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UUA1ﬁ7kw0Mmy@%ﬁD&5Ltk%@%%ﬁ
FENTG A—FZRDEBY THo72Y,

Tmax Cmax AUCo-12 b 7E* ok
(hr) (ng/mL) |(ng-hr/mL)| (ng/mL) (%)
4.2+2.9 44 +45 274 +198 1612 20£17.8
M2IRF Y F2 L e P (*FH£S.D.)
RORARNF R

(5)

16.1.2 FFisiE
ANEIFRAR R CE3I4E RS . 3/%) 12 B W T, LS HE~E
FIA T2 7~4 AR ORI G-5 CIRAREE O ML i 1 A3
SN7-HHEATOS 78 AAH TNz bEnT— )10,
16.1.3 N5#5iE
NN R CEI94EIR2 9F%) 12 BV Tid, AR
ERETL.3~2 S ORE I G- TRIFERE O ML i B 575
SN-HHEATOY 70 A AN TV EEDF— &)1,
16.1.4 &EBMHE KRG L
NI R B ESBINC & 7 1) A A S 7 )L0.05mg/
kgZ RIS L7z SOEYBE ST A -5 IZTROLBDY

‘/C“&) D f:u)o
Tmax Cmax AUCo12
(hr) (ng/mL) (ng * hr/mL)
2.4*x1.4 22+13 136 +105
(‘5 +S.D.)

16.1.5 270U LZAATRIVESZ O LRERDLEE
WANBBEEZIBNCY 70 LA TRV ETSY 70 4
ZHER % R RS- L7z L S OFEYEHRE ST X — ¥ 1 ZkD &
B TH-729, [1.2, 7.2.151]

| e h T i SR/ 77 w)
52 | (mg/lH) Cmax | AUCo-z | Cmax | AUCo-12 Cmax | AUCH-1
(ng/mL) | (ng - hr/mL)| (ng/mL) | (ng * hr/mL)
1 2 10 42.7 18 94.4 1.80 | 2.21
2 1 10 70.2 9.3 68.6 0.93 1 0.98
3 3 27 165.4 23 113.3 0.85 | 0.69
4 1 14 105.6 7.2 41.8 0.51 | 0.40
6 1 9.9 61.5 14 69.2 141 1.13
7 2 13 92.0 13 103.8 1.00 | 1.13
8 1 6.2 36.7 6.8 27.6 1.10 | 0.75
9 1 4.1 32.6 3.8 34.1 0.93 | 1.06
10 3 20 230.8 42 320.0 2.10 | 1.39
Tl . - - - 118 | 1.08
+S.D. +0.50| £0.51

16.1.6 &M FHIREEMHER

(Z70OY L ZXgE5mgl b H 1)
&7 1) A AgEbmgl HW A 1§E L 71T 7 772 )Vbmglh
TN (F ) AAL L Thmg) %, 7 OAF—/N—EIZL)
1%)%52)\%% CHEAHL RS- L C e R LIREE
HEL., HBoN-3YERE/NT X —% (AUC, Cmax)IZDWw
T90%1u?ﬁEEF’EJ(2:b THRRHRNT % AT o 7245 8 10g(0.80) ~log
(1.25) DEFNTH Y . WL RIZE VAR S 7z

(ng/mL)
40
—o— &Y AAFESnglH DA
—— 07T 7T I Eng(F T IVALL
Mean+S.D., n=32

5mg)

BN CONWNEER

36
BB OB ()

48 60



HENT A=Y BHEINT A —F
AUCo-7 Cmax Tmax ti
(ng - hr/mL) | (ng/mL) (hr) (hr)
Y 7u) b AgE
5mel H0 4 | 244.2+101.6 | 33.170£8.986 | 1.30+0.49 | 31.61+3.93
Tur 57
# 7% V5mg 240.6+91.9 |31.579+10.363|1.53=0.65|30.31+3.71

(Mean=S.D., n=32)
A RN ONIZAUC, Cmax®5:0/85 2 — &1, #lEs o
B, ORI - BEHSE OB X > TRR 2T
REMED D 5 o

