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Bl s 130~133°C

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

S ERRE
1000 LA E(1-4 2 % 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)

ARG OEBEHTICEITSRES

W A7 2 RVE | Gl R
EWRARE | 30C s O [WTRORELABNCh L,

mmiaAge | 40C, 7s%RH | T | 6@ | WFROMA RN TH o7

. EROWE F 2300 3 07 FER CRRA 2o,

. %}‘h\‘ 0 7 7\ ]\ N o E"E‘@{
o ¢ TEETA Y| shesomEisch b iR Th 1.
B[ wE | 30C. 75%RH 3EA_ | WTHOEA bRBN Tho T,
[ = > D — L
o ﬁﬁ?ﬁ IYTYRICL o [vhomE bgisnTh o

WEHE « MR I A~SZ by, B, JEEWHE. Ky, £, TLC

SR SRR & B T4 R
(BN D3R HONTIE TIV. 5 BEAT BHREMED & B3 MY | DIESR)
(HERIRREIC 31T 2 L0
JNT X 0 AR T D RTREME D & 2 0 - BERRE V. EREVICK), G EVL, EEpE VI
QUETIREEIC 31T D T
Buc L0 AT B ATREME D B D iR - FERME X

YT K0 ARt D WTREMED & DR E

SHEBGMEV O~ —

MRS OMRBHARE. EEE

Him 1271 ) 52K OMERRBRIEIC K

BRIk

HiE T2 7vl sxKkfn OEEECLD,

60

i E VIR, B E VI



V. ®&KICE89 5B

1. #®
(1) FRORXAH
A G T 7))
(2) HFEONEBERUTMHEIK
& - IR
a7 T 7 KR 2mg HECA TR D REFANED B 5 K
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WS E RTMFNC O W CREE Lz, BIMFENZLULToERBD,

HESA 7 > 7 ) WHFI(L 7 > 7t
7n 7T 7 EMNR 2mg® | BE #7 vl AZKFIY) 2.04mg MokT X ) —) WEE,
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1. PEERIIHR
O TREDERFEHEIC & 1T DHIEHME RIS DN
BgiE. FRHE. DBiE. MBHE. BEBiE. NMNeaBiE
OBRBHEICH (T D RIS K UFHE Fxt 78 T m 0|

2. SHEERXIIPRICEAET HEE

5. ShEERIIMBIZEET 5T E

< BRESHE>

5.1 HLA # & R CIIAFIZ2 55— @IS L 1T L2 &,

(7R

[HEHE S e OBHE ki E9R O F B ) 12381 5 85 A FL iR BR 0 B B4 DT, HLA A [ i Al A
FOBBEFRIZIEEZIZR NS DOORBIRIT Y 57, F1-. KETO HLA #-4 FR B BE % %t
G U= B A bLEGRER DTl 2 EREAFR TR REIZS > T,

3. AERUVAE
(1) RERUVAEDREDS
<EBEBEDGE>

WE, #7v U AAL LTI E0.10mgke & AEFAIER XX 7 B U ERK AR LT 24 BEfE N T
FEFET D, NIRFTEEL 7o 7B I TE LSRN S ICOI D i 2 5,
<HHBEDHZE>
W, #orm Y AAE LTI A 0.10mgkg & A BB X7 RO PFESR AR L T 24 BefE T T
FEFET S, WIRATEEL 2R o 2RI TE AT e IR ARG IC v a2 5,
<DBEDEHE>
WE, #2701 AL LTI E 0.05mg/keg & A RIEKR XX 7 R UFEERIK CAR L T 24 KT T
MEFET 5, WIRATREL 72 o T2 RRIZTE 272N TR OB IO i 2 5,
<HBHEDHZE >
W, Zorm Y AAE LTI A 0.05mgkeg & AR R UL T R U PSR CAR LT 24 KefE] 2T T
FEEET 5, WIRATREL 2R o 2R 1T TE AT e IR AT G IC vz 5,
<HEBHEDIFE>
HWE, #2701 AZAE LTI E0.10mgke & A RIER XX 7 R UFEERIK CAR L T 24 KT T
FRFHET S5, WIRATREL 2o 2R IT TE BT ISR O &5 I1C v iz 5,
<IMNGBHEDIZE >
WHE, #7m ) AR ELTIEN0.10mgkeg & AFREIEKR LT R UBEESHR CAIR L T 24 KE#2 T T
FEEET D, NIRATREL 2R o 2RI TE AT IR AT G IC v a5,
<EHRBEDEHEE>
W B 1 HATLY 2 278) 2L LT 1A 0.03mgkg & EB AR T 7 RO ERE CHARL T
24 WEfEINT COHREET 5, Fo. B xHE EREBZICAF OB G 2 Blt6T 255121, 8%,
71l AAL LTI A 0.10mgkg & AR R T 7 K o BHESE CAVR L C 24 B CARFsE
T2, NARRIBE L R o T2 ZIL TE BTN OF G IV i 2 5,

¥, AFNOMAEREITEEICIVEAZERD DO T, M HERED SIS ORIER O (i i R 23
IRWNEE OERESUE M OBA R T O R 2B <72, B ORBUTIE U Tl P2 R E L, #&%
Hazdifli+ 2 2 L FHIBIEER & 23 5- AR EL & I BNl iR ERE 217 5 2 EAEE LV,

(24 WFfE AR O B
FERFECAEEE LB AR e — 7 B EN LR L, BEHRBOBEN D 57129, 24 B O RS
WoHETHZ L LT,



V. ARICEY HER

() RERUBEORERME - RHL
AR L

4. RERUVHAEICEET HIE
1 RERVHEICEEYT 5FE

<®hEeHE>
11 MiEH o2 7 a ) AADL TRMERBII 0 D72 AR OFE &4 {4 5 B3 it
REZREST S &,

1.2 SR ENFHG T 2 HAICBEENRO 5N TWDHO T, MFRE%L CTX 5721 20ng/mL LT
WCHERFT 5 2 &, [11.1.2 2]

1. 3 DG Il & OPFRICE D . WEOREMHI O FTREEN & 5, RIS, IREFBEIZIBWT 3 AldH
DUNT 4 A O INEIF 2 ML D T 2RI MR IE 21T 5 Ha 2 id AR O & 5 & 2K <
BIET HZ ENFHRERGA S H D03, BHLUESE ORRER O S 2 tho ez gl Al OFEEE - & 5%
LEEELCGREITSZ L,

<HF#%iE. EBHERVEHEHTE>

1.4 THIREZEOPFEIZBNT, ARINTZHEICEANEHEZRS LEEENSELNTWEOT, HEE
REDOBICEE TS L, [16.1.3, 17.2.1, 1722, 17.2.6 B ]

< BREBIE>

1.5 7 V7 F=MEREGHTO 25%LL E EF U258 121X AR KD 25% UL EOJkE: I3 REEE o b 72
Wit ZEET 52 L, [11.1.2 B8]

7. 6 I R EE MR A ISR A G TR AR BTN D O T, Bl R e 5 99 A 28 R 1 . o
JEZ&TE DT 10~20ng/mL £ +5 2 &,

(i)

11 Migh D% 7 el AADOS TR MERBE /3204 L, SREREZ2HE L CHEZME T2 4m
FREZHNTWAZ D, ZOFELD Tid Lz,

1.2 BB COBEERIIFI T, BRI 20ngmL 282 5 MPRENREZSRBO BN, TDD, &
BERAE CIIBREE ORI ZR ST 7 LT F= MBI K DB G EDOREH D WIHMRIEDO B2 %2R LT,
7ok, MAPRELZ TE 5721F 20ng/mL LA FICHERF 5 2 LI oW Tk, BRI Tlde <, fhotE
WIcBWTHLAARERES 2, HBEOFEEFELE LRl L,

7.3 AANZ X BIBEFIC, oG EmEIR & O ANBEFEICITON T D EIREZZE L Cit# L7z, £
7o, ZRIGEEIRIEZ ERT 255100, —RICARFIEME SRS AFIOPHE G &2 K RET
% EMARERG A N D DD KGR EE ORESCIHHEANEZE LN OHETILERS D Ehb,
HEHEL LTHHR L,

7.4 THFREAE, BB, B 1OV CHE Lo HIRE O R AT Lz 2 A, EHERE T T
AGRHEICHEANEHAERN R G SN AN AN Z Enbitdi Lz,

7.5 FBESHNE COBBEERBEI T, BEANC 20ng/mL 2B 2 5 IMHRENL S RBO BN, TDH, &
B CIXBEEDE(ZI ST, 7 LT F =M L 2B 5 BOWED DWVIIKRIEO B L 2R LTz,

7.6 AF| oMM pEE L HoME - ZeEOBBRERGF LIZE 2 A, Gradell UL L& GVHD FEE ATV

NG IBEREOIM A b T Z7HED 10ng/mL L FCTHh 0 — 5 B FEERILGNIIE BRI A E 23 20ng/mL

EBZDIEBINZSRBO LT, TNHOZ EDE, B xHE 2 O SR T o PRI 10~

20ng/mL % BIEL T2 LML THD EEZ LN,




V. ARICEY HER

5. ERERRLHE
(1) BERT—21\vH5—
1) FBMEIZE T ZEERIEOIF
ERIREAR—E

ey
ok - EN BRI S (mg/kg/ H) 511
FRE &0
VLR 1)
EES Eﬁi:;iﬁn 0.10 0.30 Bk 414 A
% T AHBER R O R R GRER (rescue) 0.15 0.30 ~7 % A
B NES| WV B A A SR (primary) 0.15 0.30 14~60 H
3T
BEEED V7 u AR & OB (primary) 0.10 0.30 qﬂ(igﬁ;ﬁf
HE D7 Z2RY VEGRNL, BWERO-OICY 7 v 2R Y o il 5 i 72 BE coRBR
EBS-Eblcy 7 1 ) AR ERE L3RR
W3y m AR Y R
2) BREBHEIZH 1T HIEHM RIS R UFBHE FxtfE R0
@ BHEF®EER (GVHD) FHHHE
ERERER—E
REKS | RBOME FIE O (;gff;ﬁ;)
WA
P AR LT L 0 PR
W
GEEIN | SEER Zg; ﬂgzﬁgﬁﬁ“fjﬁ;ﬂ‘ LH2E 100 I B
EEARGE K ORI R ~ T 7B X0 5B
W 100 F R
EAE 2 1L FVE ¢ 1180 0.05mg/kg % 24 IR A BB A
5 AH I EMH #0108 0.075mg/kg, 1 H 2 =] i
BER R ERARRRE, 2l b7 7REROME Y LT F =l 381 HFH
X0 G2 i E 677 AH
P 5 AR
- s . - . o e W fiE
Bk G ek FEARRGE K OV &I b 7 7R LI L 0 R B R ERE 250 H I
F 1453 HIE
270 AAORMEGOFEIZprb6T, #7al
B — DA G X U7 5 AR B OVER TILAH LB 3R R O B Al 14 34
100 H [ DA ZhHERENT R G5 251 D\ T

@ #BiERXIEER (GVHD) AEMR
ERPREHER— 5

BIES G5 = R RG]
2% GVHD FE : 0.10mg/kg/ H (57 2) 243 H
121 GVHD A 0.30mg/kg/ H (4 2) 48.0 H




V. ARICEY HER

3)

4)

(2)

(3)

BRIEICH T HEER S OHH
FRREER—E

AR IX 5y B OFESE TR OFERE™2 Kh& A 5T
g oy F7E ¢ 181 0.075mg/kg/4h 1 H 2 [F]
A L H—T IR 12 1 0.15mgkg 1 H 2 A S#
A, Parant .Y NIy
BRI Es F#E 1 0.10mgkg/24h 3i§
SR ERTE 1) RN % : )
Hﬁﬁ)(uit%% /k/tlﬁ .ij:D g%)ljilﬂéﬁoglimg/kg 1 A2 lEl (ﬂ‘ﬁgiﬁﬁﬁ @)
Y1 E
S RO HITEE 3» A
. o SRR A R
F—=7" =% kB . .
g E'?Eﬁigﬁ FE = 2 MR R R R E 32.6+6.1 7
P (4~44 5 H)

& Dhistorical control & @ kL
T 2)iRm O FiE
—WRIEHE - HEESUS TR O 7= OBAHERT L Y & 2 \VIEIBH% 11 B Ic &
A TGN - HEOE S B WILEIER S O 72 DRI L A kIR S R B T o 5

DFBHE., RSHE. BERBER /N HEICE 1+ 5B &G0 I
BARWAAR

ERAREIEHER
TR L

AERISERZRHAR

1) F#BIEICEH T BIERR OIS Y

KGRI F TORRKRER(1990~1991 FR)NZ I\ T, BN TEMEE B 2 5% 1 72 B35 O —IRIBH 16 #il &
SR HITEHE 8 Bl aF 24 B, FIHIE L LT 0.03~0.05mg/kg % 12 B[] 2 & 12 4~12 BRI 2T C A
ErE L. WARATBE L Z2 UEHIHAE & LT 1[0 0.15mg/kg & 1 H 2 MO OG- 72y 0 #az 7,
HEFREOVEER 6 » HBRAEGFERIT 65.6% Th-oT-, EEHITIIOTROBMEFIZAESE LT,
BSOS e VA T 1 A RIBENR  HEHESIE 4 51(16.7%) THER 7 Bl HALTZA, WT L HBETZED
IHLO 1 EERE AT A RV AR L D IERARV LR L7e, F72 15 61(62.5%) THRAEIIC A T
2 A R)bOBEAFIRE L 72 o 7,

