BAREEARDEES

873999

2025%F5 A 2T (5545hR)

EELA O AEA—T4+—L

AARBIREFE<O [FEREESE2018 Q019FEFHAR) IZHEH L TIER

S Al
BAERA 20YLRATHIL 24 01) LR KPR

I095717en05mng TOIS5Twx0.2ms
0957 1n7enving F0OITS5Tmmime
70

571715

®
Prog raf Capsules 0.5mg -1mg -5me, Granules 0.2mg -1mg

il | #H 7 EAAL TERA
B H 0o R H X 5| B OAFEERNEE -EMSOAFTECIVERTLZ L)
HTEN0S5mg 1B TRATHE Z27 vl AZKFY0.51mg
(#7wvl) AL 1L T05mg)
AT NMmg  AATEATAHE 270U AR KFW.02mg
(#7uvlY Al L CTlmg)
| e = | ATEASME D ABTRARHE ¥ 278U AAKMPYS Img
= =8
(#7 vl AAL L T5mg)
PERL0.2mg C1E01gF HFE #27 v U AAKH0.204mg
(#7maY AR ELTO02mg)
YERT Img 1059 R #7 a U AAKFI#1.02mg
(#27al LAELTlmg)
_ i P M &:¥7uvl 22K (JAN)
# 4 : Tacrolimus Hydrate (JAN)
RERTARBEAD | EMBEENSGFEARD | KREhwBEAR
BERFTFRDEAB | 47BN 05mg 1996 4E 4 H 16 A 1996 4F 6 A 21 H | 19964 8 A 6 H
E M OE £ I B - | ASEL Img 1993464 2 H 19934 5128 A | 19934 61 7H
Bk 5 B 88 & B B | #7/5mg 1993464 3 2 H 2000 4E 11 H 24 H | 2000 4E 11 28 H
TERL 0.2mg * 1mg 200041 A 12 20014 6 H 8H | 20014 7 A 24H
HERTE (8 A)

BLEIRSE : 7 AT 7 AR

R# - RESH A
EXFHRIESFOERE

T AT T AR At
AT AANA T F A=V arkrd— TEL 0120-189-371
FEIRGEFE M TEHR YA b (Astellas Medical Net)

https://amn.astellas.jp/

ARIFIX 20255 AT 07 7 878N 05mg * lmg, a7 7 h 78N Smg KO a7 Z 788K 0.2mg +

Img D E b ST IR SCEE TR ORI A S ESGET L,

BETOERIL, MMIATBAEN EIRG EFRESRAEBEOERMIERRB -V TR LTI LIV,

¥, AT OEFIRLORTITIBN T, EFIRICDPE LW RS OB5A IR ORM CEZ THER < 72E 0,

HH7 7Y RS E] TGS AA—a— Fa@ilid 28T, &fOEFRFELZRETEET,

Tar 777 'N05mg s Img TR ST T 7 &/ 5mg v 7T 7 kL

1 NI 0L AT R

14 (01314987233

01 199ZI|53

5 AT = A OB c 4

2
O




EERA VA EL— T+ —LFAHADOFIEOME
—BAREREAES—
(2020674 7 47T

1. BEERAVAE1—T+r—LEROEE

EFRHEEMOERNRENERE LT, BERAEELRAMACE CIT, iIE) 2355, ERIETE
Rfi - SEFIHEE O BEFHEFE S B W EBICLERERGOBEEEAERZIEHT 2L, IMISCEICTEEh
TolE WA BT D EICFEMRERBLBERGERH Y | WIEREOEFERMLEE (LIT., MR) F~OFHROE
IEERPERIC LV IHEREMTL TETND, ZOBRICKLERIEREMEREICAFTTLZOOHA T A ML L
TEERLA VZ 2=+ —25 (LT, IFEBET) 2R84 LT,

19884F(C H AYRBE AR (LLF. B3R v/ N EESBIFOALEM T, IFGHuE, IFRLR a4 R
FE L, £ O%I998FIT HIREAINHEI/NE AR, 20084, 2013410 H YR HEE 35 HZ B 2 A IFCa EH O ST
ElTo Tz,

IFFRfk ZAH2008LAF% | IFIZPDFE DB 7T — X & LTIt 2 Z LAl E o 7e, Zhiz . B CE
DEBRYGET N b > T2 A I SGET ORI T — & 2B L IFREe TR S 2 2 & Lla o T, BHOIF
T, ERSERBBERASEM (LT, PMDA) OERAERKLFERBR RO L — P
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (Z CABEN TV 5, BIEE TIL, 20094 X 0 HE KL DIFD
THREMET DM E LT [ ¥ Ca—T 4 —bMaEta) 2RiE L.l 4 OIFREMS SCE 2 #5687 2 @ A
e L CHEYINEFAE - BRfL T D

2019F-DOIRM SCEFLH BEEOE WA HH, IFREdEAE2018 03 AFE S v, 4% [EEHEIS O RFEE Rt
TEENCBT 21 R T4 ) \CBET 2 FRER OO, ZOEHIRERE LT,

2. IF&IE

IFI3 R SCEF OB Moe U, EA - EAIEOEFRIEFE I L > TAREBICLE 2, EELOWEE
BT DI, WITRE OO OFFH, A D TZ 0 DIEH, EF O IEMHE A O 72D OIF#, HER 2 BH 7
T DT DIFRENER SN AR ZRERI O MRS E & LT, MRS REREEARE L, A E O
T2 I LI H bt O ROE IR 72 SUTIRTEZHE D DAL QIR B2 R L TV D2 R SLEMT B
Do

IFICFLHT 2 3H HBLAIIE AR DSROE U 72 IFREUE RIS L L. — B D BilSt % B & KGR O #iFH PN O 1 R 23 5L
WEhod, 2L, BERREOKREFICHD 2 O XROFIHE A b AFHM - Il - 23~ & FHEIF O
FHLIIRB R, BVIRZ D & BB SRS NZIFE, FIHE A & 25540 - HIlr - BRREH T2 & &

o BERMTEETDbDOLE VI RBMAEFOZ LAFIHREL LTS

IFORMHIEF 7T —F 2 AL L, B TORRITISLHTIIR,




3. IFOFIRAICHI=>T

B BARDIFIE, PMDAD EFHHER M E BB RO — DICBEG N RESh TV D,

RIS TEIE LA X B o — T 4 — SERO TG & | (2o CIFZERL - 128592 23, IFOJEE &M E 2|
ERBISICAR LT D R RCIFMERURE I GOl L ME RS IO W TITRBERE DOMREA~D A 2 B a—|2
LORHAEAOPNAEERESE, FOFAMERDLILEND S, o, MFSGET SN AHEH EoFEEEICE
T LRI L TIE, IFAKET S5 F oM, BERAENIBET 2UGTHNAEZHA O LIESGES, H5H 0
AR EI S E BRI — RIS L0 AR A O3 BH T 5 & L bic, FOBAICHZ> TE, KHO
N CE Z PMDAD EFE MIE G MR B DO R— Y THRT 2 LERH D,

¥, WIEMHRLLEMEOMEDO SN LR EN TS VS, BREEGE 2 IXIL 2EER), TXIL %)
T 2B EIIAREZZIT CORWERPEENDIZER3H Y, TOBMV BT HORETRETH D,

4. FAIBELTOBER

IFZ HEEBICBW TR T Z ENTERVERERBERIRE LTEA L W&, IFIXAREDO IR
ZEF L MREEE IR O RS IRGE TR TR 0 D R ASMERR - $RET D IR IR O 72 O E K
ThH2EDMESTIEN, Tl - REUTITIME O LS BRI R H E3E S O GE S iR a2 o
RIA v B a— -7 - 7707 4 AZ0HIKE —EREZ T I 28700, IEERZEIESH T A4 R
T A T, RAGBIECAGRIN O LSBT 2 IE R IHI W T RS ERERULEFE DD ORDITIE T
TITHI ZEEELLZ 2NV E SN TEY, MREADA U X B2 —H L OHE R SIcX v, FIHER SR
[FONKERFEITEHRELDOTHDH I EEEBML TEMRITER LRy, BERAENOLELNAEROR
PHORM AR L, ZOREBMEZ Rk | ERBUBICE I DM IEHE M2 MHET 5 2 LI3EFMOARETHY |
IFZIEH L CHEEG Z TITIES 5 b DIZ L TWeiZ &7zl




B

b4

I

S 1 AN~

.030145(;0!\)—"

w N ="

- =
N O ©

<

N R

m;':ﬁ’; 3 b1 = R 1
BEBEDIRAE - - o 1
B OEREMREE - 2
SO OEFSAEE - 5
BEGRACELTRMT S - 5
RREHRURE - SALOFRER - 6
RMPO)*F&% ............................... 6

%ﬂ;':ﬁﬂj‘éﬁg ............... 7
BRBSAG - oo 7
—BAZ 7
BEAXIERERX - 1
ﬁ;ﬁ&zjﬁ\%% ........................ 7
L% (BBH) RERE - 7
A%, BI%. KBS, #8585 7

HMRSIEIT HEE 8
MEBILERER - 8
BHRADEEELTIZBHREM - 8
BEWRS ORBHBE, TBE - 8

ﬂﬁ“':ﬁj’ 3 b1 = R 9
B - - 9
BUFIDERRL - orvrrrr s 10
RATEREOERRUBEE - 10
FUE e 10
BAT BARMD BTG 1
BAOEBEATICHEHIRESE - 12
AWERUEREORE] - 12
th# & DERAEIL (MBEZHEL) 13
SHHHE - 13
FEEE L AIEE 13
BIBRHMShBEME - 13
%O)ﬁ»{l ................................. ‘]3

%ﬁ':ﬁj‘ 6 IE E .............. 14
BHEESLTINE e 14
MRER SDVRICBIET B3xE - 14
Fﬁ;f&lﬁﬁﬁ% ........................... ‘]5
AERVARICHES 538 17
BERRERAE - 21

VI.

1.
2.

VI

© N o kW=

_._._.
D

LR

N o o~ LN =

© o NS a e =

EHZEEIETHHEA 51
EEZHNCEEHDLEMRITLEME - 5
BEIBEMERR - - 51

EMBRBICEY ZEE - 69
MAREDHER 69
EMBERA/SSA—F e 78
B&EH (REaL—2av) @ 79
W”y ................................... 79
fj\*ﬁ ................................... 80
1&%1 ................................... 82
1;#,1-& ................................... 82
FSVRAR—F—ICETHE® - 82
BREICEBABREERE - 82
BEQERERILEE - 82
%0)1@ ................................. 82

.............................. 83
BERNREZFTOEE - 83
BERNBEEZTDER - 84
MRER(IZHRICEHET HFEEEDHEH --- 84
RAERUVAEICEET HIELTOHER - 84
EEQEANIEELEOESR - 84
RENEREHIOREICHIOERE - 88
*HE{’E% ............................... 92
BIMERD v 97
BHRRERRICRETHE 159
ﬂ%?&% .............................. 159
E}Eﬁia};}:% .......................... 159
FOMDER e 160
SEERERIRBRISEY Z|A - - 161
BEIESRER - - - 161
EMESRER e 161
EROERIETSEE 163
3 = N 163
;ﬁaij‘];ﬁﬁraﬁ .............................. 163
BRI TDRFE oo 163
BN EDEE - e 163
BRBRAIFEM oo 163
ﬁ—ﬂzﬁj\ . E‘;‘:j]:;?é ...................... 163

E%Eﬂifﬁﬁ B - 163



8. WERFTABEABRUVERES.
EMBELRFEAB. BREMWEAR - 163
9. DEEXEHREM. AERUAEEEENE
DEABRUVZEDORE - 164
0. BEEHR. BFERRLREARRY
%o)m?éﬂ_ .............................. ]64
11. ﬁ%ﬁ%ﬁﬁaﬁ ............................ 165
12, HEHMEIRCES OE®| - 165
13 %‘*EZI_ F ............................ ]65
4. REHREFLOFE - 166
X1 Im ...................... 167
1. glﬁﬁxm .............................. 167
2. ZTOMDBSEXFR - 172
X I @%ﬁ*ﬂ, ................... 173
1 EGHETORFRR - 173
2. AR BERRIIEE®R 182
X1I. ﬁ%% ...................... 189
1. BRI - IREEICKE L CERIRFIBRZ1T 512
Hlz>THOSEFHR - 189
2. ZTOMOBEEER - 189



BMEICHTSHRE

1. FARORE

1984 -, BRINFESH(FLT AT 7 A\ LR E Streptomyces tsukubaensis OGFEH & LT, v 7 a AR Y
(CsA) X V#7100 (FRVEEZRT X 70 ) AA(T a7 T VERR L, 707771 CsA Lixe< B
R oG R R OFR~ 7 v T4 RMEAW T, T MIBRTEMEAL 238 RIS BRET 5 Z LI L 0 iR e bufs
MHIERZH L, B CoOfx OBFEET LV CHIMEDRHERE SN TV D,

DORENCBT D70 77 7OKRGHIE, 1990 4 6 A » 5 Fii S iz ARy FF L O AR RER 1265 £
R H%@%@E@ﬁﬁ@mﬂ CEWAAMEZ R T ZEBNAL N E o7, £72 1990 4 12 A bHEHER
Tt OB ki £ (LU GVHD &) DO TR L DN 2 B9 & U2 ERRRER D BRLG S 4172, GVHD Dl
FRICE LTI 1993 4 2 A £ THEIi &4 CsA HEHIEDIER 2 &, BB TFEN W EEZ LD IR
O TRERLANE RGO, —F GVHD O PRHICBI L TiE, £ 0Dk 1997 4 3 A £ TEEZXGIEOR
f. CsA & DOl akBres 2 32505 L . AH| 020 GVHD M Zh RN T s E R OB - 708Nk & LA H
ThoDHIENERINT, EHIT 1990 4 7 H ) BB B O R I X4, CsA [FlE, BBH%Z O
ARG OIHIZN R N TH ARSI TH S Z & ITIRFEIEN e WEBEFIR R, BEFIRERIER
B DR Z R LIST2 2 & L0 RFHITRIRICB WO ARRIEAITH 5 2 & F7-8 THHERISHEA A
o BIEG OBBGRE D EMMIICL AR THD Z L PR SN,

RIS X fm7§7ﬁfﬁwfﬁﬁﬁiﬁﬂ%ﬁ B DAL OIE, “EREBAEIZ BT 5
TR A kHE 90 OTRH e OB A 12 Té@ﬁﬁﬁ@%ﬁW%ﬁ ﬁ@%tbf%h%hl%y$4ﬂ
2H., 199447 H 1 HKRON 1996 4E 4 H 16 HIZER ST, B BERS AR % O FEHE SO )2 O GVHD T
B3 1999 4F 4 HIZHARE S 4L, - Tohie iﬁ%%Gﬂ@@%%k%%%Abﬁtﬁﬁf%éﬂ
BER A IZ 30 1T 2 FERE RS e OB HE F kg B9 OMGICEE Sz, 7. BEAROFEHE & U GVHD iR
ﬁm%ﬁé&%ﬂ@mﬁﬁwm%@\HEQ%mﬁgéwwzﬁﬁbiflﬁzﬁﬁﬁﬁgjf%ot
N, BEMHZEEBL CE— 7 BEZEKSMZ DO KRFEORHET 24 BRAFESMTON TWD 29,
18] 0.10mg/kg % 24 FERI AT CaEERE] 1A H Lz,

ww%@ﬁ“%ﬁ TR D EEET TR DB, BB, PERR R OVINIBRAE N AT S 4L, 26 OB

Téﬁ@ﬁﬁ@%ﬁ%ﬁ IR RO REMHIFIN LB END L H I oTe, ¥ 7 vl ARITHE

f@%fﬁ% BOTINOIESBHEICH L TAEATH D Z LRSI TEY, ERNICBONTH T
%&Ji2%1$6HZOEL\U%%&Ji2%3$1ﬂ315 . MBERME) 12200541 A 19 BiZ, 7=
[N AE ] 132011 487 A 26 HIZ %n%mum%% BT DAL OBl AE iéﬁ@ﬁm
DI EERB I ﬁé%@ﬁﬁ@%ﬁ”d%@ﬁ B 2 EMEOS O &2 hee IR & LT, #%ib
ORI Z G e _CO T 7T 7RANCONWTERBENT,

b7 v 7o 707N s EROBBICMZ T, ROZTELBRORFIE LTH T B LUSNOFIEI K
oD LI oT-, ENOIFBHEIZEDIEE L EDNERESIFBETH Y /NE %ﬁ%&#é%A#&
<, FBBM, BHBMEICBWTH/NIRF IV RO THEET D, TOE, NECE>THTRvAD
AR R A1 5 55 #%éL\W%gﬁ%%&&w:&#%ﬁﬁﬁfﬁWTﬁ%%%%ﬁﬁbwk@%
%ﬁﬁ%ﬁéh\w%%@ﬂ@%%ﬁ%<i@%nféto:@E%mmzét@@ﬁ@@m%@%b\
BN RERIAI Z B3 T 2I2E D, 2001 45 1 HIC TR, TE8RHE ). BB 122V T, 2001 4 6
ATiZ TORAE) 12T, 2003 45 1 AT ThfifeHE quT 2005 1 A2l TEERAE ) (2oW T,
S HIT 2011 4E 7 A2l VNBRBAE] oW T, B 7B« SR & FEED TEhfeUTsh %) KOY THER
OHR] TRRBENT,

—J5, HORERBICR L TOAEMENIR S, B COEIEMTEIET T /VIZEB W TE O RN HE
éhto%%ﬁﬁ@l%?isﬂwg\%%ﬁﬁ%@ﬁ%m%wf\x%m%FH@%ﬁmiof%@%K
+4 FEWERIC L D X7 a1 REITOIRENREE 2 M EEHEERE ZRMNBIIE SN, F0O
ﬁ%iﬁ%aéhto% T, 2000 4F 9 AT i B B B A M D0 (0 AR HH % OTRIEICEB W T, AT |
A RRIOE G5B REAR+5r, UIEIERIC L v REERIGA)Y BN E TR e LTI 7 7L
0.5mg * Img THAFR I, S 51T 2001 4F 6 AIZIFBERICE W T AR SN, D%, 200642 AH A
T A FIEEREUE, &2 WO IR IERGER O BEAE 7 ) E B8 2 kPRI R RER 2 50 L 7=/ R, 2o o
BEITKT L TOARFOFRPEDNHEZR S 725, 2009 4E 10 A IZBERIRE T30 B2 5 ob 5 “ e i 2 /79>
%w IR E LT Ry T 777 0.5mg + Img, JEKL 0.2mg + Img THAFE SN -, BV v ~FIZ
* L CIEXEM TORFIRE T MIZEB W TEORENME SN, BERRERIL 1993 4 1 H 2D BEh S,
Z DHIMBEDIBIZB W THLOE BERIMERT U 7~ FH(DMARD)D D72 < &t 1 BITHERR D70 BE



1. SiEICEY SER

Wk L CHA AR S NIZ726,20054E4 A(I3<BET Y U~ F(EFIRIE CHIRAR 025 E8ICRD)”
EREXIIR L LT T e s T 770 0.5mg « Img THRR ST,

Flo, T ABFRICK LTI TOBRET /I W TEORRDRE S, BRARRBRI 1999 4F 3
AMBATaA RIET CTIHIRRKNEE L — 7 ABREF ZRRICE I, FOFHMERHER IO,
2007 4F 1 HIZV—T ABER(AT v A RAIOEGNHER+4r. UIRIEAIC X 0 W#E/5E6) % #hiE X
R ELTF T 7 h 7N 0.5mg + Img TER ST,

EIEME R BRI 5 U CIEM) CORIEME BT T BN TF O BN G5 S, BRERER I 2001 4
2 AN BBRIA S, REIE~BIEOHIRIE(A T v A FIPE, 27 1A NMRIEVE)IE SRR B T x5
DA RAMENHER S =72, 2009 4 7 HIZEHEME(A T v A RFbiE, A7 v A RRIEH) OGS S
KGR (FPEIE~TIEICIR D) Z e IR e Lo m /o 7 0 72V TRRB I N,

ZRVERD 2% « SRR CADFT D RVEMER 2126 L CIT B CER B~ 7 20OMEMHHRET VRO~ ¥
A o A XBEET VBN TEDO RN RE ST, BRRBRIZEN T ER5R E LT 2007 4F 8 4D
BAtA X, ZIMERR - BEMRICE0FT 2 BVEMEMIR EE 2T 2 B SR Sz 72D, 201346
RIS RNER 2% « G RICE T 2 BRI e LT r /7 7 7€/ 0.5mg - Img
THERRBINT, v 7T 7h7vME, F 17 SOEBARIERF(2016) & 0 & iz,

AANX, 1993 4F 11 AlC ME#RBAIC T 20 %18 B OIRE ) KO [EBRIC T 2 s o4
fil], 2002 4 12 HIZ Th—T2ABR(AT rA FRIOEGDDEAT5, UFRWERHIC L0 REEZRGA) ],
2008 4 6 A TEJEMMENAE] & OV2012 429 A TZRBYMEMmK - RIEHRICEOFT DBEMEmM ] O%)
REXTRICB W T, AR AEERLOEEZZ T T\ 5,

2. M ORRFHHYE
(1) HEMEE
1) in vitro \[ZBWTHEMES R O E/EH Tod 5 THIBIEMELIZ) L THR< 2 oBe R R BEEH 267 %,
( TVI.2. Q) BENZERFFTHHBRBIE OHSHR)
2) N T 7 u AR O FF—(r7nT7 4 ) NETa R e 72 —(FKBP) LG T 5.
( TVL.2. () {ERBREL - VERBERF) DESBM)
3) ¥ 7 m AR Y ANTHARPEEIHNEEI LIRS B RERIE I 69 2 BN I 2 R IR S g 0,
( [VI.2. Q) BZENNZRMFITHHBRBIE OHSH)
4) BAEIRER R D AEMESUSR 2 B 5 2B 2L, AR Ty 7 e AR Y >0 3~20 5T 5.
(IVI.2. Q) EZERMFTIHABRBIE OHSHR)
5) REIMIZPE S AR 2 BG 13 2 &4k, AFleoi s (eEd 2EHZ2A L, ZOERHbLY 7 1A
AU XD B,
(TVI.2. Q) EHZERMFTHHABRBIE OHSH)
6) GVHD EF /(=T A, T v MIZBWT, ¥ 71 AR Y AT 15~30 W isER 2464 %,
(TVI.2. Q) EHZERMFTHHBRBIE OHSH)
7) K. B D B R OVNIBRRE S OIERES ISR L TENZIMHISIER AR L, SWAESRR OVESR
FERT,
( TV.5. D) BEhEwEERER) KO TV.5 (1) ZDfth) DHEBH)
8) fth LN DIEHESUGITH LT H AR TH D (& OB RAH),
(V.5 Q) AERIGEFERAR 0HESH)
9) A7 uA RO - BEBL2S ATHE T o 5 (& OB AH),
(V.5 Q) AERIGERRER L V.5 )1 BDURIERR 0ESMH)
10) "B HERBAE O T ICE KR8 % KT T grade T LL_EOZAM GVHD OFBLT R L CTHEERL7Z 0] 2h 3R
HHD,
( V.5 Q) AERIGERRER] L V.5 )1 ESMBRIIRER 0HESBM)
11) v 7 a AR Y ARGUED 204 K OME 4 GVHD ICR BB O HiL D,
( TV.5. D) BEHMEIERER OESHR
12) SME GVHD ZBIERHN D O GIZE D . @OWEIENIGLND,
(TV.5 Q) AERCERHAR] OHESM)



1. SiEICEY SER

(2)

(3)

g

13) KGRI £ T ORI M O TR O A TOERENWEM - BRMRAEMRE L, BYYE, BEE. &
B, ATHERESRE . mIRRIE, mh U v LMAETH > 72(iF, B #E L OB BAL),
( IV 8. (2) Z D ith DEIE R &5 H BIEIEHFEBUAE & DR RAE RS — 5% OHSW)
14) il OFA TOL2REIWER - BRI AR T, BIVE, BIEE. @M, &= V27 1 —/bifiuiE,
HR AR RIS Tdo o 72 (L, il OERAR),
( TVIL. 8. (2) 2D ith D& 1EFA &5 F Bl RIEHFE B e OB R AR E — 5 OHSM)

EEHENE [HTEIL0.5mg - Img, BBRIDHA5ZH)
1) [EREFMMEIE ] 12X 2 ZhEESUIR R 2 W6 THUS L= msilAl T 5,
2)1 A 1% &%k,
3) T MR DOFE AL 2 58 1 2> O IIRANICHNHIT 5 Z LIk v, L7 F v a U U BARGUR D BEA Z 4]
T 5,
( TVI.2. Q) EHHHEZMITEHREBRE OHESMR)
4) ESERREESPEICHE D FIERIC 1 B 1 FRE CHEYDRIRBD LN D,
OQMG A =17 (fh 11 DFAFEAE) « MG-ADL A =1 7 (A & A TR ek EE O SIS ) D ek EN W T 5,
O G 597 JE& DU -0 ABeibi & 70 < SN TWIZIER TR EIR N ATRE L 72 572 &£, QOL D i) s
W CTE 2,
(V.5 Q) AERIGERHAER OHEHSM)
5) A7 A FOBENPYFTX S,
( TV.5 1) ANMEREAER OESM)
6) KRB E CTOMKRBRICE T 2 ER2RIER - BAMRAME R IL, SWHAK, BmEkEE%, &L,
T RBE, U OSBRI TH o7z, TG ORI D ERREIER - BRI M X, &k,
HfERHE 2, U BRI, T, BERBR O 2 L AT 1 — VIIE Th - 72,
( VI 8. (2) Z Dt DEIVEF &5 B BIFEIEHF B &K OB R MR AT ) 0TS

BAETY o< F [AT+EJL0.5mg - Img DHEZY]
D1 A1ESYE#ERE,
2) T MR DOTEMA Z 32 Z & I12 L 0 . FEESER 7 (TNF)a, A > % —a A % (IL)-18 XV IL-6 D
RIEMEY A NI A VEAZIHIT 5,
( TVI.2. Q) FEHNEERMFTEHHBRBE OHEHSMW)
3) Vu~FEmET VBV THEEEZ T,
OF7 v bag—rFrEEiRICBOTRIETNTE - EBHREE%ET D,
OA R MLFH— FMTX)DN N ERERWVIERD T v b7 V230 MEFIRICKI L TEZTH Y |
SERRR T OIIEMEY A N B A BT D,
(TVI.2. Q) FENEERMFTEHHBBE OHEHSM)
4) AP BLFH—FMTX)ZIL U O & T RBEMMESTY ¥~ T HE(DMARDs)Z R+ Bk L TH
HhThH D,
( V.5 Q) AERIFRAER. (V.5 @)1) BhERREEERER) & [V.5 6) BF - REHER OESH)
5) FEBTEEMEDOFRIE & S5 CRP R ORILIEZIZ U D &35 KEH Y 7~ FZEEACR)EFMIER D% <
TG 4~8 R ICdeE L, REICRIRNA BRI T 5,
( TV.5 O)1) BRI OHESMH)
6) BEUIHRGICB W THIEN T 5,
(V.5 ()2 REMRER) DEBR)
7) AR E COBRKREBR COERENER « BRMRAEMEE X, BUN E5H. 7 L7 5= EREOBEHKEE
AR . TR, BLSEOMLEREE, kO HbAlc b5 I RS OMHEER T Th -7,
FARRYE L. EYEBRE. AR, SREBE Thom, HRBOMRES TR S EARRWERIT A M
BREEN, NAG L5 BUN L5 Bl HbAlc B&H-. BRI, TR, BHERERE . U o REREED .
R g7 a7 ) HINCTH- T,
( TV 8. (2) ZDhDEVEF &5 B BIEIVEHF BB E K OER R AERE & OB
8) BTG X A2 RIEHORBIEIMIITE A EBO LR,

3

ol

(TV.5 D2 RE=HHER OHSH)



1. SiEICEY SER

(4)

(5)

IW—TRBE [AT+EIL0.5mg - Img DHEZY]
D1 H 1Y REEES,
2) THIfEN D DY A A VEEAZIGIL, B OHURDEA, SEESIRDOIE & Z DRERIK~DILE .,
FHAROTEMEAL 2 Bl 9%,
( TVI.2. Q) BENEEMFTEHEBRBIE OHESH)
3) BRETNAVEICB D THIMEZRT,
O~ 7 A GVH BRETMIBWT, JREAOHN, REREEZFEGOE(LZMH L, B OPuiE
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Offfl = DFRIZEIZBWCIE, BREBRFTROEIE L N5 | BIREAR, HREFEOEEEORIEL 785
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( TVL.2. Q) EEZEMITHRBRIE OHESM)
4) A7 uA RO T 52 HBZICE T 54778 1X 88.0%((22/25 By THh > 7=,
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7) EAREWERA - BRRMRAE R, IREREE, MhE s a7 ) U, S, SRR BRI
M B R, BREE, BEMEMAHEE, R CTh o7,
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I. A#ICEE9 5IEH

1. R5E4

(1) %
Ia s 7 778N 05mg, TRT T T H RN Img, TRTTT7H TRV Smg
7'r T 7KL 02mg, 7R 7T 7 HEKL 1mg

(2) *4
Prograf Capsules 0.5mg. Prograf Capsules lmg. Prograf Capsules Smg
Prograf Granules 0.2mg, Prograf Granules 1mg

(3) B¥DHEE
Protect of graft rejection(FEAE i HE#E S D) D TR 2> B4 L7z,

2. —ig&
(1) f14 (adik)
2y KAKF  (JAN)

(2) F4& (@%%)
Tacrolimus Hydrate (JAN), tacrolimus (INN)

(3) RT L (stem)
S INHIA] : -imus

3. BEARIFRER
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H
H./ \
HSC\O \ /
EH CH
W CH
H H\I H OH ﬁ\ , / =
/A\‘:/ S0 A ‘["‘H
S alNi B THEGES ~. _CH,
H T « H,0
O ek s
H YH

4 HFKXRUSFE
45+3 1 Cy4HeoNO ; + HoO
Ay : 822.03

5. £%8 (@dk) XIEFE
(35,4R,5S,8R,9F,125,145,15R,16S,18R,19R,26aS5)-5,19-Dihydroxy-3-{(1E)-2-[(1R,3R,4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl}-14,16-dimethoxy-4,10,12,18-tetramethyl-8-(prop-2-en-1-yl)-15,19-epoxy-
5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,26a-hexadecahydro-3 H-pyrido[2,1-c][1,4]oxaazacyclotricosine-
1,7,20,21(4H,23 H)-tetrone monohydrate (IUPAC)

6. EERA. fla. BE. E5%S
1B % 5 : FR900506. FK506
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RS 130~133°C

BaiE B AR B E 2
WY SEMRHEIL 2 A7 L7,

S ERRE
1000 LA E(1-A 27 % 7 —IV//KR)

Z DD E L REE
FESEE (o) 3@ —112~—117" (BABICHFE L7-H D 0.2g, NN-2 A F LRV AT 2 K, 20mL, 100mm)

