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1. S H OB
— x4 X7 a ) NAKFIY
R4 O TurI77Hh7EN05mg, [FH7TE/N 1Img, RATEL5mg il
© TarT 7ENK2mg, [FEFK S mg
@ 7ur/T 78R 0.2 mg, [FPEKL 1 mg
@ rIv7r2—J7k/N05mg, FI7 &/ 1mg. [FH7EL5mg
® 7u By ZEE 0.1 %, [FECE 0.03 %/ NNEH it
® &V NAIRK 0.1 %
AREEE | O~@ 7T AT 7 ARERASH
® ~ RSt i
© THUUFEMRASH
KRR @® 1mg, 5mg:199344 7, 0.5mg: 1996 F4 A il
@ 2mg:20114F 1 H, S5mg: 199344 H
@ 2001 41 H
@ 2008 4F7 A
® 0.1%:1999 46 . 0.03%/NJEH 200347 H 1th
® 2008 4 1 J
ee - g | O~@
1. TREOIEFBAEIZ I T 2 SOS O il
BRhE. TR, DB, MR, PR, /BB
2. BRI IS T D ERE SR M OB AR kHE 255 o B
3. HEIEMEE (D0.5mg, 1mg, @02mg, 1mg)
4. BV Uv~F AR CTHORAT 225612 RS) (D0.5mg, 1mg)
5. V=T AERK (AT A RHIOEGPNEARY2. XITREIERIC X 0 K
54 (@0.5mg, 1 mg)
6. HERME (AT uA FEHME, AT u A RKFEE) OFEEEERGL (F
LIE~EEICIRS) (0.5 mg, 1 mg., 5mg)
7. ZBRMEGHR - REHRICE0T 2HEEMEMK (00.5 mg, 1mg)
® T g%
® BHBEHZNL T VAX—HIRHERS2BE
I b ~D O~®
Py 5. TR« IR TR L C WA AR O & DI A CITR G- Lanw 2 &, [EiE
B (7YX CHEABIER. BEHEEISRESh TS D, ]
" Saegusa, T. et al. : FEf#E & FEHE 1992; 26: 969
®
WIS - s SOXIERE L CW B AR O & DI NI Lianw 2 &, (EsE
B (UYX, RO&L) CHEFEEM. BEFEESEO ORI EOWMERH D, )
©
AR SUTAER LT D ATREME D & Dl NITIF R G- LenwZ &, R O 51
BT BRI L T, BEER (T35, &O&kh) CEFEIEM.
R BwERNRBO NI L ORERH D, ]
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=l =N
2. Hx

7 wa ) NAKFY (LR, TAREK]) 1%, BY VEMbBERO IV =a— ) VEIFET S &
(& T MIEOTEMA 2 fr AL E T 250 Z MR TH 0 | Btz B OB AR k8 5
Jis B OVE AT SO Ol JBIFR SOV K IB A 70 & O B Ui iB. 7 b B — MR
BEZHH AN LN TN D, KOG ~OMEAIC W TIE, REAIO 1993 424 A 2 B ofd
RGBS . 7% W 2 B A s BRI B W TG T K OVIR R B 3 8 ST
7o, RROAL HEHAL HEA LK OSEIRFIOWT IO REE | B SCEICRBW T T TR
LTCWBAREM DO H BIHAN | ~OFGE TH2) L &hTnb,

LU, AREZETHBE TSRO FIC LV IBSRBHOEM TR OWENELND LD
2720 IR DR - HEFIABMLTWS Y, E7-. HEREEBRICBW T, 4%
BN ASITIR - HPE RTREAE# & B2 DHEDMAET D 20 IR OB BIETEL, RE, AR
RAREEDICRHAICBIT DA EEROFEBEBEE L TV D L OoWERHY V) FBIHTS
Y RIERR OIS LT L 72 D,

2005 - 10 AICENLERE EFRMGEE v 2 —NICERNL S ivie ThER & It v 2 —) 12, JB4E
TR O L U, IR - BRIRICRTT DR OB BT D AR - IEHIUE A FEE L T\ D,
2017 4 5 H £ TOR 12 FEB T, IR L BEH o ¥ —~DOIEIRFIZ I 1T 5 A9 B A 7M1
120 Bl To o 7o, I O FEMER B OWFRITNRR AR 22 F1], B D RB 102 4] (25t 7
~ h—7 2564, BV v~TF 22 4, IEEERGX 2 6172 L) 2o 4 HITH ST,

2016 4= 10 H . (2T DR O B2 A SCEIC T2 Z L 2 i & LT, 24T @)
BOIYR &SGR F—FFEL LT, MR EERE 2 —I12 MFRERY —F 7 71—
LT, =% 77 0—7]) BREINT, KEOIRMNIEIZR T D Tl SU3AER LT
LAHEMEDOH DI NTITE G- L2 &y ) OFEBMREIZSONT, T—F 2 7 7N —T I TR O
AR NERERBE A E 2 CTRE LRFTT 2IcE - 72,

h

3. WA SCEIC BT B ERERIR

ARIEHEHATHROF]., ERAIROHERICOWT, Wik 6 E CKE. 3EE, ME, (A,
ME R OZEMN) 1281 2N ENORA CEOTEAR DA TR LR, WTHOEORMNCE
IZBWTh, ER~0EIT 2] LS T r O,

& DA & R A OWRAF SCECBE U Cid, KEROMEICB W T, [# 27 7 ) AR TS 2 @i
T5, B MIBWTERFOX 7 0 ) AAOMHEREFAERE S Y U AMAE - BHRER X
D1, WEIER 72X 7 v FDBBRIRAOEER Y 27 L0 b REWGEORIMHEH I D R E ]
EAEERE S TS Y E, ME, AECBWTE, e hTOF—# 1347 1l LAANR
ez @i T2 Z L 2R LTS, HEROMLEENS, K02 thoREBEIEN <, BIEN
7RIS IERADOEAER Y A7 L0 H REWIGEIZ, R ToX 7 ) ARIZLDIRENERE S
G5, IFENRERDLGE. ¥ 7 1 ) AAOBIEMREIER (FRZBIBA~DORE) 12O\ T,
FAEROE=2D U IPHEREENS | THAERICBT 2850 Y U AME, (B4R 37 8 A O F#E O
YR N05] BREEBRESLTHS D, SINCBWTIE, HHEFOZ 7 a ) LA A &

19



AR Y ?Aﬁuf&(}mﬁ}é XS ) fﬁfﬁ’]?ﬁi“\?74 v MR ASOEIER Y 2
7 X0 b RENG ﬁ’i‘ﬁﬁéhéf\éﬂ BEAEEME SN TWD

HEANZDOWT, *I&U\bﬂl BWTIL, #7823 EE uﬁ“é IR 2 7 n
U hAZADeH L, AR U U AME - BHEGEREE L BE L TW\WD, EIRPIIE. B
DIFIE 7227 4y FBBIEA~OETERN Y 227 LD b REWGEOHRIMEH I D &) B2
EEWE SN TNS 'O, BN SmPC ICB W TiE, TE MIXFT2IEN Y 27 3R TH 5,
EANT, FIONIHERGAEZRE EIRTIIEN T 5 X Tldhy ) BMEEMRE S TH
%,

7eks R O R OVESANL, KENC B W T, IBas i RS (2 B8 2 HEHa U6 @ T 85 (Prophylaxis
of Organ Rejection in Kidney Transplant, Prophylaxis of Organ Rejection in Liver Transplant, Prophylaxis
of Organ Rejection in Heart Transplant) ©, Z£[E, JE, {AEICBNTH, BEBAEEICHIT 51
LGSO TR SUTTRIIC L ORREN TR Y . B OGRERE~OBINITA L Tuhenss 70
IRV Tid, BRI Z, THY v~F 3 (DMARD) 28G4TV LTI TiL7zew, Bk
NBEITB T DIEEMERET U v~ F OJ5% ] (Treatment of active rheumatoid arthritis in adult patients
for whom disease modifying anti-rheumatic drug (DMARD) therapy is ineffective or inappropriate.) (%
LTHARIN TS Y BRI, KE, WEKOEMNIBNT, 7 hE—HEREE%R (Atopic
dermatitis) 2% L CAREN TG 10D,

Flo, BEEZEHET LB TE, FINTERRFESATES T, RIRFICOWTIE, 4
%6 WEIZRENT, IS TN,

4. BB

ASEOYEKGRRFERZIT T v N RT3 X% AW AR A B RBROSGE S R S Tn
%o 7 v b OIRERHIFER TIL, 0.32~3.2 mgkg (KR EFELE Tt k 0.05~0.5 mg/kg [ZFHY)
ERROHG L2 b & BB R ORI OREMEREE R L7 RRERF IT580 bnkporz P,
7R OEE MR CIE, 0.1~1.0 mgkg (FRREFEHRE TE b 0.03~0.32 mgkg IZfHY) %
ROEE Lo b & xtBRBE L i L, AL G0 X 0 RTEB RS E e B A %265 2 Ak
DOEMAFED SN2, RHAFERRET 2 HBEICB T IREEEL ERShLTWD Y,

F 7o, BIEARIEAGE AR IR O A FR R AR B LB AR TR D SR AR STV D8
20 ARG BT S E AT ISR B IR T E Ao T,

5. BRAREEAICERT 2 8E
AHEEIPIRICBAT D AR ILBRIZONT, VAT T 4 v I LB a—&fTol, MEMAT—F#~
— A & LT CINAHL, EMBASE, MEDLINE, PubMed %% U} Web of Science % i\, FHFEDE R,
SCHk L B = — . MeSH (Medical Subject Headings) ZDOfifliE4#BE L, ¥—U—R& LT
[Tacrolimus |, [Pregnancy]. [Pregnancy Outcomes]. [Fetus], [Abnormalities] %% U 7z (FRsg
FHH 12016 48 F 10 A). i L72AZSCHNIT 2,891 T, 2D 5 B A b SUTHEN D
in vitro Bk, QENVER, QOBERE DT —Z5IHOHDCERZRIN L, 68 FZRE LT, &6
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(2, SRS~ OURERIEF] & 2 < & Lo KIE ORISR b oS IBM L, 3%
Mt LT, ABEDMRIEEMEICOWTIE, Z7 1 J AZBRRKRO#S S IEERBE % OFR: 8 4

TR D AFEDORHAIM PR EEIL 9.03.4 ng/mL, 95 b 7 Fl ORIk AR A IX 6.6 1.8 ng/mL T
bolztHESNTND P,

PERRER )R SR~ OB BT D R A B U, B A R OVERANZ DWW T, 240 E Tl
T RITIRIE R 2 x5 & LTc b O &2 FuliZ, ERFIBITRD bR oo & OREDEE D 5
B FEh | KE OB RSB B R S N BBE, ITTRE. R AE OV O
IERERIRIC BT B OIcRB VT, #7n) ARER—RX L LEER TFF47Y v, a7
= /= VEAIIE T L R=Y  (REARERE) DEENTWD RN S D) T 724k 412
B (693 4L4%) DUEHRERIF 715 4 (BRBAH 393 {4, JHRHE 209 14, EBREAR 61 1. (LA 52 14)
DRI, TBFITIE 592 %, BARVEE §30 %, TEIMER 59 2%, SEE £ 2%, £E £ 70%
Tholz, AFERS0THIDH B, B CIXREIT 43~73%, KHERERIT 30~58%, 7
KAFINL 4.0~T8%IZFBD DTz Lt ST 5, £z, BREERLSMC B WL, RF oL
— 7 AR RNKE T DARMFHER UG D7D X 7 1 U AR ZAEH Uiz 9 fl ik, 21
NAERE TRRAFITRD ST, HAEREE G EIRHIFICHEY LT G snTng Y,

FHEFIEIT D e b DD BITERFBUSNDOAEEFEFELRRBOONTHEL LT, 71U 4
ARG SN TV AR GIEE A S HAE LR 5 b, HAROIED VU ¥ AME2RE L]
411 FITIES YV 7 2MET7.0meq/L ZH 2 HEH VU AIENRD B, MIF7 V7 F=fEzEH
TE L7208 7 1A CHR B C Rl O B RERE 350 BT L o b B Y,

OB AL OIRANC DWW T, EE~OFEH TIER Wb 00, AR M IR E 2 Bid 25 B
CTHRUE AR £ R IREBR S i ST D, A O BUE AR 7 R IREIBR IZ W T B2 ORREEN
BENDRIE DRI 04 LT 5 3T 294 Bl 2 %5402, 115 g, 1 H 2 [A8A IR &2 Bda L
7o b & MR EE O Rl GEAMEIED (X, 16HE B A 3 H#% T 0.7 ng/mL (292 ) \ 1] %106@ML
(284 511) . 12 %% T 0.0 ng/mL (248 f51l) . 1 FFIREEDS 3 ng/mL LA b4 7R U7 SE B TVa M B4 3
#%C 20/292 3 (6.8%) . 1 W% T 7/284 5 (2.5%) . 12 % T 1/248 {5 (0.4%) TH Y . KB OHE
B e LT IREEIIIE T ULz P, £, mIRAIORLERFES ERERBRICRE N T, BEL L
VB S2 A xga, 1IE T, 1A 2= 1288 (70~97 Af) MIRL7Z & =, FEHif
TREEIX, RARBALE 4 1% T 0.286 ng/mL (50 f51) . 12 #% T 0.305 ng/mL (51 f3]) , 5 THT
0.305 ng/mL (51 f5)) To 7=,

6. ENADKERVOHIA T4~
EPNA TSR SR TV B ERMER O K ETH 5 [Drugs in Pregnancy and Lactation,11®
ed2017) TiE, b P THLATWD T —Z b, I T 2 AREORHIT ) 27 MRV L E
ABNDZENTHSTVS Y,
KIRDTA BT A AT DA T DFEHRIUILL T DO LB TH -T2,
®  [IENRE MEIEMEEOZIEFESE 2015) (A AMEIRS MEFSHR) (28T, BRHEE DT
BT DN T, SIS LM SUS 2 B SHEN R TRITI N2 & | RS D 55512
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AR Z BT E RO L L 25202 & BE K OFERIZ S IIRIFIZIS T 2%
FEIHIRICET 2B L BRI K ThH D Z LA N TG Y,

® [FEMARZEIA RTA L ERE 2017) (AARERHG AR, BARER ABHESR)
(3. MBS AL . A ONT AL oD R H L TIRIRBI RN 50 72 H CAR IR M OV DR IR
BICBW T, IRF Tho THRE SN DERR L LTAEMEES L TND 7,

WD TTA BT A BT DAFICET 2FEHRIUILL T D LB THo T,

® KJH @ [European Best Practice Guidelines expert group | OBAEIZEET AT A R T A > Olitha
DIAIZIN T, PR 2 AR HEFE L7 ETOAREROMABRHERE S Tn D ),

® XK/ @ TEuropean Crohn’s and Colitis Organisation | 23MERK L7, RIEVENGEERZ B T D il
BT D a B P AR R=ZBN T, RIS T 2 AKOEE DY 27 TN EE R
Hhd 2 e shTng ¥,

® U [E D [The British Society for Rheumatology | & UX [ British Health Professionals in
Rheumatology ] DV U~ FMWEEBEZH T LT 504 K74 12BN T, KK
RICB 2 AREOIIF~OERITTE SN 5 Bl Sh s Y,

7. ENEIVER#E DL

REEAEEGHT HOH], EHAL SEAL OUEIRANCEI LT, 2004 44 A 1 B2 2017 4 10
H 31 B E TIOMSZATEOE N E R ERIERHA OB Ol SN2 EWNRER S O 5 6| ik
(AR A P G ST AePEIC TR BT BITEIE 69 61 99 {1, MEMRHICAIK &G Sz e
A L7 RO R RIWERI 39 6 53 Th o 7,

8. BEMERDOI LM
T =% 7 7 N—FIZHBWT, FEERRER TR b AN DN ERIRIZ 35 1T 2 e i Ik
BT DIHRERIR BT 208, VUSRI 280 Y U AGE R OB RERE 5 S, AEOITIRIZ IR
HUAZEHE LT SCETEERET S Z L 2RI, LTFTOBEBND, REOIEIH~D#
HBiZonWTid, T8z OHENGHIBRL. Mk, Em, RILEE~O®REL] OHEIZBWT Nak
FoOFIRMENERRMEE RS LB SN DERICORZET D) BOEEREATHT L LN
WY TH D &R LT,
O EWIOREXITA BT A BT, IRP Th o THEHATREZRESS & L TARSK
DETHNTND Z &,
@ R CTIIEFEENRO LN TEY , R TOREIZBWTbAREAT L HER
DIz DWENDH DN, LEREFBO AR FAER L R LT, RIEITRE L7 iimic s
I ERFERAEENERICES Lzt o@wEITRnW &,
@ WK% 6 HEOWIMNMICEIZB N T, REDHE~OEGIINTHUOEICE N T HEER
EEINTELT, BENFIRBBEA~OBENERMEL Y L REWHEOAIE T &
LI TWBHZ &,

22



9. I XEDOUETR

V=% 77 N—71%, FRROHMEEE 2, AEEZGHT HEEN (ROAL ERAL 0F
IR OUSIRAD o Ththd, EEhm, RAREE~ORE ] OEIZHBWT R OB RN ERMEZ
ERD L ENTG B0 EET S EOEEMEAZTEH L2 BT, T 0mEMG, TE
i ATIEIR L T D AR H DA ZHIBRT 2 KO LELZUGET T2 2 L@ TH 5 &
Ay L 7=,

Fo, BAAKLOFERANZOWTIE, Hlm, e, RAWFE~OKRE] OHITBWT, EHE
MY R7 ZHBrT 570D FHE LT, BERICKIT2#ERITIA, b NI\ et
W5 g, WNTESFEARE OISV T RE, [REARERKR RO RFRORERH S
BAIBILT D L &b, MANAMICEICREEOH D THERPICAEL LA L BE NG HA LT
B ZB8WT, @h Y U AER VBHEEREN S b L ORENRH 5 B2 0 TRid L.
fili IOk U CIEHAR LT 2 2 E 3 T 5 & Hilr L7z,

—J . EA K OSNIRANCSW TR, FFmEARAITH Y | TIZREE RIZT AL = E
FHALNTIERVWS DD, b h~DOFEZLOAIED M AR, BROFKROERAIL Y HIERET
HY, FWIMFRELZROTH BT LN 2B E 25 &, BOALOERFA & g
L. RFTEARAOV 27 RE0EmWETLIERMEEFTZLVWEEB26NLZ L, £, HnEH
WA OB R 2 BE L, i, k., BARE~O®RE] OHIZBW T, ik Ot
W2 3BT DML ONMA L2 RICRBL L A EFLZOME IOV TEEHEE T, i ERIZ KT
HFEEFITIN 2, AEORHEE LT, b MIBT 2@ Z BT 5 2 & A3y &l Lz,

10. 5IAXE—E

D ORIEE B WA LR « HPEW A N A > B 2014;49: 393-401.  [BIR 2. 35 (7)]

% Dennis L et al. Harrison’s Principles of Internal Medicine 19th Edition. 2015; 19: 2124-5 [HI#% 2. (9)]

VIBEVERIGA GEEHEER 97) . HERIE - > # —. http://www.nanbyou.orjp/entry/62, (Z M
2018-4-25) [HBIFR 2. (14)]

* van der Woude CJ et al. The second European evidenced-based consensus on reproduction and pregnancy
in inflammatory bowel disease. J Crohns Colitis. 2015; 9: 107-24. [BI#s 2. (17). BUHE 6. (9)]

> Ateka-Barrutia O et al. The challenge of pregnancy for patients with SLE. Lupus. 2013; 22: 1295-308.

(B 2.(10)]

O SkERASCE [BIEE 3.(1), 2)]

D BEEYRASCE, ALEVRASCE, ENRASCE DIRE 3.(3), D), (5), (6), (7), (8), (9), (10)]

O OETSAScE BIE 3. 11), (12)]

D SNTRASCE IR 3.(13), (14)]

O RETRACE ORI 3.(15)]

RN SmPC - (KB TR 3. (16), (17)]

2OmERA SCE R DRI 3.(18)]
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') Saegusa T et al. Reproductive and developmental studies of tacrolimus (FK506) in rats and rabbits.
ik L HRIR. 1992; 26: 969-81. [BIFs 4. (2), 3)]

') Shivaswamy V et al. Tacrolimus and sirolimus induce reproductive abnormalities in female rats.
Transplantation. 2011; 91: 1333-9.

' Abou-Shaaban RRA et al. Effect of a calcineurin inhibitor tacrolimus (FK506) treatment on meiotic
chromosomes in testes, epididymal spermatozoa and fertility in swiss albino male mice. African Journal
of Biotechnology. 2011; 10: 463-9.

' Unver Dogan N et al. Investigation of developmental toxicity and teratogenicity of cyclosporine A,
tacrolimus and their combinations with prednisolone. Regul Toxicol Pharmacol. 2016; 77: 213-22.

17 Kabat-Koperska J et al. The influence of intrauterine exposure to immunosuppressive treatment on
changes in the immune system in juvenile Wister rats. Drug Des Devel Ther. 2016; 10: 2279-88.

18) Albaghdadi AJ et al. Tacrolimus in the prevention of adverse pregnancy outcomes and
diabetes-associated embryopathies in obese and diabetic mice. J Transl Med. 2017; 15:32.
') Liu L et al. New insights of subfertility among transplanted women: Immunosuppressive drug FK506
leads to calcium leak and oocyte activation before fertilization. J Cell Biochem. 2018; 119: 2964-77.
0¥ Yu et al. Mutagenicity of the new immunosuppressive drugs, FK506, and Spergualin. Transplant Proc.
1993; 25: 2116-8.

2D Kurtoglu EL et al. Genotoxic effects of tacrolimus on human lymphocyte cells. Russ J Genet. 2012; 48:
651-5.

*? Oliveira VD et al. Mutagenic and cytotoxic effects of immunosuppressive drugs on human lymphocyte
culture. Exp Clin Transplant. 2004; 2: 273-9.

) Ciliao HL et al. Cytotoxic and genotoxic effects of high concentrations of the immunosuppressive drugs
cyclosporine and tacrolimus in MRC-5 cells. Exp Toxicol Pathol. 2015; 67: 179-187.

** Ferjani H et al. Combination of tacrolimus and mycophenolate mofetil induces oxidative stress and
genotoxicity in spleen and bone marrow of Wister rats. Mutat Res. 2016; 810: 48-55.

) Ozturk S et al. Effect of cyclosporin A and tacrolimus on sister chromatid exchange frequency in renal
transplant patients. Genet Test. 2008; 12: 427-30.

%% Ciliao HL et al. Long-term genotoxic effects of immunosuppressive drugs on lymphocytes of kidney
transplant recipients. Mutat Res Genet Toxicol Environ Mutagen. 2016; 806: 47-52.

*) Zheng S et al. Tacrolimus placental transfer at delivery and neonatal exposure through breast milk. Br J
Clin Pharmacol. 2013; 76: 988-96. [HI#s 5. (1)]

*%) Westbrook RH et al. Outcomes of pregnancy following liver transplantation: the King’s college hospital
experience. Liver Transpl. 2015; 21: 1153-9. [BIis 5. (6)]

) Oliveira LG et al. Pregnancy after renal transplantation-a five-yr single-center experience.Clin
Transplant. 2007; 21: 301-4. [BI% 5. (12)]

30 Coscia LA et al. Immunosuppressive drugs and fetal outcome. Best Pract Res Clin Obstet Gynaecol.

2014; 28: 1174-87. [BIFR 5. (5)]
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3 Webster P et al. Tacrolimus is an effective treatment for lupus nephritis in pregnancy. Lupus. 2014; 23:
1192-6. [Hl#s 5. (18)]

32 Jain A et al. Pregnancy after liver transplantation under tacrolimus. Transplantation. 1997; 64: 559-65.

(B 5. (3), (20)]

B Fua by ZHE 0.1 % RIERFER R RER. ~ Lkt IR 5. (28)]

W5 N AR 0.1 % BUEAES AR TR RS (IR 5. 31)

3 Briggs GG, Freeman RK, Yaffe SJ. Drugs in Pregnancy and Lactation: A Reference Guide to Fetal and
Neonatal Risk. 11th ed. Philadelphia, PA: Lippincott Williams & Wilkins; 2017, 1366-9. [5I#% 6. (1)]

30 AT AR AR I S A, AR A LT SE BERE O 2R St 2015 Best Practice Guide. A PV E =
—%t, 2015, [BIR 6. (5)]

A ARFERME AB S, AR AFHESTR. FERABRIRY A K74 > FERHR 2017. A ARE
BHig AR F22,2017. [BIGR 6. (4)]

¥ EBPG Expert Group on Renal Transplantation. European best practice guidelines for renal
transplantation. Section IV: Long-term management of the transplant recipient. IV.10. Pregnancy in
renal transplant recipients. Nephrol Dial Transplant. 2002; 17 Suppl 4: 50-5. [BI#& 6. (7))

3% Flint J et al. BSR and BHPR guideline on prescribing drugs in pregnancy and breastfeeding-Part I:
standard and biologic disease modifying anti-rheumatic drugs and corticosteroids. Rheumatology

(Oxford). 2016; 55: 1693-7. [BI¥E 6. (11)]
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1. b HOME

27 NAKMY WA SCGESGTER BT
201845 H 24 H

A

2

7 KA KFY)

Hx7e4

®Q ©® 06006

® ©

a7 7778 05mg, RV 1mg, [FB 7L 5mg

7'a 7T 7 EFNE 2 mg, [RERR 5 mg

v 77 7Yk 0.2 mg, [FIYERL 1 mg

7T 72 =7V 05mg, [FI TN Img, [FF7E/L5mg

Z27aY KA T'NL0Smg (77 A —] W7 E/VImg [ 77 4% —],
A 7&n5mg [ 77 A% —)

A7) AAFE0Smg [ h—"T ), [FBE1Smg [ h—"T ), [FHE 1mg [ F—"T ],
Fl$#E2mg F—"T ), [FfE3mg [ F—" ], [[fESmg [ h—7 |
Zrm ) LAFE0Smg [AEL], [FEE Img THETL], R Smg THEL]
L7 l) hAH T/ 05mg 1IG], A7 &/ 1mg [IG], A7 &/ 5mg
G

Zr7a ) LARTEN05mg o R WALV mg R, R
/4 S5mg [ )

27 LA TEN0Smg (=7 v @7V ]Img (=7v) FHT
/L S5mg =71 |

Zrnal) AAFE0Smg [, [FEE 1.5mg [HipA], [FEE 1 mg [HdA],
F&E 2 mg [HwpA), [FEE3mg [HWDA], [FFESmg [Hdx)

7' My ZHE 0.1%. [FHCE 0.03%/NEH

&7 m ) 5ARE 0.1% (NP

27wl LAECE 0.1% (PP

Z7m ) AARE 0.1% [T %)

Z7m ) LARE 01% (204

2 5 A R 0.1%

0P EEBE0WRYOBEBELEE®E®E® 6

~@® T AT T AR St
~ A T CREERRAS
HOFFE R At
A = TR
AARY =3V v 7 &t
=77y -~
=7 Rt
& P HBLFERR A 4
~ VAR
=7 Rt
MAESHAR—F 77 1~
E IR A
e F AR R AU 1
TH RS
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KA O 1mg, 5mg: 199344 H, 0.5mg : 1996 44 H
© 2mg:20114F 1 H, S5mg: 199344 H
@ 200141 A
@ 2008 4£7 H
®~@ : 2013 42 A~2017 48 H
@ 0.1% : 1999 46 A, 0.03 %/ : 2003 457 A
@~@ 201242 A
@ 2008 4£ 1 A
e - 2% | O~O
1. TREDIREFBEA 31T 2 HEMa SO O il
BN, TTRBAE, DR, i, PEBRL. /NGB AE
2. EREBAHIZIS T D HEMES R M OB AR 7 kH1E =99 O Bl
3. HEJEMESYE (00.5 mg, 1 mg, @B®~10.2 mg, 0.5mg, 1 mg, 1.5mg, 3 mg)
4. BEIY Uv~F BEARECHORA TS RGEICES) (00.5mg, 1mg, ©&~D
0.5mg, 1mg, 1.5mg, 2mg, 3 mg)
5. =T ABRK (AT A FRIOEGEREAR+Iy. UIEWERIZ X 0 K8
) (0.5 mg, 1 mg®~©O®)
6. HERME (AT A REHIE, AT v A NIRENE) OEEENESMERER (P45
JE~HEAEIZIR D) (D0.5mg, 1 mg, 5mg, ®~10.5mg, 1 mg, 1.5mg, 3 mg)
7. BRMEFK - REHRICEDFT D BEMEMZ% (D0.5 mg, 1mg)
@~@® 7 be—PERE R
@ FEHENL T VLR—HIDBDERD25E)
M- HE | O, O~ @HAl)

1.

