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KRR TORKHBIC B W CORNEBALEE 9 PICy 2 1) 4
2 7V 0.16me/kg & AT Lo L S OEYERE ST £ —
FEHROLBY TH-7:9,

Tmax Cmax AUCo120 b g 7 fE* F
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2%£2.9 44+45 274£198 1612 20+17.8
(F#H+S.D.)

12 IR B I o
HOR AR

16.1.2 FT#siE
ANERFRA RS CPER 5.3 5) 128V TIE, A AR E
BT 2.7~4 .4 ORI 55 TR O MG hi 2348 5 729
MEATDY 710y A A H T VGO T—5),

16.1.3 /NG5 HE
NN RS R (CPIS4ERE 2.9 %) 12B W TIE, A HAEE
T 1.3~2.5 BRI 58 R O I g A S
7210 (WEANTOH Y 70 AAS TRV 507 — %),

16.1.4 BEBMEXBR
BN E R 4 8 BIcy 7 1) A A S 7V 0.06me/kg
ERROHG L2 EOEWYFHENT A =S IZROEBY THo
f:n)o

Tmax (h) Cmax (ng/mL) AUCo12n (ng - h/mL)
2.4+x1.4 22+13 136 =105
(*F#+S.D.)

16.1.5 270U LZXATEIVELR OV L AFERODILE
WABBMEZG OB 7 0) LA TRV KY 7 0) L A
WA FEHERS Lo EOEYBE T A -5 1TROLEBY) TH
57212, (1.2, 7.2.1 ZH]

b1 %iff nTEN L W )
ey - -

M (iﬁﬁ)(éﬁiﬂéﬁ)(&ﬁﬁ»<$§iﬁ$ﬁ> Cmax | AUCo-120
1 2 10 42.7 18 94 .4 1.80 2.21
2 1 10 70.2 9.3 68.6 0.93 0.98
s | s | 2| 1654 | 23| 133 |oss| 060
4 1 14 105.6 7.2 41.8 0.51 0.40
6 1 9.9 61.5 14 69.2 1.41 1.13
7 2 13 92.0 13 103.8 1.00 1.13
s | 1 |62| 37 |68| 26 |110]| 07
o | 1 | 41| 6 |38 | 31 |o00]| 1.05
10 3 20 230.8 42 320.0 2.10 1.39
el | - B - 118 | 1.08
£S5, £0.50| =0.51

16.1.6 EHEHIFIEHHER

Forua ) AAHTeN5mg [V K] & 70y 5 7% 7+ 5mg
BLIOAF ==L D ZNZEN1 A TNV (Fra) L AL
LT 5mg) MRS AHE RS L Ciih s 7 a0
AAREERHE L. Bon8EYERE/ ST 2 —% (AUCt.
Cmax) 122\ C 0% EHEX 31 THERTHENT % 47 o 7245 R, log
(0.80) ~log (1.25) OFFANTH V)« Wil O A W1 [7) 14 A e
FENnW,

(ng/mL)
45
40 —o— FUU) LA TRV 5 mgl UK
35 —— JUSI7h7 )V 5mg
Mean=S.D., n=30
30
i}
H,.: 25
i
% 20
15
10
5
08
0 12 24 36 48 60 72
G-I (hr)
AUCt Cmax tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)
A A [fg 277.32 32.2468 1.57 32.78
N +142.82 +10.5116 +(0.57 +2.72
TG T 275.26 30.8589 1.72 32.48
7))V bmg +146.95 +9.8366 +0.83 +3.35

(Mean+S.D ., n=30)

LA EE R N2 AUC, Cmax ZE0/85 A — 1, HEE oI,
PRI OFRIUAHL - BRSO MBRGMEC & > TRZ 2 TREEDN D % o

16.2 TRIR

16.2.1 BB AICTEFIZL L5 701 A AEYBRE/ ST A — &~
D EERG L& 2AEEEROER 1.5 RIS L7
WA X B IE R I NA 2 Cmax LY AUC OETA5A 51,
Tmax (ZIEE L7210 FHEAT—%),

