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18 BIROIRE” KO BRI DRI OS] 228 IR e L TENEN 1993 44 H 2 H,
1994 47 7 1 H X TN1996 4F 4 ] 16 HIZAGR Sz, & bITH IR OIS & TN GVHD FRhAY 1999
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(3) #Aa—F
Y LR
4) HEIDWYE
pH TR LK
7075 7K 2mg 4.5~7.5% 1.3~1.7%
7177 7SR Smg 4.5~7 5% 1.3~1.7%%

A 0.2mL \ZAFRAIER A2 N 2 T 20mL & L72#K
SORA ImL (ZAEFRRIEIRZ M A T 100mL & L7k
MOSKAFARMIRICH T Db

(5) Z it
TESAI OB G ORFER SR - =34
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(1) BHES GEERD) OEERUHMA
MEILTIN OFLHEI T 20 LADLEIZHOWTICERK 13410 A 1 B H3REFE 712 )W ONTTEE
TN ORFICET 2 H IR LALE] OEMICOWNT) CEL 1443 A 13 B BEERE 170 5)
WZEEDSERIIMANZ DWW TR L7z, IIMFNILL T LB,

ARG T T EINFI( 7 2 7 )
7a 7T 7 EMNR 2mg® | BE Z7 vl AZKFIY) 2.04mg MokT X ) —) W&,
(F#7vlLALLT2mg) AU AXFT =T L ogfifbe <l 60 80mg
77T 7 ERR Smg® | BE #7 v ) LK) 5. Img kT ) —/L JEE,
(#7271 Y LRELT Smg) R AFF L Alfbe =il 60 200mg
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X1 77V ImL
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- . " WO E b HE N T B o 7208 BRI E ORI
SRR ¢ wes= | A posRoET R bR,
7T
(;%; 0.5 A AEFA T, WTHOER b BN To -
#(50°C) ! 3EA | 208, 1A R R BB L ot &
. RO FOE M) bR 72,
R * S % 8 HEF A TIX, WP OHEE bEMNTH - 7225,
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Q000k. HE) | 7o 25 A |17 AESCHEBWEIBIS L o T, S RO
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c AFNIT T VPETHIR SN WD T, FHIEIRIFIR T NV Y MEE2 B3 23K (T 7 men, Ty
7 EVE)EITBIELRNT &,
< [T 2T T AR EAEEF T TEHR YA b (Astellas Medical Net)https://amn.astellas.jp/ | &SR 7272<
P, MErE R RS E E CTEB < TE S0,

9. Bt
A% L0

10. &% - A%

() FENDBDEGESR - A&, NEHNERGESR - 2RICHT S1F8
A E R L

(2) %

<7'nm 777 EFHK 2mg >
04mL : 7 7L 5%
<7nm 777 EFHE Smg>
ImL : 7754

Q) PHREE
Y L

(4) BHROME
TN —HT R

11. BlREHEh SRHE
Y LR

12. 20t
A% LR


https://amn.astellas.jp/

V. BEICETHIER

1. PRERITRHE
O TRRDERBHEIC & 1T BB RIS DHNH
BHE. ITRHE. DSHE. MBHE. EMSIE. IRsiE
OBRMBHEICE 1T D HEME RIS KR VBB 3t 78 £ 5w 0|

2. ShEEXIHRICEET HEE

5. ShEER IR ICEET 53 E

< BEETSHE>

5.1 HLA A FINEEBHE CTIIARI 2§ @Y L 1T LenZ &y,

(L)

RS M OB HE 6k i =I5 DT85 | (23817 2§ AR LR BR 0B B D¢, HLA A R R Al
FOBRBAEGFRIIABEZIT RN OORBIRICLRE 57, £7-, KETO HLA #4 B B EE % x5t
G LT BB AR bLi R DTl 2 FER AR TR IR NE RIS > TV,

3. AERUHE
(1) RBERUVAEDHESR
<EBEBEDGE>

WE, #7a U AAL LTI 0.10mgkg 2 EFEER LT KU BEEFHE AR LT 24 B2 C
MIEEET 2, NIRATREL 72 o 72 RITTX 22RO IO v iz 5,
<FHBHEDHZE>
WE, #rv ) ARE LTI A 0.10mgkg & ABEER XX T N U PSR CAR L T 24 Befi] 227 T
FEET 5, NIRATREL 2o 2 RIT TE AT ESCICR AT G ICO v 2 5,
<IDLIBHEDHE >
WE, #7a ) AAE LTI [H0.05mgkeg & AEBBER LT B U FEESHR CAR L T 24 KEfE2NT T
NS 5, NIRFTREL 2o 2B I TE AT ESCMICR ARSIV #a 2 5,
<[ HBHEDHE >
WE, #7v ) ARE LTI A 0.05mgkg & AR XIXT N PR K CAR L T 24 K] 22T T
FEHIET 2, NIRATREL R o 2RI TE AT ESCCR AT G ICO v 2 5,
<EBEDFZE>
WE, #7v ) ARE LTI H0.10mgkeg & AEBBER LT B U BEESR CHAIR L T 24 BT T
BT 5, NIRFTEEL o 2B I TE AT ESCMICR AR GICYI Va2 5,
<INGBEDISE >
W, #rm Y AR LTIEN0.10mgke & AR LT RO BFESHR CAR L C 24 FEf# 2T T
ST 2, NIRATREL R o T2 R TE AT HEe TR AT G ICO v 2 5,
<BHEBHEDIEE>
WE L B 1 BETE W Z 27 a U A AL LT 1A 0.03mgkg & AR AR L7 K7 BHERE TR L T
24 WEfEI T CHRIMEET 5, ETo. B *HE EREBZICAF OG5 2 BT 255 120%, @H.
Z7a ) AAL LTI [A0.10mgkg Z AP XIXT R MRS TR LT 24 REFM 2 C il iie
T2, WIRFIBE L 2R o 722X TE B 72T MR O G I8V #i 2 B,

B, AROMPHREITEEICIVEAZEZR DD OT, P RED WG ORIE IO f RS
RN B OIERESUE K OB R 568 TR O FEBL 2 B < 7esh, BFE ORPUTIE C TR 2R IE L, #&%
HRAZME§ 0 2 & RITBAER & 5\ IR G- BAREAR RN PR ERIE 21T 5 2 EBREE LU,

(24 WF[ELAGR OB )
FERFR] CARRFHE L72B 813 e — 7 bR A E57- U BITERIZEBLORRE DN 8 2 728D | 24 iR DO FFfe A
TG THZ e L,



V. ARICEY HER

(2) RERUVAEDREREE - R
EEE R L

4 RERUVREICEET HEE

1. AERUVEEICEET 5

<%hEeE>

1T 1IMETF D% 7 a ) AADS  TARINERE AT D72 AEI OG22 T 2B ix 2
BEZHETSZ L,

1.2 BV REN T 258 ICEEERRBD N TWHO T, MHREZ TX 5721 20ng/mL LT
WCHERFT 5 2 &, [11.1.2 2HR]

1. 3 DG IHIAl & OPFRIZ LV | IWEOREMH O FREMENH D, FFIC, IEESFBREIZIB VT 3 Ald
2T 4 A O E ENEIF 2 fL A D 7o 2RI MHRIE 21T 5 S a1 iE AR o9& 5 & 2K <
BWIET D ENRFRERGEA L H D0, BHLEE OREXR OO S 2 thofa gl ofEE - &5 5
LEEELCGRETTSZ L,

<HF#iE. EBHERVEHEBE>

1.4 THIREOREIZRBNT, ARINTZHAEICHEMEHAEZERS L ERELNTHWDEDT, HE5E
REDOBICEETHZ L, [16.1.3, 17.2.1, 1722, 17.2.6 Z ]

< EEEfEHE >

1.5 7 V7 F = AMERERERTO 25%LL E ER U256 13 AR KD 25% LA E O & RIS oY) /¢
WiEZEET 52 L, [11.1.2 B8]

7. 6 IR EE MR EEA B A kG TR AR S TN DO T, Bl R g S0 A 28 B i o
JE%&TE D721 10~20ng/mL £ §5 2 &,

(i)

1.1 PO % 7 a ) AADS  (TARMERE /040 L, FIRE 2 JIE L CHEL2 S5 2 BIcid4am
HFREZHWNTWDZ EnD, TOFEUO it LT,

1.2 BB COBFEERIIF T, BRI 20ng/mL 22 5 M ERENEZLBO BN, TDH, F
B CIXEEEOE(LZISTeO 7 VT T = MBI L DB G EOREH 2 WIIKREDO B 2 2R LT,
7p¥, MFPREZ TE 57201 20ng/mL L FICHERF 95 Z LI oWk, B2 CTidZe <. o
WIZB W THAERREREE X, HBEOEEFHLE L TR L,

7.3 AANC X B1BEFIC, MmoGEIMEIE & OPFRNBEFEICITON TW A EIREZEZE L Citii L7z, £
7o, ZRIGEIRIEL T 256120, —RICRFIEMB GRS AR oW 5 &2 K <RET
5T ENARERGE N D D R REFHEORESCIHHEAN Z2BR L2 ORETOLERSHDHZ E0b,
HEFHEE LTHHE L,

1.4 THFRAE, BREBAE., BBM 12 OWCEM Lok OB R EZMIT L& 2 A, BAFERETCIX
AR HABEICHEANMEAEN R G SN EHAN AN Z E bR Lz,

7.5 BRI COREERIIM T, FEILATIC 20ng/mL 22 5 M RENEL LB LN, T, §
BB CIXEEEOE(Z ST, 7 VT T =M K DB G BOEH D WVIIKRIEDO B Z 2R Lz,

7.6 AF| O FEE &AM - ZeEOBBRERG LIZE 2 A, Gradell LA Eo&ME GVHD ATV
NHRBRFOIMA b7 Z7HED 10ng/mL LA FCTHh 0 — 5 BREERILHNIF BT A 2 20ng/mL
EBZDER BB DO LTz, 26D b, BAERXE M OHRREY oM REIL 10~
20ng/mL Z AIEL T2 LMl THD EEZLNT-,

gy



V. ARICEY HER

5. FRERAIHR
(1) BWERT—2/1v 75—
1) FFBEICE 1T 2 MR O ]
ERREER— 5

ey
ok - EN BRI S (mg/kg/ F) 511
FRE &0
JLNRETE 1)
EES ?Zi;::y{;éim 0.10 0.30 fef 414 0
5% T AR O R R GER (rescue) 0.15 0.30 ~7 %A
B NES| WV B A 5B (primary) 0.15 0.30 14~60 H
3T
(BEEH) V7 u AR L OREGER (primary) 0.10 0.30 qﬂ(igﬁ;ﬁf
HE D7 Z2RY VEG AL, BWERO-HICY 7 v 2R Y o il 5 i 72 BE CoRBR
FEBIS -2l y 7 n ) AR ERE L3RR
3y a AR Y R
2) BHEBMEIZH 1T HIEM RS R U TBHE A xtE w0
@ BHEAXEERF (GVHD) FHHZIR
ERERER—E
REKS | RBOME FIE O (;gff;ﬁ;m
WA
B AR LT L 0 $ R
W
GEEIN | SEER Z{;; ﬁgﬁﬁiiﬁ“ﬁﬂ;ﬂ‘ L2 100 I F
BEARGE K ORI R h T 7RI X 0 5B
W 100 H [
EAE 2 1L F7E ¢ 1[0 0.05mg/kg & 24 Wi A BB A
5 AH I EMH #0108 0.075mg/kg, 1 H 2] i
BER R ERARRRE, MmN T ZRERRE 2 LT F = EIC 381 HH
X0 G B E 677 A
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 [ I
e F 1453 HH
270 AAORMEGOFEIZprb6T, #7al
BRI — DADEEG ST 5 AR e OV LA HEis s B R4 1% 100 3 4R fH
A B O ZhIERHT Sk G5 2B D\ T i

@ BHERXEEH (GVHD) AEDR
[

BIES 5 & R RG]
Z M GVHD FE ¢ 0.10mg/kg/ H (%) 2) 243 H
181 GVHD A 0.30mg/ke/ H (5 2) 48.0 H




V. ARICEY HER

3)

4)

(2)

(3)

BRAEICH 1T DRI S OHH
FRREER—E

AR X 5y A BR O FEAE YRR O™ B h& BaiiEdlR]
S IR FE ¢ 11 0.075mg/kg/4h 1 H 2 [1]
A% 48 =T P &0 18] 0.15mg/kg 1 H 2 [A] 300
pAY. Pairard .Y NIy
BT ESIaS BE : 0.10mg/kg/24h 3ﬂf
SR W% [&0cmEo.
1B
S R HIRTE 34 H
. . SR AT R
F—7" £9) Y . .
d %%E%f FE = b VR R B 32.6%6.1 5 J
P (4~44 5 )

& Dhistorical control & @ kg
T 2) 1B OFEE
—WRIEHE - EESUS TR O 7= OBAHERT L Y & 2\VIEIBH% 11 B Ic &
A TGN - JHEOE S B WVILEIER S O 72 OEETFRIC L A kIR N R BE T o 5