RO Z D 1990~1995 A AEKE S M &2 5 0 7o/ B3 120 Bz, wIfi&EE LT
0.075mg/kg(16 f51) X 1% 0.03mg/kg(45 i) 12 B Z & 12 4 RS L. NIRATRE & 22X i#iE s LT 1
[ 0.15mg/kg % 1 A 2 IO O G-I T RIANCEE, &5 VIFHETL 0 PIHE & LT 0.075mg/kg/F % 1
A2 ERAEG (7R, 59BN LIz, ZHDEBED 6 » HAEFRITE275%., 87%. 80% T, &Ml
DN 81.7% T - 7=,

(RITFRALIZ I8 1T D 4RSS ORI 2 AR S IEXR O RIZ, Tk, Z7 v ) AZ & LT 1 [H 0.10mgkg

AP AR LT R ERE AR LT 24 BRI CREFET 2, NIRATREE e o 72213 TE 272103
R OBGICY DX 5, ] ThD,



V. ARICEY HER

2) BHERHEICEH (T DHIEMRIC R UHE FxtE RO
@ BHERXEEHE (GVHD) FRHZHE ">9

KR OB 55715 HLA 58 22— B O N F BB 23 B2 %5 & LC B 1 BATL Y 11810.15mg/kg
Z1H2E@O#5(0 7 '), IO G N AREIC/2 5 £ T 1 [H 0.05mg/kg % 4 RFFHLLE2T T I
H 2 B HFERS L, BERIBERREZ S S ICHRE L,
FES  BAETZ 100 HIREACE T, AREREHT e SER] 21 FilH 9 FllC A GVHD 238 L, 2055
Grade I LA > GVHD D FJE 1% 2 $1(9.5%) T > 7o, MHBRE & A RMER VL2 & ORFEIZ OV TR
L. AFOE@EImMS b7 7T 10 255 15 T 20ng/mL ORJICH D LW S iz,
TKRRIRF £ T OREIRER(1991~1996 FF) T W T, B RiBM% D GVHD O PB4 HRIZ, #il&E s LTI
[ 0.05mg/kg % 4 HEREILL_ 2T T 1 B 2 [B50E 24 FERE AT EE L. NIRATEEIC 2SS L LT 1
[l 0.075mg/kg XI% 0.15mg/kg # 1 H 2 R A& G- (0 7 2/WCEI 0 #i 2 7=, BhEtk 100 H KRR
T, AEOERRA 125 B, TRICHEE KIZ L, 1BRENPLEEL 725 Grade I UL EOEME GVHD OFIE %
18 %(14.4%) Td > 7=,

<BE > PRIAIOARIHZOT — 2 D

BHEEA%: O GVHD OFF5% Bz, #HE LS L 18 0.075mgkg % 1 H 2 [AH% O 588k, 30
B & LT0.05mg/kg % 24 BEIANT TAsE L AR FTAE & 72403k 0% SRR 12 W) 0 #1272 (1996~1998
), Bhitg 100 HLAPNIZEB W T, Gradell L ED&ME GVHD OFEHER T 33.3%(3/9 ) TH - 7=,

(EYBEREAEIC KT 2 AR E N AELR O, EF, BE 1 Ak 222 A2 & LT 1E0.03mgke &4
AR ITT N ﬁ*fﬁ(i%«&zf IR LT 24 H#F"ﬂf)wj‘fmﬁﬁ%&#éo F 7o, B RHE IR R BRI AK D FE
HaBIET DA CIE, @, #7a ) AR L LTI E 0.10mgkg % ABEER LT K OBEESHE CAIR L
T 24 FEfIDN if,ﬁ(ﬁﬁa%ﬁfréo PR ATBE & 22 o 7221 TE DI EC MR DR GICE v iz 5. ) TH D,

Q BHERXTEER (GVHD) AEHE Y
AR £ T ORRARFRER(1990~1993 )L W T, FRiHEH O GVHD FE 8] 39 #i(Z M GVHDI3 i,
18P GVHD26 BINIZ W& & LT 0.05mg/kg % 12 FFfl] 2 & 12 4 REE LA EZ 2 Callidsd L, AR ATaEE
ERRVUIWIHIELE LC 1A 0.15mgke & 1 B 2 [HOKRAOFKS (I 72WICUI Vi x -, TORR, A%
PLEDZhFI3EME GVHD T 53.8%. 18V GVHD T 46.2% CToh - 7=,

GVHD ;AR
iz, %5 a5 RRA ) ) ;

Z#% GVHD > 2 5 A i
(38.5) (53.8)

12 GVHD 2 10 8 6 26
(7.7) (46.2)

it ! 12 10 10 39
(17.9) (48.7)

(%)
FHER(E) - 2P GVHD il 18(F/)s 7— K 63)
18 GVHD  H9LfE 48R/ 9— e K 143)

(E)VEHBMEI T 2KRBIN - AELOHET, TlE, B 1 BATL v 227 r ) A2 & LT1E 0.03mgkeg %4
PRI T R B EFHE TR L T 24 B%F% G CRRENET D, F7o. B RHE ERRBZ AR O
HZ2BET2BAIE, @E,. #270 U AL LTI E0.10mgkg &AM AR L7 B oHHENTE TR LT
24 BEI T COETRET 5, MIRTTRE S 22 o 2RI TE DR/ OB GOV 2 5, ) Thd,



V. ARICEY HER

3)

4)

(4)
1)

BBEIZH (T SEERGOME (—xEE) *?

ORI G RO E- T - BRBAEE 37 flzxtg e L, gIE S LCOARA 1 [E0.075mg/kg % 1 H 2 [5] 4
M A ERE L, AR ATREIC 22U iE I & LC 110 0.15mg/kg % 1 H 2 A O H(0 7))zl v #
2717
FER BT 3 A OFE A CAHRIMEMAT G SUEG] 35 BICEIRBRAL 31 B, SR 4 B 2E 2t
7L, BB L 2F14E LT, HHEUEE 35 B 16 f1(45.7%) CTH LTz, £, MAPRE LA
Bk R OV L OBURIZOWTHRET LTZ & 2 A, EREWERA ORBIREEL M Ao b2 71X 20ng/mL
PETHY, HHMSHEBFOZT 1SngmL THD Z &6, M b7 7REZRGERTOS%E
EF DT ERHRE LRI S LTz, BREO SRRSOV TR, BEIEBEE OB E R E 20D,
RELBMLELEZZ 5N,

Q7RI £ C O ERKRFER(1990~1994 )2 350 T BREAI L O —RIGHE N AT 186 Bl (AR Bt 121 451,
FEARBE A 65 B) THETS AL, 2096 35 FTidgllifEe LT 18 0.075mg/kg & 1 H 2 [A] 4 FFfE]&A
L. WIRATEEIC 22U Z i & LC 1 (1] 0.15mg/kg 2 1 B 2 B A#E(h 72N #az /-, &
OMMOFEFNIREHE 2 BRTL Y #IHIE L LC 110 0.15mg/kg % 1 H 2 [ O#5(D 7))L, iitkiIv)
W& E LT 1[E0.10mg/kg % 24 et i fifE %, NIRFTRBIZ Z2duXpIi & & LC 1 [B] 0.15mg/kg % 1
H 2 [F#¢ O350 7/ ) 0 #ax 7=,

ZORER, VERBEAEGFEL O FRBESERITIZNTI97.3% LN 93.0% T, S 74/186 B
(39.8%) THE 101 [A] 4 BTz,

@1993~1994 K E TEBMEZ T, £ D% 3 FROBEFFHIAED ATHE Td - 72 205 #l 0 B A FRIX

91.7%., EHEFIL81.9% ThH -7z,

(BB T D HEME MBI T 2 AR I N HELOHET, @, #27a ) A2 L L7TI1H0.10mgkg
AP LT R ERE AR LT 24 BN CREFET 2, NIRATREE e o 72213 T 272103
LM OBEGICY DX 5, ] ThD,

DTS, RSHE. BERBER /NGB HEIZE I+ 5B &G0 HH]
M ER e L

REERIEAER
B NERELER

@ BEABLLETRERSHER

1) FFREHEIZ & 1T 5 1EH RGN

LR L
<BE > FRAO EBIHED T — 4
a)— WA 1D

KGR O 50515 - B IR ERE 2 x5 & U, BMEaTH OIS B XY 118 0.15mg/kg & FE%E
ELT1 H 2 R AEEGER), SUX 1A 0.1mg/kg % 24 BT CREMEHEL. WARATREL Z2h
IR A SERD)ICEI Y H 2 7o, ERIRFRE, PR A FRER IS B L, /N7 & TR A & O
FEGT D2 EANEEAREAIIE, FERIIK TRIE L TR Lz, ok, MM
Bhbitg 128 & Lz,

FES M SOS I X A IR R S 7 Bl 4 Bl A DTN, WD AT a A RV R RE IR
FIDOHEENZ TR D D WOIFRE LT, BRi 12 8 3% G- IR S8\ TCL 7 B2 f] CRAERIX
AEL TV,

WRTOIFEREDIRIE N DM RED EENFHENDL 2 POHEMBICL Y, 26 CIERARICTRES
NTEY, HHOSOFKE LTI ORWRGENREZ Dz, 72, OGN E BB LT 4 f4
2 BTk, AEEGIC X DR ORE ST EIT > TIHREME T L2 Z I X D BB LA
ML EZ b, BROFIMEZY 7L ERESBERDLLDOTIIRVWEEZ bR,



V. ARICEY HER

i) BHBMEICE T HERERICRUBHE R XEEHEO I
a) BEFXEER (GVHD) FEHIE®

KGN O 5515 BRI 40 BI(HLA NG ML OV NEZETnZx5 L LT, FHlE LT

i1 HETL D 1B 0.15mgkg %= 1 A 2 BERROELG (I 7BV, TR OFEGNAEEIZ/R D ET 1 [

0.05mg/kg % 4 FEFILL ET T 1 H 2 BLRTEEEER G Lo, &5 8 3EARRE L O REL S &I

TR L=,

(E)YEHBMEICE T 2KRB SN HELOHEZ, EFE. B 1 HRTEV #2782 Y A2 L LT 1E 0.03mgke
EAERAERE T T R BEEFHE CAIR L C 24 BERI 2T CRUEFHET 5, £/, BT XIE EREB%IC
AR OG- ZBHT 5 BT, @, 270U A28 LT 1E0.10mgkg 2 /ERRARE UTT 1o B
R CATIR LC 24 FER 2T TRt 3 5, NIRFTRE & 72 o 728813 CE D720 O GIZ8I D i 2 5, |
Th5,

AL - AR 100 A REAUE T, ARMERENT I SUER] 38 5l 18 il Gt GVHD 23 ELL, £D 5

H Grade 1 LA £ GVHD OFBLUZL 9 #1(23.7%) Th - 7=, HLA A FIFEEBM CTO Grade 1 LL ED

GVHD #8328 filH 3 £41(10.7%) T, HLA 1 & [ [ A OB CTid 10 451 H 6 4511(60.0%) Td - 7=,

M N7 7REOHER  ROEGRO M b7 7 REOHRRAEIIBAE H A 15.0ng/mL TH Y | 4 H#L

IZ1% 47.5ng/mL £ C EH L7, DRBRIIMHRA IR T L, 12 %%I121% 84ng/mL Th o7, MHHHRE &

2t GVHD UTBHERERE S L oBIfR L v . Ak GVHD R THh 5 BB % 2 25 3 EETo

HAEMm S h 7 7 E T 25ng/mL FRENZ YU TH D Z LEARBR I N, iz, M -7 7RENBHE

% 4 HEIZ 47.5ng/mL & EfEEZRTZ 0D, AROEGEZRSBRET LI ENEE LN EE X

BTz,
e b5 7REQHE @EORE - hTtL)
(MR OREFDES)
(ng/mL) .
60 - ) 309 5r
- B 1]
50 10U 5
it L
a0
i
Z 30
&4
i
B 20
10
O I 1 1 1

1 1 1 1 1 1 | 1 | |
-1H OH 1H 2H 3H 4H 5H 6H 1 2M 3 48 8 124
Fehiite 1%
¥ 0 18 6 8 128 13 9 16 23 23 22 21 17



V. ARICEY HER

<BE>WRAIOARRHZOT — & D

KGR O 505715 - AR R B SRR BT 2 58T, BAE% O GVHD TRIZR Z /et L7z, w14

e LT 1E0.075mgkg % 1 H 2 [IFE 05 ERD, SUIPIiE & LT 0.05mg/kg % 24 IEfE] 2> T

FRIEEE L, WIRFTRE & ZeduidR 0 & G-GER)ICEI e 2 7=, 7272 L, BRIREGE, i ~ 7 73R &

VM7 V7 F oz TRGBEZEHTS 2 & & L, BE5EO BRI O#YS 0.30mg/kg/ H | #

R G- 0.10mg/kg/H & LT, 728, /W7 ECERIZ Z D E EHR G575 Z L BNEERSAI121E, 4

BLITK Tl LTRG-S L7,

(E)YEHBMEIC T 2KRBINT-HELOHEZ, TEFE. BAE 1 HRTEV #2782 Y A2 L LT 1E 0.03mgke
AR T T R U BEESHE CAR L C 24 FEM T CRIFEEET 2, £, B XHE 2R BBEZIC
AN OB G ZBAT 2 HA2E., @, 270U A2 E LT 1 [E0.10mgkg Z /AR LT o s
W CATR U C 24 BN T ERE T 2, WARFTRE & 22 o 72 RIT TE 2721 0 TRR D% 528 0 i 2. 5, |
Tbh5b,

fE  BAEIZ 100 HEANIZI W T, A RMEAT RIS 9 6 Grade IT BL_E O GVHD 1% 3 fillCFEL

L7223, GradelllLA F @ &EIE GVHD IZFHEL LR 0o 72, 9 Bz B W CHEH A T A s, Bl

FERE(F M ERE % OV R ERBOI T A THITE L, [BIE R o Rl IR 16 A Th o7z,

b) BHEAXEER (GVHD) AESE
M ER e L

i) BRMEICH T HERREOINE
a) —JGARE"