16.2.2 WABSE ARG ISEE BT A b T 7R % HVv 7z REE 3R
WBHRERENT 2 5. & 7 0 ) & A & ARG R ORI L., Y
B A AT IRERER 0D 629% & HEE S 7219,

16.3 9

16.3.1 ¥ 7 0 A ADIMIFEEAF AT 98.8% L ETH - 7210,

16.3.2 FFRMI ORI 6 FII2 T8 7 1) A ZADFLiH 4T & Wt
L7z& A, P HIEE ORI 5 ORI b/ (4HE
ANT—%),[9.6 ZH]

16.3.3 7 v MIUCIZ# Y 7 0 A A 0.32mg/kg # HEL & 2
AL 5 BRICIIHETRRIEIT & A EOMBRICREAT L. FRICEIE. B,
Ul FURIR I E o 720 BAT L 22 i o T & & b
g L7e e, KRN, AR OB ATDSE 0 S, i
FEDW ST D - 7217,

16.4 X

*16.4.1 ¥ 70 ) A A3 EE L THEYMHBEE CYP3AL K TOY
CYP3AS TR N5, [10. ]

16.4.2 FfEZE Cold., R ORI IZFE & LTl x

FIVIE R OKERLIETdH - 7219 FHEANT— %),



16.5 ittt
I O IR I IR A ICHEE S A, RELER ORI 1%
UFTHo7220 MEAT—%)e BB, §2701) LAADMAEE
IXEBERED B VIXBHTIC L BB EZ T v,

16.7 EMHEEER
Foma) sAFFEE L CEYRHEE CYP3AL TR# SN L2
@, CYP3A4 TR SN LMD L OFFHICL ) ¥ 70 AR
DM REEN FASTLWRMENH 5. 72, CYP3AL 2 FHET 5
B EOPHIZEY 2700 A ADMAEEDT 5 1 getEAds
Bbo —J. 70 LAAH CYP3AL TORHEHET L Z L1
X b, CYP3A4 THREF SN LMoY DI iEfE% BR3¢50
FetEdsd 520, F7-. ¥ 701 A ADMEEEEFEAEIE 98.8% L.
FEEVOT, MR & OBRIED R EEH] & O EAEH O FE
‘]‘ékﬁi‘di)élw%