16.2 RIR

16.2.1 fEHERAICTESFICL B2 70 L AW BHRE/ NS 2
— Y ANDEEBRRE L A, BEBROER]L SRS
RS L 728 A 1L B E R 2 A 312 Cmax . WAUC O K
TaA SN, TmaxlIER Lz (BAEANT— %)Y,

16.2.2 B BB EEZICBIT S T 7IEEE HW 72k
SEFASEBIREMANT 20 . ¥ 7 O V) A A % G 5 ORI
PRI, SIS P IRIERF 062% & HEE S 710,

16.3 2%

16.3.1 ¥ 7 0 A AD MRS TILI8.8% L ETH - 7217,

16.3.2 JFHHZOZIIFEOGIZTY 7 0 ) 5 ZDFITH AT %
WEt L7z & 2 A, SFIIMsE g o155 OBAT 8 i
=OHEAT— %)Y, [9.65H]

16.3.3 5 v MIMCHE# Y 7 1) A A0.32mg/kgZ fHEL 72 &
C A, SO RICIIHETREIZIT & A L OMBICREAT L. FRICE
B OB, HURBRICE o 72 AT L2 R I I
O & bIzlk Lz by K. PAREAZIKRED
BATDRRO B, BT O I LD - 729,

16.4 154

16.4.1 ¥ 7 01) A AFFE L L CHEYABIEZCYPIALTHH
s, [10. 28]

16.4.2 FBAfEEE CoMh, R R ORIz e L
T A F VAR OKERILAR CTH > 72 JEEA T — 5 )20,

16.5 HEtt
RE ORI IR IZHRE S Au, KRR O SR =R
F1% U T CTHo7zMEANT =)o B, ¥ 2701 5AD
IR X B RE D 5\ IXBITIC L % 2T R,

16.7 EMHEEER
Fru) AAGFEE L TEYRBEECYPIAATRBT S NS
729, CYPSAATHHM SN AMOFEm L OfFHICE Y ¥ 71
) A ADMEED EFT B RN H B, F72. CYP3A4
EHETLIEYEOHICE ) ¥ 7 1) A ADIMIHEEAMK
T AR H L. — . ¥ 1) A AHBCYPIALTOM
WEHETLZEI2ED ., CYPSA4TRHM SN D MOFY D
Mg % FR S HedNH 2%, F72, 701 LA

DM BE RS AERI398.8% UL E BV T, MEEN L OH

FIPEASIREEH] & O EAEH O W REED D 5172

17. ERERRHR

17.1 B RULLMICEAT S
(e rEsEsE)

17.1.1 BB BT BIEERICOIH

(1) EINETHASE T #E545% (3561) . EIPNEHASE I M8545% (69%1)
EI 55 I 48 EE B st BR (82451)

FKERIE £ T ORRRSER (1990~19944FE) 12 B\ T, BB D
— BRI R, 18661 TR S, 1ERREAFER O14F
BREEBRIZZFNENIT.3% K V93.0%Td - 720 LIS
1374/186151 (39.8% ) THEIL0L[A] A & JL 729202

B 9HR
Ho

B

(6)

(2) EINEE I #HERBR
O IR R ER C I BEAE T X 2 kil 16 0 A R 8 72 5 910 1 04
B2 % 7 1) WA (GEFHE - 7 7)) AHES- S 41,5561 (52.9
%) TIER UL E D BB S 722,
7 a) s ARk A 1TENC 12 R #5 L THMET L 725 58
(1996~19984F) , A= 3551394.1% (16/17f1) . FEAE B A5
BLLZZEGNZ2/1761 (11.8%) TH o720 #2701 L AN TH
Wr B O] 2 5] (196)) TOME TIE, 4F TRATE 24
EDHERR S, EESUS RSB e dp o 72198