KGR OG- FH1E  BRBAERE 70 BlA AT SEf & LT, Bl 2 HEib X 27l A2 1 [
0.15mg/kg & 1 H 2 [M# 08 5(h 7))L, #1413 1 1E 0.10mg/kg % 24 BRI A s (R A &
LT3 HBP)EO T [E0.15mg/kg 2 1 B 2 B OELG(h 7B E Lz, &5 8 TERRRE L O
FIREEA S IS LT,

FER AR 3 0 A OFRERTHMER MG 69 Flh 66 51(95.7%)03 447 L, BAEEIZ 65 #1(94.2%)
T, FEHESUGIE 69 B 25 B(36.2%) TH B avic, ARMEROVZAMEOmE A B | A T AHER
IR THEROHEFRR SN EEZ BT,

Bt
AR AR RS
Giidikan 9 9 15
s o0, o, (o0,
R @Z; %Zi ZZ;




V. ARICEY HER

iv)

b) FBUERABSE Y
BOFHITEHERBR TIRBEAEIRIC X 2 Akise 1o 28 IR 220 1) 104 Bz, JEHITE LT 1 18] 0.15mg/kg % 1
H 2 [F#E OG0 7))L, 55 61(52.9%)T TE%h UL EORGEN S BT,

BMERREDR
BI%E(%) E2) A RRHH E5h HIEREE G
s B 24 31 17 25
REIR (23.1) (29.8) (16.3) (24.0) ! 104
, 17 24 16 21
Bt S RS TR IR 6 84
910 ez BRI (20.2) (28.6) (19.0) (25.0)
B 5 MeRF LN 4 2 0 1 | o
. HREA 5 (50.0) (25.0) (12.5)
’ FIVER - 11 4 1 3 ) "
WA (52.4) (19.0) (4.8) (14.3)

(BB BSOS OMENIC 3T 2 AR SN AEL AR, o, #2782 Y A2 & L TI1E0.10mg
kg BHABEER YT RS AR L C 24 REE DT CRIEFRET 5, NIRFTREE 72 - 72213 TX 5
AL/ OGOV Z D, | THD,

< BB > TERIA O AR DT — 5 19

KR O 551k BRRAMEE 22X & LT, B2 BRI D 0.15mg/kg % 12 Bl Z & (2R 0% 5-(FE
B, PR I FFBA 213 0.1mg/kg % 24 FER 2T Crifisfd L. WARFTEE & 724U 0.15mg/kg % 12 REHE]
TR EEER)ICOIV X 7o, 72720, RIEERER ORI O BT 5 B IR O # 5 R H D 0
AR OMPREICLVFEH LTl b e L, NER TR ZZOEEREGTHZ LN
W72 5551 1T, BERA3K TR L TR G-(HRFRRY) L7z, 7pds, RHMEIRIIBAER 12 M & LTz,
FEER - A IWERENT RS 17 B 2 BNCHEHESUG S A B, 2D 5 B 1 BlIEEC/HICBIE L=, o 1
BIIHEREBEREIC B o 72, Bl 12 UG- IEREIC B W T 17 BB A L, BB T 16 #1T
AL, £, BREBHEL LTiiEZ L7 F=fE1 11.5mg/dL LLT ] 285 61, [1.6~3.0mg/dL ]
2511 6], [3.1mg/dL LA E] 28 1 Bl(BEREREHEB) TH - 7=,

TERIDAZNMEIT D T2V LIZIERBETH D EEZ BV,

=B E
AR A= A SOG
. 100% 93.3% 13.3%
B (15/15) (14/15) (2/15)
SEARTE A 212 212 0/2
N 100% 94.1% 11.8%
€N (17/17) (16/17) /17)

DTS, fSHE. BERBER /NGB HEIZE I+ 5B &G0 ]
MM ER e L
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@ HeEEER

i) FBIEICH T HIERERIGOME 0
EN TIE R RRBR 2 J20 L TV WA, SKETY 7 0 AR Y v & DS ik EEAE 2 Lk i R R B
Il S Av7z, /NI 30 Bl & S e RS REARE 263 BiIllC, 4K 0.075mg/kg % 12 IEfE] Z & 12 4 BRI DT T
FRE ST 0.05mg/kg % 12 FEEZNT T 1 H 2 ELAGREEHE L. NARFTREIZZ24UT 0.15mg/kg % 12 IRffE] 2 &
RO U, e BRIEM, MHREIC LV & E&EEFHFE U=, MAIO | FAEFR, | FEER, Ak
HHESOGRIR, R ORWERIIC L 2G5 LR % ik U= iR, AR OERNARMENRO bz, i
A% 5 M OBEFRHA 2N FTRE T dh o 72 263 Bl O RFEAAFIT 79.0% .. HEFILT1.8% Th o727,

FEFRBRIC BT 2 MRS OIHNC X 2 &G SN AEA &R B ¥ 77 ) A2 & LCT1EO0.10mg/kg
AP UL T RO FHESR CAR LT 24 B2 CRIEHET 2, ARATEEE o2 BRITTE 57210
HRNICRNBE IOV #Z 5, | Tho,

i) BHRBEICH T SIEMERERUTBE R xTE X RO
a) BIERXEER (GVHD) FEHZHE 1219

EANKROKE TS 7 v 2R > & OEER IS LR Hialih 2 5 U7z,

EINIZBWCTERE RS 68 BIICAAIZFEAE 1| HATL Y 1[010.075mgkg, 1 B 2 [BHEABG (I 7E1L), X
IR PGS T REIC 72 5 £ T 1 18] 0.05mg/kg % 24 FERHpE S0 U7, #8583 AR R, i
LOMIEZ VT F= % LR Uiz, WAl RS2 GVHD %813 (Grade I LA L), SAFEAELT
BOBERRE, MEEERFEBIRE K O AR R B A e U7 /53R ARAI DGR FPED
B LT,

F 7 KEICBWT, HLA #A RS EE 165 61 & O MM B B 90 BillcAKI 24 1 B
AL D 118 0.03mg/kg, 24 RERRFEAG L, WRAFRRIC/ARIVUEROEGICO V-, f&o&ks
BIXELE OFRIRN G- D 4 5 & LT, WAl R FEEME GVHD %8B (Grade [T DL 1), BFEAAFEE,
PR EL O EFG LB LR, AAIOBRRIA MRS b,

(EYE RIS T DR SN HIEROHZEZ, TEE, B 1 ARk 2 7e Y A2 LTI1H
0.03mg/kg % EFRAHIT LT R BHESE TR LT 24 B2 TEEEIET 5, £72. B E 3
BRBBICAR O G 2T 25A12F, 8%, 4270V A2 L L1 A 0.10mgke % BRI
7 R O BEESHE AR L C 24 BT CREFRET 5, WIRATEE & 72 5 71213 T & 2721 B0 TR N #%
HiZv#z b, | Thb,

b) BiEFXIEER (GVHD) BAINE
HREERR L

i) BBMEICEIT5ERREOIME (—XEE)
BRAEIC IS 1T B BUFHIIREIZ DUV TR EREGERER 2 S L TV 720, —RIBEIZ DN T 7 B AR Y
> @ historical data & Fg L7z 1D,
BRBREE 2 Bl 2 BRIND X 7 1 U AR 0.15mgkg % 12 Rl & Lo N5 7' )L, il
%1% 0.10mg/kg % 24 KRR i iiE, £ O®%IEAIE LT3 BLINIZ, 118 0.15mg/kg @ 1 B 2 [A#%
A&G(0 72N e Lic, 5 EITERRE K O FREZ b & ICHRE L,
WAID 1 FAEFR, EER, BSOS EOAT oA RERZENER 2 bk L7=fE 5, KRB o R A
NRD LT,

V) DRSHE, TSN, BERSHER UUINBEHEIC £ 1 B KR IS O M)
AR L



V. ARICEY HER

2) REMHR
@ FFBEICE T2 ERRISOHME >

1990~1991 AT AR 0 T FEAE % 52\ F 72 JB3E 24 iR, fikfe s 5- S 4u72 16 Bl OB BRI ATRS S (1992 ¢
ST, #7278 ) AARAFNTD 72 AERWEEI ) 551 B, & 792 BIZ KA TWD 0, i
NIRRT, EFIAETFEL TWD, 16 BIlH 14 BT OATENRAREL /s> TRV, £z, 16 #il+ 14
BITAT A KD OBERNATRETH 7=, ZOM., EEZRIWER. FAERA MR & OURYEITR

Lo T,
Q@ BHBHMICH T HIEMRS R UTBHE A E E RO I

) BiERXTEER (GVHD) FRIHHE
a) REIHRGHBRGEAHNITH 7 246 )20

o5 TARRAER & OV LA bRl sk Bt SUEF] 131 B0 5 5. 77 B CBAEL 100 B £ CTORERIRIE T 1%
LA a ) AAPRKGE RS S - (Rl 381 BIML & E ;677 BE), D OEFITEAER 100
H LRI T2 IS 30E Lo, AH & OIRIRBIRNEE TE RWEEFHIERIT 5 51(6.7%).  BRA: A fE 52
WABNT 15 $1(20.0%) TH > 7223, Wb BAE#E 100 A £ TOME(ZNEN 40.0%., 78.7%)% K
< FRI- T,

b) BBRFA G A AN 7 v Al )20

i)

55 TUAHRABR K OVES AR FESGRR O SEB] 131 100 5 B A PEMRAT 5 125 Fl4aF1Z >V TEBR
AN LT, BAE 14 24, 3 FEORBEN GVHD J LR, BRI R &K ORKEO RFEE
FRIILTOIT L Tholz,

1814 GVHD RIRFE, £HFE, BRE

BR2ME GVHD #H % BRAEFE RIEEIEE
15 42.6% 75.8% 14.2%
24 47.8% 66.0% 18.9%
34F 47.8% 62.6% 21.2%

<BE > WRIAIOARBIHZ DT — &

FWIBE 5 % ONB BRI (9 10 A1 X8R 2 15 FH)7

55 A RRER O A3 ZhIEFRHT X GHER] 9 Bld 5 B 5 Bl THARE 100 H £ COFMBHIMKE TR b X7l
LA DG 5 S (B At 112~270 H ),

FEhE% 101 B LIRRIZERD B AT HERL & ORISR E T & 7o W BERERE IR « B AR AR Al 5L 5 28 1,
TRIFIEL NN Y 7Y v U R EF& 21 BITH- 7=, BAE% 101 B LI, 2t GVHD M OMEM: GVHD
DI BBUT A B NI o T2,

55 ARG O A W HEMHT R RIERF] 9 BIOELF « BT L WFIRBOBERIZHOWT, ¥7ul) AREL
Hk - TR G IBIFHEZIT o7, EORE, BIERFH O R IVEIIBH% 327 B T, JFEBOHIE
N 1AL TR OFEEROFRICES 1 HlE2ED 2 680 Sl

BEANELR GVHD) ARHE
AR L



V. ARICEY HER

Q@ BBMEICHITBEMRIEOIME 20
AT T1ARERER K OM& 3158 T AR RER O A W MR e SE B 104 BIIZDUWNT, 3 o H ORHEHIMAE 7% 6
BEFHAZ FE N L7z, 2RO OREFOEFR R OEFERIFUTO I EL Tho (@R ANI I 724

o
EHFE, EEBE

HOAE O M €D 1 4F 24 34E

oA Bl K 104 104 104 61

B AN b 0 0 0 0

EREBE A7 (100) (100) (100) (100)

AN X 3 3 3 3

eS8 FERE B A7 (91.2) (91.2) (91.2) (91.2)
& i ﬁEtﬁ%& 3 3 3 3

HEAFER 97.1) 97.1) 97.1) 97.1)

A B 0 0 1 2

EFEBHE AR (100) (100) (98.6) (95.9)

FEAE AL 4 6 6 7*

= BB R (88.2) (82.4) (82.4) (79.4)
& i FEE AR 4 6 7 9*

AR (96.2) (94.2) (93.3) (90.1)

(%)

(RS, FEAEB PRI IIMAIL) D 2 RO LT, HEEEF S ETe,

* 0 T OMIT 3 AELIREICHEREFERE L 72IEBIDY 1 BIGEREBADH Y,

FIBZEMEICHOW T, MReE G-I H 7T L 72BN M ORI R A S OSB3, RO

TEL 3y AETORBBEITH AR Lz,

BEHREREERR VR REERERREE

ERAAFR, AEROFHITIBWCITIRESIRA 3 FERGOIER] b & N 5 7= D RREAFR, BEAEERTRLE,

ko 0 FHl

~3 %A 45 H~145 ~2 4 2 A @ » A LIKE)

A 77.4% 21.5% 7.1% 3.1% 26.6%
(82/106) (17/79) (5/70) (2/64) (21/79)

B e b (5 46.2% 12.7% 8.6% 4.7% 22.8%
(49/106) (10/79) (6/70) (3/64) (18/79)