AL OEEBEHTICEITSRER

i Rl A | (RAe i R

EIRAFAR 30C s A [VTRONE CREN T

mmiiAg: | 40C, 75%RH | T 67 | WFNOEH bEMNCTH -,

. EROWE T 20 3 0 A THREAE 72 -
| B l TAT Y RT A fi RO
i e TR R e sntomRBC T b BN TH o
B mm | seC, 75%Rn 3EA | WThOBE LA TH o,
S = y vy —Ub
Sl " ERROL ) W son [ vrhomE bisn e o
(10001x)

AEEE - IR, RN A~ by FEGEE, B, Koy, R, TLC

FR Al K D B
(BB DRI ONTIE TIV. L. EAT BEIEEMED & 55K DIEBR)
(OHEAIRREIZR T B Eo R

i LV AT B RIREME D B B iRy - FBRWE V. BB VICK)., FEBwE VI, iy E vl
QEIIRBEIZ I T 5 Y

I XV AERT D AREME D B B i - FEBRE X

FAT L0 AT B RTREME D & D FERWE - FEEWMEVICK), FERY E VI

MHEBWEV O v~ —

AR SORBRRE. BEE

T RSB I
AR 12270l LAZK) OREGEERERIEIC L D,
BRIk

HiE T#7vl nxKkfn OEEEIZLD,



V. ®%KICE89 5B
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(3)
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iz D X 7
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0.5lmg(¥# 7 v Y 5 A & LT 0.5mg)
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MDA 7 SCTL o ARIFELIE#%, 40C - 75%RH T 1 % ARIFT 5,
Hh A7 51 {RAFIG G {RAF A R
L 40°C faen7 = A | WPROBEA BN T,
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V. ®KICEY HEE

8. thF L NEALEIL (MEILFENEIL)
MM E R L

9. Bt
FHik s AR BWHEBRIES 2 BN RN K VR BRE1T 9,
HY7v 272777/ Img » 5mg
Z& M BIEEE f553 100 [B]ER
FRERIE : KAWL T T 10 ofbR L7 b o
f A 60 IO R 75% L0 E
777N 05mg, a7 7R 0.2mg + 1mg
& Mk EEEE 357 50 [BlER
R - e Fe¥ o7 el n—2( 0 F&8 10000051 (1—20000)(2 U >4 Nz T
pH4.5 & L7zl L7z d D
fE A 60 IO 5% L0 E

10. 25 - Q%

(1) FEABELES - Q% NESEHEEE - LRIHT SR
DR L

2 ax

<Imr 7 7H7EN05Smg> 100 BT B0 7L X100, FREAIAD)
<Imr77H 7N Img> 100 BT B0 7L X110, FREAIAD)
<Im s T T7H TN Smg> 0 20 B0 T X2, FEFIAD)
<7'waJZ 7k 0.2mg> : 508
<7warZ 7k 1mg> : 508

(3) PhREE
A L

(4) RBEOME
<7war/Z7757E/N0.5mg - Ilmg * Smg>
PTP CE RV =R = )T T A, BT LI =T L
Ea— TAI=U LR ZFLUTIR—RT (LA
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V. ARICEISHE

1. PEEXXIEHER

OTEDEBRBEIZH (+ DIEH RIS DI
BiHE. ITHetE. (DIBHE. FHTSHE. BERRHE. INBIBE

OBHMMIEICH 1T DI RIS B UFBHE Frxt 18 £ 98 DI

OFEEMHENE [/ 7L/ 05mg « Img, JEKID A% ]

OMEI) Y F BFABETCHREFTRHIBEICES) [ 7 &/ 05mg + Img DAHG%Y]

ON—TRBXR(RTOA4 FHEIOHBRENDHREF+2. RIFEMERIZE YRELIBES) [ 7 &L 05mg- Img
D Fi%Y]

O#AM (RT0O4 FEMM. X704 FKFEN OFHHEBERBX (FEE~FEIZRS) [ 7L
DH7%4]

OZRMHL - KEHAXICEHTIMEMNMREX [H 71/ 0.5mg « Img D Ai%4]

2. SEEXIIHRICEHET HFE

5. DEEXIIMRICEHET 5FE

< BHEREHE>

5.1 HLA & R CIIAR A —RIEE L 1T L vz &,

<EBEMENE> [ 7 &1 05mg - Img, Bk OHFEY]

5. 2 KKz HAMTHEA LI2GA K OAT a A REIRIEFEGNAEH U256 OFME R V22T L
TV, ARFN OB R NA T 1A REIARIGEENZ I T D60 HORBRIT D 7w,

<BEERYHIF> [H 7 &/ 05mg - Img DFHi%Y]

5. 3iBEDIRIFIZBNT, FERAT A RUEFIRERI L OMMOPLY 7~ FHEIZ L #0258 E21T-> T
b, BRERICERT IH L ERNEIGAICREG T2 L,

SIW—TRBEE> [H7 &L 05mg - Img DAH%Y]

5. 4 ZVEH TR BTG ENE O B ORI L 72 BR O ARE| O 90E K OV AP THEST KTV 70,

<EBBUXBE> [ 7E/NL05mg - Img DHFEY]

5. 5 IRIEIRH S 2 25T, BHEME(A T v A FIPUE, A7 v A4 R TH D Z L 2RI 2 L,

5.6 RHNC X DHEFFEIEOHIE R O EPEITHEST LTV R0,

<BBUXBX> [V 711 5mg DH%Y]

5. 218 E 2550, AR T aA NPt A7 vA4 NKFEH)THL Z L 2R+ L,

5. 3 RHNZ X DHERFHIE OB IE L OV 2RI LTV R0,

(fR0)

< BEETHHE >

5.1 HEHSOS B OB 18 BIR O FBE ) (281 5 H AR LGB OB BFFHA V¢, HLA @A FRMB
WRE O BRAEFRIIAEZIT VL OOMBEKIZH AL 7=, £7-. KETO HLA j#EA [FE BB
B 2RI U7 B AR ek 2Tl 2 FREAFE CRHIRICHANFRIZS > T,

<BEMBENE> [V 711 05mg - Img, FRIDH7%Y ]

5.2 2T A FIEPUEBRIEMENERE 268 & LEBERBRICB W T, AT a4 R BEEl©& 72E
BRI BTN, ZDIEFIEIT D72 <, AT oA RIEEREHBLIREN TH 7=, 7o, TREOHRA
WZEBWT, A7 aA RERBFEGNCES T 28RN EE Sz &b, L,

<BIEIY < F> [ 7 &/ 05mg - Img DAH%Y]

5.3 AFIOEET Y v~ Tk DiEINE. BAFBEE COHORA TG B ICBonNTnDZ Enb, b
Z L0 BAREICT 570 BARIICE R LT,

I—TREBX> [H 7 &1 05mg - Img DAHi%Y4]

54 N —T ARRKIZEB N TAMER O X 5 R EIEEMEO &S ORI IX, EAREAZ B L L8 ) etz
Pl 240 - 7= AR MBI T b D, iz, RBISEINED @V IRIBIC BT 2 AR O A 801 &K 0%
AHICEAT AT ET VA BB LN TOVARNI LD, EELAMET S -0 H LT,

<BBMXKBX> [ 7 &1 05mg - Img DAHi%Y]

5.5 IBBMERIBR OIREIEH S LE, HHEMEOIEEMERIBR L3, AT A FEIETICHY 25,
AT aA REFIEIIAT oA MEEEEZ 2T 2RETH L L SN TWD, ZIUTEE SV TR O H
EEEBETHVLEND DD, ik Lz,




V. ARICEY HER

5.6 # 7 v U ARADFMREAAF] L L TORKFIIATOIL TV DS, HERFEE & LU CORRRFHEIZAI T
T2, AMER OVZE2PERHEST L T W B 2 FeHEi Lz,

<EBBUXBX> [V 7t/ smg DAi%H]

5.2 {BIEMERIGR ORISR KX, HHRMEOBBEMHERIGR L3, AT a4 RIEETFICHY 2356,
AT a4 REFMEXIZAT oA NMEFEEEZ 2T 2RETHD L SN TWD, ZHUTFESWTARA| O H
HEETOHLEND L=, e L7,

5.3 47 v AADEMEANA|E L TORKRIIZITHON TV DY, HERFRE & L CORKRHE X T
T2, AEMER OVZRMERHEST L TV W B 2 eEi Lz,

3. RERUVAE
(1) AERUVAEDHER

<BREOIGE>
WHE, AIFCIEZ 7 e ) AAL LT1E0.15mgkg 2 1 H 2 [EREAO&KES L, Dk, e & T 5, H
FERIT 1[0 0.06mg/kg, 1 H 2 MR OEGA4EHE L3503, RIS U Tl a5,

<FBENZE>
WE. NI 7 ) AR LT 1E0.15mgkeg 2 1 H 2 B O#&EE54 5, Uk, hellBEL, #
FraEld 1 A& 0.10mg/kg ZEEHEL 3 575, JERIZIS U CHEEHET 5,

<IHBHEDISE >
WHE, PIHNCIE XY 72 U A2 LT 1E0.03~0.15mg/kg % 1 H 2 [Ef 0545, £72. HHIS%
BBICAR OB G AZBIAT 2 B8, @%., #270U LA L LT1E0.075~0.15mgkg % 1 H 2 [H]
BO#ET 5, U, RIS U CTHEEHEM L., ZFE LI2DIRERSG D%, e IZBEL TR
/D& THERFT %,

<hBHEDIHE >
WE, PIHENCIE X 72U A2 L LC1E0.05~0.15mg/kg 2 1 H 2[R O& 5425, Lk, ERICGTC
T L., ZE LIRENS ONT-%ITIE, Ba 0E L AR & THER T 5,

<[EBEDIHE>
WE. MECEF s Y A AL LT 1E0.15mgkg % 1 B2 BIRAOFKSGT5, Uk, hellBELTEH
whis/ b & CHERFT 5,

<IMNGBHEDISGE >
WL PINCIEZ 7 0 ) A AL LC1E0.15mgkg & 1 H 2 B O#FET 5, LIk, RaIllBELTAH
i & CHERFT 5,

<EHBEDEHE>
WL, BAE 1 BTk #2770 ) A2 & LT 11E0.06mgkg 2 1 H 2 BEAOKEGET 5, BHAGIZIZS 27
2 U AAELTI1E0.06mgke % 1 H 2EERO#E L, Uik, e lZBET 5, £, B R HE W
SR ICAKN OG- 2 G D842, B, #2788 U AL LT I1H0.15mgkg 2 1 B 2 AR 0 #
595, ok, ERIOG U CHEEREET S,

mB, ARORARGREORIT—EL TELT, BEICLIVEAENDHLOT, MPREDOREWEGE
DEERINE N i 35 BE AMEWN 6 O HEHE RS K OFBAE R 618 TR O FE B A 5 <72 A OIRBUITIE
CTIimHRELZBE L, N7 7 L~l(trough leve)DIMHFIREAZ B L TREEZME T2 2L, 5
(CBAEIE R &> 2 WIS BRAAIE & T M M P RERE 21T 9 Z EBREE LV, 2k, M ~ T 7 RE
23 20ng/mL Zi#E 2 S HH AR WEE . BEARREILLST K R0 TEET S Z L.

<BEBEHEDEE> [H Tt/ 0.5mg - Img. BBHIDHAEZY]
WHE, RAIIEZ 7 ) AR LTC3mga 1 B 1EAYEBRICEO®ES TS,
<BEFUIIFDEE> [H T/ 0.5mg - Img DAZH]
WE, RAZIEZ 7 ) ARE L T3mg % 1 H 1 BYBHICROKET 5, 0B, @l#I2IE 1.5mg
Z1H1EYEHBEROESL GG L, JERICEDY 1 H 1H 3mg £ THETE S,
<I—TABRDEBE> [HTEIL0.5mg - Img DAHZH]
WH, RAIZIEZY 78 ) AALE LTC3mga 1 H1BEAYEBRICEO®ES TS,



V. ARICEY HER

<EBBUHXBEDIGE> [(AT7ILDHZY]
WE. RAZIE, N2 7 e ) A2 L LC 1 [E0.025mg/kg % 1 H 2 [BIEIEH &KUY BHZICRAOKRS
T 5, LItk 2B, BEEMmY T 7EEE 10~15ng/mL L L, M N7 7REEZE=XY T LEND
B BT 5, BHRMGH% 2 BRI, BEEMF T 7RELZ S~10ngmL & L& 5 EEZ T 5,
<ZRMHK - RKERXICEHTIEEEMRDIEE> [(H T/ 0.5ng - Ing DHEZH]
WH . AT, N2 7 e ) A AL LC 1 [A0.0375mg/kg % 1 H 2 [AIFIAHE KON B D&
H425, Uk, BEMP T 7EE% S~1ong/mL & L, A N7 7RELZ2T=X Y 7 LR b&kE
wmaREiT 5,

(2) AERUVHAEDHRTERE - 1B
<EEMREHE>Y

BEAGRANRE ST AN R &2 B3 2 BRI Fe b U 7= AT 5 TAHRRBR . R4 -5 K OV 78 1% o S i i 7 %
HEESEIC, ENERRBR(FS06-CL-0601 35k, F506-CL-0602 #XER) % 521 T E L7z,
BEAGRIUARIRE L Z F2 0 U 72 i1 55 T ARGABR . R 5308k K O 7814 D EIR FE 4 R A2l 45V T, 3mg D
1 H1E, YBHRIROBSICED2ERAESED LN TRBY , ERXARRERILHRE STy,
] PN i PR AR (F506-CL-0601 55#%, F506-CL-0602 FRER)OfEHE, BEAGRZIRE X I3 R0 BEEFIZFEY
L7 WEIE I FERF IZB N CH L RMEN MR S, AOMEEZ R LT D, (V.5 (4)1)Qv)EIEM
BHRE] KO TV.5. (4)2) @ESEE)E] DS
*BEARKFRZNAE I Zh S+ 2000 4 9 HIAKITHAGE Sdu7z [y Y S i 1 ) i (M B4l % TR I B\ T, AT 1
A FRIOEENDEARF5r. UIRIERIZ L Y REERGE) 287,

<BEg) o< F>Y
B SA vy FBRGRBRE 5 61), ATHIEE TARBRGREAE 5 62, IRBRE S 64) 2551, %% T
RGBT 75 63). L OVETMAHRBRGRER T 5 RAOL, #BREH RA)Z T TREZ LTz,
B DA BRGRER T 5 64)I2B1T 5 1.5mg Xt 3mg @ 1 B 1[4 &BHKE OG5 L D 2eMoks
5. 65 U EoEing O RIER OHEX 1.5mg/ B b G20 L, ZEMEICEE LR BIERIC
i U Tl 3mg/H £ THEEATRE L 3R E L T 5, (5. (4) 1) Dvia) ik 1145 11 AH H Bk R BR GE & ).
(V.5 (4)1)Dvi)b) W% A EMRBEHER(FEE)) L TV.5 5)6o)DFE k) OmHSHR)

IW—TREBE%>Y
M) o~F TOREEZEEL LT 3mg ® 1 B 1 BIYEBREAKRSGEZ A8 THRBRGURE 5
LN91), S MAHABRGAUBRE 5 LN02), K& Okt alBRGRERZE = LNO1, #BRE 5 LNO3)IZI W\ TL M,
BENEDNHER ST Z & BT ERE LTz,
N—T ARG OREE Y 7~ FOMFREEET L~ T AL 5BV T, IZIXRBEO®R 5 & CHE
EOHIEIRENTNDE T, (TV.5. Q)T v—F 284 KO V.5 4)Qily—7 A% OESHR

<BBMHXKEx>?
AT A AR GRBR S 5 UC03), %155 TARRUBRGAUBRE 5 UC04) X DNENIZ I 1T D BRI C D4
PAERZ2HZ 1T, BIAHRBRGURE S CL-1107, RBRE S CL-1108)2 % i €% L7,
AT A T ARERBR GRS 5 UCO03), #4155 T ARFBRGUBR 5 UC04) L DNE NI 31T 5 AR EI C D224
MAEEN S KERRICL 2R EEZRETHE EbICMT NI ViEEE2E =4 ) 7 LIRGB 2
THHETHET DI ENERINTZ, ( TV.5 Q)8 IEEEREZR . TV.5. (4)1) Oviii)TE 5K
&K1 . TV.E ) )Qvii)IEEMERIER ] KON TV. 5. (4)2) @IEENEREGR ] OHESM)

<ZHRMEHK - RERRICEHT HHE MK >

WAL - ENERRBFZE 1, BREIk CoREMET — ¥, BAGRO H B R BICB T 2 ARFOHEE S
B\ ERNFBIER & T RRE LT,

WAL - ENEEEEAFZE ik, AAFNT 1[0 0.0375mg/kg/ B % 1 B 2 [EINCH T CTRRAKG ZBBL. 0
#BixAamp b7 7R 5~20ng/mL O TEE OEKG K QBB IS 5 H 84 P L2 ek
B L CH s 2 BT 2 HRIIRO b, AR sniz,

BREEE TOT —Z OHER LY | M FREN 20ng/mL LI E TR Sz & &, BHRERE E S O
JEDYEMDPFER ST D, (TV. 5. Q) Z IR - B R A DFT 2B MEM 26 ) L OV V. 5. (5)9)
ZRVERR - B RICEDFT 2B ) DEZBM)



V. ARICEY HER

4. RERUVAEICEEST SR

1 BERUVAEICEET FE

<#hEeHE>
11 Mg o2 7 a ) AADOL S ZRMERBISIZ A D72 AR OFE &4 fF 4 5 B3 it
REZWET D &,

[7~7 &1 05mg + Img D Ai%4]

1.2 7BV EERTHICY o> T, ROBICHETHZ &,

1.2.1 J8Ri & B 72V OAEW SRR EMIIBGE S VTRV, [HBRIO D 72 %3 % Cmax LY

AUC L OEEEIZZENFH 118 LTV 1.08 ; 16.1.10 1R ]

1.2.2 1 7B EFERIOE Y # 2 R OPEAICER L Ci, Mg E2REd 5 2 Lk v fHNC X 20
DEBNI2NZ L ZERTH 2L, b, UV H D WIS S WIROEE A L5 EI1C
E, BEIDS U TREEEZMRETLZ L,

[ 7& N smg DAri%Y]

1.2 7R NVEERAT HICY 725 T, ROBICEBETLHZ &,

7.2.1 J8hi & B 72 OEY R SEMEIIRGES LTV, [JERLD D 7 k9% Cmax KO

AUC LD ERMEIZFNZE4 1.18 X TN 1.08 ; 16.1.6 /1]

1.2.2 7 EFERIOU 0 2z K OGERIICES U Cid, M E 2 e 5 2 &1 k0 AN K 20T
DEBPIRNZ EEHERT DL, BB, U1V H D WIIHFAICHE D WIROEB DL SNT-5EI1Z
X, BEDS U TREEEZMET L L,

[HERL D H %24 ]

7.2 PRI 2 4 5124 72 - TlE, ROBICEETHZ &,

7.2.1 J8ki & B 7L OB RSEMEIIRGES LTV, [JER.O D 7 k9% Cmax KO
AUC LD SEEMEIZZENEH 118 LTV 1.08 ; 16.1.6 B ]

1.2. 2R oL, JFHIE LT, 7 BAVORANTERWGE, H5WIEEE E0.5Smg 1 7 LE
BLUTORGEFGNMNERGAEETHZ L,

1.2.3 17 EERIOU Y # 2 F OPGEAICER L CiE, M EEE2REd 5 2 ik v fANC X 20U
DEBMNI2NT L E2ERT LI, B, UV H D WVIEERICEE > WIROEE N SN 7=8HE1C
I, REIS U TR BERESTL 2L,

1.3 E WML RN T 2 B A ICBEENEO b TNAEO T, MPEEGS L ZH&YS 12 BE#%) %2 T

& 5721 20ng/mL PLFICHERFT A Z &, [11.1.1 ]

1. 4 oIS & OPFRIZZ Y | WEOREMH O FREMEDNH D, FRIZ, BRI T 3 HH
DUNT 4 F OGN 2 LA DR T 2RI MR IE 21T 5 A AR O v b &2 K<
RIETH I ENARERGA D H DD, BHLEE OREL O S B thofeE ikl Al ofE - &5 %
LERERLUCGHETSZ L,
<HF#%iE. EBHERVEHBHE>

1.5 FilE OMEICEBNTC, KBSNT-ARICHEANEAEZRE LEZEENME LN TVWED T, 58
REOBICEETHZ L, [16.1.1, 16.1.2, 16.1.4, 17.2.1. 1722, 17.2.6 Z]
< BRETSHE >

1.6 7 L7 F=AMEARBEERIO 25% L £ EF LIEEAITIE. AFO 25%LL Lo I3RS oY)
B EERT D, [11.1.1 BR]

7.7 M EE MR WA TR A g TR AR S TN DO T, Bl R g T2 A8 B 1 .
JE & T&E D2 10~20ng/mL &+5Z &,
<EEMHENE> [ 7 &1L 05mg - Img, Bk DA%

1.8 BWER ORBEZRL -, #E5BAE 3 7 HENEZ 1 7 HI2 1 [\, UBITEHICE X2 5 12 B
BoMmPEEZNEL, HRSBEZHETL2Z2ENEELY, £2, AFNCK Y FoRGEMNE LR
AR, TOMEPHHF CEIHEET TRET DI ENLEE LU,
<BE)OTF> [ 7&/N0.5mg + Img DHFEY]

7.9 @l cix, BEGBA 4 R E T 1 H LSmg &5 & L TREME MR Lz T, 2R+ 6Ic
. 1 H3mg IZHEEBETHZENEE LV, /-, HEITI2HAIE. BWERORAZ 0, BX
ZRE 12 RO M P REZRE L, HE5EZFE T2 ENEE LY, [9.8 2]




V. ARICEY HER

SIW—TREX%> [ 7 &1 05mg - Img DA% ]

110 BIEF O ABLG T, BEBIME 3 D ARIEZ 1 2 A2 1 [E, DRI EHImcl X2 #5 12 KR
BoOMPEREZNEL, HEEZHH T ENEE L, £72. AFlZ 2 7 H L ERS- LT,
JRE A 72 & OB REBRIT L OE LT L CTHEN S bR WEEITIE, #5513 250 il
OIRIECEFTT D ENEFE L, — 7, AFNCE 0 0BRGN HA I, T OEMN
MERFCEOHBEETRET A ZENLEE LV,

<BEMUXEZLE> [H7E/L05mg - Img DAHi%4]

1.1 RN RNC i b7 7 REZRIE LIRS & 2T 5720, ABRUIZNICHE T ZEHO
TTHERETDHZENEELLY,

T12H], 1 BH7-0 oG58 ER% 03mgkg & L, FHICROSICERE L TCHEAMETLZ L,
[17.1.12 H&]

7.12.1 fEREHN 5 2 BMET
- WIE G 12 B RO 24 B oolfnrp - 7 ZIBEEIC S X 1 [ H O A B A £ 5,

-1 B HORAERFEG %D &b 2 AL EREBHICHIE Sz 2 ol b7 7iEEICHKk-SE . 2 [

H oo Bl i 2 £ 5,
-2 FIHOHEMRE S 1.5 AL EREZRICHIE S 1 mofd b7 7REICHER-S S 2 @G
EDIOYER-GLIIKgeSy g A

7.12.2 2 BLAF%
- BeE BT 2 GG B E)O HEFE O 1 EFREZICIF N7 7REZHE L, HEMREZ 5
W25, /o, BG4 HLBIT4EMIC 1A B2 E L, @iy b7 7BEEZHET D
TENEFEL,

7.12.3 HEFREICH T2 > TUIMIERFO B FFRME(EE K G/2EZERE )3 E Uik b7 78R EE v
25

113 7R AAIDIZE IV, 0.5mg A DG REERET D Z L,

7142 BREE U CHERKRIEROSENBD b2 WEA, BE5E2FIETD 28,

11585, 3VAETCORGLTHZ L,

<BBUXBX> [ 7 &L Smg DAFEH]

1. 8 BB AHNIAE R b T ZREZE LESREEZRET 5720, ABRXIIZIUCEC-EHO T
TRETHZENEE LU,

19, 1 B0 058D ER%E 03mgkg & L, FRCKROAICEE L CHEZRHEI T2 &,
[17.1.8 ]

7.9 1 wEHR SN S 2 BEET
- WIE % 12 B ) O 24 BRI RS 7 IEEIC S X . 1 RIEBOHERE 2 EfiT 5,
<1 [ HOHAERESR DR &b 2 B ERBRICHIE SN 2 Solfid b7 7EEICESE . 2 [H

H oM EHRE £ 59 5.,
+ 2 B A OMEME 2D 1.5 B LLERBRICHE SN 1 Aol b7 7REICESE, 2 G E
F)D HERE £ 5 %,

7.9.2 2;BLIEE
- B G-BRMA% 2 BRFG B H)O A& S 1 EERERIChY F T 7REAZNE L, HEREHZHE
T 5, £7-. HERKB4EDET4EMICIEZAEZE L, EPNCLY N7 7RBEZRET S
TENEF LV,

7.9.3 HERAEICH T2 > TUIRIERFO B FLM (BB G/Z2ERHE 5 E Tk 7 7 REZ W5,

1.10 7 7R AIOIE AV, 0.5mg AAHDEEEEZIETHZ L,

111 2% E L CTHERRIEROBENRD SN2 WIEEIE, KEE2PIET 5L,

1.123@% . 3 WA EFCTCoRELTH L,

<ZHEMEHK - REMRICEHT IEEMEME>S [V 7€ 0.5mg + Img DAGLEHY]

7116 1 Hb7e b o b5 80 ER% 03mgkg & L, M T 7REICESEEGEZRETTHZ L.

11T DT RNAFIDH % AV, 0.5mg A DO GEEZRETH L,

718 HGRMAIFIIFEAIE LTAT A FRIZHT A Z L, o, IERPLELIZRZBIIEIAT A R
Ko ZES 52 L, [17.1.13 /]




V. ARICEY HER

()

<FhEEHE >

1.1 Mg D% 7 m ) AZADL TR MERBE 040 L, SEPEREZRE L CHEZRET 5BEICiTaim
FIREZHANTWNWAZ NG, ZOFEHD TiedE L,

7.2 BRI I3 A 7L & AR S M REE S TR WD B e L U ERE RO E S L LT,
EFERRFEEDRIES TV RN & JRAlE LTHERT 235, WAIOB Y 2 & 5 WX OFHICE
LCImHiRE AR T 2 Fiidk Lz, S 612, 8% OB WA DGV #2 2 & 2 WIE0F R 1 i+
BELHERT D B2 T 5 &, [3EYERE | OHEICH A GRFOIMPRE T A —F Z5ii L, &
WERARE (TR 2 Ml L7,

1. 3 BB COBREERBE T, FEHANC 20ngmL 282 5 M EENE RO BN, FDD, &
BERA CIXBEEOEAEZ D, 72 VT F= Ul L 5 E 5 BOWESD 5 WITKREDO B %R~ Lz,
2B, M EEECS X F &G 12 Biif#%) %2 T 5721 20ng/mL LA FICHERFT 2 Z L2\, Bl
T TiE e MoEBRICBWTHAMAREHRE B2, LBEOTEEFHEE L TRiHi LT,

1.4 RENZ X DIREE I, MO MEIFI AR S5 TREMEN S 5 720, PRI 28 o5z i
izt 2EEAME LT, £, ZAIRERIEEZ FERT 2581003, —RISARFIHEMEE 502
ARG EZIRSRET D Z ENARBRIGEN & DM, JMGREORELOHIEAZZE L7220
LT AMERNS D Z D, EEHFELE L CHHE L,

<iFHtE. EBHERUVBHSIE>

1.5 THHE, BB, BB IO\ I LG OREEREMBIT L= 2 A, HAFERET TIX
KRB HEICHAEHENBEG SNAEAR AN 2 EBRLE LT,

< BHEfEiE >

7.6 BRBAL COBFEERIH T, FKEETZ 20ng/mL B2 HIMTEENL LB SN, TDH, B
BERAE CIXBE R EOE(EZBSTe, 7 LT F=UMEIC L D2 GEORED 5 WIFKRIEDO H L 2R LT,

1.7 AFIO M PR & Hot - ZEMOBR AR L & 24, gradell L ED&ME GVHD R ELFIIT VT
HHEBRFOMP N7 7N 10ng/mL LA FTH Y | —F, BEEERBLLNIFEBATC ¥ DS 20ng/mL
EBRZDIEGNE RO LN, LD EnD, B &E EH OB O m P EET 10~
20ng/mL % BIE LT 22 LML THD EEZ LN,

<BEMENED> [V 711 05mg - Img, FRIDH%Y ]

1.8 BAEsEk TIE, AAORWEHRBUBEE IZ PR EEKFEEN A LN TR Y | BIEMHEEICB T
GBI B RINCIITE 27T M REZRE L, mPRENSEWESIIIR SRS L, BIE
HORBLZMHITHLEND D, 72i5, BEAEMEIE ClIf P REICET 2 EmN 0 TR, BhEE
WCH LN FIREICBET A1EHRE —2OBER LT 570, BRMERICE b CRIERR TR X2
H 12 R & LT,

Fio, RRNOEGIZ X0 Efif7e E O3B G LN GEICIE, RAICEEERAD 2 LNtk
EEFE LW,

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

T9BEEHY v~FOEmREICBT 2 HELROHERT MNosmg 2 1 B 1 Y BEROBESSEEE L, JER
WCED 1 H1E3mg ETHEETES] THHZ D, BEIMHEHERRICBSIT2HELAOCHEEZSE
(2. 3mg ~DOHED=ODOHEZE R LT,

I—TRBX> [H 7 &1 05mg -« Img DA%

1.10 L — 7 2B R OERARRBR IV T MR E & AN ZARE R ARB 2303, A HFELRELS O 1
HFRENLT LLEWEESZARWVERENELNTWS, £/, 1E3mg, 1 B 1 BEOEHFEGICE-
T, BWIMHFRERRGRT A2 Z L3R eEX N0, V—FABFRITETELOEEOREEZ L 5
HEETHY, ARNEIRGEINDZELBET L. B2 L0 b0 L L, BRIt
BEZHETEZENREE LY, £AFEZEREEFEGTEZERRVWE D, B LW L2 A12X
BeH5E2PIETDMERND D, REBEIHRBRICB O CTEER 1 » A@ B)LIECTARBIFEN 7 7 2 REEC
HLUTHEREEZRLTWDZ L, EERRBRICK T 2 8 Ik F<id, & 5BA%R2 » ALL
ISR LT ISR R O R T R TR RO b holz LTHIEERTWAZ & LD,
2 n AU B ERERE LIS Ch o e GBI I 20  MMOERIEICERT T 52 ENREE LV E L,
EHI2, ARNOHENHIELNTEHEILRE —HAREEZER MRG0 Tlan, “etofan
HIET DI ENEE LV,



V. ARICEY HER

<BBHUXKBE> [ 7&/1L05mg - Img DHFEY]