BB OSA

W, B2 BRTX W Z7 v AR & LT 1IE0.15mgkg 2 1 B 2 [\FR O #5
THMBYHNCITZ 72 ) LA LT1E0.15mgkg 2 1 B 2 BRRO£LE L,
DIth, tha lZET 5, MeRFEIT 118 0.06 mg/kg, 1 H 2 [AIFE Q5 2 =0 L
FTHH, JERICIE U CHEEEET 5,

R OG5

HEE, PICIEZ e ) A2 LT1EN0.15mgke 2 1 B 2 BEREOKEST 5,
Dith, e 2B L, MEFFRIX 1 B & 0.10 mg/kg ZHEUEL 3228, JEIRITIE U
I EHIRT 5,

DB GG

WE, NI 7Y A2 L LC1[E0.03~0.15 mgkg 2 1 H 2 [BIFEO#5
T2, £, HMSUSHBL AR O G2 256 12%, @%, 478
UALALLTI1E0.075~0.15mg/kg % 1 A 2 [BIfE A& 535, Lk, JERIZIG
UCHEMR L., 28 LIIRENS DN RITIE, e IllE L CTHORD &
THERFT 5,

AR D56

WE, NI 78 ) A2 L LT 1[E0.05~0.15 mgkg 2 1 H 2 [BIFEO#5
T, D, FERITS U CHEEI L, 2E LIORIENSG - %ITiE, hx
(2R L TR B THERF %,

OS5
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WE, PINCEY 7Y A AL LT 1E015Smgkg 2 1 A 2 BEO#&ET 5,
Ltk tha |2 L CAORD B CHERET 5,
N D
WE, PINCEY 7Y A AL LT 1E01Smgkg 2 1 A 2 BEO#&ET 5,
Ltk tha |2 L CAORD B CHERET 5,

2. BB OGS
WE, B 1 ERTE Y Z7 v ) A& E LT 1A 0.06 mgkg % 1 H 2 [\FR 05
TH B 7 ) A2 LT1E0.06 mgkg % 1 H 2 BIFEO&LE L,
Lth, tha &S5, £z, B xHE R B%ICARFI OG5 2 it 5
Lalcix, @E, ¥ 7Y AR LT1E015mgke 2 1 H2BRO#EET 5,
7ed. RIS U CHEEET 5,

7ok, AFIOROBEGREOWRIITI—ELTELT, BEICLVEAENRH DD T,
1 H R EE D O A O EINE A I QN I R B DMENEE O FE R IO B OV Al Rkt
EERORBE 0, BEORRIISC TMHREZAEL, hT771~0L
(trough level) DMFREZSZIC L CTiRGELZHETL 2 L, FICBHER S
BN GBI E AL T HEENC MR EEEZ(T 5 2 ENEE L, 2B, fH b
7 7IREEDS 20 ng/mL A # 2 2 WIS R WSS RITERIA BB LT <2 O TiE
BTHZ L,
3. HIEMERE DS S
WL, RAICIZF 70 ) A2 L T3mg & 1 B 1 EYEBZBICROEET 5,
4. BE ) v ~TF OE
WL, RAICIZF 70 ) A2 LT3 mga 1 B 1 EYERICREAKRST S,
B, mEEIZIZ 1Smg A 1 A 1 EYEEREOFRGLOHME L, ERICED 1
H1[FE3mg £ THETE D,
5. —T AR DOBE
WL, RAICIZF 70 ) A2 LT3mg & 1 B 1 EYEBZBICROEET 5,
6. TEEMERGR O%A
W BRI, FINCIZZ 2 e ) A2 & LT 1 H0.025 mgkg & 1 H 2[5
BREGER OV BZICEAEET 5, Dk 2 @M, BEMS N7 7REZ 10~15
ngmL & L, M hT 7RELZE=X) 7 LaNLERGELZHTGTH, &Y
BART: 2 ELAREIE, BRI b7 7#E% 5S~10ng/mL & L& G REZFHET 5,
7. BFVER I - RS RICA BT D VM2 DA
WE . A, WIENCIEZ 7 e ) A2 L LT 1 [E0.0375 mgkg & 1 H 2 [B]5]
BBEMOY BRI OGS S, Uk, BELY T 7RE% 5~10 ng/mL &
L, My b7 7REZE=X )7 LR EEZHRET S,

@ (EHH)

1. BBMHOSGE
W, #7m Y LA L LTI A 0.10 mgkg Z A AR X7 N o EFHE T
ARLT 24 RN CTRIEFET 2, WIRATREE 2 o 72 RIXTE 2721 3HR
DI EEHICE V2 5,

Rz ZIRr ra
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W, X7 m Y LA L LTI A 0.10 mgkg Z AAF AR X7 B o EFHE T
ARL T 24 KT TRIEEET D, WIRFEEL 22512 RITTE L7213
MICREOBEHICO V2 5,

DBEOSA

WH, #7m Y AAE LTI1IE0.05mgkg & ARSHR T T R T T
ARL T 24 FEET TRIEEET D, WIRFEEEL 2512 RITTE D723
MR O 5 IZY 2 5,

il D6

WH, #7 v Y AL LTI1IE0.05mgke & ABSER T T R T T
AL T 24 FEET CRIEHET 5, WIRATEEL 22 o 72 RIT TE D 721T 30
MICREOBEHICO V2 5,

B DA

W, X7 m Y LA L LTI A 0.10 mgkg Z AAF AR X7 N ST T
ARL T 24 KT TRIEEET D, WIRFEEL 2R o T2 RITTE L7213
MICREOBEHICO V2 5,

INGBEAE D S

W, #7 v Y AL LTI1IE0.10 mgkg AR AHIR T T R oEEFE T
ARL T 24 FEET TRIEEET D, WIRFEEEL 2512 RITTE D723
MO 5 IZY iz 5,

2 BRI DS E
WE, B 1 BRTX Y Z27 v U A& & LT 1A 0.03 mgkg & AFAERK L7
R oM SRR AR L C 24 BRI CAUMERET D, £7o. BRI 8 TR
B ICAR O G 2BMGT 2356121%, @, #27ae U A2 0T 1 [FH 010
mg/kg ZAEFREEIR LT B U RHESR CAR LT 24 BT CRidimEd
5o WIRFIRE & 72 o 722X TE DT LN D5 0 # 2 5,

2B AFOMPREITEEICEIVEAERDH D OT, MHFREDEH WS OF
VB ONZ 1, Hr iR 2 ARG B D FEE SO S OEAE P 6t 15 2908 O 38 BLA B <7z
B, BEORPUSIE U T FREZRE L, BE5REZRAE T2, FOBME
% & D\ TG BIARE AR RN i PR ERE 21T ) 2 E MR E LUy,

@~ (#EHEA : 0.1%)
WL A 1T B 1~2 1], @ELZBHICEAT S, 2B, 1 b0 0BfiE
T5gETLET D,

@ @FREH] : 0.03%/ N2 H)
\E. ANRIZIE T B 1~2 B, BEARBSICEAT 5, 0B, 1B OB
X S5g EFTET AP, Flpc LV EEWRET 5,

@ ARAD)
AL CIRVIEE =206, @5, 18 1{#H%Z2 1 B 2 BHRIET 5,
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" Saegusa, T. et al. : JERE & FEE 1992; 26: 969

@~@® HEEA : 0.1%. 0.03%/)EH)
RS A TR L CWARREM O H A NICITEH Lawnwz &, ([E3ER
(9, BO&s) CTHEGEIEH. IBIEFEENRO LN E0BERD D, )

@ CAHRA)
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3. MAMRNSCEIC BT 5 ERENRTL

REOA, A CKE)

(1) H5

use)

PROGRAF" (tacrolimus) capsules, USP, PROGRAF" (tacrolimus) injection, (for intravenous

RIRE « R

1 INDICATIONS AND USAGE

1.1 Prophylaxis of Organ Rejection in Kidney Transplant

Prograf is indicated for the prophylaxis of organ rejection in patients receiving allogeneic
kidney transplants. It is recommended that Prograf be used concomitantly with azathioprine or
mycophenolate mofetil (MMF) and adrenal corticosteroids [see Clinical Studies (14.1)].
Therapeutic drug monitoring is recommended for all patients receiving Prograf [see Dosage
and Administration (2.6)].

1.2 Prophylaxis of Organ Rejection in Liver Transplant

Prograf is indicated for the prophylaxis of organ rejection in patients receiving allogeneic liver
transplants. It is recommended that Prograf be used concomitantly with adrenal corticosteroids
[see Clinical Studies (14.2)]. Therapeutic drug monitoring is recommended for all patients

receiving Prograf [see Dosage and Administration (2.6)].

1.3 Prophylaxis of Organ Rejection in Heart Transplant

Prograf is indicated for the prophylaxis of organ rejection in patients receiving allogeneic heart
transplants. It is recommended that Prograf be used concomitantly with azathioprine or
mycophenolate mofetil (MMF) and adrenal corticosteroids [see Clinical Studies (14.3)].
Therapeutic drug monitoring is recommended for all patients receiving Prograf [see Dosage
and Administration (2.6)].

1.4 Limitations of Use

Prograf should not be used simultaneously with cyclosporine [see Dosage and Administration
(2.5)].

Prograf injection should be reserved for patients unable to take Prograf capsules orally [see
Dosage and Administration (2.1) and Warnings and Precautions (5.11)].

Use with sirolimus is not recommended in liver and heart transplant. The safety and efficacy of
Prograf with sirolimus has not been established in kidney transplant [see Warnings and
Precautions (5.12)].

TRl ~D
B G-

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C - There are no adequate and well-controlled studies in pregnant women.
Tacrolimus is transferred across the placenta. The use of tacrolimus during pregnancy in
humans has been associated with neonatal hyperkalemia and renal dysfunction. Tacrolimus
given orally to pregnant rabbits at 0.5 to 4.3 times the clinical dose and pregnant rats at 0.8 to
6.9 times the clinical dose was associated with an increased incidence of fetal death in utero,

fetal malformations (cardiovascular, skeletal, omphalocele, and gallbladder agenesis) and

maternal toxicity. Prograf should be used during pregnancy only if the potential benefit to the
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mother justifies the potential risk to the fetus.

In pregnant rabbits, tacrolimus at oral doses of 0.32 and 1.0 mg/kg, 0.5 to 4.3 times the clinical
dose range (0.075 — 0.2 mg/kg) based on body surface area, was associated with maternal
toxicity as well as an increased incidence of abortions. At the 1 mg/kg dose, fetal rabbits
showed an increased incidence of malformations (ventricular hypoplasia, interventricular
septal defect, bulbous aortic arch, stenosis of ductus arteriosus, interrupted ossification of
vertebral arch, vertebral and rib malformations, omphalocele, and gallbladder agenesis) and
developmental variations. In pregnant rats, tacrolimus at oral doses of 3.2 mg/kg, 2.6 to 6.9
times the clinical dose range was associated with maternal toxicity, an increase in late
resorptions, decreased numbers of live births, and decreased pup weight and viability.
Tacrolimus, given orally to pregnant rats after organogenesis and during lactation at 1.0 and
3.2 mg/kg, 0.8 to 6.9 times the recommended clinical dose range was associated with reduced
pup weights and pup viability (3.2 mg/kg only); among the high dose pups that died early, an

increased incidence of kidney hydronephrosis was observed.

DAl CKRE)

(2) 54 ASTAGRAF XL (tacrolimus extended-release capsules), for oral use

BIRE - ZhR

1 INDICATIONS AND USAGE
ASTAGRAF XL is indicated for the prophylaxis of organ rejection in kidney transplant

patients in combination with other immunosuppressants.

Limitation of Use

ASTAGRAF XL extended-release capsules are not interchangeable or substitutable with other

tacrolimus extended-release or immediate-release products [see Warnings and Precautions

(5.4)].
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C-- There are no adequate and well-controlled studies in pregnant women.
Tacrolimus is transferred across the placenta. The use of tacrolimus during pregnancy in
humans has been associated with neonatal hyperkalemia and renal dysfunction. Tacrolimus
given orally to pregnant rabbits at 0.5 times the maximum clinical dose and pregnant rats at 0.8
times the maximum clinical dose was associated with an increased incidence of fetal death in
utero, fetal malformations (cardiovascular, skeletal, omphalocele, and gallbladder agenesis)
and maternal toxicity. ASTAGRAF XL should be used during pregnancy only if the potential
benefit to the mother justifies the potential risk to the fetus.

In pregnant rabbits, tacrolimus at oral doses of 0.32 and 1.0 mg/kg (0.5 and 1.6 times the
maximum clinical dose based on body surface area, respectively) was associated with maternal
toxicity as well as an increased incidence of abortions. At the 1 mg/kg dose, fetal rabbits
showed an increased incidence of malformations (ventricular hypoplasia, interventricular
septal defect, bulbous aortic arch, stenosis of ductus arteriosus, interrupted ossification of

vertebral arch, vertebral and rib malformations, omphalocele, and gallbladder agenesis) and
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developmental variations. In pregnant rats, tacrolimus at oral doses of 3.2 mg/kg (2.6 times the
maximum clinical dose) was associated with maternal toxicity, an increase in late resorptions,
decreased numbers of live births, and decreased pup weight and viability. Tacrolimus, given
orally to pregnant rats after organogenesis and during lactation at 1.0 and 3.2 mg/kg (0.8 and
2.6 times the maximum recommended clinical dose, respectively) was associated with reduced
pup weights and pup viability (3.2 mg/kg only); among the high dose pups that died early, an

increased incidence of kidney hydronephrosis was observed.

O CGEE, ME., AE)

(3) #ih4  Prograf 0.5 mg hard capsules, Prograf 1 mg hard capsules, Prograf 5 mg hard capsules

BIEE - ZhR

4.1 Therapeutic indications

Prophylaxis of transplant rejection in liver, kidney or heart allograft recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products.

Il ~D
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus is able to cross the placenta. Limited data from organ
transplant recipients show no evidence of an increased risk of adverse effects on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Due to the need of treatment, tacrolimus can
be considered in pregnant women when there is no safer alternative and when the perceived
benefit justifies the potential risk to the foetus. In case of in utero exposure, monitoring of the
newborn for the potential adverse effects of tacrolimus is recommended (in particular the
effects on the kidneys). There is a risk for premature delivery (<37 week) as well as for
hyperkalaemia in the newborn, which, however, normalizes spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus. When tacrolimus is administered intravenously as rapid infusion/bolus injection
at a dose of 0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species.
Peak blood concentrations achieved with these doses were above 150 ng/mL which is more
than 6-fold higher than mean peak concentrations observed with Prograf in clinical
transplantation.

Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic dosages and the offspring showed reduced birth weights, viability and

growth.
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A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.

ERH CGRE, ME, [AF)

(4) BL54  Prograf 5 mg/mL concentrate for solution for infusion

RIRE « R

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

products.

Il ~D
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus is able to cross the placenta. Limited data from organ
transplant recipients show no evidence of an increased risk of adverse effects on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Due to the need of treatment, tacrolimus can
be considered in pregnant women when there is no safer alternative and when the perceived
benefit justifies the potential risk to the foetus. In case of in utero exposure, monitoring of the
newborn for the potential adverse effects of tacrolimus is recommended (in particular the
effects on the kidneys). There is a risk for premature delivery (<37 week) as well as for
hyperkalaemia in the newborn, which, however, normalizes spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 ng/mL which is more than 6-fold
higher than mean peak concentrations observed with Prograf in clinical transplantation.
Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic dosages and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.

REOAl GEE, ME, AE)

(5) #h4  Advagraf 0.5 mg prolonged-release hard capsules

BhRE - B ‘ 4.1 Therapeutic indications
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Prophylaxis of transplant rejection in adult kidney or liver allograft recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult patients.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus crosses the placenta. Limited data from organ transplant
recipients show no evidence of an increased risk of adverse reactions on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Tacrolimus treatment can be considered in
pregnant women, when there is no safer alternative and when the perceived benefit justifies the
potential risk to the foetus. In case of in utero exposure, monitoring of the newborn for the
potential adverse events of tacrolimus is recommended (in particular effects on the kidneys).
There is a risk for premature delivery (<37 week) (incidence of 66 of 123 births, i.e. 53.7%;
however, data showed that the majority of the newborns had normal birth weight for their
gestational age) as well as for hyperkalaemia in the newborn (incidence 8 of 111 neonates, i.e.
7.2 %) which, however normalises spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 ng/mL which is more than 6-fold
higher than mean peak concentrations observed with Advagraf in clinical transplantation.
Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic doses and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.
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4.1 Therapeutic indications
Prophylaxis of transplant rejection in adult kidney or liver allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult patients.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus crosses the placenta. Limited data from organ transplant
recipients show no evidence of an increased risk of adverse reactions on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Tacrolimus treatment can be considered in
pregnant women, when there is no safer alternative and when the perceived benefit justifies the
potential risk to the foetus. In case of in utero exposure, monitoring of the newborn for the
potential adverse events of tacrolimus is recommended (in particular effects on the kidneys).
There is a risk for premature delivery (<37 week) (incidence of 66 of 123 births, i.e. 53.7%;
however, data showed that the majority of the newborns had normal birth weight for their
gestational age) as well as for hyperkalaemia in the newborn (incidence 8 of 111 neonates, i.e.
7.2 %) which, however normalises spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 ng/mL which is more than 6-fold
higher than mean peak concentrations observed with Advagraf in clinical transplantation.
Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic doses and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.
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4.1 Therapeutic indications
Prophylaxis of transplant rejection in adult kidney or liver allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult patients.
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4.6 Fertility, pregnancy and lactation
Pregnancy
Human data show that tacrolimus crosses the placenta. Limited data from organ transplant

recipients show no evidence of an increased risk of adverse reactions on the course and
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outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Tacrolimus treatment can be considered in
pregnant women, when there is no safer alternative and when the perceived benefit justifies the
potential risk to the foetus. In case of in utero exposure, monitoring of the newborn for the
potential adverse events of tacrolimus is recommended (in particular effects on the kidneys).
There is a risk for premature delivery (<37 week) (incidence of 66 of 123 births, i.e. 53.7%;
however, data showed that the majority of the newborns had normal birth weight for their
gestational age) as well as for hyperkalaemia in the newborn (incidence 8 of 111 neonates, i.e.
7.2 %) which, however normalises spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 ng/mL which is more than 6-fold
higher than mean peak concentrations observed with Advagraf in clinical transplantation.
Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic doses and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.
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4.1 Therapeutic indications
Prophylaxis of transplant rejection in adult kidney or liver allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult patients.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus crosses the placenta. Limited data from organ transplant
recipients show no evidence of an increased risk of adverse reactions on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Tacrolimus treatment can be considered in

pregnant women, when there is no safer alternative and when the perceived benefit justifies the
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potential risk to the foetus. In case of in utero exposure, monitoring of the newborn for the
potential adverse events of tacrolimus is recommended (in particular effects on the kidneys).
There is a risk for premature delivery (<37 week) (incidence of 66 of 123 births, i.e. 53.7%;
however, data showed that the majority of the newborns had normal birth weight for their
gestational age) as well as for hyperkalaemia in the newborn (incidence 8 of 111 neonates, i.e.
7.2 %) which, however normalises spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 ng/mL which is more than 6-fold
higher than mean peak concentrations observed with Advagraf in clinical transplantation.
Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic doses and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.
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4.1 Therapeutic indications

Prophylaxis of transplant rejection in adult and paediatric, kidney, liver or heart allograft
recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult and paediatric patients.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus crosses the placenta. Limited data from organ transplant
recipients show no evidence of an increased risk of adverse reactions on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Tacrolimus treatment can be considered in
pregnant women, when there is no safer alternative and when the perceived benefit justifies the
potential risk to the foetus. In case of in utero exposure, monitoring of the newborn for the
potential adverse events of tacrolimus is recommended (in particular effects on the

kidneys).There is a risk for premature delivery (<37 week) (incidence of 66 of 123 births, i.e.
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53.7%; however, data showed that the majority of the newborns had normal birth weight for
their gestational age) as well as for hyperkalaemia in the newborn (incidence 8 of 111
neonates, i.e. 7.2%) which, however normalises spontaneously.

In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3). Tacrolimus affected fertility in male rats (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 nanogram/mL which is more than
6-fold higher than mean peak concentrations observed with Modigraf in clinical
transplantation.

Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic doses and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.
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4.1 Therapeutic indications
Prophylaxis of transplant rejection in adult and paediatric, kidney, liver or heart allograft

recipients.

Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal

products in adult and paediatric patients.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Human data show that tacrolimus crosses the placenta. Limited data from organ transplant
recipients show no evidence of an increased risk of adverse reactions on the course and
outcome of pregnancy under tacrolimus treatment compared with other immunosuppressive
medicinal products. However, cases of spontaneous abortion have been reported. To date, no
other relevant epidemiological data are available. Tacrolimus treatment can be considered in
pregnant women, when there is no safer alternative and when the perceived benefit justifies the
potential risk to the foetus. In case of in utero exposure, monitoring of the newborn for the
potential adverse events of tacrolimus is recommended (in particular effects on the
kidneys).There is a risk for premature delivery (<37 week) (incidence of 66 of 123 births, i.e.
53.7%; however, data showed that the majority of the newborns had normal birth weight for
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their gestational age) as well as for hyperkalaemia in the newborn (incidence 8 of 111
neonates, i.e. 7.2%) which, however normalises spontaneously.
In rats and rabbits, tacrolimus caused embryofoetal toxicity at doses which demonstrated

maternal toxicity (see section 5.3). Tacrolimus affected fertility in male rats (see section 5.3).

5.3 Preclinical safety data

The kidneys and the pancreas were the primary organs affected in toxicity studies performed in
rats and baboons. In rats, tacrolimus caused toxic effects to the nervous system and the eyes.
Reversible cardiotoxic effects were observed in rabbits following intravenous administration
of tacrolimus.

When tacrolimus is administered intravenously as rapid infusion/bolus injection at a dose of
0.1 to 1.0 mg/kg, QTc prolongation has been observed in some animal species. Peak blood
concentrations achieved with these doses were above 150 nanogram/mL which is more than
6-fold higher than mean peak concentrations observed with Modigraf in clinical
transplantation.

Embryofoetal toxicity was observed in rats and rabbits and was limited to doses that caused
significant toxicity in maternal animals. In rats, female reproductive function including birth
was impaired at toxic doses and the offspring showed reduced birth weights, viability and
growth.

A negative effect of tacrolimus on male fertility in the form of reduced sperm counts and

motility was observed in rats.
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INDICATIONS AND CLINICAL USE

Transplantation

Prograf® (tacrolimus) is indicated for:

® prophylaxis of organ rejection in patients receiving allogeneic liver, kidney or heart
transplants.

® treatment of refractory rejection in patients receiving allogeneic liver or kidney

transplants.

Prograf is to be used concomitantly with adrenal corticosteroids and other immunosuppressive

agents. The safety and efficacy of the use of Prograf with sirolimus has not been established.

Only physicians experienced in immunosuppressive therapy and management of organ
transplant should prescribe Prograf (tacrolimus). Patients receiving the drug should be
managed in facilities equipped and staffed with adequate laboratory and supportive medical
resources. The physician responsible for maintenance therapy should have complete

information requisite for the follow-up of the patient.

Rheumatoid Arthritis

44




Prograf (tacrolimus immediate release capsules) is indicated for:
® treatment of active rheumatoid arthritis in adult patients for whom disease modifying

anti-theumatic drug (DMARD) therapy is ineffective or inappropriate.

Prograf may be used as monotherapy or in combination with non-steroidal anti-inflammatory
drugs (NSAIDs) and/or steroids, although the possibility of increased toxicity has not been

fully explored (see Warnings and Precautions and Drug Interactions).

Combined use of Prograf with gold, penicillamine, hydroxychloroquine, sulfasalazine or
azathioprine has not been studied.

There is currently insufficient data to support the concomitant use of Prograf and methotrexate.

Careful monitoring of Prograf treated patients is mandatory. Prograf should only be prescribed

for rheumatoid arthritis by physicians experienced with the use of immunosuppressants.

Geriatrics (> 65 years of age): The safety and efficacy of Prograf in patients older than 65
years of age has not been established.

Pediatrics (< 18 years of age): Experience with Prograf in pediatric kidney and heart transplant
patients is limited. Successful liver transplants have been performed in pediatric patients (ages
4 months up to 16 years) using Prograf, with the majority of these patients under 5 years of age

(see Warnings and Precautions).

Prograf is not indicated for the use of rheumatoid arthritis in children younger than 18 years of

age.
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WARNINGS AND PRECAUTIONS

Special Populations

Pregnant Women

Tacrolimus at oral doses of 0.32 and 1.0 mg/kg during organogenesis in rabbits, was associated
with maternal toxicity as well as an increase in incidence of abortions; these doses are
equivalent to 0.33X and 1.0X (based on body surface area corrections) the recommended
clinical dose (0.3 mg/kg). At the higher dose only, an increased incidence of malformations
and developmental variations was also seen. Tacrolimus, at oral doses of 3.2 mg/kg during
organogenesis in rats, was associated with maternal toxicity and caused an increase in late
resorptions, decreased numbers of live births, and decreased pup weight and viability.
Tacrolimus, given orally at 1.0 and 3.2 mg/kg (equivalent to 0.5X and 1.5X), the
recommended clinical dose based on body surface area corrections to pregnant rats after

organogenesis and during lactation, was associated with reduced pup weights.

Tacrolimus, given orally at 1.0 mg/kg (0.5X the recommended clinical dose based on body
surface area corrections) to male and female rats, prior to and during mating, as well as to
dams during gestation and lactation, was associated with adverse effects on female
reproduction and embryo lethality. Effects on female reproductive function (parturition) and

embryo lethal effects were indicated by a higher rate of pre-implantation loss and increased
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numbers of undelivered and nonviable pups. When given at 3.2 mg/kg (1.5X the recommended
clinical dose based on body surface area correction), tacrolimus was associated with maternal
and paternal toxicity as well as reproductive toxicity including marked adverse effects on
estrous cycles, parturition, pup viability and pup malformations. Toxicities to parental rats
were indicated by tremors and circling, as well as reduced weight gains and food consumption
in males; and reduced food consumption during gestation and lactation in females. Adverse
effects on reproductive parameters included: 1) increased copulatory intervals, 2) increased
pre- and post-implantation loss of fetuses (resulting in smaller litter sizes), and 3) decreased
numbers of dams delivering. No reduction in male or female fertility was evident. Adverse
effects seen in pups were markedly reduced viability and a slight increase in the incidence of
malformation (3 pups from 3 dams).

There are no adequate and well-controlled studies in pregnant women. Tacrolimus is
transferred across the placenta. The use of tacrolimus during pregnancy has been associated
with neonatal hyperkalemia and renal dysfunction. Prograf should be used during pregnancy
only if the potential benefit to the mother justifies potential risk to the fetus.