@ DLIHE. T, FEBER O/NNEBIEICE (T HEHE RIS DI
M ER L

(5) #BFE - WAERIFER

B R e L




V. ARICEY HER

(6) AEEaE

1) EARERE (—REAKEAE. FECAMERE. FRARBEEERE) . HERTRT -2 ~N—XFH
E. HERTREBERABROAS
TR DA DL NTRAITLL T DO LB Thotz, ok, 1 ARG ELCMPRE® A& 513 b
7 ZE)NZOWTIE VI EYBEICEY SEHEE | 2, FHIMOLZEMEICO N T VL 2% (ERLDE
EHICEHISEB) 22MI oL,

D FRHEIZH T DERREOIME 22
FFRAHEIC 31T DRSS OIFNC KT 25 71 75 7 (h 7R, EHROMEHEET TOREMR B,
WCAMEE . ZThbICEEL 52 2 BROMELZ HRYE LT 1993~2003 A Z1T > 72,
ZORER. 6 » HBREAFERIL, AR B TIX 74.1%., /NG04 B TIX 87.9% Th -7z,

Q@ BHRBHEICH TSI RIGR UBHE A XE RO HEH 22
BRI 23T DSOS K O 7% g E96 (LA T GVHD & ) Ozt 3 % 7' v 77 F 7 (K.
7 7'V JERD)OFEHERE T COREMERLWNCHIMELE 2 b ICE L 52 2 1R OEREE By &
LT, TRi#E131999~2004 412, RS 513 1994~2004 F\ZFHE LT 7=,
[FBh# 5]
Grade [l LA £ GVHD O ZFERBIRFEEAEL 100 HFRER)IE, BRAQ21S5 BI)TiE 44.1%., /NRA17 BT
40.8% Th o7, 7ok, KGRI E CORFKAER TlX, HLA @& [FRMRBHE D 64.0% % 5D TW DIzt
L. TlREBEOFHETIL21% TH- 72,
R 3eEA
2k GVHD 1253 2 Ah=1T, 56.8%(42/74 By TH - 7=,

@ BBHEICHITZEERISOINH 262
R 1T D HEMESUS MBI % 7 a 75 7 QK. R, BERD O I ERE T To% et
ROLNCHEMEE . 2B E %2 52 2B ROEIEEZ BV E LT 1996~2006 4FIZHRA 21T - 72,
T ORER, VFERFAEFRL O BB R, BAN(1,233 i) TIXZILZE 98.6% K TN 95.8%, /I
(205 ) TIZFNZEH 993% K R 97.3% T - 7=,

@ DBHEICH T DIERR SO 2
Tl OFHEIZ BT 5 OB —RIGEIEFI(10 B 12 HBEBAFERL O 12 BREBAERTIVTR Y
100%., 12 B RHEHSOSTEBRIL 40.0% Th -T2, F72. 3 FEBRBAEGFRLO 3 FRBAESERIINT
b 100%, 3 FRFEEM S HEBLIERIL 50.0% TH -7,

B MBHEIZE T HIEERIEDHNEH 29
iR 1% DA (2 31T D A — RIGRIEFI(12 B 3 ERFAEFERK D 3 ERBAESERITHTNL
82.5%. 3 HFERMEIEMSSFHEFEIL 75.0% TH - 72,

© HEEBIEICEH 1T D EERISOMME

il #% DA I 1T B R — R IBHEIER (35 15]) D 4 4 BFEALERIT 100% . 4 - BFEA S RIL 78.3%.
4 FERFEEMROSRBIRIT 37.7% ., 4 FERFEA VAU VBELERIX 95.5% Th o 72,

2) RBEHELTERFEDRBERIEEME L 1=5HE - HBROBE
LR



V. ARICEY HER

(1) =0t

1) DFEHEIZ E (T B 3EHE G D3Nl

SAENZRB W TV D 7' v 7T 7 (FEHHR 5 72 V) O HEHE OGO INHEIZ R SRR S AT 25 31539,
<HE>

ORI ES B34 v S
ROMIZEB W T, 18 Ll EOLBHEEBEICHY 70 ) AAEZERE L, AFIOEMEZEGTiEERETD L&
HIT, AINE L eIz OV TR Sz,
ZDFER, 1 RS TO Grade3A F VUL EOIEHESG O BFEIERBIRIL 742%, | ERBBHEAGFRIT
79.6% T, AFIOFHERZED b,
BIER ORBLIZRIT 96.3% T, 20%LL EOSEE TR LN FIERIEYYE, BHGER T, SiE, &
B A, B, SIREBIIE CTH o7,
DR BRI Z MO MR L OV U < 1Ak E 2 38 8 2 iSO

Q XEZMERLLERGER 2
KENZBWT I8 UL EOLBHER 41 flicX 7 a ) AR EEHG L, Bk ZEeMEIC OV TR S
iz,
ZDRER.6 » ARESTO Grade3A LA EDOFEM LG O BFEIERFLRIT 45% . 1 FFREREEFRIL 90%
T, ARANOHHMENRRD T,
RIVER ORBRIT 79.5% T, 20%LL EOSEE TR ONRIERIZRE, T, ERTHY . 7. K
YIiE O R B 1T 2.6 JEY4/patient year “2TdH > 72,
ED)IAEMTEE 1 AHT 0 ITRYYEN KB D HEE

Q XERFHIAERER (L FEHE) Y
PER DG P PNHIERTE TITHERFREE D L < IXIBBEARMHED LBHEEE 16 Bl kR, ¥ 7 v ) AADORK
FEWHRE R & a2l oW TR S,
) 182168 HCEHWMMES.D)OBIEMM Y, BEAFR, BIEERIILEDITI00%THY, ¥ 71
U 2 AVTRER D G B N HIRIE CIlIHERFIREE & U < IXTRIEAIYE O DB B ORFHIIRIRICB W TA
MTHDHENREBRENT,
20%LL EOBETH LN AEFRGIL TR, TR, BHERERE. O, ik, KEThoT,

@ EvYN—TKREE—ERRE RIS
DR 122 Bl XIS 7 v U AR % O 7o SRS R IE O B 0 & OV 2PEIZ DUV TR
7,
| FERFERE AT RIT 90%, £ 7o, MRS HBISEE X 0.09 episodes/100 patient days ) CAAI DA H
PERFRD BTz,
ZARMEICE LTI, 7 v7F= 8, @i, RPN, RYYESEN LT,
132 100 BRI THRE 1 AH 7= 0 ICAME SR I $ 248

2) FHFEHEIC & 1T 5 1EH R S D]
AENZBWTHIBREICIIT 2 70 77 7 (K « 1 72 V) OFEH I S OINHIZD R D3RR SFL TN 5 3335360,
<HE>
@ KERFHAEAER (HisHE) *

PEFR DG INHIFRE CIIMERFREE S L < IXIBRAMHED MR B 15 fla 3, ¥ 7 v ) AAOK
BRI L R atEic oV TR STz,

) 165292 H(CEHME LS. DO MM b, BEEFRIT 66.7%. ke EERIL600%THY, X7
2 U A AIER O PR L CIIHERFREE S U < IZIEHEANITRE O I A B OB TR # I BV T
B THDZ ENRBEINT,

20%Lh EOBHE CH LA FEFRGIIEWEER T MPREEE, Bl R ThoT,



V. ARICEY HER

@ EvYN—JKREFE—ERRE RIS
Ji A 66 Bl & RSB & 7 v U I A % T JEEE S B E O 2hit e OV M DV TR S
7z,
| FFRARRF AT RIL 3%, F - A MM SO R B 1T 0.85 episodes/100 patient days Toh o7z,
% R 7 4+ 7 — LTZBROIRRE L ORI i b 8% M AT T PAZEMEMEE R OFBLEIL 21.7%
ThHoT,
LZAAMEICBE LT, BEE, st BYEER ST,

@ TaUANVKPEIERHRE ERERHRE)®
i REE 2RI X 7 a ) AA=THFH7 V) EEGO B, #7n ) bA—Ia7x/— ) BET =
FRE2 B D IE & VROV TRF ST,
270 DWA=THFFATY FEHO 3 FERBEEEEFRITTI% ThoTo, £, BMEIEMBRIGCHE
BHEII X 7 a ) AR =TT 47 Y PIERET 0.6 episodes/100 patient days, # 7 2V AA—I 37 =
J —VEEE 7 = F)VRIERE T 0.3 episodes/100 patient days T & > 7=,
LEVEICBE L TX, 7 L7 F= BN, MHBERER S . BYMESE N A LT,

3) BEBMEICH T HEMHRIGDINHI
SENZBWCTHERBAICR T 2 7 1 7 F 7 (S - 71 72 V) O HEHE RS O 2h e 23R8 ST % 3739,
<HE>
@ KEREFHAERER BEBHE)
BEFR DG INHIERE CITHERFREE S L < IXTTABEARMHED B EE 21251, ¥ 7 a ) LA ADRK
BHRIRR L etz o TR sz,
¥ 12087 HCEMMME E£S.D) OB, BEEFRIL1.7%., HMesEFRITI33%THY, ¥ 7
12U A IGE R O S R T IRHER R EE S U < IR ARIHE OB R E ORFE IEFICB W T
AT LR Eniz,
20%LL EOBEECTAH LN A EFRIIIREBIIE, B, ZLT7F= 8N, ERThoT-,
Q XEZHERMBITIRE ERERRE) S
199445 H 1 HE D 19954 11 A 15 H ORI KE 14 izt TH 7 1 U AAREG Sz s B
362 B DUV THENT D3 T T,
BRI X 70 ) ARAET T4~ ) —iEL L THW-EMBMIESAREQLS B 1 FRiEBE A
TERIT 95%., | FEREBMEEAFRIL 85% TH Y . BHMBHOFHEEGS #)o 1| FEREBREAEFRIT
91%. | FEBEBMEHEAERIZ TI% THoT-, £z, 7 1) KRR O G IHIRIE CIEMER A
#tt, U ATIBFEARMHIE OB BRE (112 B ORFIIEFRIZB WA TH > T,
HEFESGLE LT, BEE, Rk, REEPE, VA4 M AT U VABRENRL LT,
@ EvYN—J KREE—ERRE RIS
K AR EFEEESIEIHEA S L CHWE 123 BB EE TOAINEIC O W THRFT SNz,
PUAA V20 v a REEIT LW 7 0 ) A AREIZBWT 18 » H (PR OB o B
TFERIT98% AR A ZRIT83% TH U L SMEDFIEMAEHE SR X 2 A ERRE D BEME I X 72 v o T,

4) INGFSHEIZE 1T B IEHE G D N
SNENZBWCT/NEBAEICRBT 2 7' 0 7T 7 (EFHR - B 72 )OS OIHIN RS MR S TV 5 3949,

D YIRBZUAVE)FRERVUIA 7 I KREMBHE FaRIRE) ©
270U LNAERNEU T AR o F o Z Y FRFO/NGBAE 9 il 1~4.5 £ D BEAIFRIT 78%. I
TEBERIT 6%, ~A T I KRFEO/NGBHEL 19 Bl 1 FEBEEFRIT 64%., B EERIT 60% ThH -
oo VERZ A UH Y ARFEIFITOREREGIL, BEESH. B Y > E 1 H], 805 RUE
2 BN A VARG S 2 72 ECTh o Tz,

Q@ EvYN—YRFE—ERME BRRES)
1990 45 H 725 1997 A2 9 H & TIZ M 47/ MEREAE 98 FllZ DWW TRsT S vz, /M ME%IZ Y 71 Y
LAZHWE 1, 5 EOBREEGFEREIEISEERIT. ZNEFN 2%, 48%., N1 64%., 40% CTH -7z,



VI. EHEBEICEEY S1EE

1. REPHICEEHHLEMRIKEEME
T R AR Y VOGN

EE  BED H LB OBEUIZRFIL, OB FHRL ST 5 &,

2. REHR

(1

(2)
1)

2)

3)

YEFERL - 1R © %

Z 71 ) NZAOGREMFITERIL, & LT TS L D0k - B O FEA 2 PLET 5 2 &1 &k v Jgd#
SNDHN, ZOFEAREIZIA vEL V¥ —RNA ~DIEE L~ULTHIH SN 5 Z LIS 2EZHNT
Wb, Z7a ) AAFHIIENTY 78 ) AAREGEAFEKBP) EEA L TIEHZRET I EEZONTWD
NCOEAITII 70 AR UEEEHA THHI 707 4 ) LI B ENHLNE RTINS,
COMEEAOHENREZ 7 ) AR 7 a AR b OVEHOFER OBREOFE L L THATWS &
Hhis,

N HFE T B RERAE

RIERICHT HIER S

~ 7 2D MR Z VT2 U COoSBRIB A RSENNICBW T, A v X —aA X 25 NIA v A —T =
0y O THIBHB RO A N A VEAZIGIL, B2, b MRIF I EEZER A T CD3/CD28 THiIliH 1
D FOSIZBWNT, RIEVEY A N A Th DIEGERF(TNF)a, 1 F—mAF2 18 RHNIA &
HZ—nA %6 DEALIEIT D, —F., BEMROBEIMEERIZ NS OEMICkE L T, #

WP RENTND,

REBZRUSN T B4R 4

Z v M AR O R O X PINRES R & DA ZEME ORI . 4 2500 5 oD BE NS ATIRIZ 64 2 HEFEAE

EHREHFT S,

fE2sBEETILICHT 51ER

OB BT 2 FFHEFRBRIC B ORISR SO 2 B L, AFRE2 TR S50 =7
AP A XD Ty kD),

1 X TORFEFBEICHT 58

(%)

1004
) $—o—1=[:i —e— A (n=8)
/) ] —o— Frm) AR Img/kg/H (n=10)
13-_ 50- —— 27O AR)Y 20mg/kg/H (n= 9)
& i