17. EEERELIE
17.1 AR UVREMICEY 555
(FeHEtEE)
17.1.1 BB T BIEERSOME
(1) ERFIHAZE IHEHER (3561). ER%HIAE IHEER 696)). E
A& MARLEEEAER (82 i)
FKGRIE £ TOMEREE (1990~1994 4E) 1I2BWT., Bl o—
YOEERN R, 186 Bl THES S, 1 AERRUERFRL U] 4E R R
HRIZZFNZNIT.3% K 93.0% T - 720 EHIIGIE 74/186
B (39.8%) THEA 101 HH 57282325
(2) EANEE DHERER
S G ER T LI BRI X 2 Skeia 2 IR #E 72 5E 51 104 6112
Foru) hA (FEFHE - 7 7 ev) G S, 5560 (52.9%)
T TH%] Y EOREDE S 7220,
Fran) s AR A 17 B2 12 B S L Ot L 7R (1996~
1998 4E) . EERIE 94.1% (16/17 1) 3EALSUSATEH L 72 Bl
12 2/17 % (11.8%) THotzo ¥ 270 LA TELPLDYY
Bz (19 B1) TOME Tld. fl TR A A HER S,
FEHE ST TEH L 2 2o 721220
17.1.2 FFEHEIC b F B IEHE SIS D]
(1) EAEER
FRERH E CORRRAERIZ BT, EW CTHERERS BTN % 5%
. Zray nA GEENE - 7 7RN) BERGENZ 246106 4
HBBLEFFRIL5.6%ThHo720 DI B BINIHIFNEETDH
o720 EMRISIE 4/24 B (16.7%) THEXR 7 [Al& 572285, W
NLBETZOIBLO 1 HEFEERATOAL 7OV AFEEIZL D
L UL 720 F 72, 1990~1995 45 12 A CARER 45 BTF RS Al
BT,y oun) LA JEGHE - H T ev) 2EG- 120 Blo
6 7 HAAFERIZ 81.7% Td o 722829,
&) n AWk 7 H1C 12 RS L ORET L 2 (1997~
1998 4E) . AEFZFIL 100% . ARG AT5E I L 72 fE B 4/7 Bl
(57.1%) Tdholzo #2710 AANTENHPLOE Y HZ B (10
) TOMETCTIE, B CRAAT O ARG AHER: S v, HERIS 5
BLL7ERNE 1/10 61 (10.0%) T o 723030,
17.1.3 {OIBHEIC B 1T B3RS DM
LB A5 700 LA GEST - 7 7 1) OEMEISOH
HIDEATFERR E N TV 53973 JEIATF— %),
17.1.4 FhisHE(C B (T B3R REOME
MBI 55 70 LA EEHE - 7 7 1) OEHEISOH
D AR S TV 5303030 (JLEINF— %),
17.1.5 BETEHEIC B 1T B3R RS OME
BERAEIZBI A5 20 WA (GEEHE - 71 72 )V) OISO
IR EATEE STV 53839 (HLEATF— %),
17.1.6 /NBBHEIC & (T B IEHE RIS OIMEH
INGRERRIC BT A7 7 u) s A GREGHE - 7 7 2)v) OISO
PR EAFEZ SN TV B0 JLEATF— %),
17.1.7 BHBHEICH (T 2IEERIC R UBHER A EEROME
[FBitR 5]
(1) EAETEAEIARR 216). ERZIHEIHERR G84). E
5 M AHLEE:ERER (66 i)
KGR £ TORHEREE (1991~1996 4F) 1I2BWT., BRigtEzD
B g 9% (GVHD) o FRix HEYIZ s 7 1) A A (7E5HE -
BTN BPG L7 125 Bl TRICERE A RIT L. GRS
&7 A grade I LL o> GVHD O %4E1x 22 1 (17.6%) TH >
f:43)f45)0

7 un) h AR A 9 EICHES L CORET L AR (1996 ~1998
4E). gradelI Pl o> GVHD ®O38Hi 1% 33.3% (3/9 ) T o7z
46)

[aERS]

(2) ERHER
TR £ TORERER (1990~1993 4E) 1I2BWT., BB lEED
GVHD39 #lizxf L& 7 1) A A (JEEHE - 7 7)) 285 L.
21 GVHD7/13 %1 (53.8%) K& OVEME GVHD12/26 B (46.2%)
WEMUEOR R 2R L7240,

GEEMXER)

17.1.8 EIRE TELEHBRROEANSE NEFETRHER (7.9 S 8]

FREE I T T O MRS I KRG 62 Bl R L, ¥
) LA TRVEE 3261, 7T bR 30 B 2 ARG L7z (M
WEER) . #2700 AAS T RNEEICBIF AER (DAL A3 TS
L BUWHEE) IZELDEBY TH-729, Fio, TIEOMEEMEES
PR EH 1L BN 7 70 ) A A TRz 2 BE#HRS L7z Gk
HMEER) . tER (DAL 2 2 712 & AeERE) 1245.5% (5/11
Bl) TdHo7:19, WRERE b HEIX 1 E0.025mg/kgl H 2 [8] % )
=L L. TOHRBENT 7#E (10~15ng/mL) &5 X9
=P L2,
T2 B IARERER D ¥ 7 1) 4 ABEEE K OEAEO MRS
R 5B, 2 MDD HEL N 7 7% % 5~10ng/mL & LT
Z 70 AAK TN ERE 12 BEERG Lo, R G
B Atr#ER (DAL AT 7L A #HE) 1E, 22N 61.9%
(13721 1) ¥R 66.7% (6/9B1) 9T -7z,

F#1 DAI A7

Bl /AE AL (%)
Y o) nAR 75 b KB

DAL A I 712 X U 16/32 (50.0) 4/30 (13.3)

