - - 1
BELUVRBES
B i M7 V7 F = 80 - - 3 3
8(9.41) 1 AR RN - - 1 1
R AE R 3 1 1 5
Ri{? ;}.1 5 TR B ; - 1 1

MedDRA PT : ICH ERREIRMGEE  HAGE

—126—




. &2t EALDEES)

19 5EE

&5 WBHEMEE (DBHE. fMstE. BBiE)

BIERARR—B (0DF)

B 5 o FliE IV 25 D FE B3
B SUHRE " R ” =
S B BIH(%) MedDRA PT Y AT} fitiF A R AE & 3
H$BERPLVIEREE
| PESSHIM I - T T
—fi% - £HEEL L VRE LI DIREE
KR gl SyR i
N - -
1(1.18) e ! !
FEEN
£ . .
2(2.35) R 2 2
BE. FEBLUVNEAHE
VU oNERE - 1 - 1
Tkt g i, - - 1 1
PR~ =T - - 1 1

MedDRA PT : ICH ERREIRMGEE  HAGE

<BE>
=x6 RETONMNGREIZEIT2EEER
B Y N— R ) DL RAB LB ) FRE)
FEBUEFIEL 98 9

FA AT T A A EYSE 35(36)

Y N 20(20) 1(11)
TR A ot 1 99 5(°5)

PEPEREAE A et 1E 95 1( 1)

HhEE 5(56)
A P4 RS L 2(22)
A IV ANEE RS 2(22)
IR - BT 3(33)
R 1(11)
PRk 1(11)
W% fL 1(11)
FEISE 1K %)

—127—




VI. &2 (FERLEOIEE) CBY 51EH

2) EEMBENE (HTEIL0. 5ng - Img, FEHDAHEZE]

*1 EEMEHESEE BMER—E
BEHR e 1% :
s B B
B RVERRAT R GUE B 1,015 100
BIVE 5 D F BUE B %) 332 (32.71) 78 (78.00)
Bl F 55 0 8 B 5k 697 304
BIVER S ORI HUERR 52 4% w
EFRCE . L S
T HL S (%) MedDRA PT* S BIB(%) FEBUIEBIER(%)
RBEES L UFERE
SRR SR - 1 ( 1.00)
MR - 1 ( 1.00)
A B PE T 1(0.10) -
SUE R 4 (039 1 ( 1.00)
WeRLR 2 ( 0.20) 2 ( 2.00)
51 2 ( 0.20) 1 ( 1.00)
Fh H e B¢ - 1 ( 1.00)
FOK 1 ( 0.10) 1 ( 1.00)
ELBA R - 1 ( 1.00)
ElZES 1(0.10) 5 ( 5.00)
THAb A R 1(0.10) -
i~ 2 - 2 (2.00)
HREE 4 (039 2 (2.00)
Fhi il - 2 (2.00)
Y 1(0.10) -
A TN W 1 (0.10) 3 ( 3.00)
i 1 (0.10) -
YR E U Lo SEiER 1 ( 0.10) -
53(5.22) 77 k3 T AERERESS 1(0.10) -
BRI NE - 1 ( 1.00)
RS 6 ( 0.59) 25 (25.00)
BN P HIE 5 ( 0.49) -
JNEL R E - 1 ( 1.00)
AfED P FIE 3 ( 0.30) -
TN R - 1 ( 1.00)
RS - 1 ( 1.00)
DS 2 ( 0.20) 3 ( 3.00)
Jiti s 10 ( 0.99) -
WUEMES 3 > 7 1 ( 0.10) -
PR 1 ( 0.10) -
BN DL 1 (0.10) -
VS - 2 (2.00)
DR Y 2 ( 0.20) -
i f e - 1 ( 1.00)
K 1(0.10) -
YA R AT e v A VAR 1 (0.10) -

BLERGE R A DOFERITEES <

—128—

¥ 3€MedDRA PT : ICH [EFEEIRHEE FAGE (Ver16.0)




VI. &2 (FERLEOIEE) CBY 51EH

xR BEMHBAERSE

BIfEA—E (0DF)

— BIER % ORI i%ﬁﬁ&gm B
= 7Y Esd i ¥
;;&%i& ) % MedDRA PT* %fﬂﬁ%ﬁ(% , FE B (15 %)
Bgh o oF - 1 ( 1.00)
SpTRSS - 1 ( 1.00)
it g 1(0.10) -
EE 2 1 (0.10) -
KOB Y 1(0.10) -
Za—FEVAT 4 AV Y = UK 1 ( 0.10) -
F Ak 1 (0.10) -
JERYIE I 1 ( 0.10) -
53(5.22) JafEE e 1 (0.10) -
SR 1(0.10) -
FRGEDORIE 3 (0.30) 7 ( 7.00)
1 e SR 2 ( 0.20) 1 ( 1.00)
B - 1 ( 1.00)
B 1(0.10) -
SUE 1 ( 0.10) -
7V E A 1 (0.10) -
B, BB L UHMTHOFEY ERELUR)—TEET)
¥ 2 (0.20) -
TEM: R fiti D FEA: B 2B W) 1 (0.10) -
5(0.49) AER L O 0 KN 1 ( 0.10) -
B BT e g 1(0.10) -
miEH LU VRREE
T U VBRI E 3 (0.30) -
) SR U gk ) 39 ( 3.84) 1 ( 1.00)
43(4.24) - -
U RERE 53 1(0.10) 5 ( 5.00)
i 10 ( 0.99) 1 ( 1.00)
. PR Z R L - 2 (2.00)
- ~< 7 U MNEib 4 ( 0.39) 1 ( 1.00)
14( 1.38) SN
~EZu U 2 ( 0.20) 1 ( 1.00)
AR BRI 1 ( 0.10) 1 ( 1.00)
I HE BRI 1 (0.10) -
F ifn Bk e IR ER B 2 ( 0.20) -
5(0.49) HLER B 2 (0.20) 1 ( 1.00)
H iR BaE 2 (0.20) 4 ( 4.00)
T g FEER S B 3 ( 0.30) -
i AR ER B N 1 (0.10) -
Eﬂ;ﬁﬁi HLERBEE N 5 ( 0.49) -
I EREOE N 21 ( 2.07) 5 (5.00)
H i EREE N 33 ( 3.25) 9 ( 9.00)
N RN
tu] jff;g) /IR 3 (030) ;
I/ MR 2% y
300.30) I N 3 (0.30) -

BLERTE R A DS R EES<

—129—

¥ 3€MedDRA PT : ICH [EFEEIRHEE FAGE (Ver16.0)




VI. &2 (FERLEOIEE) CBY 51EH

xR BEMHBEHERSE

BEA—E (0D%)

BIER %O HUERR 52 4% o
RSO o L S o
FEBE B %) * MedDRA PT TEELE (%) FEBUEBIE(%)
PLifn BRI RE . S
100.10) LI ER IS i 1(0.10) -
TRIEER S I
100.10) IREEERE 1(0.10) -
REBLUREERE
BV AfE | B Y T A ME 1 (0.10) -
3(0.30) 7 Y v KN 2 (0.20) -
b0l A L B L AT u—/VIE 5 (0.49) -
" 21(2 o 5 15 U 5 ( 0.49) 1 ( 1.00)
' M= v RF m— LN 11 ( 1.08) 1 ( 1.00)
. e | BN YZ VY RfJE 3 (0.30) -
m?ﬂi;)mﬁ NEE R 1(0.10) ]
' M~ 27 Y'Y REEN 7 ( 0.69) 4 ( 4.00)
Tt R e 24 ( 2.36) -
p— e 21 ( 2.07) 1 ( 1.00)
™ 81(“7 o8) g7 R o s 20 ( 1.97) 2 ( 2.00)
' MPBEREIR T 1(0.10) -
7Y a~E s a e 18 ( 1.77) 8 ( 8.00)
e DR I L JiE 5 DR 3 (0.30) -
4(0.39) 1. H SR AN 1(0.10) 3 ( 3.00)
K~ 72y AfiE | A&~ 7% 7 AMSE - 1 ( 1.00)
1(0.10) M~ 7 x>0 A 1(0.10) -
IR H IiE K7 VT 2 e 1 ( 0.10) -
7(0.69) R A 6 ( 0.59) 2 (2.00)
BH N T ASE .
1(0.10) M BV 7 HHEN 1(0.10) -
71—V R
1(0.10) 7 v — 1 (0.10) -
RACRR s
400.39) AR 4 (039 -
7TI7—F LR IR
20020) 72— 2 ( 0.20) 3 ( 3.00)
(S BRVEN X2 ‘
4(0.39) E97 RN Ik 4(0.39) -
B PR IPi .
26(2.56) B IR I 26 ( 2.56) -
m= U U AE 1(0.10) -
fREEE
N IV=VAN -
P, Tlfméz 1.(0.10)
300.30) I 57 1(0.10) -
' 1B 1 (0.10) 1 ( 1.00)
. s 1 (0.10) -
N o
2(0.20) (@E%@E@f;g 1 (0.10) -
REpEE 1 (0.10) -

HRLE IR A D RIS <

—130—

%3MedDRA PT : ICH [EBREIKAHZEE JAFE (Ver.16.0)




VI. &2 (FERLEOIEE) CBY 51EH

®1 EEHBNERE BEA—E(OTF)

BIER %O HUERR 52 4% o
BFRCE e O
ST IS (%) MedDRA PT** TEELE (%) FEHUEBIE(%)
AHR HRAE 3 (. 0.30) 2 ( 2.00)
4(0.39) H AR IRAE 1 ( 0.10) -
’tj‘—/vﬁﬁ_: ST
1(0.10) EE 1 (0.10) -
PRSY .
2(0.20) 5 ¥ 2 (1 0.20) -
a4 - 1 ( 1.00)
S SIET 1 (0.10) -
HREREE
. FEEIED F - 2 (2.00)
DR IRAEIE D F - 1 ( 1.00)
SHEYR SHIR 3 (0.30) 5 ( 5.00)
3(0.30) Jv 5B - 1 ( 1.00)
o -
3(0.30) R ' -
— IR PENE P 1E 2 ( 0.20) -
S .
B .
10.10) W S 1 (0.10)
L O N
3(0.30) ST SRR 3 (0.30) 1 ( 1.00)
PRH
700.69) Pk 7 ( 0.69) 4 ( 4.00)
TEB) K et s
10.10) TEB) K 1(0.10) -
R
1(0.10) fEERAR 1(0.10) -
7Y —F .
f A0t — -
2(0.20) EIEMERE S U —E8 2 ( 0.20)
PR REE | TAMA - 1 ( 1.00)
KR = 22— 8 F— 1 (0.10) -
RRIEE
AR AR - 1 ( 1.00)
Tk - 1 ( 1.00)
FHEE A i 1 (0.10) 2 (2.00)
T U — B EAR - 1 ( 1.00)
B 1(0.10) -
AR - 1 ( 1.00)
AN - 1 ( 1.00)
POIERE 5L - 1 ( 1.00)
EBJURBES
HEPHZE - 1 ( 1.00)
Hig - 1 ( 1.00)
ZE5 - 1 ( 1.00)
MEGEIR e A OREFICEES < ¥ 3¥%MedDRA PT : ICH EREFRMAGEE HAGE (Ver16.0)

—131—



VI. &2 (FERLEOIEE) CBY 51EH

xR BEMHBEHERSE

BEA—E (0D%)

BIER %O HUERR 52 4% " B
BT A
S BI(%) * MedDRA PT** TEELE (%) FEHUEBIE(%)
IDEEE
HeLE e LiE 2 (10.20) -
3(0.30) F A R 1 ( 0.10) 1 ( 1.00)
IPN=EABE X DR T PR 1 (0.10) -
1(0.10) DR ST—T 41k 1(0.10) -
@%(0.39) fES 4 (0.39) -
LHK
Tmlﬂ(ﬁ% 0.10) U PN 1(0.10) -
LbEE DEKR - 1 ( 1.00)
R R - 1 ( 1.00)
BEREET oy 1 (0.10) -
fEE S PAEH AR 2E 1 (0.10) -
mEREE
I - 55- 5 1 5 ( 0.49) 1 ( 1.00)
5(0.49) i E 5 - 1 ( 1.00)
1FTY
30030) 1FTY 3 (0.30) -
T
{“‘@1(0.10) A 1(0.10) -
TRER FR AR LA AE 4 (0.39) -
MEIRER. WIS &L UHRES
e it B 1(0.10) -
1(0.10) i
MK 1(0.10) 1 ( 1.00)
B MEE B 2 (10.20) -
fii ZEARE 1 ( 0.10) -
7 LV F— PR 1 ( 0.10) -
IR 1 (0.10) -
BREE
T T 26 ( 2.56) 9 (1 9.00)
26(2.56)
BRi-v BB 1 ( 0.10) -
2(0.20) H K 1 (0.10) 1 ( 1.00)
JEER AR PRk 2 ( 0.20) 1 ( 1.00)
i3 JER 3 (. 0.30) -
10( 0.99) TR R - 1 ( 1.00)
RSB 5 ( 0.49) 1 ( 1.00)
HE7J<1 (0.10) JiEoK 1(0.10) -

RLE IR T A D RIS <

—132—

%3MedDRA PT : ICH [EBEEIKAEE JAFE (Ver16.0)




VI. &2 (FERLEOIEE) CBY 51EH

1 EEBHENEHEE BERA—E(0D0F)
BIER %O HUERR 52 4% o
BRI A
S BI(%) * MedDRA PT** TEELE (%) FEBUEB1%2(%)
L L 9 ( 0.89) -
9(0.89)
Mg -
6(0.59) Mg - 6 ( 0.59) 1 ( 1.00)
7
DW;EOJO) 1% 3 (030 2 ( 2.00)
I S R i s
1(0.10) A 1(0.10) 2 ( 2.00)
IR 1 (0.10) -
R 2 ( 0.20) -
HRIE IR A 1 (0.10) -
% B 1 ( 1.00)
YR - 1 ( 1.00)
7 . 1 (0.10) -
FREEREE
FFHERE B 5 13 ( 1.28) -
EHE UL mE 1 ( 0.10) -
JRE 5 ( 0.49) -
TI7=T ) NTUAT =7 —EH 14 ( 1.38) 5 ( 5.00)
JH R RE B TANRGEUVEET I NV A7 =27 —EH 9 (0.89) 2 ( 2.00)
52(5.12) mH ey e 8 1 ( 0.10) 1 ( 1.00)
1. LR I K SR RE SR N 8 (0.79) -
T NVE I NT AT =T — PRI 7 ( 0.69) 5 ( 5.00)
NIV AT IS —E ER 1 (0.10) -
M 7B ) ARRT7 7 Z—BHEN 7 ( 0.69) 3 ( 3.00)
NERITF - 1 ( 1.00)
EESLUETHRBES
Z O Z 9 FEIE 1 ( 0.10) -
2(0.20) EEMEZ D FEIE 1 (0.10) 1 ( 1.00)
B R - 1 ( 1.00)
iz - 1 ( 1.00)
e FEIB - 1 ( 1.00)
8(0.79) B 6 (0.59) 1 ( 1.00)
e diar 1(0.10) -
IRl - 1 ( 1.00)
RS 1 (0.10) -
HR%4(0'39) Ji B 4(0.39) -
E2i ZITIE - 2 ( 2.00)
BT i - 1 ( 1.00)

BLERTE R A DS R EES <

—133—

¥ 3€MedDRA PT : ICH [EFEEILHGEE FLAGE (Ver16.0)




VI. &2 (FERLEOIEE) CBY 51EH

®1 EEHBNERE BEA—E(OTF)

BIER %O HUERR 52 4% " B
BT A
S BI(%) * MedDRA PT** TEELE (%) FEHUEBIE(%)
BERRBLUEESHBESE
ik - 1 ( 1.00)
Z2T MERae] - 1 ( 1.00)
VU e - 1 ( 1.00)
B&Jﬁ’ﬁfmo) RA M 1 (0.10) 1 ( 1.00)
77 AR 77 AR - 1 ( 1.00)
Mﬁzfiﬁ'ﬁw) R 1(010) -
RAfIZ - 1 ( 1.00)
e 3 (0.30) 4 ( 4.00)
i A A 2 (10.20) -
R 1(0.10) -
BAHIFRIE 1(0.10) -
BA i JE B 2 1(0.10) 1 ( 1.00)
[ 1 (0.10) -
DU A PRk - 1 ( 1.00)
EBLURBESE
E AR 1 (0.10) -
il 4 (0.39) -
B R R 1 (0.10) -
B Bk RERE — 16 ( 1.58) -
50(4.93) ﬁ@ﬂﬁ&mﬁg?UVﬁ%bn - 1 ( 0.10) 1 ( 1.00)
BN TEFND ZayI=F2—LHl - 4 ( 4.00)
7 V7 F = 8 9 ( 0.89) -
i H R SEH N 19 ( 1.87) 3 ( 3.00)
PR R 3 (0.30) 2 ( 2.00)
mﬂi (0.59) R R O BERE 6 ( 0.59) 7 (7.00)
mﬁl(o.w) SR ifn B 1(0.10) -
X A A
E’Klj(:‘o'w) 18k B 1 ( 0.10) ;
BEPR
300.30) BEIR 3 (0.30) 2 ( 2.00)
J AR IR 1 ( 0.10) -
PR R 2 (. 0.20) -
PR DRI ME R I 1 (0.10) -
JRIREE 1(0.10) 1 ( 1.00)
EWERBEFLVIEESE
H #E A EEE - 1 ( 1.00)
AL - 1 ( 1.00)
PRI E SR 1(0.10) -
AHLHI A #% - 2 ( 2.00)

ELERGE R A DS R EES <

—134—

¥3¥MedDRA PT : ICH EFEEIRMGEE EAFHE

(Ver.16.0)



VI. &2 (FERLEOIEE) CBY 51EH

xR BEMHBEHERSE

BEA—E (0D%)