In experience reported by the University of Pittsburgh, eleven female transplant patients
maintained on tacrolimus therapy throughout pregnancy delivered twelve babies, with one
patient conceiving twice. These patients received tacrolimus from week one to 20 months prior
to conception. Ten of the pregnancies were successful, four with C-sections. The neonates
showed no growth retardation or congenital anomalies. Hyperkalemia was observed in the
majority of babies, but resolved within 24-48 hours without adverse effects. Two babies (both
premature 22 and 24 weeks) died shortly after birth. One pregnancy was complicated by
diabetes, hypertension and proteinuria, the other by CMV infection requiring ganciclovir
therapy. Additional information includes a report of one newborn who had temporary anuria
associated with high cord blood tacrolimus concentration, however, renal function was normal
within one week. Another reference reports on the successful pregnancy (normal healthy male)
in a 28 year old female with bolus steroids and increased doses of tacrolimus for liver graft
rejection. In this case, the cord blood plasma concentration was approximately one half that

noted in maternal plasma.

DETAILED PHARMACOLOGY
Animal Studies
When "“C-tacrolimus was dosed orally to pregnant or lactating rats, trace amounts of

tacrolimus were found in fetal liver and in breast milk, respectively.

TOXICOLOGY

Reproductive and Developmental Toxicity

Oral doses of tacrolimus at 1 and 3.2 mg/kg/day produced overt signs of parental toxicity and
changes in the fertility and general reproductive performance study (Segment I) of rats.
Effects on reproduction included some embryo lethality, reduced number of implantations,
increased incidence of post-implantation loss, and reduced embryo and offspring viability. In
this study, the no-observable effect level of tacrolimus in the rat was considered to be 0.32

mg/kg/day (1 to 2 times the recommended human dose).
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In a rat teratology study (Segment II), increased post-implantation loss was observed at 3.2
mg/kg/day PO. Maternal doses of 1 mg/kg/day decreased the body weight of F; offspring.
Decreased body weight, reduced survival number, and some skeletal alterations were seen in
F, offspring at maternal doses of 3.2 mg/kg/day. The maternal and developmental

no-observable effect level was 1 mg/kg/day (3 to 6 times the recommended human dose).

In a rabbit teratology study (Segment II), signs of maternal toxicity including reduced body
weight were produced at all oral doses of tacrolimus administered (0.1, 0.32, or 1 mg/kg/day).
Doses of 0.32 and 1 mg/kg/day produced signs of developmental toxicity, such as increased
incidence of post-implantation losses, reduced number of viable fetuses, and increased
incidences of morphological variations. The incidence of toxicity relative to that in controls
suggests that the no-observable-effect dose of tacrolimus may be 0.32 mg/kg/day (1 to 2 times

the recommended human dose).

In a Segment III study, oral doses of 3.2 mg/kg/day produced a decrease in body weight and
food consumption in Fy dams during gestation and lactation. The no-observable effect level
with respect to maternal and developmental toxicity was 1 mg/kg/day (3 times the
recommended human dose) and greater than 3.2 mg/kg/day with respect to reproductive

potential.
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INDICATIONS AND CLINICAL USE

De novo

Advagraf® (tacrolimus extended release capsules) is indicated for prophylaxis of organ
rejection in adult patients receiving allogeneic kidney and liver transplants.

Advagraf is to be used concomitantly with adrenal corticosteroids and mycophenolate mofetil
(MMF) in de novo renal transplant recipients and adrenal corticosteroids in de novo liver

transplants. Antibody induction therapy should also be used in kidney transplant recipients.

Conversion

Stable renal transplant patients may be converted from Prograf® (twice daily) to Advagraf
(once daily), in combination with adrenal corticosteroids and MMF, based on equivalent
tacrolimus whole blood trough concentrations. Stable liver transplant patients may be
converted from Prograf (immediate release formulation) to Advagraf (extended release
formulation), in combination with adrenal corticosteroids, based on equivalent tacrolimus

whole blood trough concentrations (See Dosage and Administration).

Any changes in immunosuppressive therapy must be initiated by physicians experienced in

immunosuppressive therapy and the management of transplant patients.

Pediatrics (< 18 years of age): A safe and effective dose of Advagraf (extended release
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formulation) in pediatric liver and kidney transplant recipients has not been determined.

Geriatrics (> 65 years of age): Experience with Advagraf in patients older than 65 years of age

is limited.
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WARNINGS AND PRECAUTIONS

Special Populations

Pregnant Women

There are no adequate and well-controlled studies in pregnant women. Tacrolimus is
transferred across the placenta. The use of tacrolimus during pregnancy has been associated
with neonatal hyperkalemia and renal dysfunction. Advagraf (extended release formulation)
should be used during pregnancy only if the potential benefit to the mother justifies potential
risk to the fetus (Please see Detailed Pharmacology - Human studies and Toxicology -

Reproductive and Developmental Toxicity).

DETAILED PHARMACOLOGY
Animal Studies
When '*C-tacrolimus was dosed orally to pregnant or lactating rats, trace amounts of

tacrolimus were found in fetal liver and in breast milk, respectively.

Human Studies

There are no adequate and well-controlled studies in pregnant women. Tacrolimus is
transferred across the placenta. The use of tacrolimus during pregnancy has been associated
with neonatal hyperkalemia and renal dysfunction. Advagraf should be used during pregnancy

only if the potential benefit to the mother justifies potential risk to the fetus.

In experience reported by the University of Pittsburgh, eleven female transplant patients
maintained on tacrolimus therapy throughout pregnancy delivered twelve babies, with one
patient conceiving twice. These patients received tacrolimus from week one to 20 months prior
to conception. Ten of the pregnancies were successful, four with C-sections. The neonates
showed no growth retardation or congenital anomalies. Hyperkalemia was observed in the
majority of babies, but resolved within 24-48 hours without adverse effects. Two babies (both
premature 22 and 24 weeks) died shortly after birth. One pregnancy was complicated by
diabetes, hypertension and proteinuria, the other by CMV infection requiring ganciclovir
therapy. Additional information includes a report of one newborn who had temporary anuria
associated with high cord blood tacrolimus concentration, however, renal function was normal
within one week. Another reference reports on the successful pregnancy (normal healthy male)
in a 28 year old female with bolus steroids and increased doses of tacrolimus for liver graft
rejection. In this case, the cord blood plasma concentration was approximately one half that

noted in maternal plasma.

TOXICOLOGY

Reproductive and Developmental Toxicity

The reproductive toxicity of tacrolimus was evaluated in Segment 1 (rats), Segment 2 (rats and

48




rabbits) and Segment 3 (rats) studies. The results of these studies are summarized below in

Table 27.
Table 27: Reproductive and Developmental Toxicity Studies of Orally Administered Tacrolimus
Study Oral Dose Major Findings
(mg/kg/day) Parental F1 Offspring
Segment 1, Rat 0.32 No observable effect No observable effect
1 Incomplete delivery No observable effect
+Body weight with -.-food
consumption Some lethality:
13 :I\.{a.le cepulatory index :Implantatinn
i Copulatory interval Post-implantation loss
Incomplete delivery +Embryo/offspring viability
TFemale diestrus period
Segment 2, Rat 0.32 No observable effect No observable effect
1 No observable effect +Fetal body weight
Some lethality: :Ezii:dli:;:;{ik: loss
32 +vBody weight with Lfood npantatio i
consumption :Dfﬁpn_ng “.ab_lht}
Skeletal variations
Segment 2, Rabbit 0.1 +Body weight No ohservahle effect
032 ;\Bbzii‘;:lght TDevelopmental variations
TDevelopmental variations
1 +Body weight APost—implantat{on loss
Abortions +Viable fetuses
TMorphological variations
Segment 3, Rat 0321 No observable effect No observable effect
32 +Body weight +Body weight

Tacrolimus at oral doses of 0.32 and 1.0 mg/kg during organogenesis in rabbits, was associated
with maternal toxicity as well as an increase in incidence of abortions; these doses are
equivalent to 0.33X and 1.0X (based on body surface area corrections) the recommended
clinical dose (0.3 mg/kg). At the higher dose only, an increased incidence of malformations
and developmental variations was also seen. Tacrolimus, at oral doses of 3.2 mg/kg during
organogenesis in rats, was associated with maternal toxicity and caused an increase in late

resorptions, decreased numbers of live births, and decreased pup weight and viability.

Tacrolimus, given orally at 1.0 and 3.2 mg/kg (equivalent to 0.5X and 1.5X), the
recommended clinical dose based on body surface area corrections to pregnant rats after

organogenesis and during lactation, was associated with reduced pup weights.

Tacrolimus, given orally at 1.0 mg/kg (0.5X the recommended clinical dose based on body
surface area corrections) to male and female rats, prior to and during mating, as well as to
dams during gestation and lactation, was associated with adverse effects on female
reproduction and embryo lethality. Effects on female reproductive function (parturition) and
embryo lethal effects were indicated by a higher rate of pre-implantation loss and increased
When given at 3.2 mg/kg (1.5X the

recommended clinical dose based on body surface area correction), tacrolimus was associated

numbers of undelivered and nonviable pups.

with maternal and paternal toxicity as well as reproductive toxicity including marked adverse
effects on estrus cycles, parturition, pup viability and pup malformations. Toxicities to

parental rats were indicated by tremors and circling, as well as reduced weight gains and food
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consumption in males; and reduced food consumption during gestation and lactation in
females. Adverse effects on reproductive parameters included: 1) increased copulatory
intervals, 2) increased pre- and post-implantation loss of fetuses (resulting in smaller litter
sizes), and 3) decreased numbers of dams delivering. No reduction in male or female fertility
was evident. Adverse effects seen in pups were markedly reduced viability and a slight

increase in the incidence of malformation (3 pups from 3 dams).
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INDICATIONS
PROGRAF and PROGRAF XL are indicated for use as an adjunct to liver, kidney, lung or

heart allograft transplantation in adults and children.
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PRECAUTIONS

Use in Pregnancy

Category C

In reproduction studies in rats and rabbits, adverse effects on the fetus were observed mainly at
dose levels that were toxic to the dams. Tacrolimus at oral doses of 0.32 mg/kg during
organogenesis in rabbits was associated with maternal toxicity as well as an increase in the
incidence of abortions. At 1.0 mg/kg increased incidences of malformations and
developmental variations were also seen (a dose of 1.0 mg/kg resulted in a blood exposure
approximately equivalent to the exposure achieved after the maximum recommended clinical
dose, 0.3mg/kg, based on AUC). Tacrolimus, at oral doses of 3.2mg/kg during organogenesis
in rats, was associated with maternal toxicity and caused an increase in late resorptions,
decreased numbers of live births and decreased pup weight and viability (a dose of 3.2 mg/kg
resulted in a blood exposure less than the exposure achieved after the maximum recommended
clinical dose, 0.3 mg/kg, based on AUC). Tacrolimus given orally at 1.0 and 3.2 mg/kg to
pregnant rats after organogenesis and during lactation was associated with reduced pup

weights. No reduction in male or female fertility was evident.

There are no adequate and well-controlled studies in pregnant women. The use of tacrolimus
during pregnancy has been associated with neonatal hyperkalaemia and renal dysfunction.
Tacrolimus should be used during pregnancy only if the potential benefit to the mother justifies

potential risk to the fetus.
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ADVAGRAF"XL Tacrolimus 0.5 mg, 1 mg, 5 mg Prolonged-Release Capsules

BIEE - ZhR

INDICATIONS
ADVAGRAF XL is indicated for use as an adjunct to liver, kidney, lung or heart allograft

transplantation in adults and children.

Il A~
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PRECAUTIONS
Use in Pregnancy

Category C
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In reproduction studies in rats and rabbits, adverse effects on the fetus were observed mainly at
dose levels that were toxic to the dams. Tacrolimus at oral doses of 0.32 mg/kg during
organogenesis in rabbits was associated with maternal toxicity as well as an increase in the
incidence of abortions. At 1.0 mg/kg increased incidences of malformations and
developmental variations were also seen (a dose of 1.0 mg/kg resulted in a blood exposure
approximately equivalent to the exposure achieved after the maximum recommended clinical
dose, 0.3mg/kg, based on AUC). Tacrolimus, at oral doses of 3.2mg/kg during organogenesis
in rats, was associated with maternal toxicity and caused an increase in late resorptions,
decreased numbers of live births and decreased pup weight and viability (a dose of 3.2 mg/kg
resulted in a blood exposure less than the exposure achieved after the maximum recommended
clinical dose, 0.3 mg/kg, based on AUC). Tacrolimus given orally at 1.0 and 3.2 mg/kg to
pregnant rats after organogenesis and during lactation was associated with reduced pup

weights. No reduction in male or female fertility was evident.

There are no adequate and well-controlled studies in pregnant women. The use of tacrolimus
during pregnancy has been associated with neonatal hyperkalaemia and renal dysfunction.
Tacrolimus should be used during pregnancy only if the potential benefit to the mother justifies

potential risk to the fetus.

BEA CRE)

(15) B4

PROTOPIC® (tacrolimus) Ointment 0.03 %, Ointment 0.1 %

BIRE - ZhR

INDICATIONS AND USAGE

PROTOPIC Ointment, both 0.03 % and 0.1 % for adults, and only 0.03 % for children aged 2
to 15 years, is indicated as second-line therapy for the short- term and non-continuous chronic
treatment of moderate to severe atopic dermatitis in non-immunocompromised adults and
children who have failed to respond adequately to other topical prescription treatments for

atopic dermatitis, or when those treatments are not advisable.
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PRECAUTIONS

Pregnancy

Teratogenic Effects: Pregnancy Category C

There are no adequate and well-controlled studies of topically administered tacrolimus in
pregnant women. The experience with PROTOPIC Ointment when used by pregnant women is
too limited to permit assessment of the safety of its use during pregnancy.

Reproduction studies were carried out with systemically administered tacrolimus in rats and
rabbits. Adverse effects on the fetus were observed mainly at oral dose levels that were toxic to
dams. Tacrolimus at oral doses of 0.32 and 1.0 mg/kg (0.04X-0.12X MRHD based on BSA)
during organogenesis in rabbits was associated with maternal toxicity as well as an increase in
incidence of abortions. At the higher dose only, an increased incidence of malformations and
developmental variations was also seen. Tacrolimus, at oral doses of 3.2 mg/kg during
organogenesis in rats, was associated with maternal toxicity and caused an increase in late
resorptions, decreased numbers of live births, and decreased pup weight and viability.
Tacrolimus, given orally at 1.0 and 3.2 mg/kg (0.04X-0.12X MRHD based on BSA) to

pregnant rats after organogenesis and during lactation, was associated with reduced pup
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weights.

No reduction in male or female fertility was evident.

There are no adequate and well-controlled studies of systemically administered tacrolimus in
pregnant women. Tacrolimus is transferred across the placenta. The use of systemically
administered tacrolimus during pregnancy has been associated with neonatal hyperkalemia and
renal dysfunction. PROTOPIC Ointment should be used during pregnancy only if the potential

benefit to the mother justifies a potential risk to the fetus.
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Protopic 0.03 % ointment
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4.1 Therapeutic indications

Protopic 0.03 % ointment is indicated in adults, adolescents and children from the age of 2
years.

Flare treatment

Adults and adolescents (16 years of age and above)

Treatment of moderate to severe atopic dermatitis in adults who are not adequately responsive
to or are intolerant of conventional therapies such as topical corticosteroids.

Children (2 years of age and above)

Treatment of moderate to severe atopic dermatitis in children who failed to respond adequately

to conventional therapies such as topical corticosteroids.

Maintenance treatment

Treatment of moderate to severe atopic dermatitis for the prevention of flares and the
prolongation of flare-free intervals in patients experiencing a high frequency of disease
exacerbations (i.e. occurring 4 or more times per year) who have had an initial response to a
maximum of 6 weeks treatment of twice daily tacrolimus ointment (lesions cleared, almost

cleared or mildly affected).

Il ~D
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4.6 Fertility, pregnancy and lactation

Fertility

There are no fertility data available.

Pregnancy

There are no adequate data from the use of tacrolimus ointment in pregnant women. Studies in
animals have shown reproductive toxicity following systemic administration (see section 5.3).
The potential risk for humans is unknown.

Protopic ointment should not be used during pregnancy unless clearly necessary.
5.3 Preclinical safety data
Mutagenicity

In vitro and in vivo tests did not indicate a genotoxic potential of tacrolimus.

Reproduction toxicity

Embryo/foetal toxicity was observed in rats and rabbits, but only at doses that caused

significant toxicity in maternal animals. Reduced sperm function was noted in male rats at
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‘ high subcutaneous doses of tacrolimus.
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Protopic 0.1 % ointment
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4.1 Therapeutic indications

Protopic 0.1 % ointment is indicated in adults and adolescents (16 years of age and above).
Flare treatment

Adults and adolescents (16 years of age and above)

Treatment of moderate to severe atopic dermatitis in adults who are not adequately responsive
to or are intolerant of conventional therapies such as topical corticosteroids.

Maintenance treatment

Treatment of moderate to severe atopic dermatitis for the prevention of flares and the
prolongation of flare-free intervals in patients experiencing a high frequency of disease
exacerbations (i.e. occurring 4 or more times per year) who have had an initial response to a
maximum of 6 weeks treatment of twice daily tacrolimus ointment (lesions cleared, almost

cleared or mildly affected).

TRl ~D
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4.6 Fertility, pregnancy and lactation

Fertility

There are no fertility data available.

Pregnancy

There are no adequate data from the use of tacrolimus ointment in pregnant women. Studies in
animals have shown reproductive toxicity following systemic administration (see section 5.3).
The potential risk for humans is unknown.

Protopic ointment should not be used during pregnancy unless clearly necessary.
5.3 Preclinical safety data
Mutagenicity

In vitro and in vivo tests did not indicate a genotoxic potential of tacrolimus.

Reproduction toxicity

Embryo/foetal toxicity was observed in rats and rabbits, but only at doses that caused significant

toxicity in maternal animals. Reduced sperm function was noted in male rats at high subcutaneous

doses of tacrolimus.

BEA CInE)

(18) HLih Protopic®
hEE « Zh 5 | INDICATIONS AND CLINICAL USE
Treatment

Protopic, both 0.03 % and 0.1 % for adults and only 0.03 % for children aged 2 to 15 years, is
indicated as a second-line therapy for short and long-term intermittent treatment of moderate
to severe atopic dermatitis in non-immunocompromised patients, in whom the use of

conventional therapies are deemed inadvisable because of potential risks, or who are not

adequately responsive to or intolerant of conventional therapies.
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Maintenance

Protopic is also indicated for maintenance therapy to prevent flares and prolong flare-free
intervals in patients with moderate to severe atopic dermatitis experiencing a high frequency of
flares (i.e., occurring 5 or more times per year) who have had an initial response (i.e., lesions
cleared, almost cleared or mildly affected) with up to 6 weeks of treatment with twice daily
Protopic.

For additional safety information, please refer to the WARNINGS AND PRECAUTIONS

Section.

Geriatrics ((= 65 years of age): In Phase 3 studies, 405 patients >65 years old received
Protopic. The adverse event profile for these patients was consistent with that for other adult

patients.

Pediatrics (2 to 15 years): Protopic, 0.03 % strength only, is indicated for use in children aged
2 to 15 years. The safety and efficacy of Protopic have not been established in pediatric

patients below 2 years of age, and its use in this age group is not recommended.

I~
B 5

WARNINGS AND PRECAUTIONS

Special Populations

Pregnant Women: There are no studies on the use of Protopic in pregnant women.
Reproduction studies were carried out with systemically administered tacrolimus in rats and
rabbits. Adverse effects on the fetus were observed mainly at oral dose levels that were toxic
to dams. Tacrolimus at oral doses of 0.32 and 1.0 mg/kg during organogenesis in rabbits was
associated with maternal toxicity as well as an increase in incidence of abortions. At the higher
dose only, an increased incidence of malformations and developmental variations was also
seen. Tacrolimus, at oral doses of 3.2 mg/kg during organogenesis in rats, was associated with
maternal toxicity and caused an increase in late resorptions, decreased numbers of live births,
and decreased pup weight and viability. Tacrolimus, given orally at 1.0 and 3.2 mg/kg to
pregnant rats after organogenesis and during lactation, was associated with reduced pup
weights. No reduction in male or female fertility was evident.

There are no adequate and well-controlled studies of systemically administered tacrolimus in
pregnant women. Tacrolimus is transferred across the placenta. The use of systemically
administered tacrolimus during pregnancy has been associated with neonatal hyperkalemia and
renal dysfunction. Protopic should be used during pregnancy only if the potential benefit to the

mother justifies a potential risk to the fetus.

Reproduction and Teratology

No reproductive studies were performed with tacrolimus ointment. Reproductive studies have
been completed with oral tacrolimus formulations.

The reproductive toxicity of tacrolimus was evaluated in Segment I (rats), Segment II (rats and
rabbits) and Segment III (rats) studies. Orally (gavage) administered tacrolimus altered
reproductive function in female animals and reduced offspring viability during reproductive

toxicity studies with rats (Segment I, fertility; Segment II teratology; and Segment III perinatal

54




and postnatal toxicity) and rabbits (Segment I teratology). Male reproductive behaviour was
only slightly altered. The changes in reproductive parameters observed during these studies
included increased copulatory intervals, decreased implantation, increased loss of fetuses,
fewer births, and smaller litter sizes. No reduction in male or female fertility was evident.
Adverse effects in offspring whose mothers received tacrolimus during pregnancy included

markedly reduced viability and slightly increased incidence of malformation.
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(1) Zheng S et al. Tacrolimus placental transfer at delivery and neonatal exposure through breast milk.
Br J Clin Pharmacol. 2013; 76: 988-96.
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erythematosus: a report of two patients. Tohoku J Exp Med. 2014; 234: 51-6.

E AR SLE
1B SLE D /L— 7" A 55 O B3 DU 2 517~ & HIAE L 72 SIS R L8
OO T,

ERHFRLSNOEEES

(20) Jain A et al. Pregnancy after liver transplantation under tacrolimus. Transplantation. 1997; 64:
559-65.

AEFL BRI U AUE, BRERE R

RS IR I A 21 6] (% 7 v U B 253l 10 mg/day) 725 H

LTRSS B, WARMIES Y v MEZRE LR 11 floo s 4
FITHIFE SV 7 2ME 7.0 meq/L 22 5@ U U AMJENTED S,
HARD 7 LT F = AEEHIE Uiz 7 VIS BE ] i oo Bk Rl
NI BTz,
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(21) Jain A et al. FK506 and pregnancy in liver transplant patients. Transplantation. 1993; 56: 1588-9.

AEFL

AU U SIE

RS

TR Al 9 1 (% 27 v U AAFE-§1T 2-64 mg/day) 72O HAEL
RO S B HAERMNES U U MEZRIE LR 76O 55 5 FllE
H U T AME (ED Y 7 AME 6.1-10.9 mEq/L) 3388 B8, W
TAUE 24-48 FEILIPNIZ BRI ClEliE L7z,

(22) Yoshimura N et al. A case report of pregnancy in renal transplant recipient treated with FK506
(tacrolimus). Transplantation. 1996; 61: 1552-3.

AEHL

mA U T AMAE, & E YL E CIE

B

271 AA 12 mg/day &5 STV BB Z T 1 512> 54Tk
33T 1,312 g THAE LRI, BEDOmB Y v LffE (iEw Y
7 AME 5.96 mmol/L) & FENEE Y L e MEBIEATED b,

(23) Kruszka SJ et al. Successful pregnancy outcome in a lung transplant recipient with tacrolimus

immunosuppression. A case report. J] Reprod Med. 2002; 47: 60-2.

AEHL

B LY CAE

B

Z 7 m ) AR 12 mg/day &% O 5 S TW T2 iR 4 i 1 613 [H
FERSHEAEHEEE N D T2 DB T38RI C ., 1R 34 38 T 2,208 g DR % IE
W U, ZIRIC—BEoREE Y LV E CIENRS bk,

(24) Vyas S et al. Outcome of twin pregnancy in a renal transplant recipient treated with tacrolimus.
Transplantation. 1999; 67: 490-2.

AEFES YRR D AHIE
B R AT A 1 1) OBURR) Ot AR IR % 7 v U 2 10 mg/day

OGS TEY , R 17 81T 12 mg/day (ZHE I, GER
32 3B R VEARSE B OVEARE & IS 0 72 D BR & YR 23 iif T S vz,
1 /13 1,055g THA L7223, A% 3 HIZRAS, EEREIN, 257F
JEZ &7 U THT Lic, MHIOREER, ARt O AEI X 2 0AR
4 iR 2 & 72 LT e, oo 1 181X 1,445g THIZE L. FE3ERLL
EZ 2 LTV, JRRICE v E LT,

(25) Ono E et al. Immunophenotypic profile and increased risk of hospital admission for infection in

infants born to female kidney transplant recipients. Am J Transplant. 2015; 15: 1654-65.

AEHG B Hifid. CD4+T flifudi e OV NKT Ml o ABEsR 0
B BRI 27 B 27 1R (D b F 7 v ) AREEHNT 19 B, 4]

TTHFATV RO T L R=ya A oA LR 2861 L,
TR iR 7 B A L2V 40 BllC I A ERe 2 ek LT-, BfEt%
Iba 7 D AR U 72 VIR 7 il > & AR U 72 2 & b U TR 45 if
oo B fifatk, CD4+T Mila%ick O NKT fiflafioiib 3 & Hiv, &
% 1 FEMDOABERNE - T2y, Ek 8 1 A I % TR D A L
7IRO% < OFFEREITER IZEE L TR | AN X 5 0EE~DE
B3 —mEo b0 EHERI ST, ¥, APBEL7Z T ~<Tx sl
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| AR ICHEEEL T,

BOEALL RARA

AT LT SN BRO Mh EEARAM CEXTA VA B a— T 4 — AR SN TN D
I PR Bk S OVRLE AR 58 1% B PR AR AE B & LU R ISR LTz,
7a by 7 E8E 0.1 %

6) JIlG 'S, 7 bR EREBFICEIT D FK506 #UE 022 VEMRRRER. FEKESK. 1997,
13: 1483-92.

Wi n~uﬁ®7be~ﬁ&ﬁ BEZRNRIC125g, 5g. 10g 2RAMRELET K
B EAT U H R A R OSEGEs (S, 10g DA, 1 H 2108, 1HER) (285
I H R A I E L7z,
< Hi[EIFAH >
M EEREREIITOLEBY Thot-, 1FEAEDN 3~6 FEI% IR LT
TREEIZE Uz, 1 BITOMNE 6 R 2 1 i L IR E 23 20 ng/mL A 7= L7223, oD
JEBIE 3 ng/mL Kifi TH - 7=,
B JER
AN No.

M HPEE (ng/mL)
3 6 9 12 24 36 48 72
BER BERN RRRD O RFRT O RERD O BRERT BERY O BERH
1-1 084 087 080 067 049 040 032 020
12 ND. ND. ND. ND. ND. ND. ND. ND.
1-3 0091 027 022 012 0.1 0.087 0.070 N.D.
2-1 2.4 2.7 2.1 1.4 1.1 1.0 068 057
0.3% - 22 ND. ND. ND. ND. ND. ND. ND ND
125 ¢ 23 021 0.8 013 0087 ND. ND. ND. ND.
244 ND. ND. ND. ND. 008 ND. ND. ND
3-1 1.1 1.8 1.5 12 093 068 046 0.29

0.1% *
1.25¢g

0.1%: 3-2 ND. 0.085 ND. ND. ND. ND. ND. NbD.
i 3-3 1.2 1.0 073 067 045 030 024 0.14
0.1% - 4-1 1.0 1.1 0.84 053 045 031 040  0.32
10g 4-2 L.5 1.0 0.51 0.58 030 031 023 0.12

4-3 15 20 16 13 9.6 7.1 5.6 2.9
D. : MHRFLLT (<0.05 ng/mL)

<JHfgesH >
m¢%§ﬂ*#%iuT®&%wf&oﬁ¢1@?%%%#1H%’zmgmﬂ’
R U7, DR L. S 7 Hi2121E 3.9 ngmL & 72572, ZRLAAOIES]

fﬁm&%sa%:%QM¢%Eim%~47@mm WZEL, A7 BRI
2B L 7= (0.54~2.7 ng/mL),

B - FEDI

. F#EEE (ng/mL)

- » » » 7 Ht% 10 Hi%
SRR Noo LR 3HB 6H® o mrapm
N T - 074 BHE) 0062 (15 H#)
5 g/l 5-2%* 0.99

5-3 0.90 1.4 1.0 1.2 0.36
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5-4 3.9 4.4 2.2 1.3 0.34

5-5 0.48 0.93 0.63 0.54 0.16
6-1 20 14 4.9 3.9 1.4

0.1% -
10g/[E] 6-2 3.9 4.7 2.9 2.7 0.61
& 6-3 0.60 0.97 0.86 0.80 0.08

N.D. : HHEFLLT (<0.05 ng/mL)
* 4 HRENCTOMEP L UEREEIC L D2BEFEOMREDT-D)
2 HRNSTOMAH I (FUAANS X D IFEERBLOTZD)

(27) FK506 #ERIFE2S. 7 b B —MERERITKT 2 FK506 (% 27 1 U A R) #5050 EH#lEE
B — 1 ER O R —. BRREEIE. 1998; 14: 2405-32.