DIBHE. MTSHE. BRERCNMEBIEICE T S ERREOINH
REM LR

ERAREIEHER
KR L

RERIFERHAR

1) FF#MEI & 1T HIER RIS OS] >

GBI E TOERRRER(1990~1991 FR)Z BT, [EN CTHERT B &2 5 1 72 & O —IRIGH 16 5] %
OSRARITEHE 8 Bl EF 24 B, #IHIE L LT 0.03~0.05mg/kg % 12 B 2 & 12 4~12 BRI AT C A
FrE L. WARATBE L 72 UEHIHAE S LC 1[0 0.15mg/kg %2 1 H 2 O ABE( 7)Yl v #az 7,
HEFEREOEER 6 » HBRBEGFERIT65.6% Th-oT, EFEHTIEOTRLBMEFITAESE L T,
FEAERUG S ONA T 1 A RIEEZR MG 4 61(16.7%) THER 7 BIA S0, WTFILHERETZE O
IHO 1 EEREARAT B A RV ZRFEIZ I D IERR D LR L2, F72 15 61(62.5%) THRALIIZ AT
2 A RS OBEFAFRE & 72 o 72,

FRLOBAEZE D 1990~1995 AT AEKE S B &2 = F 72 /N EE 120 Fllc, gIfi&EE LT
0.075mg/kg(16 1) X 1% 0.03mg/kg(45 B & 12 B & & 12 4 R L. NIRATRE & 23 & LT 1
[B] 0.15mg/kg % 1 H 2 MO OB (I 7 BI/WICEE, H25WIERTL D P& & LT 0.075mg/kg/H % 1
H2BEIRRO®EG (7L, 596U, ZHHDEBEED 6 5 AEFRITE~2T5%., 87%. 80% T, 2Hl
D)L 81.7% T - 77,

(EFBAEIZ I 2 EHESUS O MBI k3 2 KRB S - AE L O EIL, @, 4272 U AR & LT 1[E0.10mgkg

AP AR LT R ERE AR LT 24 BRI CREFET 2, NIRATRE S e o 721213 T& 272103
RN ABEICHI V25, ] TH D,



V. ARICEY HER

2) BEERSHEICH T HIEM RIS R UHHE 3t TE 98 0 1]
@ BiEF*EER (GVHD) FEHIE 50

X OB T HLA 522 — B O N E BB ER 23 il xt% L LC B 1 ARTL Y 150.15mg/ke
Z1H 2O 7'V), XIIROEENAIREIZ/2 5 F T 1 [H 0.05mg/kg % 4 FFFLLE2NT T 1
B 2 [B s G Ui, BGEIRiARREZ b & ICRET LT,
FEAR - B AETE 100 HRFAUE TIT, A RMEMAT GRS 21 Fld 9 BIZEME GVHD 2A%BLL, 20955
Grade 1 LA > GVHD DFIEIT 2 $1(9.5%) T - 7=, IMHIRE & B L O 2N & OBEIZ OV TR
L. AAOEMEIMS b7 7HEIL 10 235 15 XL 20ng/mL ORI H 5 & HIEF S Tz,
HKGRIRE £ CTOREIREER(1991~1996 )W T, ‘Bl AE%Z D GVHD O VB2 HRIZ, FifEE LT 1
5] 0.05mg/kg % 4 BFRALL EANT T 1 B 2 [BI0E 24 BER SRS L. NIRFTRRICZRAUIZ W& L LT 1
[B] 0.075mg/kg X% 0.15mg/kg % 1 H 2 B OG5 (1 72OV L2 7o, BAE% 100 HERERIZRB
T, AR 125 B, PRICEEZ KE L, 18RSI L 7225 Grade T UL EOTM: GVHD OFIEIT
18 $1l(14.4%) T~ 1=,

<BZ>BRH OEBRHZOT — 4 D
BHIBE% O GVHD OTF5%2 BRI, #IEE LT1 [0 0.075mgkg % 1 H 2 B O &GGERD), 30
& LC0.05mg/kg % 24 REH AN TR EE L, WARFTEE & Zedul ik e G-(BERD) 1280 v #2 2 72(1996~1998
), Bhit 100 HUNIZEBW T, Gradell L ED &M GVHD O HER T 33.3%((3/9 ) TH - 7=,

(BRI KT 2 AR SN AEL O, D@, B 1 AfLY #2270 A2 & LT 1IE0.03mgke &4
HBEW UL 7 R OB CAIR L C 24 FERI T CAfEET 5. £72. BHLA X8 TR RIS AR HA O£
HaBIETDIGACIE, @, #7a ) AL LTI IE 0.10mg/kg % EBEHE UL T R OB ESHE TR L
T 24 BT THRIEEET 5, NIRFREL 2o 72T TE A TSR NBE UV 2 5, ) TH D,

Q BHEAXEER (GWHD) AEHME Y
KGRI £ T ORRARFER(1990~1993 )W T, Bt O GVHD JEEif 39 #i(Z GVHD13 i,
12 GVHD26 B @& & LT 0.05mg/kg % 12 FFf 2 &2 4 BERLLEZ 2 CORifissE L, AR ATRE
ERRNIEHIHIE L LC 10 0.15mgkg & 1 H 2 HORAOBED 72N YI #a 272, TR, A%
PLEDZhEITENE GVHD T 53.8%., 18V GVHD T 46.2% Th o7z,

GVHD ;AR
Bl 2 2 A e i

ZM% GVHD > 2 5 A i
(38.5) (53.8)

i GVHD g 10 g 6 .
1.7 (46.2)

At ’ 12 10 10 39
(17.9) 48.7)

(%)
FHEHRI(R) - 2P GVHD il 18(Fe/)s 7T— K 63)
18 GVHD  HYfE 48(3Re/ s 9— e K 143)

(E)EHBEIC T 2KRBIN - AELOHET, TaE, B 1 HEfkv 472U A2 & LT11E0.03mgke &4
PREEIR UL T N O BRESTR TR L C 24 IERI D CRidiffiE T 2, F 7o, BT XIS BRI BRZ AR OB
HZ2BET 2 BAIE, @E. #7a ) A AL LTI [E0.10mg/kg & AEFRAEHR I3 T RO EFHE TR L C
24 BT CRIEET S, WARFTEEL 2R o 72 BIL TE A ISR O EICHIV a2 5, ] TH 5,



V. ARICEY HER

3) BBMEICHITHEHERISOMF (—XAR) *?

OxIG R OG-k - BBMEE 37 flextg s L, wIEE LCARAI 1 [H 0.075mg/kg % 1 H 2 [A] 4 IF
MRS E L AR ATRBIC 22 Ui & LC 1 18] 0.15mg/kg %2 1 H 2 [ A& 5-(h 72 )iz v #
277
FER  BAEE 3 p A OB CHIMEMAT S SIER] 35 BICEIREBAE 31 f, JEIREBAE 4 B 25234
£ L, BHEE L ABEE L T\ e, HEHRSIE 35 BIF 16 61(45.7%) TH LI, Fio, MHPREEH
IR OB A & OBIFRIZOWTIRET L2 & 2 A, EREWERA ORBIRSEL M S b T 7§ EE X 20ng/mL
U bETHY ., HHEOSEHREOZ T 15ng/mL THDH Z &b, M F 7 7RE2E&5EHTOS%
LD T ENHRE & MM ST, BEDEERIC W T, B EE R OB AN SN
RELAKRELEZ SN,

QKGRI F T ORFRFER(1990~1994 FE) I\ T B O—IRIAFEZN I 186 Bl(ZEIR B R AE 121 431,
FEARB AR 65 B) CTRrgt S 4L, 2095 35 B CIIagliaEs LT 1\ 0.075mg/kg 2 1 H 2 [A] 4 FFfH] A
L. WARFTREIC 2 Sl EE & LC 1 8 0.15mg/kg # 1 A 2 B A& 5-(h 72Nl #az /-, %
OMOFEFNIFREHE 2 BRTL Y WIiE S LC 110 0.15mg/kg 2 1 B 2 B O#5(D 7 &) L, ki3]
W& L LT 1[H0.10mgkg % 24 FEfE AR EFEZ . WIRFTREIC VTP &E & LT 18 0.15mg/kg % 1
H 2 \If 050 7)oz -,

ZORER, 1 EREAGFEL O ERBEESERITTNEI 973% &0 93.0% T, MG 74/186
(39.8%) THE 101 [H] 7 5072,

31993~1994 FFIKETEBM AL T, £ D% 3 M OBBFFA N fTHE Td - 72 205 il D RFEAFERIT

91.7%. EFHFRIT81.9% TH -7z,

(BB IZ IS T DSOSl T 2 AR I N HELOHET, @Y, #7272 A2 L LTI [E0.10mgkg
AP AR LT R RN AR LT 24 BRI CREFET 2, NIRATREE e o 7213 T& 272103
MR OBGICY DX 5, ] ThD,

) DBIE. B, BBERCNEBIEC ST HERREO M
AR L

(4) HREER9EAER
1) AR EEER
@ EEABILLMITHE RIGHER
i) FFFBHEIC & (+ 5 IEHE RGO N
MAER e L
<BE > WERIKI O AKRBIRZDF — 2
a)—RIAHE 1Y
KGR O 50518 - AR PR E 2 x5 L U, BHEATH SUXM B XV 118 0.15mg/kg % FE%E
E LT H 2 B OBECER), XX 18] 0.1mg/kg % 24 BT CTRFEEFHEL. NIRTEEL 72k
IR OB G- ERDICEI 0 i % 72, ERARRRE, PR 2 A IS B L, /N 7 & TR & 2 o
FFEHRET DI ENREELRGA IR, FERITK TR L CRERARRRD L2, 2ok, SR
st 128 & Lz,
AR - RSO I R RS 7 Bl 4 B DT, WIS AT r A RV RAEIE X EAR
KO TS 2 WOIFER R LTz, Bk 12 35 1ER SIS BV T, 7 Bl epl CBRATIX
AEL TV,
WRTDOIFHEREDIREEN S I FRED EENFRENL 2 PO ALY, 26 CIERAEIC TGS
NTEY, HFHHXSOFEKRE L TIOERWREENE 2 biLz, £, HEEKIGE R LT 4 FlF
2 BT, AEFEGIT I DR ORE I EIC > TIPRENME T L Z LIc X BB LW
BEME L Z 2 b, BERIOBFMEII N 7BV ERELS BRI DO TIIRWEEZ L,



V. ARICEY HER

i) BREBAEICH T HIEMHE RIS R UFHE I xtE Ema i
a) BHEAXEER (GVHD) FRHzHE ©

KGN OB 5071 - B R ARIES 40 FI(HLA REGE A OVNEEZ BT 255 L LT, FHIE LT

1 HATLY 1[E0.15mg/kg % 1 H 2 BIFRO& (D 7 V), IR OEGENAEEIC/R 5 E T 1M

0.05mg/kg % 4 KFfEILL BT C 1 H 2 ELEEFER G Uiz, &5 813K K L HREE & &1

TRE L7,

(B EHBMEITE T 2KRBINTHELOHEZ, TEE. B 1 BRTLVv 2272 ) A2 & LT1E 0.03mgkg
AR T T N R AR LT 24 BERIANT CHRIEEBET 5, £70. B E RSB
AR OG- ZBHT BT, @E, #2770 A2 E LT 1 HE0.10mgke & ARG UL T o B
W CATIR LC 24 FER 2N CRillifE T 5, NIRFTRE & 72 o 721X TE D720 O GIZYI VL 2 %, |
Th5,

FEA - BAERL 100 HRFSE TIS, AWM SR 38 Bl 18 FillZ2ME GVHD 3B L., 2D )

% Grade 1 LA > GVHD O#8LIX 9 $1(23.7%) ThH > 7=, HLA A FEMBH TO Gradell DL LD

GVHD 3413 28 51 H 3 $i(10.7%) T HLA 1 & [F ] LA O B A C i 10 511 H 6 $1(60.0%) T > 7=,

M~ 7 7REOHR - OB EREOMA & F 7R E O F JAEIZBAE H 28 15.0ng/mL TH Y | 4 Hi%

IZ1% 47.5ng/mL £ C EH L7, DIBRIIHRAIIKT L, 12 #I121% 8.4ng/mL Th o7z, MM HIRE &

2t GVHD LB HEREREE & BRI v . &k GVHD IR TH 2 5B ME% 2 6 3 HE To

BRI b7 7REIL 25ng/mL FBREN RS TH DL Z ARSIz, 2, d 7 7RENBAH

#% 4 AHIZ 475ngmL L EEEZRT 20D, FAIORGEZIERIEET DI ENLEE LN EE X

LTz,
e b5 7REDHE @EORE : hTtL)
(EPEROKREFDES)
(ng/mL) .
60 - ) 309 5r
- B 1]

50 | 1095

it L

a0

i

2z 30

&

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
Fehitz 1%L
¥ 0 18 6 8 128 13 9 16 23 23 22 21 17



V. ARICEY HER

<BE>WRAIOARBRHZOT — 5 D

KGR O 50715 - R RFEE R R 2 Xt 4. Bhi#% O GVHD FRAzh R afst Lz, #IH]