BIER %O HUERR 52 4% " B
B IRSCHRE TR .
S BI(%) * MedDRA PT** TEELE (%) FEHUEBIE(%)
£ BBEES LUVEBS5RFEE
RE R e
10.10) FL K 1 (0.10) -
VI A G PR IE - 1 ( 1.00)
1(0.10) e 1 (0.10) -
s FEEN 1 (0.10) 1 ( 1.00)
1(0.10)
H & .
1(0.10) H & 1(0.10) -
) 5E 2 (1 0.20) -
EE 1 ( 0.10) -
i) - 1 ( 1.00)
ERRRE
CK(CPK)_E5- . N
20020) M2 V7 F 2k AR —B N 2 (0.20) -
REHD RERHD - 1 ( 1.00)
M7 R - 2 (2.00)
I HF LR K SR SRR 1(0.10) -
FLER & o SRR 2 (10.20) -
AR ML EREHE 0 2 (0.20) -
RSN - 1 ( 1.00)
M e v ve 8 1( 0.10) -
M7 A Y RAT 7 & —PEd 1 ( 0.10) -
BE. PESLUVLEESHHE
RiE g 1 (0.10) -
FHEE IR BT 1 (0.10) -

SRLE TR A DA RIS <

—135—

%3MedDRA PT : ICH [EBEEIKAZEE JAFE (Ver.16.0)




VI. &2 (FERLEOIEE) CBY 51EH

3) BEEIY o< F [ATFEI/L0.5mg - Img DHZH]

8 BEHiYOYFHEE BEA—E
R £ CORRRE m’i‘ﬁf\ﬁﬁgm
TR BB (22 RN 6 SHE B 509 3,509
BIVE 2 DR BUE B %) 300(58.9) 1,336(38.1)
BIVEE DR BT 844 2,287
; - AR E COMRRRTD _ .
B IRSCARE ~ ; . y Ml OREZEDEF
o RIl1E % O FiH(MedDRA PT* FEUEFEY crynon
56 BLIE 1K(%) ¢ ) ey | EERECH
BREESFUHTERE
JZ I FLEA 1/508 (0.20) -
RS 2/508 (0.39) 2 (0.06)
MRS 4 - 1 (0.03)
~A ANy T VU LREGE - 1 (0.03)
AERE (LLT @ JRPAHTE) - 2 (0.06)
FEE R 1/508 (0.20) -
SUERRE % 1/508 (0.20) -
RAJN - 1 (0.03)
DER - 1 (0.03)
R M i R - 1 (0.03)
Hage - 1 (0.03)
FRGEDORNE 3/508 (0.59) 28 (0.80)
FRFEIE M PV E 1/508 (0.20) 1 (0.03)
IR - 1 (0.03)
LS 1/508 (0.20) 1 (0.03)
NI - 1 (0.03)
PRI SRR - 1 (0.03)
YR E AR - 2 (0.06)
339(8.44) [Efuikne - 2 (0.06)
ABE IR - 1 (0.03)
5B EE - 1 (0.03)
AR S - 2 (0.06)
REIR 1/508 (0.20) 23 (0.66)
SUE Mk - 3 (0.09)
e B 1/508 (0.20) 9 (0.26)
S 2/508 (0.39) 8 (0.23)
PA M AT A ) RAREY - 1 (0.03)
TR B 2 - 1 (0.03)
R 1/508 (0.20) -
JRYAENRIE - 2 (0.06)
FER - 1 (0.03)
ELZES 1/508 (0.20) 4 (0.11)
A L APEE IS SR - 1 (0.03)
VH b R - 1 (0.03)
Bk B AUF ¢ - 1 (0.03)
C Tk - 1 (0.03)

¥MedDRA PT : ICH [EBREHEMGESE FEAGE, LLT : THEE

E DE2) : & 8 REMIOERE S

—136—




VI. &2 (FERLEOIEE) CBY 51EH

®8 FHEUITFHEE BHFA-—E(DDF)

KGRI £ T OMRAG™ D

B IRSCARE _ ; . . Ml OREZEDEF
" BIVER S OFE(MedDRA PTH FBUE G "
T IR(%) ( ) SRR FEBUEBIE(%)
B~ LR - 2 (0.06)
IR A JL R JEY 1/508 (0.20) 2 (0.06)
LRSI 6/508 (1.18) 20 (0.57)
=22 - 2 (0.06)
&G - 3 (0.09)
AT 1/508 (0.20) 6 (0.17)
BFTE S 15/508 (2.95) 35 (1.00)
B D HNE 4/508 (0.79) 3 (0.09)
JNEEE 1/508 (0.20) 3 (0.09)
Al v 2 2UE - 2 (0.06)
P H R - 3 (0.09)
NGRS 1/508 (0.20) 2 (0.06)
WHERZE 1/508 (0.20) 10 (0.28)
IS 5/508 (0.98) 37 (1.05)
77 T VERIR - 1 (0.03)
~A a7 T A<Mk - 2 (0.06)
(ElEPN - 1 (0.03)
i3 - 3 (0.09)
S 1/508 (0.20) 2 (0.06)
R B R 1/508 (0.20) -
e zﬁfi’é‘fﬁk%ﬁk - 1 (0.03)
339(8.44) JRIE A 22 - 1 (0.03)
HUMAE - 4 (0.11)
W9 iR % - 1 (0.03)
Rl e 1/508 (0.20) 1 (0.03)
FE R 1/508 (0.20) -
KT AR - 1 (0.03)
ERER 5/508 (0.98) -
ST B ERE 2/508 (0.39) -
Jabks - 3 (0.09)
- RGE R - 1 (0.03)
PRI SR 3/508 (0.59) 7 (0.20)
RS - 1 (0.03)
oA L AR - 1 (0.03)
AGREY - 1 (0.03)
1 Je g - 1 (0.03)
DU B N5 - 1 (0.03)
A EEPERI I - 4 (0.11)
Bl P S - 1 (0.03)
BN R - 2 (0.06)
7 RO ERE A - 1 (0.03)
ShRES - 2 (0.06)
I B S - 2 (0.06)

¥MedDRA PT : ICH [EHFSEHAFEE LAGE. LLT : TE:E
EDIE2) : R 8 REMSOERE SR

—137—




V. 2% (ERLOIEF)

IZE89 5I1EH

#x8 P& U FHEE

BIERA—E (0DF)

TR E T ORRRABR™ )

B IRSCARE _ ; . " il OREEDEFT
- BIVER S OFE(MedDRA PTH FBUE G "
FEBLIE B155(%) g ) HETHIHI %) FEBUE B (%)
A B Tl 2% - 9 (0.26)
YRt BE AN 2% - 2 (0.06)
7T TVT Y - 1 (0.03)
B MR - 1 (0.03)
IEER -~ A a7 ) 7 kY 1/508 (0.20) 2 (0.06)
Ee SN - 1 (0.03)
7 A L APERS A 1/508 (0.20) -
JEYLIE = 1/508 (0.20) 3 (0.09)
339(8.44) Za—FVAT 4 AVEY x VHi% - 4 (0.11)
[ A vy B - 1 (0.03)
A B BER - 1 (0.03)
A e~ L~ 2 3/508 (0.59) 3 (0.09)
I VT N3y J) AR - 1 (0.03)
% - 2 (0.06)
o S 1/508 (0.20) 1 (0.03)
5 ol - 2 (0.06)
B, BEESSUHHETHOFEN ERELUKRI—TEED)
LI 1/508 (0.20) 1 (0.03)
e 1/508 (0.20) 1 (0.03)
B - 1 (0.03)
Y S %?fﬁﬂ%%% - 1 (0.03)
T ) {/\ﬂi - 1 (0.03)
150.37) HisE - 1 (0.03)
U L oXEEDHE B MR Y »o3E - 1 (0.03)
TH e B 1/508 (0.20) -
Jili D FEE AR - 5 (0.14)
IS - 1 (0.03)
BAEE B s - 2 (0.06)
T R R 1/508 (0.20) -
mEH LV VRREE
~< 7 Uy MEd 8/506 (1.58) 13 (0.37)
i ~NE ST e LR 12/506 (2.37) 6 (0.17)
- AR M EREE D 6/506 (1.19) 2 (0.06)
50(1.24)
2 1/508 (0.20) 22 (0.63)
R Z A 1/508 (0.20) -
IR ER SN 1/505 (0.20) 10 (0.28)
BBk % HERBeE N 2/505 (0.40) 7 (0.20)
133(3.31) U HPEREHE 0 3/505 (0.59) 29 (0.83)
H i EREE M 6/506 (1.19) 96 (2.74)
M i Bk U P ERER D - 1 (0.03)
7(0.17) BRI 2/506 (0.40) 4 (0.11)
i/ RN o ey 1/506 (0.20) 5 (0.14)
8(0.20) i/ M E - 2 (0.06)

¥MedDRA PT : ICH EFREIRMGEE  FAGE.

LLT : &k

EDIE2) : R 8 REMSOERE SR

—138—




VI. &2 (FERLEOIEE) CBY 51EH

x8 FHENY < FREE

BERA—E (0D%)

; B} AR E TORKRRE) | ) .
BRSO E _ . . . o Mtk DFREE DA
SETEBIB(%) BIl{EH % O FH(MedDRA PT™) %ﬁﬁmgﬁmﬂﬁw%) S (%)
U L oRERIED U o ERER D 6/508 (1.19) 44 (1.25)
51(1.27) U > RERIBDE - 1 (0.03)
{}Lm%ﬁif WL BRI i - 1 (0.03)
MR % "
13(032) MR AN - 13 (0.37)
MR oy S - 1 (0.03)
U o SEiiE 1/508 (0.20) 2 (0.06)
REREE
| 73 F—vx | - 1 (0.03)
N iEE
| S ko | 1/508 (0.20) -
K#BELURERE
R A fE M7V 2 i - 4 (0.11)
6(0.15) R B - 2 (0.06)
&~ 727 AUE L~ 7 %20 L 24/461 (5.21) 3 (0.09)
28(0.70) K~ 7 320 AfJE - 1 (0.03)
&H Ly 7 A E M A v v Kb 1/492 (0.20) 1 (0.03)
3(0.07) KH v T I E - 1 (0.03)
(297N iKnH Mmoo KjEd 1/506 (0.20) 1 (0.03)
3(0.07) KAV o A fE - 1 (0.03)
ﬁﬁﬁil 45) BN BIES 4/508 (0.79) 14 (0.40)
e DR I L JiE i HP R BB HE 0 34/498 (6.83) 8 (0.23)
47(1.17) = PRI IS - 5 (0.14)
H 7" Ko N 22/495 (4.44) 34 (0.97)
TV M UHN 4/286 (1.40) -
2 M A 7Y a~EZa e N 33/498 (6.63) 50 (1.42)
178(4.43) R - 1 (0.03)
TR B e 1/508 (0.20) 35 (1.00)
7 I - 23 (0.66)
BN 7YY RiE me U 7 U&Y R 11/495 (2.22) 10 (0.28)
22(0.55) mhU 7YY RifE - 1 (0.03)
. _ ) M= L 27 v — LN 6/506 (1.19) 16 (0.46)
B2 VAT B—VIlJE o -
1200.50) ﬁ: L AT 1 — LIiE - 4 (0.11)
Rk - 6 (0.17)
&2 v —/UIfLE 7 a— 2/506 (0.40) 2 (0.06)
5(0.12) & a— LIE - 1 (0.03)
ISR R/ENIIRE L U o A 18/506 (3.56) 9 (0.26)
39(0.97) EH VU U AIMAE - 12 (0.34)
717—FEH 7 X7 =B 4/484 (0.83) 8 (0.23)
14(0.35) &7 <7 —EilE - 2 (0.06)
ﬁﬁiﬁoaﬂ) YR - 50 (1.42)

¥MedDRA PT : ICH [EFREIRMGEE  FAGE.

EDIE2) : R 8 REMSOERE SR

—139—

LLT : &k




VI. &2 (FERLEOIEE) CBY 51EH

x8 FHENY < FREE

BERA—E (0D%)

; _ RS E COMBKABR"D ) )
B IRSCARE _ ; . " iRt OFEZEO A
¥ RIl{E % O FESH(MedDRA PT™) FEBUEFIEY ”
Q{ ) 00 - FHY o0
FEBUREGIE(%) HETHIHI %) FEBUEBIE(%)
&7~V v A fE X
T/ -
1(0.02) iRl al VRV - %) 1 (0.03)
VYT b fIE . "
10.02) LA v BEEAN 1/492 (0.20) -
Y R AR .
1(0.02) it Y > S8 - 1 (0.03)
ik - 2 (0.06)
& b Y Y AIgE - 1 (0.03)
RIR B2 M - 1 (0.03)
fBEEE
5 ﬁﬁ%ﬁﬁm{: - 1 (0.03)
5 OK5y - 1 (0.03)
4(0.10) -
5 O 1/508 (0.20) 1 (0.03)
N ‘
3(0.07) RIRAE - 3 (0.09)
R .
2(0.05) = - 2 (0.06)
P S
10.02) FNZET 1/508 (0.20) -
HAE e
1(0.02) WA - 1 (0.03)
H &AM - 1 (0.03)
HREREE
— PR A I RS A - 1 (0.03)
R IREEARIE 1/508 (0.20) -
i . 4% s it i - 2 (0.06)
16(0.40) fid i IE 2/508 (0.39) 8 (0.23)
HH 2 A T - 1 (0.03)
< BT - 1 (0.03)
BIEPR SR 6/508 (1.18) 27 (0.77)
35(0.87) JvERYE 1/508 (0.20) 1 (0.03)
SN AEES - 1 (0.03)
PR PR R R B =N ¢ AN - 1 (0.03)
4(0.10) IA T E—XR - 1 (0.03)
ML 1/508 (0.20) -
RN FEED F 3/508 (0.59) 26 (0.74)
3100.77) ALPED FE W - 1 (0.03)
' SANE PR - 1 (0.03)
LU SRR 1/508 (0.20) 2 (0.06)
5(0.12) 1 O SR 1/508 (0.20) 1 (0.03)
MRS o
B B}
6(0.15) RIS 6 (0.17)
PRH o
130.32) PRk 1/508 (0.20) 12 (0.34)

$*MedDRA PT : ICH [EBRESEMGREE  FEATE,
EDIE2) : R 8 REMSDOERE SR

LLT : &k

—140—




VI. &2 (FERLEOIEE) CBY 51EH

®8 FHEUITFHEE BHFA-—E(DDF)

; - RS E COMBKABR"D ) .
BIRSCARE ~ ; . . iRt OFEZEO A
- RIl{E % O FESH(MedDRA PT* FEBUE IR y
SEHUEBIE(%) ( ; gy | EHEREC)
R
40.10) TR - 4 (0.11)
TAXRU— - 1 (0.03)
] - 1 (0.03)
AR A B il - 1 (0.03)
B - 1 (0.03)
LT SRR 1/508 (0.20) -
FrHErE%E - 1 (0.03)
RIEE
ROET 1/508 (0.20) 1 (0.03)
AR oD FL 7 % - 1 (0.03)
AR . 1/508 (0.20) 1 (0.03)
7 LV X — RS 1/508 (0.20) -
B - 1 (0.03)
AR 75 ifi. - 2 (0.06)
AN IR P 28 1/508 (0.20) -
T - 3 (0.09)
IR 2 FEE 1/508 (0.20) -
ARERFE & - 1 (0.03)
EBJURBRES
B 1/508 (0.20) 1 (0.03)
JE3E BT - 1 (0.03)
s - 1 (0.03)
Hg - 2 (0.06)
HA P 1/508 (0.20) 1 (0.03)
IDEEE
TENR 1/508 (0.20) 1 (0.03)
DEARE 1/508 (0.20) -
K%Hﬁ 0.27) WIS 1/508 (0.20) -
VARG 2/508 (0.39) 3 (0.09)
LM 1/508 (0.20) 1 (0.03)
AR 1/508 (0.20) -
— 8(0.20) S PSR - 1 (0.03)
SR 1/508 (0.20) 5 (0.14)
DA ZE SRR 2/508 (0.39) 1 (0.03)
10(0.25) DR JE - 7 (0.20)
P Eféﬂfiﬁ‘ 3/508 (0.59) 7 (0.20)
14(035) ﬁeum“ 1/508 (0.20) 2 (0.06)
7Y A B VPME - 1 (0.03)
'L‘Hbﬁjjos) JEE{ iPN 2/508 (0.39) ;
o 1100.27) R 3/508 (0.59) 8 (0.23)

$MedDRA PT : ICH [HFREIKMFEE  HAGE, LLT : ME:E
EDIE2) : R 8 REMSDOERE SR

—141—




VI. &2 (FERLEOIEE) CBY 51EH

x8 FHENY < FREE

BERA—E (0D%)

; B} AR E TORKRRE) | ) )
B IRSCARE _ . . Ml OFREZEDOEF
- BIVER S OFE(MedDRA PTH FBUE G y
SEE IS (%) ( ) gy | EHEREC)
'“H%”fz(’aof'i) LR - 1 (0.03)
M:/f(o.os) DR - 2 (0.06)
N - 1 (0.03)
mEREE
I JE -5 e 5 4/508 (0.79) 10 (0.28)
63(1.57) & L 10/508 (1.97) 39 (1.11)
Bk - 2 (0.06)
1FTY AL - 1 (0.03)
16(0.40) FTY 6/508 (1.18) 7 (0.20)
JE P A PRk - 1 (0.03)
R 1/508 (0.20) -
A PEFRIRS 1/508 (0.20) 1 (0.03)
& YL - 1 (0.03)
ERiE2LRE - 1 (0.03)
DU g sE - 1 (0.03)
FREE. BES L UHIRES
e K] 2 BEhF 0K - 1 (0.03)
5(0.12) I R - 4 (0.11)
2 e F) I 1/508 (0.20) -
u%“ﬁiﬁ f;z WEE AR - 2 (0.06)
) F PENH B AR P 1/508 (0.20) 3 (0.09)
HEteiEN VR Ao ERe - 16 (0.46)
17(0.42) fitipE - 1 (0.03)
"t B 20.05) i 1/508 (0.20) 1 (0.03)
Hak 30.07) ik - 3 (0.09)
ik 3/508 (0.59) 10 (0.28)
TP Rk - 2 (0.06)
HEEE - 1 (0.03)
S i - 1 (0.03)
W& IfiL - 1 (0.03)
LA - 1 (0.03)
PP SRR - 1 (0.03)
7 LIV X —PEE 1/508 (0.20) -
2 - 1 (0.03)
M SR 1/508 (0.20) 1 (0.03)
1 A g 1/508 (0.20) 3 (0.09)
BREEE
HE BB AN PR 11/508 (2.17) 27 (0.77)
P 20 4/508 (0.79) 15 (0.43)
96(2.39) L& 16/508 (3.15) 24 (0.68)
H RS - 4 (0.11)

¥MedDRA PT : ICH EFREIRMGEE FAGE.