B

16~65 %D FEESELL E (Rajka and Langeland O FEHE) D7 b & —MEZ g 7% B3 568
Bz xt G, JRANE U CHEERE «- A B0 T X TORBEHICKH LT 1 ERK 10g
1A 1~2 [ HHEm Lz, BT, 6 v A Q6IEM) ~1 4/ (52 #H)
& LTz, eds, TRIRBAGATE 1 ISR B AT T, 220 BE ORIENME O NIGE,
EDIZVEERE RE244) &L UMIADBIEE i cEs 2L L, M
FR B ITIEIRBRAA 1 B, 2 % &N 26 BAICHIE LT, 11810 g B & WA 4
LEFIIARERRY 3 A% LMEE L, £/ 2 812 3 ng/mL UL R S iz sEpl
IZDOWTIE, D% 3 ng/mL Kl T35 £ T2 BEICHIE Lz, MEITLLTFO
LBV ThoT,

M F#EE (ng/mL)

WERR WP e sD, o "
3 A 131 1.85+2.62 0.86 14.0
1 W4 501 0.72*t1.13 N.D. 7.4
2 14 496 0.56+0.93 N.D. 7.1
4 A1 95 0.63+0.87 N.D. 3.7
6 W14 90 0.77£1.22 0.53 7.0
10 1A 69 0.67t1.21 N.D. 5.8
14 H# 47 0.98+2.02 N.D. 9.1
18 M # 42 0.50*=1.02 N.D. 5.1
22 W 39 044091 N.D. 34
26 337 0.30+0.93 N.D. 12.0
34 4 39 0.64+1.28 N.D. 5.5
42 33 0.50£0.91 N.D. 3.6
50 1 4 35 0.39+0.56 N.D. 1.8
52 70 0.38+0.87 N.D. 5.4

N.D.: =B (050 ng/mL) LLF

(28) TEIRFEZERARRIR. ~ LAt &R

B

Fii5 ORRFEN B EINORIZ DIRFIC DM L TS BEEZxRE L, HED LRT
H5 1A 5g, 1 H 2 [BIEAA CIRE A BlAG L7ZBRO iR E ORME 2 B I Bk %
Feh U7z (iR BERRAT T 52 294 ), fEHIBRLA 3 A%, 1A% LN 12 BEH#%
OMHREZRELIZEZA, UTOLEEBY Tholz, MHfZ 7 vl KA
SAVIIERNIL 3 B F% - 174/292 ] (59.6%) , 1 JH1% : 158/284 5] (55.6%) . 12 %% :
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551248 11 (22.2%) T - 7=, Z D 9 H 3 ng/mL Lh b &7~ U7 SEBITZ LE 4 20/292
11 (6.8%) | 7/284 1 (2.5%) . 1/248 Hi (0.4%) TH > 7=, 3 HEZ DI LN 3 ng/mL
PLEZR LT 20 Bl 1 Bl A BRVT, RIZOMERE - B & 362 1 BR#% O mH R
FEIXET LT\,

%’;ﬁ’f TEE 1EE 12EE Pk lﬁgﬁf’j{;@ %f%f;
N 292 284 248 19 292 292
Q1 0.0 0.0 0.0 0.0 0.0 0.0

Median 0.7 0.6 0.0 0.8 0.8 0.8
Q3 1.2 1.0 0.0 1.8 1.4 1.4

7 fEy 7 EE 0.03%/0NEH

(29) JIlE EH.FKS506 (%27 1 L) #EO/NLT N —MEERBE T3 5 RHIBIEER
BR. BEIRIZERL. 2003; 19: 597-636.

RS

2~15 O HFEE~TEJE (Rajka and Langeland O FEHE) 7 b B —PERER BE
104 25512, 1 EliRR Sg 2 1 B 1~2 [BIHMIEA U7z, BlElimiE 52 i &
U MhEEEs 4 B (RTREZRfR D JIE) « 10 2, 12, 28, 52 @& I IERFIC
HE LT, RIFUTOLEBY ThoT,

e WE MmH¥RE (ng/mL)

Rei Bk N.D. <1 1=~<3 3=~<5 55 K
%40 52 48 (92.3) 3 (5.8) 1 (1.9 1.50
1% 104 99 (952) 4 (3.8) 1 (1.0) 1.39
23f% 101 97 (96.0) 4 (4.0) 0.93
12 8% 98 97 (99.0)0 1 (1.0) 0.59
28 i 1% 96 93 (96.9) 3 (3.1) 0.86
52 1 97 96 (99.0) 1 (1.0) 0.54

() :%. ND.: &R (0.50 ng/mL) A

& U AR RIRHE 0.1%

(30) ERRFER. THIEKRASH  HER

B

FEDZNVEEHEICKRKZ 1R 1 fE, 18 2E, 4 BEAIBLEZ S EoMmPEET
UToEEBY THoT,

A 2 HE B

. F#EEE (ng/mL)

P £S.D. S UN g oN
1 %4 2 0.315%+0.445 N.D.~0.63
2 17 56 0.219£0.367 N.D.~1.34
4 W1 53 0.2971+0.446 N.D.~1.36
N.D. : E&EBEHR (0.50 ng/mL) i

(31) BUERER AR, TR (NS

B

FENZNVEE 2 2RI 1 E 1, 18 26, 12 8FARLZE 2o
REIUTOEBY THhoTo,
HER iR (ng/mL)
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S - PR 2 s/ M~ fe/ME

4HM% 50 0.286 0.485 nd~1.690
12 HM% 51 0.305 0.525 nd~1.83
BHETHE 51 0.305 0.525 nd~1.83

nd : TERBR (0.50 ng/mL) Al
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6. ENANDORERTTA RFAL

RLE

(1) Drugs in Pregnancy and Lactation  (11th Edition.2017)

< Pregnancy Recommendation >

74l : Human Data Suggest Low Risk

FHMEHED EF (Human Data Suggest Low Risk) :

There is limited human pregnancy experience, either for the drug itself or drugs in the same class or with
similar mechanisms of action, including the 1st trimester, suggesting that the drug does not represent a
significant risk of developmental toxicity (growth restriction, structural anomalies, functional/behavioral
deficits, or death) at any time in pregnancy. The limited human pregnancy data outweigh any animal

reproduction data.

Tacrolimus has demonstrated abortifacient properties in three animal species and dose-related
teratogenicity in one, but the use of this agent during human pregnancy has not been associated with
either of these outcomes. The available human pregnancy experience continues to suggest that the
embryo—fetal risk for congenital malformations is low. Common complications in infants, however, are
hyperkalemia, which usually resolves untreated within 24—48 hours, renal toxicity, intrauterine growth
restriction (IUGR), and premature delivery (because of hypertension, preeclampsia, and premature
rupture of membranes). Based on one report, renal dysfunction is more common with cyclosporine than
it is with tacrolimus. Moreover, IUGR and premature delivery are associated with the use of all
immunosuppressant agents in pregnant transplant recipients. Because of the risk of cytomegalovirus
infection in the mother and fetus, two reviews advised waiting at least 6 months before conception is
attempted following transplantation and during periods of rejection when high doses of
immunosuppressant agents may be used (i.e., the periods when infection with the virus is most likely)
(1,2). Another report suggested waiting for 1 year to lower the risk of low birth weight and prematurity
(3). Nevertheless, recent data suggest that the overall risk to the embryo—fetus is low. However, the
long-term consequences of in utero exposure to tacrolimus, such as functional and/or neurobehavioral

deficits, have not been studied.

1. Laifer SA, Guido RS. Reproductive function and outcome of pregnancy after liver transplantation in
women. Mayo Clin Proc 1995; 70: 388-94.

2. Casele HL, Laifer SA. Pregnancy after liver transplantation. Sem Perinatol 1998; 22: 149-55.

3. Christopher V, Al-Chalabi T, Richardson PD, Muiesan P, Rela M, Heaton ND, O’Grady JG, Heneghan
MA. Pregnancy outcome after liver transplantation: a single-center experience of 71 pregnancies in
45 recipients. Liver Transpl 2006; 12: 1138-43.

T R— R
(2) Reprotox®*  (F#&HEa8 H 2016.11.2)
Quick take:

Based on experimental animal studies, tacrolimus is not expected to increase the risk of congenital

anomalies. Hypertension, prematurity, and neonatal hyperkalemia were suggested by case reports as

69




possible adverse tacrolimus effects.

¢ The Reproductive Toxicology Center & V) fgfit SN TN 5T —HF X—2X
(http://www.reprotox.org/Default.aspx)

(3) TERIS™™ (fef&fes® B 2016.11.2)

Magnitude of teratogenic risk to child born after exposure during gestation
UNDETERMINED

Quality and quantity of data on which risk estimate is based
LIMITED

Comments

Neonatal hyperkalemia has been reported in several infants born to women who were treated with

tacrolimus during pregnancy.

MK T M URFEL VRSN TV DT —H X — X (http://depts.washington.edu/terisdb/index.html)

ENTA K74 > (EMRAFEIR)

(4) AAPERMG AR, AXRERAFES (RE) BERARSEIAFSM42 EREE2017

CQI104-2 WML ELVWDLWIHEZOEIRKGLD > L, FFEOWRR T CIHEER TH->THA >~
Txr—AhRartr b &G LTRSS HREREETLIL?

TRER A & oD BE3E 5 CITIREN R I A543 70 B O R L O OFiE BT 5 &
HLELTTHF ATV, v aRARY > X7l AAKMREHEHINLTWD,

ERNVA 74 (BEBHhE)

(5) BAMTIRE TS (WE) RS mMEEEFEREFEOZEER 2015

VIR G OHEIR  CQ9 B AR DItk & & HT 2
4. SRR o M R AR SR 5, (L= RB: A 7L, MXINVO=ET
YARDHY, HERRIMLT-ELTWND)

(fan R

» Cyclosporin <X Tacrolimus LRI TH L Z &,

» Cyclosporin <X° Tacrolimus O X 9 725 MfilEEI L, OAETITERmERT L 2> TV DA,
ERBMERD X O ITREDIHETH D | AN RIEMESOR 2 B SR IT A, IRk
DFEITIE, ORI 2 2720,

- B FIEIC G IRIRIFICIS T D IR ERIZ B 2 i & AR AR R E VR D,

ENITA RTA4 v (RIEEBER)

(6) HARMILEIRFS  RIEMEEEE (IBD) 2T A KZ4 2 2016

CQ9-1 IBD BHFIZEIT DULR « HEEDBEDIRHIL?

IBD & 0HTRTIX, 2 <IXREIC X DA RMENBERIC L 2 HEMZ B 5720, JRHIIZ TR
HHIERZMGET 2 2 LA HERET 5, (RS 1 (L7 7 A3 PRIE9, mET AL
~)VB (HEEEDE DT BT o A(Moderate), ZWEDOHEEENHREEFIHTE 5,))
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BATA VT4 (BasBHEg)

(7) EBPG Expert Group on Renal Transplantation. European best practice guideline for renal
transplantation. Section I'V: long-term management of the transplant recipient: IV.10. Pregnancy
in renal transplant recipients. Nephrol Dial Transplant. 2002; 17(Suppl 4): 50-5.

Table IV.8. Criteria for considering pregnancy in renal transplant recipients
1. Good general health for about 2 years after transplantation
2. Good stable allograft function [serum creatinine < 177 pmol/l (2mg/dl). preferably < 133 pmol/l
(< 1.5g/dD)]
3. No recent episodes of acute rejection and no evidence of ongoing rejection
4. Normal blood pressure of minimal anti-hypertensive regimen (only one drug)
5. Absence of or minimal proteinuria (< 0.50 g/day)
6. Normal allograft ultrasound (absence of pelvicalyceal distension)
7. Recommended immunosuppression:
Prednisone < 15 mg/day
Azathioprine < 2 mg/kg/day
Cyclosporine or tacrolimus at therapeutic levels
MMF and sirolimus are contra-indicated
MMF and sirolimus should be stopped 6 weeks before conception is attempted

(8) Mckay DB et al. Reproduction and transplantation: report on the AST consensus conference on
reproductive issues and transplantation. Am J Tranplant. 2005; 5: 1592-99.

Table 1: Consensus Summary
Obstetrical management: :

¢  Immunosuppression must be maintained during pregnancy to avoid rejection

What are the risks to the baby of a female transplant recipient?

The US registry date have failed to demonstrate any pattern of congenital anomalies associated with
the use of calcineurin inhibitors, azathioprine or steroids. While this is encouraging one must be
aware that registry numbers are still too small to permit firm conclusions regarding the use of these
therapies, especially, several newer immunosuppressive agents such as TOR inhibitors, therapeutic
antibodies, or antimetabolites such as mycophenolate mofetil.

WA R4 v (RIEEBER)

(9) van der Woude CJ et al. The second European evidenced-based consensus on reproduction and
pregnancy in inflammatory bowel disease. ECCO/Guidelines/ Consensus Paper. J Crohns Colitis.
2015;9: 107-24.

5.2.Medical treatment of IBD and adverse pregnancy outcomes
ECCO statement
Most drugs used for the treatment of IBD are considered to be of low risk during pregnancy. However,

methotrexate and thalidomide, are contraindicated.

5.2.3. Azathioprine (AZA) and 6-mercaptopurine (6-MP)
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5.2.4. Ciclosporin and tacrolimus

Both ciclosporin and tacrolimus are widely used for treatment and prevention of graft vs host reaction
after bone marrow transplantations, and to inhibit rejection after solid organ transplantation. Therefore
most of the data on pregnancy outcome are derived from these patients.

For ciclosporin, a meta-analysis of 15 studies with 410 pregnant patients did not find an increased rate of
congenital malformations. Similar, but fewer, data exist for tacrolimus.

Evidence on the use of ciclosporin in IBD is limited to small series of women who had severe relapses
during pregnancy. With tacrolimus just a single case report of UC patient was published. No congenital
malformations were described; the outcomes were complicated with prematurity and low birthweight,

but it is very difficult to differentiate the impact of severe disease from the effect of drug itself.

(10) Mowat C et al, on behalf of IBD Section of the British Society of Gastroenterology. Guidelines for
the management of inflammatory bowel disease in adults. Gut. 2011; 60: 571-607.

Drugs used in IBD in pregnancy and breast feeding
Tacrolimus
The transplant literature reports apparent safety. Preterm delivery is more common, but no excess

congenital malformations, low birth weight, or neonatal complications have been found.

WNDTA R4 (BCHREERR)

(11) Flint J et al, on behalf of the BSR and BHPR Standards, Guidelines and Audit Working Group.
BSR and BHPR guideline on prescribing drugs in pregnancy and breastfeeding-Part I: standard and
biologic disease modifying anti-theumatic drugs and corticosteroids. Rheumatology. 2016, 55(9):
1698-1702.

Recommendations for tacrolimus in pregnancy and breastfeeding
(i) Tacrolimus is compatible throughout pregnancy at the lowest effective dose (Level of evidence 2-,

Grade of recommendation D, Strength of agreement 99.5%).

Levels of evidence
1++ High quality meta-analyses, systematic reviews of RCTs, or RCTs with a very low risk of bias
1+ Well conducted meta-analyses, systematic reviews of RCTs, or RCTs with a low risk of bias
1— Meta-analyses, systematic reviews or RCTs, or RCTs with a high risk of bias
2++ High quality systematic reviews of case-control or cohort studies or

High quality case-control or cohort studies with a very low risk of confounding, bias, or chance
and a high probability that the relationship is causal
2+ Well conducted case-control or cohort studies with a low risk of confounding, bias, or chance and
a moderate probability that the relationship is causal
2— Case-control or cohort studies with a high risk of confounding, bias, or chance and a significant
risk that the relationship is not causal

3 Non-analytic studies, eg case reports, case series
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4 Expert opinion

Grades of recommendations
A At least one meta-analysis, systematic review, or RCT rated as 1 + + and directly applicable to the
target population or

A systematic review of RCTs or a body of evidence consisting principally of studies rated as 1 +
directly applicable to the target population and demonstrating overall consistency of results
B A body of evidence including studies rated as 2 + + directly applicable to the target population and
demonstrating overall consistency of results or

Extrapolated evidence from studies rated as 1 ++or 1 +
C A body of evidence including studies rated as 2 + directly applicable to the target population and
demonstrating overall consistency of results or

Extrapolated evidence from studies rated as 2 + +
D Evidence level 3 or 4 or

Extrapolated evidence from studies rated as 2 +

(12) Bertsias GK et al. Joint European League Against Rheumatism and European Renal Association—
European Dialysis and Transplant Association (EULAR/ERA-EDTA) recommendations for the
management of adult and paediatric lupus nephritis. Ann Rheum Dis. 2012; 71: 1771-82.

Table 1 Recommendations for the management of patients with systemic lupus erythematosus (SLE) with
renal involvement

9. LN and pregnancy

Acceptable medications include hydroxychloroquine, and where needed, low dose prednisone,
azathioprine and/or calcineurin inhibitors. The intensity of treatment should not be reduced in anticipation

of pregnancy.

(13) Andreoli L et al. EULAR recommendations for women's health and the management of family
planning, assisted reproduction, pregnancy and menopause in patients with systemic lupus
erythematosus and/or antiphospholipid syndrome. Ann Rheum Dis. 2017; 76: 476-85.

Table 1 Recommendations for women’s health and the management of family planning, assisted
reproduction, pregnancy and menopause in patients with systemic lupus erythematosus (SLE) and/or
antiphospholipid syndrome (APS)

8. Drugs for the prevention and management of SLE flares during pregnancy

8.1 HCQ (1/B), oral glucocorticoids, azathioprine, ciclosporin A and tacrolimus (all 3/C) can be used to

prevent or manage SLE flares during pregnancy.

Level of evidence (LoE) and grade of recommendation (GoR) rating scales

LoE

Diagnostic/Prognostic studies Intervention studies

1 The available evidence is strong and includes At least one RCT or
consistent results from well-designed, meta-analysis of RCTs
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well-conducted studies

2 The available evidence is sufficient to determine Controlled (non-randomized)
effects, but confidence in the estimate is studies
constrained by such factors as: the number, size, or
quality of individual studies, inconsistency of
findings across individual studies, limited
generalizability of findings

3 The available evidence is limited or insufficient Descriptive studies, such as
due to the limited number or size of studies, comparative studies,
important flaws in study design or methods, correlation studies, or
inconsistency of findings across individual studies, case-control studies
gaps in the chain of evidence, lack of information
on important outcomes.

GoR

A Based on Level 1 evidence without concerns for the validity of the evidence

B Based on Level 1 evidence but with concerns about the validity of the evidence; or,
extrapolated recommendations from Level 1 evidence; or, based on Level 2 evidence
without concerns for the validity of the evidence

C Based on Level 1 or 2 evidence but with concerns about the validity of the evidence;
or, extrapolated recommendations from Level 2 evidence; or, based on Level 3
evidence without concerns for the validity of the evidence

D Expert opinion; or, evidence from non-SLE/APS literature; or, based on Level 3

evidence but with concerns about the validity of the evidence
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7. EINBIERBE OEBIRT

Z 7 na ) KK EGAT DR AAL TESAL HOE AR OURIRANCEI LT, 2004 424 A 1 H
275 2017 4510 A 31 B £ TITMSZATBOE N BRI E RIS O B Ol S 7z BN REIE e
DEBIRIZLLTOEEBY THoTz,

IR FICZ 7 1 ) AR K 23S S 2ot Ic iR b - BIER!

~ ¥k
AR (PT) AR WA AT
Lk 22 0 0
AR i i 11 0 0
S IBHAA YA 8 0 0
)8 HpE 5 0 0
H SR pE 4 0 0
B RElEE 4 0 0
Ve 1 3 0
HELLP JEERT 2 0 0
TERE i PE 2 0 0
AR PERR N i B E 2 0 0
JRIRFEE 2 0 0
NHAE 2% 2 0 0
PR B B 2 0 0
AEURBE PRI 2 0 0
FUIfLE 2 0 0
> 7 a—-PREERE 1 0 0
=T AR 1 0 0
BhEHEAE RS 1 0 0
KUE R 1 0 0
i+ E5- 1 0 0
AR AR 1 0 0
T FEER R B AR 1 0 0
- NG 1 0 0
FRARIE 1 0 0
BEPE 1 0 0
B 1 0 0
B H i 1 0 0
B RER 1 0 0
YA e 1 0 0
AR K 1 0 0
RIS 1 0 0
Je VBT B RHADIRGE 1 0 0
e AR & 72 1T P i 1 0 0
i e 1 0 0
i 1 0 0
JREH 1 0 0
AR 37 30 A O FiT IR 1 0 0
Jili %k 1 0 0
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Wastellas

*% 20175 8 AET (5838hR)
*2016F10ARET (AREFE17SUEXICHR)

I I
* BRRR/T

H AR o B
873999

7170, 5mg| 77V 1 mg

Eﬂgﬁi%ﬂ%ﬁ%ﬁ%%ﬁ 5{07 mfl ‘J Lz ®jj 7tIl KA 20800A;4£ZOO693 20500A¥z00157
i 5 = — AR | 19964 6 /1 | 199345 /1
20957 17e0.5Mm8 s wwion st

fr & ERES
(PIE B & RS CIRAF

®
o2k, ) Progrdf Capsules 0.5mg + 1mg

EFRHARR © o — ASFICFIR (Brkik 3 40)
(BERHIRATH > THRERIEIZ A CGERPITHEAT 5 2
x B[k LoixE] omzi

A AR R 2017%E 3 A

j’na“a’%j’t )[,1mg * AR 2013 6 J1

| PR AR 19934F 4 J

&o ]

(B 5]

(UARFN OB GAZBWT, EELREWEH (BAE, A%, K

i, AT fpiest, BRkRRE, MBIZE, ARG NAE BEE |

PUMLERRAES) 12X 0 B RFBE -85 2 L0
BH DT, BAREIZ T I THHE T & B EE R N AR HA IS
DVTOT AR E R AT AEMIPMENT 52 &,

CHEZF I BT 5 KK 0P G13, SREEPPHITEE K O R Al
HBEOBFMHICHMEL CWAEMIZZDHED L & T
RN

GBET ) v~ F BE IS T A&, BME) v~ FiE
JRIZHEIH L TV AR OADHHT 5 & L b1z, BEHIC
i L CARFDOERIERARA ORGP EMICb b2 L7
ErFotaam L, BESHM L2 L R L L
THEGTHZ 8, T2 MEDPOREDFRD S NIZHEI
. BRHZHIET 2 & 21, BB ICEEMICHERK L, fBR
EMCEHIEEEGZAZ L,

WDV — T AFRIZBIT A ARF O 51Z, V— T A KD
JRICT B L TWAEMD L & TITH 2 &,

(52T 7% - ISR A0 A B MR R IC BT 54
AOPFG1E, ZOWRBEICTSRBEL TWDLIEMO D &
TITH 2 &,

(6)ERL & B 72V DEYZREEIIME S N TR v
T YRR R OPERICES LCid, s EZ e+ 2 2
AL VBB X ZWINDOEF A 722 L AR T 5 2
Lo ([SEERE | DEZR)

2. EI MR
T & |9 B E | SO
709357 , ol ”
b7 w0, 5mg | Y 7RNVA | kit | B | &R | 607
7 | #993mg
709357 . _ L)
»Ttun 1mg |EATEVA AR Ei $%§¥ [H617

[%h8E - 3HR]

1. FTER ORI BT B HEHE UG O]

BRNE, TPRSAE. OBRE, MESHE. WERSAE. /NEEAE
B BORBREC B B IEM S T OV i 3295 O # )
. ESERG I IE
) =T (BEER TR TG E1CRS)
=T AR (AT A FEIOEGAREAT S, JERIE
&) Wz 5E)
6. #EEME (X7 u A NPT, A7 04 MR oSG
AR (FPEEE ~ BAE IR S)
7. 5895 - R RIS A B A TV MR 7%

(RhEE - MRICEET 2FEHLDIEE

(DB BEREHEE O B ICBS L. HLAJS A 7 i B AL T A H

BRI L VnT b,

g wN

)FSEFHEIIETIE, AR ZHEMCHEN L 2GE RO AT

[Z2 2 (ROBEFICEIBSLENZE)]

DARFI OB LEBEOEDBRER O & 5 BE

207 ARY) Y IE Ry ¥y S hosRE ((HAELE
Ml OIEZRME)

7 ) 7 AREEARAI S R o B ((EELRERNE
Bl RO THEER] oESE)

WIHIR IR L C W B et o & 2 s N ([T, ERR.
BSOS | OHEBHE)

O A4 REIRIGEBNAEN L2356 0FM M R R4 id
L LTy, [KEIOEMMER RO A T84 FEIEG
BN BT B ORI v, ]

B v~ FTld, BEDOHEICBWT, AT N
PURFERI B OB L) 7~ F 352 X B @) R iGE 4T
5> Td., EHEIGERT A5 2Rk L 561085
5L,

AV — T ATl S CREGEMEO B E I fE

(#ER% - MEAK]

LB ORF O EGRVER CLEMEIITETL ST Wi,
GREBEIERI 96 T GRRIRH S 2 28 12 At (R 7 a4
FEHUE A 70 A4 M) TH A Z L ZHERT 5 2 &,

OB IR S Tl ARFNC & B MEFFRREDFRIE K 0%

1. 48R
BRBG (1A 7E) i
= HE <4 2
725577 | B0k o | B4R, 270
' (#2711 5 A& LT0.5mg) EJHZ‘%}H)ﬁL\ 2
. . HE TTYYEER ATy
73787t “ ) L, ¥TFV T
1) AAKHY 1.02mg My Y
1mg (5 20) 5 AE LT 1mg) VRISt ) Y A

EVEIFESL L Ty,

(R - HE]

EREDGE
EEL, B2 HEL Y #2710 428 LT 1H0. 15mg/kg% 1
H 2 RSG5 5, Mikilicidy 7n) a2 LT1m

0.15mg/kg#% 1 H 2 BIE 5L, Bk, 14 IZBET 5. #
SR 1 [0l0. 06me/kg. 1 H 2 #1452 fF#HE & 4 5 2%,
FEIRIZIE U TS % o

47813SgH
PRG31138Z01
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HiEEDEe
AL ONCIE Y 20 22 L LT 1O, 15mg/ke® 1 A 2 [
G- %0 Pk, R4 L, fEfreid 1 H&0. 10mg
/kgZ BHE L § 505, FERIZIE U CEA M T 5,
DEEDZE
. OMICIES 2 T A2 L LC 10, 03~0. 15mg/ke# 1
H 2 m#E55-§ % 7z, EPUCHEBRZRICAH OIS %
BAGRT 23AI1CIE, @, #2780 AR LT1MH0.075~
0.15mg/kg# 1 H 2 EfEAHS T 50 ik, FERITIE U Tl
WL, ZE LIIRESHE S N2RICE. R4 ICEE LT
AR ETHRET 5,
FhEtEDIHE
. OMICIES 2 T A2 L LC 10, 05~0. 15mg/ke# 1
H 2 B O#H5-9 %, Mk, SERIIE U CREEK L, %%
L72IRIEAME S NI, R4 E L TRRIRD & Tt
¥ 5,
EREDSE
. OIS 20 AR LC 1O, 15mg/ke® 1 H 2 [
RS- %0 Bk, R4 1000E L CRRIRA & THERR T %,
WNEBREDBE
L MRS 20 22 L LT 1O, 15mg/ke® 1 H 2 [
RS %0 Pk, 4 100 L TARRD & THERE S %,
SHEBEDGE
HE, BELHAL D ¥ 27 0) A& LT 1H0.06mg/kgx 1
H2 BREOHS§ 5. BREAHIZIES 70y 4 2L LT1H
0.06mg/kgx 1 H 2 \HEI4%5- L, Pk, #4 1I0HET %0 £
72 BAERE BWEBRR AR OG- 2 BT 25 E 1213,
HE, ¥ ) AAELT1MEO. 15mg/kgx 1 H 2 [IFEH
55%, b, R U CTHEHEBET 5.