1. 11 AN X 0 B TRETBIBMERIGR OIRRZAT O T2 DX ARFMENC i b T 7RIS Uz MR
IR GBS ANE LT H 2 LD, IBFEMINIABR S UIZCE L FEAEE LW E AR LT,
7.12 TERIREAE ) OO HERETEICI - TRIFEEZIT O BRIC, FRCiPREE =41 > 7 K OH &R
DOFERERFH, WNCBREFEREETHH Z b, FEALZ BENICEE L, AFO 1 HHZY O
BHED ERIT 03mgkg & LTWAHM, BRBS CIX, RICEEMHIREICREEST DL ENEELEOD
EZFCHESE WIEERERC 1 B2 03mgkg BOHENKRG SNDEBENH 5, Tk OREAEIC
BWT, HIEEEREEED 1| BH720 OG8N 0.3mg/kg BOIEFNIZB W T, BRI K E Z2RBEIX W
EEZONT, ZO), TREOREICLDEAEEZEE X, AFO 1 BHY OBRGED ERIZ

DONWTOFHEAE TR EZE L,

T 13EEMRGROMEICEFT DO T EALBDORTHDHT-0.05mg A AOHEREI &b 2 b,
TOEERHEH LT,

T A4S RIGRIZE D TARFIOIRF RN HZ LD E TOMMI 2 HEUN &R ZOMBBNICh R
FBLOIREDTRD BV VWER] TIIMkFi I 512 L > TH H R ENED R WAlREE R H 5, T D120,
BWERORBZZET H L, 2 HEEE L THEREROUENRD LR WIEAIX, RAIOE L %21
IEL., OB RBRICHVIZ ZONREE LN &b, TOEETH L,

115 KHN O EAZ L - TEBMERIGR DR EMICE Y | HERRE~OY) D # 2 S ATRE & 722 5 BTk
HO®BERGIVBIZE3I P ATHLZZ D, REWRIOBZEER T T,

<BBEUKRBX> [H 7 &/ 5mg DA%

1.8 RANZ X 0 AR CRAEIEBERGR OIREZAT O T2DI2iE, IBFEINC i k7 7 EEIZIR U7-4EE
IR ERESANE LT L2 LD, BEIIIIABR I ZIVCE U EFENEE LW E AR LT,
7.9 TERIR AR ) OO HEREIEICH - TRFEZIT O BRI, FricmREE=4% 1 7 KO H &0
FhaF ., WRNCBFEFEPEETHL Z LD, FEAZEERNICHE L, AFIO 1 BHz ok
8D FIRIT 03mgkg & LTWAD2, BKRESG CIX, FHICEEMPREICREET L2 ENEELDOE
2D E WIEEERIC 1 BH2 03mgkg BOHAENKRG SNEBEEND 5, Tk OREEICH
W, FIEFR GO 1 B &7 0 OF582 0.3mg/kg BOIEFNIZIHB VT, BEEAICKE Z2RIEIX v e
Bz, 2070, MEEOREICLDEAEREZEELX. AFDO 1 BHZ o5 ED ERIZS

WC oGt A TRHI SZE L,

T 10 BB RGROMEICET T D00 7T BLVEIORTHDH120.05mg A AOHEREI &b 2 b,
FTOEERLH LT,

1. 1 EBEMERBRICB O CARAIOIRFI RN A LD TOMMIT 2 BEUNE R <, Z oIz E
FHDIKFEDFTRD BN VEF TIIER G2 L > TH O RWENLED R WAEEEN D 5, TD2D,
BEWERORBZZEST 5 L. 2 HEEE L THEREROUENRD WG, RAIOE L %
L., oY RERICOIVEZ ZONRLEE LW LD, TOERTH LI,

112 KFNOF 52 X » THEEMERIGR DGR EARICE Y | HERPRIE~OY) D #2230 6E & 72 5 BRI AR
AOREREBLIVBEZE3I P ATHLIZ NG, HEWMIOBLZERIT T,

<EBHMUMmKX - REHRICEHT IEEEMX> [F 711 0.5mg + Img DHi%H]

716 THER OHRICEETAEE] 1.3 12 TEH L TWAH LB Y | AFNIBME TOTF — 2 E/MN D,
20ng/mL LA LoD i R AR e 95 & BRI E S ORIER OB EINT 2 2 L B35 b T
HZE00, BWERAORBZESZ E2HME LT, 1 B ofhEO ER% 03mgke &Fi# LT
W5, . AANC L 2ER TLERIBIRZITHO 2OIIE, £fLh F 7 7BE COMENEE L D7
W, AFIBEGZICHE St 7 7REICESE G ERTiE T L LT,

117 23R - FRIEBHRICEDT 2 BE N2 OG89 5 DX 0.5mg & Img D 7 )LH| D Fx
THY, 0.5mg ANAHADORAERE LD N, TOFEETZH LI,

118 ZHMEM 2% - BUBIHRIZA DR 2 B M2 BT 2 x4 & L7228 T/IARRBR Tl AFIH& 5B kA
L0 2T A FEIRJFHINTEY , EROLZEICHEN, AT a4 FHENHMESNDEmRA LT
e, TOEERLEH LT,



V. ARICEY HER

5. ERPRRK#E
(1) BERT—21\vH5—
1) FBEIZE T3 EERIEOIH
ERIREAR—E

. e # 5 B(mg/kg/H)
. E; AN
(14 NEES TR X T e e 5300
Rescue 7D =
HA Primary TA%ED 0.10 0.30 BE 414 0
%5 1 AHEER I O R PR 358 (rescue) 0.15 0.30 ~7 %A
K VI G R 3B (primary) 0.15 0.30 14~60 H
HEEE .
(BHELRD V7 u AR Y & OEGER (primary) 0.10 0.30 ﬁifﬁg?

DY 7 xR Y AEEGRN L, BHEAOZOICY 7 0 AR Y v sk 5 IR 722 BE T oBR
HE2BM%T-TEHIZY 7 a ) AR RS LT3R
W3y xR SR

2) BEEMAEICE 1T DR RIS R UBHE At 8 7 D HiH]
@ BiERXIEEH (GVHD) FHZR
ERAREAER— %

= N = " ; S B R
AR X 53 AR O AEM O &E (A A5
iﬂﬂ;ﬁ%
BRI X v 5 B
I3 B
| HEn | B EOGmee® A 1R 2E 100
FERRGE L ORI kT 7R L0 5
IR 100 H [
EAE 2 1L VL ¢ 1[0 0.05mg/kg & 24 R AL B A
S IR HEMR &M : 1 (A 0.075mg/kg, 1 H 2 o o f
TS bLige Bk, amd b7 ZREROmE S LT F =8I0 LY 381 H [
e 5 IR &5 677 B
511
ES | e BRI OVt | 5 7 I PIC k0 IR R 22?;‘%
e 1453 A/
Zra ) AAORYBEEOFREIZr»DOLT, ¥71 U AR
B AR A - D3P ST B TR K OVE THAR LRI O B A% 100 A fH o 3 A
B ENEREAT R S5 S DV TEM

@ BiEEAXMBEEHR (GVHD) AEE
FRPREHER—E&

5 B b S REAT I M)
2Pk GVHD ¥ : 0.10mg/kg/ B (47 2) 243 H
&4 GVHD O 0.30mg/ke/ H (47 2) 48.0 H




V. ARICEY HER

3) BBIEIZH T HIEMRRIC DN

4)

FRRAEBR—&

WK | RBOMmE RO b SR
i TR
e st L 0 118 0.075mg/ke/4h 1 H 2 [H]
A% 48 =T — YRR & 1A O.ISm;kggl H 2| 300
%5 AR —RIGHH 34 A
A . HRIE : 0.10mg/kg/24h 1 4F
HBRRED | —ieR &0 1081 0.15mg/kg 1 B 2 [BI(HIH &) (FIREZ2FE D)
R HIRTE 34 H
A -
. . s MR A I
e E&ﬁi;ﬁ FE = b MR B A 326561 # 7
(24~44 % H)
% Dhistorical control & @ kL
TE 2 ARE ORI
—WRIBIE RS TR O 7= BT L 0 & 5 W ITB% 721 bk S
HOF IR « NS 8 5 WX RINE S0 7= o BRI SEIC & 2 Rk I s IR i 22 R T o -
EREORENRSHRER & LK
. . - T g o
KRt "*ﬁg} jﬁ@y ﬁgﬁi{p ;fjf R A e 5 IR
B 5K
VY =TGRS TR
375mg/m?/[El & FEAH 14 HATK O 1
H AL L B
TS T ITHTEN T TS
B —h TR BBMERE | VYU~ T GEET
DVFu 7S T7h TN EEORE | VYR FAHLZ ) -
WE# 5 BI1TEH] 0.15mg/kg/lB] | 7 GEIGFH | 2 BRI 14 B Al MK
T 1 B2 [EREOEE H#iz): 24 @15%)
HEIAH B R FEx R DItk 4 SEH B O E i el A=/ A A )
(EWRE) | . | HFER Wl7ra hapc LTSRS | TursT | ISovSE—h Tk
et B .
A BT/ I
NI T T E—NTeNEEDOEE | TS | 7~28 HHI(FBAE 28~7
WE S BT A 015~ | =0 7% | BRI VB 1 BRlE
0.20mg/kg/[m] Jb oz 24 f TiE)

1A 1A, BloRnEs
Dtt, &S2hEE g RE oo i
W7 ha | TREEY
R

DFBHE. MHFSHE. BERBHER /NGBS E 1T SR RIS O

EARSANA




V. ARICEY HER

5 EEMBENIE

FRRAEBR—&

E 7 T )9 R (S AR 2R B
xtHEEBR D> & OBATHE 73 B

R 5 o poEdiE . .
N 3H " i N & HAA
SRR X FRBR O TR AL JER O & 5 HIH
- AT A NG 3mg/H 1 H 1[H 16 A
*’“Hﬁ F—T kg iR Al B 4 B TR EEE A M ERR | A BB NG GEE Y | D RBls
* %19 4 BT, LI Smg/ ) 4 ]
AT aA REHiE
N 3mg/H 1 H 18] & 88 JEM
I 47 5 2 B R B A 4 ) 0 FR
o gy | WRIRIRESRRETROIER | 0 b en g 5 G | D28 300 o0
(ki) F (A ZE 0 AR 2> B O ke T, LI Sme/H) 201
)12 Bl ) £ i
°F R xR
FS06-CL-0601 | Z;Z;; AT A RIFHRBHTIE - AR/ ;mé/?z 1&1 S&i E 28 R
ot —== B . Y A A 0 B 1553 A
5 AR S FeAi bR EAE A 1 E R 80 S5
e _ . . 3mg/A 1 A 1A .
-CL- > PE- S A 5
* Ch—7 kg | TR REHA, FIR 3mg/H) hitie
AT a4 RIEHRBUE - M iRHERR/
FeA B EELE 75 A ) i £E A (5 T
F506-CL-0603 IEMR 7T AR B E SRR | 3mg/A 1A 1] 28 i [
EAIIEE FExt IR RERD S ORBATH) A EHRZRORGGEETH | (FIRBRE2 50
s 5 | A= v | AT r A RIEPUME - BARIERGFRE | BAE A, FR3mg/H) | fk 56 #H)




V. ARICEY HER

6) BEEIY o< F

FRRAEBR—&

. AR R D x5 . .
L E IN 3 N =N 3
AR &5 | B2 5-) SRR O B3N
A 2 [EIRIREE( [F
=14 BAEH Y O~ F Smg — 7mg — 9mg i
/\"43\ . 61 FEEH MIREE G 11 ], RS 18 | #9), UL 1 B 1 [ | 12~24 B
7 il H#5-(1 [5] 3mg—4mg
—5mg i)
i FEHR
. . Bt v~ 1.5mg XX 3mg#% 1 H .
| EES MR 24l . . 16 JEH
o . - 1.5mg #f 34 . 3mg B 36 f5] | 1 [IfE5
o, .. - Y v~T 1.5mg Xix3mgx 1 H |
g | MREES: BB S B8 19 1. 3me B 26 1 | 1 I Bl 2
DMARD ZhFA+5r OFEmiling
. B U v~ e
B R “HEEWM e e 7ZER, 1.5mg XX .
- 63 \ | TT R T4 16 3K
Heg R Mt 1 5mg Rt 68 B 3mg # 1 A 1 [El#E
3mg #f 70 5]
Ny - - IR 15mg & 1 H 1
24 = Y I </ — 7 N VAN B
o iiﬁiﬁé‘jﬁ% 67 ;’i;ﬁ ?%A?;ff‘ﬁ;it%@#mﬁ% BT 5 DI 3me(l 1 | ek 88 S
;E‘g MR TIC RN ESNEN lﬁ&ﬁ)i“éiﬁiﬁf
DMARD #hRAR+45 O EifinE
)| ) .
o | EERE | e | EER | WY o 1;“‘;?“”‘%1 U 16
1.5mg #¥ 43 #il. 3mg #f 31 {1
DMARD % 3RA -+ O &l
e BIA Y 7~ 6 30145 LA 5 5
Efﬁig‘%ﬁ& 65 | FEER | 274 BAA T I R (3mg £ | R 88
A (TR 57 1.Smg BE 1S 61, | ©)% 1 A 1 [E#E
3mg B 12 fi)
Py Ly Nl VAN R
IV I e —EE R ?$D¢jiir+ﬂ®#m%% AHKl3mg Z 1 A 1 [\l
Lotst | Ra0L | o0 | ! . i IV U By 50mg | 28
" RERALLER | 3mg B 103 41 51 3
VY EVEE 101 4
PR 1% IFER DMARD R4y DIEE s .
5 A fH
o weatm | 0% | em | ey o~ ns g 3me & L H LIS ) Sk 76 0
m VIR 15mg 2 1 A 1
W JFEH | DMARD SRR oming | W5, 6 MGk | .
FIRERER | RAOZ ) | iy v~ 57 6 Smg(1 1 ElEE) £ | 2500
]
o ~ i 5 T FR 25 0 2 34 B 4
ARARRE | | FER | DMARD AR FHOERH iﬁg;’(iﬁjﬁg o e
kAR JextfE | B Y v~ 39 IR SmE g
1 B 1[EES
% 1 55 I AR 3 B 4% T
EIAR —IRiee kR RAGS IFEHR DMARD ZRAR+0 0B Y | w5l B&E TRH | A8 To
() FEXHHR 7~ F 93 i BCGmg % 1 A 1| HH
[F] 45 5




V. ARICEY HER

N IWL—TAEE

FRRAEBR—&

AR X HBR O TR o ¥ SEBIER FER O R ¥ 5 B
O N T A S (AT A e | LM 1R YA \
(LN91) FExt R ITIRR N 72 B « 21 4 RHEG 1 B smg & LR 28
28 ) V3 EHE R
Gl No— T ARG (G B AR | K
N P TIERKE | D, AT A RTIEIERKEE | 1[0 3mg, 1 H 1Y E%
B (LNO2) “HEEW e D) O &5 28 A ]
b B 28 ), SR 35| L
7 7R
Bl
& 76 W
Bk | HER RS )0z | L7 3me 1R LETER L T
(LNOT) It %13 4 ﬁi\ﬂ&’%’ﬂ“l‘ H 5Smg % LR | 8228 #)%
V2 EE G0 TERE
ﬁ 104 3811
ML 24
mum | FER B ARRER(04 HE oz | L Ime TH ITETRES
B (LNO1) BN e - 4T BT 11 Sme & B | KGR TC
‘ VB R
e - P . 18 3mg, 1 B 1[E45 &%
f”liffozﬁ) ji;ﬁ i;m;a;;fﬁ(zg BYOEMB N 1151 B 3mg & EIR | ABET
' V2 B
T EE I PR S B
8) EEMXIER
ERRABR—E
wwisy | BZ@%;E SRR e &;ﬁﬁ%fgﬁ & 50
AT . i};ﬁ;iﬁmﬁ%@ a2 1 (3] 0.025mg/kg
55 AR . _ . 1 B2 [EREOEE 4 8
(UC03) A A7 A VG HAZ k7 7 ; 10~15ng/mL : 10 {5
A E ~ EE ’
. B T fﬁ)JlEH&“ﬁ’:tg : 1[0 0.025mg/kg
w | EP | —megem | 2o e ey | L0 2 EREES \
.| oM o o | e BEE T 7¥REE; 10~15ng/mL: 21 i 2 JE R
E 7w R | AT L e _
5 (UC04) S g~ E*T ~ j7(%f§ ; 5~10ng/mL : 22
IR 20 Fl
TEEN ORI | W G5 : 18] 0.025mg/kg
WA | “EEREME | A7 e FEHESUE | 1B 2 BRRAOES > S
(CL-1107) | Hl:7 S8R | 25 v A FikfptE Hi% k< 7 B ; 10~15ng/mL: 32 i
R SEE ~ EE 7SI &R ;30 4
TEEN ORI | #IEI# G5 : 16 0.025mg/ke
54 2T a4 FEHFEET |1 H 2 ERAO#S
5 AT aA R HiE N7 7#E ; 10~15ng/mL
12 | ZEIMH s HIE B 5% 2 BLIBEIX 5~ 10ng/mL : 11 f] e 12 R
# | (CL-1108) FERTHE WIE& 5 ¢ 1A 0.025mg/kg
= FEMMCGEIDO 75 % |1 H2EKRAOKS
7 RO BE BHE N T 7 ; 10~15ng/mL
Be5.4% 2 W LARRIE 5~ 10ng/mL : 21 4




V. ARICEY HER

- 1 B2 [EREOEE
%ﬁm FEM ATIAEE A () & A | BAZ b7 7 ; 5~10ng/mL 2006 4 3 A
FERTHE r (7272 UFFREEIT 15ng/mL & CHIE | & Cikerl
(UC03)
o A]) : 10 il
. %? ~ 1 H 2 @
g | B FEH | emE T mcEm e | L 2 FENE 2006 4 3
o | I i E HEE b7 7R ; 5~15ng/mL & Gk
;ﬁ (UC04) SEARE AT 1 5~ 10ng/mL : 61 f e
“ B 10
5 A FER - _ . 1 H 2 Bf&OEeS (% A (&
L1107y | e | ¢ URGEE SR FEE |5 7 S~ 10ng/mL < 21 (] | M1)% 4% <
& 1280)

9) SRMHmE - KEHRICEHT DEE MM %

(2)

(3)

FRRAEBR—&

ABRIX 7y B Ol x5 513K MEL U E el

A5 T/ITAH % ik N e 1 H 2 [\l A 5
ZAa A E’f‘ A
arinsgy | s | ool g o smee s 52
= FAE hT 7RE : 5~10ng/mL
B PR 2 IR 5 BR
%R L

AERIGERERAR

1) FFBHEICE 1T S HEER IS D HF

D KB ETORKRER 7

FRIFE TORRKRB(1990~1991 F)NZ BT, EN TEEH ST % 5210 72 BF O —IRIBE 16
KORG8 BlOEE 24 BllC, 7'v /T 7RO E L LT 0.03~0.05mg/kg % 12 IEfE] Z & 12
4~12 BEREINT CETEEEL, WIRAREE 22U 7 v 7T 7 h 7 owifiE s LC 1 ([ 0.15mg/kg %
1 H 2 FIORAOFGIZE Y #ix 72,

AFERFOEER: 63 HBERBAEGTERIT65.6% ThH 7=, EFEHITIEWTN L BHEATFITAEE L T,
RO AT v A RIEEZE LIS 4 §1(16.7%) TER 7 ARS8, WTFRHEE T
ZOHIHLO 1 EZREARAT B A RV RFREIZ L D ERR W LEEP LTz, F£72 15 61(62.5%) THAARIC
AT A R OBERAFIRE L 72> 72,

FRLOEGEZE D 1990~1995 FAZAME TR 2 5 T /hNREE 120 fillc, 7'a 7 Z 7 1EFIROF)
& L LT 0.075mg/kg(16 )3 1E 0.03mg/kg(45 fil) % 12 Rt 2 & 12 4 BRI A L, WIRFATEE & Ze vl >
0777 7RO EE LT 1E 0.15mgkg & 1 B 2 [BOREOEGIZET, 5T LV 27
#EELTO0.075mgkg/HE 1 H 2 BREROZKLLGS9 Lz, ZNHDOEED 6 » AEFRITS%75%.
87%. 80% T. 2BID V)L 81.7% Th -7,

AT SERADY Y # % 5HER 19

RO H 51 EREOFBHEG., T TIC¥ 7 e ) LA 72 E 4 BB E#E S - BT
FERE72 PO REIRENLZEL TS 3 R EoBFEERRE LT, #7270 AR TV ERECHE
KO EIC TR %2 4 RS Uiz, BERLITK CRa L CRE(ARERED U, B0 SUIEER - B§
AR T AN SN SEAICIIHAEOEF T L L,

FER . EERIAIY X% 4 HICB VT, 3 BN ORIUTIA DN o T2, BREFOAE
EIRTUCOWNT HREBEFRMICE - 72811372 < . &HIES LT, JERIICE) Y # 2 7215 O BRETHEAE I
LIS HaZ AL o0 22 2 L, 2 Bl CIIEREITR DA BRI L 0 RO R L ETH - 1=,

FERI DA A B 7R v & Hele UCEHMl L72HE Tk, &880 7L ERI%ETH D & HE ST,



V. ARICEY HER

(FEFBAEIZB T BSOS OMHENC T 2 AR SN EFROAER AR, @Y., 4720 AR LT1E
0.10mg/kg Z EFRANE UL T B BEFHE CAR LT 24 BT THREHIET 5, WIRTTHE & R o 72813 T&
LI HCNCRAZE Gz 5, ThAH,

PRI 31T DRSS OIS * T AR S N ORI O AE L R E NEE, Jicizz e ) a2 s L
T1[E0.15mgkg # 1 H 2 BEIRROFG-3 25, L, RAICBEL, #HFEITX 1 B E0.10mgkg ZHEHE L 55735,
FESRIZIS U Tl a5, Th o,

2) BHEBHEICH T HIEMRRIGR U A xTE RO
@ BHERXEEH (GVHD) TR ®

KGR OG- T7E . HLA 5SBR—BOMRNEMBHES 23 flaxtg e LT, B 1 ARTED 1[5

0.15mg/kg % 1 H 2 MR OHE G 7)), IR OF G725 £ T 1 1 0.05mg/kg % 4 REHILL

E2NTTLH 2 BEREEEERS Lo, BB EITFRAREZ & &I L,

FER L BAETR 100 HRFRE T, ARMWMEMAT RG] 21 fiH 9 Bllc 2k GVHD 2A%BLL, D955

grade I1 LA = GVHD OFIEIL 2 $11(9.5%) T > 7=, I HFIREE & AIME R OV & OBIEIZOW TR

L. AFOBEMEIMS b7 7L 10 255 15 T 20ng/mL ORJICH D LW STz,

FKRRIRE £ CTORFIRER(1991~1996 FF) 2B T, ENTHHMBMEZ O GVHD O FRiAZ HRIZ, v

T 7 EFHEOYIE L LT 18] 0.05mg/kg & 4 BFELLE2NT T 1B 2 B30 24 BEELSREERE L. WR

TA A (W =R A 7?J7°sz0>fmﬂ;ﬁ§}: LC 1108 0.075mg/kg X% 0.15mg/kg % 1 H 2 [AlFE &5
(2O Az 7o, AL 100 HRESIZER W T, AR ERENT S RAER] 125 B, THRICHEEZ KIT L, 5%

DMFE L 70 % grade T LL_EDGE GVHD DIIEIT 18 41(14.4%) TH - 7=,

@ #z*u#*—rrﬁzr (GVHD) AEsh®E ?
RIF E TORRARRER(1990~1993 FF)ZIBW T, BRiAES O GVHD FBL4 39 (2% GVHD 13 i,
12 GVHD 26 D7 1 77 7 EGHE O & & LT 0.05mg/kg % 12 KffH] Z & 12 4 FEILA R &M T
RIHEEL, WIRATREE euiX 7 v 7 2 7 7 v ogifidE s LT 1A 0.15mgkg 2 1 H 2 B0 O $
HlZYI ez 7, ZORER, A%l Lo RIT AN GVHD T 53.8%. 187 GVHD T 46.2% Coh -7z,

GVHD ;AR
B4, ) 7 XA 1) 7

M GVHD > 2 5 A "
(38.5) (53.8)

1M GVHD 2 10 g 6 2
1.7 (46.2)

ot 7 12 o N N
' (17.9) (48.7)

(FFH%)
FEEHIRI(H) : 2P GVHD il 18(f/)s 7— K 63)
18 GVHD  HYefE 48R/ 9— e K 143)

(EYE BRI T D &R SR O AE L O EE., @ B 1 ATk v ¥ 27 2V A A2 L LT1H0.03mgkg
AR XX T N U REFE CAR L C 24 T TaUfimET 5, £z, B xHE ERREBL% ICARA]
OFE BT DHAICIE, @, #78J AA L LTI IE0.10mgkg Z A SR LT B o EEAHT AR
LT 24 REEIDNT CRIEFET 5, WIRFTEEE R o 7 RITTE DT HONICR OB IV 2 5, ) ThH D,
BRI T 2 &R SN ROFOAELOCHAET B B 1 AmLY %27 vl A2 L LTI1E0.06mgke
1 H2ERA®KGT D, BHEAMICIZY 7 AR L L'CllElOO6mg/kg7%l H2mEfEO&S L, Lk, e
WZET S, Fio. B xHE EREHZICARFOR G 2HGT 255123, @8F, 470U AR 10T 1 H
0.15mg/kg % 1 H 2 BREHIET 5, 2k, BRI U THEHEMEIET 2, széo



V. A

RICEY SEE

3)

BRIEICH T DEER SO

D — R

RO IE . BBEEE 37O 2G5 L L, PifiEs LTH 7Y AX1[H0.075mgkg 2 1 H
2 (0] 4 FEMASREFRE L, NARATRRIC A2V E S LC 18] 0.15mg/kg 2 1 B 2 AR D&% 50 7k L)
Wzl x 7,

FEEE . BAETR 3 o A ORFRUCHMEMAT X GUES] 35 BICERE A 31 B, SEARBRBAN 4 524553 4E
FL., BB L 2EIESE L s, M EROGIE 35 FilF 16 B1(45.7%) TH BT, £-. MHRE LA
R OVZ R E OBRIC OV TR L7 & 2 A, EREIWEH ORBBRFEL M k7 7T 20ng/mL
P bEThY, S EREBEOZL ISngmL THDHZ Enn, M N7 7REZREGEHEOSE
ET D EERR LIl ST, FREO RIREREREIC W T, B E EEIEE ORBBUEE RN m W 2o, A
ELBAMLELEZ BT,

RO E G O, KGRI E TORBKRRER(1990~1994 E)ZF\\ T, BBAEE O —RIBERFIT 186 4
(CERERAE 121 4], SERBEBAE 65 ) THRETESIL, 205 635 FTIET v 77 7HEFROPI&ELE L
T 18 0.075mg/kg 2 1 A 2 [l 4 R A0 L. WNIRATRRICRAUT T 0 /I 7 72 v og#iEs LT 1
Al 0.15mg/kg & 1 H 2 BIRROEGICOIV IR 72, ZOMOIEFIIBHME 2 BRTL D FI#EE LT 1 =
0.15mg/kg % 1 H 2[R O#EG L, &IE 70 77 7EFHEOYME L LT 18] 0.10mg/kg & 24 FREE A
TFEER, NIRFTREICZRAUT T 0 7 Z 7 72 ofi&E s LT 11 0.15mgkg % 1 H 2 [M#EH 512
IR

ZORER, 1 FRBEAEGTELO | FRBEAERITZENEN 97.3% &Y 93.0% T, fEHSISIE 74/186 15
(39.8%) THE 101 [AI A~ B TZ,

1993~1994 K ETEBM A<, 0% 3 FMOBHFREN AIHE Th - 72 205 Fl O RFEAFRIL
91.7%. AFHFIT81.9% TH-7-,

@ hTELhLEHADYY R R ™

4)

MRBORETE  BBAR 6 » AL ERGE L, BAEEKER & OEHIREALEL TWD 16 KL
LoOBEEZNGL L G027 0 ) AZAH TV ERICHELOCHEICTY 70 ) A2 Tt
vz 4 WG Uik, BERLICEI D 2 W CHE R O BIC T 4 &G Lz, 7272 L, BRGS0 T
BITEM - BRRAIE S H AE NG00 DN GEIIIHEOEF T L LT,

R ARMERRATGIER] 9 BT, BRI G HICHEMEROSIE A BT B AR IR E
LTEY., BTN ERBROMRPEL NI,

WHTEOEG R T OMp b T 7REZBRE LICRER, X7 YXRHLb00, £ ORI 7 V)
DONVHIEIX 0.92 L 1FIE 1 ITIEWETH - 7=,

(BB BRI BT 2 SIS OB KT 2 AR S I EFERO IEL A&, @Y, #7278 A2 LT1HE
0.10mg/kg Z EFRAHTHE LT B o BHEFHE CAIR L C 24 BT CRMEHET 5, WIRTTRE & 2o 2813 T&
LI HLNIIREAOZE GV 5, ] Thb,

BBAEIZ 31T D EH BSOS OIS 2 AR SN R OB O AE L OHEE D@y, Jiliciy 7l a2 b L
T1[E0.15mg/kg 2 1 H 2 ERRA#KE L, Ditg, B2 ICHET 2, MR 1E 0.06mg/kg. 1 H 2 BIRRA#E4%
A L9 A3, JERITIG U CHEEHERT 5,1 ThD,

DBIE, SHE. EBAER C/MNGRIEIZE 1T 5 BRSO HH
REERR L



V. &

RICEY SEE

5)

6)

1))

EEMENE [HTEI/L0.5mg - Img, BERIDHAEZY] B2

Mo pRFE bR OIRIFEICEB W T, AT A FRIOBEHIZE > THRA+0. UIEHWERICE D AT a4 K

FI T O VRIR DS K 72 42 B R E AR 8 )IE 19 BI(18~59 OICBEFRAN(A T oA FALHI2 Y v 22T F—

BHISNIINZ, 70 7T 707 enaikh Uz, RRBRAETHIE T ARERER) ORI 16 B T AH

L1 H 1R 3mg 245 BHKEOFLG & L, IRAT5 THOREMICHEN 2N &ERHERTETGA.