EDIE2) : R 8 REMSDERE SR

LLT : T/E&E

—142—




VI. &2 (FERLEOIEE) CBY 51EH

x8 FHENY < FREE

BERA—E (0D%)

; - RS E COMBKABR"D ) .
BIRSCARE _ ; . . iRt OFEZEO A
- BIVER S OFE(MedDRA PTH FEBUE IR y
SEHUEBIE(%) ( ; gy | EHEREC)
A% 77 ZEO N - 1 (0.03)
35(0.87) A W% 3/508 (0.59) 31 (0.88)
[ s AR 1/508  (0.20) 4 (0.11)
16(0.40) HIERE 3/508 (0.59) 8 (0.23)
T ST L e 3/ 11 (27.27) -
5(0.12) A LT 1/508  (0.20) 2 (0.06)
B 12/508 (2.36) 5 (0.14)
- i R - 1 (0.03)
28(0.70) %& 5/508 (0.98) 4 (0.11)
OB AMEHE % 1/508 (0.20) -
e S R - 1 (0.03)
il
63(1.57) T 16/508 (3.15) 47 (1.34)
B L 11/508 (2.17) 51 (1.45)
62(1.54) :
LR

20.09) AL A - 2 (0.06)
[ s
FEx 10.02) BPERES - 1 (0.03)
Mgt

300075) Mg 9/508 (1.77) 21 (0.60)
I S R i [

8(0.20) HE B i 1/508 (0.20) 7 (0.20)
+JE'§Z{?;”? =T 1/508  (0.20) 2 (0.06)
TH AL

20.05) 1M1 1/508  (0.20) 1 (0.03)

0E% 1/508 (0.20) 3 (0.09)
(LA 3/508 (0.59) 8 (0.23)

+ZiEmEL 1/508 (0.20) -
BARY—7 - 2 (0.06)
HR - 4 (0.11)
EXiil - 1 (0.03)

IS E B R 1/508 (0.20) -
B RE R 1/508 (0.20) 2 (0.06)
Vi TEIR 2 - 1 (0.03)
HEE - 2 (0.06)
DS - 1 (0.03)
BB AP - 1 (0.03)
RIEEE - 1 (0.03)

O D APERE S 1/508 (0.20) -

FRREREE

JITHARE S TI=VT ) NTVAT 27— 5/506 (0.99) 14 (0.40)
154(3.83) TANTEVBT ) b7V AT 27 —EH 6/506 (1.19) 10 (0.28)

¥MedDRA PT : ICH [EHFSEIAFEE LAGE. LLT : TE:E
D) 2) - & 8 KEMIOERE S

—143—




V. 2% (ERLOIEF)

19 5EE

x8 FHENY < FREE

BERA—E (0D%)

; B} KRR COBKHAR®D ) )
B IRSCARE ~ . . . o Ml OREZEDEF
SETEBIB(%) BIl{EH % O FH(MedDRA PT™) %ﬁﬁmfﬁﬁﬁmﬁm(%) S BI(%)
. L i K SR RE SR HE N 10/504 (1.98) 8 (0.23)
pINE NN T AT =T — PRI 15/498 (3.01) 14 (0.40)
IS RE MR A AR - 4 (0.11)
FNIUAT IS =¥ LR - 2 (0.06)
iR T M7 I Y RZT 7 & —EEN 22/506 (4.35) 20 (0.57)
154(3.83) Nl B5 - 2 (0.06)
B R - 1 (0.03)
BT NHVRRT 72— LE - 1 (0.03)
TS RE L - 41 (1.17)
kS - 15 (0.43)
ﬁﬁzm%) ey ve 88 2/504 (0.40) -
JEFEMEREY R TR 28 - 1 (0.03)
IR AR - 1 (0.03)
BEESLURTHEEE
D FEVERE - 1 (0.03)
I - 2 (0.06)
P ¥z 1/508 (0.20) 4 (0.11)
~ ez 3/508 (0.59) 11 (0.31)
70(1.74)
B 6/508 (1.18) 33 (0.94)
EH RS - 2 (0.06)
=z 3/508 (0.59) 5 (0.14)
HLBE 2/508 (0.39) 5 (0.14)
FLEE LIUALEE 1/508 (0.20) 1 (0.03)
11(0.27) e E AL BE - 1 (0.03)
B ALEE - 1 (0.03)
O Z I FEIE 14/508 (2.76) 40 (1.14)
58(1.44) EHME D FEIE 1/508 (0.20) 3 (0.09)
BiE 22(0.55) JHEE 5/508 (0.98) 17 (0.48)
E208 .
10.02) BT - 1 (0.03)
JE - 1 (0.03)
K - 1 (0.03)
A - 1 (0.03)
7 b B — R fE 5% - 1 (0.03)
BT H - 1 (0.03)
Bt - 1 (0.03)
P ER A I A 1/508 (0.20) -
i - 1/508 (0.20) -
BRUE 1/508 (0.20) -
HEAE - 1 (0.03)
Py - 1 (0.03)
AN - 2 (0.06)

%MedDRA PT : ICH [EBREIKMFEE HATE,

1D 2) « & 8 REMSH

LLT : F/E#E
DHRZE S

—144—




VI. &2 (FERLEOIEE) CBY 51EH

x8 FHENY < FREE

BERA—E (0D%)

; _ KRR COBKHAR®D ) )
B IRSCARE ~ ; . . Ml OREZEDEF
- BIVER S OFE(MedDRA PTH FBUE G y
SEE IS (%) ( ) gy | EHEREC)
i - 4 (0.11)
10 TURE R - 1 (0.03)
BEERBLUHEEHBESE

Mﬁﬁioz) 5 49 - 1 (0.03)
%Wﬁz(o 05) i PR - 2 (0.06)
F%E“%ﬁg 0.20) B 1/508 (0.20) 7 (0.20)
BASNER - 1 (0.03)

AR 1/508 (0.20) -

BRI 1/508 (0.20) -
TR ZENE - 2 (0.06)
5 B AN P - 1 (0.03)

EBLURBESE

REH - 2 (0.06)
R fo 100 SRR B HE 10/505 (1.98) 14 (0.40)
(1.00) EAR - 14 (0.40)

SR 2/228 (0.88) -
IR R - 2 (0.06)
A=Y=V 25/467 (5.35) 1 (0.03)
R pIrurar ) 8 - 44 (1.25)
BNT T LD TN ay I =4 —P i 47/475 (9.89) 78 (2.22)
— 7 L7 = 0 47/506  (9.29) 42 (1.20)
N i‘;(g 0 ifL. H R SRR 69/506 (13.64) 58 (1.65)
' BERSRE A B - 2 (0.06)
SRANE ) BLPE RS 2% - 1 (0.03)
BE IR PEBE - 2 (0.06)
B = R IE - 1 (0.03)
T P - 13 (0.37)
B ReREE 2/508 (0.39) 46 (1.31)
SR i B - 11 (0.31)
i PR 7R L BR G 1/228 (0.44) 1 (0.03)
190.47) ERiNSTes - 2 (0.06)
SR H i, - 1 (0.03)
ifi R - 4 (0.11)

%@Eﬁﬁi) AT R4 1/508 (0.20) ;
FR 120.30) SR 2/508 (0.39) 10 (0.28)
E&E@ﬁ) 02) FR B - 1 (0.03)
R 32(0.80) R TR BERG 12/505 (2.38) 20 (0.57)

$¥MedDRA PT : ICH [EBRESEMGREE  FEATE,
EDIE2) : R 8 REMSDERE SR

LLT : FJEah

—145—




VI. &2 (FERLEOIEE) CBY 51EH

®8 FHEUITFHEE BHFA-—E(DDF)

; _ KRR COBKHAR®D ) )
B IRSCARE _ ; . . Ml OREZEDEF
- BIVER S OFE(MedDRA PTH FEBUE IR y
) ( ) gy | EHEREC)
HER R - 2 (0.06)
RS AE - 1 (0.03)
JRKER - 1 (0.03)
bR P - 1 (0.03)
JRIB BReAE - 1 (0.03)
EWERESLVIEESE
A 1% - 1 (0.03)
TEHER) —F 1/508 (0.20) -
T B NIRAE 1/508 (0.20) -
LI - 1 (0.03)
IR A # 2/508 (0.39) -
ARIE7- 5 Hi i 1/508 (0.20) 3 (0.09)
A S - 1 (0.03)
M B 5 E A - 1 (0.03)
PR 1/508 (0.20) -
XM, REESSUVEEEES
| KIBMIEEAS U AE— = - 1 (0.03)
—fE - 2EEES L UBRSELOKE
IR - 1 (0.03)
IR B 1/508 (0.20) 5 (0.14)
9(0.22) A - 1 (0.03)
VU e e - 1 (0.03)
P 1 e 1/508 (0.20) 1 (0.03)
i T 1/508 (0.20) 5 (0.14)
170.42) TR E 3/508 (0.59) 4 (0.11)
AR i e - 1 (0.03)
e s - 1 (0.03)
7 - 2 (0.06)
=gl sNd R 2/508 (0.39) 24 (0.68)
33(0.82) N - 1 (0.03)
HLH - 4 (0.11)
R FEEL 4/508 (0.79) 19 (0.54)
23(0.57) o ’ '
*Hﬂ’ﬁlﬁgoz) WM EERZ 7Y A< vY) - 1 (0.03)
N
1 10.02) W - 1 (0.03)
mp) .
40.10) H¥8 2/508 (0.39) 2 (0.06)
) RE 1/508 (0.20) 3 (0.09)
TS - 2 (0.06)
L lgis R4 - 1 (0.03)

¥MedDRA PT : ICH [EBREHEMGES FEAGE, LLT : THEE
HDE2) - & 8 KEMIOERE 2

—146—




VI. &2 (FERLEOIEE) CBY 51EH

®8 FHEUITFHEE BHFA-—E(DDF)

; B} AR E TORKRRE) | ) )
B IRSCARE _ . " Ml OFREZEDOEF
- BIVER S OFE(MedDRA PTH FBUE G y
SEE IS (%) ( ) gy | EHEREC)
ERRRE
El7 vy - 1 (0.03)
N, AR Yy 3/508 (0.59) -
LRERAH LR QT R 1/508 (0.20) )
8(0.20) DX ST #5y T 1/508 (0.20) -
DR T s 2/508 (0.39) -
ﬁ@ﬁz/}(g' 05) IR E R 2/508 (0.39) -
R A .
10.02) SRR B N - 1 (0.03)
7 7 —EHd - 3 (0.09)
7 v — - 1 (0.03)
m 7 V7= 1/506 (0.20) -
L7 N o bR 1/495 (0.20) 1 (0.03)
Mt 7 a7 ) v E 890 /K8 -
L~ 7 x>0 LB - 3 (0.09)
M7~ U o AN - 1 (0.03)
e~V 70 %) REid - 1 (0.03)
C-RUGPERE A M - 4 (0.11)
s X AR - 1 (0.03)
ayv¥a—HEiRY R - 1 (0.03)
SR PR - 1 (0.03)
~~< 7 Uy ME 1/506 (0.20) 1 (0.03)
~NE 7T e HEN 1/506 (0.20) 2 (0.06)
U 2 EREOE - 1 (0.03)
AR ML EREHE N 1/506 (0.20) 2 (0.06)
REHM - 1 (0.03)
PR A i BR G E 2/228 (0.88) 4 (0.11)
PRUCHE G 7/228 (3.07) -
RPEvael =5 8 1/502 (0.20) 3 (0.09)
SRV BL5 1/228 (0.44) -
AR~ — A — 80 - 3 (0.09)
EE. PESLVLEESHIE
Wa g - 1 (0.03)
FHEEE B - 4 (0.11)
WEHE B 37 - 1 (0.03)
PRR S - 1 (0.03)

¥MedDRA PT : ICH [EHFSEHAFEE LAGE. LLT : TE:E

T KGR E TORKRER 5 BUE G EIEBIE(%)IZ DN T, —HOHFRICE TR EOKGER £ TORKRBROFHE O
BB & DERND L5, BFHL EOMBEIIHAGEBINE D4R TIT, HLFHEE L LT J-ART(Z 3 L &I1E M HEESE 1996)
ZHV, BHER—RE T3l oS OEHI G DY THEEMEE L LT MedDRA Z VTS ZLICK DBEETH D,

T 2KGRIRF £ C ORI 1 2 B A R C Wi, IEEREE b LICHEZ RN L, 2l BEFEIT 509
BITH DM, ZEMZBWTRKRREMBRELBOLZRN & LIEGD 1 Bl 2 &0 6, BRIRREMEREZH S0

RIVEH DT SIEFIEIT 508 BITH 5,

—147—




VI. &2 (FERLEOIEE) CBY 51EH

4) W—TFRAB% [A Tt/ 0. 5mg - Img DHEZY]
R IL—TRABREE FER—E

KFGIEBIER 65
BIVE I BUEBIER (%) 40(61.5)
BIVE R B 99
BIYER OFE FEUEBIE(%) BIVEA OFESE FEHIEBIE(%)
MERUVY vIRREE ERRRE
=il 1(15) JiiNEENoE=S 7 (10.8)
BRRZ PR 1(15) I AEE 2 (3.1)
DR E RBRUREREE
2O ZE 2 (3.0) Tt i s 2 1(1.5)
LEER 1(15) Jrg L 1(15)
ARFEE 5 DR I I E ™ 1(1.5)
i R H 1. 1(15) HERRRUEESHBES
AR HzJ5 1(15) RA M 1(15)
AR 2 1. 1(15) RAfIZ 1(15)
NRER LI 2(3.0) HRERER
BRRES FEIED E 2 (3.1)
i3 4(62) SHR 2 (3.1)
T HE R 1(15) JE PR 1(15)
R ERYE 2 (3.1) BRI 2 (3.1)
15K 1(15) o IR 1(15)
T 8 (12.3) PRk 1(15)
Ve 1 (15 H OEERE 1(1.5)
HRY —F 1(1.5) FBEE
S 5(17.7) 5 oY 1(1.5)
L 4(62) HRAE 3 (4.6)
1 e N A PR J 1(15) BERURBES
BT RRAER 1(1.5) e 1(1.5)
WP AE 2% 1(15) EERRUVIERESE
ERNN 1(1.5) TEHHERY —7 1(15)
IS 1(15) H # P #EE 1(15)
M i 2 (3.1) A H kg 1(15)
2HBEERVESHATERE ARIET 5 Hif 2 (3.1)
W5 2(3.0) MEIRER. MERUHRES
0¥ 1(1.5) UL BITE ST 1(1.5)
FFREEREE EERUVETHEES
NEWINT 1(15) JHESE 4(62)
BLERUFERE ST E 2 (3.1)
ELZES 1(15) PS> 1(15)
EE. PERUVLEEHHE PRI S 1(1.5)
A 1(15) B2 2(3.0)
G 1(15) B 1(15)
mEES
FTY 1(1.5)

* AR R A R A B 10) TH DI mIRBRIAE D 9 Bz & i d,

—148—



VI. &2 (FERLEOIEE) CBY 51EH

®10 L—TRABXMEE BRREEERE &

FRASEBIEL 64
R AR AR A S 5 FE BUE 113 (%) 45(70.3)
Fif A AR A 5 R B 144
A HEUEGLR | A ® H HBUERLL| A
_ (%) EAES 2 (%) JEBIER
~E T 1 e U 4(6.3) 64 VT NI BN 2(32) 63
~< c7 U b 2(3.1) 64 M= L AT o— L 3(4.7) 64
F if BRHE £ 9 (14.1) 64 MM ~Y 27 )& Y KB 4(6.3) 64
i Bk s 2 (3.1) 64 CRP #5/1 1 -
U U RERE RS 4 (63) 64 i # CPK #51 1 -
L BR B oy SRR 1(17) 59 s b Y oL 1(1.6) 64
i MR 2 (3.1) 64 fip 27 v — ViR 1(1.6) 64
AST(GOT)¥& 4(6.3) 64 M~ 7% 7 Kb 2 (3.1) 64
ALT(GPT)H#4/0 3(47) 64 PR R O BERG 6 (9.4) 64
ifi. " LDH #0 2(3.1) 64 SRR B B 1(1.6) 63
y-GTP 4N 5(78) 64 JEH NAG H30 14 (22.2) 63
i HE R S HE 0 5(78) 64 R p R ru a7 ) U | 12 (27.3) 44
JLVTF=v kR 8 (12.5) 64 SR HP R i BR BR PE 347 64
55 DR T TR (ifi. HP BRI 9 (14.1) 64 PR B ER B 4 (20.0) 20
A=A VAS 6 (9.5) 63 PRUEVE BH 1(7.1) 14
M7 27 —BH 3(47) 64 JRFE 1(23) 44
e b 7 (10.9) 64 BrLT7F=r )T IUARY | 4(6.3) 63
TV a~tE s a8 5(179) 63 * RIVEFER (3 9) TA SN EIRRAIIE & BE 1 615V,
F1 W—TREREE BEE—F
FRAIE B 65
JEIE S BUEFIH(%) 25(38.5)
EIYE T B 54
SE IR FEBUEBIER(%) SE IR FE BUREBIH(%)
RGEDORAE 6 (9.2) MRAR 1(15)
AT 10 (15.4) R 1 (L5
X 1(15) AU PEE R 1 (1.5)
RUE R 1(15) s v HE 3 (4.6)
PR R 1(15) A R3S 1(15)
B 1(15) BT AR R 1(15)
Mg 1(1.5) FE v L R 2(3.1)
ELZES 2(3.1) S 2(3.0)
TR AR 1(15) W B 1(15)
oAV AMEE %% 1(15) SRR Y A PV ARG 2(3.1)
T 1(15) HRIES 1(15)
SRR 3 (4.6) Hiffi~ L~ 2 1(1.5)
e 4(6.2) i 1(15)
FERYL MR RS 1(1.5) FEEL 1(1.5)
BB 1(15)