B, KAOEOFGHEOWRINIT—ELTBHT, BHEICLD

TNZEDSD B DT, MAREDE A ORIWEREIE O i Hg
FE MR A O SUR K CBAER X EFROFEB 2B C 729,
BEORMIIIG U EELHZEL, M7 7 L)L (trough
level) OIMHIREEZSEIC L CIHGELZRE TSI &, FRICE

MEZD 5 WIS B E R SR MR E N E 21T 2 &

WEFE L, 2B, IMH T 7iEEH»20ng/mL% 8 x5 H A%
FEWA, BIERPRH LRI 25D TERETH I &,

EEMENEDEES
WHEEACIEY 2 0) 42 LT 3mg% 1 H1RY &R
R G35,

BEEY I FOBE
WHELEACIEY 27 0) 42 LT 3mg% 1 H1RY &R
WHRET 5,48, HSi#E12131.5meg# 1 H 1 4 &£H&ED
BHPOBBL, ERICEY 1H 1 3mgE THETE 2,

W—TXBRDIGE
WHELEACIEY 27 0) 42 LT 3mg% 1 H 1Y &R
R 59 5,

BEERBRDOGE
MR A, WPy s oy 4 2L LT 1MO0.025
mg/kg® 1 H 2 [IEAAR R Y BRI S T 5, L2
A, B b T 7 EE%10~15ng/mLE L, M~ 7
WEEZE=5) v LEDOHGRERET 5. £5HGE
2 ADKEE, BEEMS b T 7i#E% 5 ~10ng/mL& L5 &
EWET %0

SRUHR - EEHRICAHT IHEMRADISE
WHEL. A, EICiE sy 2y 4 A& LT 1H0.0375
mg/kg% 1 H 2 [IEIRR R Y BRISEORSG T 5, L&,
HiEMf ~ 5 7% 5 ~10ng/mLE L, M k5 7%
TS )T LR EERRAST 5,

(B - BECEET2EHALDER)

(WIMLiEFR D% 71y 5 ZD% L AFARIMERE 525G T 5 72
O, AAOKGE % ST 5T EMm A EE 2 lE T
HZT E,

)TNV EHHTAIZ8725 T ROBEIEET A &,
1) Bk & 7RV O YR FESERIIMEE S L Tu v,
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*kki

($EKr D # 72 VA K 5 Cmax e & OFAUCH: O -3l
FFNZNL 18K UL.08 5 [FRWEIRE ] DIHSH])
2)h TN EFROY Y 2 K OB ICEE LTI, i
EEEAZWET S 2 LX) BHN X 2RINOEB) A 7%
W ERHERT AL B, W R H A VIIBEHIC
P I DZEF A S N ICE, LEICE U T

SEZHHTAI L,

BBV HRE DS FET 5 55 ICEEEIBO LN TV D
OT, MAERE (BXZ2HRG120H%Z) 2 TE 5721320
ng/mLU T ICHERR T 5 2 &, 2B, BHBECIZZ LT F
S UED G E D25% L E ER L2 A I iE, AF o
25% L Lo E X IRELEO B Y 2 MBEEEET LI &,

(D RIEEIHIF & ORI X V. BEE O RENH O HE
MDD DI DFEETH T & FRIC, IEERRICB VT 3 H
H 5\ 4K OGIBEIIHR % A A bR 72 LR S E I
R BT, AFOWMPKRGEEZKIERET S
CEDURELR G A D & B DS, BALEE OIREE R O H
NDMOEEIFIH O - 5252 ZE L CHET
L2k,

(ST AEHH, Rl M OVE BERAE Tl IR OFIAICB W T,
AR ENT-HEICENENEERHS LEEI SO N T
WLDT, HEBHREDEBICEE TS &, ([HYH)
R RO [EREGE] OESH)

(6)F BEREAE C L I P ik BE AV W 35 A (S RE R i 78 IR 2578
B HNTWDOT, B *HE EIREFS R (& i i
ExTX57201710~20ng/mLE $5 2 &,

(DESERISE T, BIEH OB ZH 2, #5515 3
ARBEE 1 AR, DRIEENNICE L 2855121
MkommEEzliE L, 5EZRBTAZLPLES
Ly, T2, RENC X O+ B0 RBE121,
FOMBEPHMFCTCELHET THETAZIENET L,

(BB Y v~ F Tld, EEE 1T, 5B 4 8% TLH
1.6mgfk G- & L CREMEME L7 LT, shRAT5HIC
i3, 1H3mgllHETAHAIENEF L, T2, HMETS
WAk, EWER ORI AP 720, B X 245120 %
oIMmpiEEZHEL, REEZRAMTLIENZET LV,

(9N —F AR TIE, BITEHOEBRZH 20, #5515 3
AARBIE LA AL, PRidEmics L 255126
MkomPEEzliE L., G2 HHTLIL0LE
Ly, T2, AR % 2 7 AU ERERHRS LT, REN R
EOERIERIT R K O IZZF R CHEI DS b A
WIBAICIE, 52k B 0, MOBEEEICEE TS 2
ENEFE L, —J7, RANZ LY+ BRI S N2
BliX, ZOREPHEFCTCELIHETI TRET S I LD
ZF Ly

FEED L VITBHEEDD L BHFETIE, BEWEHORR %
B <7z, EMmcimhigEiE L, 5 E5 T 5
ZENEF L

B4l WEOMIZERBNC S N T 7B %
HE LS E2HEGT 2700, AT FNICHE L 728
BOTTHGTHIENET L,

s RE L TIE, BAL 1 HH72) o580 FR#%0.3
mg/kgs L, FRCROFIERE L UIEZ AT L 2 &,
(THRR R | o1E (35 MANREE COMEREE) SH)
D@EFS 25 2 \BEE T

- W% 515 120 B R OS24 oIk - 5 7 s 12 4t
DX, 1AHOHERS 2 ERT 5,

- 1O HOHEREG G R LD 2 U B BRI
EENL 2800 FT 7EEICESEX, 2@ED
AT ERT 5,

- 2 EOHERE DS 1. 58 ML L@ BICHE S e
1 EolFk b 7iEEIcAEo X, 288 (3EH) ©
HERE % ERT 5,

2) 2 E LIk

- e 5-BGTR 2 AR (3EE) OMEFE2S 1 EME
Egcimh T 7iREERNEL, HEFSHZEET
bo F7o. HHBGA AL 4EMIC 1 A HE




EL. EMICIR ST 7 iRERNET S S
ENEF L,

JMERES D7 - THIRERO AL (A
5/ 725 25 Ui b T 7 iR 2 v
ZQJO

WEIE RGNS ZH 2> TEH T VH D
Hx V. 0.5mgAllADIFEREEZRETH I &,

i RIg R Tid, 2 MRS LT b BRIERD
WEIAD SN VAR, K52 TIETE 2k,

GEBERERTIE, B8, 3STHEFTOHRG LT
za)\:ko

02T % - RS/ A0 A RVE M 7 T,
1HH720 0550 LBE%0.3mg/kg& L., I+
N 7 EBEICED IR RETHET AL,

D% BTG J5 - B8 RIS 1A 0E T 5 B M e~ D
BHAZH 2o T TELVHID A% FV, 0.5mg
HNAOEGEEIET S L,

(A FI % 2 51/ 9% - 2R A 22\ 2 & Bk 3 2 [ M
RIHG T 254, S HAKRIIEIIE LTAT
O FHIZBHT L2 &, T2, ERDLE L2
AT FRIOEREEET 52 &, ([HER
gl DIESE)

[EHLEDEE
1.EEHES (ROBHICIIEEICHBETSEI L)

(DFFEED D 5 B8 EEYAHGESMET L, AH il
MmEEAS RS AR D B, ]

CEREDD L EE [BREIFELAT L THRE D
%o ]

QEimE ((EHmE~0&kSL ] OESHR)

(WEGSED D 5 BHE EGSEVEAL T 5 TR H
%o ]

(SRIET) v~ FICHEMME T AL T2 BE (M
BB S BAL S B A D D 5o ([REIVEM] D
) ]

2.EELEARMIR

(BEEORIFE» & ([BUWER ] 0ESBR) 0T,
R (7L T7F =, BUN, Z L T7F=
Y7 VT T A, JRFENAG, JRH BRI ru s
VE) AT R EBEOREEZ ISR T AT L,
BB 5mcEzoRB s+ oEETAZ L. &
B, B v~ FEETIE, PEBLPSIERAT T
A FUHIER 2 2 KL EGEH L 22ERI T2 L7 7
—Z Y ERAREENEP O THEET L L, T2,
V=T AGREHTIIIREOHEITIC L 2 EhENE
LB ALNLDOTHIEET A &,

@@EHh )T AMIELSRBRT L2 0B 50T, A
MiEN )T AOMEEITI T Lo BB, BT LR
FWHARE (A¥a /252 b o, hy L /@AY
LA, NITATLY) OB L VIEA Y T 408
FHER Z TV &,

(3 LA, FRIESE O BREEEEREE O BBHE v (TR
] OEER) oC, HENEHREE (MR,
ZefEREME, 7 3 T —¥, RIS %470 hEEE
DRFER T ICBIEET 5 2 b, BRI SMHIICIEZ
OFRBPNHEET S L,

(WARFHE G- FIDRE IR, DEEE. DIE. D
FREE (OHEEET., BEEL &) S0 oh
w3 ([BIfEA] omEER) o<, FHICEL
LEM, Lra—, WEXERE24T) L EEED
REZ L CBBT L8, BB, V—TAFLEE
TlE, ZOEBRETHLEGNET) T h—F A
BV TEEREEDERRT £ ST &R
JE. BILEESEOER T AT 2856085 nw2 & h
5, FNHOHEB OB 2 iHE L ED R H O KK %
B5 3562,
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G)EIMEIFEET 5 2 & 4D T, EAICIER
EEATV, MELFT DS bRIEEICIE, BEER
BEEAT) B EWY B EIT) 2 &,

(OBFIE DR IWE I+ EETH I L,

(THEBEE DO RIEIIHNIC L ) BEICH T 22D LESR.
Yo NEEODEEESREDTRMENHHDT, +
STEETLHIE,

(Q)IEIIHIA 2 5 S NBEF LAY ANV AF ¥ ) T
DEEIZBWT, BRITRY A )V A DOFEHALIC X
LR SDONDLZ DB D, 72, HBsHLE S
HEOBEIIB VT, RIEIHIFE OB 5B G ICBE
JF95m A4V A DFREHALIC X 2 F45 % 585E L 725 b
PHEINTWD, /2, CRIFREY AV AF 1Y
T OREIIB VT, RIEIHIE OB 5B G % IS CRl
IFROBALDALNE T LD b, JFETA N AF
¥ ) T OBFIIARFA G T 584613, IR
ERHFRIANVAT—H—DE=ZF ) V7 %479 %
&L BRIFF Y A )V A O FHGHEAL L CRIFF % 0 AL
OBERFEROFBRICERETH I L,

(9)FEREFEIETIE, MR/ 2354,
KENO¥5-BtHwT N O 5-BIG R ICB W T, EM
WG D2 ERR T 5 2 & FIRIEDTHERR S
oH AT, BRI o MR IE O 1495 % ) 12 5
M5 eI, BELOGRME L GHRMEZEEIC
B L7z ECARF G T 5 2 L (KA O MR IE
NDOHEBIIWHL PR o TRV, )

0AFK D51 & b BIR R E AV E ~FMER R O =
D RETH 505, BB RE ARV E Y RORIEH D%
HIZOWTHEEHREFEL 517 2 &,

DRHE P 45 IR ATIAE L 7285 A 13 R 0 (1R % B
WHITHIENLEFTFLL, £/, Y27 AKRY 238k
1285 S TV B ER TIREERIGESTTRED &5 2
o BRI D, REE & HT S eIy 7
OARY &L, KFNCY DR 52 &,

(BRI I BT BRI OF 51, EEMERE %
DOEREIC BB LTV AERO D & T[T 2 &,

WM - RIEHRICEH T 5 B 4B E 12
BWTIE, AFNCE )V =2 —F 2 A5 1 ANRZEH
DBENNHLOT, HYLFHEELTEET S
2:0

3.HEEEH
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(EZZ (RELEVWCE)
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4B LB | 0 ARY) Y0
AR OG- % BG T | A THE S
AIENET LV, [ Nb,
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Hbo RANMHRED
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FTLEZ AN -8 | FLAEFZ AL - XY | ) P FE LD
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mAeEwE PEIE L EEO L
V77 Yy | BRI,

V77T

R AHIORBHBIES N | EW AW BEE
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Lty beVa- v [ B5BEE Iy | #RES RS
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H
ANVT 7 X hFY
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%Eﬁwﬂéﬂ
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OtEsaE
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H B 5 ﬁ (%) B7E @ (Frua) LR)
B iREZI ERiiEa BEAL | B RS BE AW |k RS EE BRET ik Fof R
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BUN_L& 221 100 30 17 20 22 8 3 18(1~409) 33(1~409)
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2) RO BT, NEEBMEE 561 CFER 9 M) 1271 T72, ENORAME Y < FEHIZT0T T 79 TRIVIERU3

777 (CF¥#%580.218me/ke) %I 1 RERAT & §IRH & I1CH& S mg& R G- L7z & & oM E IS OB #m L 727,
L7zt EOFEYFEE T X =7 1RO EB) TH-72 B, ENOBAMEY) v~ FBE TORKRRABIC B T iRE %
Tmax R B — = s L 7232600, AHIEE - 8 ~ 1685 15 0 T34 1 i FE A510ng/mL
(h) (ng/mL) | (ng-h/mL) (%) LlJ:%%Lf:fi.f}%‘liSTﬁH@ﬁ‘(“%oto VLT F = EAEORIER
WA IR | 1.6+0.5 | 51+ 207485 | 11.9+3.7 Cimf"%’géf%“%m:%<ﬁf“{bg’h%’@m“}”t“
(T — 7 A%
PR % 2.8+0.8 28+11 20578 10.0+£3.9 BN — T AR BEBGN TS5 T H TN 3megh 0T L
s AR T (F#£S.D.) 7z & & DY 8 ~ 161 H11% P2 ifi. A B 124. 35ng/mL (1.70~7. 30
MHEBLOFEICBTELNABHOHORSEL T 7RO ng/mL) T o7,
EBYTHo7Z (8 K 9%
050 BN TER KB E 8B 70 75 7 % 7 £ )L0.05mg/kg % FE 1%
%040 5 HL7L Z0OEWYFHRENT X —=FIZRDOEBY THo72",
E" %E' Tmax (h) Cmax (ng/mL) AUCo-12n (ng-h/mL)
= 0.30 L4
i i 2.4+1.4 22413 136+105
8 020 & -
= 3 (P +s.D.)
I 010 - (9% FEMER 95 - B R 9\ A DR 3 5 [V MRl 2%
0 NG R 2% - R 2\ A 0F S 5 R R EE256I T 0 7
2 4 o 1 2 s 4 THTeNE L H2EROES Lz E0FHiid T 736,55
e Y=k ng/mL (2.52~11.40ng/mL) TdH 572, € DWEOFEFEE-8120.0721
Q3 mg/kg/H (0.030~0.156mg/kg/H) THotzo &B. FHMH +7 7
e e T o «E el HIE A 10ng/mLEL F AR L7 A X 31T H - 727,
a1 W0W7ars7h 7k 7rars 7\
(2T Hil BANEBHEEZ OB O T 7h 7V RO T a sy T 7 8k % FH
1) /NBIFRHEES  CPIYERS. 35%) 1BV Tid, AR ERE WG L L EOFEYHENRT A —FIIROEB) THo 7,
T2.T~4. MEOFE 55 TR E O MG PR EsH S 120 (U T ey (ks 1 72 00)
BACTOTES T T AT NGO T — 5 ) A o N I Pere—. R pes
DI HEOMAEL BT RABMIMOR TR E b7 7 HERD B e ) | gL | (ngm) | gty | ST [AUCO-
EB V)Ofo‘%o 72" " 1 0.03 10 2.7 18 94.4 | 1.80 | 2.21
@ 2 0.02 10 70.2 9.3| 68.6| 093 0.98
ER 20 B 3 0.06 27 165.4 | 23 113.3 | 0.85 | 0.69
2 X 4 0.02 14 105.6 7.2 | 41.8 ] 0.51| 0.40
w % 0w 6 0.02 9.9| 6L5| 14 69.2 | 1.41| 113
B o 2 7 0.03 13 92.0| 13 103.8 | 1.00| 1.13
i El 8 0.02 6.2 | 36.7 6.8 | 27.6 .10 | 0.75
I o0 - 9 0.02 41| 32.6 3.8 341| 093 105
, 10 0.04 20 230.8 | 42 320.0 | 210 | 1.39
- 0 1 2 3 4 7 P | _ _ - - 1.18 1.08
e a=E +S.D. +0.50 | +£0.51
CO~15&#58 o 168~R58 {r @ 2. B
eofoen ~ SRR —e— 1erﬁ~m¢;§r§‘ R (RIS TEFICL DERFEYBRE T X — 5 ~OEEL B L7
ot LI A, REBM AR SRBICREORS L7285 A3 22 IER I e
VNGB WHEATHOTO TS 7 h TN EGHOT— %) B IZCmax X AUCHIE T AR SN TmaxiZER L 727, (WHEIAT— %)
NGRS E CFHSER2. 95) (2B Tid, BAICHARERS B NEHERIG BRI BIT B N T 7RE % v 72 B S Bl RE %
T1.3~2. 55 DREIH% 510 C [FIFLEE D MLAE i Bz 25 & 7z, Wb AH & friedy 515 O O 1L . Xm0 I a T RS o
WA 62% £ fiE S Az
RSB OR S HERMOR S RE b7 7 ERKOLBY Tho BT (B Sy COF— )
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) z BB GRIEO B AFATD & 1, BAEOHE DTS > 72,

W | ) I 5 10 4. LB (SHEIAT = 4)

ﬁ 020 - 1o § JFRERE R DU 6 BN TAR DI R RBIT2ME L& 2 A, FHm

T oro | {1 m W ﬂh % £ YEIREE DRI O BAT AR & T2,

1 5. {3
0 . I (UDARFNTE & LTt RcYP3AdTE s b, L724> T, CYP
L A SALTIUEH & N B B L O X ) AR O MRS £ R+ 5
RS - THERERD Do %72, CYPSALE BT 2 460 & OBRIC & ) KA1
(ot ==t | | e RHE A TS 2 WTREED D B0 i ARAIACYPSALT O % B
o MISRMPRE —e— 1oB-MPRE | L F5IEITED ., CYPSAATIUH S 2 D DML & 57 &
(5) I ) % Eﬁ'é‘l‘ééﬁ%f o i t:Zkﬁ'!.?mﬁﬁm%%igéf%%u EEWDT,
PRGBS $ T OBRRRBRIC 5T AT M) S B #90p11C 7 1 MLHER T OFFEAHRHH & DM O febED D % 7

570 T 3mg kAR LI & X 04355 8 ~ 16K 0 FH4 i (BFRAES COMmA, B O A 2 LTl X T Vi

218134, 19ng/mL (0. 65ng/mL~22. 4dng/mL) TH - 72, %5, FHIiL UKBALGETH > 727 BHEAT—%)

HUEEE AT 10ng/mLEL B % 7R L7z BF X 2 Bl CTdh - 72 6. it JHEIAT—%)

HWEOREILBNWT, 70757 (I 7wV - JHh) 3mgx fROH% R OKE IR A ICHRIE S e, RO R PRI T 1 %LU

5o U 7 30 5 4 0 i JE 53960 O I FERE T IS B80T B P i v i B & Thol", B, ARIDIMHRE X EERED 5V IEENIC L 208

4.73ng/mL (WRIHRFELLT ~14. 2ng/mL) TH o7z, % B, FIMHIE v,

BEA%10ng/mLEL 1 & 7R L7z B X17HITH - 727,

(oY) 9~ F (B Bk B¢ #8)

BB ) v~ FRELRENCTa ST T h T 3megxk OGS L7
L EDFEYHHET XA —FIIRDEBY TH->72" GHEATFT—%)

—_

CFFREAEIC & (3 B IBHERICOIE]
KRR F T OBIRRER (1990~19914F) 1B\ T, BN CAMKE S

Tmax Cmax AUCo- ty/2 B Fiix T, 707 T 7 GEFHE - H T Rn) 5 Sh-248106 H
(0 (ng/mL) (ng-h/mL) (h) (%) BREAFEIE65.6% Tdh > 720 20 b 8 BUIHGHIAR T - 72, Hife
1.3+0.58 | 19.6446.32 | 192.88+86.42 | 34.89+8.69 | 25.1+14.4 BB 4 /240 (16.7%) THER 7 [\ASN7ZH, WTFNRBBETED)
S A AR T GE¥+SD.) HLO1MZEREZATOA F2OV ZBEICE DER RV LER L2, 72,
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RO EO . 1990~ 19954F (N ARG IR S, Tu s
57 (EEHE - 5 7R)V) BHRG EN2120600 6 51 B EAFRIZ8L.7% T
o7z,

Ml OFAE (1993~20034F) 12BI1T5 6 7 HRAREAFRIE, KA (244
Bl) TIE74.1%. /NE (50461) TI387.9% T - 72",

Ta s g 7R TN 1ZAM S L OB LR (1997~19984F)
AFEERIT100% . SEMESUSDFEB L 22EBIE 4/ 76 (57.1%) TdH - 72,
Tur T T7hTeNh DY) IEZH (84]) TOME Tk, &FTEE
HF DA M S, BRSO IEFEBL L % D20 7277,

. B BERHEIC &\ BIEMERIC R UBHER I8 =R OIS

[FHit5]

AR E TORRRER (1991~19964F) 1B W, FRiRBAE OB A x
1559 (GVHD) OFHiZBWMIc7a s 57 QEFE - 7 7kn) 235
L7:12560%, FRICEEEZRIZL, GHEPILEL % Sgrade TL LD
GVHDDZAEIX186] (14.4%) TadH - 72",

T OFE (1999~20044F) 12 351F Hgrade I UL DGVHDD B3
R O(BAERI00H B2 1d, A (21561) Tid44.1%. /ANE (11761) <TiX
40.8% CTdH - 727,

BB, KK F CORKRRERTIZ, HLAB A B BAEA64. 0% % 5 D
TW2zDIzx L, HlliEOMAAETIZ2. 1% TH - 72,

Ty g 7R R 9 FICHS L OMET L 7oA (1996~19984F) . grade IT
VL DOGVHDDSEHIFRI333.3% (3/9%1) TH -7,

RiEp-ze o0

TR F TOMRRE (1990~19934F) 2BV T, FHBHEOGVHD
39BNIx LU T 7 (FESHE - 7 T Rv) G L, AMGVHDT7/136
(53.8%) M OEVEGVHDI12/2661 (46.2%) 2SERU EORIFEERL 72,
TR OFA (1994~20044F) 12 51F 5 APEGVHDIZ 3§ 5 H X3,
56.8% (42/74%1) TH o727,

.BEHEIC ST B IERRICOIE

FFRRE E TORRRMHER (1990~ 19944F) 1I2BWT, BRAHEZ DO —KIGH
i, 18661 THRET S, 1 ERBAEFELD 1 ERBEERIZELTH
97.3% K. 193.0% T - 720 HAFIEI1E74/18661 (39.8%) THE~10L[H
IS SN FE G ERER T BEAE 1S & B ke iG R A IR 8 70 o 1)
10460ic 70757 (GEEHE - 7 7)) 3858 h, 5560 (52.9%) T
[H%] P EORGEATE S =,

TR OFE (1996~20064F) (28B1) % 1 EBRAEGER K1 ERREES
i, A (1,233060) TIEZFN2EN98.6% K 195.8%, /INE (20561) T
132N Z199.3% K U97.3% Td > 727,

7077 7 FR & 1TENC 1208 %5 L TR L7z &5 (1996~19984F) |
A A 1 94.1% (16/17M1) . 4B # ROe A5 % BL L 72 4E B (& 2 /1760
(11.8%) Thotze 7OT T THATLLDPLDY N IEZE (196]1) TO
METld, & TR ASLPHER S I, SEHSIERB L &2 o
7R,

DB B 1T BIERRS DM
HENCBWCLEBRICBI 57075 7 GEFHE - 7 7 2)b) OEHKIG
DI EATER SN T VBT,

AR OB 5 LB —KIGHEER (106]) D128 RFEAAFEL
12 ZREAEBFRITVTIH100%, 128 BREIEHSUCFREIZEI340.0% TH
o720 Flo. SHEBRMATERY 3ERMAEFRIITNL100%., 34E
BAEEAE SIS BHIZ50.0% Tdh > 727,
FhTEAELC & 1 B IR RIS DI

SHENC BT B 2 7 79 7 ([E§HE - 7 7 1)V) OIEERIG
DI R DFERR S TV BT,

IO B 2 M —KIGFHES (1261) O 3 FERBAEFRR S
SRR FIT VTN D82.5%., 3 FFIEIFAMSSFEHEILT75.0% T
o127,

ERAEIC B\ B IR R IS DN

PENCBW TR B 2 70 s 5 7 (JESHE - 5 72 b) OfEHRIS
DI EATFERR S LTV B,

TR OTAE B 2 R —RIGHER (3561) @ 4 FERREAEFRIE
100%., 4 fERFEERZZILT78.3%., 4 FRAFIEMUDHIHEII37. 7%, 4
ERFA A VEEBLERIE95.5% CTdh o 727,
INBTEAEIC B\ BB DINF]

FRENCBWCONGEBICB U 5 70757 (EEE - 5 7)) OIEHK
L DRI R ATERE S LT W™,

.EEMENE

PR OHEBRICB VT, A7 04 FHIOHKRGIZL > THRIEA T
VIBEIEHIC L ) 250 A FHEITOEFEASER SE 7 4 5 5 85 5 1817 55 14
BHZEEGFEER] (A7 u A FElL Bta) v A5 5 —PAI%) [z, 7o
7T 70 TN m g LR, 10 TSN E RO, £/20 5
WEHBOUER AR E S { SN TWIER TR i &
o 72b A SN2,

A0 A FHITHEROLEHDG S N T 5 IR %E S L I hng i
BoBEEHEDEESE 2R E LB IMHREBETIE, 7urss s 7t
WV E28HEETEG- L, BrHAT oA FRIORG 8% 77 R REEL i L7,
ARREECE, Smg/fH/4BOEETATOA FAIZ &L, EROR

N

w

~

o

[o2]

N

[ee]

ENMERFTERVILAICIZ, AT 04 FAIOHEEIT- 72, ZORE, ¥

70 AABETIE, FEROZELMFFL-FEAT 0L FHOREE R

O, ERTHN2EB B O G# T 4 AR OA 7 a1 FEYESE (7

L F=vo s fsi) 13, 224, 91mg/ H &% U3.81mg/H TH - 727,
X704 FEPRE5E" (mg/R) DR

Z o a) L AR 75 & K AEEF OFI D
[n=40] [n=40] [95% 15 #EIX )]

- R anTRE 13.78+3.958 13.88+3.545 -
BeG-# T —1.58

1231 4.91+4.041 6.51+4.889 [—3.3420. 184]
B G-# T —3.48

4 781 3.814.066 7.23%7.319 [—6.010~—0.953]
%L F=vno s (‘¥ +S.D.)