& LT 11E0.075mgkg % 1 H 2 [IFE O£ 5k, SUIPIHIE S LT 0.05mg/kg % 24 BEfEDNTF T

RIEEE L, WIRATEE & Z2uER D& G- ER)ICOI V2 7=, 7272 L, BRRRGE, i b7 7R K

VDI 7 L7 F oMl TR GRBEAHER TS 2 & & L, BFEEO FRITFA#YS 0.30mgke/ H |, #

ARINEE5- 0.10mg/kg/ H & LTz, 7eds, /NRZR ETHER 220 F 8535 2 ERREERG AT, JE

BLIEK TR L TG (HFFREY) L7,

(E)EHMBMEIIE T 2KRBINT-HELOHEZ, TEE. B 1 BRTLVv 22720 A2 & LT1E 0.03mgkg
AR T T RO BEESHE CAR L C 24 R CRIFEEET 2, £, B XHE 2R BBEZIC
AR OB G ZBAT 2 HEAI2E, @E, 270U AR E LT 1 [E0.10mgkg Z ARG UL T o s
W CATR U C 24 BN T EET 2, WARTTRE & 2R o 72 RIT TE D721 0N TRR D B 528 i 2 5, |
Thb,

FEAR  BAETZ 100 HBANIZIW T, A RMEMT 4 9 B Grade T LA Lo GVHD 13X 3 filIC B

L7223, Gradell UL _EDEIE GVHD 338 L7a o 7=, 9 BBz BV TGRS T A BT, Bl

FERE(F M ERE R OV R ERBO 1T A CHIE L, [BIE R o IVl X HE# 16 H Th o7z,

b) BHEAXEER (GVHD) AEHE
B R L

i) BBMEICHE T HERRIEOIG
a) —JAER"Y

KRN OG- TI51E  EBAEE 70 GlAMAr et SEf & LT, BAiE 2 A2 7)) A 1 [
0.15mg/kg & 1 H 2 [ OG0 7R L, #itkid 18 0.10mg/kg % 24 WefEHFoE A (R &
LT3 HUPMEO T [E0.15mg/kg 7 1 B 2 B AOEG(h 7 b Uiz, #58ITEREE & O
R A b &I LT,

FEAL - AR 3 0 A ORERCTH RG] 69 19 66 151(95.7%) 23447 L. BB 65 #1(94.2%)
THE, BSOS 69 B 25 B(36.2%) TH B ALz, ARMER OVZAMEOE DD AiHIEE 1 AHHER
IZHANTHEAOHRIIRR I EE 2 BN,

At

EaiiE AR FEAEBUS
v | | T b
AR (’;07;’3 g) (8266 /733) (4102 /033)




V. ARICEY HER

iv)

b) FEMABHE
RO TR AR CIIBEAFIRIC X D kfeia R 23R EE 70 e 51 104 Bz, JEATE LC 1 [\ 0.15mg/kg % 1
H 2 [m#fE #5507/ L, 55 6(52.9%)T TH%h LA EORGEN S BT,

BMERREDR

BIE(%) 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 OMENC 3T 2 AR SN AELOHERE, o, #2782 Y A2 & L TI1E0.10mg
kg BFABAYEIR LT KO BHESHE AR L C 24 BERE T CRBFET 2, AIRFTREL oo o BITTE D
LR OGOV D, | THD,

<BH > HERIF| OKBIRHZ O T — 5 19

RGO 551k BRBAEE 255 E LT, B 2 BRI S 0.15mg/kg % 12 Befi] 2 & 1o 0 £ 5
Ri). #H% MpE FFBA#21E 0.1mg/kg & 24 FER 2T CREERE L. NIRATHE & Z2401X 0.15mg/kg % 12 RFHE]
T LR O GER)ICOI D # R T2, 7o72 L. AERRER OFERLO B A G- B AT AT N B 5K D
IR ERFOIM PRI L OREI L Chb LWnwo L & Lz, DN ETCHRZ2Z0FFHRET D LN
W72 58I, BERLITIK TR L TR IR L7z, 7ods, RHMIMIIBAER 12 M & LT,
FER - A MERRAT RIS 17 B 2 BNCHEREEIE A B AL, £ 0 5 B 1 FIEECMIZEE L3, ftho 1
BIIIHEREFEHEIZ B o 7o, Bt 12 B XTEGHIERE AT W T 17 FIEFINALF L, BHEE I 16 1T
AL, 70 BREBEEL LGz L7 F= 21X T1.5mg/dL LA 285 61, 11.6~3.0mg/dL
21161, [3.1mg/dL BLE] A3 1 BIEEREBE M) TH » 7=,

TERIDO AT 7L EIZIERBETH D EEZ BV,

Aok
AR AER HEHE R
- 100% 93.3% 13.3%
EERBA (15/15) (14/15) (2/15)
SEIRB AL 2/2 2/2 0/2
N 100% 94.1% 11.8%
€N (17/17) (16/17) /17)

IDFEHE. ASHE. MEBER WNGBHEICE (T 5B RGO HH
MAUER e L



V. ARICEY HER

@ HeEEER

i) FFBIEICH T HIERERIED IS 'Y
FEN IR AR BRBR & FEhE L TV R0, KE T 7 a AR Y v & OBk EAE 4 LB R AR R
FEhte S A7z, /N 30 Bl & B TR AR 263 BillZ, AK) 0.075mg/kg % 12 BEfE] Z & 12 4 RER 2> T
FRESUT 0.05mg/kg 4 12 REEIZNT T 1 B 2 ELAGREFE L. NARFTREIZZ24UX 0.15mg/kg % 12 FFfE 2 &
RO U7, ZRBRIER., MAREIC X 0BG E2FE Lz, WA 1VEERR, | FEER, 2k
RSN BLR . L ORIWEANC X 2 Be G IR %4 bl U7 fE R AFIOBRA AEREO bz, I
BoAit% 5 M OB FTEE T o - 72 263 Bl O RFEAEFFEIX 79.0%., EEFIT718% Th-o72 17,

(BFBRIC I T D IEMERIE OIS 2 &R SN RIER A &L, EE ¥ 71 ) A2 & LC1EO0.10mg/kg
Z BRI ST T R O BERESHE TAR L C 24 BFREIANT CHRIEHIET 5, NIRAIRBE RoekiTTE 27210
RPN BTV # 2 D, | ThD,

i) BHBEICE T DIERERISRUBHE R XE MmO
a) BiEAXEER (GVHD) FEHzHE 1210

EARKOCKETY 7 7 AR > & OBEVEZLIE S ML L ialh 2 520 L 7=,

ENIZBWCHBIB R 68 BIlCAKI 20 1 HETL Y 11810.075mgkg, 1 H 2 [BFEOF 5 7E1), X
IR PGS FTREIC 72 5 £ T 1 1] 0.05mg/kg % 24 BRI S0 U7-, 8583 i b
KOG Y V7 F= 1% b LIS Lz, WAl RS GVHD B3 (Grade 1 L |), SAfEAELF
B OBIERFRE, MAERFSELR K O AR A AR S BLR & e U755, ARFI O ERR R A FPED
W BT,

F 7 REICB VT, HLA A RN RE 165 4 K OFEIML AR R E 90 Bl AKI 2 B4 1 H
ATL D 181 0.03mg/kg, 24 BRI RRGE AT L. PRI ATREICZ2dudR D& G128l e x 7=, B 5
EIXEEOFIRNE 580 4 5L L, mH o RFE2% GVHD 5813 (Grade T UL E), BREA T,
PR ER A EEGE LB LR, AR OBROAAERRD b,

(EYE RIS T DR SN HIEROHEZ, TEE, B 1 AL 427 n Y A2 & LTI H
0.03mg/kg % ABEHE LT K OBEESHE TR L C 24 B0 CAMEiEd 5, £7-. BRAXEE
BB AR OB E BT 28I, @, #2712V AL LTI E0.10mg/kg % A AR X
7 R OBEESE CAIR LT 24 BRI TR EET 5, NIRATEE S 72 o 72X TE B 72T 00 TR m
H\ZYI0#z 5, | THD,

b) BHENKEER (GVHD) AFME
AR L

i) BEBHEICETHIERRICOIMG (—XEHE)
BRI 1T D REIITERIZ OV TR HEER 2 F2E L TV R0, —KIBIFRIC DWW Ty 7 r AR Y
@ historical data & Fhlg L 7= 1D,
BHEE 2 FIICBME 2 AR S X 7 v U AR 0.15mg/kg & 12 R Z Lo & G(h 7L, i
%1% 0.10mg/kg % 24 IR adm st £ O®%IFERIE LT3 ABLINIZ, 118 0.15mg/kg @ 1 A 2 [A]#%
A5 7k Uiz, &5 8I3ERRE L O PR E 4 & & ISR L,
WAIO 1 AEEFR, AER, RIS E AT oA REREIER 2 ik U758, AH o g A
MDD LT,

iv) IDFGHE,. FFSHE. FERAER WWNGTRBIEIZ S 1T 5 RIS 0
EEE R L



V. ARICEY HER

2) REMHAR
@ FFBIEICH T DIEMRREOIH

1990~1991 I AR 53 IR % 52 T T2 /838 24 iR fikfe i 5- S 4v72 16 Bl 0B BRFR A S 2 (1992 A4Eif
SOTHE, # 7 v ) AAGFEAANT S 7R AER)EE N TR 551 B, &K 792 BIZKATWDA, X
IMERO LT, BHIAEF L TWD, 16 FilH 14 FlITEE OAIENFREL 72> TR Y, iz, 16 #I+ 14
BITAT A RINDOBERNAIRETH 72, ZOM., EEZBIWER. FARA(E R K OURYYE TR
Lo T,

Q BRBHEICEH T HEE RIS KR OB R 8 T 5m 0
1) BIERXEER (GVHD) FRA3IR
a) RUBGHBRGEE OANT D 7 v 220

o5 T ARG 2 OV AR bl sk BRoe SE B 131 oD 5 B, 77 B CREAMER 100 H £ CTOREMIARKE T
H¥ 7 m ) DA S (RO E 381 B R 677 HEE), T ORERITEAEE 100
HLABEITB 72 I FIE L7, A & OIRRBRIEE T E R WEEHERIT 5 51(6.7%). ERAR A fE 5
WAL 15 41(20.0%) TH o723, WT LS BAERE 100 H £ TOMHE(ZILEI 40.0%, 78.7%)% K
L TS,

b) BBRFAGE DA 7 v A4 )20

i)

55 TURH R X OV IR EL RO GO 131 10D 5 B A RMWERRIT S 125 261 SV CIE G
Aa I Lz, BREfR 1, 2 4, 3 FORMIENE GVHD JEHER, BRALFR K ORRE O R R
REFFIUTOZ LI THoT,

1814 GVHD iR, 47K, FHRE

BREME GVHD % BRAEFE RIEEIEE
14 42.6% 75.8% 14.2%
2 4 47.8% 66.0% 18.9%
3 4F 47.8% 62.6% 21.2%

<BE > TRIF| O AGRIHZ DT — &

FHIP 5 ONBBRAZ (R 10 AT HERL 2 1 F )7

55 MUAHFRER OB Zh I REHT X GHER 9 B> 9 B 5 B CHATE 100 H £ COFMEMIFK TR 2270y
DA DR B S iz (Bt 112~270 H ).

A% 101 B LARRIZERD D AV FERL & O R BIR A E T & 72 WREREE R « B AR AR AL 2 5 A #h1T
TREBEERL RN 7YY R EFK 2 HITH- 72, Bhit 101 B, 2P GVHD & OV GVHD
DF T 723 BUI AR BN o T,

o5 MUFAFRBR O A ZIVEMEAT X SIEB] 9 BIDAAFE « TR OFIRBOFERIZHOWT, ¥ 7nl) ARAEE
ik - TR G BGAEZITo 7o, EOME, B O R IEIIBMERE 327 BT, FUEEBEOFEFS
N 1A, BEILZOFEBOFRIZELD 1 HEED 2RO LN,

BiERXEEXR (GVHD) AEME

EER R L



V. ARICEY HER

Q@ BBIEIZH T BEMRIEDIME 20
AT 1 FH AR K UM% 3158 T ARERER O A D HERFAT e RAE B 104 FIIZOUWN T, 3 9 H ORI T 6
BEHA A L7, 2O OREFDOEFR L OEFERIFUTO T EL Tho (@R ANIH 72 f

o
EHFE, EEBE

HOAE O M GBrH) 1 4 24 3 4E

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 P IIMAIL) D 2 DT, HEAEEF S ETe,

* 0 T OMIT 3 AELIREICHEREFERE L 72IEBIDY 1 BIGEREBANDH 0,

FRLEMEICOWTIT, ke G- PITH 721238 8L L7 BHE M R O R R A 5 O S BUB S IX. FRED

T &L 3y AFETOIRBBEE I~ LT,

BEHREREERR VR REERERREE

JERAAFR, AEROFHITIBWCTITIRERIRA 3 FEROIER] b & N 5 7= D RBEAFR, BEAEERTRLE,

ko 4 Fl

~3 % A 4 5 H~14% ~2 4 2 @ 11 W)

Bl 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)