—149—



VI. &2 (FERLEOIEE) CBY 51EH

5) EBEHEMXEX (A TEILDHEEH]
®12 BEBUHABAELYE BERA—%

O E CORKRABR SRR
FRASE B IR R GUE B 5D 137 671
RIVE FH 5 O R BUEH1H(%) 109 (79.56) 257 (38.30)
BIVE S DR BT 325 423
B IRCHRE BIVE M % O FiE HGRIRF E COREARRER RUERRTE % R A
FEEBUIE 155 (%) (MedDRA PT) FBUEBIE(%) FBUEBIE(%)
RREAES &K UFERIE
Rk - 1 (0.15)
R XK - 2 (0.30)
H VK IE 1 (0.73) -
JUAN)IY L T4 T4V VRER - 1 (0.15)
[BEIE 2 1 (0.73) 1 (0.15)
PA M AT AV RAREY 1 (0.73) 8 (1.19)
ESAYS 3 (2.19) -
LA I JE - 1 (0.15)
RLZES 1 (0.73) 1 (0.15)
KIGTAYEE Bk - 1 (0.15)
7 RO EREVEE BR - 1 (0.15)
R~ LA LR - 1 (0.15)
AILRRA T A JL AR 1 (0.73) -
RN - 2 (030)
RS - 1 (0.15)
A TNz - 1 (0.15)
BTHEE S 2 (1.46) 1 (0.15)
BT D HNE - 4 (0.60)
e ﬂ\%ﬁ%{ﬁ 1 (0.73) -
83(10.27) D}i’fﬁ N4 1 (0.73) -
FEER - 1 (0.15)
e JE % - 1 (0.15)
L EEEEA - 4 (0.60)
i - 5 (0.75)
~A a7 7 A<Mk - 2 (0.30)
DA=EES - 1 (0.15)
BIEIERIBR - 2 (0.30)
HMAE 1 (0.73) 1 (0.15)
RS P JE AR - 2 (0.30)
ShEERE A Y A E 1 (0.73) -
YA M AH B A NVAEBR - 8 (1.19)
7 R ERE R M - 1 (0.15)
YA b AH T A VAPV E R - 1 (0.15)
JAAN) UYL T 4T 4 VG 1 (0.73) -
JRYAE R 1 (0.73) 3 (045)
AR PEIT 28 1 (0.73) -
[ A% o B R 1 (0.73) 4 (0.60)
G TS - 1 (0.15)
i ZEARE - 1 (0.15)

—150—



VI. &2 (FERLEOIEE) CBY 51EH

& 12 BBERERBEE

BEA—E (0DF)

B IRSCHRE B VE R %5 i TGRS £ TOMERBR RUERR 5 TR A
FEEBUIE 155 (%) (MedDRA PT) FEBUIEBIE(%) FEEIEBIE(%)
FRGEDORIE 1 (0.73) 3 (045)
NBR - 1 (0.15)
IS - 1 (0.15)
REAE FEE_E1R% - 1 (0.15)
83(10.27) YA N AT u A N ARERE 2 (1.46) 1 (0.15)
LA B-D-7" v 77 2 BN - 1 (0.15)
7 a A k) Ty ARERE - 1 (0.15)
T AL L AR A B - 1 (0.15)
B, BB LUHMTHOFEYD ERBLUR)—TEED)
JOoNRNEBEEDE
i FE/ N g - 1 (0.15)
1(0.12)
F I LS 1 (0.73) -
miEH LU VIRREE
ﬁiﬁfgﬂi MR ERE - 1 (0.15)
2 - 6 (0.89)
& ~< 7 U MNEb 1 (0.73) -
7(0.87) ~T7 0 e R 1 (0.73) -
AR ERER 1 (0.73) -
{tgu?;ml}ﬁ I B IR - 1 (0.15)
1) 2 INEREAD U 2 XEREE D 2 (1.46) -
3(0.37) U U RERE o E 1 (0.73) -
U HREREHE 0 2 (1.46) -
BIMEkiE% H i EREE N 5 (3.65) -
8(0.99) U ERE Sy R 2 (1.46) -
HAEK E S =8 1 (0.73) -
i(’;_‘z”;;ﬁ'y L/ N 1 (0.73) 2 (0.30)
ifi;ﬁl} [ ifn R R > 2 (1.46) 6 (0.89)
U L RERETHE N 1 (0.73) -
KRB LUREREE
ﬁgﬁfﬁ) BE R - 1 (0.15)
[k 2 (1.46) 1 (0.15)
7 I - 1 (0.15)
=ik LH 7 R o s m 6 (4.38) -
13(1.61) Ty R 1 (0.73) -
JRFT R BEGTE 3 (2.19) -
7 an~E s a8 2 (1.46) -
S3LATFO0— | HaLATa—/VIE - 1 (0.15)
JUIME e g I E - 1 (0.15)
6 (0. 74) M= 27 a— L 4 (2.92) .

—151—




VI. R£% (ERALOEES) (CEHT SEH
x12 EBHXExEE BEA—E(0J%)
B IRSCHRE B VE R %5 i TGRS £ TOMERBR RUERR 5 TR A
FEEBUIE 155 (%) (MedDRA PT) FEEBUEBIER(%) FBUEFIER(%)
&7 ) ) LIE EH U U AMAE - 12 (1.79)
15(1. 86) A2 Y o NN 1 (0.73) 2 (0.30)
K7 N7 2 e - 1 (0.15)
= p
EZ8MmiE M7 L7 3 b 1 (0.73) -
2(0. 25) T
MR Fs 1 (0.73) -
w7k SVPINii:i3 K~ 7320 A UE - 37 (5.51)
65(8.04) ML~ 7 x>0 L 23 (16.79) 5 (0.75)
&+ U LIS \
2(0. 25) 7 bV ¥ AfnfE - 2 (0.30)
TE7—€LR &7 7 —EilE - 2 (0.30)
6(0.74) 72T —EHM 4 (2.92) -
EhUSUEY RiivE . .
8.(0. 99) e ~U ZU&Y R 8 (5.84) -
= bR B4 M0 fiE
2(0.25) i R I HE 0 2 (1.46) -
JizK 1 (0.73) :
fECHELSH U E - 1 (0.15)
fREEE
TR ‘
5(0.62) RHRSE 2 (1.46) 3 (045)
HEREE
BHEL . .
4(0. 50) FEh D F L 2 (1.46) 2 (0.30)
KEEE R
100.12) VN - 1 (0.15)
e _
G}
25(3. 00) I 8 (5.84) 17 (2.53)
LUN JE SRR 16 (11.68) 8 (1.19)
25(3.09) F D SRR 3 (219 -
. jﬂ:i%ﬁﬁ? 1 (0.73) -
4(4. 50) 5 bR 1 (0.73) -
ik 1 (0.73) 1 (0.15)
_ A - 1 (0.15)
BERE =
3 (oii)% A REE 1 (0.73) -
' SR 1 (0.73) -
{EER
i) -
2(0. 25) (GElis 2 (1.46)
PIREERES U
100.12) R FR M - 1 (0.15)
REL o
90 (1. 14) PRHR 40 (29.20) 50 (7.45)
e E 1 (0.73) -
FT IR 1 (0.73) 1 (0.15)
P T A 1 (0.73) -

—152—




VI. &2 (FERLEOIEE) CBY 51EH

®12 EEMXEXEE BEA—E(D0JF)

B IRSCHRE BI/E A% OME TGRS £ TOMERBR RUERR 5 TR A
FEERIE B2 %) (MedDRA PT) FEBUEBIE(%) FEBUE 1 55(%)
RIEE
iR ,
10.12) AR - 1 (0.15)
TR 1 (0.73) -
EBJURBES
| st ] | 1 (0.15)
D EEE
HlE BPoliE - 1 (0.15)
2(0. 25) MR A Pk 1 (0.73) -
TEAR N
10.12) DA ARED - 1 (0.15)
EniFE ‘
100.12) e 1 (0.73) -
$EAR
100.12) IR - 1 (0.15)
mEEE
WAL 3 (219 -
53?3%2) FTY 15 (10.95) 7 (1.04)
' Bk 2 (146) -
mELS i I - 1 (0.15)
2(0. 25) MmE 5 - 1 (0.15)
TRHD R AR - 2 (0.30)
MEIRER. WIS &L UHRES
e O, R -
100.12) I R B - 1 (0.15)
R PR AR R - 1 (0.15)
1 PEFBE R 3 (2.19) -
BREE
] HEFBAS PR 2 (1.46) 1 (0.15)
?%ﬁ 28) R 1 (0.73) -
' G 5 (3.65) 1 (0.15)
i P R 5 1% B
2(0. 25) LR 1 (073) 1 (015)
OMR# 77 AR 1 (0.73) -
5(0. 62) EIRES 1 (0.73) 3 (045)
T ‘
10.12) b ] L (013
iokelba .
100.12) LR R 1 (0.73) -
B B 9 (6.57) 11 (1.64)
20(2. 48) ' )
it ;
40, 50) AL 3 (219 1 (0.15)
R s - 2 (0.30)
3 - 1 (0.15)
B Bl iR R 1 (0.73) -
iR - 1 (0.15)

—153—



VI. &2 (FERLEOIEE) CBY 51EH

®12 EEMXEXEE BEA—E(D0JF)

B IRSCHRE BIEH % O FH TGRS £ TOMERBR RUERR 5 TR A
FEEBUIE 155 (%) (MedDRA PT) FEBEGIE(%) FE BUEBIH(%)
W5 % AL - 1 (0.15)
A EP AR P - 1 (0.15)
B OO Fn L 1 (0.73) -
ERE) 1 (0.73) -
B4 Lo & - 1 (0.15)
DR B AN PR - 2 (030)
I D RIE 1 (0.73) -
LRl 1 (0.73) -
FREREE
SRS RE L - 20 (2.98)
kS - (1.34)
TI=UT ) NTUAT = T—EHN 7 (5.11) 3 (045)
FFHeERE TAGRAMT ) W AT 27— 1 (0.73) -
44 (5. 45) i L e i K SR RE SR HE N 1 (0.73) -
y-INE IV DT AT = 5—EHIN 4 (2.92) 1 (0.15)
IS RE MR A R - 1 (0.15)
M7 VA ) EAT 7 4 —CHN 2 (1.46) -
HiE SN - 1 (0.15)
2(0. 25) A e v L e 1 (0.73) -
BEESLURTHEEE
gﬁf 62) BEESE 2 (1.46) 3 (045)
R gz 1 (0.73) -
8(0.99) B 4 (2.92) 3 (045)
$IBE LA BE - 1 (0.15)
2(0. 25) fiti i PEALBE 1 (0.73) -
O D FEIE 2 (1.46) 1 (0.15)
4(0. 50) 2L O FEIE 1 (0.73) -
I 18 %6 B AR 0 1% B
jiﬁﬁ:i:}ﬂ;g@ AF 4 =T VA V7 R - 1 (0.15)
1(0.12)
FEE g 1 (0.73) -
E A 1 (0.73) -
AL eSS 1 (0.73) -
BEERBLUESHRBES
ﬁgfi) BAHiivre 2 (1.46) 2 (0.30)
AR e e 1 (0.73) -
3(0.37) P 1 (0.73) 1 (0.15)
RES 1 (0.73) 1 (0.15)
BRI - 1 (0.15)

—154—



VI. &2 (FERLEOIEE) CBY 51EH

& 12 BBERERBEE

BEA—E (0DF)

B SCHEE BIl/E S OfE TGRS £ TOMERBR RUERR 5 TR A
FEEBUIE 155 (%) (MedDRA PT) FEEBUEBIER(%) FEEIEBIE(%)
BB L UREES
mpR iz - 2 (0.30)
3(0.37) SR i B - (0.15)
gg(gﬁfw SR 1 (0.73) 2 (0.30)
BEAR - 1 (0.15)
i%gen R H - 1 (0.15)
RV B G 11 (8.03) -
e 1 (0.73) 11 (1.64)
B - 21 (3.13)
BEE A=A VAS: 2 (1.46) -
72(8.91) BN TEFAD Zay =4 —PiN 19 (13.87) 2 (030)
Mo V7 F = 3 (219 17 (2.53)
1. AR AN (0.73) 1 (0.15)
Zif_‘i R PA 2 (1.46) 1 (0.15)
—f% - 2EEES L UBREELOKE
iﬁ](fw) Jiabra 3 (2.19) -
HEER EOHEERA N7 a7y =, 7vasd ) 3 (045)
3(0.37) =), R aty—) '
ﬁi%;)@ 1B E 7 (5.11) 7 (1.04)
iR RGPV - 3 (045)
3(0.37) ]
5%(?362) FEEL 1 (0.73) 4 (0.60)
ERRRE
CK (CPK) £ & 7 L7 F ok ARFF—PH ) L (015)
1(0.12) i '
;LE:‘)E'% BRI - 1 (0.15)
o7 Ko R - 1 (0.15)
i HP R B - 1 (0.15)
C-FUGPERE A H#m - 2 (0.30)
IRE 5 - 1 (0.15)
AR R A L 2 (1.46) -

MedDRA PT : ICH HFREIHFEE HAGE(Ver. 16.0)

—155—




VI. &2 (FERLEOIEE) CBY 51EH

6) EHRMUEHE - KEHRICEHT SMEMEMA [HTE/L0. 5mng - Img DHEZH]

ORREFE TOERKRER
£ 13 ZRUEHKX - REHRICEHT DEEMMAEE
BEIERRAGREE CGRRREEREE. BREEZSD)
L AEVERAT R SHE B 25
BIEHI S BUEBIE(%) 25(100)
RIVEHZE B4 357
EHRMUHX - KEHRICEHT HHEE MBS BHER—EX
fIl{EH (MedDRA/ s KO fl{EH (MedDRA/ s KO
J version13.1 SOC/PT)™* RRIEPHGe) J version13.1 SOC/PT)** FEBIEGIB (%)
mMEH &V VR REE 5(20.0) ARfEE 9(36.0)
A . 3 (12.0) MR o> 555 & 1 (4.0
VA MM i 1 (4.0 ENEE 1 (4.0
1/ MR SE 2 (8.0 ARG 57 1 (4.0
RERES 1( 4.0 H PN B 2 ( 8.0)
Ky 7a7 ) iffE 1 ( 4.0) T i 2 ( 8.0)
R bEE 4(16.0) FEME S 1 ( 4.0
7 Tk 3 (12.0) AR iz 4 1 (4.0
AR RE L E 1 (4.0 o] 1 (4.0
REBLUREREE 20(80. 0) i M 7 1 1 ( 4.0)
JiiAk 1 (4.0 £ 1 (4.0)
B PRI 7 (28.0) EB L URBES 1(4.0)
Tk e 6 (24.0) H AP 1 (4.0
Ea L AT o — VILE 1 ( 4.0) IDEES 6(24.0)
=k 1 (4.0 DMAE 1 (4.0
&Y T A fUE 2 ( 8.0) B 1 (4.0
e DR I L JiE 1 ( 4.0) SIS R 1 ( 4.0
K7 T 2 v ffE 1 ( 4.0) EEMEENR 1 ( 4.0)
Ko L AT g — L iLE 1 (4.0 PN 2 ( 8.0
R B E 2 ( 8.0) PR R 1 ( 4.0)
& U o A fUE 1 (4.0 mEEE 6(24.0)
K~ 7' %> U AE 2 ( 8.0) WAL 1 ( 4.0)
1KY B E 2 (8.0 T I 6 (24.0)
R A fE 1 (4.0 ARG 1 1 (4.0
IR B S 7 (28.0) LA BB 1 (4.0)
e A S 1 (4.0 1ETH 1 (4.0
&7 2T — B 1 (4.0 FREE. MIENE &K UHERES 9(36.0)
2 TRUHE PRI 1 ( 4.0) BRI R 4 1 ( 4.0)
FEEEE 6(24.0) [Ekgied b7y 7 (28.0)
ARRSE 5 (20.0) Ja 7k 1 (4.0
HoLEEZDRS 1 (4.0 Hifi 5 o 1. 1 (4.0
HIREREE 12(48.0) WE P HE N 1 (4.0
RS E W 1 (4.0 RRGE DORAE 1 (4.0
DR e 1 (4.0) 1 e ek 1 (4.0)
GEVG 1 (4.0 BEEE 16 (64. 0)
JHF M AR E 1 ( 4.0) R AR PRk 1 ( 4.0)
TR SR 3 (12.0) i3 2 (8.0
1 PR 1 ( 4.0) gk 1 ( 4.0)
LS 2 AR 1 (4.0 NER 2 (8.0
PRk 7 (28.0) 5K 8 (32.0)

XK ¢ ICH [ERRE S FEE B ANFER verl3.1

A B AR BUEEATE

—156—




VI. &2 (FERLEOIEE) CBY 51EH

ZRMUHX - KISHRICE6T DREE MR & M

BIEA—BER(DDF)

&/ F (MedDRA/ o il H (MedDRA/ o
J version13.1 SOC/PT)™* RRIEPHGe) J version13.1 SOC/PT)** FEBIEGIR (%)
TR 5 (20.0) % 1 ( 4.0)
B 1 (4.0 SRS 1 (4.0
VS AMEHR % 2 ( 8.0 S 2 ( 8.0
[ A 1 ( 4.0 R IR R 2 1 ( 4.0)
RS 1 ( 4.0 B2 R I 2 ( 8.0)
MR R 2% 1 (4.0 EAiR 1 (4.0
B D N A 1 (4.0 5z BT 1 (4.0)
A% 5 (20.0) HERRE L UEEHABES 6(24.0)
wE 1 (4.0 B &R 1 ( 4.0
YR 1 ( 4.0) ik 2 ( 8.0)
M - 3 (12.0) e E 1 (4.0
JILFA A i 1 (4.0) EEREen 1 (4.0
FFREEREE 3(12.0) HHLRRIE 1 (4.0
MBS - 1 (4.0 TR 1 (4.0
JHEZS 1 ( 4.0) BB LUREES 2(8.0
RERINF 1 ( 4.0) B RERE 2 ( 8.0)
Jipes 1 (4.0 EERBLVIERES 3(12.0)
EESLUVETHBES 14 (56. 0) B3 AU AN 1 (4.0
g 4 (16.0) T E NS E 1 ( 4.0)
B ESE 1 ( 4.0) HLHI A #% 1 ( 4.0)
BB S S 1 ( 4.0 RS 1 (4.0
BRI i 4% 1 (4.0 —f - 2BEEL L URSEHIOKE 6(24.0)
L 2 (8.0 i 8 A e 1 (4.0
% 1 (4.0 SR 2 ( 8.0
BRI Z MRS 2 ( 8.0) 1 2k 1 ( 4.0)
HLBE 1 (4.0 e 1 (4.0
BT . 1 ( 4.0) FAG PR 2 ( 8.0)
% B 1 (4.0 5. PESLVLESHIE 1( 4.0
TR EEPRE 1 (4.0 W T 1 (4.0