EERIOHIEIT 1 18] 0.5mg XiE Img #HLZE L THELTHRIWZ L LR, 1| BokEEDO LRIX

Smg & L7z,

ZORER., 14 FITH HEOLELZRD, FIEITREOUESS, ABEHREE R < SHVTOTZAER] Tk

BIHRDARE L o Tl b A bz, 70, A7 A FAIZGFH LTz 18 il 3 Bl TR T v A RHIDHK

BRAEEE o T,

() BRI PRI KGR SN HIEROHEIL, MEF, RAIEZ 27 e A2E LT3mg% 1 H 1 BEYEHZIC
ROEE54%,] Tha,

Y2 F [ATEIL0.5ng - Img DAHZY] 2
SR OG-k B Y U~ Tt 2 BIRHER H & 4 TARAICHRET T 5 720 AR H 1.5mg X O 3mg
D1 H 1[E16 B G X 2B MER OV % IE G B 2 LR bl B 2 TRl L 7=,
FES: A RMEREAT R GRS 64 BT I\ TR MR UGEE O P EEUGED, EOUERIT 1.5mg # 51.7%
(15/29 f4), 3mg F¥ 65.7%(23/35 Bil) THIRE & & ITANMED R S LTz, FREERMEST Y 7~ F 3 (DMARD)
2B 27 BICI T DA HON T, PEELGEN EOMERIL 1.5mg B 20.0%(2/10 1), 3mg #f
58.8%(10/17 )TV |, 3mg FET LV @ WAIMEN /B Sz, BIWERIL, et <5 68 filickBun
T, BEFEER DY 1.5mg #£C 33 #il9H 6 $i1(18.2%)Z 9 1, 3mg #£ T 35 il 2 f511(5.7%)IZ 4 {4, EFIRMRAE
FLHERE Y 1.5mg BT 30 Bl 11 61(36.7%) 29 {1, 3mg BET 36 BT 15 fil(41.7%)Z 39 FEFBL L 72,
HERRWER & LT, 3mg BEICINZER BB Lo, FRmERIT, HEERES, BHEERT R OERE
B WNTIHERRREE Th o7, RBOOINCREROZ ITHEAUITRR LIz, 7 LT F=EOHE
Bz oW T, 3mg BE T EARINZ <. NSAID2 FIOFAFITIEZZ LT F = EF 23388 L o3V M)
NED BT,
(B)BEE Y 7~ FITxtd HRR S NI BRI R, TR Y v~ F AR COHRA DR GEEICR D) TH Y |
AER AT T, RACIEX 7 ) A2 LT3mg 2 1 A 1 BABBISRORET D, 28, mnsEici
15mg % 1 H 1 EYEHRAKRGHOHEL, ERIZEY 1 H 1B 3mg ETHETES,) Tho,

IW—TRE% [ATEI0.5mg - Img DHEZY] 2
KGR OG5 . BEEOAT oA NZX DB TIIIRAT0. HOLWVITEWEHEIC LY AT A
RIZ K DIEHEANEE T, BROEBEIT RN EMICE SRV — 7 AR EE 21 FlIICAKI 2 &5 Lz, AR
SRR TUAHRRER) O = E 72 3 HA 1E 28 ¢, [ UBFEURORFIKETH HEHE Y v~ FI2BITF 2AK 0
FER OHBEICHET T, 10 3mg, 1 H 1RV BHEOROKESTHET S Z LI LR, BERLAE 128
Wi CLEMEICRIEN 2 < . RA T+ OEAT Smg HE ERE LT, Img HAIATHERE L Lz,
AR AEMEMRATRIBYER] 16 B TIX, 1 BIREBEOBDEN AR 5 & & bIT, mEFrIEEME [T
dsDNA Hifl, HUssDNA Pk, #ifR(C3. C4. CH50)] TI3ABELRBBARD, S EE CIEhEE L
L EOSESRIN 62.5%(10/16 Bl & mrote, £, EITHEREZ R T 2 ARE T, BLELL Lo
HALDIEFNL 2 < | BHINAE~FRLGE L HEIS N TN D,
AR E ORI FEBMENEE SN0 - - EERRIEM & U CmtbgerEE, &5 Ik2 2 L7 TR, Mjmn
ZFNEN 1 FNCHR BTN, AFIOF L « RE R NF OMOTEE) 2 LELC X0 i K(EE) Lz, Z0fh
DIEF]TITIRBR DM T D L 5 REIEH 2RO R0 o7z,
(B — T AR T 2RI HEROHET T@E, AZIEF 7Y A2 L T3mg % 1 H 1 BEYERZIC
ROES59 5%, TH5H,



V. A

RICEY SEE

8)

9)

BEBEMREBRX [hTILDHHY] 0

KGR O 5515 30mg/HLL EO AT v A RAIGEE D T A2 2 JEU B G Lizic bbb

HTNREDOHFLIRNAT 1 A FEGUED P EIE ~ FE OTEBHHNES RGBS 10 BICARK Z &5

L7z, ARBRATHE TARRBRCGER) OB HIFEIL 4 8 T, #BH COREBIRE K OARFRIZ I 1T DB Al fER

TOREMEREZSZ VY ORELOHEZ 18] 0.05Smgkg ® 1 H 2 BREOEE & Lz, #&580164)

HIXAAE N 7 10~15ng/mL, EMBEA%IL 5~10ng/mL & L THREGEORFEZIT-7-, HEED

EBR% 03mg/kg/H & L7,

FER . DAl AT X DWERE | THUGERIL, # 5% 28 100%(10/10 B1) & N 4 # 9/9 T -

Too ETo. MRS L AR O M L OBURICHOW T, BREfEEICR T 2 2emERL 0. BIEM

NEBFLLTL DL ENTND b T 7L 20ng/mL LU EE STV 5, ARERCIL 7/10 #2385 5-9)

B2 @ERIZHBNT 1AL E 20ngmL 22 722 v, WlaEEERBECTH-T-EEZ LN,

B, BEELAFEFZORIUIA LN o7z, BWERORBEL, K 5% 2 T 50.0%((5/10 #), 4

T 70.0%(7/10 ) T FEHR DK b E0> > I- FLITFHEIRE T 58 5% 2 1 £ T2 30.0%(3/10 $1).

4 8 F TIZ 50.0%(5/10 BNIZFRD H 7=,

(FENEBMERIGRICKT T 5 AR S - ER ORI D@E, BRI, MIciEs 7 2 ) A2 & LT 1A 0.025mg/ke
Z 1 H2EEEZ KOS EHRICEOK ST 5, Dtk 2 lM, BAZfF T 7RES 10~15ng/mL & L, ff ~F >
BEEZE=2) 7 LN REREHRMT S, HEMA% 2 HUKT, BEM 5 7#E%E 5~10ng/mL & L
BHEEZWET 5] Tho,

ZRUEML - EEHRICEHIT IMEMEML [(HTE/L0 5ng - Ing DAHEHY] 2
G RO G FE . ZRVERR - &R (& BRI R J& ) 2% & B D) VB MER R 2 G 0F L. #1958 X
ILEMEEN - ZEACIE DI O T DITIRE 2 B & 3 5 B3 25 FlCAH 2 &5 LT, AR OAEFTO
WgEE . AREICI T 2 BMEER CORZRMEER, RN A CRERBTHLHE ) v~ FROEED
D PEIZ BT D AHN O FEL OCHEE2 2510, ARBR IS8 L L T0.075mg/kg/H% 1 H 2[RI
ST OS2 RIS LT, EIIC i b T ZIREORIEZITU, BRIKRS D BEMETIS U TRKRE S
B 03mgkg/H, &MH b7 7 5~10ng/mL OFPH TG &2 fREL LT,
R ARl T 7EEE. IZIF TSN TORICBWT 5~10ng/mL DJEFINE L . ARRBRTRE L
THERESTECLY, BRET2280MF 7 ZIRENS OGN, KAlE AT v A ROFHIER ORI
INFETICHRE SNTHEARBROBREFRETCHY, £/, X704 REMBERLIVELI LD TH-
el b, REIOBIKRIIANERN R ENTZ, o, KR THLONIZLAMERIT. ZvE TITAH
DBEFEIRRC B OO R A TIT o 7o BUER % TOMGT &t ZaMEICB L Tlile 2xtis 2 g &
LHEZRITRD LN o T,
() BIRNER R - RIS A PR 2 R MER 25T 2 4GR Sz FER O &I DlE ., sACIE, iy 2
7Y AALLTIH00375mgkeg % 1 A 2 BEIRZEOYBZICROEST 5, D&, BEEMH b T 7RES 5~
10ng/mL & L, Ififf b 7iREEZE=X Y 7 LR LERSEBE2FEH TS, THD,



V. ARICEY HER

(4) HREERIEHER
1) BXEREEAER
@ BERBLLETRERSHER
1) FFBMEIC & 1T HEER G O

a)

b)

—JBE Y

KRR OG5k EEE SRR EE 235 & L, %ﬁmﬁliéﬁi@lﬁowmy@%ﬁﬁ
E LT A2 ERROEEGER), XIiX 1A 0.1mg/kg % 24 FEf T CRl@sE L, WIRATEE & Zeiuid

RO GEER)ICYI D Ha 7=, BEARKGE, M EZREICEERR L, NEe X ClEREZ0E E

5425 2 ENNEER AR, ERITK CRYE L CRE(AFFERRD) L7z, k. RIS
12 E LT,

FER . HEMSOS A DIERENT X GUER] 7 B 4 B A DT, Wb AT A ROV REIEY
IEAA OB RIS TIHRD D VITEPE LT, BHEt 12 UG IR IV, 7 Blefl TBiE

JFixAE LT\,

WaTOFFEREDRIEN D L FIRED RN PRI R OB BIZ XY, 2 TIRAREIC TGS

TEY, HEHUEDOIFRK E L TZORWEEENRE 2 bz, £z, R 258 Lz 4 Fd 2 4
13, AERERICL DR ORE SO E > TP EEMET L2 2 LIk 0 BER L= TTREME S

B2, BRLOBFDEIH T2V ERES BRI LEOTIHRVWEEZ BN,

HhTEIhDEBRADY Y i % K8k %
RN OEE G AREOTFSHER, T TICZ7al L2070 % 12 8B ERE I
ﬁﬁ%%ﬁgméﬁﬁ%ﬂﬁibfwé$%%ﬁ%&LT\&7HUAxﬁftw&HD%&&wﬁ

BT Z 12 HFERE Uic, HEMBOSSUIRIER « BRRMRA LR H A 23580 b o a3
BOEFETE L, NERETENAZZOEEREGT 52 ENNERGEITIL, %Miﬁf“@bf
FH (AR L7,

FEF . AR SIER] 5 BIARFICIV T, B0 # X 15 12 8 ST R IR RE SIS T IR R A

L. BHFHERRITZE L TR Y, B G PICHERRIS T2 ONT, AOEIED 7S 2L EHETH D

EHIE ST,

BT BADLERIZOI VR Z D Z L IC IV P RENKRESEHT DI L1 o T,

(B)IFBREIC 3T DHEMS QMBI T 5 AR IR OO HER OHEIE TEE, PIliciEz7ae U A2
ELT1ME0.15mgkeg % 1 H2 B AOFEEGT 5, Litk, W2 ICiE L, MR 1 & 0.10mg/kg 157 L5
L3, ERITS U CTHEEHET 5, | THAD,

i) BREBIEICE T DM RIG Kk OBHE i 1E £ 5RO

a)

BHERAEEH (GVHD) FEE

- H TR VTSR ®

KRGO Hk . BHERBREES 40 BI(HLA Rl SEMEOVNEIEET)Zx5 & LT, JKHAlE L

T%@lﬁ%i@HjmmgmélHzﬁﬁmﬁﬁwj%wyR@ﬁm&@ﬁﬂ%mﬁéiﬁl

anmwg%4ﬁ%uiwwflHzﬁﬁﬁ%&&ﬁbto&5%@%%%@&0m$%5%%
EIZHAg LT,

FER . BAETZ 100 HIRERUE TIZ, ARDERRITESER] 38 il 18 il 2t GVHD 23 %8 L, £ D

9%ymHuL@Gwm®%ﬁi9mam%K%otoMA@ [ AE C D grade T L ED

GVHD Z8i1% 28 Bl 3 f1(10.7%) T, HLA & [FRE LA OBAE T 10 B 6 $41(60.0%) T -

776

M b7 7REOHE . ORGP b7 7 BEO R IEIIBM B 2% 15.0ng/mL TH Y . 4 H

%I tJ:475ng/mLi'CJ:7ﬂ—L7i75) DI I3 R 2 IZIE T L, 12 8% 121% 8.4ng/mL Th 7=, IR E

& 2E GVHD LB REREE L OB L YV . 2V GVHD iR Ch 2R % 2 D 3 E T

®Eﬁm¢b77ﬁﬁi%@ML&F#ﬁéf%é EWTREE NI, o, R N T 7RENE

f#t% 4 A HIZ 47.5ngmL & @A R T Z &b, AROBRGEZKSFEET LI ENEELNESE

bz,



V. ARICEY HER

b)

me k5 7REQHIE @EOKS : hTEIL)
(MR ORSH0ES

(ng/mL) . o
60 - ~ 530U
i
50 1AL
Jr]% 40
}\
7 30t
‘é
B o20f
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
Blke 0 18 6 8§ 12 8 13 9 16 23 23 22 21 17

EYFBEIC KT 2R I N EFNEROAEL OHEIE, A, B 1 ARl ¥ 7 A2 E LT 1 [H
0.03mg/kg % AFRRIEIK XL F‘Wﬁ‘&%ﬂ&f?ﬁﬁ L C 24 BERI 2T CORTEEET D, £/, B XEE
R BZ AR O G 2 BAT 25611, @%, #2780V AR L LT 1 [ 0.10mgke & AFRER T
7 RO SERSR AR L T 24 WE[#T D Tfﬁ{%ﬁ%&fféo WHRATHE & 72 > 72X TE BT ESICRR D #

BV x5, | ThHb,
HHIBIC R T 2GR SR OO AIELOHEZ, TEE, B 1 ALV 47 A2 LTI HE
0.06mg/kg % 1 A 2[R 0535, BEIHIC 15'7 1l AAELTI1A0.06mgke % 1 B 2 [E#RO#EYS
L. Ltg, e lCET 5, Eiz. B HE EREBEICAR OG5 2 Bt 2561013, @, ¥ 7 n
ULALELTILEO0.15Smgke % 1 A2 [HROESE 35, 28, ERISC CETHEET 5, | Tho,

- BEMI R UESR

KGR OB L5 R FEREE R EE 2RI, BhEtk o GVHD TRIIRZME Lz, 4
&L LT 1E0.075mg/kg 2 1 H 2 IS O 5-(HRD), II#IHIE L LT 0.05mg/kg % 24 FEfE 2T
TRTEERE L, NIRATEE & 2R D& G-EROICOI D i 2 7o, 7272 L, BRRRE, ik ~ 7 7R E
LG VT F=fiaih THREEZHEBT 2L e L, &5 EO BRI OE S 0.30mg/keg/H |
RN S 0.10mg/kg/ B & L7z, 728 /N2 X Tk 2 Z O£ £/ 545 2 L BN EER B AL,
WEORZ 3K TR L T G- (IR L7,
FEER . BT 100 HUANIZE W T, AR ERENT R SUER] 9 Bl grade T LA &ME GVHD 14 3 4
WZHEBL L7228, gradell A EOESE GVHD (XRBL L o72, 9 BBV TSN T4 B
. E B EE( B M ERE OV R ERE) I f TEIE U, [BIER o f il 38R 16 H Th o7,
(EYE BRI 2R SN EFROHIELOHEIZ, EE, B 1 Btk ¥ o7nyaxe LTl
0.03mg/kg % B AR XL F‘?%&%ﬂ&fﬁ%ﬁ LC 24 BRI CATMEET 5, £/, BRI AXEE
RRBRICARN OB 2T 2855121, @%, #2787 U A& LT 1 [ 0.10mgkg % EFEE R X
7 R U BEESR THAR L T 24 BEREAN f,ﬁ{r%ia%/ﬁ“éo WHRATRE & 72 > 2B IX TE BT ESICiR D #
L:@D?ﬁiéo 1 Tha,
BERARIZ T 2GR SN R AA O EL OHEZ, TEE, B 1 ALV #7r)Axe LTI HE
006mg/kg Z 1 H2ERAKRET 5, BRI 15'7 2 AR E LTI A 0.06mgkg %f 1 H 2 [FI#E A& 5
L. Bk, tha RS 2, £7o. BT E BRBBRZ AR ORE 2GS 255103, @, Y7 nm
ULALLTI1EO015mgkg 2 1 B2 \REO#ST5, 2k, ERICS Lflﬁﬁ_f%{)ﬁﬂ‘éo 1 Tho,

BERXMEEXR (GVHD) AEMHR

MM E R L



V. ARICEY HER

i) BREICEITHEERISOIH

a)

b)

— BB (AT RVESR) 20

KGR OBEE L . BBEERE 70 flagl LT, B2 ARirb 227 a U AR 1 [E 0.15mg/kg
%1 H2EERAO#KS5CI 7))L, ikt 1 [E 0.10mgkg % 24 WRIFHeE S HE(RAIE LT3 AL
PN (A 0.15mg/kg %2 1 B 2 [ OG-0 7o) b Uiz, B5EIXEERGE N QUL FEREE ¢ &
AR LT,

R BAIR 3 o A ORETCANERNT ST SYER] 69 BT 66 $51(95.7%)341F L. BB T 65 #1
(94.2%) T HHHSUSIE 69 Il 25 §1(36.2%) T LTz, AIIMER O ZEMEDm S, B I
FRBRICEARTHIER ORISR SN EE X 6T,

Aot
AR AFEE RS
I 2 295) ino
ERN (9656'/76(23) (9645'/260?) (3265'/26(23)

—JaE (BRIRVESR) ¥

KGR OB HE . BBEEEEZNSE LT, Bl 2 BAEI22 5 0.15mgkg & 12 FF Z & ISR A&
Bk, IR AR % 1T 0.1mg/kg % 24 BRI CAMERE L. WIRATRE L 22T 0.15mg/kg %
12 B & IR OB EG-GEROICUI D A 2 7, 7272 L. AIEER L O TR O B AA B 5 B I3 RiTRR 0 e 5
e 2 VIR O M REIC I VA L T I b & Uiz, NNER E TR 2 D F 5
T2 Z ENHEEERSA T, BRI TR L CER G (RRFAR) Lz, 7ok, FEMBIRIX AL 12
FEﬁ & Lf:o

fEAL s A RMERRATRI GUEF] 17 FIrh 2 FUIHEAEEIEN B AL, £ D 9 B 1 BITIELHNZFEIE L7223,
fthd 1 BHIFEREFEREIC B o 7=, Bt 12 TG FIERERIZ B W T 17 FlEefn 475 L, BRI
16 B CTHEE LT, £/, BEEHKEL LTiEs L7 F=fE1F M.5mg/dL LLF ) 23561, [1.6~
3.0mg/dL) 28 11§, T3.Img/dL LA E) 23 1 Bl(B&REFEAEHT) T > 7=,

WERIDAZMEIT D 72V LIZIERBETH D EEZ BV,

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) fFHLAEHR

ROE B HER CIXBEAFIEIC L Dk eia i S R EE e H] 104 BlZ, JjAIE LT r o7 7 LD
1[B10.15mg/kg 2 1 H 2 R O8E- L, 55 61(52.9%)T %) LLEORGENSE ST,

HEMAESR
B (%) E2) R RRH R %) HIEREE G
s B 24 31 17 25
eEIR (23.1) (29.8) (16.3) (24.0) ! 104
IR 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 , "
WA (52.4) (19.0) (4.8) (14.3)

d) hTEILHSEERIADYY # % K8 ®

e)

iv)

V)

LR OG- HIE . BB 6 » AU ERKEL, #7 v ) LA 7% 12 BEMU LRSS

BHEHER EORHRENLEL CWDHRBELMGL LT, #7 AR DT ELEERUHELD

s TR A 12 BB Lo, HEMEROSSUIENWER - BERRAEEEZ® 0580 556121

HEOEFIIA & L, MR ST ZZ0E FE72 2 L BAREERGAEITIE, BRI3K CRE L

THEEG- (AR LT,

FEAL o AT BIER] 10 BBV T, TBRR 5P RS T A HivT . BAEE R

ZELTEBY, BTV ERBEOMENE LN,

PR G- oI IR, BV X ERTO I 72 VR G REO MR E & FERD L~V TRIE LT HER

LTz,

(E)BBMIZBIT D HEESOS O T 2 &R E N IR OO ER O EX NEF., Pz 72l A2
ELT1E0.15mgkeg & 1 A2 ERROEES L, Lk, tha I0ET 5, HEFFEIT 18] 0.06mg/kg, 1 H 2 [E1#%
G2 L3 503, RIS CCHEENT 2, | Th D,

BREOBENRSHMER & L 58 (EmE) Y

EINTHL K —HURMDSAGME - it ~ A MERGUSEHLA)BURBEE O AR B RS 24 52 X8I,
Bl 28~7 HETL VB 1 HAiE T 0 s I 707N/ 7 T 72— % &5 LIZHA OHRIMEER
RS R), ZatE R OCEYE R A R T D720 IEER. IEEIMERL, Zhusk LR O RS
FRBRZ FEh LTz, 'r s 77 e id, PlEE S &2 A1 [E0.15mgkeg & LT 1 H 2 [BIFRH#
H LT, 77872 —1%, HlEEEG &% 1A 0.15~020mg/kg & L 1 H 1 EEIREOKEEG L, W
NOEA G, FIEHEGLE, M RENSEMMELROLEEE BB LY —7 y hL Y PNICHERF S
% & 9 A EhERERE OREME 7 0 F a2 LD TR EEAFE L, Ak, fRAKELT, VY
XU~ 7 GBI 2) 375mg/mY/[E) 2 A 14 HATKLON 1 BETOJFEHIAE 2 B, AEEE L,
27 a) BAEHTRIGEEI(TAS)D 24 D 5 HLEBAED FhE SN EBF1EL 22 flTh Y . BRI
1L 91.7%(95% 15 HE X [1:73.0~99.0%) CTh -~ 7=, /=, 70 s I 77NV I T T 7% — L Bl
L7 WEL N 0 BRER T fi & 72 o T2 BB A BRW T 8E H TOBBAEE /1T 100.0%(22/22 F)TH >
7o

Ty T T HTENINLT T T — ORI %ZD D BB Y H OB £ CIIOREL LZREIE
FOFRBUBEE T TAS 2K T 37.5%(9/24 ) T > 7=,

DB, W, BBERU/NSBEICS B ERREOIE
LR L

EREMBENE [(HTEIL0.5mg - Img, FBHDAEELE]
Y E R L



V. ARICEY HER

vi) g o< F [A Tt 0.5mg - Img DHEEH]
a) BHFIHASKRELAR GEaiE) 2%

KB RO FHE . BEOIRBEITBNTHO DMARD O 7 < &4 1 FITHRER+FS 2B U v

~ FBE BRI, AR OERHERAREZRET 2 BB TAF O 1.5mg, 3mg XILZED T TR P)%

1 B 1 16 HFEOEL L, AR OF MR 02202 —HE R EEIEIC TR LT,

R ACR20 SLERIIAEBKRFEOICELS 2V, P L 1.5mg FE L ORICHEEAITRD b7z

23, PHEL 3mg HE L O], WNT 1.5mg #f & 3mg B & ORIZAEZN RO bivlz, EHITIL, MTX &

HBNZ 1T D ACR20 S HRITISUNT P E & EIERE(1.5mg FE X O 3mg BE) DI A EZENRD bz,

RECEREIR . FE PR R AT 5 25 8} OVRYMIE IC DWW T, 2RI ONCREWWEH ORBIRIT, PR & FERRE

(1.5mg BEUE 3mg B & OMICAEZITRO b T, £/, 1.5mg BE L 3mg B & ORI b A EEITR

D ORI oI, HEFRIZE HHEGF LG HAEERFICHEMT 2 EIERD o7, Bk

REICRET 2 MAEMAR OB, PRI TEER CEN-T-, MIELE2EIZBNT, Z2T

HD] OFET15mg X PHEICAHEIZES T2, PRELE 3mg HOMIZITAERITRO bignolz, X

LA EDORIERIZ, BIE SUTER L7,

(E)BET Y v~ F T DERB S HER O &R DER, RACZ# 27 ) AL LT3mgx 1 H 1 EIYE
BIZROE G35, 2B, BEIZiZ 1.5mg % 1 B 1 EYEHREOBEGENOBL, FERIZEY 1 B 11E 3mg
FTHETE S, | Tho,

b) #HEIHAERRAR (SHHE) ©

KGR OG- BEOIBEICE W TO DMARD 0472 < &b 1 FITRHEAR 472 65 Ll b

DR U~ FHREEFTFRIT, AFO 1.5mg XiE3mg 2 1 B 1[E 16 BRI OEE L, KFOAME

B OV e % G kBRI Tt L7z,

FER : ACR20 SR 1.5mg Bf 33.3%(9/27 f5l). 3mg #F 44.0%(11/25 By TH V. MTX LT D

ACR20 OekERIL, 1.5mg B 42.9%., 3mg Bf 36.4% CTH 7= Z £ b, AAFID 1.5mg/H M O 3mg/H

T Thb Az G LELIHETHDLI LB LN,

BHER ORBLIZIT, FEFEER TiX 1.5mg #f 18.8%., 3mg #£ 32.1% CTH Y, 3mg #ETHE I - 7o, KM

A T A B K ONRYSIE DR BURIIWRE CRIBE CTH ~ 72, ERRIERIL, HLERESE LN BUN L5

LEOBHEERE Cholo, IfFLLEIZBWT, 22 ThD ) OFEX 1.5mg #f 59.4%. 3mg £ 50.0%

Thotzi, 1FEAEORIERIXEIE L,

EEZEWEAIL, 3mg BEC 2 BlCIEM: « BECRIE - B - RIS OV P HIEK - IRIR - AHENR - B

BRI S AR B E XL RSN L, WEIC LV EE L, ZAbDZ &b, Eilmo B

UV o~FBEICBTDAA 3mg/ H OLZEMEIZONTIE, BETOHIVLERHD EEX LN,

PLEXDY . 65l EOEEn# 1C3 1T 2 BRHERE H &3 1.5mg/H ~3mg/H & HEE S 47z,

(BB v~ FIk T 2 AR SN B R ORI Tls, BRACIEZ 7Y A2E LT3mg % 1 A 1A &
BIZTROE G35, 728, BEEICIX 1.5mg 2 1 B 1 BYERZEREOEGENGEG L, ERICLY 1 B 1 H
3mg FTHETE S, | Thd,

Vii) WL—TRAB% [ATtIL0.5mg - Img DAHZH]
YR L

viii) BBEUXBX [(hTELnHsizy] 192

KGR OB T . 30mg/ HEL LD AT v A RGO USSR ERE)E 2 HFLL ERS L2 b 2,
DOTIROGHIVIRNAT 1A RERGUME SUTEER M D H SE ~ BE O TH Y NR G M KI5 2% B %5t
G L LTARRERE Lic, RRBREHE THRBRGER)TIX, 271 ) 2208 5HE LT, &7
TIRERAEREGCATE b7 7R, B N T 7R 10~15ng/mL) 2K b T 7R BAERE(UL IR b7 T RE,
HIE R Z7IRE S~10ngmL) 2% E L, 778 RE5RE Uiz “HE MR ez 2 M3 L
2o PIEIOREROHESZ, 117 0.025mgkeg ® 1 H 2 FREOKEGE L, BIE N7 7REZH#RT 572
O, BT CREEOREI #1177, HH5ED EER% 03mgkg/H & LT,

FER . DAl R 7IZ L HUGERE ) CA-SERIT, &~ 7 78 68.4%(13/19 B)), 1K k7 78 38.1%(8/21
), 77 vAREE10.0%220 FHTHY ., &N T 7RETIEX T 7R EAEENHE LN, K NT 78T
X7 T RBEE AEENR ST,



V. ARICEY HER

iX)

RIER OFBLERIL, & b7 78 90.5%((19/21 1)), 1K~ 7 78 50.0%(11/22 #i), 77 &R EE 30.0%(6/20 1)
Thol, B NT7HTEDSTD, 2L OIEFITRETH Y | R ERFICHBEE 2D b0IRTE A LR
DM olz, BT THEME N7 7HEE BICRBIEROED - AWERIX. L~ 73y 7 LD K OF

RIS TH Y, m b7 7RETENEI38.1%(8/21 i), 19.0%(4/21 ), f& ~ T ZHETZENLIL 14.3%(3/21

B, 9.1%(2/22 BINZFED Btz

EELAEFRIIE N7 7RICHEBRS 1 F, K N7 7EICBUE 1 FIFEEL L, B5H IR SUTIIHE

FAEC RV EE Lz, BLEXRY | EEHEE Z2RMEANTEZITZ 7 e ) A2 MHPREL 10~

15ng/mLEIRIZ IR U T 5~ 10ng/mL)FRETHERF 92 HFiEwE) & & % 7o,

(FEEEAE RS2 ﬁTéﬁEéht%&&U%;ifL% B ACIE, FIICIEZ 2 1Y A L LT 1A 0.025mg/kg
% 1 H 2 AR H KOS BZICR AT 5, Dtk 2 @E, BELF NT 7 REE 10~15ng/mL & L, i ~Z7 7
%E%%:&UV?L&%%&%%@%%#éD&5%é&2ﬂu%u\E%m¢b77%§%s~m@MLaL
BHRERET S, | THD,

SHMUEHL - KEHRICEHIT SEEMMA [H Tt/ 0.5mg - Img DAHEZH]
MM ER e L

@ HEEAER

i)

i)

FFRIEIZ B 1T D IEMERIGDIME ©
[EIPN ClIE R AR R 2 520 L TS, KETY 7 B AR Y > & O L itk B E 2 LA R 5R 0 St
STz, NR 30 Bl & G T e TR R 263 B, # 7 11U LA 0.075mglkg % 12 FERE 2 202 4 BRI NS Tl
TR XL 0.05mg/kg A 12 RN T 1 H 2 ERTEEE L, WIRFTREIC 224U 0.15mg/kg % 12 IR 2 &
R OBE L, Z2BRWEA. MHREIC IV IRGEEZFE L-, WAlD 1 FAEGSE, 1 FAEERE, 2k
FEMEPOTEBLAR, L OEIWERIC X D351 R34 ol U 7= /558 ARAIOERREAT FPEDZRO BTz, 723,
AT . 5 AR OIBWRIEE AN /I RE Cdb o 72 263 Bl BFEAEIFHIL 79.0%., EFRILT1I8% TH -7 %,
(BB 31T B4 SIS OIHNC T KR SN IEFIRO REL ORI, @Y, #7r A2 LT 1 H
0.10mg/kg Z AFLRIEH UL T B O HEFERHE TAR L T 24 FERI2NT TR {ré’]‘a%&#éo WIRFTRE & 72~ 7213 T& B
LN OB GOV a2 B, | ThHD,
JFREAELZ 33 1F 2 AEAE SO S OMIFNT 3 5B SN R AAIO FER OHET HEE, gz 7 e ) L2 & LT
1[E]0.15mgkg % 1 H 2 ERR ARG 5, Lk, e lfia L, #EFFEIT 1 H & 0.10mgkg ZIFEHE L 32725, JEIRIC
R CCHEHNT 5, | Th o,