{oan 11 S Y Sy S S

0 2 30(H)
FERS R A3
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@B IHE T BT, PHRR ORI 5 OWFAUT BT & BHLR RHE 55 2 30
L., AFHMALEESEDH(w T A, T v | 3550

Ty FBEARMEBEERICHT S22 780 LAARUTL I ARKRY D OMHR (FHMIRE)

(%)
S o LT B (n=10)
30 O ZHZI LA 1mg/kg (n=10)
4 V ¥2uRR)r  15mg/kg (n=10)
4 60 O 7u2R)y  25mg/kg (n=10)
¥ i
% 40+
20+
b N
0 T & T ]
0 10 20 30 40 50 60 (H)
i ek T 7% A e H B
Sy MBERRBIERICATS490) LRARUIYORNKR) DOHE GREMES)
(%)
100
80_' ® o lin B (n=10)
| Axya)AA  1mg/kg (n= 8)
& 60 o #7u)iA 15mg/kg (n= 6)
pia . Vv ¥ 7uAFR)r 15mg/kg (n=12)
407 O3 raZ+)> 25mg/kg (n=9)
204
G : T ' T - | : =T T ' 1
0 10 20 30 40 50 60(H)

WAl N A A2 H 8

QEBMITE T TRV T, BHlEGIEMESOS 2 RIS L, AFHRZER SED (e B D, A X9,

Z v k),
Sy FTOBEBIEIINT S Zv FTOBEBIEIINT S
2501 LRADHE O ORKRY CDOHMR
—e— HliEE (n=7) —o— XIRH (n=T7)
—O0— 70% 35 70.32ng/kg (n=T) —O0— ¥ 7 a0 AR ¥3.2ng/kg (n=7)
—— 70% 77 lng/kg (n=7) —7F— Y7 AR ¥ 10mg/kg (n=T)
—— 70 %77 3.2ng/kg (n=7) —O— > 7u2#1 ¥ 32ng/kg (n=7)
(%) (%)
100 1007
90 90 J, >
80 80
70 1 70 1
60 £ 60
1 501 17 50
s 401 e 10
0] v v * %]
20 1 20 1 .
10 1 10 1 =
0 b - Or . ) 0 . . . . !
0 20 40 60 80 100(H) 0 20 40 60 80 100(H)
TR O H RSO H



VI. EHEEICEY HER

OOBIET VIR T, Bilfa RS 2 8Hl L, AFHHZER SE5(T7 v b)Y,

Sy FEMEDBEICHT S50 ) LZADOHE

FEHA & 5B (mg/kg) #ildx BRLAER A R)
%tHR — 5 6(3 I5), 7,8
2yl AA 0.32 8 5,6(3 L), 7,9, 10, 11
1.0 8 9,35, 68, >100(5 L)
32 8 6,26,45, >100(5 E)
10.0 8 15,21, 25%, >100(5 Jt)
vraRRY v 32 6 5,6,8,9(2 I, 12
10.0 8 5,18, >100(6 PT)
% 1 ARSI
OFBEE T MW T, AFHHZIERE S8 25 (A4 X)0,
1 XA T 5270 LAOHE
FEH 5 B (mg/kg) e iy kS AL B ()R OBETREA
*HR - - 5 7~20(4 PL)?, 13°
VA= PN 0.1 A 5 72, >28(4 L)
raARY v 20 o 5 >28(5 L)
a:fEME b KUEXWE RO - D EEESE

% 0.lmg/kg DRI 581 032~ Img/kg OF% OG5 EITHY T2 LHEH S D 9,

OHBET WIZBWN T, AR ZIER SED (1 X)%),

1 XEBEITHT 52780 LADHR

B 58 B 5-8(mg/kg) 5%k AR S BE(A)
i FR — 5 7,9, 11, 12,21
HH RS 0.1 fhiE 7 7,8,11,12, 13,22, 27
0.2 fhiE 4 10, 18, 21, 33
0.3 fhiE 5 18,18, 19, 26, 73
1.0 &0 5 19, 24, 29, 30, 53
IR ER S 1.0X5 H(@4~8 B)fniE 5 18,21, 24,38, 44
1.0X3 H@4~6 B)fFiE? 6 21,28, 31, 50, 63,73

a:20 ALLEAFEGNCIE 10 B 1.0mgkg fHiE#E 5 Lz,

O/NBBEE T MIEBWT, AFEHREIEESE5(F v MY,

A fiER 52 (mg/kg) LR EAF HE(H)

popiist - 11 6,6,7,7,7,7,7,7,8,9,9
Zral) KA 28 10 7,9, 13, 25, 33, 36, 38, 96, 118, 131
vruaRARY v 200 7 5,7,9,10, 11, 13,23

a : 7% 8~30 BIL Imgkg k@ A &5
b : #71% 8~30 Hi% 20mg/kg % & H #% 5-




VI

EMEEICEY HEE

4) 2o0) LRESYORKRY U EDERLE

(3)

Ao0Y)LRESHORKRY 2 EDIERLLE

. il B Je O ARBR A
R B Gk Zrual) LA rmaARY v ik
in vitro TO S EINHIER
U BRI G B RG =N 0.18ng/mL 17ng/mL 45)
~TA 0.3ng/mL 40ng/mL 65)
AR S A T HBAE AR RR ~ U A 0.23ng/mL 37ng/mL
A B —a A X 2 AR ~ A 0.1ng/mL 18ng/mL 45)
A F—=T7xur yERk ~ A 0.1ng/mL 4.5ng/mL 45)
B il HE A (HT 1gM #13%0) ~ A 0.2ng/mL 66)
in vivo "C O MHITER
PUREAR ~ 7 A(po) 4.7mg/kg 35mg/kg 65)
AR A S S 7
TR AH 4 X (po) Img/kg 20mg/kg 52)
1 (po) 10mg/kg 51)
7 v b(sc) Img/kg 10mg/kg 53)
S 2 N %1 Z » b (po) Img/kg 3.2mg/kg 59)
TR 5 Z v N(po) 32mgkg 4 BHED | 10mgkg D4 BH LY | 59)
DG THR DF 5Tl
LFEAE 7 v k(po) Img/kg 10mg/kg 60)
GVHD ##i E
(TR $ ) < 7 A(po) 3.2mg/kg 100mg/kg 54)
Z v h(im) Img/kg 15mg/kg 56)
(TRIFRIE 5 ~ 7 A(po) Img/kg 32mg/kg 54)
Z » h(im) Img/kg 25mg/kg THFHIM D | 55)
EERD LT
Z O DER
B B 4 T ~ A 1100ng/mL 960ng/mL 45)
ST TR A A (iv) 0.1mg/kg 0.6mg/kg 49)
¥ ipo: ROEE sc: B FHEE., im: HIANES. iv: BIRNES
XK 1 in vitro DIRERIL SO%TERVEE . in vivo DFBRIT 50%ER &G & X TRV A& &

7B, invivo TOX 7 v ) AARETEKRYERIC CER

{ERISCIRBSE - FHIRERRD
MR L




VI. EMEEICEYT S51EE

1. mMPBEDHT
(1) BELENGOLFERE
5~20ng/mL(‘E AT 31T D BHE % i £ O 43 REHTIZ 1X 10~20ng/mL)

(2) ERARFEBR CTHR SN -MHARE
1) B%iE

OB TORKRBRICB T, BRABBHEE 9B T, B A OFIRIEFIRN 518 & OB
T~112 B HOR O H(F 0 7T 7 5 72 R i s EHER 2 st L7z 9,

DEAIRN % 5

0.075mg/kg 4 W AR IR 15 5-RE D i FR R EEHERS 1 0 B L 72 38BN RE X 7 A — X Z LU T IR T,

BN S ROEMBE/ NS A -4

tin2 AUCo-121 AUCp-o CL* Vs ¥ Can %

(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
XK TIUT TR (CE¥£S.D)

% AR

RO+ 4 IR IR SRR T AR I, P E

OG5 (Tn 77 707N
0.16+0.03mg/kg(CF- 4 #¢ 5- 5 = S.D)& G- RED I i BEHERS L 0 R L 72 3B B R T A — X Z LTI

N A
HTEILBESROENHENRTA—4
Tmax(h) Cmax(ng/mL) AUCo.-120(ng * h/mL) k7 7 fE*(ng/mL) F*¥(%)
42429 44145 274+£198 1612 20+17.8
3% 12 R i H R R (CF¥)+8.D.)

X AERPURI A R

QLN UORNKLG(T 1777 7'L)L TN NEBEES 14 4112.0.0960.016mg/kg % F RN

(2 24 IEfETRFE AR L2 RFD PR BE1X . AURBAAARTC 15ng/mL, BAkA 4 KFff1% C 30ng/mL, 24 FRFfEIf%
T 38ng/mL T -7 97,

@R ORAIZB N TR LN/ NEBEBEE TOREYBRE AT A —ZFUTD LB ThoTz %),

D ARA 5

/NS R 8 BICEYAERS 9 I 7 v /T 7 CEYE B 0.079mg/kg) & 24 B

7oL T ORYENRE T A —F 2 ITFIRT,

24 B AIRN RS RO EYFE/NS A —F

ot iR G- L

AUCo-24(ng * h/mL)

CL*(L/h/kg)

772337

0.098+0.0367

R VTT A

i)k &5

(CE¥+SD)

NV AR B S BICEEIAEE 9 S 7 e 7T 7 (R G 0.218mg/kg) & F A 1 AT & R EZ I
BH L EOEYBEE T A —F ZLITFITRT,

HRAIRICREROEYTE/S A —4

Tmax(h) Cmax(ng/mL) AUCo.120(ng * h/mL) F¥(%)

A 1 R A 1.6+£0.5 51+24 247+85 11.9+3.7

iR ER 2.8+0.8 2811 205+78 10.0+3.9
MAMRNA =R (E#)+SD)




VI. EYHEICEY SEE

@ IRE OREIZIB TR LN B S L < IZHREREPIM O 1 ARG L mMPRER ARSI N7
ZENIL T D LB Tholz ),

DEFAIRAN 5
BEVHOKRSELMPREOHE (BBME. H#RAERE)
| —ae -~ GRIEE —e— G|
L R A
AR (~1535%) (106) (166) (109) (83) 73) (43)
B A (16~ 401) (716) (414) (235} (203) (92)
015 -
+430
E
o~ i)
= —_— - Jog B
=S N N ~C-CF Sy i 20
3010 4= K
) a
J10 =
E 03
] E
i
a =1 =0
= 0.05
|
0 L 1 L 1
0 1 2 3 4 7
o L BB ez Sams
A (~15m)  (142) (191) (141) (112) (83) (44) } Sy
BN (165 ~) (837) (946) (610) (437) (284) (110) 1
e
kO s
BEVHOREEL T JEDHERE (BERME. #O%S)
|-~ ISRMEEE —e— 16R~ IR |
TP N 522
AN (~158%) (12 (44) (7) (10) 17 (42) (70} (124)
e A (165~ {50) (495) (79) (159) (455) (472) (533) (949)
050 - 30
=y
040 =
m O 20
3 o
= =
3= 030 F 10 &
E g
ﬂi‘ 0.20 |- 0o -
isr(
I
[ 010
O 1
2 1 0 1 2 3 1 7
P 98 5L Ll ERIID i
AN (~1555) a® o az» ay a9 e e e [out"
A (1675%~) (983) (1042) {149) (225) (531) (699) (799) (1080) : N i
U
—rr m— |




VI. EYHEICEY SEE

2) HF#5iE
O/NEIFBRE RS 16 FICEAER 5.3 BOICB W TIE, AR EBRE T 2.7~44 O DK 5 ET
FIREOIMEFRENSEONZT, GAEATOT 0T T 7 h T VEGRT —4)

@i OTEIT B CTH S BRI 1 BT L IR NS R T 7 ) F o L 5
D Thot M,

DRI G-
BHENHORSE L NDREOHERS RTEME. #IRNES)
| — =~ ISRIPEET  —— I6i~ iR |
TiLF 3 A i B
AN (~15m%) (7) (92) (99) (93) (90) (72)
1A (167~ (3) (76) (73 (74) (68) (58)
015 - =30
E.
~ £
T fE
2 ot g
= =
iz} =
o = 40
E o005f
1 T
D 0 E. 4
0 1 2 3 4 7
e N PRl s
AN (~157%) (40) (10D (102) (97) (99) (76) s fir
B (168 ~) (25) (89) (77) (75) (73) (64) " 1?@ S
== 1R
i)fe O % 5-
BENHOKRSEL b J7EOER (FRHE. #O%S5)
| ——te e SRR ——— 16~ TR |
I A0 i £
AN (~151%) (25) (8) (185) (208) (311) (260)  (387)
A (167 ~) (3) (7 (64) (89) (121) (1200 (146)
050 - -30
E
= =
o 040 A=
) =
N =
g 030 e
E 5
e =
B oaf 10>
i:;(
311 0.10 —| .
0 1 1 | 1 1
-1 0 1 2 3 1 7
. AR
i ) B , ERIU T
AN (~155%) (343) (20) (301) (360) (365) (379)  (408) e
WA (166 ~) (98) (11 (116) (138) (147) (157) (160 ﬁﬁlmﬂﬁ
——_r m— R |




VIL.