17.1.2 F#HEIC B 1T BIEERSOME

(1) BB
R TORRRERIC BT, EIN TR AR Tl
. Y ora) AAQEGHE - 7 T ) st G S 724850
D67 H BAEEAFERIZ65.6% TdH o720 2D LIFNIFHER
BRI TH o 720 MRS 134/2450 (16.7%) TEEAT[E A 5 41
725, WINBWETED) LolZBEE AT A F290
AFRFEIC X VLRV LB L 220 720 1990~ 19954F 12 [
WTHERE SRR ZT, ¥ 2709 A 2GR - 7 7t
V) D3P G- ENT212080 069 HAELFZRIE81.7% TH - 72230,
7 mn) L Ak & TENC 1208 PG L CRE L 7245 58 (1997
~19984F) , EAFEIL100% . FEAMSUG A FEH L 72 5EBI1E4/7
BI(57.1%) T o720 Z2701) KAHTELDPEDE N 2
B (106]) TORETTIZ, B TRIEFOEE RS, 48
FEUSAFEE L 725 60131/10%1 (10.0%) T - 723032,

17.1.3 {OIBHEIC B T BRSO
DRBREIC BT 2 5 7 0) A A QEFHE - 7 7 1 )v) O UG
DRI REAFER SN T WD FHEA T — )3 30

17.1.4 FiSHEIC B 1T BIEE RIS DIE
JERAHIC BT 25 70 A A QEGHE - 71 7 1)v) OFHE G
ORI EATEE ENT VD FHEINF— 5 )3 3.3

17.1.5 [EIBHEIC BT BIERRC O]
BERRHIC BT 2 5 7 1) A A EGHE - 7 78 V) O UG
ORI EATER SN T D FHEA T — #)%20)

17.1.6 /MNBBHEIC B T B IEMER IS DM
INGBRICZBIT B 5 7 a) WA GEEHE - 7 7R ) O
IS DI R HEFE E N TV B FHEA T — )0 ~8),

17.1.7 BEERBHIC 5T B IERRIC R U1 A 3318 ER 0 M

[FRh#R 5]

(1) EIETHASE I 4855% (2161) . BN HASE I 4855 (3841) .
[E 55 I 45 EE k5% (66%1)
KGRI £ T REREER (1991 ~19964F) 12 BV T. Bkt
DM A T (GVHD) O F i By 70 & A (F
R - 7)) G L 2125000, TR E R RIEL .
HIRDLEE & 7 B grade T LA EOGVHD O 584 132261 (17 .6
%) T o720~
& 2 0) W AR 2 OB S L Cliat L 724 5 (1996~19984F) |
grade Il I EOGVHDDFEHHR1333.3% (3/981) TH - 727,

[AERS]

(2) ERERER
FKERIE £ T ORRIRSER (1990~19934E) 12 B\ T Btk
DOGVHD3FNRF L 7 1) A A QEEHE - 5 7 R) 25
L. &MGVHD7/1361(53.8%) J UMEPEGVHD12/261 (46. 2
%) DAL ORISR AR L7129,

GEBMERRE %)

17.1.8 ERNEMELEABR R O ERNE I1EIEE43ER (7.9 8]
S L EE O MG PR M E R R BB 620 A b S & L
Z o) ANAHTEIVEES2E, 7T REE30EC 28 RS
L7z (k). #2700 A2 TR VEICBIT bR



(DAIZTIZ L AEEE)IZERIDOEBY) THo 72, T2,
FEREOHAEEE M RG KEFELGNZ, ¥y 70) AAH T+
V% BMAES L 7z GREMGRER) . R (DAIA I TIZL S
B 1245.5% (5/11681) TH > 720 Wishbi e b =L 1M
0.025mg/kgl H2m Z M HEE L, ZOHBRHEEN T 78-E
(10~15ng/mL) & %2 5 X 5 H&Ff L 7279950,

F7-. BIHLEREO Y 70 A ABBEE RO EEOME
PR RIG J B2, 2B BED BAE b 5 74 %5~10ng/
mL& LT 70 AN TR E il 28 MHS 7ok 5,
AR GBI AU ERDAIRA I TIC X HEHEE) L, £
NZ61.9% (13/2161) K 1N66.7% (6/9%1) Tadh - 724950,