¥ DAL A3 72 B\ CHHER L, mfE, T HEE LS RS .
EEE O AR O 4 TH & THUEE L7aa % [2aE] &Lz,

H) 45 IDHIRBC o0 ) B A e 49

UTFoeph)HEzHE L Pk L QEGMEH 25 2 B8R
WO ARLM (ROAMA) 3£ 23 AREE T TS L7,
S AL, 1 BRSEOLBIZHE N S 7EEIME LR &
b 0.3mg/kg/ HAHY & L7z,

i b ki ey M s 7 B EE OB E R JH= A )T
1 [a] H*1 #5 1 HH (12 0 24 B | Dnew=Dota X 12.5/
JEHIL 54 HE i) ( (Cizn+Com) /2%3)
2 A

1[I HOREA»S 2, 3 HifE
Wi (5RI #5-7. 8 H
H) T2Ikxi

R, #¢5-10 HE Drew=Dola X 12.5/C$

3 [ H*S 2 [ HoOFE 25 1.5 HEL

%515 HH R (RN, #6512 | Daew=Dola X 7.5/C*
HH) T1HE

3 [0l H oFa i LAREREES |3, 4. 6. 8. 10, 12 &KX _

B e e) VI T Diew=Dola X 7.5/ Ctrough

Dowd © FEIHT OG-8 (& 5-BIGEZ 0.025me/ke) o S & N7 fE /NG
DTEMEZIERLAL, 0.5mg A TRLEVEEST 5,

HG IR OKS &

0=~ | 50.0=~ | 70.0=~ | 90.0=~
R (ke) <500 | <700 | <9.0 | =100.0
Pt (mg/H) 1 15 2 25

Duew : tHEit2 DI G5, HH S N/EO/NEE LT E A &2 UE A L.
0.5mg Z A TR bIEWEE T 5,
10 Cron 2V & PR KR I RIMOYE . Com & V725
Drew=Dola X 12.5/ (Conx2.5) £ 0. F 72 Coan 25 = T BRAE A i
MATRE D4, Cion & V7230 Doew=Dola X 12.5/ (Ciznx4) X
D2mHOHERHEET S, HICER T RIERM UL R OWE
12k, EE TREOEHEERA L CEFORICL Y ENT 2,
X2 PEIRA N S NG =S L RIBHEES O 250 1
TR DA, M N 7 7 REDEEC 10ng/mL LLEDEIZI3H
EREET. F72 10ng/mL KiFHOWE BN % 1 8] H #8455
D250 ET 5,
%3 C*H37.5ng/mL LI L 15ng/mL K O¥A 121, HLO &
ZHIZ0.6f% (=7.5/12.56) L-H=E&3 5,



S 1M HOFE 2 S 2, 3 HEERAICBUA 2 Solif b5 7
VT O,
C#* : 2 HOFAE A5 1.5 H LRI I
o 2 K B Y EEE DT,
Crrough : 2 BLIBEIZ BT, HIEZREE (5~10ng/mL) %% L 72
M~ T 7R,

BUFsInh b5 7k

5 2 M F Cof G EHE -
wa )

fEHEZ - V2 — )V

T

[P R A ) ﬁ B Ra— ﬂ ﬁ h
17.2 RERFTHRATE
(FEHEREI)

17.2.1 BBHEICH T 2ERRICOME][7.5 SH]

(1) {FERREHRE
T OFAE (1996~2002 4F) 12B1F 5 1 AEBRBALER RO 1 4R
BRI, B (1233 61) TIZZFN I 98.6% % 1) 95.8% T
%,},#50)

17.2.2 DFBHEIC B T B IR RIS O

(1) FEARERAE - RESPIAE
TR EORAENZ BT B OB —KIEFRGES (10 B1) o 12 8 E 5L
HFRF 12 BAREREAERIZOTND 100%. 12 3 BRHEE G5
BEIE40.0% CThH o720 F72 3 ERMATERO 3 ERFAEE
VLD 100%. 3 4FEBREEHE UGS 50.0% TdH - 7250,