BEBIEICH 1T DB RIS R UBHE A xE EHmO I

a) BHEARTEER (GVHD) FExE 2%

ENKOKETY 7 v AR & OBEEACIFE LR el 2 3255 L 7=,

EWK%WTHW%W$%@WJ57H)AX%%ﬁIHﬁiUIEOWm@@\IHZEWDﬁ

H1 7Ry, ARG 0N AREIZ /2 5 £ 7T 1 [\ 0.05mg/kg % 24 WERRRGE M Uiz, BeG- &I

R, MHRELOMIE Y L7 F=E%E2 S &S Lz, WAoo REEEME GVHD 8813 (grade T

PLE), BREAAR, BREEIRE, EAEIRIEEL R L ORG AR A 52 5 R 4 e U7 /b3, A

DEFRMIAF AR b,

F 7 KEIZERB W T, HLA # A H%W%ﬁ*%Mﬁ%&@#@%%%@%ﬁ%%ﬁﬁ%%%ﬁ1H%

XU 18 0.03mg/kg, 24 FEFFERG AN L, IR AIREICZ2AUERE O #& G120V X 7=, OB =X

BT OFIRNIZE G ED 4 5L L=, WAoo REAM GVHD R B (grade 1 LA |), BEEAFR, B

HRBEOAEEFEEZLZ R LTCRR. AAIORIKRIA AR RD b,

(Y BERERI R 2 KGR ST ESHER O FE R O &L, Bls B 1 ARTE Y %27 U A2 L LT 1 [E 0.03mg/kg
BAPEHIR ST T R O HEESE CAR L C 24 2N CRIBEET 5. Fio. BT IHE FRREHRZIAH O
B 2BeT 2856103, @, ¥7r Y AR L LTI [E0.10mgkg 2 AREHEKR T N OBERESK TR L
<Q4ﬁﬁﬂ THREET 5, WIRFTREE 720 72X TE DT HONTROKGIZEI VX 5, ) THD,

BERSAEIZ R T 2 AR SN TR AOFIOHE L OH R, HEF B 1 ARtk v ¥ 7 eV A2 L LT 1[0 0.06mgkg
%152@%D&@#5 BRI i&&m)Ax&Lflﬁommyg%1HZE%D&@L Pt thx
W D, Eio. B HE EWRRBE AR OR G 2 Riad 256101, @F, 47V 1LT 1 H
Mm@@%lﬁZE@D&ﬁ?éoﬁk\rﬁurbfﬁﬁﬁﬁTﬁjfﬁéo



BRICEY HIEE

b) BEAHEIR GVHD) AR
TR L

i) BBHEICEITHERRCOIMG] (—XaHE)
BRAEIC I 1T B BUFHITRRIZ DUV TR EREGERER 2 S L TV 7202, —RIBEIZ DN T 7 B AR Y
@ historical data & b L 7= 22,
AR 82 BIICHE 2 BRI B Z 7 1 U A A 0.15mg/kg % 12 BRI Z &SRO 5.0 7))L, I
%1% 0.10mg/kg % 24 KRR i iiE, £ O®%IEAIE LT3 BLINIZ, 118 0.15mg/kg @ 1 B 2 [A#%
A5 7 b Uiz, &5 8ITEREE R O P RE L S ST Lz,
WA O 1 AR, AFER, HHKOSEOAT v A RERZNIRZ Ll U725, ARF 0GR A Ak
NRD LT,

iv) IDFBHE. MHFSHE. BERBHER /IMNBBIEICE 1T SRR G O
Y EE R L

v) BEMENE [H Tt/ 0.5mg - Img, EERIDAZY] ©
MRROF G-I AT aA RIERBUE MR & OFERiBR O BIEf B ERE A xR L LT, 77
tﬁ%ﬂ%&Lk%ﬁ@:ﬁ%@ﬁﬁ%@ﬁ%%%hbtom&&wﬁgil@Mg1El@&ﬁ%
Ok b L Uiz, OFRAT v A RHNTIRBRER G 4 8% XV Smg/lfF A /4 BOFEGIZ TRiE L7,
FESR . BRI - RARMEMENTISIERNL 80 Fl(Z 7 v U AARE40 B, T EAREE 4B TH -T2, 1R
B A& TR 12 BRI O AT a0 A FEXRGEIX, 717 7 78 491mg/H ., 77 & HREE 6.5Img/ H T
%D\ﬁﬁﬁ CHEETIA NPT, AT A REHEEE(T LV R=y n o EE)ORKIZE(L
TlE, WL b5 20 % £ TRIEMICHED LT\, 77 B REETIRZ OBBEIMER 32 5 =0
’ﬂb 7 a ) AAFETITEGHE TRE CHABRZHER L TR0, BRIRICIET 78R e oM
WICEBEPRO LN, £, AT A R T5%MEZERERNAT a4 N5 & Smg/H UL ERREIC
DNT Y, KRR Tl MBERICAEZNEO b,
RAECRFDOEFE QMG A = 7 (/i /1 ORHliFERE) L OV #MGmmx:Tm%ﬁﬁ&%f@Jﬁ%)i va
Z 2 ARRE TR GBI AN E A S A DDt L, ¥ 7 v U AARECIRSEER A LT,

Aot
. A 7m ) AARE A i i
A i e
IR R b [n=40] [n=40] BRI
1RBREE B 5
AT aA REHEL& FET T 491+4.04lmg/H | 6.51+4.889mg/H p=0.078%
12 HfE
A4 51)
— . 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
RN e 67.59 45.09 =0.034"
75 Y%l B R AR ity & & P
ATuA K& o
. g 77.59 52.59 =0.011>
Sme/ 2L F AR e " & P
& QMG 2= 7 ks 44+3.62 5.85.09 p=0.187%
At MG-ADL A 227 IS 12+133 2.3+3.00 p=0.054%

(CF¥£S.D)
)IRBREAR G- BRAARF D 2 7 v A NGB RO OA 2 L8R & U 8ot
ORERIEL G EIIAE DO AT 1 A NGB L OWIMERR O A& AR L Lier VAT 1 v 7 Blm o

BIVER (AR A B A8 2 G0 O3 HRIL, Z7 a) LARE 87.5%(35/40 #i). 77 & REE 80.0%

(32/40 BT, 2 HMICAEEEZRO R o7, EERBMEMNIZ, 27v U AAB 2621, 77&R

BELG LA, 7 a ) AARE2H1(5.0%) Tl 521k Uiz, BWERIZ X 2581372,

X IR G- BALART 12 (84 HEHDO AT v A NEEEOEED Smg/fRHLUANTH L EE, 72721, 153
P GBRLGHET 4 Q8 BRNDO AT v FEHRIT 20~40mg/fF B (1 B EE#F 58 E LT 10~20mg/ B)DFiH
ANTEE RS —ETHDH I &,
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vi) B <F [H T/ 0.5mg - Img DHAEZY]) 79

vii)

IV Y LS DOREF DMARD @ 1 AILL ECOIRA+- 7 dEmm o e ) O~ FRBEEZ G L LR
Fl3mg/H & YU B 150mg/H & D 28 O " EH MR 2 50 U=, B{EA{L S iz 204 B4
WCIRBRIE N G- S 7z, 204 BIOWNFRIZ, ¥ 27 1 U A AR 103 FIMTX ZhERA+4561 54 #1], MTX LIgk
@ DMARD ZhEA+4361 49 fi), <>~ U B2 RE 101 HIMTX Zh FA+4361 48 61, MTX LLS+ 0 DMARD
BHERAR A3 53 BT o T-, AR OFEBIFEIPEIC T AW ERDFIZI VU B I vERATWAS D L
DRGEE I, & B MTX R AFSFICH L TH IV Y B KB NTRDE D> 72, ACR %
HEIZ LD FHEE E OZEFEOHRBIZBNT, 4 BHEIVIZEALCOHEE CTHERMEZZRD, ¥
7 a ) AARETIIRNRBERNENoT2, Lo T, KA 3mg/HIiX, BEY v~Ficxt L CEWAERD
MWERLEIEFTHL EB X LN,

HEFREWERORBERKIII VIV E VB Z 70 ) AAFHETHEILEL ., 7V T7F=rEHoO
BRI Z 70 ) AAFETEZVMEAA S Y | IFFREMRAE R R BRI CRk Ch o7z, ¥ 71
U L ARECTIIABRN RO RBER N Z S RBO LN N 1T E A ENEIE Lz, AFEFSEIEMIC L
HHIERT, WEECREETH - T,

IW—TREX [H Tt/ 0.5mg - Img DAHEZEH] ©
KGR OBEE L . AT A R7ET TIRTER IR EE e FrgetE B 2 B R It 7 OV RIS B PR 2 5
HDN—TABREEZNRE LT, 7 2RZxRE Lz 28 1O " H G AL H el 2 i L 7=,
FENROHEIZ 1R 3mg, 1 H 1 RYEBZEOKROKSE L L,
FESR . AIMERRNTRIRAEGNL 63 Bl(Z 7 v U AAFE28 B, T EAREE3S B ThHoTo, IAEIRFOEE
BIREMEA T A a7 * ORI T T BRI ENERICKRE o7z, He ORBIFEIERIZD 5 b,
EREGRITROEE L Sd | HIREHER, &5 4 BENG T 7R L L CTHEIZHED L,
28 W% E TREE LTz, F o mE EAREME DOFEIE & 72 2 PUiR L OWIIR(C3) 2 e L. FrIAliiRiT 4 8
DB D BN SE L, 28 Wk £ TRl L7z, IKIFOSSEE T, FEEL EOUERN X 7
7 U A ARE50.0%(13/26 ), 77w REE 8.6%(3/35 )T 2 BERNCH B ZN A b, HEEEMEA G
A a7 HOEFRIL-32.9% ThH 0 | FrEBERITH., REFOIEEEOIE CH S | ARER R, A
(CDFERMED AT % -60.8%., 164% Th o7z, 2B, 7 VT F =027 VT 72 A(Ca)DEALFE
13-22.0% CH > 7=,
HEFEGEIERORBEIL, ¥ 7 vl LAARE92.9%(26/28 i), 77t HREE 80.0%(28/35 )T 2 FEHIZ
BAZRORNoT, EERGERGIIZY 7 a0l AAREAGI4E, 77 8RB B MR ADIL, £
DHLE & LT, IBBREEDOB GNP IEENT-DIZF 7 0 ) AZRE S5 H(17.9%). 7T B REE 4 4(11.4%)T
HoTm,
¥ BEBIEBEATH A TIX 1 AREAE, RPFRMERE, MiE2 L7 F =1 Hi dsDNA Hiik, flEC3)D 55
HOR2T (&%0~3 8D 4B HY . ZORFHAATIZIVREHEETTo 7,

&7 ua ) hARE 75w R il
[n=27] [n=34] [95% 15X ]
RBRMHERF A = 75 ORILF(%) 32.9431.0 234382 -
mean=*S.D.
1 FRE A &EOEIEOZEZ(%) -60.8 8.7 [-115.0~-48.7]
POEGE 1 MU, 5 3 o) (-73.7,-37.2) (-14.0, 90.0) ' '
FHIR(C3) D FERHE D ZEAL (%) 16.4 2.8 [8.5~26.7]
PRAECE 1 ST, 5 3 DUSYT) (10.3,27.5) (-11.1,18.2) -
Cor DFEMED ZALH (%) -22.0% 14 [-30.5~-3.4]
FRAE(H 1 DUAYRT. 45 3 DUSYAT) (-33.5,-4.2) (-19.3,16.9) o

¥ RBIEEMESF A a7 1 BIREAR, RPRMEE, MiF2 L7 F = Pl dsDNA Bk, #HIRC3)D SHEED A2
T (4% 0~3 50D 4 B b7 5,
MK Co lZDWTDORY 7 1 Y KWAFEOFHMIERFIERIT 26 1,
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viii) BBMXKEX [(HTeIL0HHY] 00

SR JOBEIE . hEE~TEORIAME(A T 1A FEEUEY, 27 04 NEIF)IEEME RIS 2 B

Fratg e LTARRE RS Lz, ARBREEIMERBREI)TIX, #7270 AZX0OHIE NI 7REZ %

I MAHRBRGEI)OE R 7 7EEE R T 10~15ng/mL IR E L, 77 R E2xReE Lz EHEREER

Peg a2 2 RSN L=, A1 AYE R OV &% EI2 18] 1~2.5mg(0.025mg/kg FH2)D 1 H 2 [\l

A& L, BRE N7 7IREZERFT 272012, B FCRGEOMEIZ1To720, HHED LR%

0.3mg/kg/H & L7T=,

fER . DAl Aa 7K DWEE ] CTHRUERIT, #7271 L AR 50.0%16/32 ), 77 & RE

13.3%@4B30 N TH Y, #2710 U AARETIZT 7 B RBICK LABEREEN A ONT-, £7-. KiHhiHE

B GEEE S, M, P e R . ERIO2RAEHI) Tik. FEsE s NIRRT Ricks\n T

T TR RBEHCKR LABEENA LI,

BIEF ORBLRIL, # 7 1 U LARE 59.4%(19/32 f5il), 77 B A#E 33.3%(10/30 By Tdho7-, HEERA

ERHRQIHL LN T2,

F7o, BIFERBRLEGER O # 7 1 V) A ARG K OEIE O BHRHEETE R R EE 1T, 2 HERED

HIE T 7E% 5~10ngmL & LT 07T 7 7N aikE 12 8E&ES Lz, K&&ERSRICET

%W ER(DAL A 2 T2 XD 8EE)X. TN 61.9%(13/21 B KT 66.7%(6/9 By TH - 7=,

¥ AT v A REIGE D UTAHEEE)30~40mg/ A % 2 HELLERES LI b0 0b b TRIROG LV EE,
H L IEAT 1A RAIGR 0 U AR ERE)40mg/ H BL EdH AT Img/kg/ B LA E% 1 B ERS Lzicd
POLTNREOHELNRVEE

(BB RG RIS T 2 AR SN MEROCHEIT @, RACE, oilicEgsue) a2 LT 1 H
0.025mg/kg % 1 H 2 FEIREZ LY BZICROKLET 5, Uik 2 W, BEMLH ~ 7 78 E% 10~15ng/mL
EL, M NT TREEZE=L ) 7 LD LR GRETET 5, B GRGE 2 BUMT, B - T 7R
% 5~10ngmL & LG ELZRET 2, | ThD,

TR AR ER © oo H Bl v

UTFomy AEZHE L, D7 E L RGEE NS 2 BRI OB FHLE D BAE)ITE 2T
ANGREHFCHRS L, @2 @C, | BREEO ERIZEE N7 7IRENE L2 & B 0.3mg/ky/
HY & Lz,

R ML | 5 7 B O RIERE T ——
JEE\IJ\I Eij HH B3 1 H B (12 U024 RS Daew=Dota X 12.5/((Cran+ Caan)/2 X 3)
*2 SR ) SR
JE A \255 10 HH (IJ?EIJE OD?;H;;‘)\ i !23\ ;)E?EE Dnew=Dola X 12.5/C%
*3 S ) B A
grisng | oGO BB ABICIRE DD X751
3 [6] B OFRE AR

3\ 4\ 6\ 8\ 10\ 12 ﬁﬁ%{:y&iqjlt//%gTH# Dnew:DoldX7.5/Ctmugh

FERFLEITIS L0
Dy : FREARTOB G- R (E G- BT 0.025mg/kg), FH SIVAEOD/INEURLAUTFSE AL & TIHE A L, 0.5mg ZIA Tl btV ME & T2,




BRICEY HIEE

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 : AHEITR OB, FH SNTAEO/NERA R A &2 LA L, 0.5mg ZA TR biEVMEE T 5,

k11 Coon NE R FBREAN UL DG Coan & FIVZR ; Dyew=Doig X 12.5/(Caan X 2.5) £ 0 | i 72 Coan D3 1 FBRAE A X
WERBIOLGE . Cion 2 FAVTZR; Daew=Doa X 12.5/(Cion X4 L 0 2 [B B O EZFE T2, @8 FRRIEARM SUI KO
Bt EE TIREOREZ AL TERP ORI ibﬁmfé

:m:ﬁ%&gﬁéht&ﬁi@%mﬂb1IH%E“ SO EBZDEA, N7 7 RENBEIC

XA EFREET. F2 10ng/mL K OHEIT ifﬁﬂﬂ S| .Hiui%\@ 253D 1 &ET 5,

*3 dw7mgm¢¢tw@mL$ﬁ®ﬁA &, EEO A B 0.6 f5(=7.5/125 %) LTc & E T 5,

CY: 1 [\ HOMENS 2, 3 BEERTIC Tézﬁ®m¢b77ﬁF®Iwﬁ

C*: 2 [ H O 1.5 HEL EFGRFFRIZI T A IH N7 7iRE, 2 5d 55A13E OFEEHE,

Crrougn : 2 LTI\ T, BRI IR (5~ 10ng/mL) & i L7 ~ 5 7 ),

10ng/mL 2L EDOF4A

BE2BFTCOREENHE - BEXTDa—)L

%5 ODD -l5l]|:|
HI SRR | B ain T l l

1 R “ = s

|1zaﬂm| [ 245 11| /HHl |8HH ]

ix) ZRMUHE - KEHRICEHT SMEMME [(HT+H/L0.5ng - Img DAHFHH]

YRR L

2) REMHRER

@ FBHEICH 1T 2ERRIEOME 2
1990~ 1991 A5\ AR A IR Al & 52 ) 7= R 24 filHP | ki 5- S iz 16 ﬁw)dﬂpﬂﬁ%%(mz HFIRf
ST, #7278 ) AARAOFNTS 72 AERWEEI ) 551 B, & 792 BIZ KA TWSD 0, i
SRR BT, BFIAEFE L TWD, 16 Fld 14 flixi@Es oEFN e L e > TRV, £/, 161§JEP 14
BICAT B A DDA FIRETCH 7o, oM, EEZRRIEM, ERAMR AT &K OUEILE X
Lo T,

Q@ BHEBHEICH T DIEMRICR UEHE 5 xtE RO I
i) BHEAXEER (GHD) FRHzIR
a) RPKBESHR BOBEHTwLEHER) 9
55 11 FHERER K OV AR LR sk B oc SUEF] 131 Bl 5 B, 77 Bl CRA 100 B £ COFMBEMIMKE T# S
271 LAWK G S AU (PRE 381 B, & 677 I, ZAL5 OIEFITRAER 100 H LA
BT ICHIE LTz, K E ORBEBIRNEE TE 2 WRERER X 5 $1(6.7%). FaARMRA 55 A8 15
$1(20.0%) T > 7228, W HBAEE 100 B £ TOMHEEENEN 40.0%., 78.7%)% K& < FE-72,

b) BEAZ EOXKITHTwLZER Y
55 AR R ER K OVES AR PLS RO SUEB 131 B D 5 B | AT PR GER] 125 B4 DU THEBR
A FE i Lo, BAEtR 1 4F, 24, 30 RRIEM: GVHD 3R, BEAFR K ORIRE O R
HRIFLLTFTO T Tholz,

1Bt GVHD IR, 4%, BEE

BAEIEME GVHD FBL% RREAAT R PIEFEE
1 4 42.6% 75.8% 14.2%
2 A 47.8% 66.0% 18.9%
34F 47.8% 62.6% 21.2%




. REICEEY H5IEE

c) REIRERVEMAZEZ BOFIXERZFEH)
5 AR GRER DA O VEMENT RFRAEF] 0 FiloD 5 5, 5 FI TR 100 B F TOFEMIMK TH L X7 0]
LA DER G S - (BT 112~270 B ),
At 101 B LEIZEE O SR & O R FER A E T 2R WBECEIEIR « B PR Al 5 22 8h i3,
THRFEL MY 7)) FEFK X1 BITH -7, BAE 101 H LR, 2t GVHD & OV GVHD
D=2 B BL A LN o T2,
o MR FRER DA ZIPEAENT R ZRIEF] 9 BIOAETE « FEE R WFEEROFEIRIZOWT, ¥ 7l AREEH
Ik - M THOEBIGREZIT o7, £ OREE., BB O TR IEIIBRE% 327 H T, JFUIRBEOHFHN 1
B, X ZDOFEBOFIICL D 1 HilaEw 2 HlZRD b,

i) BiEAFXMBEER (GVHD) AEME
B R L

® BBIHEICH T DHEMHERICDIME >
ATHI R AR AR M OV H9 28 T AHRRR O A W PERRAT S SIE BT 104 BSOS T, 3 9 H OFHIIFR 7% b
BRI Z I Lo, S D DIEFIOAFRLTAEFRIILTO LS Tho 2@ RANT D T %
),

A W M CE:2:)) 1 4F 24 3 4R
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
EWRDE R (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)
(%)

(SR, FEAEB P IIMAIL) D 2 RO T, HEEEF B ETe,
JEAELER, EERORHICHWCIIMRANIRN 3 FARMOMEN & & £ D720 BEERFR, BEEFLTRL,
* o 2 OIS 3 FELIRRICERREBERE L 7EFIAN 1| FIGEREBADD Y

BT N T, MR 5 H 72 1 JEB L e T R OB MR A B 0 B 12, F i
e 3 AE TORBEEIC B LT,

BREHRABEERAR VR REEEERTHAE

s Gl
3% A 4 A~14 24 28 @ » A LIKE)
A 77.4% 21.5% 7.1% 3.1% 26.6%
i (82/106) (17/79) (5/70) (2/64) (21/79)
. 46.2% 12.7% 8.6% 4.7% 22.8%
i FH
B AR AR A i S (49/106) (10/79) (6/70) (3/64) (18/79)

@ LI, fighE. EBERWMNEGEIEICE (T D EH RIS DI

BREERR L
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®

®
i)

i)

@

BEMFENE [HTEIL0.5mg - Img, FRHIDHAEZY] 5%

AT ZE AHRRBRGEM IR - 16 )22 T Lz 16 B0 5 b, Mk G52 /L2 Lz 12 fl a4, ik 2
AT DAERER CORMBIR 16 %2 5 )0 R W& 5508k 2 50 U 7=, 8 5 TR I AHZRERKE T
REC A DT R( E O L) DN Fife, SUIHICE L, £/, A7 A FHIZMkGERES L\
126 2 FICAT aA REIOBENATREL 72572,

FEW G RBR I ARH & ORREBIRNEE TE R WREEER & LT 1 BN - IRV « FE B M2 2 5
Tz, WT I OIER R K OSHEFIEIZ L VR LTS,

BRI A S 28 & LT 1 BB D p-GTP _ERN R S =08, #5513k Sz,

77 & AR 5 IR B MR FL R BR G « 28 W) 258 T L7= 73 (¥ 7 v U b ARE 38 {4,
77 /AR 35 i) XUXFH A IE B M I REABRGHM IR : 28 YA 5E T L7z 10 Bl 5 b kel 5%
A U7z 70§12 KB Bz 56 M R (BE MAHRER C ORI 28 18 2 & To) D ftkige i 535k 2 F2hi L 7=,
AT A Rgh i, BT 7 2R E S REEH EGER & 7 v U A ZAFBATHI R O 7 2 Rt
BATHICIERBRIIRT 2 18 L TR RIS D, 5 IAHIE S FIE R RBR B T Tl aiaEg
O OJEM R A FHE L7, &8 QMG A 27 KOG EE MG-ADL A 227 1%, 7 7 & AR xR ikl
27 a ) AAFBATH CIERBR I 28 L CRE 22T A 6T, HIHEY 7 &R xR E e
Ll ERER 77 & AR T O M OV AR IE B et FRERBR RS 1 T TSR f P IS BB 03588 DTz,
BIVEF (R A S A8 2 S 1) ORI, BT 7 v AR B R ERR Y 7 2 U A
ARERBATH] 57.6%(19/33 B), 7 Z L AREEBITH] 71.0%(22/31 B, 5 MAHFE B MR IELT FRERER 1T 83.3%
(5/6 BN TH o7, BIRABRNDZ 710 ) AR EHRE L CWEEIIET T & AR SRR il 5
27 m ) NARERBATH & B MAEIE B e BB ATH 2 0F & L7 & S ORIWERIX 61.5%(24/39 #i)T
by, REEEIZXE2BWEHOEINEA N5 T2,

BEET) 9 <F [ATEJL0.5mg - Img DAELY] %57

ERIZE T RHARSHE

B ORI E =N D ENOREZ 5AGE 2 L, 6 » ALLERS 238 6], 1 421 EEE 176 Bl DAk
FEICOWTRRNT LTS3 B GRHCAE IS T 2B ER8 o b v o7z, B EGHITO
FERRWER L, BHRERET ., HLERELOMHERER Y Th oo, B GMkEC X 0 BIERARBER
DI DEENIFR D 220> 72,

KERAREHAR

PR ABAET Y v~ T B 896 Bl 12 » H Rk H- HEERI %L : 183 HLL L 621 f5il, 365 HHLL L 228
B, 547 HREILL L 24 yBe 5 L7z, ZOfER, & TRFO ACR20 5313 384% Th v | HHIN e
BHTH L. ACR BGERIIEM ORI R biftFr S iv, 23 e 72 Z LidehoTe, £,
896 il 529 fF1l(59.0% )W TRIER N FEL LTz, ERFBIERIZ, TH., BEOLANIRKR TH- 7o, a4
BRNCIX, MEERFEE, FRIEIR G OB RE R N L o7, EERBIEMIZ 24 FIZH L, T2 b
DIXMR K NEMPECH o7z, Ky O FEFZORBFHBIEE L, 5GP EICZ-oTHE
B o l-, BANEANT—4)

IW—TRXE% [HTHEIL0.5mg - Img DAHEZY] 249

55 T AHRRER(28 1)~ D 28 W LAREfc = 104 18 F CTOMFARBRITIT 13 BIBIT L. 9 B 9 4725 104 ELLE
DORkFGEARBRI LT U723, 8 T FERABR(28 i) T D AL 7= B R HE IR T L M OV g 2R B PE L2 b3 2 o
BhRNPKET 25RO 72 o T, F 2B MAHRER(28 i) H & 55 MAHFRER (28 W LAB)ZAT L T2 29 Bilizou
THREETH -7,

B AHGRBRQ2S #)BIEARF D AT 1 A NG & bl LC, 104 3 £ T2 9/13 $1(69.4%) A3 = S 41, 104
VA LUK & ke 3 5252 15 7= 9 b 3 B Tl & BICHERFB(5~15mg/ I E THE S, 2714 FiEE
2L D B0 R 2RO e o T,

FIAHER2S ) TOERREIEMIE, BIHEE, BRI, NAG #INTH 7208, T X TR ORIVEH
ThoTo, 28 WLUBEOMGERER Z T Lo, BBLERPFICE RO2EMITALNT, M2 VT F
SR VT F = I VT T A EETRREE T A — X ORERBIRNE L RS o T,



S
/a

RICEY SEE

BEMERBL [(HTELDHZE] P

BIAERBRGEINICBWTH 7 1 ) AAFK T XD responder™ D FEHEZ i 7= U 7218 B E KGR BHE &2 X5
(2, BHEA% 10 . &FF 12 oMk e i Lz, A7 nA REGRCEYE)L, &5810 24.2mg/H
(21 A5 12 J#% 8.9mg/H (16 Fil) &M L. H&sD A7 oA Nigh- &3 10.6mg/H(21 i) TH -
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BEifii & S 72 < SN CWTIERI CRRIGE IR FTEE & 22 o 7o A DTz 29,

AT aA REITEROZED BTV S MR & U < 12 BRFERGER 0O BEE i) 1 ) fiE BT & k5L &
L7ZBIMAHRBR TlE, 7u s 7 707 ve 28 ll# G L, AT oA NRlOFRG &% 77 2R L
el U=, ARBRClE, Smg/iE H/A4BOEIGTAT a A REIZE L, IEROLENHER CE WA
WZiX, A7 A FRAIOEEEZITo7-, TOME, #70U AARTIE, EROZEEHERFLIZEEARAT
A FHIOBEZFRD, HEK T 12 8BEOREK T 4 BEOATa A N EHREE(T L =Y
o UHEE)T, FRFEN 491Img/ H KON 3.81mg/H T - 7= 49,

ATOA FEHBREE* (mg/B) DR

- A/ A=R NN = 7T v R SR D LB D 7K
[n=40] [n=40] [95% 15X M]
5 shIkE 13.78+3.958 13.88+3.545 —
BHRT R 12 HH 4.91+4.041 6.51+4.889 -1.58[-3.342~0.184]
5457 wil 4 TR 3.81+£4.066 7.23+7.319 -3.48[-6.010~-0.953]
¥ L R=Ya R (EH+S.D.)

XX X ona ) AAR—T TR



V. ARICEY HER

AT aA REIOEGIZ X > THERAT4 T MRIERER O EAE I/ pPERF 106, 7rnr 7707
Bv % 28 WG L2 B IMAHRER 2V T, 8 Il TR I(AFF QMG A 2 7D EEZ RO, 9 B THFH A

6)

T oA RFIDN R S 7o (P TR RRRR) ),

B ONG 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

BEET Y <F [HTHI/L0. 5mg - Img DHAIHY) 38404760

WEOEEICBWN T v~FEDDe< b 1 HICE D+ R0t
Fio, s o7 e =% AR T 16 8, S5 ITHH

7a g7 h IO

(CE¥J+S.D)

LI o BT Y U~ T
AR T 28 WG LTz, ZDOR5HE.
ARERICIB T D KE Y 7~ FHE(ACR)D A R FM 7 15 TD 20% ek E: 5] D

EA(ACR20 eh#FR) 1T, FEEIHE T 49.0%(50/102 fl), EiE1E 50.0%(27/54 By TH - 7=,

ACR20 REHE FEHHE)
- — AL
PR 77 'R 1.5mg 3mg
P HAZE TUFR ) ke 3 R 9/64(14.1) 14/57(24.6) 28/ 58(48.3)
o TR bhig s o — — 50/102(49.0)
it 9/64(14.1) 14/57(24.6) 78/160(48.8)

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

S TR IR PR

[ EBIEBIER(%)]

ACR20 S E R (B #E)
— AL
ENEd I 5mg 1.5mg BH#5 3mg
] 3mg F CH&EA]
A T AR i e B 9/27(33.3) — 11/25(44.0)
55 MLRH =) i 5 3R — 27/54(50.0) —

[ BIEBIER(%)]

X EIREICHT 2T R T 7T OAKRE NI 1 A HEE, W 15mg THh Y| FERICE Y 3mg ETHREAITH D,




VL.