#£1 DAIR o 7ifs®

R/ AE IR (%)
57 u) L AR 75 & REE
IINCENA YT T & 16/32(50.0) 4/30(13.3)

MDAIA I 7IZB W CHHER S, i, FHEEENRET L. E
Bl D SR BT D ATH B 4s CAseless L 22 & & ek & L7z,
) 55 MAH 3R < oo 1 & Ff )50
UTobBYHErsHEL. L7 L b5 H 5281 1%
BRIERE O St (RO &/ M) 13E 297, AREH T TS L
7o WM ZEL, IHKSEO FRIZHEE N T 7iREIEL N
7% < 30.3mg/kg/HHM & L 720

A T 7R

=R e DR F =R i
EREk 51 H H (12 U241 | Daew=Dowa X 12.5/
EHI, #54HB ) ((Cizn+Cam) /2% 3)
o] #2 1 H OFifi2 52, 30

FEA R T U5 R, 257, | Doew=Dota X 12.5/C*
8H H) T2 a1
30 { #3 ZWQW%Eﬁﬁ‘Ql.SH
?ﬁ5155 E L)k?ﬁii@ﬁ%/ﬁ<EE”\ *ﬁ DneW:DoldX7.5/C#
5120 H) TlkE R
3laH OFELARERE |3, 4. 6. 8. 10, 124
W (IR L) S /4 T I
Do : ARETHT O ¥ 518 (B G- BAIRE1Z0.025mg/kg) o ST S L7z
ANEELDT A 2 TUETLA L, 0.5mgH A Tl b in vl & 3

JEHI, $25-10H H

Dnew:Dold X 7 . 5/Ctrough

%o
BG-BIRR O G-=
- 0=~ 50.0=~ 70.0=~ 90.0=~
R (kg) <50.0 <70.0 <90.0 =100.0
e
(mg/ll) 1 1.5 2 2.5

Drew : %ﬁﬁﬁf?&@&“’é‘%o %:H:'l éﬂf:{@@d‘;ﬁ,‘.ﬁnl/j\‘l:%:'fi%[Lq?%ﬂ
AL, 0.5mg#lA TR LT VEE T 5,

1 CianPEm FIRME ARG LI RMOY A, Conx V7230
Diew=Dota X 12.5/(Caan x2.5) £ 0 . F 72 ComS5E & T BRAE i
TR D4 Cinx AV 722 ¢ Daew=Doa X 12.5/(Crzn X 4)
I V2REOHEZ RN 5, 128 E T BRAE AW X3 KMo
et 2 TREOEHEERA L TEFORICL ) HEHT
%0

X2 EIRAE L SN G EOWINS AR B ES 025 D1 %8
R AYE . M b7 7D EEIZ10ng/mL E D3 A3
EAEE T, F7210ng/mLA O AN S % 1A H 3=
D2 DIET D,

%31 C*AY7 .5ng/mLU _E15ng/mLAMOYE121E, B O M % H
120.6f%5(=7.5/12.56%) L-H=E LT 5,

C¥ 1 H o2 52, SHEEESICBIT 25010 b5 7 ik
DVl

C* : 2 H ORI A 51 .50 ML ERGEETIC BT 2 M b 5 7R,
285 B Y A3 T OFG M,

Ctrough : ZELJ\BJ% L:BL/XVC\ ET?%(%F{ji@NlOng/mL) %i@.ﬂ% Lf:ﬂ]l

BN TR,

P52 TOY SR - BEA S V2 —
#wh
i

I '
[P B R R < i
24 15

17.2 SIEERERAES

(FeHEsEE)
17.2.1 BBHEICH T 2ERRISOIME [7.55 8]
(1) (ERARERE

TH I D A (1996~20024E) 12 35 1) 5 14E B AR R K O°14E
FAEAEBTIT, A, 23360) TIEZN21198.6% )% 1N95.8
% T o729,

17.2.2 OIBHEIC B 1T BIEE RSO IE

() FERARERE - REFHIHEE
T O TN BT B O — KIEFE B (1061) 0 12:8 FA%
AR 1208 AR E S RIT Vb 100% . 1258 ERHEA
PG SEFEIL40.0% TH > 720 F 72, SFERRAFRLUSE
PAEEEFITVFNG100% ., 34ERAETEH SIS FEHZ1350.0
% T o725,