EYHEICEY HEE

3) EEESiE
OFFIRN G-
SRE BB ERE 12 1l 7 1 275 7 0.017£0.004mg/kg % 4 BEREFFARNERGEEA L7z & & O I i g

ZUUTORNZ, HEYENHE T A — 2 Z L FTORITRT, RBMHPREHERIT, 1 #1211 FloFER
JEHERS & RG] & L COR LTz, MNEAT —#)

HIRNR S RO M PIREDHS

100+
801
60 1
401

Ifit %2 BE (ng/mL)

I 1 (h)

FIRNIZ SR DEDEE/NS A —4

t12(h) AUCo-24n(ng * h/mL) AUCo.(ng *+ h/mL) Crmax(ng/mL)
18.2+12.1 216190 320252 30.8£35.2
(CE¥J+S.D)

@RNEE(T 7T 7 Hh 7Ly

SAENEBESHEEE 11 Bl 7 1 27T 7 0.06310.03Img/kg Z R N#E5 L= & & DEYBNEE T A —H %
UUTFIRT, GMEAT—%)

BOBRSROENHENTA—2
Tmax(h) Crnax(ng/mL) AUCo-12n(ng * h/mL)
1.6+1.0 44,6134 4 406395

(CE¥£S.D)




VI. EYVHEICEEY HIEE

QOMIRZ OREIZBNTH LN GG O 1 BFSEEIMPREGORGIZ N T 7T T L
BYThHH-7=P),

DEFAIRAN 5
BESHRNHIOREE L MFREDOHRS (FHBE P . F#IkRRE)
| ——o-—~isiglpite  —— loR~ i |
L A B
/IR (~1588) ) 7 (53) “5) (35) (43) (106)
HEA (168 ~) ) (92) (115) (52) (86) ) (200)
0.15 - -30
2 oot 1 T % — =
& =l —— b -10
E L+ 308
] &
iy 10%
x 005 5
o ]
Bis' Nu Nu'Bs Na Nails'l
0
-1 0 1 2 3 4 7
N Mtk E%
NE(~15%)  (102) 09 1) e s a4 11e) {f;fﬁ
A (167%~) (218) (218) (218) (218) (216) (215) (216) L
| | e— N {17 £ 28~ 16~ ‘
BEVHOBRSELMPREDHR (BHBHE CAR) . FHIkNKZS)
[——oe— bl —e— Gl |
L 3 M A
AN (~15%) (2) (19) (24) (16) (16) (19
WA 165E~) 2) (21) (19} (22) (17) (43)
0.15 -
= F
=010t Z
on i
B 7
IE el
Fip L5
an
E o005
|
0
0 :
% 5 Bt SO E
] BERIh R T N
AN~ 15R) (36) (33) (35) (33) (33) GO L gy
FE A (1618~ ) (59) (58) (57) (58) (58) (607 %”’IIL[" -
L g1
| — T A Y I |6~ %5 it




VI. EWMEIREICRE T HIEE
i) 1% 5
BSHRRMNHIOBREEL S JEQOHDE (BHBECARE) . BOKE)
| === ISR —e— 16~ bR |
e 0 o
Y (~155%) (3 (1) (17 a0 G} (9) (15)
B (165~ ()] (16) (11) (13) (15) (12) (17) (34)
050 -
: =
m 040 F =
é 030 | 3§
-
020 F =
_%_:(‘
immy
1 o010
0
P — 5.0 S00% -
A (~15) (32) (32) (31 (31) (30) (29) (29) (29) Emm
HE A (165%~) (60} (59) (58) (58) (56) (56) (55) (56) =1
| C——~ 55 & 1655~ 5 |
(3) thEE
AFNO M PR EIXBEEIC LD EAZEN S D O T IR E D & WSS ORIVE N QN i PR E MRV &
DM M OFEHE P %5 B OFEBLZ [ < T= 8 BE ORPUZIE U Tl R E 2 JE L, &5 8% i
T 52 L, FRICBMER D D WIS ERITHEENC M PR EREZ1TO 2 EMEE LU,
2B BV RE N T 2 AICBREENBO LN TNWDL DT, MHRE L TE 5721 20ng/mL LT
WZHERFT D 2 &
(4) BE - ftREOZE
AFNTE L U CEMRHIESR CYP3A4 TRITSN A0 . CYP3A4 TREFSNHMOEY & OFFHICL Y
AR O AFREEN EFT 562N H 5, F72. CYP3A4 27584 53 & ORI X 0 Ao i A
MNMETT DA REMENH 5, —J7. AHIN CYP3A4 TORBZILET S Z L2k v, CYP3A4 TR#END
MOEYOMAFIRE L LR IEDLRREMERH D, Fo. AAOMEEE BREEHRIX 98.8%LL EE FHWD T,
MIEEH & OBFMERTRVIER| L OMBEEROMRENERH D, ( VL 7. 8EER] OESMR)
2. EMEER/INTA—4
(1) fEtrAE
MY ER L
(2) RULEEE
BRI L
(3) HKEETEH
BRI L

< B > HR
7.93+£5.16h( N BEBAEEE 9 B2 0.075mg/kg 4 BERLSTHEEIRN 5-15)”
18.2+ 12. 1h(A+E BB HE BB 12 15112 0.017+0.004mg/kg % 4 BRI EIRINEREE AR DGE AT — 2)



VI. EYHEICEY SEE

4) U753 R
0.1200.050L/h/kg($5 /1> 0.0611~ iz K 0.200)”
(BBAERE 9 BIlIC 0.075mg/kg % 4 BFRE] A 3 5-1EF)

(5) NHBEHE
1.0100.382L/kg(# /> 0.562~I K 1.615)”
(BBAERE 9 BllZ 0.075mg/kg % 4 BFRE] A 3 5-1EF)

(6) Z0it
AR L

3. BEE (REal—vay) @i
(1) #4755
LR L

(2) IRSA—REHER
MM ER e L
<HE >Rk Ok G
RN AT BB IRV TIX, CLF 3BT O E &I L, Bii%Z OB KICHE-> THRAIZ CLF 2B
HWRT 2B 1 5 H T S50%FEE),
EEMERIGRABEICBO L, ALK ONESRAIC LD P ERET, 61% &) 24% EFT5DTHE
THZED,

4. RIR
(WA FTRALTEY T ¢
YLD
<BE>Tu s T IRAOKGR
20+17.8% [ NBEBAEEE 9 HIIZ 0.125~0.24mg/kg #% Q& 5-(h 7 )EE] 9
31+24% [HENEBEBAEESE 11 H112 0.063+0.031mg/kg £ 1% 5-K] PEMNEAT — )

QBIGBAL(Z >~ B)
7 v MEEEL—=TRICE 7 v ) AR ZRGHOMPRENS, T LT B LAOZENE &0 RIS
no EHEZRSNTZ T,

GEINEFE(TZ v b, B E)
F v MR BIZ UCHE# Y 7 v ) A A 32 KON 10mg/kg #% O 855 OWRIRIT, 221 37% LT 7%
Tho7= ),

DIGETEER(T >~ })
Z7a ) AAFEE LTHEAFZN L CEFICHEHESNL AN, "WHEHRFY 7o) AREZREI=a L — g
VEHE L7727 v M2 1.0mg/kg FRIRNEE G925 &0 #GHHED 81.9% MBI HIZ, 2.7% 03 R Iz HEE &
Niz, Fi-, AAEZROBET D L, BEEHEED 34.8% 03 HHHIZ, 2. 7% RFICHEE X2 77,

5. o

(1) Imi%&— AP @dE T
MABATIE(T » )P
T MT UC Y 7 1 ) A A% 032mglkg FRIRNEE G- LT & 2 A, 5 3RICKIME VMK TE L E
2526 KT 32+ 10ng eq./gCEPME ES.EMRI S 472, 7 v MZ Img/kg #& O GRIZIE, & 5-1% 24 FFfH
FTICRME OV METIEN TR S RBRERALLT Th -7,



VI. EWMEIREICRE T HIEE
(2) Mm% —RREEBEFT @AM
B rm ) ©AA &G SPIEROS N 3 % £ CoOFMmIET A" 3 1.46ng/mL(15 ), 4y %
0.71ng/mL(13 ), *EAKHHLEE 1T 0.2ng/mL A2 B) T, = 0 & = iAW o T2y b A 1% 0.54ng/mL(7
B), BEEHFIEEQ FNTHERS LT Th o727, GMEABAEEE)
Fo, #7v U AREERG ST O 5 MRREO SR PR EE I 9.0ng/mL(8 Bil), T I ERR )X
6.6ng/mL(7 H)TH V., & hCTHEZEET D 2 &2 HE STV 5 SOGLE N REs AR E),
* PR - ENTIXE S, A (whole blood)|Z T FIRERIENITHONTWD, ~~ b7 U » MEFEDZEMIC
X0 ZD BB, mMAERREIL2MEE DK 1/10 TH 5,
eV ~DBITIE(T v )
R 18 HEOMET » MZ YCHEH & 71 U AA 1.0mgkg 2R O#K G Lz &, BIETIIHRE 24 RERI%
W O CIR W REDS B SN T DA TH - 7=,
(3) EiA~DBITH
27l AARRESNIIEROS M 3 B COFAIMmEPEE T 1.46ng/mL(15 )T, =D & X1y
FLIF PR EE I3 0.79ng/mL(6 i) & REAR ML i B D 1FIE 45 T db - 12 OSHE ARFR AL ),
*AE PR - ENTIXE S, A (whole blood)|Z T i FIRERIENITHONTWD, ~~ b7 U v MEFEDSEMIC
K VEZDRLDH, MAFEFREIXSMEEOR 1/10 TH D,
(4) FEHR~DOBITH
SRENEE 1 BT, BRI TS AFNI R S 9 (<0.1ng/mL), 20 & & O iE PR E*L 3.3ng/mL T
H otz 8,
*MAE R - ENTIXEE ., 4l (whole blood)|Z TILHRERIEN T TND, ~< b7 Uy MEZEDSEMAIZ
X0 ZD BB, MAERREIX2MEE DK 1/10 TH 5,
(5) ZDihDMER/~DEITHE

A~ DO (T > BT
MCHE S 7 v U LA % T v MT0.32mg/kg FiRN 16 5-IF B O 1mg/kg #% 111 456 5-IF D & R Rk~ D 43 A7 1L 2L
ToOLBYThHD,

vy MIEEEEROMBBRNS T (ng eq. /g or ml)

5% R (h)

1/12 2 8 24 72

i A 85+5 27+2 13+1 — —
KA 25+6 14+0 17+1 17+4 15+3
Nt 32+10 19+2 18+2 14+2 7+1
FOIR iR 1139+36 440+ 10 271+42 90+3 —
1L afie 1823316 523423 250+8 112+3 2242
fifi 19414120 939422 447+18 156+3 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
=Lz 2586+332 978+27 426+ 14 123=*8 24+1
s 71124 523428 284+2 139+8 23+2
H 619+71 346+20 220+11 143+7 43+2
K 26320 241+13 172+9 150+11 58+1
/N 382+26 393438 238+5 116+7 29+2

SEYIE£S.D.




VI. EYHEICEY SEE

Sy MIRBROKRSEOHEBNSf (ng eq. /g or ml)

5% (h)
2 8 24
i A 10+0 7+1 742
KK — — —
AN - - -
RN — — _
N7 23+£2 2747 —
fiti 58+6 46+8 16*3
JFFli 192+24 121+19 332
B ik 84+15 93+3 76+9
Elk=s - 30+6 101
s 12+1 29+3 10+4
H 1120364 621210 32+3
K - 265+121 46+13
/N 425+37 347458 23+1
SEIE£S.D.
(6) MFEAFEE
b MIEEAREEGRIILLTO LB THD %2,
mFEBFEEE
W € B =i 25 (ng/mL) EEMER%)
U 1.0 >098.5
ST FENTIE Hra ) bR " 99.0-0
PRI . 0.5 99.2+0.5
S EEAT A SH-dihydro-# 7 1 J A 50 990+ 0.2

6. X

B £ S.D.(n=3~8)

(M

(2)

(3)

(4)

BER AL B R SRR

TRBHERAL - PR, Y1

AR - IFBEE Comf, RPRBITIEEL U THA F R TH > 7208, P REITEE LOK
ALK TH 72, GHEANT—%)

R#IEET IR CYP%) OHFE. FER

CYP3A)

Invitro REROFEF, Z 7 1 U L AD FARGHY M-I(13-i A F UKL, CYP3A3. 3A4 TN 3A5 DFRBLRIC
BOWTHERKEIL, CYPIA2, 2A6, 2B6, 2C8, 2C9, 2D6 KX 2El TiTAk S el ->7-, M-I DREHHIC
& 2 R M-VI(13- 156 A FAR)C BT B RIBRIC, CYPIA DY 77 7 S ) —DRBRD L TER &
Nic, #27 vl AZKROM-1 ORGEHIZIE CYP3AL B b Fh5%2 LT\,

VEEEAMNRDOAERVEZDEE
A L

KEYVOFEOHERVFEMSLLE, FHELHR

7y MFI 7 ey =L X% invitro FOSFER 2 MW TRE SN 8 ORI D > H, FRBMWTH D
132D O-i A FNAROFEBIEMEIL Z 7 1 U WA AR TIEF TG H o 72 89,



EYHEICEY HEE

10.

"

Bkttt
FElg S &, (REH O KER S AR P S B, AR R ONR T OREBIRIL, T ENBRSE
D 5%LLTF, 1%LLTFTH - =@EAT —Z)8,

bS5V RR—E2—IZET H1EHK
Invitro REROFER, # 7 0) AAIPHEEAEOEE THL EEZDND B,

BERMEICKBBEE
MEEHT
BT OPRFEITRHRALL T TH Y . BATIC K W BREI RV, AEANT —#)

HEOUREHT SBE
LR L

Z0ft
DR L



I. ££#% (ERLOZEES) ICEJISEE

1.