EUWEEICEHTSEE

1. REZHICEESH S EEVR LM
T AR LEO G IR
EE B H DM OMRENITNRFIL, B OB SR Z2SMT 5 &,

2. REHR

(1

(2)
D)

2)

3)

YEFRERL - 1ERMR 0

Z 71 AZAOGREMRTERIL., & LT T Ml X 559t « #ER FOEAZHET S Z L2k %
BN, ZOEAREIIA vEL Yy —RNA ~OIRGE L)L THIH SNE Z EICkS< & BN
TWo, #71r ) ARTMIENTY 7 v ) AAFREGEHFKBP) S L CTERZRET2EE 26T
WHMN, ZOEHIZVIZ AR VEEREATHDIY 707 4 ) v 3B BERD ZERHLNE -
TW5, ZOMSEAOHENRZY 70 ) AAL 7 a AR L OEROMEROBEEOFE L LTH
NLTWD EEDbILD,

EEEM TS REERE

RERICHT B4R Y

~ U AD Ml E W2 Y COoRBRIE S BN BNWT, A X —a A X 2 NEA v F—T =1
VyEOTMBBEROY A A CEAZIEIL, FIZ, b FRMIMLEEK A H1 CD3/CD28 THITMT %

FOSIZIBWT, RIEVEY A R I A > T D IEFESER -(TNFa, 1 > Z—1 A F 2 1WA ¥ —nr

AX 2 6 OFEABIMSEIT D, —FH., BEMROBEFMEIERNIX IS OFEMIC R LT, BRMER

IREN TV A,

RIBERLUS 3T HIER

T v AR OMEE R O X PINRESER S & 2 MR ZEHE o[855 S0 5 o0 BN A PR 2 56 - 2 BBl

EHREET D,

BB ETIVICR T BEH

O T D RIFHPEF BRI 3 TR BSOS 2 IR Cfl L, AR 2 ERE S5 =7
APNLID A XB T 9,

) 1 X TORIFEFBHEICHT 2R
%

100-
= |
| —=— % HEHE (n=8)
|
i | —o— ¥Zu)AA  Img/kg/H(n=10)
1+ 504 | —— 3 7aAF) Y 20mg/ka/H (n= 9)
|
|
|
11
L
0

0 2 300
FRBREt: H %



VI. EHEEICEY HER

@B ST 7B T, PR OTABRAOEE 5OV FIUS 50T SIS 55 & 30
L. EFYEZ2 TR SED(= 0 R 10 F o | 10L102)

Ty FBEARMBEERICHT S22 700 LAARUTL I ARKRY v OMR (FHMIRE)

(%)
= o HEALELAL AR (n-10)
80 5 O¥rul) AR Img/kg (n=10)
. v 7 ua xR 15mg/kg (n=10)
A 60 OY27uaARY) ¥ 25mg/kg (n=10)
1 J
s 40
20
b N
0 L L
0 10 20 30 40 50 60(H)
I et N B2 A 7 I %2

Ty FBEARMEBEERICHT S22 700 LAARUTL I ARKRY v OMR CARIIZE)

(%)
100
%; ® IR (n=10)
] AT AR Img/kg (n= 8)
60 o¥z7ul)AA 1.5mg/kg (n= 6)
o f v ¥ uaAR)» 16mg/kg (n=12)
" 40 O Z7uARY) » 25mg/kg (n= 9)
20
0 I I T =r I ¢
0 10 20 30 40 50 60(H)
e ML B2 A% H %
QB BT T MW T, Bhildas HEM G 2 BRI IE] U, IR A IER S H(k B 19, A X 109
7 v K 109),
Sy hTOBEBHEIZHT S Sy FTOBEBHEICHT S
2501 LRAOHE 2 BRRY DOMR
—e— A HATE (n=7) —e— X HERE (n=7)
—O0— #Z7ul) AR 0.32mg/kg (n=7) —O0— ¥ 7 AR ¥ 3.2mg/kg (n=7)
—— S0 AR Img/kg (n=7) —— Y70 AKRY) ¥ 10mg/kg (n=7)
%) —O— 20 AA 3.2ng/kg (n=7) (%) L= 37 uARY ¥ 32ng/kg (n=7)
100 100
90 1 90 L__q
80 1 80 4
70 1 70
A 60 A 60 -
501 7 50
= 40 1 B2 40 4
* 5] . * 50
20 20 1 o
10 10 -
0 0 o= y ' J ]
0 20 40 60 80 100(H) 0 20 40 60 80 100(H)

HRAR O HE

HRMEOH R



VI. EHEEICEY HER

@OOBAE T /BN T, BAB& RIS 2 806l L, EEHIFZIER SE5(T v )9,

Sy FEMEDBIEICHT S470 ) LZADOHE

A % 5 B (mg/kg) (iR BALLAE HE(H)
xtHR - 5 6(3 5),7,8
/A= N 0.32 8 5, 6(3 I%),7,9,10,11
1.0 8 9,35,68,>100(5 [/t)
3.2 8 6,26,45,>100(5 L)
10.0 8 15%21,25%,>100(5 PL)
vIaARY v 32 6 5,6,8,9(2 IE),12
10.0 8 5,18,>100(6 [C)
* o AEFEETH
OMBEE T MZB W T, AFHMEZIERE S5 (A4 X)),
A1 XABHEICHT S22 0 LXOHE
A Beh B(mgkg) | H#ERE S L s (QEDY AN AW =VN
*FHE — — 5 7~20(4 JE)2,13b
VE/A=R NS 0.1 ™ 5 72,>28(4 JL)
vruaARY v 20 &N 5 >28(5 JL)

a: fAifE b KE XA EEER O 7 O HEVEIE

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

OMBIEET BN T, EEYMEZER SE5H (A X)),

A XFERBIEIZRT 52901 AXDHER

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

a: 20 AL EAEFNCIT 10 B 1.0mg/kg FhiE#RE Lz,

O/PNBBEE T BV T, AFSEZIERE S 5(F v MU,

3 Al B G R (mg/kg) GIES AIFBE(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 Imgkg @ H 5
b : 714 8~30 H L 20mg/kg % % H #% 5




VI. EHEEICEY HER

4) EEHENEETIVICRTZER
<HBHE>
Z v NEIEFFEIPET T MCEBWT, P77 F o) U RIREUAOBEAZIH L, B R NERE
AZL(MEPP)DRIE 2 883 %,

E b a125-147 D THEBELI-BEHA L MEPP (39 H4EH

. 7wk P17 v  AChR Hifk MEPP #RIE(mV)
ALTE R D
No. (nmol/L) n : JEBEIE
Control (JELE IE 5 H#) # 10 P 0.024+0.032 0.72£0.104
(CF¥)ES.D.) (n=100 10 JE X 10 [7])
7R 1 0.99 0.59+0.140 (n=20) * % %
(N 5 2 0.75 0.47+0.227 (n=20) % ok ok
(Fh51m) 3 0.78 0.65=0.196 (n=20)
4 1.06 0.62=0.240 (n=20) * %
5 0.68 0.46+0.217 (n=20) * % %k
2l LA 1 0.16 0.731+0.211 (n=20)
Img/kg/day(MEIEHN ¢ 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 #5# Tl F-test ™%, Student t-test X |% Welch t-test THIE L 7=
Control(BEALE EHEOICH L THEZEDH D *P<0.05, * *xP<0.01, * % *xP<0.005
W M7 EFLa) VEEK e T 2=y MEAES 125-147

5) BIEIAETILIZHT B4R 121
Ty FEEBRETICTBNT, RIEWEY A N A UBEAZMEI L. BRI D REL NS - W
ErdET 5,

Sy baS—7UBEEHRICE T SREHRE DB AR

i Bh& =
(mg/kg) RIEAMBEE | VR A | BT A B ol
EALE 0.0£0.0 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% 0.90.3* 0.740.3* 4.9+1.0%
77 vR 21104 2.1+0.3 0.9+0.2 0.9+0.2 6.0+1.1
1.0 1.9+£0.4 1.6+0.5 12404 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%* 0.00.0* 0.0+0.0 0.0+0.0**

R E AR AERA A (n=10)

TR RKRBRICHW =X 7 v ) ARZEENDIEA
0: EH, 18, 2: PEE 3: BE
##H BERLERE L i LT P<0.05, P<0.01 THE(Wilcoxon DJENFIE)
k, ok ok o KTERRE & Bl LT P<0.05, P<<0.01 TAT & (Kruskal-Wallis &7 /LI X % Dunnett 2 k)




VI

EMEEICEY HEE

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

-

N U N EEHAER
(3]

0
B0 WE 754X 1 1.8 3.2 mg/kg

mg/cm? “ gﬁ:hﬂ:
200 =, * 7 ok
Tt =160
j‘c 180 - g i
il:f. ## ﬁﬁ i 140
160 H Ik 5
w a0 fues
jE 140 H "F'{J 120
g
120 LLLs a0
ELE HE 754 1 1.8 3.2 mg/ke LR HEB 754 1 1.8 3.2 mg/ke

P E + FEVERRE (n=10)

TR ARBRICHNZZ 7 v Y ARTE N D RIEA

# o MEALERE L R L C P<0.01 THEX BRA =2 713 Wilcoxon DNEMFIRE, KIFEHEROT 0T 427U B BT tRIE)

sk, skok o GPHRBE L R LT P<0.05, P<0.01 THE(X # A = 713 Kruskal-Wallis &5 /W12 K % Dunnett D% HE Lk, KERE %
KO7 a7 427V 5 8T Dunnett D% B LER)

XA T, BRI 28, BIBE, RIREEEORIEE LT L OR, h e, KOEEOREORE S 221 0(E

) LR, 2@ E)D 3 BB TR a7 b Lz Gt mdkarmd,

Y b7 TNy FEBRIZE TS RBBHPRELET A A VRS HER
Camrks - 3 BfD)

nl ng/ R E i (g)
2r 0.25 1 1Np-o g2
##
0.2
1.5F *f'ﬁ
, :
JE - # 0.15
I 1 H
HE L 0.1
-
0.5 )% 0.5
0 0
AL KPR ¥ 2OY AR MIX HEHLE KPR $ 2Ty A2 NIX
ng/ MRk Tt (g) ng/ ik H i (g)
Irpa m 1.6
4
B is} 1z
ok
HoLr Ho,
L L
~ ~
n 05 o1
0
EALE  GER s 2o AR MTX WAL AHR yrm) A MIX

TRIE EAEAEFRE(M=5) F 7 1) LA Smgkg, MTX : A b h ¥4 — b Img/kg
# L MEALERE Ll L C P<0.01 THEERE)
s ckosk o RPREREE L B LT P<0.05, P<0.01 TH E(Dunnett D% 5 i)



VI. EhEB(ICET HIER

6) BRETIIZHT A
O~ A GVH BRET/VIZBWTHORERNENDLOFREGIZEY . RETALVT IV BED EH 20

Hill L. SRERIE S B g OB 2 il L7z 19,

(mg/mL)
1007 ## 37 &
. [
804
i 60 2 ﬁi}ﬂﬁtSE
B k '
101 r
#4:p<0.01
(vs Batknt R,
2 W7 L7 3 ik
E £ filiA@In-Welch&ﬁE_‘
VR maREd2 10 32 ek TR BhRmS2 10 32 meke ﬁ%ﬁﬁﬁg;ﬁg;@
xm# o 45 (5 (14 xR dEEe (15) (15) (44) -
(10)  (15) Y AR (10) (15 yrny AR
47 3
TeGoae et t HARC3 R et
*:p<0.05
34 " * *%:p<0.01
2 (vs ' JegEHi o HE B
73 A AT IVT 3 ViR :
a2 a Dunnet t % i e
T 7 73 PIAELRE 2 1 S -
14 Kruskal-WallisE 72
14 X ZDunnet t® % HWILBRSE)
U_ |
ety BT 3.2 10 32 mg'kg K BatE WA 3.2 10 32 mg/kg
xRBE xpmpe 5)  (15) (14) W e 45 (15) (14)
(10)  (15) 7o) AR (10)  (15) yrua)aA

[ L] ~ 7 AGHEREFLEZ T, ¥ 70 AR 2 Puiiafe ABKkH280 B4 51 H LE28 H B R EED

Pel- Lo IRBET V7 3 R EEE 35 X UV 00 5 BRSO S A 2 L 72

@~ U A GVH BRET VBT AR 2L O PRI GICL Y | ET A Chik [l s
DNA(dsDNA)HUA] o 57 J Oy Pk C3 DA Z2 81l U, 5o 2 A RO RERIR~DPEAE 2 il L

7~ 116)
g/
o
. e PR S K.
i ():n
o1
##:p<0.01
0.5 (vs BEtxfmam,
thEE F 72 id
1 Aspin-Welchb )
Bt mgesnE 3.2 10 32 mg/kg
iR wiape (15 (15 U5
(10)  (15) O LR
*:p<0.05
(U/nL) ML HrHdsDNAL A (U/nlL ML P C3 #k:p<0.01
5007 1.57 o (vs TRSTSIERHRE,
ke Dunnet t > % i B 5E )
4004 #
1.
i 2004
b 300 %
il o il
0.5
1004
b *
0= Betk BRI 3.2 10 32 mg/kg Uy Bap: EEg5E 3.2 10 32 mg/kg
XIEEE GEEE (15) (15)  (15) whE phEE (15)  (15)  (15)
(100 (15) Fyruo) AR (10)  (15) Z a0 AR

[RExHiE] <7 AGHEREFLEZNGT, 2 1) 4 A2 NS ARGBSEAN 0 51H 124 H HBERED
PelG Ly BRI 7 VT 3 PSRRI P TdsDNARLIAAG 35 & OFILE b AR C3 % 52 L 720

—56



VI

EMEEICEY HEE

) SRR 2%
" FHMH=S.E.
():n
pue |
> 1
##:p<0.01
(vs BMERS BT,
Wi LcoxonMifz I 2)
0 "t o 32 ng/kg

oHREE o IERE 15) (la (15)
(10) (15) Fr0) LR so:p<0.01
TG o detn, HITRC3 R et (vs T JR 5B RS
3 4 Kruskal-WallisE#12
& % Dunnet t? % M)

##

=

O "G masm 3.2 10 32 s/ke 0 et gsE 3.2 10 32 mg/kg

o wHEEE (15)  (14)  (15) s mE dhmEE (15)  (14) (15)
(10)  (14) Frual LA (10)  (14) Fo0 LA

[RERE] =7 AGVHE AT F LA HGT, & 7 01 A2 % Plliats ARG64 0 HA S 10 1m24 0 B
ek U I o0 R B 2210 S 2 20 L 7z

®F v FHLThyl.l FUABEBERTT VBV T REAOEMNZIH T 5 & & Hic, RERIKIC
2, IFN-y ® mRNA FEHL 2| L7z 17,

(ng/day) | kS| ol 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 5§ 7 10 1
it 5 B () il -8R ()
O7FtE &% 70 & A0 Ing/kg | O7 SR @% 7o) A Z0.3ng/kg |

@y 70 AR0.3ng/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)

[AEHE] HiThyl 1€/ 7 0 —F L HUE 2 FIRNES L, SREBAESE/ 7 v M2, HiThyl 1UHRS5AM T 72
BIH#&POESRFHETY 7 o) A A% 1H b KRB AR L.
LSl 3.0 5. 7. 100 MABICARFEERAREL, 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 L] HiThyl 1€ 2 7 0 — F L HifhZ BIRPIES L. B2 3E 28727 v Mo, Thyl . BudE S 1H &2 5
BANHETY 2 a1 4 20.3ng/kg% 1 H 1] BUEA ARG L7,
Putki 55 H BT & 0 SRIRABORNAZ R L, 1L-28 X O'IFN- v OoRNAZEBLE 2 fiin G REHE R ) £ 5
— MBS (RT-PCR) B4 X D e L7z

B 5 IL-



VI. EHEEICEY HER

) KBRETIVIZHT HER
ORIBRPRFIED L IFERHME B A 5N D 4 Bl IL-10 KB~ 7 ZZBW T, # A EGRHICHEE
SY Y ORIGEBEKRBER/KRGOR SN, RIBKEOIEE, KB ~ORMEMILEE, ko
R W+ 2 19,

yo) A AL
mg/em :
60 il
jﬁ; 30
& g0 5
% . - 300
. T2 200
B 20
2]
£ w0
=
YT amE o Y R kb . o e
f oIS o eSS HIERE xR
LeLoRitie 2 IL10% 42
AOT $S | AT
d= | s - 55
_ &&
4% 3 #: 3rF ——eer— .
z && a
L= o) L
i £ ) o C
= && s
M o1f - . # o1
&
i R i i mg/kg 1k pIE i 10 mg/kg
HTEE WW RFEEE R
IL-10K <A IL-10% = A



VI

v

EMEEICEY HEE

EANSVARNE &

mg/em

N

B

AR SSEPE - Ak

HiE

[

=

e her

60 -

50
40
30

23

RN F myz/ky
ome ogp O :
10/ A
AaT
A 8 .
3t S
&&
N
F T | meke

AERRE IRAE
IL-10RAR= A

n=10

FEME EAFRHERRECRIB E B/ RIGOR &

L Al mg/kg
wwne wmr
ILA0RAT= 7 A
AaT
T 55
\
o3 -
b &
x
-{& l [ Rty -
R pa
wiee wmw 0L
IL-10R4R~ 7 A
KR

AaT T ey b RO RERAEMIIZTE ., AR O K E)
AT 0 HAER L, LR 2 PR 3 S, 4 D TEE
P<0.01(vs IE7%MREE, Student t KiE X% Aspin-Welch 1 1E)

#t
sk
$$ :
&

P<0.01(vs 1EHIREHE, Wilcoxon JEAZFIIHRE)

1 P<0.01(vs KIGRXIIHEE, Dunnett % 5 LR E)

: P<0.05, && : P<0.01(vs KGR XIHREE, Steel D% M HELHE)



VI. EhEB(ICET HIER

QOKRBRZERIIIEL TWA LHEEINS 9 RO IL-10 KB~ 7 22BN T, BOHRGRHZHEARE XY
720 OKIGEEKIGERE/ KGO OB, KIBHIEOBE, KIG~0O5IEMMIEIRTE 2 #3219,

A UEN S %

mgsem #3#
60

o 50 "
T by i

w i 00
ﬁ :20 50

@

10

X

0 ;
kR Kb | 0 ma kg b R 1 i mg/kg
THEHE X AFEAE RRGEE
IL-10% AR =7 A L1054 A
3%
a7 [ ] b3
ir : ir 85
&

- sssasas . ssese 3| eeees
S s
Al Al -

P - rere e o 2k
o >
i s

B 1+ - i‘fﬁ' 1F

0 QA Iz I3 U G -, g
1L it F ﬁz_ 1 10 mg/kg iE " )\.Jb.z 5‘: ' 0 merks
HEETE AHEREE FHREE AT
IL- 10K 4l= A IL-10RAB~=T A



VI. EhEB(ICET HIER

[FLF=vmg ]

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

o 2 o Z
= x
Mo # 1

LW Kl i me kg E#H KM% ol | mekg

wrr owme ) wr w0

IL- 10K 2 TL- 10~ 2

n=10(7"L K=Y 1 O IEFXHREE, Imgkg £ 581X n=9)
SRR E(RIG R R/ KGO R S FIE)

27Ty b RO IEGEMIGIRE, MO X %)
AT 0 FER L, L BE 2 hEE 3 mE, 4 RO CEE
## : P<0.01(vs IEFXHREE, Student t #iE I Aspin-Welch ¥ 7E)

#%  P<0.01(vs RIGR XL, Dunnett % 5 LR E)

$$ : P<0.01(vs IEF 5t HERE, Wilcoxon NENLFIfR E)

& : P<0.05(vs KIGZXFIREE, Steel D% LR E)



VI. EHEEICEY HER

@RIGRMPAKRIEIE b

L I3 E 2 HND 4 RO IL-10 RIE~ 7 AB VT, B FRGEHCHEMNE S

L7 0 ORIGEECNGEE/RIGOR OB, KIFHEOIEE, K ~OJSEMILRTE, Ao K%

2 19,

mg/em

fem

Jo 60 500
H,
o 400
S ha a0
% 30 3
B 9 = 200
[7D]
I 100
_§ 10
T 0 )
FE K mg/kg H‘ H NIT mg/ kg
fogi b xof e fogishis ozt
IL104H= 2 2 IL-10%K3H= 7%
S
AIT 8 | AaT
4 o 4 s§
. && &
:k 3k ———ee——— . ﬂ: 3k — .
ik Al
Mol Mo ol 5
I]’J 2 ] 2
i N
HE N f e o
0 = 0 T
AL PN T 1 me’kg L Ribige 1 mgke
FIMEAE AR TR RPTEAE
L1050 48=o A L0k fH= A
n=9

SR S REAER R (KB E R/ KIFOR S REIEEE)

2T T wy b RO BRI, IO K %)
AT 0 FERLU, 1 RE 2 PEE 3 mE 4 B CEE
## : P<0.01(vs IEHXFHERE, Student t #E 1L Aspin-Welch IR 7E)

1 P<0.01(vs KIGHAIIAEE, Student t #7E I Aspin-Welch HiE)
$$ : P<0.01(vs IEHHIRAE, Wilcoxon AL FIARE)

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

Kk



VI. EhEB(ICET HIER

v

@9 FEEHD TL-10 KA~ 7 A S EREL L 7= K LPMC 128\ T, ConA X LPS OHIIBKIZ L5 IFN-y &
N TNF-a FEASENZ % 7 1 U A AIHE BT 2 (in vitro)'?,

FHMLA
pg/ml o py ml -
P IFNy o TNF-«
i
"
50000 i
W 4 130
410000 1
[\ |\ ok
7 30000 2 1m
1 i 2o
- e
i 20000 i
1 K 50
10000 2
# *
0
Al 0 11 w9 8 7 MRl 0 1 10 9§ 7
FHO) AR Fyoyhi
[og{mol/L)] [Hog{mal/L}]
FLF= vy
pg/mL - pg/mL st
60000 iy 20 b
#H
S0000F  # 1
" 4 150
{10000 A
I [ **
7 10
4 o i "
2 b
o 20000 e
1 IE 50
10000
0
yFE 0 100 8 8 T 6 A 0o w0 9 B 7 6
P s b L= ay

[Hog{mol /131
n=10
PR AR ERRGE

[-og {mol /13 ]

#:P<0.05, ## : P<0.01(vs MEHILRE, Paired-t FiE)
*: P<0.05, **: P<0.01(vs Omol/L #£, {E{KMDZ% Z & L 7= Dunnett %)
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VI. EhEB(ICET HIER

FUTNAR
pe/mL IFN-y pe/mL TNI-a pe/mL IL-12
10000 B0 _#+ 800
4 =
s [ a0 W S
¥
6o _ 150 ; py
9 bt o A4 100
;/l 4000 -~ 100 -
: it a0
JE£ 2000 g 50 -3
e ot (e
opli o 11 w9 8 7 WEE0 10 W0 9 8 7 fef# o 111009 8 7
FITNIHA o) AA A= FAyS
[Hog(mol/L)] [log (mol/L)] [Hlog(moal/L)]
FLE=vay
pe/mb IFN-7 pg/mlL TNF-« pg/mL IL-12
10000 BOF s 800
) s Pl [ ] + =i
/}I: 8000 { 200 /{\ 600
5 6000 4 150 *
* 1 1 400 .
> 4000 * > 100 >
it i oo B e
5 2000 %50 1
s
sk
Do . O 05—
e 10 9 8 706 gl o 1009 8 7 6 IEpElgEo 10 9 8 7 6
FLk=vay FLE=J 0 FLk=vay
[Hog (mol/L) ] [og (mol/L) ] [Hog (mol/L) ]

IFN-y BEAE : n=9, TNF-a PE/E : n=10, IL-12 FE/E : n=9

TEl AR R

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

*: P<0.05, ** : P<0.01(vs Omol/L £, {E{K[]D7E% %58 L 7= Dunnett {5)

®DSS FHRAIGR~ 7 AIZBVT, BN S Y72 ORBE SO E &/ KNGO & SO#NZ 864 2 129,

myg/cm mg/cm
60 - H 60 - B
s 50+
B 5
. i)
k£ !
%);7 ; %g 20
X X0
. oL
THE Kb ; o mg/kg L% K%k k.
R WA O B & T . LSEs
ST AR FLF=UEy
DSSHAMLE DSSHfARALE
n=10

Pl = AR AR S
##: P<0.01(vs IEFXTHEEE, Student t IR7E)
*: P<0.05, **: P<0.01(vs KIEHZxtIRiE, Dunnett D% & KR E)



VI. EhEB(ICET HIER

8) MEBEMMRETIL. MEFTETIVICHT 5/EH
OHCHERB~ Y A SEB SREBIEMM%ET VBN, BT 5 T Ml R4 2 RGER G
K OSHE L 2 il 9= 2 122,

BALF D ififa % (EFIx5 3 HEB. THE)

(x10%mL) (X104/mL)
5 & - < azr—7
Hify =
404 40 | P2AsUFN-$-d
_— - B AL r=vor
e B
2 20 # 904
10 , 10 .
0- 0-
3HH THH 3HH THH
(x10%mL) (x104/mL)
1 =3 R pon
—— _— (#7a) LA O THHOHAn=5)
401 40 SFIili=S.EM
* 1 p<0.05, **:p<001
# 304 # 304 (vs Saline®, Student’s t test)
Ha B
# 20 # 20
SEB : ¥kl Fab B
10 i 104 f BALF : 5 S2h i i
Saline : AF &K
0- 0-
3HH THE 3HH 7HH
BALF F DY 4 +h4 ViRE (EFIIRE3AA)
[11.-2] [TNF- o] IEN-y
(pg/mL) % (pg/mL) i (pg/mL) il
100' — 20' L 40' *
o 5 o 5 o
o
£ 80- % 4 157 S -
r — » r NS
k) o # 104 [} 7 20
1601 © o 8 1 K- 1 <
¥ ° s - z ® °
it 5 —r ik
N . o K : i L
T = S & o
0 SEB+  SEB+  PRSE 0 SEB+  SEB+  PRSH ¢ SEB+  SEB+  PBSH
Salineff 20N 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 AK  PBSY EREH#L



VI. EHEEICEY HER

PR (RFHRETER)

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

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

@A X LPS/PMA FHRAMMMGEEET /VICBW T, HifiRIK Mo+ 2msER 27 L, AFRE2dE

ﬁ— A 123)0
LPS/PMA REAEIR D AEFFEE
LPS/PMA J&{E1% FF[H (hr)
B 55 %K 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
HEAFHR(%)

a) : Peto fi7E (vs %I FEEE)
LPS: YRRV S v H U K
PMA : g I U AF VR LR—L
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VI. EHEEICEY HER

EARMEL SR 5 £ (Pa0y)
O: R (n=6)
LPS/PMAREAE AL = e R (n=5)
(torr) l @ ¥ ) B AL LT (n=5)
180 AF ) B A R (n=5)
W F 7)) 57w ERE (n=5)

15( "
120 *
2
A

90

60

0 L 1 I L ! _| \

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

74 LPS/PMARETE s 1]
EEJE£S.D.

% 1 p<0.05, %% :p<0.0l(vs XHEFE. ANOVA)
T :p<0.05, T 1 :p<00l(vs 7L K=z FE, ANOVA)

@~ A BLM #FEMEEETT VBT, FildofEZ bz bl L, AFEErLET L 12,

PR
(T HIRIRER) (TR AYRER)
(%) (%)
1000t | 100CH L+ n
T
p
23 a3 "
*
. 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 R (n=11) #wp<001  OTFEERE =13 sp<001
A7) AR32mg kg/HEE (n=17)  (vs Salinef, Log-rank#i7Z) a Fa) AATTHEE G BGE (n=15)  (vs Saline, Log-rank#sE)
v ¥ o)A A 0mg kg TTHE (n=14) w F O LA HE S G (n=14)
M) AR mg kg HEE (n=14) LA IHHEE G- G (n=15)

» & 0 2 AGMHHE - A5 T (n=13)
BLM:F LA ¥ Saline:E HLFEHi A&

BALF sh i % (BLM ZAE#& 6 B E)

(Unit:x10° cells) (Unitx108 cells) s,
[ S T <ru77—y | O EWAEE (=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 FE, Student i il thi i
or Aspin-Welch#g)

##:p<001
(Unit:x10° cells (Unit:x108 cells) (vs IEF % BEEE, Studentad i f thik i
15

r ## IFPEE 06r 3 i]rpis([):)(i)lgﬂ'elchﬁﬁﬁ)
(vs '?I%"'H‘i VB, Student ® T ] t45E
@ 1 . 04 or Aspin-Welch#7)
Ha Ha,
§Slos r = x 0.2 BLM:Z LA~y
' i BALFAGHF Ml 4 it
0 0

0




VI

EMEEICEY HEE

(3)

9) 400 LRESYARKRY VEDERALE

Ao0Y) LRELYORKRY 2V EDIERLLE

. (A EULY/) 40N ARBR A
PR B Gk Zrual) hA vruARY v ik
in vitro TO S EINHIER
U U RERIR G BB BUS t k 0.18ng/mL 17ng/mL 91)
~TA 0.3ng/mL 40ng/mL 125)
ARARAS EE T AR A Al ~ A 0.23ng/mL 37ng/mL
A=A X 2ER TUA 0.1ng/mL 18ng/mL 91)
AvE—Txzm sy ERK ~ A 0.1ng/mL 4.5ng/mL 91)
B il HE A (HT 1gM #13%0) ~ A 0.2ng/mL 126)
in vivo COSEIHIER
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)
TRIREIR S Z > M(po) 32mgkg D4 HEZE LY | 10mgkg D4 HL XY | 105)
DEETEHR O HTIIIES)
I Zih Z v M(po) 1mg/kg 10mg/kg 106)
GVHD ##i E
(TR $ ) < 7 A(po) 3.2mg/kg 100mg/kg 100)
Z > b (im) 1mg/kg 15mg/kg 102)
(TRIFRIE 5 ~ 7 Z(po) Img/kg 32mg/kg 100)
Z v b (im) Img/kg 25mg/kg THAAFHIIO | 101)
HEERD LT
ZOMmOER
B B 4 T ~ A 1100ng/mL 960ng/mL 91)
ST TR A A (iv) 0.1mg/kg 0.6mg/kg 95)

¥ ipo: OFEE, sc: RTRE, im: fiANKE, iv: BikNES

XK 1 in vitro DIRERIL SO%TEREE . in vivo DFBRIT 50% ER &G & X iR a5

7B, invivo TOX 7 v ) AARETEKRYERIC CER

{ERISCIRBSE - FHIRERRD
TR L

i




VI. EMEIEICEYT S5ER

1. mpREDHR
(1) AELEMGILBEE
BARTEI © 5~20ng/mL(‘H BERBAEIZ 35T 2 oAl 7k 32908 O aF FRFHIZ 1T 10~20ng/mL)
EIEESE [ 7 &L 0.5mg « Img, FERIOZGEY] sS4 EER L
BEiY o~ [ 78/ 05mg - lmg DAHFEH] 4 EE L
»~fx%%[ﬁ7ﬁwawg-mg®ﬁ§%]:ﬁ%%ﬂ@b
BEMERIBR [ 7B A DRE Y] : 10~15ng/mL(#% 5 2 B#). 5~10ng/mL(&E 5 2 #% DL
LAV « BRI ﬁﬁ“élﬂﬁ%ﬂéﬂmx [ 71 0.5mg » Img DFAi%%4] : 5~10ng/mL
Q) HETHRINOPRE
$§7ﬂ_
@%ﬁﬁif@?xﬁ% BT RABBAEE 9 B B OFRIFRIRN B 50 & OBtk 7~112 H

HoRROG5(7 v 7Z 7 H 72 /)R E L iR EHERS 2 et L7z 20,
DE RN 5

0.075mg/kg 4 WA ERIR B G- O i H IR EEHERS £ 0 R L2 BN IR X T A — 2 Z LT IORT,
HIRNIRSROEYEE/ S A —4F

tin AUCo-12n AUCo. Cr* Vs Can™H%
(h) (ng * h/mL) (ng * h/mL) (L/h/kg) (L/kg) (ng/mL)
7.93+5.16 470+£132 746+t314 0.12£0.05 1.010%£0.382 7819

K777
O« AR
SRR+ 4 I AR AL T IR I
iR AOEG(Tv 7 777N
0.16+0.03mg/kg((F-J# b & + S.D ) GRF O M TR EEHER L 0 B L7238 N7 A — 2 Z LTI

(CE¥g+SD)

RY
W TELBEROEMHENS A —4
Tmax(h) Crax(ng/mL) AUCo.120(ng * h/mL) k7 7 fli*(ng/mL) F**(%)
42+29 44+45 2744198 1612 20+17.8

¥ 1 12 IRpf & i o

(CE¥J+S.D)
X% AERPRI AR

@b 6L UDRRN#EE L TW e N BB EE 14 B 0.096+0.016mg/kg % §FRNIC 24 RFfE R A L 72
REO I RS X, A% BRAARTIL 15ng/mL, BHAR 4 BER#% T 30ng/mL, 24 FEfEI#% T 38ng/mL Toh - 7= 127,

QERBBESE 24 BI(18~70 M. BBHED 28~7 AENC T 0 7T 7 H T LTS T® 7T F—Di%
O 54 Bk LT & X OEWENEEZ MEt L7- 37,
Zuul) AADIMH ~ T 7REOFHMIL, FIEEGORER G & D OO K OGS 2 %R

DX =4 FL U TVDOEWNCLYBE T LICBRGEER RSO0, F5 BEOREIZHE 10ng/mL /i
“mThol,

BRERICTOTS7ATEAREI T2 %285 LERD 5 TRE (ng/ml)

e AGRI #h52 Bk Bh 7 Btk B 14 A% 28 Atk
R 0 16.5+5.85 12.1+3.51 9.90 6.90

A= A

(n=10) (n=10) (n=28) (n=1) (n=1)

-+ + + -

S s — 0 8.22+4.63 9.15+5.46 9.95+5.44

(n=13) (n=14) (n=14) (n=9) -
. 0 11.7+6.55 10.2+4.96 9.95+5.13 6.90
. (n=23) (n=24) (n=22) (n=10) n=1)

(CE¥IfE=S.D.)