@ DFsiE. FhistlE. BEBHERVC/NNERBIEIZH 1T HIEERIGOHNE
B R L

(5) BFE - WERIFER

KR L




V. ARICEY HER

(6) AEEEF

1) ERARERE (—REARERE. FECARERE. FARBLEERE) . HERFTERT -2 ~—XF#
E. HERTRERABROAS
TR DOTENDRONIEHARIILL TO LB ThHhoTz, 2B, 1| ARG ELOMHPREFR D513k
7 Z7ENCHOWTIE VI RYBEICET SEE ) 2. FEIMOLEMEIZONTE WL RE (EREDF
EHF)ICEHISEEB) 2RI 52 L,

@ HBIEICE 1T 2ERRICOMF 22
IFRAIIC 151 2 RIS ORISR 5 7 0 7 5 7 (0 72 b, HEH DM I T T CO%AMR & 1
AR L . TOICREE G D ENOMEEZ HAYE LT 1993~2003 4FICHEEZT > 7,
Z ORGSR, 6 A BRBEFRIT, Q44 B)TIE 74.1%, /M504 $1) TIE 87.9% Th -7z,

Q@ BHBHEICH T 2RISR UHE A XE RO IH 2%
BRBNZ 3T DS K O kg £R(CL T GVHD & BS)OflZxt32 7 v 77 F 7 (K,
H 7V RO HERE T COREMER L NCHEIMEL , 2B ICHEE 5 2 2 EROAEE BRY &
LT, THiEE1X 1999~2004 412, RS 515 1994~2004 F\ZFHE LT 72,
(B¢ 5]
Grade T LA > GVHD O RFEFHBLFEFEEAEL 100 HFRER)IX, AAQ2LS B)TIX 44.1%., /BT B) T
40.8% Th o7, 70k, KFBRFE TORKFER TlX, HLA # & RIS 64.0% % 5O TW DTt
L. HlREORHETIL21% TH -7,
Ry i
ZWE GVHD (239 2 A 20 FI%, 56.8%(42/74 B)) T - 7=,

Q BRIEIZH T HIEMR SO HIH 220
BRBAEIZ 3T DRSS OGN+ 7 a 75 7R, 7R v . BRD) O EEE T ToR ek
RONCHEIMEE, 2 BICEEE 52 2B ROLIEEZ HIYE LT 1996~2006 4 IZFHA 21T 7=,
TORER, 1 FRREARL O BB R, BA,233 i) TIXZIZI 98.6% K 10 95.8%, /IR
(205 B TIZFNFN 993% KT 97.3% T -7,

@ DBHEICH T BEER DI 2
MR OFREIC IS B DB —RIGEEFI(10 Fho 12 BRARAFERLE O 12 BEABAESERTIHTND
100%., 12 8 BREHEHSOSEBRIL 40.0% TH o7, F12. 3ERBAGFERL O 3 FERBAEERIINT
N 100%, 3 4FRAEEHSOSREBIZIT 50.0% TH - 72,

B MIBHEIZH 1T B3R RIS D HNH 2
HilR % DFRA I D A — RIS HIEFI(12 F)D 3 FERFBAEFERRD 3 ERBAERITINTRLY
82.5%. 3 HFERMEIEHMSSFRELEIL 75.0% Th -7,

© HEEBHEICH T BIERRE O *

TR OFANZ I 1T D BERBAE — IR FIES] (35 61) D 4 F B FEAAFHIT 100% 4 F R E HRI1T 78.3%.
4 FERTEMEPOSFEBIZRIT 37.7% ., 4 FERBA 2 ) VEEBLERIT 95.5% Th ~ 7z,

2) RBEEFHELELTEBEFPEOARRXIIEREL-AE - RBOME
BN ANA



V. ARICEY HER

(1) Zhit
1) DFHEICE T B IEHRIG DN F]

SMENZ B W TOBIEICE T % 71 75 7 (K - 5 7 2 W) OFEHE S S ONHIRN B3 HeZ8 ST U5 3139,
<HE>

ORI ES B4 rE S
RANZRBWT, 18 EOLBHEEIC Y 7a ) A2 EEE L, AAOEEEEG HikEsRBETH L L
HIZ, BRI LEMEIZ OV TRFT S Lz,
T OFER, 1 FRFTO Grade3A * VP OHHESIE O BREIHEFEHARIT 74.2%, | FREBEEFRIT
79.6% T, AFNDOHFHMERRD b,
RIEFH ORBIFIL 96.3% T, 20% LA EOSEE TR O BIEANIZRYYE, BHREEY . BiE, &
B, i, O, SREBIETH -7,
T DR BRI 2 B O RIRRIE L OV S U < VA M e e 2 58 8 2 FERE SO

©Q KEZ MR LB ER
KENZEB W T I8 L EOLBHEE 41 flicy 7 a ) A2AZ&EE L, GO LBz o0 TR S
iz,
ZOFEF 6 H AWESTO Grade3A LA DRSO BAEIERIRIL 45% ., 1 FERARBEEFFRIL 0%
T, AFIOFHAERED b,
RIEA ORBIFHRIL 79.5% T, 20%LL EOBEE TR OZRIERIZIRE, MH, R THY . /o, &K
YIiE O FE BUSEFE 1T 2.6 JEY4/patient year “2Tdh > 7=,
H ) AERTEE 1 AST 0 ITRYHEN I D HE

@ XEHFHIAEAR (LBHE) Y
e DS FEINHIRE CITHERFREE D L <IXTREARTIED DBREEF 16 Fla X512, # 7 v ) AADORK
HHNERG R & BRMIZ O W TR S v,
) 18268 H(CEXMELS.D)OBIEM ., BEFEAFE, B EERITE BIT100%THY, ¥/
U A IHER OGBS TR R EE D U < IXIEEARMED DB EE ORBGEIRIFIZBWTEH
BhThDHZ LIRS,
20U EOBETH LN AEFGILTH, 3R, BHEERT. 5o, ik, KZEThoT,

@ EvYN—TJKREE—EHRRE EBRRES)
DB 122 Bl 23t X 7 1 U AR % i SR IHRE OB & L I DV TRET

I,
| FERFERE AT 90%, F7o. HEHESSZE B X 0.09 episodes/100 patient days 9 CAK| DA H
MDD b,

LEMIZE L TE, 7 V7 F =08, @iE, BERP, BSESER A LT,
1 3)iR T 100 HHTEE 1 AH 70 ICBMHEROG S FEBLT 55 E

2) FHFEHEIZ & 1T 5 3EHE R ]
HENCHBWTIIBREIC I 271 75 7 (SR - 7 72 V) OFE ARG O3 8h B 23R X Tun 5 333536)
<BE>
@ kERFRARRAER (HisiE)
BEe DS BNRIRTE CTITHERFINEE & U < IXIBBEARMHED IR RE 15 fl x5, ¥ 7 a ) A2ADK
FRWEEDR L ZRMEIZ YW TRET S vz,
) 165292 H(CEHME LS. DDA F, BEAEFRIL 66.7%. lEanEHHFIL600%THY, X7
7 U A A IPER O G IHRE TITMERIREE S L < IZIREATHE O i S O R HIRRIZ BV T
BN THDZ ENRBEINTZ,
20%Lh EOBE TH LN A EFGILE AR MEREEE, B, R ThoT,



V. ARICEY HER

Q@ EvYN—TRFE—EEHRE BRRHRE) P
Mt HE BT 66 Bl & Xt RIC X 7 1 U IR % F T2 SERE G P VA O A 01 K V2 2 PEIC DWW TRRFT S
nic,
| FFRRBEAFRIL 3%, - MM LU FE B IE 0.85 episodes/100 patient days Toh -7z, ¥
% EHIM 7 + 7 — LT-BROIRIE R OVEFRIC i b 8L KT T PAEMEMRE R OFBLEIL 21.7%
ThoT,
LZARMEICBE LT, BEE, St BYEEENRS BT,

@ TavAVKEH RS ERRKRE)
RS ZRGUC X 7 0 ) AR =T HFF A7V EG ), #7rVAA—Ia7x /) —LRET =
FIOVIE2 B DOBFINE & Rz W TR S vz,
270 ©NA=THFFFT Y ARERO 3 FEREBEEAMFRITI TN % ThoTo, £, ARG
BUBEE XX 70 ) LA =T HFF A7 Y EIERET0.6 episodes/100 patientdays, ¥ 7 2 U AA—I 37 =
J —)VEETE 7 = F)VIRIERE T 0.3 episodes/100 patient days T&h > 7,
LRI L L, 7 V7 F= 8N, MbERRR S, BYSESENRA LI,

3) MEFBHEICH 1T BB RIS D INHI

SNENZRBWCHEBREICIR T 57 1 7T 7 (FEFHIK - 71 72 W) O FEHE S OBl Zh 503 fese SA T 5 3739,
<HE>

O XKEBFHAERGSER FEBE)
DER D50 FERNHETE CIIHERF R EE S L < IZIEBEARMHEDOFERME AR 2 2RI, ¥ 71 U AADORK
BRI L etz oW TR Sz,
¥ 120287 HOEWME £S.D)OBIEHM b, BEAEFRIT1.7%., HaEHFRIT 3% THY, ¥ 7
1 U A TIHER OGRS TIRHER IR EE & U < IZIRRRIHE OB B ORE iERIc B W T
B THDZ ENRREBE T,
20%LL EDOSEETH LN A EFSRIIIREBEIYE, BEL, ZLT7F= 8N, BRTh-o7,

Q XEZHERMBHTIRE ERERIRE) S
199445 H 1 BE D 19954 11 A 15 H OMIRNTKE 14 izt T 7 1 ) ARADREL SR EE
362 B DUV THENT 3T T2,
MetttRIcZ 70 ) A AR T T4~ U —FEE L THW BB IEGHHREQRLS Bl | FERFEHRE A
TFHRIT 95%., | FEREBMEEAEEEIT 85% TH Y . BRI IFAIEGS B0 1 FEREREETFRIT
91%. | FEBRFEBMEIHAEERIL TI% ThH -T2, £12. Z7 1 U A RIIHER DG IHINRTE TILHERN
#E Y L < IXTBEARMME D BRI (112 B ORBEHIBEIZB W THES Th -7,
HEFRLE LT, BEE, B, REBYIE, V1 AT e T A LRGSR LT,

@ EvYN—JREZE—HEERE EBRRHS) P
K7 m ) AR %R EIHEIAlE LTV 123 BlOEBEEE TOFMEIC YW TRET ST,
PikA B0 v a VEIEE AT LA 7 v U AAREICB W T 18 » A (R o# &k o B4
11T 98% . BRI AE A5 RIL83% CTH 0 APEDOMIEMEEHE G X 2 BRI RE DR B 7 o 72,

4) INGFBHEIZ & T BB RS D HH]
NENZBWCT/NEBAEIC BT 2 7' 0 7T 7GESHR - 5 72 ) OFEERISOIHIZ RS HER STV 5 ¥4,
D YIREZUAVE)FRERVUITA 7 I KREMBHRE FERRERE) ©
2o AAERNEZD T AE U F B FREFEO/NGBHRE 9 Fild 1~4.5 tEDBELELERIT 78%.
PRIEERIT 67%. <A T I KFO/NEBH 19 D | FEERFAEFRIT 64%, IBEAEERIT 60% Th -
oo DEAK AU H Y ARFIFITORERERIL, BEESH., BAZY > SE 1 F] 8 R E
2 BN A WV AMERGR 2 il7 & Ch o T2,
Q@ EvyYN—PRZFE—ERHRE FERRS)
1990 45 H725 1997 42 9 H & TIZ M 47/ MEREAE 98 FllZ W Thet Sz, /MM RE%RIZ Y 71 Y
LAZHW 1, 5 EOBEEGFERENEISEERIT. ZNEFN 72%. 48%., N1 64%., 40% TH -7z,



VI. EHhFEE(ICEEI H1EE

1. FEZNICEAEHSILEPRITILEDEH
U AR Y OGN
HE : BHEOH HLEMOIRE IR EIL, KFTOBE TR EZZRTH L,

2. ¥3E%kH

(1) YERRERAL - YERMEE ©
27 m ) AZOHBEMEIERIL, £& LT T/ X D50t - BITER 7 D pEE 2 THET 5 = &2 X v Ji#
ENDHN, ZOEAREZTA B VY —RNA ~DERE L~ LTIl &b Z LIcik3 EEXBNT
Wh, A 7a ) AATHEANTY 7 e ) AAREAEAFKBP) EiESG L CTIEHZRET 2 B2 0N TWD
NZOEAIZZa AR UEEEA THHI 707 4V LI B2 ENHLNE RTINS,
COMRAEAOHENRZ 7 a ) AR 7 aARY L OEROMER NREDOHES LTRATWS &
Bbihd,

(2) EMEENTTDHEBRBAE

1) GRERITHT DR
~ U AD PRI Z W2 U CoRERIR AR EKRICBWT, A X —uaf X2 b NNIA v H—T =
0y %O THEEEDOY A N A VEAZIEI L, B2, b MR EEZE % HT CD3/CD28 CTHliE 9
DI IBNT, RIEMST A M A > Th HIEBEERE (TNF)a, 1 X —8a A4 %> 18 5N A
HZ—naA X6 OEALIEITS, —F., BHAROBEEMHEERII S OERICk LT, 2
RIEDREN TN D,