BEERRETDOER
1. &4

<%hEEHE>

L1 AFOFEIZEWNT, EELGEHER (BFR2. D2, BEE. 25ES, EHES. NEE, miz

HRUNMEREES., AMBREAES) ICLY . BRENLERBELESZZENHEIDT, BRERIZHHIC

HETCESIEEERRUARFICOVTO+A LGB EBRREET T HIEMMERT S &

< [ EsT5HE >

1.2AXFDHRE X RENFHEERVUBHEEEDERICHEBEL TWSIEMXIEIZNDIREN L ETITS

Es

(i)

1.1 TERZEWEH) OBIZLFEH L TWDEED, AFOEGIZED, B, LAE, BYYE, 2HE

MR IMREZE, MmARYER N M A PR PLMERIRAME S O EE RRIERNRELT 5 Z LR L

TW5, ZTHHIIENRRBEZT-ED 2 b H D720, BARHIC T ICHE T & 5 ER sk & OAH

WZOWT DTS2k RREZAETDHEMDO Y & TAFEZ SRV Lotk L,

1. 2 IR AT OB s T CIREGE, LS, BWERRENEZ 220850, Hx DBREFORE

W U TRl o HERTINLETH 5, Fio, AANIEERFM K OMEERNTOMmHREDIEH DX

DRENZH, MHEEICNCTERGEOFENLEL 2D, 20, BEBREOFEHIZH®EL TV

HEMXILZEDORED G & TARAZ ZHEHAWZ72< Ko L,

2. EERBLEDEMA

222 (ROBHIZITH/RELAEWNI E)
2.1 KRN ORAGR ) A% =F L Uik b~ il &2 & Tk WBBUE O BEERE O & 5 B
2270 AR) IR E 2 oS ETOBE [10.1 BR]

2.3 77V 7 MEFFERIRAIB G5 o BFE (8.4, 10.1 B ]

244D 7 FURER LW & [10.1 ]

(i)
2.1 —f%i2. & DIANORAIC X 0 BBUE 24 U BEICFE RS 2 a8 T 28RN HHR G S 5Ea.
TUNAX—IEREETDHAREMENEL, va v /7 FOEEREWEHZEL2BEZNRH S, -, KA
\IRAREBIA & L TR Y A3 oo F L ok b~ S HHCO-60)2 5 A L, ZHIC X 2 WBUE b s S
NTWB7d, FIEICEE LT,
2.2 770U AR TEICEYHEES CYP3A4 KON CYP3AS ICX vt s s, 7 ARY U HARAl L
FARIC CYP3A4 TR SN D720, BEFHICE D 7 v 2R ) o OREIAPAE S v, I REN EF35
AREMER B D, RE X AT HONTIE, B ERRICTAKIE OFFHIC L 0 RE & o o fs p3
LSEITH 2R MbNT NS, £/-, A Z 13 CYP3A4 TR SN D Z & RN CYP3A4 D%
VERZARETHZ D, JHRHICEV Z 27 0 U AZO M EEE DM 5 OEE LT A RREMENH 5.
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7arZ 7ROFOEEREIZE D BUN, g7 V7 F=r ER Bl BREL OISR EFE8®E
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EOHEHATIE W E OGS BFUORE 5,
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12 5l 7 B2 BUN SR QNMIE Y V7 F = O EA Bl FIREE VHFERERE R AL, £
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077 7% A#l L OREBERIIAHATH - 72,
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1. BRLDEE

14 BREDIE
141 EFIFFHBFOTE
MA1T7oTILAY FEDEE

H T AN OIRNERET D728, T ) —NAETERT DL ENZEE LU,
14.1.2 REFOEE

W22 PIKIE(0CLL ICRIET D LEET D Z 03B 508, ZHIIARFIOTINAITH LR Y 4%
vEF LU b~ U 60 DMEIR TEEE T 5720 Th D, IWHRERIH L TELIZ X2,
14 1.3 KFNET VA UM THRENLT WO T, RSN 7T v Uk E R4 58K (T 7 r e,
Hrv 7 e)VEITREELRWT &,
14.2 ZERERSHOEE
4.2 18@&ty FEOERFBEDEE

AU E =L PVOR DR v NMEOERITRET S 2 L, AFNCEENDIR) AT F L il
fbe~ il 6012k > T PVC OR[EEAITH D VT F)L~F /L7 X L— NDEHP) AT 5, F7-,
X7 m ) AATPVC O ES AT D,
14.2. 2 iRy TERABOIE

AFNOFHIZIE, vV VR T TR EHRE G ROER AR 72T 5 2 ENBE LV, B, T
HE T X OHE AR T2 ERT 2 &, AT OREE L Y FEEOWREN VIR 72D L ORERHHDT,
IEMEZ 2B 5217 51 21E, BIERI RIS IET D HEN D 5, AFIOTNAITH LR Y AF o =F L il
b~ UM 60 OFEIEMAERIC L V. SEENO —HORE SIS B EEZ BN,
(i)
14.1.3BAER

AAIEFLA XD ATREMED O TR A & OBLATR 2 RIRIRTE L, AFIOSME, pH K UVE B % 24 B
fth £ CBIZ LM R, IR T L UMD TS pH IDERE LT 7L Ay raen
EDERLAFHT, AFIOEBENPEAEEZN 1I5%IZIK T Lz, ZOROARALET 7L, Hrvrue
NEDEREIIEREE X REH LT,
14.2. 18&ty NEDOERB
AFNITEAEA L LTRY F > =F L Uik b~ 29l 60(HCO-60)% & A TH Y PVC skt ~ k
ERHWCHHRBR AT o= & 2 A, WK TIC DEHP 23&H L= & O SCESS 13 8 5 14D, F7-, PVC #
Ol y NEFEH LEZGEGICX 70 ) AARERE v MIWRE LEENMET Lz & o SCEkRE»
b5, ZO=o, PVCHOWERE ~ M OMEHZ#ET 5 X 5 EEE L7,
AR OFEMZ2 R,

1)DEHP A BT B %RE )

AR LA E L TR A X2 TF L Ui{fbe U leR Y Y L_— |k 80 72 8 &G K IESHRIC OV T,
PVC ot v &2 HWT, /INBICBIT 2 EBROB LM LS X HHRR ATV .. SRR
1> DEHP IREZHIET 5 & & IR TRE ONZHINRE —D2I1cF £ T DEHP IBEZHIE L.,
DEHP OfRIEH &4 R 7=,

—J7. PVC 8PS Dl v SRR 2NERR Y =F Lo FEEN T L UERE =L, — &
SMAlOJE A PVC #L 2 LIF PE+EVA+PVC)% W 2354, DEHP OEHIZIE & A RO Lo T,

5 27 v ) A& 0.2mg(lmg)+5% 7 R o #E(30mL)

JiR S SmL/hr 6 B[
DEHP O#IAH & : PVC : 0.23+0.007mg. PE+EVA+PVC : E&RALIT
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2) EFILEICRET Hme 2

) AAFRER) X T LUt <ol 60 TRIE(L L7ZKIC, PVC Lo TF =2 —7 O
T TEANTZEEOT v THNERQ@DHY OX 7 v ) AADOKE E(mg) & K & OBMRIZLL T DX
DEFY T, WAERIT 168 B E TIIHIM A KT Z D% FHREE & 72 - 7=,

PVC HEgikty bDF v TREEEL-YDAE I 0 LRREFEE L FHE & DBERK

(mg/g)

0.6 1

0.5 1

0.4 1

0.3 1
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0 48 96 144 192 240
K¢ [H] (hr)
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14. 2. 2 KA & FHlE G ROBHEAR > 72 D THER G LB, IRIEITH IR AFvF L ke <
il 60 OFETEMEERIZ L » TAEBERN O —HOKRE IN/NEL 720 Ry 7O EEIZHERERED
WRENDIRLRDLEDRE DOND D, ZDT=8, MRS %21T5120%, 2V PR 7 UL & HI1E
FFROWER L TN &E - WEZE0# LT,

12. ZOHDEE
(1) ERERERAICE D CER

15, 1 BRERERICE D < fF3R
1511 S A X D10 M 2210 7o /B3 Tl IR (R U NI, B ) D FE AR @ &

THHREND D,
15.1.2 A TH LRI A F v F L Uik e~ Vila a8 T Ao ERS CEIBMEN L Sz b
DWEND D,
()

15, 11 BRESEIN IS B W THRIEIMFIFIR G2 X 0 U o i 2 & Te MRS O BLRNIN T 5 2 & 23—
BN TWAZENE, TOERR#H L, (VL EELEKRMIE L ZTDER] DESR)

15. 1. 2FRIMAICTH LRV A X =F L ugfifbe ~ Uil z2 SR T 2O ERS CRIBMAE A Sl & O
ENHY | FEEME O HFLHE LT,

(2) FEBRERFERICE D {HH

15. 2 SEBREREABR I D <R

15.2.1 7 v F(1.0~3.0mg/kg, & T 5) T, H OB KON FEEREOIKR T2, o mHERETIX
BAERE ORISR O H L7 149,

(A=)

Ty M 7m Y LA 1.0~3.0mgkg/ H % 2 BEEE TG L2 BRRICHBWT, HEMATRREZ RET L &
Z A, HERFOIER LERES O T2 0ORD K OR FEEOIKR T AR S, 3mg/kg/ B # 58 THKEK
K OFERFBOIR FHEB 23Z8D iz W8 2 Lo batdk L7z,




X. JERRPREAERICRY STHE

1. EEHER
(1) TR

VI, RHERICEYSEBE) OHEM

(2) REMEEHR

&7 1) ANATEIRNE S 3.2mg/kg, & 0% 5 32mg/kg £ TOHRGEIZB W T, (R R, B MR R

KON, ERERE.

MR x L CRMEDIER 278 S 72 72 140,

27 1Y) AAOREABE (T "GRG TIEMFR - TEEREGR O S0 EHITERD BRI 1203,
FIRPI G- CIRRERA X CRERCEIN, i T B AR i) B OVR R B IR M 78 Bk d 2355880 B 417z 140,
o, PR AT v 2 AREBEMG . T > MR TR, LSRN n DL E R T YRR
ST, T FBIERSWINE T v MNMEBRK D ITRTTEN RO b7 1,

(3) ZOMOEERER
DR L

2. HEHER
(1) HEx5E4HER

B E#E5E M LDs (mg/kg) "

FhWFE S5k
==
1R 2 i i
i 1 57.0 23.6 50%
R K 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 0.05~0.2mg/kg % 1 H 2 Bl 4 BIICH7z - TEIRNE G LIRET L7 Z2A, v b, bk ERIE
DOFMBENR A LIV, Z U2 TOSRIC IR I DB AT . ARSI IV E MK, i ks &
DOEALPBIEINT-, ZORBRIZEBIT 2B ET 0.1mgkg K TH -7, 7ok, AR TIX, 4 B
5% 4 MRS U7 BE2 R T 7228, ZORETIZOBOBHAT RITIEE A ERD LN, Zh b O EME e

AR b D THD EBER DN,

REH#SSE (S Y . EE)TO

EaLzknn R B (mg/kg)
P 528 D) 7> b bk
e (4 ) 0.032(0.032~1.0) <0.50.5~ 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

R 22 PR SRR e o (R B 3B B OV DNA SR EERBR T 1icdl VTl |

7= 150

() &E5EHFH

AHNFRARFMEZ /R S 7o
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(4)

(9)
1)

2)

3)

4)

(6)

(N

MNARMEHER
~ 7 A(0.3~3.0mg/kg, #&A#5)DKEUT v F(0.2~5mg/kg, £ 1% 5)59% 7253 AUFPERER O 5 5L
ARENID AR Z R S Te o7z,

A E A B AR

Y RET R O IR DA 1% 5 5K B8

7w b0.32~3.2mg/kg, HAKG)T, BEMICE T 500 ARELOHAERICBIT 2AGFEROEKR T, BE
P @ H B TR b %,

FHEMBHRE AR

7 v 80.32~3.2mg/kg, #FOHKG)TITREMW L O IRICEEENEOMEI N mHER-IC, £/, v¥F%
(0.1~ 1.0mg/kg. #% 1% 5-) Tl REEM AR E S INEONH & 5 VIR ERD 3T X TORET, WHEED T
B EORET, ORISR R O M & H &R TR0 Hiviz %),

FERR ORI AR5 R

7 v 10.32~3.2mg/kg, FOEE)T, BRI L OHAROKRERIMEOMS], HARAGFROKTFEN
B ERE TR b %9,

AFERRVEERREICRIZTTEE

Z v F(1.0~3.0mg/kg, NG TH 5 ORD Kk OFE T EEREOIK T2, £ 726 H 25 CIXBIEE O
FEAR T3R8 B Lz 144149

BRI
LR L

Z DD RFEREN

R PR ER
U ARRENE Y b BT T, AFNIHURMEZ R S 2o 72 159,
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1. REEH
il Kl 7a 7T 7 EFK 2mg
7'v 77 7R Smg
BIFE, WIFEEELEE - EAEOLGTZICLVERT 52 &)
FR5r - # 7 m ) NAKY B3

2. BHHIM
B - 24 B A

3. BRRBTORTE
SR RAF

4. IRV EDIEE

20. kL EDEE
fE2EFEBR 21T, RIS TIRIFT D 2 &,

5. BEMITEM
K<FVDOLBY : HY

6. A—HMH% - ABE
Rl —pm3E . v 778/ 05mg, Img, Smg, 7'v 77 78 02mg, 1mg, 7' B> Z7#0E 0.1%,
7r by ZEE 0.03%/NEH, 7787 F—A 70 0.5mg - Img - Smg, # U A ARRIE 0.1%
F % 3K
FERERSL YT 4 L2 VAR 10%, T 4 X 2 v A EEH 250mg, R A—F AN IR 10%.,
FA—T )V 10mg 1 78V « 25mg 1 &)V - 50mg B L

1. ERRRESEAR
1993 4£ 4 J 2 H(HA)
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BRI IS T DRSS OB - 1996 44 A 16 H
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DRI B 1T B 4RSS o4l - 2001 £ 6 H 20 H
JHRSAE L 1T B FEHB SO O] - 2003 451 A 31 H
R F5 0T B A S 4] - 2005 45 1 H 19 H
/NGBR3 T B HEHE SIS O Bl 0 2011 4E 7 H 26 H
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£ ft 4 | Astellas Pharma US, Inc.