WXy s ) L AM— 7T L REE
AT A FRIOEGIZ X o THRERAR 5T, MRIER IR O EAERH
SEBZI0BIC, Tur T 75 7l 228l MG L 728 TAHRERICB W
T, 8BITH T (FFQMGR 2 7) OFHEERD, IBITHH AT A N
HlAvE Sz (PR

AFQMGX 7 DR
G- Bl A TR AR ZAl
[n=10] [n=10] [n=10]
13.3+5.17 10.6+6.17 —2.7+2.26
(*F#+s.D.)

9.B8EI Y U FY

BWROERICBVWTHY) 73 FHOL %L b 1AL ) a4z ED
Bonhro72BE) v FEHI, 7ur 7707 x B I
RERTIZ16H M, 45 MAHABR CIR28E G- L7z ZOKEHE, 7ur 77
B 72N OETARERIC B 2 KkE) 7~ F %5 (ACR) OF R
ETO0%YEFIOHIE (ACR20ER) X, FEmlnE TI1349.0% (50/
10261) . B 1350.0% (27/5481) Tdh o720

ACR20#KER (SHE)

" —Hix5E
v 2a ——
77 &R 1.5mg 3mg
BB TR SRR | 9/64(14.1) 14/57(24.6) 28/58(48.3)
A5 AR BB - - 50/102(49.0)
il 9/64(14.1) 14/57(24.6) 78/160(48.8)

[t/ fEr L (%)]
MBI E T 57U T 7 h TRV OKE SN 1 BHEIE, B% 3mgT
bH5bo
PR EL TP AEN T
ACR20AEE (k)

— A"
EN e 1. 5me ; nllgSingClif?;; . 3me
I TR R RER | 9/27(33.3) - 11/25(44.0)
o5 MUAR s i kB - 27/54(50.0) -
(Bl fEp (%)]
MEWHE T2 707570 TR VoRBE SN 1 BRI, #%1.5mgTH

D, JERICE D SmgE THEWTH S,
10. )L — TR BHY
AT T A FRIZZ0CTIRIGHRR HEC Rtk B 2 B AT i K OV 5 1 TE B)
WEETAHN—TAGFLEBEIL, 70T 75 7L %28BMES L
55 MABGBR I BT 2 iR OB BIREIEARE A 3 7D 2 L313-32.9%
T, FRBEB LRI, REFNENEORECTH L 1 HIREAR. #
fk(C3) OEMEDZEALHIZZK 4-60.8%. 16.4% Tho72, "B, 7 L
TF=Zr 7)) T I YA (Cer) DZEALEIZ-22.0% Tdh > 72,

you) WA | TIERE HEHED

[n=27] [n=34] 95% 15 HH[X ]
FEEHEAF A 270
BIbE (%) memtsp, | o2 9E3L0 2.3438.2 -
1 HIREROENED 0.8 .
AL (%) ol B o PR [—115.0~—48.7]
Gt 3t | OB 37.2) | (—=14.0, 90.0)
itk (C3) OEMED 16.4 o
AL (%) ol ", o [8.5~26.7]
(5 1 IS, % 3 DD (10.3, 27.5) | (—11.1, 18.2)
CaDFEMEDOLELHE (%) .

—22.0%* —1.4
ol B - _ [—30.5~—3.4]
(5 L AT 5 3 M) (=33.5, —4.2) | (—19.3, 16.9)

MPEBEBMEEF A 3713 1 HIREE =, RAPRILEREL, i 2 L7 F= >, fi
dsDNAHiUA, #ifk (C3) OSHEDZAIT (%4 0~ 3 E0 4P »5 7%
%
HHKCerlZDWT DAY 7 1Y) A ATEOFHIAER #2265
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NEBEXBA
PRI T B AE O BEATEEBE R RER I, TRs T T n T
V& 2EES L7z 5 AR L EGRER IS B 1) 5 Y53 (DALA
ATICE DY) BR1DEBY THo72", T2, BREOHR
PRGBS, Ta s 570 7R % 2HRH%E L5
MAHARERIEE MRS B 5 (DAIR A 72 & HUEEHE)
1345.5% (5/11%1) TH - 72", Wikbre b L 1 0. 025mg/
kel H2MmzMEIAEE L. 2OHEE N7 7#E (10~15ng/
mL) &7% % & AR LY,
72, EIMHREBRLERBD & 7 0) 4 AFEEH K OCEREOHER
HEREE R REE IS, 2ALEOBEIE N7 7% 5 ~10ng/
mLE LTTRY 578 7N eREIZAMES LR, Rk
RIS BIT A %R (DAIR I TIC L AMWEE) ., 2
N61.9% (13/2161)™ K 066.7% (6/951)™ T - 72,
®1 DAIXOT7HER
S AEGE (%)
yrn) L AR AN i
DAIA I 712 & % Ui e 16/32(50.0) 4/30(13.3)
MDAILA I 7 2B\ CHHMEREL, MAE, FEEILE PSR, B0k
BEFi > 4 TEH & TAURK L7 a % [k & L.
i) 45 AR C o0 o R
DFoLs) HEesE L, L5 b BSRIGA DS 2 M RER
DEHEN GEOR/ALR) B2, AREH TR L. Sz
AU, 1 HES RO EBIGHE N 7 75 5z < & 50.3mg/ke/
HAY & L7z,

M b 5 7 g
D EREH
1mE* 451 HH (125% 024§ i | Dew=Duua X 12.5/
’EE”J\ %\"74 HH 1[E> ((szn+cz1n>/2 X 3)
1 mHoO#ME»S 2, 3H
FRWEE A (5N, #%5-7 . | Dw=DuuX12.5/C°
8 HH) T2M
2 [0 H o2 51.5H LA
g (5D, $25:12 | Daew=Das X 7.5/C"
HHEH) T1HI
3 [EH ORI LARERE | 3. 4, 6. 8. 10, 128K}
W (LEIZIB UT) | SR/ # TR

Do - FHETHT OB G5 (B 5-FIGRFIX0. 025me/kg) o ST S M7 ED /N
RUUFEE M2 ERA L, 0.5mgZlA Tl b VML 5,

R ETR 2 H SRR T

2mE*
FEHIL #5100 H

3mE*?
#515HH

Duew=Dua X 7. 5/ Curuen

BERRROREE
- 0=~ | 50.0=~ | 70.0=~ | 90.0=~
Rk | o <70.0 <90.0 <100.0
Eacs -y
1 1.5 2 2.5
(mg/[A])

Daew © BEiB OG-0 F S NIEO/NETLLT 5 AL 2 UIETA L,
0.5mgHl A Tl bWl & 3%,

1 Con? i i T BRAE R I KM DA, Conk V723 ) Diw=Dau
X12.5/(ConX2.5) £V, F72Con?S%E & T BRAE A 3 D 35
Ay Co® Hv 723 DW=DuX12.5/(CuX 4) &Y 2 BIHO M=
R 5o HERE TRMERE I RKBOLEIZIE, B8 TR
EDOFMEEACA L TEPDORITL DV EHT 5,

X2 L EBEI SN SRS L EHERSO 2501 &
2B, MH b7 7 AREIC10ng/mLEL E ¥ A 12 (& R
Hi9, F7210ng/mLAH D5 A 113 BN & 1 ol H R w550 2
SD1LET D,

¥3 1 CFAT7. 5ng/mL L 15ng/mL Kl 04121, B0 & % HZ
0.6f% (=7.5/12.56%) L7zHmL ¥ 5,

C* I LI HOMEA»S 2, 3 HEGERFIZBIT 2 2 sl b7 7
HE DT E

C* 1 2 HOFEIA S 1.5H L ERGRBIE IS BT D100 b7 7, 2
b DA F OV,

Cuown - 2 TLBEIZ BT, HEZEEEIN (5 ~10ng/mL) % %56 L 7z ifH b
7 7R

B5 2B TCORSERE - ZEX ST 21—

s

Il Je] [onH] JEET
Lo ' . =

[ EEET N N - F
(12 w57 [o4 [EENE | EXEE (2 B8]

12. ZRMERHK - HEHRICEHT 2 EEMEMAY
SIS - RIS\ APET B B T e B g 256IIc, AT
A FREDPERTTTO S 78 TV &2528M%ES L7 (BB
BT EAER) . Z DG H, B G528 1B B A EARER f O
BAFRIIZFNZNES. 0% K UT76.4% Th - 72,

(% % % 32

1AV =04 %2 200A ¥y —7 202y %0 THIAEED

FA MHA VEAEIHIL, IS, RIEES A b A 2 THLIE

BB T (INF) ooy £ ¥ 7 =0 A F 2 1 BHNCA v ¥ —ua A

X6 DEADBIHIT Y,

SR DAL OB BRI SE O I x5 A IIRIVEA I35 < | IR

ARENTVREYY,

LBV BT B AT R AR T B\ TR e A B % W S

PWHL, EEMHHZTEESEE (A= 2A4FL7, 427 T
Mo

.7 v PEARFOGER A X FIIRKEERIC & 2 MifE o mE, 5

ZHIR B O BN 3§ 2 BRI R 2§ 277,

5. BRI E FIHE TV BT, BRI EERIC 2 JIH L, 4

FHMAEESE2 (77 RA™ Fv ),

VBEBAETVICBWT, BRI SHEM RS & BRI L. AR

PIMAERSES (e, £ 2% T ),

7.7 v PLBEET VY, A XMBHE TV ROA 2 EREE T
W BNT, BRI B & WIRE ] L, A AF I % B
&5,

8.7 v MAMIKET VBT, RIEMES A DA A Y EEZIIHIL .
BEHT 12 B B SAESE N2 - SREIRE R LET AT Y,

9.7 AFREFNVIZB T, PLESEDNAPUAREE T OVIL O H
B O 23 L, SRR WA OEL R CIREH O 15
b 115 SR

10, ¥ 7 A RIEMIGR BT T BT, KIBHEO G AL T 2
SDA vy =780y DEATIIHLY, KBRFEEL TN
57,

11. HOSRERE~ Y A REMEM %€ 7V o Rilgic 81 2 THilZ I
RS 5 S RUG & O L 2 303 2% 72, v ARTA
R it EE 7N DR E L ET 577,

12, [Z#] v VEEMEDEETVIZBWT, L7 EFLra) v
SHRPUROEE IR L. ASSER N ORI % U5 3
57,

Do

w

S

(o2}

(B# 5 CBT B3E(EFaIRR]

—f&% . ¥ 1) AAKKY  (Tacrolimus Hydrate)

{t%%& : (35,4R,55,8R,9E,125,14S,15R, 16S, 18R, 19R, 26aS ) -
5,19-Dihydroxy-3- {(1E) -2- [ (1R, 3R, 4R ) -4-hydroxy-3-
methoxycyclohexyl] -1-methylethenyl -14, 16-dimethoxy-
4,10, 12, 18-tetramethyl-8- (prop-2-en-1-yl) -15, 19-epoxy-
5,6,8,11,12,13, 14, 15,16, 17, 18, 19, 24, 25, 26, 26a-
hexadecahydro-3H-pyrido[2, 1-¢][1, 4] oxaazacyclotricosine-
1,7,20,21(4H , 23H ) -tetrone monohydrate

EiE=R

Ha

SFX | CuHNO,, - HO

PFE :822.03

A A1 130~133T

HERE . 1000L E (1-F 27 % 7 — v/ KR)

M Ry a4 ZKAIEEEOR S LSO R R TS
Do A¥J—=NRIFLY J—) (99.5) IZHDTEHEITRT
SN N-VAFNVARVLAT I LTS 7 =)V (95) I
R, KITIEEAEET RV,

(BRV EDEE
E OB AREEEEONSIC XY REREE 05 TV,
(2 ]

H 7L 0.5mg 1004 7tV (1074 7k X10)
AT 1 mg: 1004 7L (104 7k X10)
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WHISEH) v ERPURDBERBIC BV T, 5
BOTFEMEATE Vo F 72, B O RIEIIHIIC &
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1 EHENER (BIEFHER)
® [ % ﬁ (%) _ 7 _%‘§<77uu5x>
REZI B BN | S OPEE B AR | dak RS RE ERAT kb 2ot B
i #E | 8/39(20.5) 18/190( 9.5) 38/328(11.6)| 2 12 50 0| 2 2 14 1 43 2 0
Mg 9% 0/39 11/190( 5.8) 34/328(10.4)| 5 11 29 0|10 2 7 1 24 1 0
1E2TY | 1/39( 2.6) 18/190( 9.5) 18/328( 5.5)| 1 32 0| 2 0 4 1 21 3 0
Bkl 039 8/190(4.2) 22/328(6.7) 1 9 20 0| 1 0 6 0 2 0 0
YO 0/39 22/190(11.6) 13/328(4.0)| 2 13 20 0] 2 1 13 0 18 1 0
WE m| 2/39( 5.1) 31/190(16.3) 9/328(2.7)| 2 19 21 O | 1 2 15 1 18 5 0
= = = 77/309(24.9)| 5 17 22 33|16 1 37 0 5 0 18
5 I = = 79/309(25.6)| 4 11 3 61|10 0 17 0 5 0 2
SIRPRAAT S & L TR
#*2 FHEBRREEOERE (BIEER)
% B #E (%) EfboRE Lo (¥ un) LR)
H H § rh o fil o s
JilREA N G RER A B REAH ((min ~max) b RS i Ak R
ARSI, 1/1 25/ 40(62.5) = 33.5mL/%7(6.0~56.1) | 4 3 3 9 7
BUN_L& 8/39(20.5) 93/190(48.9) 0/19%* 41mg/dL (22~248) 24 13 22 271 15
sV7F=vEH |3/39(7.7) 96/190(50.5) 0/19%* 1.8mg/dL(0.9~5.5) | 26 19 20 22 12
I 2/37( 5.4) 49/173(28.3) 0/18%* 285mg/dL (115~670) 5 0 2 25 19
) v L L 7/39(17.9) 58/188(30.9) 66/327(20.2) | 5.8mEq/L(4.4~7.4) 7 28 80 12
TG R B 1T 5/37(13.5) 22/143(15.4) 43/325(13.2) | 9.9mg/dL (7.0~26.0) 7 50 11
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*3 BHERTEEEDIARE FEAEHEE)
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sLTF=v R | 221 98 19 17 24 29 4 5 24 (2~409) 38(2~409)
BUNL5 221 100 30 17 20 22 8 3 18(1~409) 33(1~409)
AN S| 26 0 7 7 12 0 0 28(8~ 86) 48(8~ 86)
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1) AR TOMRKRREBRICB T, HABRMES
9Bl T a7 T 7 H 7 k0. 16mg/kgx £ 5

L7: L EOHYBFENT A =5 1TRDOEBY TH
D f:wo
Tmax Cmax | AUCo-1 | bT 718" F*
(h) (ng/mL) |(ng-h/mL)| (ng/mL) (%)
4.242.9 | 44+45 | 274+198 16+12 20+17.8
3¢ 12005 A2 1L Hh e B2 (F#+s.D.)
AR =
2B OREICBWT, NEEBMES SH (F
Rk %) oy u s 77 (CEE#H5=0.218mg/



kg) ZEAL 1 RFRIAT S IEER IS L&D
HWBJHENT XA — F ITKRDEBY Th o720,

Tmax Cmax AUCo-120 F*

(h) (ng/mL) |(ng-h/mL)| (%)
Bl LR 1.6+£0.5 | 5124 | 247+85 |11.943.7
HlEER | 2.840.8 | 28+11 | 205+78 [10.0+3.9
MAERPF (F¥+sD.)
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0 L 1 " . N ) )
0 1 2 3 4 5 s B

BE5FEY > DA

CO~15i58 [ 16R~%58
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‘ % hRfE
Qt
(GEBTEREG %
WRAEEEKGERESBIIC a5 77 TR
0.05mg/kg & #1345 L 72 & Z OWYBHE/ ST A —
FIIRDEBY TH 72",

Tmax (h) Cmax (ng/mL) AUCo-12n (ng-h/mL)
2.4+1.4 22113 136105
(*F#+S.D.)

(6)7a s 5 7hFeNETays 7 ERo L
BRANBBWEZE OB Ta s S 78 7RV RUTT 0
75 7k A FAERS L& EOFEYBHE/ S 2
—FIIRDEBY TH o 72",

TR Tk (kL 7 7 v
bl e - = - Tk A/UC (Bakr )
1= ‘ s‘kgﬁ \’\ max 0-12h max g 0-12h w
5 | mg/ke/l (ng/mL) | ngeh/mL) | (ng/mL) | gl Cmax |AUCo-12n
1 | 0.03] 10 42.7 | 18 94.4 | 1.80| 2.21
2 10021 10 70.2| 9.3 | 68.6| 0.93] 0.98
3 1006 |27 |165.4] 23 |113.3] 0.85] 0.69
4 1002 | 14 [105.6]| 7.2 | 41.8| 0.51] 0.40
6 | 0.02| 9.9 6.5/ 14 69.2 | 1.41| 113
7 |0.03] 13 9.0 13 |103.8| 1.00| 1.13
8 002 62| 37| 68/ 27.6| 1.10| 0.75
9 | 0.02]| 41| 32.6| 3.8 34.1| 093] 1.05
10 | 0.04 | 20 [230.8] 42 |320.0| 2.10] 1.39
sl [ ] | [ _ | 18] Los
+SD. +0.50 | +0.51
——
—
] 3% ® —
7I:I9777:71zw5mg —
—
—
E——
2. IR

(DBERES S TESI X DAY IIEE ST A — &~
DWBEERFI L2 A, HEBEKLOERL SR
WZREO% 5 L 7235 A L 2B IE RS (2 LA B 2 Cmax
CAUCOEE T ASH 5 4, TmaxiZEE L 72, (FhE
ANTF—%)
CMNEEERBREZICBITS T 7IRERHW
FHEMBEBIRERAAT 2 & . KA % ARE SO
WP, SFMICHA TIRSERF 062% L HEE & 1
f:nvo
.Y (BE IV FTOF—%)
F v MIMCEERE Y 7 1) A R0.32mg/kg % EHEL 72 &
A, 5OBICIIETRIZITEE A L OMRRICEAT L.
FRICEIEE, G, O FUIRIR IS 22 o 720 BAT L 72 fi st
BEIZMAEEOT & &b ITHE L, BB, KM,
NIRRT EE O FAT AR S, ETEE DT 1R
Nolz,
AT GHEAT— )
FF R HE % DI FLIR 6 B2 TARKI ORI AT 2 M5 L
7o & T A, FIHIMAE TR ORESOBRITIERD b
726
5. X
(DARFNZE & L TEWRBEEECYPIAMATRH SN S,
L7225> T, CYP3AATHEH S N A3y & D ff
L) KRB OMAEEN ERT LT EELD 5,
F 72, CYP3AAZ FHET 23 & OFEHIC & ) RHF
DI FEEIMET TR D 50 —T7. RAD
CYPSAATOMAZHET A2 L I12L D, CYP3A4
TR ENHMOEY OMPEEE FH S5k
MWD b, F7o. RENOMAEE K E%13298.8% LA
FEBVOT, MiFEEH & OBRMEATRGER] & O
MEAEHOWEEND D %,
QMR TOIMH, R L IEH R E L
LTI A F VR UK LR T - 7225 (PHEIAT
—%)
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6. HEit (SHEAT— %)

G DIERIT I Il S, REALIR DR
PElE=RIE 1 %L T Th o 72 B, KHOMHRE
EERAED 2 VIXEBITIC L 2B T R\,

[B& PR & #&]
FRERELC B 1T B BRSO 4
KR $ TORRRER (1990~19914E) 12HB VT,
N CHERE TR TR 25217, 70275 7 GRS
BT RI) B E N6 06 H H BREAFRG
65.6% CTHo720 TDHH SBNIFIFHIEFERTH o 720
AT E 4 /2480 (16.7%) THEEN 7 [A & & 17245,
WEFNDEETFDOI LD 1 AZBREZXTFOA PV
AHFICE D WLV LB Lz, F/2, Lo
&, 1990~ 19954F |2 FEIN CHARE - IR HE 2 5207,
70757 GESR - 7 7RV) HES &N 7z120600
6 A HEAEERIL8L. 7% TH - 7227,
I ORAE (1993~20034F) (2B1F 5 6 5 H BAAE
T, A (24401) TIIT74.1%. /MR (504%1) Tk
87.9% TdH - 7=%,
Ty T 78R e THNC12E B G UORET L 7ok B
(1997~19984E) . A7 FI13100% ., FEHME S IC 2S5 H L
REBNE 4/ TH) (57.1%) Thotze 7T THT
LD )z F (86]) TOMETIX, &FIT
BARIF O 25 D3R S, $EM OB IE BB L e o

7): 25)26) o
. EBETEAEIC B B IR RUC R AR B TE =R OHIHE]
[FBs%5)

KA CORREE (1991~19964) 2BV, &
PR OB x5 9% (GVHD) OFFix BIYIC
Targ 7 (EHE - T ReN) 2FRG L1256,
FRICEEERITL, BEILEE % 5 grade T DL E
@ GVHD DFFEIZ186] (14.4%) TH 7272,
Tl OFAE (1999~20044F) 124517 B grade T LL L
GVHD O #FE5 I (BAlfA100HKES) 13, A (215
B) Ti344.1%., /NE (11761) Ti340.8% T - 7%,
LB, KB E CORKREETIE, HLABE A Rk
HiA%64.0% % 5O TW-D 2 L, HilikoFHETIZ
2.1%TH -7z

T s 7k e 9BICHS L TRE LR (1996
~19984E) ., gradel DL - OGVHD® % Hl #1333.3%
(3/9%1) Th-7",

RSS!

KR E TOREHER (1990~19934) 2B W T, &
HRAEZ OGVHD3IBZ K L 70 75 7 (JEEHE - &
TYN) 5 L. AGVHD7/13%1 (53.8%) & Mg
EGVHDI12/2665] (46.2%) HA#LL EOxhHFE LR L
71,32)()

TR ORAAE (1994~20044E) 1281) 5 2 EGVHDIZ
X AERFIE, 56.8% (42/7461) TH - 72,
BRI B T BRSO

KT TOMRHREE (1990~19944F) I2BWT, &
BHHO—RIBERN T, 18661 THEF S, 1 4E Rk
EHER P 1VERBEERIZNENIT.3% LT
93.0% T& - 72, MBI I274/186%61 (39.8%) TIE
AI01E A & 727950 FE A IR A BR C LI BEAF 3R 12
£ 2 HE GG RS B 2 aEFIL04BIC T e 7T 7 (TS
- A TN) hEG-E A, 5561 (52.9%) T [AH%#]
D EDRGED S N7

R OMAE (1996~20064F) (28175 1 FERBRFEAL
RROTAERBAEARIE, BA (1,23360) TlEEZE
1198.6% K 1895.8%., /INYE (20561) Tl FhZFh
99.3% } 1U%97.3% T& - 7%,

70 7T 78R 2 1T 1208 R 5 L CE L 72k
(1996~19984F) . H=#EI1394.1% (16/1741), 3B
OASSEB L -FERNE 2 /1761 (11.8%) TH o7z, 70
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757N TENHEODHAH (196) TORFT
W, S CRERIE A AR S 1L, RO 3R
Lo 7257,

DTEREIC B 1 B IR RIS O HN

SENCBWTLBEICBIT A2 70757 (ESHE - 7
TEv) OIS OMHINREASHER EN TV E® -,
THRBEOREIZBT 50— RIGEER (106]) @
1208 SR FEAAF N P12 AR A S I VT 5 100% .
1238 BAEHEAE DTS BIERIZ40.0% Th > 720 $72. 3
ERFEFER P IERBEERITNTNE100%,

3 4R BARIEA I FE 1350, 0% TdH - 72

. ITEREIC & 1 B IEMR RIS D HN

SHENC BWTIHBRIC BT AT a7 57 (GESHE - &
T ) OIS OEIHIRDEAFER S LT 5090,
THIRE ORI BT LB —RIGEER (126])
SERMAFRLD 3ERMAFRIINTNDL82.5%.
3 ERFEIAM UL IERILT5.0% TH - 727,

ERBHEIC B 1 BRI RIS DA

SHENC BWTIERBRLIC BT A 70757 (EFHE - &
7TeV) OIS ORI AR ST 5997,
THIRH ORI BT 2 BRI —RIGHRLER (3561) @
4 FERFEEFFRITI00% ., 4 FERFEEATRITTS.3%. 4
BRI SUB R IHEZRIE37. 7%, A FFBREA VR~
BEER1395. 5% Tdh o 7%,

JMNBTEREIC B T B IEMERIC DO

SHENC BWTNBBIICB T 7075 7 (IE5THE -
B 7R V) DML ORI EIER S LT W
%497\51)0

8. BBMERBX

AR S EE OB R K BE I, TS
F7Hh TN E 2T L7 AR BRI
BUAYEER (DAIATTIZLAWEE) BE1DOL
BOTHo72Y, T2, BEIEOHIGEMEEEME NG RE
Hio, Fars7h SR e 28RS LS AR
BRIEEMARIC BT 2 ER (DAIRA I T2 X U068
FE) 1345.5% (5/1161) TH - 7%, WiztEre d AT
1110.025mg/kg 1 H 2 Mz fIEJHEE L, £D%HE
N7 7k (10~15ng/mL) &% % X ) HEFREH L7227,
F 72, EIMARBRILESBO ¥ 7 0) 2 ZABBEZE RO
EIEOMGTEEE A EEIC, 28D HEE
T 7E% 5 ~10ng/mLE LTTB T I 7h T %E
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R O — TG, 1866 THRET SN, 1 EBRME
AFER P IERBERFEILZENENIT.3%R
93.0% Td > 72, HEMIEI374/186%1 (39.8%) TIE
101\ A & 727220, FOF TG R C I REFSE S
& B {kBE G AR HE 2 iE BI04 T a 7T 7 (TSt
W B 7N sG-S, 5561 (52.9%) T A%
D EDSAED RS N,
Wil ORE (1996~20064F) 12B1F 5 1 4ERMEALF
RO VERMAEFFIZ, KA (1,23360) TlEzZzh
Z198.6% K 1°95.8%., /I (20561) TlEEhZENh
99.3% [ 197.3% T - 727,

4.LFBHEIC B 1T BIEMERC OIS
SENZBWTOBREICBITA 7075 7 (G - 7
Te)) OIS OHIRI R ISR SN TN EE P,
B OREI BT 2.0BMH—KIGHER (1061) @
128 BRAEAAT 2 R O 1208 BAR A =13 371 5 100%
128 BFEIEH OB S B ERIF40.0% CTH > 720 720 3
FERAREARR O 3ERRABFRITVITNE100%.,
3 4F BRREHEAE OB S B 21350, 0% TH - 727,

5. ffeAEIC & T B IEHERICDINF
SENZBWTHiIBREICBIT A 7075 7 (G - &
T RV) OFFHESUEOIIHIRY R TR LT B
AR OREIC BT 2 B —KIGHER (1260) ©
SERMAFERL D 3FERMAERIINTNL82.5%.
3 BB D FHZRILT75.0% TH - 727,

6. FEFEAEIC & 1T BIEHERICDINF
SHENC BWCIBBRIC BT A2 70757 (EFHE - 7
Tv) OO RASMHER S LTV BTH,
THHEOREIZ BT 2 R —KIGHEES (3561) @
4 FEBAEAAFRIL100% ., 4 SERFEEAFIZTS.3%. 4
4 PR SOB TS HRII37. 7%, 44ERBA 2 ¥
HERLERI395.5% Tdh - 727,