2) RERUSNZKT BER 0
7 v MEAEFOMRER O X PIRFE RIS & 2 MR ZEHE ORI 4 S5 B R IS5 I Rg 2t 3 2 BETRAE
EHREFT S,

3) BB/BHEETILIZNT SR
OB BT 5 RPN TR EHER RG22 BRI sl L, A A IER S50 =7
AP A XD Ty k),

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

(eon 1 R RS Sy Sy —

0 20 30(H)
FERS R 3



VI. EHEEICEY HER

Q@A *HE T T VAT T, TR ORI 5O WU T b B xHiE 3 5UG % il
L., AFHMAEE I ED(w T AR, T v | 35%9)

Ty FBEARMEBEEIRICHTS52 700 LAARUTL I ARKRY D OMR (FHMIZE)

(%)
s o LT B (n=10)
30 O ZHI LA 1mg/kg (n=10)
- vV ¥2uRAR)r  15mg/kg (n=10)
£ 60 O y7uAR)r  25mg/kg (n=10)
¥ i
s 40-
20+
b N
0 T & ] ]
0 10 20 30 40 50 60 (H)
o Pt A e £ AL 2 H %
Sy MSERMBERICHTS200) LARRUSYORRY DOHR CAENERS)
(%)
100
80_' ® o lin B (n=10)
| Axy) LA 1mg/kg (n= 8)
& 60 o #r7u)iA 15mg/kg (n= 6)
pia . vV ¥ 7uAFR)r 15mg/kg (n=12)
2 40 O 7uzR) 25mg/kg (n= 9)
20+
Ot—T—T1T 7T % T 71T
0 10 20 30 40 50 60(H)
IR B F2 A P2 H L

QB BT T /MR T, BB IEE S 2 A IS L, AR 2 e R SED (B D, A X9,

Z v h ),
Sy FTOBEBIEIINT S Zv FTOBEBIEIINT S
2501 LRADHE O ORKRY CDOHME
—e— HliEE (n=7) —o— MR (n=T7)
—O0— 70435 70.32ng/kg (n=T) —O0— ¥ 7 u AR ¥3.2ng/kg (n=7)
—— 70%77 lng/kg (n=7) —7F— Y70 AR ¥ 10mg/kg (n=T)
—— 70 %77 3.2ng/kg (n=7) —O— v 7u2#1 ¥ 32ng/kg (n=7)
(%) (%)
100 1007
90 90 J, >
80 80
70 1 70 1
60 £ 60
7 501 17 50
s 401 e 40
0] v v * %]
201 20 1 .
10 1 10 1 =
0 b - Or . ) 0 . . . . !
0 20 40 60 80 1000H) 0 20 40 60 80 100(H)
TR O H RSO H



VI. EHEEICEY HER

OOBAEE T /TR W T, BB R S 2 80l U, AR HHZER ST (T v b)Y,

Sy FEMEDBEICHT S50 ) LZADOHE

FEHA P b f(mg/kg) #ildx BRULAERS A5(R)
%FPR — 5 6(3 L), 7, 8
Zral) LA 0.32 8 5,6(35),7,9,10, 11
1.0 8 9, 35,68, >100(5 It)
32 8 6, 26,45, >100(5 L)
10.0 8 15% 21,25%  >100(5 PE)
vrmARY v 32 6 5,6,8,92 Ib), 12
10.0 8 5,18, >100(6 PL)
® 1 AEFESETH
OFBIEE T LVICBWT, EFHRHZ2 TR S8 51 X)0,
1 X T 5200 ) LAOHR
FEH 5 B(mg/kg) B 5% % Bk AAF AR KOS EEHIA
*HR - - 5 7~20(4 L)y, 13°
VA= PN 0.1 A 5 73, >28(4 L)
vrmARY v 20 o 5 >28(5 L)
a: B b RUE XA EEERO - D EEESE

% 0.lmg/kg DFFRINEE 51T 032~ Img/kg OF% OG5 EITHY T2 LHEH S D 9,

OHBRET MIZEB W T, AFHMEIER S 51 X)%),

1 XEBEITHT 52780 LADHR

B 58 B 5 B(mg/kg) 5%k AR B (H)
i FR 5 7,9, 11, 12,21
HHEE 0.1 fhiE 7 7,8,11,12, 13,22, 27
0.2 fhiE 4 10, 18, 21, 33
0.3 ik 5 18,18, 19, 26, 73
1.0 f&nN 5 19, 24, 29, 30, 53
IR ER S 1.0X5 H(@4~8 B)fHiE 5 18,21, 24,38, 44
1.0X3 H@~6 B)fE? 6 21,28, 31, 50, 63,73

a:20 ALLEAFEFNCIE 10 B 1.0mg/kg fHiE#ES Lz,

O/NBEIEET VICEBW T, AFHIMAIER S5 (7 v M)%,

A iER 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 : #ff% 8~30 BIL Img/kg #F@ B &5
b : i 8~30 H I 20mg/kg Z @ H#% 5




VI

EMEEICEY HEE

4) 2o0) LRESYARKRY U EDERLE

(3)

Ao0Y)LRESHORKRY 2 EDIERLLE

4\ WAL UEZ) 46) AR A
RH BG5S Zrmal LA Y uARY v ik
in vitro T OGP HNHIVEH
U BRI G B RG =N 0.18ng/mL 17ng/mL 45)
~ A 0.3ng/mL 40ng/mL 65)
AR S A T AR A Rl ~ U A 0.23ng/mL 37ng/mL
AU H—aAFxr 2 AR/ ~ A 0.1ng/mL 18ng/mL 45)
A F—=TxuryERk ~ A 0.1ng/mL 4.5ng/mL 45)
B #lRE5E (5T IgM HT) ~ A 0.2ng/mL 66)
in vivo T O HNHI1EH
PUREAR ~ 7 A(po) 4.7mg/kg 35mg/kg 65)
T AR R LS 7
TR AH A X (po) Img/kg 20mg/kg 52)
H/1(po) 10mg/kg 51)
Z v B(sc) 1mg/kg 10mg/kg 53)
BB THrkE Z v Npo) Img/kg 3.2mg/kg 59)
ey - {0k e 7 h(po) 32mgkg P4 A% LY | 10mgkg D4 A% LY | 59)
DPEHTHE) D5 TITHES)
I Zih Z v M(po) 1mg/kg 10mg/kg 60)
GVHD #iifil
(TBLB$ ) < 7 A(po) 3.2mg/kg 100mg/kg 54)
7w h(im) Img/kg 15mg/kg 56)
(IR 5 ~ 7 A(po) Img/kg 32mg/kg 54)
Z v b (im) Img/kg 25mg/kg THAFHIMD | 55)
JEEFRO LT
Z O EM
B B 4 T ~ A 1100ng/mL 960ng/mL 45)
ST TR A A(iv) 0.1mg/kg 0.6mg/kg 49)
¥ :por RHEG sc: TG, im: NG, v : flkNES
XK ¢ in vitro DFRBRIT SO%IERBEEE ., in vivo DFRBRIT S0% (ERH 58 X i3 Ao 5 &

2B, invivo TOX 7 v ) AARETEKRYERIC CER

{ERIZCRISE - FHRESRD
KR L




VI. EYSEICET SHEE

1. MPREDOHTR
(1) AELEMEmMFEE
5~20ng/mL(‘H #EREAEIZ 31T 2 BohE Fr et 7 3290 O 47 38 R 1IZ 1 10~20ng/mL)

(2) BRRABRCTHRBSIN-OFRE
1) B#4E
OEREEE TOBKRBRICBW T, ABBMEE 9 Bl T, BB OFIRIEARN P 55 & O
T~112 BHORE ARG (T 0 7T 7 h 7RV ZE PR EHERS 2 et Lz 9,
DERN 5
0.075mg/kg 4 FRERE A AR G- O i R EEHERS L 0 B HT L 72 38 Ehie S 7 XA — X DU FICR T,

BN S ROEMBE/ NS A -4

tin2 AUCo.121 AUCo. CL* Vdss#¥ Cap %

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

7.93+5.16 470+132 746314 0.12£0.05 1.010+0.382 78+19
XK TIUT TR (CE¥£S.D)

% AR

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

WO EG(F 0 s F 7 1 7RI
0.1620.03mg/kg(F¥ 8 58 =S.D)BE G RFO M AR EHER K 0 B L7238 Eie X7 A — X # LI T

R,
HTEILBESROENHENRTA—4
Tumax(h) Crmax(ng/mL) AUCo.12n(ng * h/mL) k7 7 ¥ (ng/mL) F*¥(%)
42+29 44+45 2741198 1612 20t17.8
3012 R i HP R R (CF¥)+8.D.)

K AERPIRI A R

@b oNCORAKE(T 0T 7572/ L TWZANB R 14 #112,0.096 0.016mg/kg 4 KR

(2 24 e FFe A L7 Rpo A L1, AURBHAGHT T 15ng/mL, BHAfR 4 RfH]#% C 30ng/mL. 24 F§f#f%
T 38ng/mL TH -7z 9,

QOHIREOHBICBNTEHELNT/NEBEBHMESE TCOEYFNEE T XA —HIZLLTDO LB THh-o72 M),

DFF AR 5

N BALRHE 8 BICEEIFE 9 I 7 1 7T 7 (CEE# 5B 0.079mg/kg) & 24 REfHIFrHgefIRA 55 L
7o & T DIYENRE T A —=FZ 2 LIFITRT,

24 B A IRN IR SR D EYFE/NF A —F

AUCo-24(ng * h/mL)

CL*(L/h/kg)

772+£337

0.098+0.0367

R VTT A

)% M4 5.

(CE¥+SD)

/N AR 5 BICEEIAFEE 9 M)l 7 a7 T 7 (CEEI#H- R 0.218mg/kg) & # & 1 BREfEAT & d & E %I
Beh L2 & 2 O3EYENE T A —F 2L FITRT,

HRAIRICREROEYTE/S A —4

Tmax(h) Cmax(ng/mL) AUCo-120(ng * h/mL) F*(%)
e W] 1.60.5 51+24 247485 11.9+3.7
iR ER 2.8+0.8 28+11 205+78 10.0+3.9
MAMRNA =R (E#)+SD)




VI. EYHEICEY SEE

@R DOREIZB TR N BAEII S L 3R GBI O 1 A& G8 & mhgREGEE & 53~ 7
TRNILLTF D LB TH -T2 @),

DEFARN R 5
BHENHOKRSEL NP REOHTE (BiRHE. BHRNES)
| —ae -~ GRIEE —e— G|
L R A
AR (~155%) (106) (166) (109) (83) 73) (43)
R A (16~ 401) (716) (414) (235} (203) (92)
015 -
+430
E
= i)
= _— - Jog B
i N P ~C- ot R W = 20
3010k 4= K
) &
410 =
E 03
' c
s
2 =1 =0
= 0.05
|
0 L 1 L 1
0 1 2 3 4 7
i B i Wams
A (~15m)  (142) (191) (141) (112) (85) (44) }W‘M )
B A (168 ~) (837) (946) (610) (437) (284) (110) 1
e
RO 5
BEVHOREEL T JEDHERE (BERIE. #O%S)
|-~ ISRMEEE —e— 16R~ IR |
MLFR3E R 5297 BB
AN (~158%) (12 (44) (7) (10) (17 (42) (70) (124)
e A (165E~) {50} (495) (79) (159) (455) (472) (533) (949)
050 - 30
=y
040 =
T O 20 FF
4 &
= =
= 030 F 10 &
E g
ﬂi‘ 0.20 F 0
ﬂ_‘;{
jun}
[ 010
O 1
2 1 0 1 2 3 1 7
P 98 5L L ERIID i
AN (~1588) as) ) az» o ay a» 60 en e ] T
A (1675%~) (983) (1042) (149) (225) (531) (699) (799) (1080} : N i
U
T m— |




VI. EYHEICEY SEE

2) Fr#stE
O/NRIFBA RS 16 BICEYAER 5.3 BBV T, BRI AMKRELRFE T 2.7~44 FOR O 5 ET
FREEDOMBEHRENE SN, SNEATOT T T 7 h TN &KGRT— )

@RBE DML IV TSN | A5 R L AR EEGE IR T b T 7L F O &5
D Tiol T,

DEFIRN % 5-
BENHORESE L NDREOHRS RTEME. #IRNES)
| —t-— ~ISRIPRET  —— I6i~ iR |
TiLF 3 N i B
AN (~150%) (7) (92) (99) (93) (90) (72)
1A (167~ (3) (76) (73 (74) (68) (58)
015 - =30
E.
~ £
T fE
2 ot g
= =
og =
o = 40
E o005f
1 T
D 0 E. 4
0 1 2 3 4 7
P N 304
AN (~157%) (40) (10D (102) (97) (99) (76) s fir
B (168 ~) (25) (89) (77) (75) (73) (64) " 1?@ S
==l 1R
ke A% 5
BENHOKRSEL b J7EOER (FRHE. #O%S5)
| ——t e SRR —— 16~ MR |
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 w
E 5
i =
® o 10>
i:;(
311 0.10 —| .
0 1 1 | 1 1
-1 0 1 2 3 1 7
. AR
i B , ERIU A
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) BHETEtE
OFFARA 157
SAENE BB R 126117 2 27 F 7 0.017+0.004mg/kg % 4 BEFERARPNERGEEA L7z & & o if Fhj g