ME 1 ICH [EIBREIEHIFEEE 0 AGERR ver13.1  Z3E BRI S/ BEATE
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VI. &2 (FERLEOIEE) CBY 51EH

SRUHX - KEMRICEHT SMEMMAREE RRREEEE-—EX

FI{EH (MedDRA/ s 0 FilfFH (MedDRA/ e 0
J version13.1 SOC/PT)™ PR J version13.1 SOC/PT)** e
ERRRE 25(100. 0) [DEGEE 2 ( 8.0)
TI2VT) MU AT 27— 2 ( 8.0) PR R O WG 1 ( 4.0)
TR —EHh 1 (4.0 Y a~E s e v 2 ( 8.0)
7 <7 —EHm 2 ( 8.0) s a7 1 (4.0
mH ey e Hhn 4 (16.0) IR E& 1 (4.0
M= LA a— L 3 (12.0) Y X —P N 2 ( 8.0)
mH 7 L7 F =8 2 ( 8.0) IKELE Y RE AN 3 (12.0)
g7 a> Y v G 10 (40.0) U LRSI 2 ( 8.0
ifi H LR I K SR R 4 N 2 (8.0 M A2 a7y 4N 1 (4.0
Mo~ 7%y KEd 1 ( 4.0 B P RS N 1 ( 4.0)
sV o KM 1 ( 4.0 i/ 5 (20.0)
JiiNEENoE=S 2 ( 8.0 HE A 1 (4.0
M kU7 Y'Y R8N 3 (12.0) (LGN 1 (4.0
1 R RN 5 (20.0) BN 2 ( 8.0)
i R 0 1 ( 4.0 H L EREE N 4 (16.0)
C-I & E N 6 (24.0) Ik e 2 ( 8.0)
MR X RS 3 (12.0) PA R AH BT AN AREBE 2 ( 8.0)
ALY o — X W 1 (4.0 f.H g-D- 27" 71 40 2 (8.0
M ER 5y SR S 3 (12.0) R HEE BRI 1 (4.0
DEM T AR 1 (4.0 JiFFESE b5 2 ( 8.0
I B ER B> 1 ( 4.0 Hj~— b — 5 1 ( 4.0
I NEIN T UAT =T =P 5 (20.0) =Ty 7B b TRTA VEN 2 ( 8.0)
%% ¢ ICH [EIBRE S AIFELE 0 AGEIR verl3.1 B B/ B0/ B AGE
SHRUEBRX - REMRICEHT SMEEMAES BEE—ER
FIl{EF (MedDRA/ R Ril{EHl (MedDRA/ o
J version13.1 SOC/PT)** FEBEIR (%) J version13.1 SOC/PT)** FEBEIR (%)
REES L UVFERE 19(76.0) B DA E 1 (4.0
=2 1 ( 4.0) JNELTHSE 2 ( 8.0)
i IfLiE 1 (4.0 Alees v 2 &2E 2 (8.0
KBSk 2 ( 8.0) hE % 1 ( 4.0
[ i 2 ( 8.0) RS 1 ( 4.0)
PA NATa A NVRIFR 1 ( 4.0) PA RNATTa v A AR 1 ( 4.0)
PA R AT T A VA EG 1 (4.0 Bl e ¢ 1 (4.0
B B B R 1 (4.0 SR R 1 ( 4.0)
BIBR 1 (4.0 HRIREE D v P A E 2 ( 8.0
Wy 4 (16.0) FUEL TS 1 ( 4.0
PN DS 6 (24.0) Za—EVATF4AVRY x Vi% 1 (4.0)
) N T RE 1 (4.0

XK ICH [ERREIRHFELE B ARGER verl3.1  ZR'E BRSO TVEAGE
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VI. &2 (FERLEOIEE) CBY 51EH

QO EEARERE
®14 ZRMUEHGR REHGRICEHT IHEUMRABE T IRMBEEARBERE BIEA—BEX Y
BUEIRIT R A DR

LERNERRAT R BIEBIER 174
BIVEH S D FBUEBIE(%) 128(73.6)
BIVEFH & OFHE FEBURE G RIEF % O FEBRE B
(MedDRA/J version 24.0 SOC/PT) ** (%) (MedDRA/J version 24.0 SOC/PT)** (%)
JRYSER L OV BUE 50 (28.7) B, EMB JOSEM AR AW 4 @3
IR 1 (0.6) (FERBLORY -7 25T ’

AR R 1 (0.6) T B 1 (0.6)
RUE R 1 (0.6) JFisE 1 (0.6)
REST AL AE 1 (0.6) AR 1 (0.6)
66/ 1 (0.6) TS 1 (0.6)
B2 1 (0.6) Mg LY R REE 4 (2.3)
PA D AT YA A JEG 6 (34 A 1 (0.6)
TR R G 2% 1 (0.6) R Z M 1 (0.6)
JND B2 J& MR B RE 1 (0.6) ifnAg P i/ NS P SR BRI 1 (0.6)
THEE R 1 (0.6) 1M ER A E 1 (0.6)

B R 1 (0.6) R L OVGeskEEE 46 (26.4)
B 1 (0.6) B IR I 15 (8.6
A 1 (0.6) 2 b=V AR R ORERSF 1 (0.6)
i~ LR 1 (0.6) TRt i s 2 5 (2.9
LSRN 9 (52) B L AT m— L IUE 6 (3.4)
A7 W 1 (0.6 e I 1 (0.6)
nHEE % 3 (1.7) Eh U U AIMAE 7 (4.0
B P HE 2 (1.1) e DR I L JiE 1 (0.6)
AfEs v e 6 (3.4 KAV 7 AfLfE 1 (0.6)
EEEES 2 (1.1 K7 MU U A E 1 (0.6)
fiti & 9 (52) JEE Jw e 7 (4.0
FUIAE 1 (0.6) MR B AP 1 (0.6)
FtkZe 1 (0.6) BEX5 el BIE 3 (L7)
AROE G 2 (1.1 e B g 2 (1.
SRS 1 (0.6) 2 R R I 2 (1.1
SHVEE R IE 1 (0.6) AT aA REERP 3 (1.7)
PA AT BT A A SEG IR 1 (0.6) Rl 16 (9.2
HA N AH T A A MSE 4 (23) R 1 (0.6)
TLE R T PR E 1 (0.6) W 1 (0.6)
TR TS 3 (1.7) AARSE 13 (7.5)
BT 1 (0.6) WERE R T 1 (0.6)

FER~ A a7 TV TG 1 (0.6) PR TR B 19 (10.9)
TR EE S 1 (0.6) i astiil 2 (L.1)
(=30 N[Ok 1 (0.6) e 1 (0.6)
Za—F VAT R - A BT A filik 2 (1.1 T A NA e — B 1 (0.6)
YR R S 1 (0.6) TADN 1 (0.6)
SHR 1 (0.6)

YL SRR 2 (L.1)

PR 1 (0.6)
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XK 1 ICH [EIBRIE IR FREE A AGERR ver24.0 38 'E BRSO B/ AR
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BIVEFH & OFEHE FEBURE G RIEF % O FEBRE I
(MedDRA/J version 24.0 SOC/PT) *%* (%) (MedDRA/J version 24.0 SOC/PT)** (%)
ER IR 1 (0.6) R B 1 (0.6)
PR 13 (7.5) W2 1 (0.6)
TR 1 (0.6) FNRRZHiE 1 (0.6)
R pEE 2 (1.1 B i R & O A kLR 8 (4.6)
H PR 1 (0.6) RA M 1 (0.6)
K474 2 (1.1 I 2 (1.
TR A R 1 (0.6) A 2 (L.1)
His LUk RE 2 (LD 5 P 1 (0.6)
BT 1 (0.6) il 1 (0.6)
[EIEMED F 1 (0.6) HE A 1 (0.6)
Lok E 7 (4.0) ST YRR T B HE 1 (0.6)
LA 3 (1.7) B L ORI E 29 (16.7)
DARE 1 (0.6) PREEHEA 1 (0.6)
s 2 (LD Pl PR R 1 (0.6)
SR 1 (0.6) i 5 (2.9
A REE 18 (10.3) RS RE kR 21 (12.1)
& L 16 (9.2) DPEE R E 1 (0.6)
TREBERMR LA Y 2 (LD — - REFEER L OGN O 7 (4.0)
FERRIE 1 (0.6) (VR 3 (1.7)
U i e R A2 1 (0.6) iy 1 (0.6)
MG ER. MOEREs & OMGERmpE S 8 (4.6) EisReREa 3 (1.7)
R A 6 (3.4) BRI IR 18 (10.3)
fiti 5 o 1. 1 (0.6) TI=2TR ) NTUAT 2T —EHN 2 (LD
SRMERFE 1 (0.6) TANGXET ) (T VAT 27— 1 (0.6)
I 16 (9.2) gz L7 =880 6 (3.4)
280 1 (0.6) I H 7 R o N 3 (1.7)
B 5 (2.9) i LR IR SR EE SR AN 1 (0.6
TH 1 (0.6) FEW R TN 1 (0.6)
HH - T HR IR 1 (0.6) YINE IV RT AT =T — P 1 (0.6)
e TR 1 (0.6) IRIE 5 1 (0.6)
iZES 1 (0.6) iR 1 (0.6)
BB IE B R 1 (0.6) PA AT 1AL AR 1 (0.6)
TN 1 (0.6) N AT I F—EEF 1 (0.6)
A% 2 (1. M7 B Y RRT 7 Z—EH 1 (0.6)
Mg 1 (0.6) B T4 DNA HIE Rk 1 (0.6)
1 ORGSR 1 (0.6) SR 5 1 (0.6)
JHFRA.TE SR B 5 5 (2.9) =gl 1 (0.6)
R =R 2 (LD 55 R K OYLE A DHE 1 (0.6)
TR 3 (1.7) FHEE B BT 1 (0.6)
FEIE R £ OV T Rk R 11 (6.3)
JHEE 2 (L.1)
s 1 (0.6)
Fe & w5 3 (1.7)
% O PEIE 1 (0.6)
Bt 2 (1.1)




VII.

Zett (ERALDEES) Y HEE

9.

10

11

HBERBRERRICREZIEE
FEEN TR

BERE

13. BEERS

13. 1 fE4R

BUN E&H., 7 V7 F = EH B, FIEER, R EFERHE ST 5B 20200,

13.2 &

FERM R REIRIT 2V, BITIC K o TBREI R,

(i)

AFl O EREIZL D BUN, 7 L7 F=r k& B, FIREE OISR LAERHREINL TS Z
b EtE L,

D ORER OB SR OME & LT, RFIO—RpREG AR, B, TR B M OV R TR0
BEEFEIC L ORBMEELZ BN E L7 2= b v ERHITON 5,

F7o. BHEER O OITEMEIR O R 2 B RKICT DICIIAFBRERG% | BERUNOLEN L £ L <, Mk
BT IIARN DS ANE CHERIS FAKRE L, & SIZAFHOMARIC T2 Z L6 FHATIEARWE O
'ﬂ:]: 216-218)7j§ -olb éo

<HBHE>

AKN O ERE G 12 IO, 12 FHF 11 FIEHERER S Mo 1 fliX2 BHRIChZ0 3 EORGIZX 5iEE
BHEHITH D, WERGOEEEIIFTIERD 305 Th o7z,

12 Bl 7 Bl BUN ER R OUIE 7 V7 F = ORFE FA B, FRELXOITEEREY N AL, £
7oy AANC X DHEFRIETF O 1 IR AR, B A N7 T XA~ E K OWUISE &2 30E L7223, ARA| & ORI S
fRITARHTH - 7,

ZIBDIERB A BT EEE 8 Bl &R RGHIEH D WIIFTERIC K 2R GHHICTERSHEE L, F
7. 3 EOREGTBERE L RSTIEFOZ 7 0 ) A ADMTEEIT 19ng/mL, HEEGEOZ 70 ) A
A DI T 51.6~197ng/mL T -7z,

WERGOME & LT, ()EBEE. QIEMHREO#&RE, QVBIETEEETF N7 r—LAP4S0Ickpr 27 a )
AAORBITEEZ B E LTe 7 == b UG @KERM SCEICTREOERFHEIE - T2+ e #lsd %
1T 7= 210,

HRALDOIE

4 BRLEDFE [ 72 LrOH%Y]

14.1 ERIRFEFEDFE

PTP BEEDHANT PTP o — b LWV L CRAT 2 L 28952 L, PTP > — FORAEKIZ LD |
BN A BB S BT AE I A~H AN L, FIIZ B2 B 2 L TR RSO EE R AIHEA T2 Z &N
H5,

(A0

H SEFE 5 240 (AR 8 4F 3 A 27 AR OV 304 5-(CFRk 8 45 4 H 18 HAF) TPTP #AkRIZ DWW T 1
BEVERTE LTz,
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VI. &2 (FERLEOIEE) CBY 51EH

12. ZOHOIE
(1) ERERERAICEDCER

(2)

15. 1 BEEREAICE D < 1H#R

<$hee#E >

15. 1.1 o MHIANC X DGR A2 2 T 7= B3 T, EIEESGRRC Y v, SRS ORAERNE &
THWMEND D,

<BAE)O<TF> [ 7&N 0.5mg » Img DHFEY]

15. 1.2 KK AN FLx— b, bt v~F3EH D5\ i3t TNFa 2452 0FH L72BEOF R ER O
LEAVEIIREST L TR u,

15. 1. 3 N\ LB E B 55 O TR 1 B ARH| O 22 IR L TUauy,

<IW—TREBX> [H#7 &1 05mg + Img DK%Y ]

15.1. 4 AGEIFE COBKABRICB N T 28R HICEV 7 LT F=0 27 U T 7 ADK FRALNT
W5, ek, MiiR#EOFAEN3SS Fc VT, SEBIEK TROZ LT F =2 EHORBRIL 2.9%
Thol-,

(i)

<%heE>

15. 1.1 BRI B W CHRIEMEIFIEGIC L0 U o S E42 S HEMEEO R RN 5 2 & 03—
BB TWA Z EnD, TOELZLH L, (I EELERMIE L FDEA 8.7 DHEBM)

<BAERYU I F> [H 7 &N 0.5mg « Img DA% ]

15.1.2 Bffi) v ~FHBEICBNT, AFIE AN FLFY—h, hOHL) 7~ FHE OB TNFa 554 & o
BRI OV T TR EmRA 72 <. 20 200 LIZBOA R OV 2T L TV RN 2 &
5, TOFETLH L,

15. 1. 3 — A S Z Bl &l 0 e 59 1% BRI BT/ /4 12) O EYUEF BLIC X T~ 5 B R LE TH 5,
s A fEE L2 5 1) 2 ST A O Se e MBI O LY A7« X327 4 v FOBEAN LR EF/R D
DD, BV U~F O XD RIEBFEEOE B TR, BISIER OEITICLE 5 SV T o JJ il
HCTORROFERIZEST L2 L E2BETRETHLEEZLND,

72, EWNORETY v~ FEE TOMKRERCIT, AFIRGHIM T OB, BB 72 & o N TR E i &
BB Z BT 2MRENRIE AT 5 2 & 28R IR (PR ILRIE) LT Wiz 7o FiffaiIZ I 1T 2 A4l
DEAVEIZRET 5 AGE TS HAL TR0,

SIW—TAREBX> [H7 &/ 05mg + Img DALY ]

15. 1.4 V—7 2B RN OEIRIC BT DUAMOBEKRRBR TIZ, 7 L7 F=227 V7T 7> AILHERNEE

B TWhholzZ b, ZL7F=2 7 U7 I3 RAET2HERIZIZ Loy, —T7 R

BRCTOBERRBRTIEEHICONWTIZ LT F=r 7 VT F 0 A%REL, BERNLHLN 27 LT

F=r 7 VT T AMETERODL WAL, VT ABREEEZNGE LT-HREOFEZE S

PEREAT KT SGHEBIEL 1355 BT\ TC, BB GROZ2VECE# 51 1508 H)IZ W TG L 72k

R, BEMIHRGICIVRERRBBEO EFITRD bn2noT,

JEERPREARBRICE DB

15. 2 JEEREREABRICE D < R

15.2.1 7 v F(1.0~3.0mg/kg, ¥ T8 5)T, 8O R ONE FHESHREOIK TR, o ERE i
BIHRE DR T 380 b iz 219,

(fiRF)

Ty MZEZ 7 u U LA 1.0~3.0mgke/ A % 2 R Fich L7 BRRIZBW T, MEEATHREAZ R LT &
Z A, AERFICER EIRZSOR 75O RD K OR T IEEOMK T2 R S4, 3mg/ke/ B #% 58 TR
B OB R RO FEADED BTz 29202 L bt Lz,
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X. FFERPREAERICBET SIHE

1. REHR
(1) ZEhFEHER

(VI. ENFEEBICEHT HIER) 0HER

(2) REMEREHR

Z7u ) NATEIRNES 3.2mg/keg. RO H&E 32mg/kg F TOHRGEIZBW T, RMEMRR, HIEMmR

RKOER, B

P
HE\

MR L CRPEDIER 2R S 22~ 72 20,

27 1) AAOREABE (T NG TR - JEEREGR O S0 EHNITER D BRI 1273,
FRPI -5 CHRRRIFA X RPN T DA 25 B OV BR B AR ML 7 i) 2358 00 B 47z 220,
Flo. PARBRER AT U A BREEEB RG], T MR TR, WEE T m DL E SRR T Y R

SUWTUHE T P BIESWEL 7 v MNBRNAK S ETRTTENGE O b 2,

() ZOHOEBHG
AR L

2. EEHER
(1) EEx5EEHER

B E#E5E M LDs (mg/kg) 2

ELZiEi S5k
==
1R 2 i i
i fEs 57.0 23.6 50*
it i 134.0 194.0 >250

(2) RERESHEHER

* Bt R

Zv MOk b ICH ARG LEEL et L7oRRIZUL T O LB Tholo, (REMINEOIS] Bl
NN A SRR O ZE R GFER PRI AN, A% o WAk R o0 i FERE ) K ONES R (B2 B PR AR oD fif- M B
b, BE - fEERSOARI)PERBETH T,
7T 0.05~02mg/kg 1 H 2 [A] 4 B > THAIRNEZE S LIBRFT L7 245, 7y b, BB L
BOFMMEN S, Z Uz ORI AR AN D ESEATE . SRR IR KRR, Ml 72
EOENBE SN, ZORBRICE T 2 AR 0. Imgkg K Th o7, 7ok, ARERTIL, 4 HH
5% 4 WFIRIE LA T 7208, OB TILODIBROmIEFT AIXIZ E A ERBO LT, 2 b OmEM
BRI LD TH L EEZ BN,

REHSEM (S b, EE)#

ELz/En 2 B (mg/kg)
P 5% K () A bk
e ) 0.032(0.032~1.0) <0.50.5~ 2)
&1 (13 ) 1.0 (032 ~3.2) 1.0(1.0~36)
& 1(52 JE ) 0.15 (0.15 ~1.5) 1.0(1.0~10)

(3) EfnEMER

() &5-EEH

YR 2R R, E AR ERBRL D DNA BERBWFICENTH AR EEEZ RS2

o T 20,
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X. EERIREERICEI9 S1RH

(4)

()
D)

2)

3)

4)

(6)

(N

A B
~ 7 2(0.3~3.0mg/kg. O E2RDT v F0.2~5mg/kg, &1 #5229 % FIUN 7= 28 AR 0O 5|
AFNIS AJFHEE R S 225 72,

ENEFRAE S AR

YEURAT R IR IR#IEA TS 5 3 ER

Z v 10.32~3.2mg/kg. FAFKEG)T, BT 50 AR OHAERICBIT 5 AEFEROIKT., BE
MHlIENEHERTRD LN 172,

HEBBHREHER

7w $0.32~3.2mg/kg. &AL TIEHNEY LK OB RIEESNEOMH A HERIC, £/, ¥
(0.1~1.0mg/kg. #&N#EE)TIXREMICREINEOIH & 5 VTR ERAD BT X CORET, HENT
HEU EORET, KO RE W OIS & A& TR bk 72,
FRESRR MR AR5 R

7 v 10.32~3.2mg/kg, #FOHEG5)T, BEW) L ONHAEROEKREEINEOMEH], HA R AFROK FEN
FHHER TR LN T,

AFERRVERREICRIZTTESE

7w (1.0~3.0mgkg, B FHE) TR OB KUK FEBGEOMK I3, £ 7@ A& CIXBEMEED
XA N 3ER D B L7z 219220))

RF RIS
AR L

Z DD RFREN

R ER
YU ARPENE y b HAWTZRERT, AFNIHURM 2R S i o 7o 2,
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X. EEMERICETSEE

1.