17.2.3 FiSHEIC B 1T BIEE RIS DIEH

M FEFERRERE
TR O PN BT 2 IS — IR EAE B (1261) O 34 A%
AR OB RR A ATV TN D 82.5% . 34 RARTHAMLI
ISFEHERILT5.0% TH - 7259,

17.2.4 EREHEIC B 1T BIEME RIS DIH

(1) S ERRERE
W DA BT % B — RG] (35691) DASE ARG &
FRERIZ100%. A4F A AR 25 3R1378.3% . A4F B REHEAR TG S5
HIX37.7%. AERFEA > 2 VHEBIERI395.5% TH - 727,

17.2.5 BSHEBHEIC BT 2 EERIC R UBHER 3B ERO M
[7.55 8]

(1) (EARERE - NIRRT

[FBiR 5]
T OFANZ BT S grade T DL DOGVHD @ RAEFE B
(BA£100 H HF ) 12, A (21561) Tl344.1%. /MR (117
%) T1240.8% Td - 725,

aERE]
TR OFRI BT 5 2MEGVHDIC A 2 B3 IL. 56.8%
(42/7481) Td - 725,

18. ZEhEEIE

18.1 1EFAF

yrua) AR, THRZEFEESENPSDO Y 7 FVREENL
TSIETCHEEICEE AR CH L AN Y —a—1) v 2 [1E
FTHIET, T A NI A EEAIH R OF R i)
PER % 7R3,

18.2 /n vitrotER

18.2.1 THIBHISIC L 2 THIE 2 H D14 » % —1a 14 % (IL)
2R A v —7 20y (IFN)-yD I 7% 5§, JEEEIERE T
a. IL-187 ONIL-655 @ FEA: & 4 55709

18.2.2 Ha % Ik oo 45 B A S o0 B 5l 1ok 3 2 BB AT 12 55
<y IR AT 2 @I MEAVR ST 5053

18.3 #2HEICxt 4 B/EH

18.3.1 [T REET LV (H =2 A F, £ X, Ty MIZB
V2 BRI ARG SO 2 I L AR A R S 0062

18.3.2 5 v MNEAEM O R U A X PPRFE SR X 2 M 26
D, 53R AL O BN T A 3 2 B AR RhF % 47
-3—663%65)0

18.3.3 BHEAMEERET V(Y A, v MIZBWT, B
HEF R 18 T BOS 2 3080 Uy ZEAEI I 2 iR &4 50067

18.3.4 BRMETFI (b, £ X, Fv ), LBEEFIL(SY
) BBAEE TV (4 ) ROERBIE TV (1 X)I2BT 5%
HE R BOG 2 B L. ZEAFHAR 2 i S 500 6972
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18.4 KBRIZXIT 21EH
KRR EET IV (7 2)I1I2BWT, RIBHEOGEET
MR 2> & DIFN-y D A Z I L. KGR 2 BR$ 57,

19. BRI ICEIT 2IB(LFEMHR

—#e% 0 & 7 1) LAY (Tacrolimus Hydrate)

b4 1 (3S,4R ,5S,8%,9F,125,14S,15R 165, 18R, 19R , 26aS) -
5,19-Dihydroxy-3- {(1£)-2-[ (1R, 3R, 4R) -4~
hydroxy-3-methoxycyclohexyl]-1-methylethenylf -
14,16-dimethoxy-4,10,12, 18-tetramethyl-8- (prop-
2-en-1-yl1)-15,19-epoxy-5,6,8,11,12,13,14,15,16,17,18,
19,24,25,26, 26a-hexadecahydro-3H-pyrido[2, 1]
[1,4]oxaazacyclotricosine-1,7,20,21 (44 ,23H) -
tetrone monohydrate

43 F 3 0 CuHeoNO12 - H20
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PEIR - B OfE S XA SO R TH B, A¥ /= XIiFT
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