17.2.3 FISHEIC B T BIEE RIS DIE

(1) HEFEARERE
TR DTN BT 2 M — G BRG] (12 61) o 3 FERFA
FERF O3 ERBEERITOTND 82.5%. 3 4F BREHEAM SUSFEH
I3 75.0% T - 7252,

17.2.4 BERSHEIC S (T B4R RIS O IE

(1) FEFEARERE
TR OFAN B 2 BB — KIGHRER] (35 61) O 4 ERFEA
HFERIZ100%. 4 4EBFEEZEFRIL78.3%. 4 BB USIEHE
1237.7%. 44ERFEA ~ A VEEBERIZ 95.5% Tdh - 729,

17.2.5 BHBEICE T 2 EERICROBHER B EROMH (7.5

B
(1) ERARERE - MNESRAE
[FRh#R 5]
T OFAN BT 5 grade TP o> GVHD O BAEZB R (Bl

100 HIET) (X0 A (215 60) Tix44.1%. /N2
13 40.8% Td - 7250,

[AERE]
T ORAZ BT 5 A GVHD 12
(42/74 1) T - 7259,

18. EERhEIE

18.1 1EF¥RF
Z 70 A AR THRZERSEN»S DY 7 FIVEEE A L 0E
TS EE R BETH LI N =a—Y) Y EHEST LI LT,
P A N AA T EEAIIH K ONF AR D IR & R,

18.2 In vitro{ER

18.2.1 T HIfAIEIZ & 2 THIE» SO A4 v 5 —uf x> (L) 2 K
v —7xuar (IFN) -y OA% 5T, JEHELNT a.
IL-18 KOV IL-6 e b P35 55058,

18.2.2 iR DA o5 MR OB 125 2 HIHIER 1255 <L R
V2RISR 2 BIRMEATR ST 550057,

18.3 BHEICxt§ B1ER

18.3.1 FFrEFRAEE TV (B =27 A N 4 X605 [6D)
ZBUT BRI A SR A B L AT A ER S5,

18 3 2 7 v NEAEFOMRME RN X PR Z I L 5 M ZEH o hl

1. S B EL O B IR IS o3 % BB A MR SR % A7 5 56260

(117 #1) <

XD AEMETIE 56.8%

18.3.3 BRI/ ET N (720 5 £6) 2B NT, &
R R FROS 2 Bl L, M A TR S5,
18.3.4 BHRME TN (B 4 X0 S &) LT T

(79 b)) &0 WBEETV (4 X) ORCEREET LV (f
2) TN BV 2 RSN A EAG KOG & 90 LA 2 IR S 2 %

18.4 KEBRICXHT 51EH
FREMBREE TN (7 2) 12BWT, REREOTE AL T Al
fla#r & @ IFN-y OFEAEZIM L, K 5OmRE L 8BRS 57,

19. BEKSICREY 2IE{LEMAR
—hgEY& TR
& 7)) A ARFY (Tacrolimus Hydrate) (JAN)
f[A=ak
(3S4R558RIE12514515R16S518 R19R 26259519~
Dihydroxy-3-{(1£)-2-[(1 R3R4R-4-hydroxy—-3-
methoxycyclohexyl]-1-methylethenyl}-14,16—
dimethoxy-4,10,12,18-tetramethyl-8-(prop-2-en-1-yl)-15,19-
epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24,25,26,26a—
hexadecahydro-3H-pyrido[2,1-c]
[14Joxaazacyclotricosine-1,7,20,21(4 H23 H)-tetrone monohydrate
SFR
Ca4HeoNO12 *
FFE
822.03
27N
- HE O OISO mETH S,
C AL = VIFTE = )b (99.5) ICHRDTHEITRT . NN
TAFIVEIVAT I FLET S 7 — )b (95) 1ZiETRed <. KIS
BEAEEHET RV,
1EEEEX

H20

20. BBV EDEE
T3 O—wERAEHRIE, BT RSS2 L,

22. BE
204 7k (107 7k (PTP) x2, WFERIAD)
23. EZEWk
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Gynaecol. 2014 ; 28 (8) : 1174-1187
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12) SR il 0 4 H O 1999 5 12 (5) : 537-543
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