BEX 5
W A Tm T 77N 05mg - Img - Smg, 70T 7HERL 0.2mg + 1mg
B, AL EEEM(ER - EMEFEOLGZBICI VT2 L)
ARGy« #7a ) WK BIEE
. AR
AN 3 4
TEREBTORE
EIRRAF
RFEWEDIE
20. RV EDEE [V 7D Hi%H]
AEIET VI K0 WEREF R 3> T DD T, 7V I EBERZR IR A AR TRIFT D2 &,
BERTEM

BERERLTAR 5V

<FTYvoLEY : HY

< ZE DD BE W\ EM >

=T Uy bk [ZFars 7L - BRE2RAINDBEDOLR/ S F~]

<M
WINI=<
WINI=<
WINI=<

NEGERGREEORREE 70 s T 7 RAMER) S TWD T~
Y O~ FEEOHRRISE T ur T 7 2 RAGER) S TWD T~
(EEMEERFEORIREE Tr s T 72 RAER) SN TSI~
N—T2AEREEOHRIRESE 0 s T 7 2 RAGER) S TWD T~

( [XI. 2. ZDMOBEEER] DHEH)

R—R5 - FE%hE
o3 . 707 7K 2mg » Smg. 70 R E Y Z#E 0.1%., 0 by 7 #8RE 0.03%/0NE

7% FH—HT7E/N05mg - Img * Smg., ¥ U LA EHRIE 0.1%

[l &) 38 JeRER A

(Bl Y 7 ¢ 2 = R EE M 250mg, A — Z VTR 10%/ A4 —F /L 10mg A 7
&/ - 25mg 1 7V - 50mg IV

(I )+ A — Z VN IR 10%/ % A4 —F )V 10mg /1 7 &)V « 25mg 7 7 & /L « 50mg
W%

EFHY v~V U~ by 7 AB TRV 2mg, T LT 4 =U8E 2550, 7 LT 4 =2 OD
§E 25 - 50, 7 7 7 EE 10mg + 20mg * 100mg

V=T ABRK)T VT 4 = 882550, 7 LT 4 =2 0D #E25 - 50

(BBVERIGR)A 2T 82 S0mg, 7 =6 50mg

(ZHMER P - G RCAOFT 2D BV MEMIZ) 72 L

(FER SR 1 5 S RS O 72 L

1. ERREEFAR

1993 4= 4

H 2 H(HA)
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X.

EEMEEICEY HIEE

8. REMFTAREAARVEARES., RfiZLRBFAD. REMKFAL

i BEIR e RRRAFEA B X KRE FAMBEENHEEA B | IRGERSGEA R
7u T 77N 0.5mg 1996 4= 4 F 16 H 20800AMZ00693 | 19964 6 A 21 H | 19964 8 A 6 H
707577 Img 1993 464 5] 2 B 20500AMZ00157 | 1993 4F 51 28 A | 19934 6J] 7H
70577 5mg 20500AMZ00158 | 2000 4F 11 J] 24 @ | 2000 4E 11 /] 28 H
75877 7B 0.2mg 200041 A 12 [ 0AMZOOBT | e 61 sl | 20004 7 24
71 /T 7 PR Img 21300AMZ00032

9. BREXFHREM. AERUVABEHEENFOFABRUVEORE

10.

SHE

EZN RO IENN

BRI T 2Bk E RO 199447 A 1 H
BRI BT DRSSO - 1996 44 A 16 H

BRI 33U D R SO K OBl 18 295 O 4] < 1999 4F 4 H 30 A
DREHEIZ 31T D RS O] - 2001 4 6 H 20 H
JHRAE I 0T DRSO O] : 2003 451 H 31 H
R 31T B HEHE LG 4] - 20051 A 19 H
/NI 3T DRSS O] 0 2011 47 H 26 H

KALEATRFA B

e By TR FRGE 75 B D (M R HUL R OTRIRIC IR W T, AT u A FRIOR G RAR 45 UZRIMEANC X

D REE R GE)

12001 £ 6 A 20 H [$ERDO 7% ]
RS U o~ F(BEFIRE TR0 7285512 R D)
22005 4E4 11 B [H 7/ 0.5mg * Img DHi%4]
N—T ZAGFRAT vaA FRIOEGPZEA+r, ITEWERIC L0 KEER56)
22007 4E 1 H 26 A [ 7%/ 0.5mg « Img DA%
HAME(A T A RIRPUME, AT a4 RRIFYE) OTEEHIEEE KRG (P SE ~ EIEICIR D)
2200947 A7 H [ A7 BADR%Y]

EE A 2 )

ZIMERGR © BERF R A DR 5 RVt 2%
(20134E 6 A 14 A [ 7€/ 05mg » Img DA%
HIRRAFZ P 5 s SOS O PN - 2026 4F 6 A 24 H

MIER O EDLEHE

BRI BT A MRS O] 0 2023 4512 A 22 H

BRERINT-HAEBELOCHE
<EBHOLAE >

$20004£9 H 22 B [ 7%/ 0.5mg + 1mg D#Hi%4]

22009 4E 10 H 16 H [ 7L 0.5mg * Img, FERID A% ]

WE. PHICIEX 7 ) A2 LTI E0.15mgkg 2 1 H 2 [mfRAO#EE L, Uk, hellBET 5, HE
1L 1 0.06mg/kg, 1 H 2 [EREAFKEZIEMEL 508, FERICS U CHEEEET 2, (FHRHZEE)

BEERR. BERRARFABRUVZTORNE

<FEFELMR B, B

B, BB >

AFHEAR 2008412 H 19 H
WA« SREVESE 14 455 2 TS 3 BURRBIEG FH)OWTHIIZ HEEY L2
<FEARER DB, RN, PR >
ANFEHHA 2012466 A 29 H

W - KA 14 455 2 B 3 BORRIERFH)OWTICH Y L
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4| K
2 4k 4 | Astellas Pharma US, Inc.
W 72 4 | PROGRAF
| - & & | Capsules: 0.5 mg, 1 mg and 5 mg
For oral suspension: 0.2 mg, 1 mg unit-dose packets containing granules
K F 4 H | Capsules: 1994 424 A

For oral suspension: 2018 4 5 H

PROGRAF is a calcineurin-inhibitor immunosuppressant indicated for the prophylaxis of organ rejection in
adult and pediatric patients receiving allogeneic liver, kidney, heart, or lung transplants, in combination with

other immunosuppressants.

FVEK& OV E |+ Intravenous (IV) use recommended for patients who cannot tolerate oral formulations (capsules or
suspension).

+ Administer capsules or suspension consistently with or without food.

+ Therapeutic drug monitoring is recommended.

+ Avoid eating grapefruit or drinking grapefruit juice.

+ See dosage adjustments for African-American patients, hepatic and renal impaired.

+ For complete dosing information, see Full Prescribing Information.

Table 1. Summary of Initial Oral PROGRAF Capsules Dosage Recommendations and Whole Blood
Trough Concentration Range in Adults

Patient Population

PROGRAF Capsules’ Initial
Oral Dosage

Whole Blood Trough
Concentration Range

Kidney Transplant

With Azathioprine

0.2 mg/kg/day, divided in two
doses, administered every 12 hours

Month 1-3: 7-20 ng/mL
Month 4-12: 5-15 ng/mL

With MMF/IL-2 receptor
antagonist’

0.1 mg/kg/day, divided in two
doses, administered every12 hours

Month 1-12: 4-11 ng/mL

Liver Transplant

With corticosteroids only

0.10-0.15 mg/kg/day, divided in two
doses, administered every 12 hours

Month 1-12: 5-20 ng/mL

Heart Transplant

With azathioprine or MMF

0.075 mg/kg/day, divided in two
doses, administered every 12 hours

Month 1-3: 10-20 ng/mL
Month > 4: 5-15 ng/mL

Lung Transplant

With azathioprine or MMF

0.075 mg/kg/day’, divided in two
doses, administered every 12 hours

Month 1-3: 10-15 ng/mL
Month 4-12: 8-12 ng/mL

1. African-American patients may require higher doses compared to Caucasians.

2. In a second smaller trial, the initial dose of tacrolimus was 0.15-0.2 mg/kg/day and observed tacrolimus concentrations
were 6-16 ng/mL during month 1-3 and 5-12 ng/mL during month 4-12.

3. Patients with cystic fibrosis may require higher doses due to lower bioavailability.
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F1E K OV & | Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosage Recommendations and
(i) Whole Blood Trough Concentration Range in Children
Patient Population Initial PROGRAF Capsule and | Whole Blood Trough
PROGRAF Granules Dosing Concentration Range
Pediatric kidney transplant | 0.3 mg/kg/day capsules or oral | Month 1-12: 5-20 ng/mL
patients suspension, divided in two doses,
administered every 12 hours
Pediatric liver transplant | 0.15-0.2 mg/kg/day capsules or | Month 1-12: 5-20 ng/mL
patients 0.2 mg/kg/day oral suspension,
divided in two doses, administered
every 12 hours
Pediatric heart transplant | 0.3 mg/kg/day” capsules or oral | Month 1-12: 5-20 ng/mL
patients suspension, divided in two doses,
administered every 12 hours
Pediatric lung transplant | 0.3 mg/kg/day™ **capsules or oral | Weeks 1-2: 10-20 ng/mL
patients suspension, divided in two doses, | Week 2 to Month 12:
administered every 12 hours 10-15 ng/mL
*Dose at 0.1 mg/kg/day if antibody induction treatment is administered.
**Patients with cystic fibrosis may require higher doses due to lower bioavailability.
Intravenous Injection
If a patient is unable to receive an oral formulation, the patient may be started on PROGRAF injection. For
pediatric liver transplant patients, the intravenous dose is 0.03-0.05 mg/kg/day.
(2023 4= 8 HELED)
) E N DOAGBAE OHIPHTAANZER T2 2 &,
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2 # 4 | Astellas Pharma Ltd
k7% 4 | Prograf (Hard Capsules)

Modigraf (granules for oral suspension)

Hard Capsules: 0.5 mg, 1 mg and 5 mg
Granules for oral suspension: 0.2 mg and 1 mg

Hard Capsules:
0.5 mg: 1998 4= 12 A
1 mg, 5 mg: 1996 42 A
Granules for oral suspension: 2021 4% 1 H

PIEERESIES

<Prograf 0.5mg, Img and Smg Hard Capsules >

Prophylaxis of transplant rejection in liver, kidney or heart allograft recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products.
<Modigraf 0.2mg and 1mg granules for oral suspension >

Prophylaxis of transplant rejection in adult and paediatric, kidney, liver or heart allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products in
adult and paediatric patients.

LR O &

<Prograf 0.5mg, Img and Smg Hard Capsules >

4. Clinical particulars

4.2 Posology and method of administration

Prograf therapy requires careful monitoring by adequately qualified and equipped personnel. The medicinal
product should only be prescribed, and changes in immunosuppressive therapy initiated, by physicians
experienced in immunosuppressive therapy and the management of transplant patients.

General considerations

The recommended initial dosages presented below are intended to act solely as a guideline. Prograf dosing
should primarily be based on clinical assessments of rejection and tolerability in each patient individually
aided by blood level monitoring. If clinical signs of rejection are apparent, alteration of the
immunosuppressive regimen should be considered.

Prograf can be administered intravenously or orally. In general, dosing may commence orally; if necessary,
by administering the capsule contents suspended in water, via nasogastric tubing.

Prograf is routinely administered in conjunction with other immunosuppressive agents in the initial post-
operative period. The Prograf dose may vary depending upon the immunosuppressive regimen chosen.

Posology

Dosage recommendations — Liver transplantation
Prophylaxis of transplant rejection - adults oral dose

Oral Prograf therapy should commence at 0.10 - 0.20 mg/kg/day administered as two divided doses (e.g.,
morning and evening). Administration should commence approximately 12 hours after the completion of
surgery.

Prophylaxis of transplant rejection - adults intravenous dose

If the dose cannot be administered orally as a result of the clinical condition of the patient, intravenous therapy
0f 0.01 - 0.05 mg/kg/day should be initiated as a continuous 24-hour infusion.

Prophylaxis of transplant rejection - children oral dose

An initial oral dose of 0.30 mg/kg/day should be administered in two divided doses (e.g., morning and
evening).

Prophylaxis of transplant rejection - children intravenous dose

If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.05 mg/kg/day
should be administered as a continuous 24-hour infusion.

—177—




XI. $EZE&H

MEL T &
(B )

Dose adjustment during post-transplant period in adults and children

Prograf doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to Prograf monotherapy. Post-transplant improvement in
the condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.

Rejection therapy — adults and children

Increased Prograf doses, supplemental corticosteroid therapy, and introduction of short courses of
mono- /polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity are noted
(e.g., pronounced adverse reactions) the dose of Prograf may need to be reduced.

For conversion to Prograf, treatment should begin with the initial oral dose recommended for primary
immunosuppression.

For information on conversion from ciclosporin to Prograf, see below under “Dose adjustments in specific
patient populations”.

Dosage recommendations - Kidney transplantation
Prophylaxis of transplant rejection — adults oral dose

Oral Prograf therapy should commence at 0.20 - 0.30 mg/kg/day administered as two divided doses (e.g.,
morning and evening). Administration should commence within 24 hours after the completion of surgery.
Prophylaxis of transplant rejection — adults intravenous dose

If the dose cannot be administered orally as a result of the clinical condition of the patient, intravenous therapy
0f 0.05 - 0.10 mg/kg/day should be initiated as a continuous 24-hour infusion.

Prophylaxis of transplant rejection — children oral dose

An initial oral dose of 0.30 mg/kg/day should be administered in two divided doses (e.g., morning and
evening).
Prophylaxis of transplant rejection — children intravenous dose

If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.075 — 0.100
mg/kg/day should be administered as a continuous 24-hour infusion.

Dose adjustment during post-transplant period in adults and children

Prograf doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to Prograf-based dual-therapy.

Post-transplant improvement in the condition of the patient may alter the pharmacokinetics of tacrolimus and
may necessitate further dose adjustments.

Rejection therapy — adults and children

Increased Prograf doses, supplemental corticosteroid therapy, and introduction of short courses of
mono- /polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity are noted
(e.g., pronounced adverse reactions) the dose of Prograf may need to be reduced.

For conversion to Prograf, treatment should begin with the initial oral dose recommended for primary
immunosuppression.

For information on conversion from ciclosporin to Prograf, see below under “Dose adjustments in specific
patient populations”.
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Dosage recommendations - Heart transplantation
Prophylaxis of transplant rejection — adults oral dose

Prograf can be used with antibody induction (allowing for delayed start of Prograf therapy) or alternatively in
clinically stable patients without antibody induction.

Following antibody induction, oral Prograf therapy should commence at a dose of 0.075 mg/kg/day
administered as two divided doses (e.g., morning and evening). Administration should commence within 5
days after the completion of surgery as soon as the patient's clinical condition is stabilised.

Prophylaxis of transplant rejection — adults intravenous dose

If the dose cannot be administered orally as a result of the clinical condition of the patient, intravenous therapy
0f 0.01 to 0.02 mg/kg/day should be initiated as a continuous 24-hour infusion.

An alternative strategy was published where oral tacrolimus was administered within 12 hours post
transplantation. This approach was reserved for patients without organ dysfunction (e.g., renal dysfunction).
In that case, an initial oral tacrolimus dose of 2 to 4 mg per day was used in combination with mycophenolate
mofetil and corticosteroids or in combination with sirolimus and corticosteroids.

Prophylaxis of transplant rejection — children

Prograf has been used with or without antibody induction in paediatric heart transplantation.

In patients without antibody induction, if Prograf therapy is initiated intravenously, the recommended starting
dose is 0.03 - 0.05 mg/kg/day as a continuous 24-hour infusion targeted to achieve tacrolimus whole blood
concentrations of 15 - 25ng/ml. Patients should be converted to oral therapy as soon as clinically practicable.
The first dose of oral therapy should be 0.30 mg/kg/day starting 8 to 12 hours after discontinuing intravenous
therapy.