VI. EYHEICEY SEE

OHRZEOREIZBNTHELNT/NNIEBEEE COIEYEIE T A —ZIILLTFTOLEEB) Tho7 12,
DERIRN B 5
NIRRT 8 HICEWER 9 mIc 7 a 7T 7 (G E 0.079mg/ke) % 24 FERIRFLEF RN G- L
7- & EDIYBYRE/ XT A — X & LITFITRT,

24 B RAIRNIESHOEMFE NS A —42
AUCo-24(ng * h/mL) CI*(L/h/kg)
772+337 0.098+0.0367
XKV T TR (CE¥+SD)

il)f% O 5
/N S BICEFRAER 9 mlC 7 1 7T 7 CEEHE 58 0.218mg/ke) & 514 1 FefHI AT & A E %1
G LIz & S OEPYENRE R T A —Z Z LITFITRT,

HRAIRICEREROEYTE/S A —4

Tmax(h) Cmax(ng/mL) AUCo.12n(ng = h/mL) F*(%)
A 1 R AT 1.6£0.5 51424 247+85 11.9+3.7
R 2.8+0.8 28411 205+78 10.0£3.9
X ARNFI R (CF¥)+S.D)

OMIEZOFAEICBWTELNBHEEO 1 BERGE S MPRE ORI N T ZEIFTO LB
Thoiz 12,
DEFARAN 5 5
BENHOKRSEL P EEOHE (BisiE. #HRNES)

|- ~lsiiUTiE  —— 6~ UTiRE |

i 380 5 Ak P 2

AN (~155%) (106) (166) (109) (83) (73) (43)
B A (16i%~) (o1 (716) (414) (235) (203) (92)
0.15 -
=30
=
- o3
= Sl C ST S P ~20 %
2 010 = &
f=]
g {10 %
18 5
& 1o
B 0.05
I
0 L
0 1 2 3 4 7
SR, L e
AR(~15)  (142) (191) (141) (112) (85) (44) e
WA (165E~) (837 (916) (610) (137) (281) (110) e
5153
—NE T, — e




VI. EYHEICEY SEE

i) 1% 5
BEVHOREEL T JEDOHR (BEBE. BOKkE)

[ == ~iiigs  —e— lGE~lEE |

v B2 il i 4

AR (~154) 12w m a)  an w0 a2
WA (165~ ) (50) (495) (79) (159) (455) (472) (533) (949)
0.30
=
£
T 040 2
S &
= =
e (.30 - ]
= g
i £
m 020 1
sg
T o0lor
0
-2 -1 0 ] 2 3 1 i
P AR
i U s —
MRIR) 8 wo  a  ap a9 e @) wo TR
B A (165E~) (983) (1042) (149) (225) (531) (699) (799) (1080) o o
LRI
} m— bV £ 208 [ 16~ 5L |

2) BF#4E
O/NERFBA B 16 BICEEAEED 5.3 WOICB W T, BRI AMREBRE T 2.7~44 o OFK 58T
FRIREOIMERRENSG LN B, GAEATOT s T 7 0 72 VEGEEOT — )
QOB OREICBNTELNEBHAN O | BREELMPERER ARSI T 7HE)IIUTO LR
DTt 13,
@ B#IRNES
BiEVHOBRSE L MPREDHR (FBE. #IkNRE)

| —-— ~IBRIEE  —e— 16~ |
1L P FEE S o s 1)
AN (~1558) 0 (92) (99) (93) (90) (72)
A (165 ~) ) (76) (73) (74) ©8) (58)
0.15 - o
=
~ 420 &
o =
2 010 iy
5 110 &
E =
T £
b =40
s
S 0.05 ‘ ‘|:
0 1 1 1
0 1 2 3 4 7
A WA —
AWE(~15)  (40) (101) (102) (97) (99) (76) e
1% A (1658 ~) (25) (89) (77 (75) (73) (64) T
ZE1WU45 A
— T m— A |




VI. E¥EREICEY 5I1ER
@ ®Oo%ks
BHEVHOKREE L S 7EOHT (FFBE. 8OkE)
— = — ~ 1D I —— 1O~
U R 0 2 o £
AN (~155%) (25) (8) (185) (208) (311} (260) (387)
% A (165%~) (3) ! (64) (89) (121) (1200 (146)
0.50 ~ =30
=
=
= 040 - T
— &
= 5
e 030 - %
£ 3,
oL 145
i 0.20 0
_:{)_r;{
$0m— % 2
0 | 1 1 j-‘r-l | %l 1 1 _I-l
-1 0 1 2 3 4 7
S WEHE
'}E%‘JIT%ME{I R
AN (~158%) (343) (20) (301) (360) (365) (379) (408) EP.MI' -
B (1658 ~) (98) 1y . (138 (47 (150 (160) smﬁtﬁﬂ“
A
‘ C——1~ 15 & 6%~ R
3) IMNBBHE NEATOTOTST7HTEILEEHEDOT—4)
/NN R (AR 2.9 IOIZ BV TR BRI AR EHE T 1.3~2.5 (5O 1 & 5-& CREE
D IMBEHFIREE MG ST 132,
4) ERETEHE
OFFIRN & 5- 139

SRENEBESHEERE 12 Bl 7 1 2T 7 0.01710.004mg/kg & 4 FEEEARNEREEA L7 & & ol
EAELITFORIZ, YERE T A — X 2L FORIRT, Z2EIPRERAREIL. 1 flzkk< 11 floF
PR P HE RS A R & L TR LT,

BARNIR S RO MHREDHS
100+

60
40 1

¥ (ng/mL)

T 8_

I ke

P I#] (h)



VI

EYENREICEET 51EE

HIRNIR SR OEMBIEE/NS A —4

t12(h) AUCo24n(ng * h/mL) AUCo.(ng * h/mL) Crnax(ng/mL)
18.2+12.1 21690 320252 30.8+35.2
(CE¥+S.D)

@knEs (FarsZ7h 7))
SENEBESHEERE 11 Bllic7 17T 7 0.063£0.031mgkg R O#EE L1- & & ORMBERE T A —4
LTSRS,

BOBRSROENHENS A —4
Tmax(h) Cumax(ng/mL) AUCo-12n(ng * h/mL)
1.6£1.0 44.6+34.4 406+395

(CE¥J+SD)

@i RE DRI N TR LN HERRGH O 1| BRGE L MPRE AKX N7 Z7E)ZLLTO
LB ThoT 13,
DR 2 5
BREMRNHDIREE L MPREDOHT (BIHBE (FIH) . #IkNRE)
| =~ skl —e— L6~ iURilE |

A P PR 0 5 A £ 38

/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 mmge—— 410
5 I 30 8
i 10 E
up L =
2 005 8
m | £
i Nu Nu Nu WulWat Rt
0
-1 0 1 2 3 4 7
Fe G AE frten
AN (~158)  (102) (109  (6) (11e)  (115) (4) (e | fi'??ﬁ
A (6%~)  (218) (218) (218) (218) (216) (215) @16 | o ima
C——~ 1558 B 16~




VI. EYHEICEY SEE

BIEMHDIREE & MPREOHT (FHBE CAR) . FHIRNRS)

|- —~sgmhite —e— 1o~ M |
IS8 FEE G 5 3 )
s B (~15m8) 2) (19} (24) (16) (16) (19)
e N (160~ ) (2) (21) (19) (22) (17) (43)
0.15
il l LI e
g - =
e —_—— 1420 #
= 010k [T T =
o £}
E 410 %=
o &
2% o
= 005f } { ¢
O 1 1
0 1 2 3 4 7
RGO 1EL
P R bl R
/IR (~155) (36) (35) (35) (35) (33) C U M:Mﬁ .
T A (1608~ (59) (58) (57) (38) (58) (CONE m;q% n
| —T Y 1601 |
i)k O #e 5
BERBNHAOKRSEL bSO EOER (BEERECaR) . #OKRE)
| == ~isiivbigs —e— lo~iuhits |
I il S 5 A 5 B
AN (~1558) (3) (14) 17 (13) (10} 9 (9 (13)
BN (165E~) (0) (16) (1) (15) (15) (12) (7) (34)
050 -
) s
T od0f Z
s 0.30 | b=
b —— 2.
w020 e
$§
m
I olor
0 1
0 1 :
b i B B LO0HK

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

| C— O~ 1omdxh & B 163~ TR R ‘

5) EEMENE [HTEIL0.5mg - Img, BBHIDHZY]
AR £ TORRKRBRIC W T, sl ANEIEFEIESRE 90 Bllc 7 v 7 F 7 7L 3mg 2R A#KE5 L
7oL E G 8~16 FEE#% O I FIEE 1T 4.19ng/mL(0.65ng/mL~22.44ng/mL) TH - 7=, 72k, F
I R EE S 10ng/mL LL & 7R L7281 2 Bl Ch - 72 139,
TR% OREICBN T, T a s 7 7 (17 )v - J8kD)3mg % 8% 1 5 U 7 B e R 539 B
P FPR FE 1 4.73ng/mL(FR H IR LA R ~14.2ng/mL) CTH -7z, 728, FHMAPRREN 10ng/mL LI E %2R
L7BFIT 17 B Th o7z 139,



VIL.

EYHEICEY HEE

6)

1)

g 9 <F [ATEJL0.5mg - Img DAHEZY]
ABE Y o~FHE RONCTarT 7 h TR 3mg ZRAKG L2 L & OEYBNEE T A —Z Tk
DERBYTH-T=, FFEANT—H)

BE ) O FEEICImg BOKRE LI EREYFENS A —F

Tmax(h) Crmax(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.)

T2, ERNORAEE ) v~FBEICT 0T 7 H 7 1.5 KO 3mg 0 #EE Lz & & 0RyEhkE
WNIA=ZFRDO LR THY | HEREF CREREBNH LN, SFEETHD & Crax 2 OV AUCo2an
G- RO L 72 139),

BEEN ) D FEEIZ1.5mg, Img BORE LI-L TDEYERE/NSA—42

B 5. & (mg) B3 Timax(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)

EEIE U v~ T RE6S U )C T T 7T T TR 15 RO 3mg AN G LT b % OSyEE <
SRA—HFRDO LI ThH Y | WREE TR X AEENL N0, FRECHD & AUCoom 132 55
DN L7 139,

SRR D FEEIC1.5mg, Ing BOARE LI L TOEYEFRE/NSA—42

B 5 #(mg) B3 Timax(h) Crmax(ng/mL) AUC-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)

¥, ENORRABEEY v~ FBE TORKRBRIC I TP 2 0IE L7 326 fid, AHIEYS 8~
16 FEfE# O M R DS 10ng/mL DA B2 R L7 BFIZ 8 BIOA ThH Tz, 7 L7 F=2 EAZFDREIE
ME, MHRERSWGEICZ RO LN SHAICH > 72,

IW—TRE% [HTEIL0.5mg - Img DHELY]
AN —T ABREBE 25 BT 0 7T 77N 3mg R A#KE LizL &0&E 8~16 FE# DY
1 1T 4.35ng/mL(1.70~7.30ng/mL) T & - 7= 40, (EIFHRER T — %)

BAIL—TRABEREZICA2YA) LR Ing #BOF5 L& 20MbEEHR
(ng/mL)
10~

FIIEES.D.
8 ()n

FETE

| | | | | |
0 2 4 8 12 16 20 24 28 W Rl
(12)(19 a4 a4 a3 12 143 U3 (25)



VIL.

EYHEICEY HEE

ERETREHA
BIERRE (%) 2 4 8 12 16 20 24 28 B i
Bl 12 19 14 14 13 12 13 13 25
3 /j;) fﬁl il e
R TR 478 4.07 4.34 4.49 4.63 4.83 4.05 3.40 4.57
(ng/mL)

LRV GUER] 65 BIORIEMD 5 &, BIHFEHROER T — Z 1abE& 5% 8~16 K ok
FE TR L7 . B G-5 8~16 R OMIEE A A 3 2 AEHI Tlx, S5-WIM 48 U722 iR s o i
EAEDFEE£S.D.IX 6.36+£2.65ng/mL(55 #i) T ¥ . Sng/mL A 20 $1(36.4%). Sng/mL LA | 10ng/mL
A1 29 $511(52.7%). 10ng/mL LA E(xEE 13ng/mL)6 $1(10.9%) T, 1% & A & DOFEFITIL 10ng/mL Kl
Tholo, £, #5% 16 R LR IZOZME S RERI Tk, S5-I 28 U7zl R
DO FEIE =S.D.IF 5.57E4.85ng/mL(7 1) TH ¥ | Sng/mL Ajii 5 %1(71.4%). Sng/mL LL_E 10ng/mL
Amild 1 41(14.3%). 15ng/mL LA (5@ 16ng/mL)1 fi(14.3%) Td - 7= 140,

N—TRABRBERSHOFYMPRE L REMARE

n kil
W) fE £ S.D.
I H R EAE AL A 0 0<~<5 | 5=2~<10 | 10=~<15 | 15=~<20
A 15._ # 3 EI?—EI L ng/mL ng/mL ng/mL ng/mL ng/mL
S h~&K
55
437+1.75
38 16 1
SR i R B 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 5-1% 8~16 WEfHIfE 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 Wil {E 2.80—6.50 (71.4) (14.3) (14.3)
1.70~16.00

(%)
IEE D RENCEY @l b E D Rk LIIEBNI R Te L B X B o MY,
8) EmMERER

FNTE B E R R B 8 Bl 7 1m0 7T 7 J1 7L 0.05mg/kg &% N1 h Lz & & OIEMBTE T A —X
IFRDEFLY TH T 14,

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

(CE¥J+S.D)

9) ZHRMFHK - RIEFHRICEHT IEE MM [H T /L0.5mg - Img DAHEEH] ¥
NS HPER 2% - BREIHRICE T HMEMEMREE 25 pllc 7 eI 77 v gk 1 H 2 ERAKE
Lzt EoFHMmd 7 7 EEIX 6.55ng/mL(2.52~11.40ng/mL) T - 7=, T DOE OB F 5 &%
0.0721mg/kg/ H (0.030~0.156mg/kg/ H) Th > 7z, 72k, FHMA ~ T Z7IREEN 10ng/mL LA EZ&7R L7
Fix3flcho7o,



VI. EYHEICEY SEE

SRMUHL - KEMHRICEHT SMEMEMAEEC0.0375mg/kg &
1H2EEAKE L-EE0mA 5 T REDER

(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 SuM#k
0888 8 8 88 E 8 A A8 E AR b
® ot ot % O 1R B OB OB ROt R RO R
BIE (25) (24) (24) (21) (20) (19) (19) (18) (17) (18) (18) (18) (18) {17) (17) (17) (25)
kg

10) 7a4527A 7RI ETATS JEHOLEER
BABBHBE IFICBWT, Far I 7 e rnb i ~FRAETY VL -l b
(TERIE) 0 #a 2 i B ) & BERr 3 G-(ERL I 0 #a 2 1 %) DO IRNENRE 2 FLlRR i L 72 fE 5. 0 7 i
%D Comax LM Y AUC o 10n HEIZZE L F L 1.1810.50 K TR 1.08+0.51 T, @RI 7L L0 ROREME
R LI, IRFE 1IGEWMETH 72 2, £72, Hx OREFID Cax 2 OV AUC. 120 FEOHIFHIX 0.51~
2.10 TR 0.40~221 TH Y, WKL HEAB TRERIZSDENRA BN,

hTELDSBERA~ADY Y BRI FEOEDFE/ NS A —F

. 77w HEhL (BRI S 7 V)
. o Bh&
SEBIE & Cinax AUCo-121 Cmax AUCo.12n
(mg/kg/[A]) Cimax AUCo-12n
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL)
1 0.03 10 42.7 18 94.4 1.80 2.21
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
FH)fitE £ S.D. — - — — — 1.18£0.50 | 1.08%+0.51

Fo, F—EBEICRBT LM b T 7EEEZ LIRSS, R E SR olfit b T 7 B E oS
12092 LIFIFE 1 ICTVVETH -7,



VI. EYEhEEICET 51ER
BHEUATELEORSHOFENmF 5 TRE
& h& 7N HHkz I
DI (mg/[1]) (mg/kg/[A]) FHHELSD. FRELSD. (FEkr/ 71 7" V)
(ng/mL) (ng/mL)
1 2 0.03 24%0.3 32%+1.2 1.33
2 1 0.02 3.0+x1.4 26+1.2 0.86
3 3 0.06 6.8+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 54*34 59=*13 1.09
8 1 0.02 0.84+0.7 0.5+0.4 0.70
9 1 0.02 22+0.3 1.4%+0.2 0.63
10 3 0.04 11.8+2.1 13.3£1.2 1.13
FHfiE+S.D. — - - — 0.92+0.28
(3) hEE

AFN OB O BEFFORIUT —FE L TE L, BEICIVEAEND DO T, MLTHEEDE VRS OEIVEM
A ONZ i H R E DM GA O RSOGO % i EIR O FBLZ [ < T= 0 BE ORPUTIE C T
BEZHAE L., b7 7 L-Ub(trough leve) DIl FIREZBEIC L TR GREEZMETT 5 2 &, FRICBMER
H D VITHEGBIEE A THEBNC P REREEIT ) ZENLEE LW, 2B, L b T 7#EEA 20ng/mL %
B2 DHBNEWGAE, BWERANRBE LTS R0 TERETDHZ &,

4) BE - fRAEOEE

2.
(M

(2)

(3)

1) BEOEE
TR TEFEIZ L DAFN O ENFE ST A —F ~DEBE LI 2 A, BREEZEKLOER 1.5 K
RNCRE OB G L7 GBI 2B IE R I LE A~ BT Coae KON AUC OIR TR HB DAL, Tonax 1 THERE L 72 149, ME
AT —4)

2) BHREDEE
AFNT T & LTRSS CYP3A4 TREF SN D720, CYP3A4 TREf S B3y & DFFHIC &
OARKIOMAEEN FET A AReMERH S, £7-. CYP3A4 ZHE T 23 & OOFHIC L 0 AHFI o i
EMETT 56N H 5, —J7. AHID CYP3A4 TORBAPLETHZ LICL V., CYP3A4 TR EH
DO O M IRE A FR SE DA EEERH D, Fio. AFIOMEEAREARIT 98.8% LI EE mULD
T, MEEERA & OBFPENROVEA & OMEMERORREERH 5, (VL 7. MEER] OHEESH)

EOEEMA/S A — 5
AT %
AR L

IRALE 2
AR L

HREEEH

BRI L

<BHB> MR

7.93£5.16h( N\ BREAE A 9 FIZ 0.075mg/kg 4 M AT ERIRPY ¢ 5-85)20

182+ 12. Th(AME N B BERAE B 12 B 0.01710.004mg/kg % 4 FE I H AR it 2 A R)133)



VIL.

EYHEICEY HEE

4) 29V7532R

(9)

(6)

3.

0.120+0.050L/h/kg(fix /> 0.0611~ 1 K 0.200)%
(BRAHEEE 9 11T 0.075mg/kg % 4 WERE] AT % 5-F)

NhEE
1.010£0.382L/kg(Fx /)N 0.562~H K 1.615)2
(B RAHEEE 9 11T 0.075mg/kg % 4 WERE] AT #% 5-F)

Z At
AR L

BEREE (REaL—Lay) @&

(1) EEFAE

(2)

4.

U L

INTA—AEHER

il N AE RIS HE B8 12 B8\ T, CL/F I3 R O B BICIKAE L, Bt OB KRICFE - T2 |2 CL/F 28
HRT 2 (% 1 5 H T 50%FRE)4,

BEMERBRBFICBNTIL., HERONESERAEIC LV M EET, 61% &N 24% FRTH5DTHE
j—é : & 146)O

MR R

(WA FT AT T 4
20£17.8% [ ANBRBALES 9 FIC 0.125~0.24mg/kg § O 5-(h 7R IL)E] 20
31224% [HMENEBESAE LS 11 F11C 0.063=0.031mg/kg £ 114 5-HF] 139
25.1%114.4% [FMEI AR ABEET Y ¥~ F 83 12 B 3mg £ 1 & 5(0 7' V)KE] 13D

QBIGBAL(Z >~ B)
7y MHEENL—TARICH 7 v ) ARA R GHROMPREND, E& LTH 385N OZENE L RIS
no LS 14,

(3)%%4-7 v b, BE)
v MR BIZ M¥C HEFkZ 7 1Y) A A 32 KON 10mg/kg #0855 OWINRIL, £ 37% LD
%T%Of’ 148, 149)

DIGIFEER(Z > F)
Zrua ) AR FEE LUTCHEGEZN L TCEFICHHRSINDN, “C EBE#HY 7 e ) AAZEE N =a L —
varEiLeT v M 1.0mgkg BIRNEEG- T 5 & BGHETEED 81.9% 3 MAHH1IZ, 2.7%23 R HIC
et E g, £70, RHEEZROEET 5 &, BHEBIFEED 34.8% 3 A H1IZ, 2.7%H K I HEif S 4
7~ 148)

()% A WM

FRNEBERGREE BT D~ T TIRE 2 O T RHAERIEZE B REARAT 7 & | AH 2 8% &b L7 o
T8 AR L, SIS R T AREERF O 62% & HEE STz 149,



VIL.

EYHEICEY HEE

5.
(M

(2)

(3)

(4)

(9)

VKl

Ifn ;&% — A B P @8 14

MNBEATIE(T » )49

7w MZUC IS 7 v U AR 032mg/kg ZHRNIRG- Lo 24 5 RITITRME VMM TZENE R
B 2516 &Y 32 10ng eq /g =S ENVRIN S 7z, 7 v MT Img/kg £ 18 5 RE2IX, £ 5-1% 24 I
M & TR OV CIEOW T SRR ALL T TH - 72,

I ik — Ba A& A P @ @t

27 nal ARG INTEEOS 3 Bk E COFEMAEFRERE* 1T 1.46ng/mL(15 1), FFH e i

0.71ng/mL(13 1), /K FIE X 0.2ng/mL A (2 B) T, Z O & & H A VL o i 45 R * 13 0.54ng/mL(7

By, BERHIREEQ BINTHEPERRLLT CTh o 7= SOGE AT RS,

Fio, XU n ) AR ERG ST O3 RO SR P IR I 9.0ng/mL(8 Bil). MR if i B (FR AR ) 1%

6.6ngmL(7 B TH Y, b N THRBEZEET S Z LEAME I TWD BSE AR EE),
kMAEPIRE - ENTILEE . £ifi(whole blood)iZ Tl HEERIERN THONTWND, ~~ b7 U v MEZFEDSR
PRZE D 20 B 55, MAEFREIX2MmEBE DK 1/10 TH 5,

FERA~OBATIE(T > b)

IR 18 HHOMET » M2 “CHER X 7 v U A A 1.0mgkg 2/ A&E Lz s &, JRIRTII&RY 24 K%

VI K Ol TR W R BE S R S AT - 72,

At~DBITHE

27 ) ARG SR Os M 3 B E TOWE MR *IX 1.46ng/mL(15 )T, ZD L EF

PIFLH TR EE1E 0.79ng/mL(6 i) & BEARMAE IR EE* DIFIT 0 Th - 72 59, GME B REE)
kMAEFIRE - [EN CIR@E ., £ifi(whole blood)iZ T HEERIER M THIL TS, ~~ h7 U v MEEDS
PRZ E 0 2R 5 IAERREIX2NRE DK 1/10 TH 5,

HER~NDBITH
SMELNES 11T, BERFICASIIHBE S (<0.IngmL), Z O & X DOiAEFERE* X 33ng/mL Th o7 192,
kIMAEPEE - EPNCIREE . 4l (whole blood)IZ L ERIEN TN TWD, ~~ 7 U v MEZEDSE
PRZE D 20 B 55, MAEHFREIX2MmEE DK 1/10 TH 5,

ZDHOHEBA~DBITHE

R A~D (T B4

UC Rk Z 7 v ) A A% T v MZ 0.32mg/kg FRARPIER G- & Y Img/kg #% 1% 5-F D - FH AL~ D 43 Ari 13
LT LB ThHhD,



VIL.

EYHEICEY HEE

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

& 5 % LI5S ffl (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 32+10 1942 1842 14+2 7+1
FR iR 1139+36 440+10 271+42 90+3 —
1Cafie 1823+316 523423 250+8 112+3 22+2
fiti 1941+120 939422 447+18 1563 25+3
JFFli 865+77 558+42 328=*8 141+5 49+1
B ik 956+ 67 420+12 219+11 84+2 26+2
Elk=s 2586+332 978+27 426+14 123+8 24+1
s 711424 523428 284+2 139+8 23+2
H 619+71 34620 220+11 143+7 43+2
K 263+20 241+13 172+9 15011 5841
/N 382+26 393+38 238+5 116+7 29+2
SEIE£S.D.
Zvw MMIBOBREZOMBEEN D% (ng eq. /g or mL)
B 5 % KM (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 192424 121+19 3342
B ik 84+15 93+3 76+9
Elk=s - 30+6 10£1
s 12+1 29+3 10+4
H 1120364 621210 32+3
N - 265+121 46+13
/N 425+37 347458 23+1
EEJEES.D.
(6) MPFPEAFEEE
t MEEREOREGRIZILLTOLEBY THD 15,
mFEBHEEE
HooE Ik =7 ¥ (ng/mL) EHEME %)
I 1.0 >098.5
SEHREHTIE 27al AR 0 99,002
A N 0.5 99.2+0.5
SR H-dihydro-%# 7 1 U A& 5o 99,002
EHME+S.D.  (n=3~8)




VI. EWMEIREICRE T HIEE
6. o
(1) ARBEHERL B ML BRI
REHBAL - e, THEE
RS - fFBERE o, RPREWITTEL U TBAF R TH - 7205, R R#EIZ I L LTK
AR TH -7, GMNEANT—%)
(2) R#IZEET HBEE CYPE) OHFE. FEX
CYP3A155,156)
Invitro WEROFER, 2 7 1 Y 52D EGHW M-1(13- A F/UAK) X, CYP3A3, 3A4 K TN 3AS5 DFEBLRIC
BWTAER S, CYPIA2, 2A6, 2B6, 2C8. 2C9, 2D6 M (X 2E1 TlIAEK &N - 72, M-1 OEHHIZ
X B M-VII(13-,15- A F/ARNZIB W T H[ERRIC, CYP3A OV 77 7 I U —DFRBLRO I THRK S
Nz, #7 vl ARXKEOM-IORENTIE CYP3A4 b FHE5%2 L CU Tz,
(3) MIEEBNROAEERVZDEE
BRI L
(4) REMOFHEOERRVEMSL., FELE
T MFI 7 u Y =22 XD invitro ISR ERAWCRIE S S HEONRH#HD > b, EREWTH D
13D O-ii A FNARDIRBIEM: 1L & 7 10 U A A TIEFITTT o 72 157,
7. HEitt
Al T S v, B O KX IR I HE S B, IR R OYR T ORE(LIRIL, ThEn& b &
D 5%LLT, 1%L FTH - Tz(FNEANT —2)159),
8. FIUARR—4—ICET H1ER
Invitro BBROFER, #2780 ) ARIPHEEHEOEE THL LB HNLDH 15910,
9. BINEICLSMREE
MEENT
AR OREITIRRALL T TH O . BHTIC LV BRES W B, GMEAT—%)
10. BEDEREFTLHEE
MY BRI L
1. 20t
R L



. ££¥% (ERLOZEES) ICEJISEE

1.