§ 52 %4 | PROGRAF

# & - & & | Capsules: 0.5 mg, | mgand 5 mg

Injection: 5 mg/mL

For oral suspension: 0.2 mg, 1 mg unit-dose packets containing granules

& F8 4 A | Capsules: 1994 4F 4 A

Injection: 1994 4 4 A

For oral suspension: 2018 4 5 H

ZhEESIE%hH | 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.

FEK OV E |+ Intravenous (TV) 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 | Whole Blood Trough
Dosage Concentration Range
Kidney Transplant
With azathioprine 0.2 mg/kg/day, divided in two doses, | Month 1-3: 7-20 ng/mL
administered every 12 hours Month 4-12: 5-15 ng/mL
With MMF/IL-2 receptor | 0.1 mg/kg/day, divided in two doses, | Month 1-12: 4-11 ng/mL
antagonist’ administered every12 hours
Liver Transplant

With corticosteroids only | 0.10-0.15 mg/kg/day, divided in two | Month 1-12: 5-20 ng/mL
doses, administered every 12 hours

Heart Transplant
With azathioprine or MMF | 0.075 mg/kg/day, divided in two doses, | Month 1-3: 10-20 ng/mL
administered every 12 hours Month > 4: 5-15 ng/mL
Lung Transplant
With azathioprine or MMF | 0.075 mg/kg/day’, divided in two doses, | Month 1-3: 10-15 ng/mL
administered every 12 hours 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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Intravenous Injection

PROGRAF injection should be used only as a continuous intravenous infusion and should be discontinued as
soon as the patient can tolerate oral administration. The first dose of PROGRAF capsules should be given 8-
12 hours after discontinuing the intravenous infusion.

The recommended starting dose of PROGRAF injection is 0.03-0.05 mg/kg/day in kidney or liver transplant,
0.01 mg/kg/day in heart transplant, and 0.01-0.03 mg/kg/day in lung transplant, given as a continuous
intravenous infusion. Adult patients should receive doses at the lower end of the dosing range. Concomitant
adrenal corticosteroid therapy is recommended early post-transplantation.

The whole blood trough concentration range described in Table 1 pertains to oral administration of PROGRAF
only; while monitoring PROGRAF concentrations in patients receiving PROGRAF injection as a continuous
intravenous infusion may have some utility, the observed concentrations will not represent comparable
exposures to those estimated by the trough concentrations observed in patients on oral therapy.

Anaphylactic reactions have occurred with injectables containing castor oil derivatives, such as PROGRAF
injection. Therefore, monitoring for signs and symptoms of anaphylaxis is recommended.

Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosage Recommendations
and Whole Blood Trough Concentration Range in Children

Patient Population Initial PROGRAF Capsule and | Whole Blood Trough
PROGRAF Granules Dosing Concentration Range
Pediatric kidney transplant 0.3 mg/kg/day capsules or oral suspension, | Month 1-12: 5-20 ng/mL
patients divided in two doses, administered every
12 hours
Pediatric liver transplant 0.15-0.2 mg/kg/day capsules or 0.2 mg/kg/day | Month 1-12: 5-20 ng/mL
patients oral suspension, divided in two doses,
administered every 12 hours
Pediatric heart transplant 0.3 mg/kg/day* capsules or oral suspension, | Month 1-12: 5-20 ng/mL
patients divided in two doses, administered every
12 hours
Pediatric lung transplant 0.3 mg/kg/day*** capsules or oral suspension, | Weeks 1-2: 10-20 ng/mL
patients divided in two doses, administered every | Week 2 to Month 12: 10-15
12 hours 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 H LG
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2tk 4 | Astellas Pharma Ltd
Bk ¢ 4 | Prograf (Hard Capsules, Concentrate for solution for infusion)

Modigraf (granules for oral suspension)

A - o &

Hard Capsules: 0.5 mg, 1 mg and 5 mg
5 mg/ml concentrate for solution for infusion
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 4F- 2 A
Concentrate for solution for infusion: 1996 4% 2 H
Granules for oral suspension: 2021 4 1 A

PIEEREESIES

Prophylaxis of transplant rejection in liver, kidney or heart allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products.

LR O &

<Prograf 0.5mg, Img, Smg Hard Capsules, Prograf 5 mg/ml concentrate for solution for infusion >

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 (see below for recommended target whole blood trough concentrations). 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 of 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.

Rejection therapy — adults and children
Increased Prograf doses, supplemental corticosteroid therapy, and introduction of short courses of
mono- /polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity are noted

(e.g. pronounced adverse reactions) the dose of Prograf may need to be reduced.

For conversion to Prograf, treatment should begin with the initial oral dose recommended for primary
immunosuppression.

For information on conversion from ciclosporin to Prograf, see below under “Dose adjustments in specific
patient populations”.
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Dosage recommendations - 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 of 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.

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).

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.
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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.

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.

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

The concentrate should be used for intravenous infusion only after it is diluted with suitable carrier media.
The concentration of a solution for infusion should be within the range 0.004 - 0.100 mg/ml. The total
volume of infusion during a 24-hour period should be in the range 20 — 500 ml.

The diluted solution should not be given as a bolus.

Duration of dosing
Patients should be converted from intravenous to oral medication as soon as individual circumstances

permit. Intravenous therapy should not be continued for more than 7 days.
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<Modigraf 0.2mg & 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.

Prophvlaxis of kidney transplant rejection
Adults
Oral Modigraf therapy should commence at 0.20 - 0.30 mg/kg/day administered as 2 divided doses (e.g.,

morning and evening). Administration should commence within 24 hours after the completion of surgery.

If the dose cannot be administered orally as a result of the clinical condition of the patient, intravenous therapy
0f 0.05 - 0.10 mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be initiated as a
continuous 24-hour infusion.

Paediatric population

An initial oral dose of 0.30 mg/kg/day should be administered in 2 divided doses (e.g., morning and evening).
If the clinical condition of the patient prevents oral dosing, an initial intravenous dose of 0.075 — 0.100
mg/kg/day (with Prograf 5 mg/ml concentrate for solution for infusion) should be administered as a continuous
24-hour infusion.

Dose adjustment during post-transplant period in adults and paediatric patients

Tacrolimus doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to tacrolimus-based dual therapy. Post-transplant
improvement in the condition of the patient may alter the pharmacokinetics of tacrolimus and may

necessitate further dose adjustments.
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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.

Prophvlaxis 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.
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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.

Conversion from ciclosporin to tacrolimus

Care should be taken when converting patients from ciclosporin-based to tacrolimus-based therapy. The
combined administration of ciclosporin and tacrolimus is not recommended. Tacrolimus therapy should be
initiated after considering ciclosporin blood concentrations and the clinical condition of the patient. Dosing
should be delayed in the presence of elevated ciclosporin blood levels. In practice, tacrolimus-based therapy
has been initiated 12 -24 hours after discontinuation of ciclosporin. Monitoring of ciclosporin blood levels
should be continued following conversion as the clearance of ciclosporin might be affected.

Treatment of allograft rejection

Increased tacrolimus doses, supplemental corticosteroid therapy, and introduction of short courses of
mono- /polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity such as
severe adverse reactions are noted, the dose of Modigraf may need to be reduced.

Treatment of allograft rejection after kidney or liver transplantation — adults and paediatric patients
For conversion from other immunosuppressants to twice daily Modigraf, treatment should begin with the

initial oral dose recommended for primary immunosuppression.

Treatment of allograft rejection after heart transplantation therapy — adults and paediatric patients

In adult patients converted to Modigraf, an initial oral dose of 0.15 mg/kg/day should be administered in 2
divided doses (e.g., morning and evening).

In paediatric patients converted to tacrolimus, an initial oral dose of 0.20 - 0.30 mg/kg/day should be
administered in 2 divided doses (e.g., morning and evening).

Treatment of allograft rejection after transplantation of other allografts
The dose recommendations for lung, pancreas and intestinal transplantation are based on limited prospective
clinical trial data with the Prograf formulation. Prograf has been used in lung-transplanted patients at an initial
oral dose of 0.10 - 0.15 mg/kg/day, in pancreas-transplanted patients at an initial oral dose of 0.2 mg/kg/day
and in intestinal transplantation at an initial oral dose of 0.3 mg/kg/day.
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() 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.

(2022 4 12 Az
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy registry that monitors pregnancy outcomes in women exposed to PROGRAF
during pregnancy. The Transplantation Pregnancy Registry International (TPRI) is a voluntary
pregnancy exposure registry that monitors outcomes of pregnancy in female transplant recipients and
those fathered by male transplant recipients exposed to immunosuppressants including tacrolimus.
Healthcare providers are encouraged to advise their patients to register by contacting the Transplantation
Pregnancy Registry International at 1-877-955-6877 or https://www.transplantpregnancyregistry.org/.

Risk Summary
Tacrolimus can cause fetal harm when administered to a pregnant woman. Data from postmarketing

surveillance and TPRI suggest that infants exposed to tacrolimus in utero are at a risk of prematurity,
birth defects/congenital anomalies, low birth weight, and fetal distress [see Human Data]. Advise
pregnant women of the potential risk to the fetus.

Administration of oral tacrolimus to pregnant rabbits and rats throughout the period of organogenesis
was associated with maternal toxicity/lethality, and an increased incidence of abortion, malformation
and embryofetal death at clinically relevant doses (0.5 to 6.9 times the recommended clinical dose range
[0.2 to 0.075 mg/kg/day], on a mg/m? basis).

Administration of oral tacrolimus to pregnant rats after organogenesis and throughout lactation produced
maternal toxicity, effects on parturition, reduced pup viability and reduced pup weight at clinically
relevant doses (0.8 to 6.9 times the recommended clinical dose range, on a mg/m? basis). Administration
of oral tacrolimus to rats prior to mating, and throughout gestation and lactation produced maternal
toxicity/lethality, marked effects on parturition, embryofetal loss, malformations, and reduced pup
viability at clinically relevant doses (0.8 to 6.9 times the recommended clinical dose range, on a mg/m?
basis). Interventricular septal defects, hydronephrosis, craniofacial malformations and skeletal effects
were observed in offspring that died [see Animal Data].

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.

KE O RA SCE
(2023 4F 8 H)

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.

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.
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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)
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.
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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

Risk Summary

KIE DTS LE | Controlled lactation studies have not been conducted in humans; however, tacrolimus has been reported
(2023 -8 H) to be present in human milk. The effects of tacrolimus on the breastfed infant, or on milk production

(oo%) 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.

Hi gt Ak

F—A LT YT D5

CQ022 411 A
(An Australian categorisation of risk of drug use in pregnancy) ( F )

& SR O
A —A 87 U 7T ®453%8 : (An Australian categorisation of risk of drug use in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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2 DOSAGE AND ADMINISTRATION

2.3 Dosage Recommendations for Pediatric Kidney, Liver, Heart, or Lung Transplant
Patients

Oral formulations (capsules or oral suspension)

Pediatric patients in general need higher tacrolimus doses compared to adults: the higher dose
requirements may decrease as the child grows older. Recommendations for the initial oral dosage
for pediatric transplant patients and whole blood trough concentration range are shown in Table
3. Perform TDM to ensure that patients are within the ranges listed in Table 3.

Table 3. Summary of Initial PROGRAF Capsule and PROGRAF Granules Dosage
Recommendations and Whole Blood Trough Concentration Range in Children

Patient Population Initial PROGRAF Capsule and | Whole Blood Trough
PROGRAF Granules Dosing Concentration Range

0.3 mg/kg/day capsules or oral
suspension, divided in two doses, | Month 1-12: 5-20 ng/mL
administered every 12 hours
0.15-0.2 mg/kg/day capsules or
Pediatric liver transplant | 0.2 mg/kg/day oral suspension,
patients divided in two doses,
administered every 12 hours

0.3 mg/kg/day* capsules or oral
suspension, divided in two doses, | Month 1-12: 5-20 ng/mL
administered every 12 hours

0.3 mg/kg/day*** capsules or
Pediatric lung transplant | oral suspension, divided in two
patients doses, administered every 12
hours

Pediatric kidney transplant
patients

Month 1-12: 5-20 ng/mL

KE DA S
(2023 4£ 8 H) Pediatric heart transplant
patients

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.

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.
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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.

#[E D SPC
(Prograf: 2022 4= 12 A)
(Modigraf: 2022 4F 12 A)

4. Clinical particulars

4.1 Therapeutic indications

<Prograf 0.5mg, 1mg, 5mg Hard Capsules, Prograf 5 mg/ml concentrate for solution for infusion >
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 & 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.

4.2 Posology and method of administration

Paediatric population

< Prograf 0.5mg, 1mg, 5Smg Hard Capsules, Prograf 5 mg/ml concentrate for solution for infusion >
<Modigraf 0.2mg & 1mg granules for oral suspension >

In general, paediatric patients require doses 1% - 2 times higher than the adult doses to achieve
similar blood levels.
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