Following antibody induction, if Prograf therapy is initiated orally, the recommended starting dose is 0.10 -
0.30mg/kg/day administered as two divided doses (e.g., morning and evening).

Dose adjustment during post-transplant period in adults and children
Prograf doses are usually reduced in the post-transplant period. Post-transplant improvement in the condition

of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose adjustments.

Rejection therapy — adults and children

Increased Prograf doses, supplemental corticosteroid therapy, and introduction of short courses of
mono- /polyclonal antibodies have all been used to manage rejection episodes.

In adult patients converted to Prograf, an initial oral dose of 0.15 mg/kg/day should be administered in two
divided doses (e.g., morning and evening).

In paediatric patients converted to Prograf, an initial oral dose of 0.20 - 0.30 mg/kg/day should be administered
in two divided doses (e.g., morning and evening).

For information on conversion from ciclosporin to Prograf, see below under “Dose adjustments in specific
patient populations”.

Dosage recommendations - Rejection therapy, other allografts

The dose recommendations for lung, pancreas and intestinal transplantation are based on limited prospective
clinical trial data. In lung-transplanted patients Prograf has been used at an initial oral dose of 0.10 - 0.15
mg/kg/day, in pancreas-transplanted patients at an initial oral dose of 0.2 mg/kg/day and in intestinal
transplantation at an initial oral dose of 0.3 mg/kg/day.

Dosage adjustments in specific patient populations

Patients with liver impairment

Dose reduction may be necessary in patients with severe liver impairment in order to maintain the blood

trough levels within the recommended target range.
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Patients with kidney impairment

As the pharmacokinetics of tacrolimus are unaffected by renal function, no dose adjustment should be
required. However, owing to the nephrotoxic potential of tacrolimus careful monitoring of renal function is
recommended (including serial serum creatinine concentrations, calculation of creatinine clearance and

monitoring of urine output).

Paediatric population

In general, paediatric patients require doses 1% - 2 times higher than the adult doses to achieve similar blood
levels.

Older people
There is no evidence currently available to indicate that dosing should be adjusted in older people.

Conversion from ciclosporin

Care should be taken when converting patients from ciclosporin-based to Prograf-based therapy. Prograf
therapy should be initiated after considering ciclosporin blood concentrations and the clinical condition of the
patient. Dosing should be delayed in the presence of elevated ciclosporin blood levels. In practice, Prograf
therapy has been initiated 12 - 24 hours after discontinuation of ciclosporin. Monitoring of ciclosporin blood
levels should be continued following conversion as the clearance of ciclosporin might be affected.

Method of administration

It is recommended that the oral daily dose be administered in two divided doses (e.g., morning and evening).
Capsules should be taken immediately following removal from the blister. Patients should be advised not to
swallow the desiccant. The capsules should be swallowed with fluid (preferably water).

Capsules should generally be administered on an empty stomach or at least 1 hour before or 2 to 3 hours after
a meal, to achieve maximal absorption.

Duration of dosing
To suppress graft rejection, immunosuppression must be maintained; consequently, no limit to the duration of

oral therapy can be given.

<Modigraf 0.2mg and 1mg granules for oral suspension >

4. Clinical particulars

4.2 Posology and method of administration

This medicinal product should only be prescribed, and changes in immunosuppressive therapy initiated, by
physicians experienced in immunosuppressive therapy and the management of transplant patients. Modigraf
is a granular formulation of tacrolimus, for twice-a-day administration. Modigraf therapy requires careful
monitoring by adequately qualified and equipped personnel.

Posology
The recommended initial doses presented below are intended to act solely as a guideline. Modigraf'is routinely

administered in conjunction with other immunosuppressive agents in the initial post-operative period. The
dose may vary depending upon the immunosuppressive regimen chosen. Modigraf dosing should primarily
be based on clinical assessments of rejection and tolerability in each patient individually aided by blood level
monitoring. If clinical signs of rejection are apparent, alteration of the immunosuppressive regimen should be
considered.

Careful and frequent monitoring of tacrolimus trough levels is recommended in the first 2 weeks post-
transplant to ensure adequate exposure to the active substance in the immediate post-transplant period. As
tacrolimus is a substance with low clearance, it may take several days after adjustments to the Modigraf dose
regimen before steady state is achieved.
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Modigraf should not be switched with the prolonged-release capsules (Advagraf) as a clinically relevant
difference in bioavailability between the two formulations cannot be excluded. In general, inadvertent,
unintentional or unsupervised switching of immediate- or prolonged-release formulations of tacrolimus is
unsafe. This can lead to graft rejection or increased incidence of undesirable effects, including under- or
overimmunosuppression, due to clinically relevant differences in systemic exposure to tacrolimus. Patients
should be maintained on a single formulation of tacrolimus with the corresponding dosing regimen; alterations
in formulation or regimen should only take place under the close supervision of a transplant specialist.
Following conversion to any alternative formulation, therapeutic drug monitoring must be performed and dose
adjustments made to ensure that systemic exposure to tacrolimus is maintained.

Prophvlaxis of kidney transplant rejection
Adults
Oral Modigraf therapy should commence at 0.20 - 0.30 mg/kg/day administered as 2 divided doses (e.g.,

morning and evening). Administration should commence within 24 hours after the completion of surgery.

If the dose cannot be administered orally as a result of the clinical condition of the patient, intravenous therapy
0f 0.05 - 0.10 mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be initiated as a
continuous 24-hour infusion.

Paediatric population

An initial oral dose of 0.30 mg/kg/day should be administered in 2 divided doses (e.g., morning and evening).
If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.075 — 0.100
mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be administered as a
continuous 24-hour infusion.

Dose adjustment during post-transplant period in adults and paediatric patients

Tacrolimus doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to tacrolimus-based dual therapy. Post-transplant
improvement in the condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate
further dose adjustments.

Prophylaxis of liver transplant rejection
Adults
Oral Modigraf therapy should commence at 0.10 - 0.20 mg/kg/day administered as 2 divided doses (e.g.,

morning and evening). Administration should commence approximately 12 hours after the completion of
surgery.

If the dose cannot be administered orally as a result of the clinical condition of the patient, intravenous therapy
0f 0.01 - 0.05 mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be initiated as a
continuous 24-hour infusion.

Paediatric population

An initial oral dose of 0.30 mg/kg/day should be administered in 2 divided doses (e.g., morning and evening).
If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.05 mg/kg/day (with
Prograf 5 mg/ml concentrate for solution for infusion) should be administered as a continuous 24-hour
infusion.

Dose adjustment during post-transplant period in adults and paediatric patients

Tacrolimus doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to tacrolimus monotherapy. Post-transplant improvement
in the condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.
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Prophylaxis of heart transplant rejection
Adults
Modigraf can be used with antibody induction (allowing for delayed start of tacrolimus therapy) or

alternatively in clinically stable patients without antibody induction.

Following antibody induction, oral Modigraf therapy should commence at a dose of 0.075 mg/kg/day
administered as 2 divided doses (e.g., morning and evening). Administration should commence within 5 days
after the completion of surgery as soon as the patient's clinical condition is stabilised. If the dose cannot be
administered orally as a result of the clinical condition of the patient, intravenous therapy of 0.01 to 0.02
mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be initiated as a continuous
24-hour infusion.

An alternative strategy was published where oral tacrolimus was administered within 12 hours post
transplantation. This approach was reserved for patients without organ dysfunction (e.g., renal dysfunction).
In that case, an initial oral tacrolimus dose of 2 to 4 mg per day was used in combination with mycophenolate
mofetil and corticosteroids or in combination with sirolimus and corticosteroids.

Paediatric population

Tacrolimus has been used with or without antibody induction in paediatric heart transplantation.

In patients without antibody induction, if tacrolimus therapy is initiated intravenously, the recommended
starting dose is 0.03 - 0.05 mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) as a
continuous 24-hour infusion targeted to achieve tacrolimus whole blood concentrations of 15 - 25
nanogram/ml. Patients should be converted to oral therapy as soon as clinically practicable. The first dose of
oral therapy should be 0.30 mg/kg/day starting 8 to 12 hours after discontinuing intravenous therapy.
Following antibody induction, if Modigraf therapy is initiated orally, the recommended starting dose is 0.10 -
0.30 mg/kg/day administered as 2 divided doses (e.g., morning and evening).

Dose adjustment during post-transplant period in adults and paediatric patients

Tacrolimus doses are usually reduced in the post-transplant period. Post-transplant improvement in the
condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.

Conversion between Modigraf and Prograf tacrolimus formulations

In healthy subjects the systemic exposure to tacrolimus (AUC) for Modigraf was approximately 18% higher
than that for Prograf capsules when administered as single doses. There are no safety data available on the use
of Modigraf granules following a temporary switch from Prograf or Advagraf in critically ill patients.

Stable allograft recipients maintained on Modigraf granules, requiring conversion to Prograf capsules, should
be converted on a 1:1 mg:mg total daily dose basis. If equal doses are not possible, the total daily dose of
Prograf should be rounded-up to the nearest amount possible, with the higher dose given in the morning and
the lower dose in the evening.

Similarly, for conversion of patients from Prograf capsules to Modigraf granules, the total daily Modigraf
dose should preferably be equal to the total daily Prograf dose. If conversion on the basis of equal quantities
is not possible, the total daily dose of Modigraf should be rounded down to the nearest total daily dose possible
with sachets 0.2 mg and 1 mg.

The total daily dose of Modigraf granules should be administered in 2 equal doses. If equal doses are not
possible, then the higher dose should be administered in the morning and the lower dose in the evening.
Modigraf sachets must not be used partially.

Example: Total daily dose Prograf capsules given as 1 mg in the morning and 0.5 mg in the evening. Then
give a total daily dose of Modigraf 1.4 mg divided as 0.8 mg in the morning and 0.6 mg in the evening.
Tacrolimus trough levels should be measured prior to conversion and within 1 week after conversion. Dose

adjustments should be made to ensure that similar systemic exposure is maintained.
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FEK OHE | Conversion from ciclosporin to tacrolimus

() Care should be taken when converting patients from ciclosporin-based to tacrolimus-based therapy. The
combined administration of ciclosporin and tacrolimus is not recommended. Tacrolimus therapy should be
initiated after considering ciclosporin blood concentrations and the clinical condition of the patient. Dosing
should be delayed in the presence of elevated ciclosporin blood levels. In practice, tacrolimus-based therapy
has been initiated 12 -24 hours after discontinuation of ciclosporin. Monitoring of ciclosporin blood levels
should be continued following conversion as the clearance of ciclosporin might be affected.

Treatment of allograft rejection

Increased tacrolimus doses, supplemental corticosteroid therapy, and introduction of short courses of
mono- /polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity such as
severe adverse reactions are noted, the dose of Modigraf may need to be reduced.

Treatment of allograft rejection after kidney or liver transplantation — adults and paediatric patients
For conversion from other immunosuppressants to twice daily Modigraf, treatment should begin with the

initial oral dose recommended for primary immunosuppression.

Treatment of allograft rejection after heart transplantation therapy — adults and paediatric patients

In adult patients converted to Modigraf, an initial oral dose of 0.15 mg/kg/day should be administered in 2
divided doses (e.g., morning and evening).

In paediatric patients converted to tacrolimus, an initial oral dose of 0.20 - 0.30 mg/kg/day should be
administered in 2 divided doses (e.g., morning and evening).

Treatment of allograft rejection after transplantation of other allografts

The dose recommendations for lung, pancreas and intestinal transplantation are based on limited prospective
clinical trial data with the Prograf formulation. Prograf has been used in lung-transplanted patients at an initial
oral dose of 0.10 - 0.15 mg/kg/day, in pancreas-transplanted patients at an initial oral dose of 0.2 mg/kg/day

and in intestinal transplantation at an initial oral dose of 0.3 mg/kg/day.

Method of administration

Tacrolimus therapy is generally initiated by the oral route. If necessary, tacrolimus dosing may commence by
administering Modigraf granules suspended in water, via nasogastric tubing.

It is recommended that the oral daily dose of Modigraf be administered in 2 divided doses (e.g., morning and
evening).

Modigraf granules should generally be administered on an empty stomach or at least 1 hour before or 2 to 3
hours after a meal, to achieve maximal absorption.

The required dose is calculated from the weight of the patient, using the minimum number of sachets possible.
2 ml of water (at room temperature) should be used per 1 mg tacrolimus to produce a suspension (up to a
maximum of 50 ml, depending on body weight) in a cup. Materials containing polyvinyl chloride (PVC)
should not be used. Granules are added to the water and stirred. It is not advised to use any liquids or utensils
to empty the sachets. The suspension can be drawn up via a syringe or swallowed directly by the patient.
Thereafter the cup is rinsed once with the same quantity of water and the rinsings consumed by the patient.

The suspension should be administered immediately after preparation.
(Prograf : 2026 4F- 3 A, Modigraf : 2025 4> 2 H zT)
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy registry that monitors pregnancy outcomes in women exposed to PROGRAF during
pregnancy. The Transplantation Pregnancy Registry International (TPRI) is a voluntary pregnancy
exposure registry that monitors outcomes of pregnancy in female transplant recipients and those fathered
by male transplant recipients exposed to immunosuppressants including tacrolimus. Healthcare providers
are encouraged to advise their patients to register by contacting the Transplantation Pregnancy Registry
International at 1-877-955-6877 or https://www.transplantpregnancyregistry.org/.

Risk Summary
Tacrolimus can cause fetal harm when administered to a pregnant woman. Data from postmarketing

surveillance and TPRI suggest that infants exposed to tacrolimus in utero are at a risk of prematurity,
birth defects/congenital anomalies, low birth weight, and fetal distress [see Human Data]. Advise
pregnant women of the potential risk to the fetus.

Administration of oral tacrolimus to pregnant rabbits and rats throughout the period of organogenesis
was associated with maternal toxicity/lethality, and an increased incidence of abortion, malformation and
embryofetal death at clinically relevant doses (0.5 to 6.9 times the recommended clinical dose range [0.2
to 0.075 mg/kg/day], on a mg/m? basis).

Administration of oral tacrolimus to pregnant rats after organogenesis and throughout lactation produced
maternal toxicity, effects on parturition, reduced pup viability and reduced pup weight at clinically
relevant doses (0.8 to 6.9 times the recommended clinical dose range, on a mg/m? basis). Administration
of oral tacrolimus to rats prior to mating, and throughout gestation and lactation produced maternal
toxicity/lethality, marked effects on parturition, embryofetal loss, malformations, and reduced pup
viability at clinically relevant doses (0.8 to 6.9 times the recommended clinical dose range, on a mg/m?
basis). Interventricular septal defects, hydronephrosis, craniofacial malformations and skeletal effects
were observed in offspring that died /see Animal Dataj.

The background risk of major birth defects and miscarriage in the indicated population is unknown. In
the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Risks during pregnancy are increased in organ transplant recipients.

The risk of premature delivery following transplantation is increased. Pre-existing hypertension and
diabetes confer additional risk to the pregnancy of an organ transplant recipient. Pre-gestational and
gestational diabetes are associated with birth defects/congenital anomalies, hypertension, low birth
weight and fetal death.
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Cholestasis of pregnancy (COP) was reported in 7% of liver or liver-kidney (LK) transplant recipients,
compared with approximately 1% of pregnancies in the general population. However, COP symptoms
resolved postpartum and no long-term effects on the offspring were reported.

Maternal Adverse Reactions

PROGRAF may increase hyperglycemia in pregnant women with diabetes (including gestational
diabetes). Monitor maternal blood glucose levels regularly.

PROGRAF may exacerbate hypertension in pregnant women and increase pre-eclampsia. Monitor and
control blood pressure.

Fetal/Neonatal Adverse Reactions

Renal dysfunction, transient neonatal hyperkalemia and low birth weight have been reported at the time
of delivery in infants of mothers taking PROGRAF.

Labor or Delivery

There is an increased risk for premature delivery (< 37 weeks) following transplantation and maternal
exposure to PROGRAF.

Data

Human Data

There are no adequate and well controlled studies on the effects of tacrolimus in human pregnancy.
Safety data from the TPRI and postmarketing surveillance suggest infants exposed to tacrolimus in utero
have an increased risk for miscarriage, pre-term delivery (< 37 weeks), low birth weight (<2500 g), birth
defects/congenital anomalies and fetal distress.

TPRI reported 450 and 241 total pregnancies in kidney and liver transplant recipients exposed to
tacrolimus, respectively. The TPRI pregnancy outcomes are summarized in Table 16. In the table below,
the number of recipients exposed to tacrolimus concomitantly with mycophenolic acid (MPA) products
during the preconception and first trimester periods is high (27% and 29% for renal and liver transplant
recipients, respectively). Because MPA products may also cause birth defects, the birth defect rate may
be confounded and this should be taken into consideration when reviewing the data, particularly for birth
defects. Birth defects observed include cardiac malformations, craniofacial malformations,

renal/urogenital disorders, skeletal abnormalities, neurological abnormalities and multiple malformations.

Table 16. TPRI Reported Pregnancy Outcomes in Transplant Recipients with Exposure to

Tacrolimus

Kidney Liver

Pregnancy Outcomes’ 462 253
Miscarriage 24.5% 25%
Live births 331 180
Pre-term delivery (< 37 weeks) 49% 42%

Low birth weight (<2500 g) 42% 30%

Birth defects 8%? 5%

1 Includes multiple births and terminations.
2 Birth defect rate confounded by concomitant MPA products exposure in over half of offspring with birth defects.

Additional information reported by TPRI in pregnant transplant patients receiving tacrolimus included
diabetes during pregnancy in 9% of kidney recipients and 13% of liver recipients, and hypertension during
pregnancy in 53% of kidney recipients and 16.2% of liver recipients.

Animal Data

Administration of oral tacrolimus to pregnant rabbits throughout organogenesis produced maternal
toxicity and abortion at 0.32 mg/kg (0.5 to 1.4 times the recommended clinical dose range [0.2 to 0.075
mg/kg/day], on a mg/m? basis). At 1 mg/kg (1.6 to 4.3 times the recommended clinical dose range),
embryofetal lethality and fetal malformations (ventricular hypoplasia, interventricular septal defect,
bulbous aortic arch, stenosis of ductus arteriosus, omphalocele, gallbladder agenesis, skeletal anomalies)
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were observed. Administration of 3.2 mg/kg oral tacrolimus (2.6 to 6.9 times the recommended clinical
dose range) to pregnant rats throughout organogenesis produced maternal toxicity/lethality, embryofetal
lethality and decreased fetal body weight in the offspring of C-sectioned dams; and decreased pup viability
and interventricular septal defect in offspring of dams that delivered.