EENBLENER

lm

H

<shiet@E> [A Tt/ 0.5mg - 1mg DAL ]

L1 XFDHREICEWT, EELEMER (BF 2., DF2., BEfE, 258, BHEE, NEE, mit
MMM EREE, AMBGEMES) &Y. BRRNERBEELEESZEAHINDT, BARKICTHRIC
BECETIERMRRUAFICOVTOTA LB ERREE T IEMMNMERT S L,

12K &N TR DEYENRSZHIFRIESNATOELDT, YYBRZRUGHAICEL TIX, o
EZAETAHZLICKYRFICKDIWMIRDEFN G EEHRT ST L, [16.1. 10 5]

<%Fhget@> [H Tt Smg., BBRIDAZY]

L1 XBFID®REICEWT, EELEER (BF 2., DFE., BEE, 258, ZHEE, NEE, mit
HMNMEEES, AMBGEMES) &Y. BRRNERBEEEESZEAHINDT, BAKITHRIC
BECEIEERMRRUAFICOVTODTA LB ERREE T IEMMNERT S L,

1.2BERE D TR DEYMENRSZHIIRIESNATOELDT, YYBRZRUGHAICELTIX, IR
EZRATETHIZLICKYRFIICKDIBNDEBMN LGN LRI ST L, [16.1.6 SH]

<[E2REHE>

1.3AXFDHEE T . RENFIFERERUVUBEEEDEEICEEL TWAEMXITIZDIRENEL L TITS I &,

<BEYH<F> [ATEIL0.5mg - Img DHEEH]

LABEET) O FREICEELTWAEMOAMNERT S EBIT. BEFITH L TAFOERRMEORF
DEENRBIIHE=DZEREZFOHTLHBAL, EFENEBER LI LFZHERELLTERET S
Lo Tz AL DEENBOONIIHEICIE. RAZHIET HEELHIC, ELICERMICERL. 15
TEMCESFEEEZAD L,

<IW—TRB%H> [ATEIL0.5mg - Img DAHZH]

1.5 AXRFDETEEIL., W—TRABROBEIZTHBEBELTVLEREEDL ETITS T &,

<ZERMUHX - REHRICEHTIBEMEME> [HTE/L0.5mg - 1Img DHZH]

1.6 RFIDIRE(X, SHMEMX - REFRICEHT SMEMMAEOBEETSEELTVWSIERDL
ETITS5 24,

(fR0)

1.1 TERZEWER] OEICHTH L TWD LR AFIOFEIZX Y | BARE, DS, BYYE, SRS, ik
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 BBRLITZ A 72V & DA ZERIRIEME N KRFES LTV W=D, HE ] OIEZRIT CTlAI O Y # 2 X
ORI L CI PR E 2R 2 Bt 2 & L bic, [HELOHEICEBET R OEICE
(B 7 EREOR-E S, THRYEE ] OEICHARGREOMPEE ST A —X Z3EH L,

1. 3 s AR OSE I T CIL S & & EYYE, EOL, BWERRERNRET L2 LnH0, Hx D
R OIREIZS U TohEmMifilEl o AE RN MLETH D, £, AFNIERR K OEAN T o i R E D
IXHOENRENTD, BHEEROHFEMEIZE M 7 Z7REISC-EGEORMENMLE LD, 2
DI, BEBREOERIZKEE L CWAEMXIIEOREDO Y & TARZ TR W< K ost# L,

1.4 BEEIY v~FBEIIH L, KANIHDICV AT - RRT7 4 v bEBZE L7 ECHEUNCERATETH

H2EMND, EEY T OIRBEICHEBRL TWAEMMAMEATL L& L,
Fo, BEEY U~ TFREIN R TEERINDGENE L, hORFOEENERICHZS Z LN EES
Na3720, BECAROGEKRESEZ oA L, BEVPHM LI 2Lz LTk L
oo EHIT, RATIM S DRGNS N SAIITEY R BN VIR D Z L b, AFIOAR
ZHIEL, EfofEreaM< L oi# L,

1.5 W—T AERITETHE N OEBEORIEZ & 2B EET, L—TABFRZOLONFEETHDHZ LW

ARIPEMEESND Z L E2EETD & MMOER LD L BEEREEDRBEFIHICIZL Y — @O S

BDUETHD, T2, BEOEHMET Y 7~ b—F A(SLE)DIEEFEREN DL, RS E L LD/ e

% SLE BT ZMtlE <o 2 AKF OB NMELS . S HICHBERRBAGE TIZ, Vv—7 ARSI D

SLE JEMRITE LA 2R T S RIS S TRy, 2070, AFIO@EIEHHZ X% b

DIZTHEMEHTHRE LT, AAIOFEHAZ N —F ABROIRRIKE@E LZERMCRETHZ &L L,

e




VI. &2 (FERLEOIEE) CBY 51EH

1.6 ZIIERR - BEMRICE 0D REMEMRIE, ZRIERHR - BEMHREEICHBE TRl TES
L BMEITHEDO b ONZNZ L THOENTWORATH D, LD, FIENHN T einkis s
BERT 5 Z &8, BEOAEMTRICKRESHET LI LD, AREZWIEICHERT 2720, SRMEH% -
BLRER 2 ADF 2 BYE PG 28 OIRHICRGIE L7 R AR 22 L o Fesi L 7=,

2. FRABLENEA

2. B2 (ROBEIZIZH/BE LN L)

2.1 RFN O3z xt LisEOE O BEERE O & 5 B

2270 AR) IR E L Z UoBEETOBE [10.1 BR]

2.3 71V 7 MREFRERIRAIE G o BF (8.2, 10.1 &R ]
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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)
fili 9 - 1 1 (0.6) TI=VT ) T UAT 2T —BHN 2 (L.1)
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) Y- INE IV NT U ART =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 #UJF4¢ DNA JIE Rtk 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.

EERBRERRICRIZTRE
B STV

BERE

13. BEERS

13. 1 IR

BUN b5, 7 V7 F=r B, Bl FRE, HEERE EAENRE STV S 25210,

13.2 &g

FERM 72 REIRIT eV, BITIC L o TREINZ N,

(i)

AF|lOWERGIZX D BUN, G2 L7 F=r B L, FIREE OISR EFER#ESA TS 2
EMBEE LT,

IO OREF O ER GREOLE L LT, KEIO—FReGH i, B, IEMERE G & O 750X
BB LA EHMEEZ A E L7 == b v BERZHITF N5,

F7-. HRER O OITIEMER O R Z B RKICT D ICIIEAARER G4 1 FRUNOLAENEE L, MK
BT AR D NEIANE CHERI D FAKRE L. & SIZAFH ORI T 5 Z LA TIERNWE O
‘ﬂ:]: 215—217)75§3;)5O

<&E>

AF| O B 5 12 FloWwE, 12 FiIF 11 FHIEEE S, o 161X 2 BHEICHZ0 3EORGIZL 5 HE
BHEHITH D, BERGORSEIIFTERD 300G TH o7,

12 5l 7 B2 BUN EF R QNMIE Y V7 F =2 O EH . Bl FIREE HFERERE R AL, £
7oy ARANC X DHEFFRIET O 1 FINEARE, B A N7 T A~ K OWUILSE 2 35E L7228, AH| & DR FE
RITARHTH - 7=,

INHDERN A BN EFE 8 Bl EBINFEGHIEDH 5 WIFFTEEIC L 2R GHICTERNPHEE L, F
7o 3 EORGTRERG LS IEROZ 7 1 ) AZDOMB T 19ng/mL, WA GO % 7 0l A
A DM EET 51.6~197ng/mL TH > 7=,

WEREGOME & LT, (DE R, QIEMHRENEE, G)BIETHHETFT N/ a—AP4S0IC L5527 vl
AADORBILEE BN E L7 == b UG @KERMSCEICGREOEBEFHEICWE - 20 el %
1772219,

BREEOXE

4 BRLEDFE [V 7L DH%Y]

141 BZRIZFHEDTE

PTP 4D HANL PTP o — F bW H L TRAT 2 L 2 FE T 52 L, PTP v — FOREAKIZ KV,
T SRS BRI~ A L, IR 2B 2 L CHERRR SO EERAINEL ORI L2 &N
H5,

(E7R)

A SGHFE S 240 F (PR 8 4 3 A 27 AN KTV 304 5 (F-Ak 8 /- 4 H 18 A ) IPTP AR SRIZ DWW T I
PEVBE LT,
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VI. &2 (FERLEOIEE) CBY 51EH

12. Z0HDFEE

(M

(2)

BRERE A ICE D < 1E#R

15. 1 BERFEAIZE D 1HR

<%hEEHE>

15, 1.1 B BfIANC X A1RE 252 72 A Cld, BEHEEGERRC Y E, RSO AR N E N L
THIHMEND D,

<BE)OIF> [ 7&'NL0.5mg - Img DHFEY]

15, 1.2 KKIE A N brFx¥— b, oL U~ F3H 5 3P TNFa BHIZ O LB OBZIMEL DY
ZEEMEIIHESL LT Ruy,

15. 1. 3 A LRI EHIT S O FANREZ 31T 2 RAI O LM ITMENL LT 70,

<IW—TFRE#> [#7 &1 0.5mg + Img DA% ]

15.1. 4 AR E COBMKRRBRICBNT, 28 B GICI V7 Vv T TF=0 7 VT T ADIKRTFRALILT
W5, i, iR OFAEN355 FCBWT, SEBIEK TROZ LT F =2 EFORBERIT 2.9%
ThHoT,

(i)

<%hEeHE>

15. 1.1 BAEFEIIC B W THREIHIFIR G L0 ) oo E 42 & S O R BRSNS 25 2 &%
BIZameEnN TS 2 enh, TORZR#iL, (VLS. EELEAMIE L ZOER] 8.7 DIESR)

<BIEIY < F> [ 7 &/ 05mg - Img DAH%Y]

15.1.2 i) o~FBEIZBWT, KAl A b L3P — b, oHt) v~ FHEOHT TNFa 8E L 0
BERIZOWTIE o7 tEwmn e <. b E0EH LB E R O 2VEIIHESL L TR N2 &)y
5, TOFETEH LI,

15. 1. 3 — A S Bl Al 0 8 59 X BN BRI/ /1% O EASE R BLIC X T 5 BB L E TH 5,
it R AE AR 33 1T 2 BT O e MBI OE LY A7« XRRX T 4w FOBLEN LR EHRNE
OO, BEE Y U~F DX D RIEBIEMOR BB TIL, BEER OMEITICHE 5 SRR F1lTEE o il
WITORAOMAIIERT D L E2ZBRTRETHLIEEZOND,

2B, ERNOREHY v~ FEBE CORKRBRCIX, AFIBGHM T oK, BEIHiZ2 & o N TEIfiE il 4
BLABEZ BT DWMRHHNRIR AT 5 2 & 228 k(PR ILRIE) L Tz 7o FRAiIC 31T D Al
DORAVEIZEET 2 BE TG DAL TV,

<IW—TREX> [H7 &/ 05mg + Img DFAi%4]

15.1. 4 W—T AR LN ORI DIERTOERREE TIL, 7 vT7F=227 U7 F7 2 A INAEREHE
B TWhholzZ b, ZL7F=2 7 U7 I3 AETHERIZZ Loy, —T7 R
BRTOBEKRBRTIIEHNCONWTI LT F =7 VT F 0 AFREL, BERNLHLN 27 LT
F=r I VT T AMETEROLZEWNHBA L, V=T ABREEEZNGE LoiREOFEZE S
PEFRMT S GHERIEL 1355 BBV T, B SR O EMECE 51 1508 B0 OWTHRET L2k
R, BEWEEGICLVEWERBREEO EAITRD ko7,

JEERAREAERICE D 1B

15. 2 JEERFRERERICE D < 1FHR

15.2.1 7 v b(1.0~3.0mg/kg, & F#5)T, H O Kk O HEEGEOK T8, £-mAERE T
BHIRE OB EAX T 358 a7z 219,

(fifR3)

Tw MZEZ 7 mr Y AR 1.0~3.0mgke/ A % 2 BRI TG L7RBRRICEW T, HEEAEEREEZ R LT &
A, HERGFIICHER HERRSOR OB K OR HIEEOIR TR S 4, 3mg/ke B £ 58 CTHIK
B OFERROE FHEAAED A7 2829 L bt L7z,
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X. JERRPREAERICRT STHE

1. EEHR
(1) TR

VI, RHERICEYSEBE) OHEM

(2) REMEEHR

Z7nm ) NATEIRNZE S 3.2mg/kg, O #KE 32mg/kg £ TOHRGEICBW T, AMEMRR, BIEMR
FMOCEIER, BEHEEE. MRSk L CRMEDIER 2R S o7 220,
27 aY) LAAOREOEG(+ FEHENE5) TIEMEE - fEERZR OB O R ERITERD e o 723,
BRI G- CUIRRI A X CIRERRECHE N i+ TR O K ONR R Eh IR ifn 3 Esi 0 358 & 7z 220,
T, PRI~ U A B EBEMH,. T v MAR TR, MAESS~TE e DV E TR T Y MR

ST, T v M BIERSWINE 7 v MNEBRK D ITRTTEN RO b7 20,

(3) ZOMOEERER
DR L

2. HEHER
(1) HEx5E4HER

B OS5 E 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) RERESMAER

* Bt R

7w MO BICHE ARG LEE 2 E LT RIS T O LB Tho vz, (KEBINEOHE], P>
VNN A SRR D ZE R, A EATERERIIE AN, A8 o3 WA R 0D B R ) N OVER e T (B B PR MR AR O A M RS
b, B'E - BEEBEREOGIKAL) D E e lE TdH - 7=,
7 FIZ 0.05~02mg/kg & 1 B 2 [0 4 @RI 72> THIRNES LB L2 Z2A, 7 b, Bt LA
HOFMEBENA GBIV, 2T A TR PARR A I DR TR . AR a0 X R MK E, #kE b 7e
EOBPBEINT-, ZORBRIZEIT 2 EEERT 0.1mg/keg Kt Th o7, 7B, AR TIX, 4 #HH
Beh1% 4 BRI L7250 7203, ZORETILODIRO BT LIZIZ L A RO LT, Zhub O@EEE
B R LD TH DL EELBNT,

REHEEE (S Yy b, EE)

ELz/En R B (mg/kg)
P 5128 (D) A bk
e (4 ) 0.032(0.032~1.0) <0.5(0.5~ 2)
& 11(13 ) 1.0 (032 ~3.2) 1.0(1.0~36)
& 1(52 M) 0.15 (0.15 ~1.5) 1.0(1.0~10)

(3) BEieFMHHAR

() &5-EHEH

YR 2eRA AR, EARRERRKL O DNA IRV TS, AR EREEEZ RS2

Mot 29,
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X. EERIREERICEI9 S1RH

(4)

(9)
D)

2)

3)

4)

(6)

(N

MNARMEHER
~ 7 A(0.3~3.0mg/kg, #&H#5)2OK T » F(0.2~5mg/kg, £ 1% 5)20% T2 53 AUFPERER O 5 5L
ARENID AR Z R S Te o7z,

EREHRE SRR

Y YRET R O IR A 1% 5 5K B8

7 v 10.32~3.2mg/kg. HAOKE)T, BEMICB T 20 AEROHARICBIT 2 EFEROKT. BE
MHIEREmHER TR b 17,

FEMBHREHR

7 v 80.32~3.2mg/kg, O 5)TIEREW LK ORI AEBEINEOME A mHERIC, 72, X
(0.1~1.0mg/kg. F&HOFKE)TIEREMIZREINEOIHEH 5 VTR ERAD T X CTORET, HENT
HAEL EORET, RO ISR VA O & H ERE TR0 iz 172,
FRERR O RILAREHER

7 v 10.32~3.2mg/kg, #OEE)T, FEMW K AR OEEMEOME, HAERAGFROK TEN
EARETRD BN 1,

BFERRVEHREICRITTHE

7 v F(1.0~3.0mg/kg, N5 TH OB KON FHEEREOIK T3, £ 72 m H & CITEIHEED
X AN 2358 B vz 218219))

BRI
LR L

Z DD RFEREN

R PR ER
U ARRENE Y BB T, AFNIHURMEZ R S R0 72 28,
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X. EEMEEICEYTHIER

1. RERX5S
W A m T 772N 0.5mg s Img + Smg, Vv 2 T 7KL 0.2mg + 1mg
B, WG EEEGERE - EMEFOLLTZICIVENT L2 L)
ARGy « 27 m ) LK BIEE

2. BEhEAM
B : 3 4F

3. BEKETORE
IR RAF

4. RV LDIE

20. RIRWLEDFE [ 72O H5%4]
AREIET VI LY ERFFZ I > T0EHO T, 7 IEHFZITRKZ BT TRITFT S Z &,

5. BEMRITEM
BERERLTAR  HY
<TFholLBY : HY
< ZE DD BEEITEM >
cJ—T Ly N [Fars7h 7L - ERiZRASNDIBEOR S F~)
<M THCSIERBDOIRIEAN R v 7 7a s T 7 2R S 58k~
M TV O~FREOLRSE~ Tar 77205 BIEIZHOWT]
M TEEMGENEL WV R E D> & LSBT 572012
M =T AR KT v 7
( [XI.2. ZOHMDEEER ] OHES)

6. R—p5 - A%hE

[F—mmdE . 7 a7 7K 2mg « Smg, 70 hE Y Z#E 0.1%., 70 Ny Z#8E 0.03%/NE
7% 7% —07&/N05mg + Img * Smg, ¥ U A RSHRIK 0.1%

M #h 3 eRERLA
(FBAffEs, BIEMIEIE) Y 7 ¢ I 2 AR 10%., o7 ¢ X = v Gl 250mg.
A =T VNI 10%/3 4 —F v 10mg 1 7 &)V - 25mg B 7V « 50mg 7 7 &)L
(&) 7~F)) U~ by ZAHFE)L 2mg, 7T 4 =8E25+50, 7 LF 4 =2 OD

BE 25 - 50, 77 7 BE 10mg - 20mg + 100mg

WV—TABR)T VT 4 =825 +50, 7 LT =2 0D EE25 - 50
(EBMERIGR)A AT U 6E S0mg, 7 W = §E 50mg
(ZHVERR - RIEHRICE DR D RE M%) 72 L

1. ERfEEFAHE
1993 £ 4 4 2 A(AA)

8. NERMFTARBEAARVEARES., RfiZLRFFALD. REMBFAL

Pl RUEIR e RFRAEA B X HKRE SEMGEAENEAFH B | WRseBAGEH B
T s 57 H TN 05mg | 1996 4F 4 A 16 H 20800AMZ00693 | 1996 4F 6 H21 H | 19964 8 H 6 H
7057 H TN Img 19934 5 28 20500AMZ00157 | 1993 4F 5 H 28 H | 19934 6 4 7 H
a5 7H TN Smg 20500AMZ00158 | 2000 45 11 H 24 B | 2000 4E 11 H 28 H
7'u 75 788k 0.2mg 21300AMZ00031
— —~ 200141 A 12 H 2001 4E 6 H 8 H | 20014E 7 H 24 H
775 7 Wk Img & 21300AMZ00032 & F

KALEATRFA B
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X. EEMEEICEYT 5ER
9. DENIHREM,. AERUVHABRZEEENEOFABRVUTOARE
ZhEE SR DE N
BRI T D0 5t E EIR ORI - 1994427 H 1 H
BRI IS T DSOS OB - 1996 44 H 16 H
BRI 31T 2 HEHME IS K O HE e 5 298 O 4 - 1999 4F 4 A 30 H
DBHEIZ 35 1T D FEAESOG O] 2001 4F 6 H 20 H
FRB R 330 2 FEME S O HHH) : 2003 4F 1 A 31 H
R 330 2 FERE S O] - 2005451 H 19 H
INEREAEIZ 33 T B HEME RS O 2 2011 47 H 26 H
A By TR B A 4 ) i (M A 1% OTRIRIZ B W T, 2T a4 REIOEGERER 4y, TEWEMIC &
0 IREEZRSE) 2000459 A 22 A [ 7L 0.5mg - 1mg DA% ]
12001456 A 20 B [FERI O A% ]
B Y 7~ F BRI CROORA 070 55 1CR D)
2200544 A 11 H [H 7 &1 0.5mg + lmg DHi%4)
N—TZAGERAT v A FRIOEGDDEA+5r, XIFRWERIZ L0 REEZR5E)
22007461 A 26 H [ 7%/ 05mg -« Img DFAi%4]
HEHRME(A T 1A FEPIME. 2T 0 4 FEREM) OIEBHE G RIGR (T EE~ BEIEIZ R D)
2200947 A7 H [ 7RADHEY]
EAEFGME)IE 2009410 H 16 B [# 7 &/ 0.5mg + Img, FERID A% ]
LR« RGBT D RV 4%
(201346 A 14 0 [H 7€/ 05mg -« Img DFAi%4]
FEROHEOE R
BRI T DRSS O - 2023 212 A 22 H
EREINT-HELROHE
<EBMOLE >
BE, PHICEF 7Y A AL LT1LEO0.15Smgkg 2 1 H 2 BIFROBS L, Dtk HRaICBET 5, HEEF
H(X 11 0.06mgkg, 1 H 2 EIFRO#KGZEHEL T 503, RIS U CEEHEET 5, (FHREERT)
10. EEEHE. BEHREARERAARUVZTORE

<AL B, BB, B>

NFAEHAH 2008412 H 19 H

A SRS 14 5655 2 TS 3 S ORKRBHIES FHHO W T I a8 L7

<FEEAREE DB, A, B >

ANFHEHB 201246 H 29 H

WA 3L 14 5555 2 THE 3 B RKRBHER FHYO W T I B L2

< FSRARE R - AR EE T E SRR OIRIRICB W T, AT A RRIOE G305

Ry, FRIERIC L 0 N2 54) >

ANFREHR 201246 A 29 H

WA HEVES 14 555 2 THE 3 B UKRBIER FHYOWT I B L

<EEEMEL BV v~ TFEEFRE CHREARA TG AR D) >

IANFEHRA 201349 H 26 H

WA - FREVES 14 555 2 TR 3 B RRIER EH)OWTIICHEEY L2,

< ARG . ESEA I S E >

ANFREHARA 20164E3 A 25 H

WA EIREL, BRSO SE ., AE R OVZ eV O MRS BT D RS 14 5050 2 T 3 S OKRIE
BEHONTIIZHEEY L,

< FRAREE  HEHAMERA T a A NIEBUWE, AT a4 RRIFEE) OTEEEINE S KIG AR (TS5 E~ B IZBR 5) >
ANFREHR 201743 A 30 H

WA RIS, EFREE SO S, AE L O Z MO MR BT IR 14 5506 2 T 3 5 OKRIE
EHEH)OWDTIZHEIEY LRV,
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X. EEMEEICEYT SER
<HFE/BR VT ABERAT oA REIOEGEDRHEAR+r, UIEIERIZ X 0 REe55) >
NFEAH 2019412 H 19 H
WA« EHRG, EFREREOME, AR OLEMEOMRSIZRET 25T 14 55 2 1HE 3 5-(KGEE
BEHDONTIIZHEEY L,
<FRFEARER - SRMEMRE - EHRAE T 2 B M2 >
INFAEHAH 12024412 H 11 H
N EERE, ERESREOWE, AR OLRMEOMRS BT DIEAE 14 5585 2 THE 3 B-0KRME
BEH)OWTIIZHEY LR,
1. BEEEHM
JHFBREZ 36T 2 HERE UG O] - 1993 44 H 2 H~2003 44 H 1 H(10 4, #7T)
B RERREIZ 331 5 Bk vt 18 599 O TRIEE (/0 9 15 3 )
2199447 H 1 H~2004 46 A 30 H(104F, #47T)
BRI 3T D RSSOl (A R R 3G - 1996 42 4 H 16 H~20064F 4 A 15 H(0 4, #7T)
B RER A 331 2 HERE S S OB AE P i 2299 O] : 1999 47 4 H 30 H~2004 426 H 30 H(#&T)
DEHEIZ I 1T D RS OPH] < 2001 426 H 20 H~2011 46 H 19 H(10 4=, #47T)
JiR AL 3317 2 FEME SO O D] : 2003 4F 1 H 31 H~20114£6 A 19 HH#ET)
AR 31T D MRS O] : 200545 1 A 19 H~20114E6 H 19 HGET)
INIBFEREIZ 33T D AEHEBS O PN - 5% L7y
4 By B EEE 7 M ) (M I HH % OTRIRIZEB W T, AT v A REIOE G2 EA+5r, UIEWERIZ XY
#7255 (A 99 EE 3R )
2000 429 H 22 H~20104£9 H 21 H(10 4, #71) [ 7€/ 0.5mg - Img DA% 4]
2001 4 6 H 20 H~20104E9 H 21 B T) [HERIO H5%24 ]
B Y U~ T BEFIERE COORA 0 G EICR D)
2200544 A 11 H~2009 -4 A 10 H@ ., #T) [ 7€/ 05mg + Img DAH#%4]
N—T AR AT A REIOEG DN REAR 15y, SUTEWERIZ X0 K56 (F /D B i R 380
12007 4 1 H 26 H~2017 41 H 25 A(10 £, #7) [A 7 /L 0.5mg « 1mg D Hi%4]
FERME(AT v A NEPUME, A7 0 A MR OTE B IR B KN 28 (h 4 iE ~ EIEIZ R 5)
220097 A7 H~2013%7H6 HAGHE, #&7T) [ 7er0HhigY]
FE 7 B IE (/D 95 P 1S 3K )
2009 410 H 16 H~2013 410 A 15 H@EF, #&7) [# 7/ 0.5mg - Img, FEROH %Y ]
ZIRNMETRR - R FERRRIZA O 2 RV 2 (/0 295 L = 36 )
(201346 7 14 H~2023 52 6 H 13 H(10 4. # 1) [# 7€/ 0.5mg « 1mg D A% ]
12. HFEMMEHIRICEET 5 18EH
[P LRI e OV SRR QNSRRI S S EA B R E N E O 2 R FHEE | (BAESEE S5RE
107 %5 : R 18 4E 3 H 6 BN & O —HUUE(EATIBEERE 97 =5 Fak 2043 H 19 BAHIZ LY T#H
SRHIRNC ERRAER T 5N TV B ERS ) ITIXES L2,
13. &I —F
L JEA T SN | ERERES = — R o L7 NERALR
ok I ERE G = — R (YT 22— R) HOTO Hn# VAT A a— R
7'a 757 F 7 0.5mg 3999014M2029 3999014M2029 108858802 610409342
7a s 77V Img 3999014M1022 3999014M1022 108857102 613990096
VAT AT A e % Smg 3999014M3025 3999014M3025 113799602 610443059
v 77 7 kL 0.2mg 3999014D1022 3999014D1022 114284602 610451009
7'v 7 Z 7R Img 3999014D2029 3999014D2029 114285302 610451010
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EEMEEICEY HIEE

14.

RIEHBT EDEE
KA ZBE LT Dl EEHEE, B v~F, L—72AER BEERBR IME M
i e (ZH MR R AT EHRIZEDT 2 b DICR S, YOBE TR LT, il IR 2 HIE U CRHERY
IIBRE AT o Te 6. TRFEEANGEE HE ORENRD TV D,
) ESERFEAE © 77V 0.5mg « Img, BERID 5% Y

B Y v~F . 7 &L 0.5mg « Img DHFEY

N—T RAER . 17 0.5mg + Img D %Y

BRGS0 ' L DB%EY

REPERT 2 (S FANERG 2 TR R R AT 5 DIZRS, ) : I 7 &L 0.5mg + Img DA%
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X 1. X@k

1.

51 AR

V)
2)
3)

4)

5)

6)

7)

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)

33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)

44)

R EE M A H OBHE 1998 5 11(5) : 649-676 [PRG-07196]

Ratanatharathorn, V. et al. : Blood 1998 ; 92(7) : 2303-2314 (PMID : 9746768) [PRG-07190]

TN T RS R 20099 A 8 H , p23 [HIVE - AR QN AK O iR & A3 & O o BIfRIC
SUVT] (DIR190225)

A E (20094-10H 16 H &R CTD1.8.1.2) (DIR190230)

FENEEE  BIETY U~ F (20054 A 11 H&GE B A RHMIEEE 2heE - ZhR(E). Ak - &%) (DIR190226)
FENRE T R R 20064511 H15H, p26 (4 - A&EIZ oW\ T (DIR190227)

Takabayashi, K. et al. : Clin Immunol Immunopathol 1989 ; 51(1) : 110-117 (PMID : 2466594) [PRG-00092]
Takagishi, K. et al. : Transplant Proc. 1989 ; 21(1 Pt 1) : 1053-1055 (PMID : 2468205) [PRG-00074]

FEAHEE (2009427H 7H 758 CTD1.8) (DIR190228)

PR . BEREE2013E517H, p20 [G)HE « HEICHWT) (DIR190229)

Wilkes, M. R. et al. : Arthritis Rheum.2005 ; 52(8) : 2439-2446 (PMID : 16052580) [PRG-18356]

Ochi, S. et al. : Clin Exp Rheumatol. 2005 ; 23(5) : 707-710 (PMID : 16173253) [PRG-18464]

Takada, K. et al. : Autoimmunity 2005 ; 38(5) : 383-392 (PMID : 16227154) [PRG-18670]

A T BRIRREE: 1993 ; 17(8) : 1087-1089 [PRG-01833]

Inomata, Y. et al. : Transplantation 1996 ; 61(2) : 247-252 (PMID : 8600632) [PRG-03643]

AR T A H OB 1999 ; 12(4) : 445-451 [PRG-08155]

S FE ML A B OBHE 1997 5 10(4) : 593-604 [PRG-05380]

&AL PB4 H OBAE 1998 ; 11(3) @ 367-380 [PRG-06465]

IER 5 A HOBAE 1993 ; 6(3) : 313-320 [PRG-01707]
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W 58 %4 | PROGRAF
¥ - & & | Capsules: 0.5 mg, | mgand 5 mg
For oral suspension: 0.2 mg, 1 mg unit-dose packets containing granules
K F 4FE H | Capsules: 1994 4= 4 H

For oral suspension: 2018 4~ 5 A

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 AR
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Hard Capsules: 0.5 mg, 1 mg and 5 mg
Granules for oral suspension: 0.2 mg and 1 mg

KR FE A

Hard Capsules:
0.5 mg: 1998 4= 12 A
1 mg, 5 mg: 1996 42 A
Granules for oral suspension: 2021 4 1 A
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<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 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.

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

An initial oral dose of 0.30 mg/kg/day should be administered in two 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 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 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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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 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.

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

An initial oral dose of 0.30 mg/kg/day should be administered in two 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 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”.

Dosage recommendations - Heart transplantation
Prophylaxis of transplant rejection — adults

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. 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 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.
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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.

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.
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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.

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.
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Prophylaxis 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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() 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. Prografhas 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 : 2025 4F 2 1, Modigraf : 2025 4F 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
KEOTEASE | to 0.075 mg/kg/day], on a mg/m? basis).

(2023 8 H) 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 E |
(2023 4 8 1) Risk Summary
(>53%) 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
SO A C (2025 44 J1)
(The Australian categorisation system for prescribing medicines in pregnancy)

2E RO
A —A N7 U7 O43F8 : (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

KE O RA SCE
(2023 8 H)

Recommendations and Whole Blood Trough Concentration Range in Children

Patient Population

Initial PROGRAF Capsule and
PROGRAF Granules Dosing

Whole Blood Trough
Concentration Range

Pediatric kidney transplant
patients

0.3 mg/kg/day capsules or oral
suspension, divided in two doses,
administered every 12 hours

Month 1-12: 5-20 ng/mL

Pediatric liver transplant
patients

0.15-0.2 mg/kg/day capsules or 0.2
mg/kg/day oral suspension, divided
in two doses, administered every 12

hours

Month 1-12: 5-20 ng/mL

Pediatric heart transplant
patients

0.3 mg/kg/day* capsules or oral
suspension, divided in two doses,
administered every 12 hours

Month 1-12: 5-20 ng/mL

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: 2025 4= 2 A)
(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 Smg Hard Capsules >

Dosage recommendations — Liver transplantation
Prophylaxis of transplant rejection - children

An initial oral dose of 0.30 mg/kg/day should be administered in two 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 should be administered as a continuous 24-hour infusion.

Dosage recommendations - Kidney transplantation
Prophylaxis of transplant rejection — children

An initial oral dose of 0.30 mg/kg/day should be administered in two 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 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
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.
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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.
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