EUFORIC, MBI T A —4 2 FORITRT, RBMPREHBIZ. 1 Hl2ER< 11 flo P
HEHERS 2 VR & LCR LT, GHEAT—4)

HIRNR S RO M PIREDHS

100+
801
60 1
401

IfiL %2 EE (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 21690 320£252 30.8+35.2
(CE¥J+S.D)

@kNEE(T v 7T 7 H TN

SRENE BB ERE 11 Bl 7 227 T 7 0.063+0.031mg/kg 2% N E L= & & OEYEHIE T A —HX %
PITFICAT, GMEAT—%)

BOBRSROENHENTA—2
Tmax(h) Crax(ng/mL) AUCo-12n(ng * h/mL)
1.61.0 44,6344 406+395

(CE¥£S.D)




VI. EYVHEICEEY HIEE

@it DHEIZEB N TELNIZH GG O 1 BEEGEE L MPERERGOKRSII N7 7ETLLFo L
B ThHoT T,

DEFIRN 5
BE5RBNHAOKRSE L DREDHTR (BRERE (P . #iIkNEE)
|- ~I5gipise —— 1R~ ikE |
I i P 0 R i 5 B
/R (~158) ) 47 (53) (45) (35) (43) (106)
B A (167 ~) (©) (92) (115) (52) (36) ) (200)
0.15 - -30
= 010 M—T % 1 % I\{ g
& Cmm=lr———=h—__ % 10
E L+ 308
] &
s 19 %
2 0.05 g
m 5
Bin Nn Na Bs NalWa Bl
0
-1 0 1 2 3 4 7
T— Mtk A%
NE(~158) 02 () (18 e (15 (4 (116) {f;fﬁ
B (165%~) (218) (218) (218) (218) (216) (215) (216) L
| 1~ 1558 16~ ‘
BHEHORESE L NDREOHER (BHBME Cak) . #IRNRE)
[ ——oe— bl —e— Gl |
ALV U5 A 1 B
AN (~15%) (2) (19) (24) (16) (16) (19
Wi A (1658~ (2 @1 (19) (22) am (43)
0.15 -
5 o2
= 010 &
on S\
8 ®
an
= o005
|
0
0 :
2 - Bts A B HE
5 A SRR LR T B
AN~ 15%) (36) (33) (35) (33) (33) GO L gy
HA(16~)  (59) (58) (57) (58) (58) (CON el
BT
1~ 15md%5-ht B 16~




VI. E¥EREICEY 5I1ER
i) A 5
BSRRNHIOBREEL S JEQOHDS (BHBECEE) . BOKRE)
| —=o-— ISR —e— 16~ bk |
e T 0 52 0 P 2
AR (~1558) (3 (11) a7 13 10 ) ) (13)
B (165~ ) (16) (11) (13) (15) (12) 17) (34)
050
: =
o 040 %
é 030 | 3§
iﬂé 2
™ 020+ S
_%_:(‘
immy
1010
0
— £ 5. RSO I
A (~150) (32) (32) (31 (31) (30) (29) (29) (29) Emm
HE A (165%~) (60) (59) (58) (58) (56) (56) (55) (56) =1
| C——~ 155 & 1655~ 5 |
(3) &
AFN O FPREIZEE I L D EAERH D O T, I FHREE D & OGA O BIEFNE ONZ I 5 R R MRV E
DM B OF A 6 15 B OB AZ B <720, B ORBITIE C Tl R EZRIE L, &5 8% FHHE
THIZ L, FRICBMHER H D W GBRAEZ RN MR EREZIT ) ZENEE LV,
B, BV EREN T 2 HAICEEREENRO LN TWDHO T, MHHREE L TX 5721F 20ng/mL LLF
WCHERFT 5 2 &,
4) BE - RAEOFE
AANTIE & L TEMHIEESE CYP3A4 TR SN D720 . CYP3A4 TREESNHMMOEY L OFFHIZ LY
AFN O P EEN FRT 5 aREM N B 5, F£72. CYP3A4 23584 53 & OPFHIZ X v AHK oD i o i g
MMETTHAREMNH 5, —J7. KK CYP3A4 TORBMAEILET S Z L2k Y. CYP3A4 TR#TEND
MOEYOMPRE Y LR IR H D, T2, RAOMBEEAHEERIL98.8% U EEEH VDT,
MmEEH & OBFENTRWIER] - O EERORENERH D, ( [VIL 7. 8E/ER) OEESMR)
2. BMHEEMI/S A —5
(1) fEtrAiE
BRI L
(2) RYLEE E
MY ER e L
(3) HEKZEEEH
MU ER e L

<BE > IR
7.93+5.16h( N BEBAEEE 9 B2 0.075mg/kg 4 FERLSTHE IR £ 5-85)2
18.2 = 12. 1h(AME N E B B 12 5112 0.01720.004mg/kg % 4 Fi RN R 2 AR PSME AT — %)



VI. EYHEICEY SEE

4) 9IVFI R
0.120£0.050L/h/kg (/> 0.0611~#; K 0.200)”
(BBAE R 9 B1Z 0.075mg/kg & 4 BRI 5 5-F)

(5) HMAEE
1.010£0.382L/kg(# /) 0.562~#c K 1.615)”
(BBAE R 9 B1Z 0.075mg/kg & 4 BRI 5 5-F)

(6) Z it
EEE R L

3. BEE (RE1lL—v3y) @
(1) #4755
LB L

(2) IS A—BEHER
MU ER e L
<&E >0k G
RN AERITFREAL BB 2BV TiE, CLF 3BT O E RIS L, BAE%ZZ OB KICHE-> THR %12 CLF 3
HWRT 2B 1 5 H T 50%FE),
EEME RS RBEICBWNTIL, AR ONEERAIC LY M EEIT, 61% 4N 24% LRI 5D THE
THZ LD,

4. IR
(WA FT_AFEY T 4
LR
<HBE>Tu T 7ROKER
20+17.8% [FRABBHLEE 9 B 0.125~0.24mg/kg #% 1 #5-(h 7 & L)EE] 9
31+24% [HMENEBESAE R 11 612 0.063+0.031mg/kg #% &% 5-HF] DONE AT — )

QBEMGBAL(Z >~ b)
Ty MEEENL—TRICH 7 u ) A2 EREHZOMPREND, F& LTHIEAOZEN &0 RIS
noEHELRINIT,

QWEINE(T v b, EE)
F v PRk BIZHC Y 7 v ) A 32 KON 10mg/kg & O #5% OWINERIT, 2T 37% &N 7%
Tl T,

HIBETER(TZ v 1)
27l AAEEE LUTHSFZN L TERPICHRIE S LD 2, WY 70 AR EZRE I =a L — 3
VEfE L7 7 v MZ 1.0mg/kg FIRNIEE G925 & G HESTRED 81.9% D3I H1T, 2.7% D3R I HE =
Nz, o, FAHEEZROEGT 2 L, BHEHHHEED 34.8% M MHH T, 2.7% A RIS iz 77,

5. 9

(1) Mk — kBP9 & B
NI TYE(T ~ )T
7w MTHUC L 7 1) AR % 0.32mglkg fllRNEE G- L7 2A, S 3RICKME OVMKTERZEiuR
2516 KT 32+ 10ng eq./gCEEMEES.EMEH S 417, 7 > MT Imgkg # A GRAIZIEL, & 5-1% 24 FfH
F TIZRME OV IMETIZW TS BRRALL T TH - 72,



VI. E¥EREICEY 5I1ER
(2) mi%—RREEBART @B
B AAERESUITRON M 3 B E COESMSE P L 1.46ng/mL(15 B), W55 e X
0.71ng/mL(13 fil). *FAKHHLEE 1T 0.2ng/mL A2 F) T, =0 & & FHi W o SFHAy i b e 1% 0.54ng/mL(7
B, BRI F)ITHERALL T TH 727, GME AT REFE)
Flo. X7 v AR EEG ST O 53 RO S M R EE L 9.0ng/mL(8 1), T i R (FRR ML) 1
6.6ng/mL(7 H)TH Y, b b THBEZEET S Z & RNHE ST 5 SO E A EE),
*f PR EE < [EPNCIT@E . £ifl(whole blood)IZ T i FHIEERIENITHOIL TN D, ~~ F 7 U v MEZEOZMFIC
K0 2B DR, MIEFREIXEMREDKN 1/10 TH D,
JBIR~DBITIE(T v b)
IR 18 HEDOMET » MC “CHEfk X 7 0 ) A A 1.0mgkg 2R A%G Lz &, B TIIEE 24 Bk
VI K O i TS W BE SR ST T - 72,
(3) EiA~DF1THE
2 a ) hA&BE SR O 3 A E COSE M AE Y 1.46ng/mL(15 )T, Z D & X L
ST EE 1T 0.79ng/mL(6 1) & REAILSE Ty B O 1R IT 45 T o 7= OOMNE AR E),
*f PR EE ¢ [EPNCIT@E . 2ifl(whole blood)IZ T i IR ERIENITHOIL TN D, ~~ F 7 U v MEZEOZMFIC
KLV RLDN, MEPREX2ELEEDK 1/10 TH 2,
(4) FEHER~DFITH
SENEE 1 HIT, R TICAANTIR I S (<0.1ng/mL), Z O L E O EEFEE*T 3.3ng/mL T
o728,
*MAEARJEEE - ENTTIEER . 21 (whole blood)lZ T i & EEIENTTHON TS, ~~ F 7 U v MEZD KM
K02 ER DN, MEFREIX2MREDK 1/10 TH D,
(5) ZooMEB~DBITHE

FREA~D (T > )
BCHER S 71 ) A A% T v M 0.32mg/kg IR 1 G-I K O Img/kg #% 11156518 0D 4 AR AR~ 0D 5347 1 LA
ToLtBYThs,

v MIFEEEROMBRNS M (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 18231316 523423 250+8 112+3 2242
fifi 19414120 939+22 447+18 156+3 25+3
JFFli 865+77 558+42 328=*8 141+5 49+1
B ik 95667 420+12 219+11 84+2 26+2
=Lz 25861332 978 +27 426+ 14 123+8 24=+1
s 71124 523+28 284+2 139+8 23+2
H 619+71 346+20 220+11 143+7 43+2
K 26320 241+13 17249 150+11 58+1
/N 382+26 393+38 238+5 116+7 29+2

SEYIE£S.D.




VI. EYHEICEY SEE

Sy MIRBROKRSZEOMEBNS T (ng eq. /g or ml)

5% K (h)
2 8 24
i A 10+0 7+1 742
KK — — —
AN — — -
RN - - -
N7 23+2 27+7 —
fiti 58+6 46+8 16%3
JFFli 192+24 121£19 33+2
B ik 84+15 93+3 76+9
Elk=s - 30+6 10+1
s 12+1 290+3 10+4
H 1120364 621210 32+3
K - 265+121 46+13
/N 425+37 347+58 23+1
SEIE£S.D.
(6) MFEAFEE
bt MIREEAKERIZIUTOLEREY THD 8,
mFEBFEEE
W € B =i 2 (ng/mL) HHEMEF(%)
PSR 1.0 >98.5
ST FENTIE Hra ) bR " 99.0-40
PRI . 0.5 99.2+0.5
ST IE SH-dihydro-# 7 & J A A 50 99,0402
B £ S.D.(n=3~8)
6. st
(1) RBEAL R U BRER

(2)

(3)

(4)

TREERAL - PReE, THAEAE
AR - P EE CoMmF, RPRBEIIEEL L THA FUERTH 7205, P REITEE LOK
ALK T 728, SHEANT—)

R#I-EE5T 2EE CYPE) OHFE. BFEXR

CYP3A)

Invitro REBROFER, # 7 v U 52D EGHY M-I(13-iE A FU4R) 1%, CYP3A3, 3A4 KON 3AS ORBLRIC
BWTHERK S, CYPIA2, 2A6, 2B6, 2C8, 2C9, 2D6 KX 2El TIIAERK I v7ehr o7, M-I OfEHHIC
X DG M-VII(13-,15-FE A FAAR)NCIB DT B IEERIZ, CYP3A O 7 7 7 I U —DHBLR DAL THER S
Niz, #2780 KA OM-1 ORHENCIE CYP3A4 B bF 5% LTz,

YEEBNRDERRVZDEE
A% L7220

REYOFEEOFERVEMRL., FHELE

Zy MFI 7 vy —2I2X 5 invitro FUGREAWTRIE SN S HEONRH MO > b, EREMTH D
13 LD O-Fii A FNARDIPEM: 1T & 7 1 ) A AR CIEFIZTIH > 1= 89,



EYHEICEY HEE

10.

11.