In a peri-/postnatal development study, oral administration of tacrolimus to pregnant rats during late
gestation (after organogenesis) and throughout lactation produced maternal toxicity, effects on parturition,
and reduced pup viability at 3.2 mg/kg (2.6 to 6.9 times the recommended clinical dose range); among
these pups that died early, an increased incidence of kidney hydronephrosis was observed. Reduced pup
weight was observed at 1.0 mg/kg (0.8 to 2.2 times the recommended clinical dose range).
Administration of oral tacrolimus to rats prior to mating, and throughout gestation and lactation, produced
maternal toxicity/lethality, embryofetal loss and reduced pup viability at 3.2 mg/kg (2.6 to 6.9 times the
recommended clinical dose range). Interventricular septal defects, hydronephrosis, craniofacial
malformations and skeletal effects were observed in offspring that died. Effects on parturition (incomplete
delivery of nonviable pups) were observed at 1 mg/kg (0.8 to 2.2 times the recommended clinical dose
range).

8.2 Lactation

KE O CE .
(2023 4 8 1) Risk Summary
(>5%) Controlled lactation studies have not been conducted in humans; however, tacrolimus has been reported

to be present in human milk. The effects of tacrolimus on the breastfed infant, or on milk production have
not been assessed. Tacrolimus is excreted in rat milk and in peri-/postnatal rat studies; exposure to
tacrolimus during the postnatal period was associated with developmental toxicity in the offspring at
clinically relevant doses.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for PROGRAF and any potential adverse effects on the breastfed child from PROGRAF or
from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

PROGRAF can cause fetal harm when administered to pregnant women. Advise female and male patients
of reproductive potential to speak to their healthcare provider on family planning options including
appropriate contraception prior to starting treatment with PROGRAF.

Infertility
Based on findings in animals, male and female fertility may be compromised by treatment with
PROGRAF.
it W
A=A MZ VT DI
S R C (2026 4% 6 J1)
(The Australian categorisation system for prescribing medicines in pregnancy)

2E B OME
A —A 7 U7 O43%E - (The Australian categorisation system for prescribing medicines in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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2 DOSAGE AND ADMINISTRATION
2.3 Dosage Recommendations for Pediatric Kidney, Liver, Heart, or Lung Transplant Patients
Oral formulations (capsules or oral suspension)
Pediatric patients, in general, need higher tacrolimus doses compared to adults: the higher dose
requirements may decrease as the child grows older. Recommendations for the initial oral dosage for
pediatric transplant patients and whole blood trough concentration range are shown in Table 3.
Perform TDM to ensure that patients are within the ranges listed in Table 3.
Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosage
Recommendations and Whole Blood Trough Concentration Range in Children
Patient Population Initial PROGRAF Capsule and | Whole Blood Trough
PROGRAF Granules Dosing Concentration Range
Pediatric kidney transplant 03 mg./kg/da'y' caps‘ules or oral
patients susp.en.smn, divided in two doses, | Month 1-12: 5-20 ng/mL
K[ D el S administered every 12 hours
(2023 4 8 1) 0.15-0.2 mg/kg/day capsules or 0.2

Pediatric liver transplant | mg/kg/day oral suspension, divided
. . .. Month 1-12: 5-20 ng/mL
patients in two doses, administered every 12

hours

L. 0.3 mg/kg/day* capsules or oral
Pediatric heart transplant i - .

fent suspension, divided in two doses, | Month 1-12: 5-20 ng/mL
patients

administered every 12 hours

Pediatric lung transplant
patients

0.3 mg/kg/day*** capsules or oral
suspension, divided in two doses,

administered every 12 hours

Week 1-2: 10-20 ng/mL
Week 2 to Month 12: 10-15
ng/mL

* Dose at 0.1 mg/kg/day if antibody induction treatment is administered.

** Patients with cystic fibrosis may require higher doses due to lower bioavailability.

In lung transplantation, cystic fibrosis patients may have a reduced bioavailability of orally

administered tacrolimus resulting in the need for higher doses to achieve target tacrolimus trough

concentrations. Monitor tacrolimus trough concentrations and adjust the dose accordingly.
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For conversion of pediatric patients from PROGRAF Granules to PROGRAF capsules or from
PROGRAF capsules to PROGRAF Granules, the total daily dose should remain the same. Following
conversion from one formulation to another formulation of tacrolimus, therapeutic drug monitoring
is recommended.

Intravenous Injection

If a patient is unable to receive an oral formulation, the patient may be started on PROGRAF
injection. For pediatric liver transplant patients, the intravenous dose is 0.03-0.05 mg/kg/day.

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Safety and effectiveness have been established in pediatric liver, kidney, heart, and lung transplant
patients.

Liver Transplantation

Safety and efficacy using PROGRAF Granules in pediatric de novo liver transplant patients less than
16 years of age are based on evidence from active controlled studies that included 56 pediatric
patients, 31 of which received PROGRAF, and supported by two pharmacokinetic and safety studies
in 151 children who received PROGRAF. Additionally, 122 pediatric patients were studied in an
uncontrolled trial of tacrolimus in living related donor liver transplantation. Dose adjustments were
made in the PK studies based on clinical status and whole blood concentrations. Pediatric patients
generally required higher doses of PROGRAF to maintain blood trough concentrations of tacrolimus
similar to adult patients.

Kidney and Heart Transplantation
Use of PROGRAF capsules and PROGRAF Granules in pediatric kidney and heart transplant patients
is supported by adequate and well-controlled studies and pharmacokinetic data in adult kidney and

heart transplant patients with additional pharmacokinetic data in pediatric kidney and heart transplant
patients and safety data in pediatric liver transplant patients.

Lung Transplantation

The use of PROGRAF capsules and PROGRAF Granules in pediatric lung transplantation is
supported by the experience in the U.S. Scientific Registry of Transplant Recipients (SRTR)
including 450 pediatric patients receiving tacrolimus immediate-release products in combination

with mycophenolate mofetil and 72 pediatric patients receiving tacrolimus immediate-release

products in combination with azathioprine between 1999-2017.

JE[E D SPC
(Prograf: 2026 43 H)
(Modigraf: 2025 452 H)

4. Clinical particulars

4.1 Therapeutic indications

< Prograf 0.5mg, Img and 5Smg Hard Capsules >

Prophylaxis of transplant rejection in liver, kidney or heart allograft recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal
products.

<Modigraf 0.2mg and 1mg granules for oral suspension >

Prophylaxis of transplant rejection in adult and paediatric, kidney, liver or heart allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult and paediatric patients.
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4.2 Posology and method of administration
< Prograf 0.5mg, Img and 5Smg Hard Capsules >

Dosage recommendations — Liver transplantation
Prophylaxis of transplant rejection - children oral dose

An initial oral dose of 0.30 mg/kg/day should be administered in two divided doses (e.g., morning and
evening).

Prophylaxis of transplant rejection - children intravenous dose

Ifthe clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.05 mg/kg/day
should be administered as a continuous 24-hour infusion.

Dosage recommendations - Kidney transplantation

Prophylaxis of transplant rejection — children oral dose

An initial oral dose of 0.30 mg/kg/day should be administered in two divided doses (e.g., morning and
evening).

Prophylaxis of transplant rejection — children intravenous dose

If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.075 — 0.100
mg/kg/day should be administered as a continuous 24-hour infusion.

Dosage recommendations - Heart transplantation
Prophylaxis of transplant rejection — children

Prograf has been used with or without antibody induction in paediatric heart transplantation.

In patients without antibody induction, if Prograf therapy is initiated intravenously, the recommended
starting dose is 0.03 - 0.05 mg/kg/day as a continuous 24-hour infusion targeted to achieve tacrolimus
whole blood concentrations of 15- 25 ng/ml. Patients should be converted to oral therapy as soon as
clinically practicable. The first dose of oral therapy should be 0.30 mg/kg/day starting 8 to 12 hours
after discontinuing intravenous therapy.

Following antibody induction, if Prograf therapy is initiated orally, the recommended starting dose is
0.10 - 0.30 mg/kg/day administered as two divided doses (e.g., morning and evening).

Rejection therapy — adults and children

In paediatric patients converted to Prograf, an initial oral dose of 0.20 - 0.30 mg/kg/day should be
administered in two divided doses (e.g., morning and evening).

Dosage adjustments in specific patient populations

Paediatric population

In general, paediatric patients require doses 1% - 2 times higher than the adult doses to achieve similar
blood levels.

<Modigraf 0.2mg and 1mg granules for oral suspension >

Paediatric population

Prophylaxis of kidney transplant rejection

An initial oral dose of 0.30 mg/kg/day should be administered in 2 divided doses (e.g., morning and
evening). If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of
0.075 — 0.100 mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be
administered as a continuous 24-hour infusion.

Prophylaxis of liver transplant rejection

An initial oral dose of 0.30 mg/kg/day should be administered in 2 divided doses (e.g., morning and
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Prophylaxis of heart transplant rejection

Tacrolimus has been used with or without antibody induction in paediatric heart transplantation.

In patients without antibody induction, if tacrolimus therapy is initiated intravenously, the
recommended starting dose is 0.03 - 0.05 mg/kg/day (with Prograf 5 mg/ml concentrate for solution
for infusion) as a continuous 24-hour infusion targeted to achieve tacrolimus whole blood
concentrations of 15 - 25 nanogram/ml. Patients should be converted to oral therapy as soon as
clinically practicable. The first dose of oral therapy should be 0.30 mg/kg/day starting 8 to 12 hours
after discontinuing intravenous therapy.

Following antibody induction, if Modigraf therapy is initiated orally, the recommended starting dose
is 0.10 - 0.30 mg/kg/day administered as 2 divided doses (e.g., morning and evening).

Treatment of allograft rejection

Treatment of allograft rejection after heart transplantation therapy — adults and paediatric patients

In paediatric patients converted to tacrolimus, an initial oral dose of 0.20 - 0.30 mg/kg/day should be
administered in 2 divided doses (e.g., morning and evening).

Special population
Paediatric population

In general, paediatric patients require doses 1% - 2 times higher than the adult doses to achieve similar
blood levels.

—191—




XI. &

1. BR# - REZREICEREL TR ETIICHE > TOSEER

AITEDERICBET DR - AEIITEAR 22T TOARWSEICET 2R E TN D, BRI RS HeST
LTWRVWHELEENTEY, HETHIEHIN TV IR TETHE LN EE2EEL LTHRRL
TW5, EFREEENFERERZBHT 2 L TOSEFRTHY . MLEOGERTHOTIEARV,

(1) e
LR L

(2) iR - BEANRUBEREF1—JTDEBM
LT OEBENEEZ T EHRY A b (Astellas Medical Net) B Q&A DO~X— U5
https://amn.astellas.jp/jp/di/qa/index.html
XU kR

2. FOHOREEEN
<SBEHM\ITEM >
=T Uy bk [FarZso7h7eL - BRE2RAINDBEDOIRI S F~]
M HBEBMERBRBEORRSE a7 7 2RAMER) SN TWSD A~
NI TREERY O~ FREOLRSE Ful T 7 2 RAMER) STV D T~
<N TEIEREIPEREOLRSE Fu T 7 2 RAEER) ST 5 5~
M V=T ZABREBEORIEIE Tl T 7 ERAEER) STV D T~

ERRUEFE BT TEH YA b (Astellas Medical Net) H501##
v 777717 L 0.5mg
https://amn.astellas.jp/di/detail/prg/index_prg-05
vy 757 Img
https://amn.astellas.jp/di/detail/prg/index_prg-1

v T 77 5mg
https://amn.astellas.jp/di/detail/prg-5/index_prg-5
7'r 77 7 kL 0.2mg
https://amn.astellas.jp/di/detail/prg-g/index_prg-g-02
7'v 77 7 YERL Img
https://amn.astellas.jp/di/detail/prg-g/index prg-g-1

—192—


https://amn.astellas.jp/jp/di/qa/index.html
https://amn.astellas.jp/di/detail/prg/index_prg-05
https://amn.astellas.jp/di/detail/prg/index_prg-1
https://amn.astellas.jp/di/detail/prg-5/index_prg-5
https://amn.astellas.jp/di/detail/prg-g/index_prg-g-02
https://amn.astellas.jp/di/detail/prg-g/index_prg-g-1

WISHRS
PAT S ARERA 4L
RRBRRRAAEAN2T 5515



	表紙
	医薬品インタビューフォーム利用の手引きの概要
	目次
	Ⅰ．概要に関する項目
	1． 開発の経緯
	2． 製品の治療学的特性
	3． 製品の製剤学的特性
	4． 適正使用に関して周知すべき特性
	5． 承認条件及び流通・使用上の制限事項
	（1） 承認条件
	（2） 流通・使用上の制限事項

	6． RMPの概要

	Ⅱ．名称に関する項目
	1． 販売名
	（1） 和名
	（2） 洋名
	（3） 名称の由来

	2． 一般名
	（1） 和名（命名法）
	（2） 洋名（命名法）
	（3） ステム（stem）

	3． 構造式又は示性式
	4． 分子式及び分子量
	5． 化学名（命名法）又は本質
	6． 慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1． 物理化学的性質
	（1） 外観・性状
	（2） 溶解性
	（3） 吸湿性
	（4） 融点（分解点）、沸点、凝固点
	（5） 酸塩基解離定数
	（6） 分配係数
	（7） その他の主な示性値

	2． 有効成分の各種条件下における安定性
	3． 有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1． 剤形
	（1） 剤形の区別
	（2） 製剤の外観及び性状
	（3） 識別コード
	（4） 製剤の物性
	（5） その他

	2． 製剤の組成
	（1） 有効成分（活性成分）の含量及び添加剤
	（2） 電解質等の濃度
	（3） 熱量

	3． 添付溶解液の組成及び容量
	4． 力価
	5． 混入する可能性のある夾雑物
	6． 製剤の各種条件下における安定性
	7． 調製法及び溶解後の安定性
	8． 他剤との配合変化（物理化学的変化）
	9． 溶出性
	10． 容器・包装
	（1） 注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	（2） 包装
	（3） 予備容量
	（4） 容器の材質

	11． 別途提供される資材類
	12． その他

	Ⅴ．治療に関する項目
	1． 効能又は効果
	2． 効能又は効果に関連する注意
	3． 用法及び用量
	（1） 用法及び用量の解説
	（2） 用法及び用量の設定経緯・根拠

	4． 用法及び用量に関連する注意
	5． 臨床成績
	（1） 臨床データパッケージ
	（2） 臨床薬理試験
	（3） 用量反応探索試験
	（4） 検証的試験
	1） 有効性検証試験
	2） 安全性試験

	（5） 患者・病態別試験
	（6） 治療的使用
	1） 使用成績調査（一般使用成績調査、特定使用成績調査、使用成績比較調査）、製造販売後データベース調査、製造販売後臨床試験の内容
	2） 承認条件として実施予定の内容又は実施した調査・試験の概要

	（7） その他


	Ⅵ．薬効薬理に関する項目
	1． 薬理学的に関連ある化合物又は化合物群
	2． 薬理作用
	（1） 作用部位・作用機序
	（2） 薬効を裏付ける試験成績
	（3） 作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	1． 血中濃度の推移
	（1） 治療上有効な血中濃度
	（2） 臨床試験で確認された血中濃度
	（3） 中毒域
	（4） 食事・併用薬の影響

	2． 薬物速度論的パラメータ
	（1） 解析方法
	（2） 吸収速度定数
	（3） 消失速度定数
	（4） クリアランス
	（5） 分布容積
	（6） その他

	3． 母集団（ポピュレーション）解析
	（1） 解析方法
	（2） パラメータ変動要因

	4． 吸収
	5． 分布
	（1） 血液－脳関門通過性
	（2） 血液－胎盤関門通過性
	（3） 乳汁への移行性
	（4） 髄液への移行性
	（5） その他の組織への移行性
	（6） 血漿蛋白結合率

	6． 代謝
	（1） 代謝部位及び代謝経路
	（2） 代謝に関与する酵素（CYP等）の分子種、寄与率
	（3） 初回通過効果の有無及びその割合
	（4） 代謝物の活性の有無及び活性比、存在比率

	7． 排泄
	8． トランスポーターに関する情報
	9． 透析等による除去率
	10． 特定の背景を有する患者
	11． その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1． 警告内容とその理由
	2． 禁忌内容とその理由
	3． 効能又は効果に関連する注意とその理由
	4． 用法及び用量に関連する注意とその理由
	5． 重要な基本的注意とその理由
	6． 特定の背景を有する患者に関する注意
	（1） 合併症・既往歴等のある患者
	（2） 腎機能障害患者
	（3） 肝機能障害患者
	（4） 生殖能を有する者
	（5） 妊婦
	（6） 授乳婦
	（7） 小児等
	（8） 高齢者

	7． 相互作用
	（1） 併用禁忌とその理由
	（2） 併用注意とその理由

	8． 副作用
	（1） 重大な副作用と初期症状
	（2） その他の副作用

	9． 臨床検査結果に及ぼす影響
	10． 過量投与
	11． 適用上の注意
	12． その他の注意
	（1） 臨床使用に基づく情報
	（2） 非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	1． 薬理試験
	（1） 薬効薬理試験
	（2） 安全性薬理試験
	（3） その他の薬理試験

	2． 毒性試験
	（1） 単回投与毒性試験
	（2） 反復投与毒性試験
	（3） 遺伝毒性試験
	（4） がん原性試験
	（5） 生殖発生毒性試験
	（6） 局所刺激性試験
	（7） その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	1． 規制区分
	2． 有効期間
	3． 包装状態での貯法
	4． 取扱い上の注意
	5． 患者向け資材
	6． 同一成分・同効薬
	7． 国際誕生年月日
	8． 製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9． 効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10． 再審査結果、再評価結果公表年月日及びその内容
	11． 再審査期間
	12． 投薬期間制限に関する情報
	13． 各種コード
	14． 保険給付上の注意

	ⅩⅠ．文献
	1． 引用文献
	2． その他の参考文献

	ⅩⅡ．参考資料
	1． 主な外国での発売状況
	2． 海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（1） 粉砕
	（2） 崩壊・懸濁性及び経管投与チューブの通過性

	2． その他の関連資料

	裏表紙