7. /\BBREHEIC & 1 B IR D]
HENZBWCONGBRICB) 2 70 s 5 7 (FEHHE -
B 7RV ORI O IR R SR ST W
540) ~42\0

(3 xh % 3]

LAYy -0 %2280, vy =720y &EDT
MIRBHRDH A4 NI A VREEERIIRI L, HIZ, &EME
FA MAA Y THDIESEFRRAT (INF) a, 1> 5 —
04 %2 1BIFTICA =04 ¥ 6 DEEE DI
j—édshﬁ)o

2. 5095 A LIS o> B BRI NS 0o BBl |2 k3 2 BRI T 159
<L EREDTREN TN A,

3. B BT B W EF R B\ TR A SO
TAMEICHIGI L, AR EERSES (W=7 49
VO A X F oy (),

4.7 v NEAFORER A X MRS X 2 002
DEAE., 532 O BN IR % BEFE A HER)
%%ﬁj— %49) ~51‘/o

5. AR G E T E VIS BWT, BRE T E T OE &
HHFL, EFEMETIERSES (7R v 89,

6. FRBAE T IV IZB VT, Bl & B ()
L, EfFPHEzERESES (ee”, £ 2X9, Fv
]\ 56)) o

7.7 v NOBHEET LY, A4 XBHEE T VY KA X
JERAEE TV IC B\ T, BHEIREREA UL % BIRE LS
L, PR IEE S5,

(B (CBT 3IB{EFRIFR])
—f&%Z . ¥ 7)) L AKHMY  (Tacrolimus Hydrate)
1% : (35,4R,55,8R,9E, 125,145 ,15R, 16S, 18R,
19R, 26aS) -5, 19-Dihydroxy-3- {(1E)-2-[ (1R,
3R, 4R ) -4-hydroxy-3-methoxycyclohexyl] -1~
methylethenyl| -14, 16-dimethoxy-4, 10, 12, 18-
tetramethyl-8- (prop-2-en-1-yl) - 15, 19-epoxy-
5,6,8,11,12,13, 14, 15, 16, 17, 18, 19, 24, 25, 26,
26a-hexadecahydro-3H-pyrido [2,1-¢][1,4]
oxaazacyclotricosine-1, 7, 20, 21 (4H , 23H ) -

_ tetrone monohydrate

HiE

/J}%Et . C44H69N012 * HzO

SHFE 1 822.03

B A 130~133TC

PERE 10008 (1-4 2 % 7 — v /KR)

MRy a0 A ZKRAYIE A ORI E
DR ETH D, A¥ ) =LAy ) —)
(99.5) IZHBD THEITRT LN, N-V AF LK
VAT IR —) (95) I2ETRd <,
KIZIE & A EBT RV,

(2 #]
A5 2me/0.4mL : 5%
ASH&S5mEg/1mL © 5%

[EEH R O EEEKE]
1. EEXm

1) Fung, J. J. et al. . Transplant. Proc. 22(1)Suppl.1 : 6,
1990 [PRG-00191]

2) Garg, V. et al. . Hepatology 54(1) : 20, 2011
[PRG-28255]

3) Saegusa, T. et al. . ZEHE & FER 26(3) © 969, 1992
[PRG-01148]

4) Curran, C. F. et al. . Transplantation 62(9) : 1376, 1996
[PRG-04546]

5) Mrvos, R. et al. : J. Toxicol. Clin. Toxicol. 35(4) : 395,
1997 [PRG-05400]

6) ABRE M ttNEE®E (7 v b - AlEd#ENE)
(DIR940072)

7) TGS b BAE 29(3) 294, 1994 [PRG-02352]

8) BEIHZFER M s ® (FRMEE - EWEE

(DIR950007)
9) ARG E UNEBBAMEE - EYEE)
(DIR080173)

10) thARsE (BRALES - EWERE) (DIR080174)

11) #hehisE (FAEE - SEYEhRE) (DIR00175)

12) HHESE (FHBMESE - EYHEE) (DIR080176)

13) Iwasaki, K. et al. ; EWEhAE 13(3) 259, 1998
[PRG-06905]

14) Jain, A. et al. . Transplantation 64 (4) : 559, 1997
[PRG-05533]

15) Christians, U. et al. . Transplant. Proc. 23(6) : 2741,
1991 [PRG-00688]
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16)
17)
18)
19)
20)
21)
22)

23)

30)

Venkataramanan, R. et al. . Transplant. Proc. 23(6) .
2736, 1991 [PRG-00687]

AR At ERARRREE 17(8) © 1087, 1993
[PRG-01833]

Inomata, Y. et al. . Transplantation 61(2) . 247, 1996
[PRG-03643]

RS (AR - R )
(DIR080177)

SERE B Ml 4 HORAE 10(4) 593,
[PRG-05380]
EAFA A
[PRG-06465]
SR RO A HORR 11(5) @ 649,
[PRG-07196]
ARG E (B
(DIR080179)
ER fif b A BB 6(3) 313, 1993

1997
4 HORAL 11(3) 367, 1998
1998

BORE AR - A R A S

[PRG-01707] 2.

R il BAE 29(6) 614, 1994 [PRG-02754]
AR b AL 29(6) : 650, 1994 [PRG-02756]
BGOSR M B 29(6) : 682, 1994 [PRG-02757]
NS (ERBAES - fHHEGERES)
(DIR080178)

52) PEAME= A @ ARG E (<7 ABHA T 1E 390
E7V - FEER) (DIR940004)

53) Markus, P. M. et al. : Surgery 110(2) : 357, 1991
[PRG-00582]

54) Todo, S. et al. . Surgery 106(2) : 444, 1989

[PRG-00091]

Ochiai, T. et al. . Transplant. Proc. 19(5)Suppl.6 : 53,

1987 [PRG-00035]

LB Al HAEEE (7 NERBMET L -

SEHME)  (DIR960009)

Ochiai, T. et al. . Transplantation 44(6) : 734, 1987

[PRG-00050]

AIHEE i 4 HoOBH 5(4) : 387, 1992

[PRG-01270]

RFE Wb L BARSEERHEGE 93(6) 1626, 1992

[PRG-01169]

55)
56)
57)
58)
59)
MEFEKRSE - BRIERBHVEDEE

FELAICRBOHNHETEICO X F LT FRRIc TR
;E;?X%eﬂﬁt%ﬁ ATFAANA YT H A=Y arkry—

T103-8411 HEUHHX AARAGANT 2 TH 5% 177
& 0120-189-371

Reichart, B. et al. ; J. Heart Lung Transplant. 17(8) :
775, 1998 [PRG-07233]

Taylor, D. O. et al. . J. Heart Lung Transplant. 18(4) :
336, 1999 [PRG-07960]

Mentzer, R. M. Jr. et al. . Transplantation 65(1) : 109,
1998 [PRG-06237]

Pham, S. M. et al. : J. Thorac. Cardiovasc. Surg. 111
(4) 1764, 1996 [PRG-03803]

HAERES (OBRESE - RRRAES)
(DIR120159)

Keenan, R. J. et al. . Ann. Thorac. Surg. 60(3) :

580, 1995 [PRG-03344]

Reichenspurner, H. et al. . Transplantation 68(1) : 67,
1999 [PRG-08173]

RS (R - 5 i AT)
(DIR120160)

Gruessner, R. W. G. . Clin. Transplant. 11(4) : 299,
1997 [PRG-05540]

Corry, R. J. et al. : Transplant. Proc. 30(2) : 521, 1998
[PRG-06437]

HAEES (EBRER -
(DIR120161)

Atkison, P. et al. . Pediatr. Transplant. 1(2) : 111, 1997
[PRG-08067]

I Ml 4 HoRBE 10(4) @ 527, 1997
[PRG-05378]

Kareem, M. A. et al. . Ann. Surg. 250(4) : 567, 2009
[PRG-25785]

Kino, T. et al. : J. Antibiot. 40(9) : 1256, 1987
[PRG-00003]

Sakuma, S. et al. : Br. J. Pharmacol. 130(7) : 1655,
2000 [PRG-09368]

Sakuma, S. et al. . Int. Immunopharmacol. 1(4) : 749,
2001 [PRG-10660]

Monden, M. et al. . Transplant. Proc. 22(1)Suppl.1 : 66,
1990 [PRG-00207]

Todo, S. et al. . Transplant. Proc. 19(5)Suppl.6 :

64, 1987 [PRG-00039]
RRIEANED @ I8 B RF B
[PRG-00110]

AT EZE © BBAH 26(5) © 436, 1991 [PRG-00678]
Mazzaferro, V. et al. . Transplant. Proc. 22(1)Suppl.1 :
93, 1990 [PRG-00216]

Loreal, O. et al. . Transplant. Proc. 23(6) . 2825, 1991
[PRG-00715]

R o PR AR )

36(1) : 81, 1988
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*% 20175 8 BMET (5529hR)

* 20165 8 BEET H AR e 4
ZHNHIE 873999
BRI, SRS 7 a“ 7 0 2 BiHO.2me | W1
EE - EASOLIEI L b e B
R e n 7 ﬁ*-‘i mg FREEAE | 21300AMZ00031 | 21300AMZ00032
BI%E, MAZEEZES o — 1 SHe A 20014 6 F
PR 99 mImeg i
—
590 L RAKAEEL *| iR 2016% 3 1
® wBEE N 20114E 7 A
Bk SR Prograf Granules 0.2mg + 1mg RIS T 2L 199344 J
(EFARARR © 7 — AR (BLYERR 3 4E)
(B £] (A% - BE]
’1/¢\%'J0>§f IZBWT, EELREIER (BA4a, OAR4, BEMEDIGE
JRYIE %%“ %ﬁ&%\m%i RN ER N WE, B2 HME Y #2713 4 2% LT1H0. 15me/ke
HEE\AMWﬁdm £) 12 & %mawg 7z 1H2EO%ST 5, MBoicizyrza) szt
LT ENHLDOT, BAK ;+ I E T E B[R LT 1[0.15mg/kg% 1 H 2 [lFEI#H5- L, Lk,
% L OARFNZ D W T O+ & k% /9 IR T 5o AfEFFEIL 1 [10.06mg/kg, 1 H 2 [BIFEH

BIEMIFEHT A2k

2MEFRF A BT B RFN O 513, REIIGIEE L O
&m%%waﬁuﬁﬁtfwéEmRu%wﬁﬁw
bETIr) T &,

(3R & 1 72V D EW AR R SR RGE S T
WOT, YN N OBERICEE L CTld, mAigE %
WETHZ LI E DAL BWINDZEEH A2\ C
EERMERTHZ & (rw#@@JHJ @lﬁj\ﬂﬂ>

[Z B (ROBEICEBSLEVWL)]
(DA DB UBBUEDMERED S 5 E3

@)y z7uxE) v RigEery o500 B% (HA
e ] DIESR)

@) 7 AMEEERIRAR S o s (EEZER
BEE] RO THAEEH] 0EBH)

(Il AR L T B W REED B Bl N (k. 2
I, BARE~NOERG ] OHSR)

[#ER% - MEIK]
1488
BN I
NN wo| 18 (0.1g) LB AN
JoTTIBRIGE 550 LKA 0.204mg AR
-4 (% 71 LA & LC0. 2mg) -2, zu
- wo | 18 (0.5g) AFV AT
?D777%&l$%77DUAX$ﬁ% 1.02mg | = A7 1
mg (#7709 425 1LT 1mg) 7 4
2. BUEI DMK
FITE ff,
705 5 730, 2mg ik Fifs
TAY7 5 7R 1 mg HEkL EEEN
[XhEE - THER]

1. TRCOIEAF LI 35 B FEAE SUL D ]
BRA, IRAE, LR, ML, WA, NMERAE
BRI B B 4EA0 BT K ORI P i 95 O 1)
3. FEAE 7 1) E

(%P8 - HRICEET 2FEHLDER)
(WO ICE L, HLABE S
RENZEEPRE LTI L 2T L,
*2)EAE MM IIETIE, AR ZBMCTHEH LG E LD
AT U4 FEIRGEGNHER L7256 06300 RO
GEVEIIHT. L Tl v, [KEOBMEH R OTA T
04 NEIRGHEGIC BT A oRRIZ v, ]

[F] i I RS A8 C 1

B2 FHe L 3505 ERICIE U CEERIRT %,

H##EDHE
WL A
1 H 2 BE&EOH5$ 5, ik, k4
1 H#&0. 10mg/kg % itk & 4 % 7%,
WY %o

LEHEDSZE
W WZIE S 2 1) A2 L 1 0. 03~0. 15me/ke
1 H2RBEO#53 5, F72, HHEKCEIRZICERH
OG- EFGT AHEICIE, @F, y70) LR ELT
1[8]0.075~0. 15mg/kg% 1 H 2 BIAE O 5-9 5, Lk,
FERICID U CEERR L. 7% L72REDR b %1
X, HAEE L AR E TR T 5,

%%h@%A

H ICiEy 7o) a2 L LT 1H0.05~0. 15mg/kg

%152@&Dh5?5 VRN r& 2 UGl E B
L. 8 L72IRRED T D 72521203, R4 1R L TFF
i m CTHERF T 5,

EREEDIEE
WE, EciEy 20) 4 A8 LT 1E0. 15mg/kg% 1 H

liﬁ?ﬂ‘)Abe“(l@O.leg/kg%
W L, AR
FERIZIE U Tl ﬂiﬂﬁ

2MFEAOREGT 5. Dk, R4 EE L THIIRDET
HEFFT B0
/J\Hﬂ&ﬁ@iﬁA
WLENZIE Sy 7a ) A AL LT 1 H0. 15mg/kgx 1 H
2 @ﬁ;l:l;‘x@@’% Pk, ir4 e L TARIRAET
HMEFET 50
SREREDISE

WE. B IHMIY 22709 4 2% LT1E0.06mg/kg
% 1 H2m&EO%53 5, BAEMIZIEZy 70 A2k
LT 11m0.06mg/kg% 1 H 2 BIFFEOHKSG L, Lk, B4
WBET b F 7o, B HE BRI ICEKF ORS
BT ALAICIE, B, Y70 AR LTIE
0.15mg/kg# 1 H 2 [O#EI142 53 %, &b, FERITIGL
THEMEET 5,

B, AROREIHGRORNE—E L TEL T, BHFI
L VEANEDD D OT, MFEEDO VA @ﬂﬁ%ﬁo
V2L HR i BE 23R 355 G D FEME SIS K USRS AR P 3 1 19
Wﬁ%%<tb\%%@wﬁhfbfm¢@ﬁ%wmb\
I F 7 L)V (trough level) DML 4 2% L THRY:
EEHRET D Lo FICBIERD B\ VI G-FIRE L
GHEN mwﬁﬁmm%ﬁiz&ﬁwitw B, I b
7 7 B H20ng/mLa 8 2 AR SR WA, BWER A3

© @
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2.ER L AARRIR

R Ay 7 a) AAE LT3me% 1 H 1Y &
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(R% - BEICEET2HHELOER

(I D 7 7 a1 5 ZAD% AR MERE 51255045
57280, REN OG5 % JH 5 B2k 4l g g
2MET S &,

Wk 2T 5104725 TlE, ROBEICHEET L
Eo
1)k & A 7V o AW RS S RGE S T w

v, (KO B 7 VI3 A Cmaxtt L IFAUC
WPl #2118 )% U°1.08 ; [ B HE |
DIHZHH)

2) ko, EHIE LT, 7 TRV ORMET
EWEE, HAHVITEE L. Smgh TRV EE
DFoxGaERffirsvEeGadev5Z 8,

DA TN EFEROW Y X OB ICE L T,
MAEEE 2 ET 5 2 &1L 0 8EIC L BRI
BER W L EERTAHIE, BB, Uiz
H HIXPEIZRE ) WAL D ZEB A 6 Nz 5412
. BEIIC LTRSS EEHEITA I L,

(BRI IR EE DS Fi e T 2 A IS B R ED RO 5T
WABDT, IMHEE (B X #H5128H%) 2 TX 5%
7213 20ng/mLLL FICHERET 5 2 Lo B, BB T
X7 L7 F = EDS RS ET025% D ER LA
121E, ARFD25% Lh_E Ok AZREESE o ) 70 L
BEEETLI L,

(Wt s BIHIF] & DOBEHIZ X D . BEE O eI o
WD D B DFEET AT b B, REBRHIC
BWT3HID L\ iT 4 FOREIGHIH % HAGDE
7RI IEIHIE L 2179 A1, BRI O wiRE
HERBARCERETHAIEDNTRLESLD L0 B
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KBRS ZE L CGRAGTAZ L,

(ST REAH, B RA N OVE BERACIX, HIREOFAELC
BWT, KRS -HEICHNEHEE RS LK
BMOBEOLNTWLOT, EEREOBICEET S
Z k. ([ZEWERE] RO TR OHSHR)

(6) BERS A C UL M IR FE DM 35 A B Rl A 3 1 95
MRBD LN TV DT, B *HEF RS2
FIMHEE % TE 5721710~20ng/mLE 35 2 &,

(NEEMMIETIZ, BERORBRLZE 20, &5
BZE3 7 ARIE 1 # A2 1A, DRI Elmics X
ZHG 120 B oM iR & e L, 58 % E
TAHEIENET LW, T2, BANCEL Y o axhRE
PELNEEICIE., ZORESHERTCELIHES
TRETAHIENLET Ly,

BFEED 2 VEEEEDDH L EFHTIE, BIEHOSR
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FHRETAIENET Ly,

[(ERLDEE
1LEERSE (ROBEICHEBICHESTEIL)

(DFREED & % BH [BEYCHEEDERT L, AR ik

e ER§ AR D Do ]
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(WEESSED & B BF BIAYEANEALT B RN D 56 ]

—2/10—
111

(VEBEFEORJHEIE ([RIEH] 0HEBHR) 0T,
WEICEREE (7L 7F =, BUN, ZLT7F=
7077 A, JRENAG, KHg.Ir7ar7ua7) »
) 2T R EBEOREEZ TSR T LI L, FF
BRSO ZORBICTEERT A L,

207 ) 7 AFENFEIRT 5 2 L 5B 5O, FEAENCIL
EAVYLOWEERITI . BB, AU Y AR
FRF (A€a 57 vy, AV /BAY T L, b
V7 LTLY) OFHD L WIEH ) 7 L OBEFEBIE
Thiwnz t,

(3 IMAE, JR¥ESE O BEREREE O BB E S m Y ([F
fER] OESBE) o<, HENEREL (RRA.
ZENEREIAE, T X T — ¥, RHEE) 27O EERED
REEZR T ICBIZET 2 2 &, B GWHNIZZF 0%
Wi tHoEEss2 L,

(WARFFLG-FIDARE . AR, OFEE. BUE. D
BEE (LEREET, BEREZED) EPRO 6N T
W5 ([RIER] oEZB) o<, #HICKEL QdLE
X, DT a—, B XmA L1 2 EEZORES
ILBETHZ L,

(B)EIMENREHT 5 2 & HH 50T, EHWIIMENE
AT, MUE EF2H 5 b BAa 121, BEREE
AT e EHEU BB R T &,

(OBEFEDORINIWEI T EETH 2 &,

(THEBE D RIEIIHNC L ) BEICHTIEZHEOLER. U
CINBEEDOBEMEBEREOW RN H B DT, ToE
EYahaIk,

(S)IEIHF 2 5 ENZBEFFLEIANVAF ¥ ) T D
BEIIBWT, BEFEY AV ADEFEACIC & 50T
RKHHOLONLEZEDNHbD, T2, HBsPUREMHD B
FIZBWT, REIGIF OG- FGZICBRIF &Y A
VA DFEEALIC & B JF25 % FSHE L 72 fE B 253 &
nNTws, 72, CAIFFRTANVAF v ) TOHREIC
BT, GEIIHIF OG- FEE ICCRIFF Ko EAL A
AONBLZEDNDH b, FETANVAF YY) TOREEIZ
KA &3 5T HGE1, FFRRRERAEME T4 A )V &
R=H—DE=F) U TERAT)RE, BREFLET AV
A DFIEEAL R CRIF 25 D AL O B i 2 hE IR D ZE B
HETAHI L,

(OFESEFHEIIAETIX, MRIEREREICER T 254,
O 5-BAE M O 5-Bta 2 1C BT, EIICH
PMED M EFERT 5 2 & MIREDTFER SN E
IE, BRSSO IR IE 0 16 2 MU FEET 5 &
EDIT, LA L a2 EEICFHE L 72 L
TERFA G TH L, (RAIOMIIRIEND 22T
ST o T\, )

WORF OBG1Z & 0 BB RE AV E CFfERFEORE
WHHETH 505, BIFRE RV E VHIORIERA ORI
WZOoWTH G EHEBISEE 5179 2 &

(DREHE A 15 EIRASTERE L 7235 & 132 M 2B & B
BT BZENLETLL, T2, Y270 AR) RIS
5N TV L ER TIEREGESTHED &9 2%
BN B, Wik HW S hid#e 0z 7o 2
AR ERPIEL, AR DIEZ B L,

3. 1B EfEH

AFNTF & U THEDIHBERCYPSAA TIH# S b, ([
WERE | OIHZH)



(RE=

k3

(FfELEWVWZ &)

FAnFE

HRAAEIR - FE

7 - b

KT 7F
EREEERLAT ) FY
EREEERLAT Y
%ﬂéﬁUﬁ77%yk

<A

BT L B IEIIHT
T, U7 F R
SO RAE L T2 & O
BdHb,

SEIEIRIE 12
L) FIED T FE
PEDHEIT 5o

YA AR) YOI
RESER L, AIEH
MR I N OH
B0 B, VY
oK) ¥ &0 ARHIC
VIR S-S e dr e
0 AR v ORRES
7 5 24RE R DL A
WCARKI OIS % G
HZENLET LW,

KLy 7
SOIPAEE 2/
3B ZCYP3A4
TR sns 7
O, B L 725
A AT
HLyr7aAR
) v ORI
Eihb,

AV AV
(b 207)

e AVAY I Ne=F 353
BEHL, Kerd v
DEWER DS 5]
e H B, T2, K
R DI H R EE A E) S
BURESED D B

FHERE Ly
AT
FCYP3A4 T
#HENDT0,
BERICE Y Rt
NERZH) G-
N LA AH0]
LD b, T
PAR N AV AV
lZCYP3A4 T,
E IRy (R
[ZCYP3A4HE
fEHbET 572
O, PEHIC LD
AHFN O 1L s
AEET BT HE
WrdH b,

71 77 L RFFERIRA
AKwa/) g7 bv
(TVF7 MV A)
M SRR
(YVF 7 bhY)
)T ATL Y
(FM)TLY)

B A LESTEE
THIEDD D,

1)
2
Z

AHN EATHED
BIfER A E LS
HENG,

)

HREE (FRICEETBEIE)

A

TRAIEIR - FE BT

W - fekaE -

ALY/
Y 2Au~vA{ v
VavwA v
79) 203y
T = VR E A
A NFaFry—=n
TNaF =)
F)ary—n
&
TV LIEA
—T7zxV¥Y
= AR
ZHNVIE Y
INFTEL

h

4

HIV7a 77—+
FHEA]
) M FENV
FFFe
ANVT 4 FEN
ZDfDFEH
TUEI)TFV
¥ =
IFZNVIANT
VA=
FAT T =)
AN NAS
74 VR4
TItFur
fREW
TVU—=TTNV—=
Jai—2A

ARHF O MR AS B 5
L. BEESOREH
PEBATHI LD H D,
AHNMHEEDE= S
—EfT», BB L
Wi - REFORLE %
19,

CYP3A4ATALEH

XY 5: ek
CYP3A4D [
EHEHET 23

e e/
PEACE Y, &
AORHHTHE
SNnb,

—3/10—
112

%k

%3k

*
* %

R WEARE - ELE | T - a1

75 7L 7 9 7 L ¥ W750mg | CYP3A4 AL 3
1 H 318 HiEMRMR. &1 p3H T
AP L-E &, | CYPSA4DTHE
KEOAUCHTOMEZ F | TR A AT A
HALIL0o#EDH | FHRHKAYE O
bo KRANMAREDE | EHICED, K
= =R, LB | FloOR#EDTHE
I Uik - AREEFORL | SN Do
BxIT) o

75T LN ARNOMHPEES LS | 77T LN
L., BEESORIER | OCYP3A %
PEBTL DD D, |(EHICED, K
AANMHREDE= Y | MO HHE
—FfTv, BEIRL | b,
ﬁ%;ﬁ%%@ﬂﬁi
1796

FLEFACN -S| FLAEFZ AN -8 | N FE LD
U TLEN - | FFLEL ) MY | CYP3A4RE E 5
NFEV WV (25mg - 150mg - 100 | HIC & D, &HA

mg) 1 H 1ERA®%, | OR#I HES
AHEHHLAEE, |5,
A K D AUCHE6HE 12
FRLEOHEDTD

5o RUERLVWEGE

B PRI A

Lo ROURRTHEHT
A, AF I
HEEDE=F ) VT
EU%S5& - 5 ERE
DR L LB,
BEORRE S fEE

21, BfEHEIICT
SEETHIE,

PWCADAHK AHF O MAREEDT | YR )
HNTEE Y | L, EHEICHIEOT | FE S, KA
T I)NNVEY =)V | BN D 5o KRENMAE | OHAE S
T MU | BEOEZY - 2TV LA,

PUEE PEIE CHEESO M0
V77 Yy BRI,

VI 7 TFY

R AR ORHHIEAE S| 39 BB
A a3t bFY | MAEEIMET 58 | CYP3A4H 7 &
V7 (St John's | ZNDHBHDT, KK | SN, KHIOA
Wort, £ v b+ ¥ [ #5334 b | @I
3=V A T=MN | FVVIEHERTE | 20 EEZLN
EHEAEM WE&mliE%T% TWwh,

BHIEODHHER | BEENEHT LI L | AF EHTED
TLRF)Y VB | BH b, B A E S
;i/%%miw HmENh b,
H
ANVT 7 X hF

V)b f YR

AP
AT A R
FHEH .

Rigfbw 7 F ~ T F v ORFEEG | ARH O EIH]

AV TNVIYH|SELIEND S, (S T )

HAY 7 F > v sF
& ST Pk
FEAE AT S

5,

SEIRIER 263 | BEOREIRIIRE | &b IREMH

5 HH| LIENHL, ([EE | 1EHEHET %,
I RIERWEE| OB

BB AV E | B
VR
MRS E
(DMARD)
ANMLFY—
I 4




R BRAREIR - #E i | - falk
Sy AV Mg H ) 7 AEDS L | ARH) & TS
AT LR H 5 | ORIWEH
DT, MiEH) 7L | IS
Ex 2 ICEBET | 5,

5% EtAIEET
6:&0
MOFHIC L VHEIACHAHE S, = VNV E YD

MR S ERT 5 e D 5 o
MXBEHICE D 7o b Y OMAEENER L2 L

DOWEDDH L (BEFEAH),

. BIfEH

O a1
GRS F CORFRREB L OGO ICB W
T RKE (7 7vv - JER - EFRE) 25 L
7o FF R A BIS08G ., F R IC BT 2 BAER
X3 I O IR IRREBI2366], B REBMIZ BT B
FEAE SO K OSFE Al x4 3299 O 7 B e 511482151
T OB RFEGI 1, 978151 T D F 2 BIVEH - BRIR AR
AR F I, BRYE, BEE, SIpE, TR
W ERBRIAE. &) Y AMKETH - 72,
B, AR E TOBMEIIC B B R AR
IZBWT, RFOFKGEPILETHICE- 72T %
BIVEF - BPRMA R, BRE s, S &
Pl ch o7 (FE1RTFE2),
EAREREERT OB, 7L TF =V ERARK
U'BUN LA D% <13 ARKI P 5 458 B DL 1
HL7 (£3)
(FFREAE - S BEAEAH - B REAH TSR ARG el i
20084E121)
KR TICEWNIC BT B0, THfehE, B
FEHl N O/ NGRS A C O B R BRI RE 13 15 5 T
W 7R\
W ORAEICB VT, KA (7 7V - JHik -
EEE) 235 L7 OBRERERI2000 . Al fE R
512961 Kz OBERL REFEBI366) T D £ % EIVEH -
PRARASE S H (X, JEYIE28.2% (24/85), &k
#9.4% (8/85). #lES. 9% (5/85). T L A
70 — JVIMAES. 9% (5/85) ., H1 HX ek S ik
5.9% (5/85) T&H -7z,
CLREAE - BEFEAE - WAl P SR ATy Sl
20124E6 H)

* OFEMENIE

AN F COMRAEEICBWT, KFZHEG L
7o EIE R TR B 10060 (71 72 v10061)
OELEIER - BERRAEMEEE I, SIHE%

33.0% (33/100), HIMEkIHEZ13.0% (13/100) .