Bt
IR CAE S v, R O R AT s Pt S L 5, B R QYR P ORZELIKIT, ThEndhb &
D5%LLT. 1% TFTH-T=GMEANT— )%,

S URR—2—ICBET B1EH
Invitro REBROFER, #70 ) ARAIPHEAEDOEE THEH EEZLND 889,

BHEICKSKBRESE
MR
BT OREIIHRHBRU T TH Y . BT LV BREINLWE, GEAT—F)

HEOHREHTSBE
KR L

Z 0t
AR L



V. ¥£i¢ (ERLOZEESF) ICHTSHEHEHE

1. BEERNBLTOER

1. E&

<%heeHE>

L1 XFORESIZEWT, ERLGEHER (BT E, D42, BRE. £5TE SHES. NEE. M
MR/ EREE. RMBRAMES) &Y. BRENGRBELESENHLHD T, BEKITHRIC
BETEOERBERRVAFIODVWTO+ALAMERBRER I SIEMMNERT S &,

<[ERTBHE>

1. 2XF DR E L. ENFHRERUBHEEEOERICHEL TV IEMIITIENIEENDL ETTS O
tc

(f#L)

11 TERKZEWER) OBEIZHLFEH L TWDLERBYD, AFIOFEGIZLD BARE, LDAE, BYE, 28K
A RGBS MREE, AR AR R PLINERBME S O BEERRWERN KBTS Z EnNM b
TW5, ZNHITEENRREEZT- 852 L bbb DT, BARRC I HE T & 5 ER R & OAFA
WZOWT DOk b BB A2 AT HEMDO G & TARFIZ RV X oit#k L.

1.2 IRERFEAFL O ME] T CILEYE, HHsOE, BERARENR 52 R0, Hx OBFEOIRRE
Wi U CHREIiRl o A ERENLETH S, Fi2. BANTEERF M OEERNTOMPREDIZS5 S
NRENZD, MPEREICSCZHERGEORENMLEL D, 2O, BHEEOEHITHEL TV
HEMXIIEDORRED S & TARAZ TRV X ofdi Lz,

2. FRABLEDEH

.22 (ROBHBIZIEEBEELAWLI L)

2.1 KBNORY(R Y A =F L Uik b~ Uil & & )2k WIsBuE o BEERE O & 5 B
2237 v ARY URIFREBUZ 5RO BRE [10.1 /]

2.3 7V 7 MEFHERIRAIE 5 o B (8.4, 10.1 2]

2440 0 F U EER LW E [10.1 2]

(i)

2.1 —f&IC., HIEFOEIC L VBBUEZ A C-BEICE Y2 a0 T 2N HZR G SN,
TUAX—JERE BT HREENEL, Ya v 7 S0EERBERZEL2B8TNNS D, 2. KAl
IR Al & L TR Y X =F Lo fififb b < 2 HHCO-60) 254 H L, ZhIC X 5I8EUE b s S
NTWBH 7=, [FRRICEE#H L,

2.2 27 1Y ARIEICEMNHEESE CYP3A4 LTONCYP3AS ICX W R EN D, 7 a AR o HARAl L
FERIZ CYP3A4 TR S D=0, EHICE Y v 7 v AR Y ORI ILE St mPEEN EFHT5
AREMERSH D, R Z o0 TE, BIWERICTAF L ORI L 0 R & o oM E N
LSEEIT 52 ENMbNTWAS, £/~ Rt Z 1L CYP3A4 TR EN D Z L RN CYP3A4 DFE
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LB HE iIEEZIE [EER A & FF
L2 R VESFAT R GE 20 29 36 85
RIVEFH o FEBUE BB %) 13(65.00) | 17(58.62) | 23(63.89) | 53(62.35)
BIVEH O FBUFEL 41 46 48 135
BIVEA S OME
B IRSUHE B A 45 D 38 B3
TR HIR(%) MedDRA PTH
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9.

10.

<BE>
x5 RKETHONMGBIEIZETS2HEER
v Y N— R 4D VIRZFUE Y FRFED
FEBUERFIEK 98 9
A b AT a7 A VR ERGE 35(36)
U oo 20(20) 1(11)
TN E £ 5(5)
TR HEREAE P ot i 9 1D
BB 5(56)
Gl eaigiikng 2(22)
T A L AEE R 2(22)
R - R S 3(33)
R R 1(11)
PRk 1(11)
1528 L 1(11)
FEBUEFIE(%)
BRERREBRICRIZTRE
RE STV
BERE
13. BEES
13.1 fE4K

BUN k5. 7 L7 F=r EH EL, FRE, TR EASRHE I Tung 391480,
13.2 g

FERM R REIRIT 2V, BITIC L TBREI R,
(A0
7/ 7RAOFOBEREICL S BUN, M7 L7 F=r E&. B, FREEEOFEESE EASN R
INTWVWDZ Enbitd L,
INHOREFOBBERGREOWLEL LT, Vv s 7 7ROFO KRGk, B, GRS & O
YIRS I L 2B EZ BN E L7 == b VEERBIT DD,
T, BEE 2D NTERRODRERKRICT DT 70 77 7R AOFEBER G5 1 BELINOLE N E
FLL, MBENTIE7 v 77 7% AKIDIRENE TP+ RE S EHIZAFFAOHEMKIC T 5 Z
EMBAMTIZRVE DA B4R E 5,
<BE>
7077 7RAOFOEERS 12 Flo®s, 12 6% 11 FlTEERS tho 141X 2 BRICHhZ0 3 Eofk
Hlc k2 ERGHITH S, WERGORSEIIITERD 30 TH T,
12 s 7 B2 BUN B EONLIE Y7 V7 F =0 ORE B Bl FIREEXOFEERENA DN, £
To. a7 T 7ROFNC L DHERRIET O 1 IR AL, B A N T XK OMUILE 2 %9E L7223, 7
077 7804l E OREREBRIIAHATH -T2,
D DIERPH DT LR 8 FIRFINE G IEDH B WVIEHTERIC L 2R EHERICTERRSHER L, +
7oy 3 EOHR G TRERG Lo EROZ 7 v ) A ZDMPEEIT 19ng/mL, HEHERGHO % 71l 4
A2 DI 51.6~197ng/mL TH -~ 7=,
WERG-OWE L LT, ()EwRE., QIEEREORE, QFIETHETF hrr—LP45012 k5% 7 vl
AAORBITEEZ B E LTe 7 == b VG @)KERM CEICREOTFEFHIE T+ Bl %
1To7- 139,




VI. &2 (FERLEOIEE) CBY 51EH

1. BRELDIEE

14 FALEDITE
141 EFIFFEBFOTE
VAN T7oTILAY FEDEE

H T AN DIRANEBRET D720, =X ) —ETERT I ENEE L,
14.1.2 REFOEE

mWgE 7 EIRIB(0CCUL IWCRGE T D EEEET 22 3 H D0, ZIIIAROTEMACTH DAY 4%
T LU bE = U 60 PMEIETRE T 2720 TH Y, IEMEBHEH L TCELZ 20,
14 1. 3 RENIT A VI THMES NS0T OO T, FRCEMRR T V0 Va2 B3 23A(T 7 e,
oy 7m eV E)ETRELRN &
14.2 EFIR5BOFE
4.2 1 8%ty FEOFERRBOEE

AU E =L PVOR DR Y~ MEOHERITRT L2 L, AFNCEENLIR) AF T Ll
fbe~ Tl 60 12X > TPVC ORMAITH DY =F)A~F L7 ¥ L— NDEHP) RN EHT 5, 72,
27 vl LRI PVC MOBRAFIIWAET 5,
14.2. 2 @ity JERARKOEE

AFNO¥EEIZIL, VU DR P UTTR BRI R OEIR AR T ERE T 5 2 ENEE LV, B, T
FE G R OE AR 72T 5 &0 R T OREME LD EEOWREN DI 18D L OWRENRHDHDT,
EME7 2B 5217 91 21E, WIERIE RIS IET D UEN D D, AFIOTNAITH LR Y 4F o =F L il
b~ UM 60 OFEIEMAERIC L V. SEENO —HORE SIS B eEZ BN,
(i)
14.1.3BAER

AH| & BLA I D ATREME D WS A & OBLA TR 2 EIRRT L. AFIO/EL, pH K OVE &% 24 I
M# F RIS U7k, W7 A UIME(W TR pHF INEZ R LT v 7 ue L, Azl
L DOELEFHZ, AFOEENPEHAEZI1IS%IIK T Lz, ZOROARKLETY 7L, Hrvree
NEDEEIIRREE I TEH LT,
14.2. 18kt y FEOFERE
AFNIFIEA E L TR Y AF o F Lok b < il 60(HCO-60) % & A TR Y . PVC "okt ~ b
ERHWTHRERBRAIT o772 & 2 A, MHHE T DEHP NEH L7z & OSTERREN H 5 49, £7-, PVC #l
Oty NEFEH LGS 7 a ) AARERE v MIWRE LEEMET L & oSCEkRE»
H2 W, Zold, PVC MR v hOMFEHZRET 2 L5 BN LT,
PAFICHE O A2 R~RT,

1)DEHP ;A H (ZRE 3 B3R & 2

AEERIE L TR A F T L olifbe < ORI — |k 80 72 & & & LA EHITIZONWT,
PVC Bloliint v F &AW T, /NRICEIT 3 EBOBE G4 S X B HERBR A2 1TV RIS HIK
HO DEHP JREZJET D & & HICHBRK TRE O NI E —2I12F LT DEHP BEZHIE L.
DEHP Oiata &% KD 7=,

—7J7. PVC DS Dt~ FORICER T 2NERR Y =F Lo FEEnF L U =1, —%&
SMADJE S PVC HL . LR PE+EVA+PVC)%Z VW 72354 . DEHP OIRHITIZ E A LB bR -T2,

5 Z7a ) A& 0.2mg(lmg)+5% 7 R U HE(30mL)

TR SE - 5mL/hr 6 FFfE]
DEHP O#IAHE : PVC : 0.23+0.007mg. PE+EVA+PVC : E&REFRLLTF
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£ 4
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2 -
—e— pPV(C
—a— PE+EVA+PV(C
I A e &= & & &
0 1 2 1 5 6

3
I [ (hr)

2) EFILEICET S Y

27 AAFRER) AT =F L Umifbe ~ 9l 60 TRIPEL L7ZHKIZ, PVC -OEKRT = —7 O
T T e NN EDT v THRNER@DHTZY DX 7 v ) LAADOWE F(mg) & R & OBHRIZLL T DK
DERY T, WAEREIT 168 FE £ TITHINZ T & D% EHRREE & 72 o 72,

PVC Bkt bDF v THEEEL-YDAE Y 0 LRREFEE L FHE & DBERK

(mg/g)

0.6 1

0.5 1

0.4 1

0.3 1

0.2

SIDEENDCONY

0.1 +

0 48 96 144 192 240
K¢ [H] (hr)

FEE E S A N, 2 7 1 ) ARSI E PVC OB T = — 7 2 W F S8, i F L72E
FHEIZOWTH 7 a ) AAGEZATE LIERER, #70) AADOERFER(A X — MEOEE 100% & LT
BH)Z. 30 45 ~1 BRRICH 75% L i bR . 0% kAIZEIE L,

—J. PE(R U =F LRI POCR Y AL 7 4 NOEKRT = —7 Clk, BR&IETIEEEO bieho
776
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WKF1—TOMERNS Y 0 LRBEEE
(FAI=E : 50pg/ml. ABEEE : Snl/hr, Fa—TORES : 100cm, AFE : 1. 5m)
(%)
100

rr— 73 -
— —0
30
4
7
0 60
I
2
7% 40 7
% (@) AFE= a4 1 (PVC)
Eﬁzo_ () A zFL ¥ (PE)
(m) RYFL 742 (PO)
0 T T T T T T T !
1 2 3 4 5 6 7 3

¢ [ (hr)

14. 2. 2 KA 2 N a5 R oig R > 7 2 DTG L2 B TH LR ) A oF L ofEfbe <
i 60 OFHETEMEERIC L » THEMEHRNO O R E IW/NEL 720 R 7T OREMITHEARFERED
WENDIRLRD L OME NG L, FOT-D, EMEREEEZIT T, U v DR 7 UL &
FROGRAR > TN Ex-ngEid#k L,

12. ZOHDEE
(1) ERERERAICEDCER

15. 1 BEEREAICE D < 1H#R

15, 1.1 SIS X D18 2 5% T2 B Cld, EMEESRRC) NfE, ERE)ORERNE O &
THWMEND D,

15. 1.2 A CHHRY X F L oflifbe v MaEEGHE T HMoERS CEIRMIENZ SN L
DOWENRD D,

(FEE)

15. 11 BHESEI IS B W THRIEMHIFIR G L 0 U o f A& Ce BGOSR BLR NN+ 5 2 & AR
BN TS Z D, FOEXRTH L, (VL. EELEAMIE L ZOEE] OHESBM)

15 1. 2iRIMAICTHLR Y A X =T L ogiifbe ~ UilE SR T 2 MMOEES CHEIBMAEN A2 S & O

HERH Y FEEME O DR LT,

(2) FEBRIRFAEBRICE D L1ER

15. 2 JEBGFREABRICE D < 1FHR

15.2.1 7 v b(1.0~3.0mg/kg, & F#5)T, B EOBD LUK HEHREOEK TN, S8l &/ TIT
BIHRE DN T 235580 B iz 149,

(fifan)

Ty MZZ 7 v AR 1.0~3.0mgke/H % 2 BEKL THEE L2 BCRICEB W T, HEMEATEREZ Mt L7z &
Z A, AERFINER EERRHORE OB K ORISR T 23 5 i, 3mg/kg/ B £ 58 TR
Je O RROIK TR iz W10 = L s b i# Lz,




X. FFERPREAERICBET SIHE

1. REHR
(1) ZEhFEHER

(VI. ENFEEBICEHT HIER) 0mHER

(2) REMEREHR

&7 a ) NATEARNES 3.2mg/kg, #& 0% 5 32mg/kg £ TOHRGEIZBW T, (SRR, B R
KON, BRERE, MR I L CRAMEDIER 2 /R S 72 o 72 147,
27 aY) LAAOREOEG(+ IEBNE5) TR - fEERZR OB O R ERITERD Gz o 7o i3,
AR G- CIIRREEA X CIRER A NN, i+ T R DA o OSK BREH IR (i 78 B D 235880 B v 7 147,
F 7o, FHARRR R~ ~ U A BREE RG], 7 v MAR TR, MR ~TE e DL E R T Y PR

SUWTUHE, T P BIESWEL 7 v MNBRNK D ETRITTENGE O b 14,

() ZOHOEBHG
AR L

2. BEEHER
(1) EEx5EEHER

B OS5 E 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) RERESHEHER

* Bt R

v MEOR BIZHAES LEEEZRET LIEERIILLTO LB ThoT-, KRERIMEOMS], Bk Z
VNN A SRR O ZE A, AR FERIEN, A% o3 UAHERE o B BT ) K OVES R S (B IR M D 4T g S
b, B8 - fEERE O A KAL) N ER2EETH - T,
7 XIZ 0.05~0.2mg/kg & 1 B 2 [ 4 BREIZH - > TEHIRNZ G LB LIZE ZA, 7 b, b LAE

DFEFEMBER I AL, Z AU Z TR PR AT X ORI

MR A X E MR IE, #fE e &

DA BIEE S LTz, ZORBRITI T DRI 0.1mg/kg Kl Th o7, 7eds, ABRTIX, 4 BRI
5% 4 EARIE L 72 BEZ R T 7223, OB TIRODIBO mHAT ITIZ & A ERBO b Zh b OmE#E
IR b D THD EBE R DN,

&E?&%%’I‘i (v k., EE) 148-151)

EaLzknn 2 B (mg/kg)
P 5% K () 7> b bk
e ) 0.032(0.032~1.0) <0.50.5~ 2)
&1 (13 ) 1.0 (032 ~3.2) 1.0(1.0~36)
& 1(52 JE ) 0.15 (0.15 ~1.5) 1.0(1.0~10)

(3) EfnEMER

() &E5EHFH

B 722K SR Y R B AR K O DNA HGRBR N T ILIC B W T b  AANTBISH 2 R S 2o

7- 152)
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(4)

()
D)

2)

3)

4)

(6)

(N

AR MRER
< 7 A(0.3~3.0mg/kg, #&OHFHGYDERT v b0.2~5mg/kg., £ OG5 % FV 253 A JFERER O R
ARENIMM A 2R & 7o Tz,

ENEFRAE S AR

YEYRET R O IR A AR 1% 5 5K B8

7 v b0.32~3.2mg/kg, HAFKE)T, BEMICET 500 AL OHAERICBT 2AEGFEROR T, BE
PN mH &R TR b %9,

HEBBHREHER

7w §0.32~3.2mg/kg. &AL TILREW K OMRIBIIREBINEOMHI A mHEREIC, £z, viFF
(0.1~1.0mg/kg. &% O #5) TIZRFEIM AR EBINEDOIH] & 2 VIR ERD 03T X CTORET, FEENHH
B EORET, KOWRIBICHRERE IR OB @ H & Tl bz %9,
FRER MRFL AR 55

7w 10.32~3.2mg/kg, REOEE)T, BEW L OHAROKREINEOIS], HARAFROKTEN
FHHERETRD L %9,

AFERRVERREICRIZTTEE

7w N1.0~3.0mg/kg, F& T 5) TH B OB K O FEENREDIR T 23, £ 72 @ H &8 CIIBIHE O
FEIR T 3ERD B iz 145:140) )

RF RIS
AR L

Z DD RFREN

R ER
YU ARPENE y b HWTZRER T, AFNIHURM 2R S 2o 72 199,



X. EEMERICETSEE

1. HHXS
il Hl . 7a 7T 7 FSR 2mg
7'u 77 7 EHR Smg
B G EEIEGEE — ERIEOL G EZIZ L VERT 52 &)
FRESy - #7 v ) AAKMY  BISE

2. HxhHIM
B 24 R A

3. AEREBTORE
FEIRRATF

4. BEVWEDIE

20. L EDEE
BRI E 21T, BB TRFT D 2 &,

5. BERITEM
<FVoOLEBY : &Y

6. R—H5 - RA%E
[Al—po3E . 77777780 0.5mg, Img, Smg, 7’0277 7k 0.2mg, Img, 7’1 ME > Z#E 0.1%,
7u My 7 0.03%/NEH, 77872 —H 78 0.5mg - Img + Smg, Z U AR 0.1%
[l % %
FERESE A T 4 I 2 IR 10%., o T o X 2 ETEFREA 250mg, R A— T LN HIR 10%.,
FA—T v 10mg B 7 &)V - 25mg 1 7BV - 50mg T TRV

1. EREEFAHE
1993 4F 4 J 2 A(AA)

8. WERFTARFABRVARES., EMELNRKFARD. REFBFAB

i RS BEAREA A KREF FAMAAENEEA B e R
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! 582 4 | PROGRAF (tacrolimus) Injection
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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.

MIEKR O &

+ Intravenous (IV) use recommended for patients who cannot tolerate oral formulations (capsules or suspension).
* Administer capsules or suspension consistently with or without food

* Therapeutic drug monitoring is recommended.

* Avoid eating grapefruit or drinking grapefruit juice.

* See dosage adjustments for African-American patients, hepatic and renal impaired.

* For complete dosing information, see Full Prescribing Information.

2.2 Dosage Recommendations for Adult Kidney, Liver, Heart, or Lung Transplant Patients - Capsules
and Injection

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 everyl2 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.

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

(2022 4 11 H &)
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Prophylaxis of transplant rejection in liver, kidney or heart allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products.

MEL O E

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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() 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.

(2025 4= 2 HEGD
HE)ENOKBAE O#PA CTAALENT 22 &,



XI. $EZE&H

2. BIMBT HBMERZ IR

(1) ERICEE T &BsHER
HARDEFHRIIZIRIT S 9.5 438F7) 19.6 RELF] OHEOLEIILLTOMEY THY | KE DR ICE,
=AM VT RHEITRRD,

AARIZEBITDEH EoEER
9.5 111%
LUTF OG22 5B L R SUTEIRE LTV B ATREME D 3 5 otk IS i3ia % oAt faitt 2 EE 5 &
W SN A GHRICOHRFZETH L,
:d]ﬁ::. 15>
9.5. 1 B FERR(T ) TlRAEAEM. TRIEEERHE ST D %9,
9.5.2 & MCHEZ @B T 5 2 LRI TUND 80,
9.5, 3 ILIRHIC AR Z e G- Sl ethici VT, RER O A~ORERHARE, LRGFF., @b ) UL
MyE, EHEREREE)ORENH D 77,
<KFHtE. BBE>
9.5. 4 g4 CHEfE U7, Transplant Pregnancy Registry International (D5 — & ~<X— Z /5 FI AT AE 72 2,905
D FFBAE K OB A A OIEIREFNC R 5 2 A — MFZEIC BT, BT & ICHRE S LERIiz DU
TUTFOREPREINTND D,
« KAENRD BTIEGIL, AFIBRTERETIX 6/297 B1(2.0%). AFIFERFERET DT 1/53 $1(1.9%)T
3;) - 71—, e 2)
-mﬁﬁﬂmw%htfﬁwz$ﬂ% ERECIT 12297 B(4.0%), AFIFEREERE CTIIERO DR - 1282,
« HARTRED G O HAVIIERNL, AAMREERE Tl 33/335 £1(9.9%). AFHIFNREE ﬁfiy%ﬁm¢%T
b7,
- BRBAAEEICE VT, PRIRTESGRO HAVRERIL, ARG T 84/226 $1(37.2%). AHIFEIREE
FETIX 7/37 B11(18.9%) T~ 7=,
< BLPEIR VR BIVTIEBNL, AFIRTERE TIX 156/352 1511(44.3%). AFIFEVRTERE TIE 25/59 $1(42.4%)
ThoT,
AEMRIA U % LIRS IER 72 HARE C oo o 7o EBIE, AAINERZERE Tl 289/352 #1(82.1%). ASHIFENE
FEHETIX 40/59 $11(67.8%) T > 72,
TN 7THEFATY o, ARy, =0 AR, Iayz/)—LBEE7=2F/L, L=, n
ULAZADWTAD 1 DL EEET LY A L DIRREZ T IR
H2) RO 6 AMAINOHEE TOMIZI a7 = /) — VBT 7 = F/VITERTE L T D BE & BRI U7 T s 5=

9.6 IZE1w
AFFEFITRA LW EREE LW, BAFA~BITTAZERREINTNDS
H gl FLENE

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
RIE DU ICE Pregnancy Registry International at 1-877-955-6877 or https://www.transplantpregnancyregistry.org/.
(2022 4F 11 A)

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
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[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.

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.

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.
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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.

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

Controlled lactation studies have not been conducted in humans; however, tacrolimus has been reported
to be present in human milk. The effects of tacrolimus on the breastfed infant, or on milk production
have not been assessed. Tacrolimus is excreted in rat milk and in peri-/postnatal rat studies; exposure to
tacrolimus during the postnatal period was associated with developmental toxicity in the offspring at
clinically relevant doses.

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for PROGRAF and any potential adverse effects on the breastfed child from PROGRAF
or from the underlying maternal condition.
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8.3 Females and Males of Reproductive Potential

Contraception

PROGRAF can cause fetal harm when administered to pregnant women. Advise female and male
KIE DU CE | patients of reproductive potential to speak to their healthcare provider on family planning options
(2022 % 11 H) | including appropriate contraception prior to starting treatment with PROGRAF.

(>3%)
Infertility
Based on findings in animals, male and female fertility may be compromised by treatment with
PROGRAF.
i W
A=A NZ VT DK
b7 T I o (2026 42 1)
(The Australian categorisation system for prescribing medicines in pregnancy)

5 SO
A —A N7 U7 ®43F8 : (The Australian categorisation system for prescribing medicines in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful
effects on the human fetus or neonate without causing malformations. These effects may be reversible.
Accompanying texts should be consulted for further details.
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2 DOSAGE AND ADMINISTRATION
2.3 Dosage Recommendations for Pediatric Kidney, Liver, Heart, or Lung Transplant
Patients

Oral formulations (capsules or oral suspension)

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

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

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

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

Pediatric kidney
transplant patients

0.15-0.2 mg/kg/day capsules or

Pediatric liver transplant
patients

0.2 mg/kg/day oral suspension,
divided in two doses,
administered every 12 hours

Month 1-12: 5-20 ng/mL

Pediatric heart transplant
patients

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

Month 1-12: 5-20 ng/mL

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

Week 1-2: 10-20 ng/mL
Week 2 to Month 12: 10-15
ng/mL

* Dose at 0.1 mg/kg/day if antibody induction treatment is administered.
** Patients with cystic fibrosis may require higher doses due to lower bioavailability.

In lung transplantation, cystic fibrosis patients may have a reduced bioavailability of orally
administered tacrolimus resulting in the need for higher doses to achieve target tacrolimus
trough concentrations. Monitor tacrolimus trough concentrations and adjust the dose
accordingly.

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.

YE[E o SPC
(20252 H)

4. Clinical particulars
4.2 Posology and method of administration

Dosage recommendations — Liver transplantation

Prophylaxis of transplant rejection - children

An initial oral dose of 0.30 mg/kg/day should be administered in two divided doses (e.g.
morning and evening). If the clinical condition of the patient prevents oral dosing, an initial
intravenous dose of 0.05 mg/kg/day should be administered as a continuous 24-hour infusion.

Dosage recommendations - Kidney transplantation

Prophylaxis of transplant rejection — children

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

infusion.
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Dosage recommendations - Heart transplantation

Prophylaxis of transplant rejection — children

Prograf has been used with or without antibody induction in paediatric heart transplantation.

In patients without antibody induction, if Prograf therapy is initiated intravenously, the
recommended starting dose is 0.03 - 0.05 mg/kg/day as a continuous 24-hour infusion targeted
to achieve tacrolimus whole blood concentrations of 15 - 25 ng/ml. Patients should be converted
to oral therapy as soon as clinically practicable. The first dose of oral therapy should be 0.30
mg/kg/day starting 8 to 12 hours after discontinuing intravenous therapy.

Following antibody induction, if Prograf therapy is initiated orally, the recommended starting
dose is 0.10 - 0.30 mg/kg/day administered as two divided doses (e.g. morning and evening).

Rejection therapy — adults and children

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

Dosage adjustments in specific patient populations

Paediatric population

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