E %10, 0% (10/100) . FH#i9.0% (9/100) . J&
FE7.0% (7/100). V) ¥ 73Bki%426.0% (6/100)
THo72,
HHEOFBEICB VT, KA 2H%5 L - EAER
79 B 1, 01561 T E 2 BIEM - BREMAS
i B% 13, I BES. 0% (81/1,015). I I Xk
#44.9% (50/1,015). 1) > 78Eki%A4.2% (43/
1,015). FH#i2.6% (26/1,015). #E R 952.6%
(26/1,015), B3I L A5 00— )VIfEE2. 1% (21/
1,015) TdH o720
(FRRATHS Ro@ - 20164E 3 A)

(EX%LEIER

aMEREE, 70— UEEE . angrs
(0.1~ 5 %) . » 710 —LREFERE (0.1%
Fi) BHObNALZEDHLHDT, HHE I
WERMAE (7L 7F=>, BUN, ZLT7F=
Y7 )T T A, REH. JRHENAG, JRH B

—4/10—
113

Iruru7) vE) 270 R EBEER 5
AT, BEDHRO S NAIIE, BE -
RIELE DY) R IE ZATH) T L.

2)DARE, FEAR. DEEE. BDE. DIERET
B, DEREE | LHEE (ST-TZAL. OhERE
BT, CDNEELR, BEILES) , JOAA, LE
HH 5 VIE EEEOAENR, LDFEE, Pl
fiE DRI (£0.1~ 5 %K) 5 5 b
NBEZENHLOT, HHCKEL UL LER,
LZa—, XA LIT) & EEEDOK
REd X CEIZRL, BEIHO LN AITIE,
W - REEOWY) RWEEITH T &,

3) Al A B INEEIREF . SMEMRESO
PR AR REEE | MR R INAE A T
e I P B o 5 0 A A R = (0.1~ 5
%A BHHLDONALETENHLDT, &5
JEAR RRBEE, AL, SEEEE. HIERE,
R DIEIRD S S b2 a121d, fikes
AR CT, MRIIC & A W{EZHI 21T & &
LI, ARFEFEIEPEL, MEDT ~ +
O —)b, PrEEEOFLG5EWY) 2% 0E %179
Z&,

4)NMERESE | AL, 5 055 o i i 8 B 2
(0.1~ 5 %K) BHSbhbIerHLD
T, 20 L) BIERD D &b 7E1213,
AR E AR CT. MRIIC X 5 WS T % 47
I LI, WE - KEFORY) 2 0E 21T
5 : k o

5) MASPEM/NMAERESE | ¥ 104 FR 75 ST e
A P I /IS A P 5 B 03 55 D I A P A/ L
BREE (0.1~ 5 %A °H5bNE T LN
H5HDT, EHWITHREZIT) 7 EHZEx T
ATV, BREAED SN A I,
RIEF DY) R UE ZITH) T &,

6) NIMERHAE . M/ MRV MELBIR. TFER
BRAE. SBMMEM . FRIFFE | JFLULERFAE.
MO PESRBER (%50. 1~ 5 %Ai) .
PERIERRE . WIMMEE L., ARFERE (I
HEAH) 555 bNEZENHILDOT, &
IR 24T 70 CEIZE 2 T 14T, &
WOERD S NTGEI, BE - RS E
YWhEZITH) Z &,

DNALIZ AL (0.1~ 5 %R %55
PNDLZENHLDT, 2D L) LIERDH
LONEGAEIZIE, HE - RIEF MY 2
BEITH) 2 &,

8) R B 5 FE R fE /& B# (Stevens-JohnsoniE 1&
B | S MRARE R (BEAH) 5 5 b
NEZEDRHEDT, TOL) BERYED S
bNEIE, 5% dk L) 2 L %
792 &,

* Q) W R R S 0% A B, P 5 G T

(%0.1~5 %K) BHObNLIEND D
DT, BET 5T, BREISEO LN
LA, B - RES OB R LE %179
C b, EREMEIGETIZZ Y —F (0.1~5%
FKiT) BRI T EDHDLDOT, HHICE
LTIBEDIRREER L CHIEL, 20k %
FERA D & b N7z 12id, NI S0
PIRLE ZATH 2k,

10) BReE ¢ W E. v A VA, EEMED B0
E B GE (15% LA E) 2358 B 13 Hg
THIEDNDHD, T2, BRIFLEY AV AD



FETEALIC X BT R CRIF RO EAL A D &
b END D, KRG T 556138
L T5IATv, BEINRO ONEGEITE,
W - RS, FUEWE OB GEOHEY) R LE
15 2k,

1ID)ETHZEEAERIE (PML) @ #T1ELE
HEEENNE (PML) (BEHEEARHE) 255 b s
ZEDHDHDOT, KHNOEFERYE A K ORE
MTRIIEEDOREY T L, Sk
£ ORMES, FRBUER (R, UM |
SHERESOREIRD D 5 b 72HA1E. MRI
\Z & B GBI R OCRE RRE 24T L &

biZ, ek L, MU AREZIT) 2L,

12)BK™ 1 JL ZBHE : BKY A )V ABE (HEAR
) BHobNLIENHLDT, 2TDLH
WA IRE IR G 2k Ly @) 2
BExiT) 2 &,

13) ) »INEEDEMES | Epstein-Barr” 1 )V
ZANZBE L7z VoSSR D B\ id Y v
I8 (0.1~ 5 %AG) (RIHIEIR @ F82k. V)
VOSHIIEREE) BHO5bRBEIENHDLDT,
DX BRIERD D S bNTHEITIE, WE
ARG OBE) R EEAT) T L, FEIZ 2K
KO FLL BB IAIPLY) > 2 3BRPUAR D BE
IZBWT, BHOWREEIE . $72, B
DRIEIHNC L 0 EEEEEHO T HEM DS
BIBLZENHBEDT, BEETHITITV,
DO SNHEITIE, BE - RS
WU R WEEIT) 2 &,

14)BER W% (0.1~ 5 %K) 2" 5bh bz
ENHLOT, EMRICHRE LT % %
AT, BEDSED LA,
B - KEEOBYLMEEZIT) 2 &,

15)¥ERA™. = MAE - HE IR IE K OHE IR 9 0 AL
(0.1~ 5 %kim) . Bk (15% 2L L) 538 5
PMBIENDHDLDOT, BEE 51247V,
B HERD SN ITEE - RS 0
YRMEZITH) 2 &,

16) FTHEEERE= . B 1E . AST (GOT), ALT (GPT),
y-GTP, Al-P, LDHO# L\ FHE %L if
PRelEE, #E (TN OHEAR) 255 5
bbb ZENHDBDT, BIEEE T5I4T V.,
BAERO SNAIIE, WE - KESED
HE R LEZITH 2 &,

5%LL B3I
HEAY

0.1~ 5 %A

0. 1% Al

B

BHE (BUN
ER ILTF
=VER. 7
I =
VT Ty A
T, REH)
(23.1%)

PREA, LK,
ZR

i E TN

i

el

BH) Y AL
FE T RBRIL
fE. &~ 7 %
% ASE.,
CK (CPK) k.

B i)

5t

TYR=VA &
IV AT HE— VI

fi, Y ¥R

K VBRI, &
ra—VILE, &
BV AE.

AV AMLE

REAME, 1K)
kY ASE, K
By AME, &
PAEDRNI
fiE. R

RS

fiH b5

IR, BR. BE

LEMEE, ME
T

1Rk

R
(EES

i, EB)%
E AN

Lo, Al %
FETNEYS 3
% S B
FH

HFEW, ]
. Al
PR,
JRREIE,
MR, B
NI ROL N
g

HIEER

i | EEsREE, &

(N
i, Hid, +

falE s, K%,

[R%, Bl B
I, B

it

7I7-Y LA

JiF B% BE
(AST (GOT)
EH. ALT
(GPT) L&
Al-P L5,

LDH R4, y-
GTP L5

B ERIR A

i, MM

MG FL
%ﬁ%‘émﬂﬁ

el

1 ¥ NERR

b

5. I, 29
7, T

R R

A, MK, Wi

VA B S A0

114

sk ) 55 B (47 00 T AE 5 6 0 C 00 7 A% 00 R i WIE ZE | SR, SRR . R,
BTSN TS, CHE" ", | KB, (3T | DU,
(2)% DO EIEF M| AieY | S
DFo &9 %8I H & b 7356 I3 AER %iﬁ?ﬁﬁ?ﬂwg%%wmw@%mﬂmﬁ
IR LT R - RO 2R LE 217 TE) AN
Fz1 EHENER (BIEER)
f 3 B E (%) _ ®rE M\E(??UUAZ)
2 JilRCAI:N B RN B | B PSR BE ORH | duk KR RE ERET kb 2ol 4B
£ | 8/39(20.5) 18/190( 9.5) 38/328(11.6)| 2 12 50 0| 2 2 14 1 43 2 0
Mg 9% 0/39 11/190( 5.8) 34/328(10.4)| 5 11 29 0 | 10 2 7 1 24 1 0
IETH | 1/39( 2.6) 18/190( 9.5) 18/328( 5.5)| 1 4 32 0| 2 0 4 1 27 3 0
Bk 039 8/190( 4.2) 22/328(6.7)| 1 9 20 0 0 6 0 23 0 0
ET 0/39 22/190(11.6) 13/328(4.0)| 2 13 20 0] 2 1 13 0 18 1 0
W m| 2/39( 5.1) 31/190(16.3) 9/328( 2.7)| 2 19 21 0 2 15 1 18 5 0
B = —* 77/309(24.9)| 5 17 22 33 | 16 1 37 0 5 0 18
7 L = = 79/309(25.6)| 4 11 3 61|10 0 17 0 5 0 2
KERFRMRA R & L CER
—5/10—



=2 FHEBRREEORT (BHEtEE)
- % B (%) EAL DAL & (FrT) LX)
H H § v il o P apen
JH-FAE B Rl H el [<minwmax> b REE JE Mk AN
52T s 1/1 25/ 40(62.5) - 33.5mL/43(6.0~56.1) | 4 3 3 9 7
BUN_L5 8/39(20.5) 93/190(48.9) 0/19%* 41mg/dL (22~248) 24 13 22 21 15
yL7F=v bR |3/39(7.7) 96/190(50.5) 0/19%* 1.8mg/dL(0.9~5.5) | 26 19 20 22 12
7o A 2/37( 5.4) 49/173(28.3) 0/18%* 285mg/dL (115~670) 5 0 2 25 19
EA) Y AME | 7/39(17.9) 58/188(30.9) 66/327(20.2) | 5.8mEq/L(4.4~7.4) 4 7 28 8 12
[ Ak 5/37(13.5) 22/143(15.4) 43/325(13.2) | 9.9mg/dL(7.0~26.0)| 1 1 7 50 11
SEIER & L C—#at
BORA TR S BRIAOY) Y e A FEGIDGMIEIVER & L TR
*3 BHERTEEEDARE (BiEHEE)
e | R SRS S RHEHANN(R) | REELSEY(H)
= B %ﬁ ﬁﬁ%ﬁ~7a 1R <280 ~008 <1808 B~ el L) | (el )
JVTF=v R | 221 98 19 17 24 29 4 5 24(2~409) 38(2~409)
BUNLH 221 100 30 17 20 22 8 3 18(1~409) 33(1~409)
SN IT s amr | 4l 26 0 7 7 12 0 0 28(8~ 86) 48(8~ 86)
CERBRT IR SN & ) B A BRSSO SN D 2 & RUHEHEIG X OB LV k&) RIEFD> SR 72,

SR ) 2

5 BRI OE) Y i 2 RT3 R — D RIS D3RR 12

FHGENTVD L LY RERDSBRILL 72,

5. 5ENDRES
S Tl — R A TRk A
JERRBESE) TP L TWA DT,
BN LEEICRST AL,

6. 1115, EF. RILBEENORE
(I3RS © i XATHEIR L T\ A W REME D & 5 I

WG Lewnwz &, [BER (V5 F) ©
HEER., BREHEEIRE SN TVREY, ]

223 | AHIFE T IIRA LIS L T &,
[(BIP~BITTLZEPHEIN TV S, ([
YWEiRE | OIESR) ]

7.] L.%’\U)?x’—fk

&@&U“&ﬁfﬁﬁﬁ¢¢§m\ﬁim\
m\m W23 B eI LTV 7\,
(ﬁﬂﬂ‘fﬂ:%ﬁﬁ‘”‘&b\o )

(2R, Mhifetn, WReha. /NG REAE K O EAE 5
EJE CIZ/ANBE I T A Rt Id L L Tw
v, (ERREEEDS A 2w, )

8. .BEHS
JEIR : BUNEH, 7L T7F=V ER, E

. FEEE LRSS S Tw B,

B . Bk, EMERREORS, 7= M U
B EPTbNTWABED, 0w,
MBS C EARKE DBz, MEENT I
FHHTIE R, LB U TE - AERE
T

9. ZDMhDEE
(DREIHIRNC X BiEEE ST -8

MRS (H:2) voSHE, REES
WETLHEDVD L,

(2)7 v b (1.0~3.0mg/kg. K T#H%5) T, BT

DWW K ORETEBFEDIT 2, T -5 ER

T B DBFES T 2500 5 N7,

(Bhkre. Frigae. &
BHEOIREZ B

Vb TR

E T, B
) OFEERNE

1.

—6/10—

115

(3 ) & %]
m¢%§
(DE#AE
D AGRRE E TORKRRBRICB VT, AT ER
9Blic 7T 5 79 70, 16mg/kg % FE 1% 5-
L7z EDFEYHRENT A -7 ZRDEBNTH
727,

Tmax

h7 7 fE*
(ng/mL)

16+12

o
(%)
20+17.8

AUCo-12n
(ng+h/mL)

274+198

Cmax
(h) (ng/mL)

4.2+£2.9 | 44+45

A2 o e e (*F#+S.D.)
ORI TR

)G DOMAEICB T, NEEBEEE S (F
YRR OB 1272797 (P 520.218mgy/
kg) ZHIA 1 RERR E PAEBERICESG L ED

AL NT A — 5 1ZROE BN TH - 725,
Tmax Cmax AUCo-121 F*
(h) (ng/mL) |(ng-h/mL)| (%)
& 1WA | 1.6+£0.5 | 51+24 247485 |11.9£3.7
BIEE% | 2.840.8 | 28+11 | 205+78 |10.0+3.9
EYRINDE RS (*F#+S.D.)

)R DA BV TR S N B O 5 &
& NI 7R

RDOEBYTHo72Y,

=3
+
§iE
&
5
®
2
2 -1 0 1 2 3 4 7
firt& B2
Q3
CO~15ikA5 8 [ 16 ~#58 sl

Ao ~15RMARE —e— 16/~ MPiRE

Qt



(2Rl
D/NBIF MRS CEF¥ERS. 3i%) 128V T, K
N AR EIRE T2, T~4. MEOZ %55 TFH
REOMEPIRENESNLY, FHEATO T
75 Ih TENVFHGREOT—5)
2) AR OMEICB W TE S N By o5&
LRI TEIZRDEBY) TH - 72,

0.50

0.40

Feh

0.30

0.20

—R#5 & (mg/ke/B)
(w/Bu)

0.10

(g =k

CO~15k#E58 [ 16 ~#k58
A ~ 1SR MAFRE —e— 16/~ MR

Q3
% hR{E
Qt

BYNE#IE MEATOTar S 7h T V5D
F—4)

NN RE CPIER2. 9%) 128V TIE, BT
M H AR EIRE TL. 3~2. ORI 5-8 TR
JE D IMAE PR EE AR S 7

(4)E pERAE
BRSO oRkGEE T 7Tk
DEBYTHo77,

0.50 -

o 0.40 1%
3 08
£ 3
E o030 | N - 2
U] Z — kL & & 10 Fﬂ
jV— !
4020 b l, &
o 3
i g
0 : L L L L L L
ot 2 3 4 5 8 7

BE5REY S DA

CO~15ik#58 [ 16 ~k58
-t ~15IEMAFIRE —e— 16/ ~MAFIRE

a3
Eﬂmﬁ
at
* (5) L JE A ) i
FRFEIE F C ORI BT, BRI E
BEIOBINC 7T 75 75 7 3mgk R4S L
7oL & OG- 8 ~16WE [ 12 0 F3 ML v iR BE 134, 19
ng/mL (0.65ng/mL~22.44ng/mL) TH -7, % B,
SR A E 25 10ng/mLEL B2 7R L 72 B 1 2 B ©
Ho72,

TGO EICBNT, s 57 (B 7EN - H
H) 3mgE RIS L 72 EAE 55 4 5E R 539451
EHERTICBT 5 MR EEd4. 73ng/mL (1
HRRSLL T ~14.2ng/mL) TH o 72, B, FIL
HR BE A%10ng/mLLL | &R L 7 B X176 T H -
tlwo

6)7ar 5 7hFeVeTay s 7k ik
BANBBREEZ IO rT 7h 7RV D70
75 7Bk E RS Lz & OFEYEHRE NS X
—FZIERDEBYTH -7,

SR/ A T W)

Cmax | AUCo-121

NEEEEY 5k
B | 255
&5 | mgkg/l) Cmax |AUCo-121| Cmax |AUCo-1n
(ng/mL) | (ng*h/mL) | (ng/mL) | (ng*h/mL)

1 (o010 [ 4718 | oa| L8| 221
2 10.02]10 | 70.2] 93| 68.6| 093 0098
3000627 |165.4 |23 |113.3| 0.85] 0.69
41002 | 14 [105.6| 7.2 | 418 | 0.51| 0.40
6 002 99| 6L5| 14 | 69.2| 141 113
7 (003 |13 | 90|13 |1038] 1L.00| LI3
§ 002 6.2 3.7| 68| 27.6| 110| 0.75
9 | 0.02| 41| 32.6] 38| 31| 093 105
10 | 0.04 | 20 |230.8)|42 |320.0| 2.10| 1.39

woi] _ | _ | _ | _ | — | 18] vros

+5.D. +0.50 | £0.51

2. (SAEAT— %)
RN THEPFIC L D2RKSEYFEE ST A —F~D
WEERR L2 H, HEBKCERKL SRR
%5 L7285 A 22 R HE (2 He <A B 12 Cmax S FAUC
DIETAA LI, TmaxiZEE L7z,
.Y (BE IV FTOF—%)
J v MIMCHER S 7 1) 4 R0.32mg/kgx FHEL 72 &
A, SOBICIIMERIZIEE A ORI RAT L.
FRICEIE ., B, O, BAIRBR ISR 2o 720 BAT L 72 HG
BEIZMAEEOT & & b ITHE L, B, KM,
IR RIR EE D RAT AR S, STEE DTS 132
Nolz,
4. AT MEAT—%)
FFRhE % DI FLIR 6 B TARR DI AT 2 M5 L
7ok 2 A, FIHIMAEFREORN5OBITHFED H
720
5. Xt
(DARFNZE & L TEDRHEECYPIMATRH SN S,
L7255 T, CYP3AATIUH S A thoo 3l & Db
I D ARFOMAEED LA 2 WEEERD 5,
F 72, CYP3AA% 8§ 5 & OPEHIC & 1) AH
OIMFREMET T LW RERD 5. —H, KHIH
CYPSAMATOMRBAHET 52 L I12L D, CYP3A4
TRH SN A MO D M %2 5 X850
WD 5L, Tz, AFNOIMEEEEFE G298, 8% LL
FEBVOT, MIFEEH & OBREATRGCER & O
MEAEHOWEEMD D %,
QR EZ ColF, R L OHEH I T &
LT A F VIR UK LR CTH - 7225 (PHEIAT
— %)
6. #Ett JFEIAT— %)
FEE O FEBSFREIT R ICHREE S L, R RO R
PEMERIZ 1 %L T CTH - 722, B, AF M
EBHRFED 2 WITBITIC L 2B Z T2,

[B& IR Bk #&]

1. FFREHEIC 17 BIEE RIS O

HKFIEE TORRRER (1990~19914E) 12H W\ T,
N CHEERTIBETAR 22, 70797 ([EEE
ATV HHEEENI24600 6 B B BRAAFE
65.6% TH o720 ZDH L SHUIHFREETD - 72,
FEHMESOIC 1E 4 /2451 (16.7%) THERT7 [\ & 5 7275,
WTFNDRETFDI LD 1 HEZBERATOAL FSL
AP L DR BN LB L T2, RO
&, 1990~ 19954 |2 [EIN CHEMARER I % 1T,
Ty 57 (FE - T RV) AE- &N 21208 0
6 A A8 7% THh - 7227,

T DA (1993~20034F) (2B1F 5 6 H H BfEE
AT, R (244%50) TIE74.1%. /MR (504491) Tl
87.9% Td - 722,

—17/10—

116



Uy g 7N 2 7HNC1208 RS U TRGET L 72k R
(1997~19984F) . EAE=13100% ., E# IS FEH L
7REBNE 4/ TH) (57.1%) T olze TRTTTINT
L0 N IRZB] (86]) TOMETIE, &FIT
R D L5 AR S, HMPUS I3 FEB L 2 -

71':25)26',‘0
- BBEAEIC B 1 B IEIE RIS R U i TE R D HI ]
[TPi45]

KA T TORKREER (1991~19964E) [2BWT, &
WA OBMR X8 E£5 (GVHD) OFFi% HIWIZ
Tar 57 (FEHE - 7 TR) 25 L1250,
TFTRIGEEEZRIZL, REPLEL %D gradeT Ll L
@ GVHD DZFEIZ18 B (14.4%) TH - 7272,
THHHEOFAE (1999~20044F) 2B} Degrade T LL 1o
GVHD O #AEZH T (BAlfA100H B &) (X, BUA (215
#) TIi344.1%. /NE (11761) Ti340.8% T - 72,
B, KB E TORKRE T, HLA#E A FAHZ
A64.0% % O T W=D 125t L, THl%OFEAETIE
2.1% TH»7,

Tu s g 7R E 9 BICHS LTRET L7284 R (1996
~19984F), grade I B\ I GVHD® % # 2 1333.3%
(3/9%1) TH-o72¥,

RiE:Eie=

KR E TOMKREER (1990~19934) 2B\ T, &
BERAEE OGVHD3WNZ A L 70 75 7 (RS - 4
T B¥E L, Z2YGVHD 7 /13 %1 (53.8%) R OF
18 GVHD 12/26 5 (46.2%) 5GP EOR)HR %R
L 71«:'3210

TR OFAE (1994~20044F) 12517 % ZMGVHDIZ
W BARFRIL, 56.8% (42/74B1) T - 722,
BRI E T BIEERIC O

KGR E CORRMAER (1990~19944F) (2B wT, &
R D —JIGEAN R, 1866 THET S, 1 EBRME
AHFRR P IERBEEFRIZNETN7.3%R T
93.0% T o 720 A 1274/186%1 (39.8%) THE
AR101[\ A & 779, iy i R C LI BEAR S8 12
X B GRS R R FEB104GIC 70 25 T (RS
- 7)) HPSG-E 4, 5561 (52.9%) T [H%)]
P EDEGED S 7Y,

THEREOMRA (1996~20064E) (2B} 5 1 ERMBAEL
RGO AERRBEARIT, BA (1,2336)) TlaFhz
198.6% M 18 95.8%., /N2 (20561) Tl EhZEh
99.3% % 1%97.3% T&H - 7%,

7a 75 7 8k & 1T 1238 RS- L TRET L 725 5
(1996~19984F) . AE#551394.1% (16/1761) . 3EHIX
OB L -5ERNE 2 /1760 (11.8%) TH o720 71
7T Ih TN SOY N HZE (198]) TO/KETT
X, O TR IES RSN, IEROB I
L 7;: 7‘),0 f: 16>37)O

DB BT B IR O HNE
PHENCBWTOBHICBIT A T a7 57 (EgHE - 7
TEN) OEHKISOMHRRSHER S TR BH
THIREOREIZBU 5 .OBHE—RIGHELER (106])
128 BAFEAEAAFE N 12 R FEFFIT VT 5100%.
1278 BRI DR BIRI1340.0% TH o 720 T/2. 3
ERREAEGFRER O ZERFBEEFRITVTIDL100%.,
3 ERFEIA UL BZR1E50.0% TH - 727,
mREHEIC B\ RIS OHNE

SHENC B WTIBRIIC B 2 70757 (EGHE - 7
7RV OIS ORI RESHERR ST 5099
THIRE ORI BT LB —RIGHELES (126]) ©
SERHEFER VP SFERBEERIIVTND82.5%,
3R SO FEEILT5.0% TH - 727,

6.

8.

BEREHE(C B | B IEME RS D HIE

AHENCBW TS BT A 70 757 (JESHE - 7
T) OO DOEIHIEIEASHER S LTV 597,
THIRE ORI BT 2 BB —RIGHELER (3561) @
4 EBRREEAFERIT100%, 4 45 RFEEAILT8.3%, 4
4 BRI SRS ERI1337. 7%, A FFBFEA A &~
BEER1395. 5% Tdh - 727,

JINBRAEIC B 1T BIRIERIC O I

HECBWONEBHIICBIT 2 7u s 5 7 (EFHE -
7R v) OGO EASHER S TWw
6497\511()
SEMHENE
Wl OBBICB VT, A7 04 FHIOFKGIZ X
S THRIEART. LERIEHICE D A7 04 FAITC
DG 7S R B 7 4 By T 5 AE 7 45 0 RE 1450 (2 BE A7 22 1)
(AFa4 FH, Hia) > 255 —FHIE) 12,
TUTT TN TN ERG LR, 10BITH NSO
PEERD, T BIEHFEOUEER ABEGE & 5
B ENTWIERI CREGER iR & o 7261 D
PN
A7 04 FHITREIROLENE S LT 5 iRk 4
b L 3B IERbR O BEEMIEERE TR E LT
HMAERETIE, Y0778 LIV %228l EHS L,
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Full Analysis Set CD- -3 +S.D.
77— itk 1 HHldn=2. 2 HHLAR&IZ n=36~51
Turo7 itk 1 HHIZn=6. 2 HHLPARRIE n=32~48
2 HMBBHEEEICBTS b VIEEHRSE
HENT— %)

xR1 HRBBHESE TCOAUCKU +Z 7RE
GrEANT—2)

7IeTE— Ty 7
(n=34) (n=32)
251 (mgkeg/H) | 0.189=0.010 0.185+0.024
WH | AUCo (ng-h/mL) | 231.91£102.33 | 361.49 +214.65
7R (ng/mL) | 8.25+5.01 10.12+6.98
5% (mgkg/H) | 0.203%0.046 0.190+0.063
14H | AUCoz: (ng-h/mL) | 363.93+96.61 | 343.69+ 105.83
N7k (ng/mL) | 9.64+3.25 10.02+3.04
54 (mgkeg/H) | 0.175+0.057 0.164 = 0.065
63 | AUCozs (ng-h/mL) | 331.49+86.82 | 382.60+171.22
N7 (ng/mL) 9.60+2.93 12.06 £591
(FIgfi £S.D.)
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5
5 72 (ng/mL)
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J7e7a——AK5E (mgkg/H)
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m m m m
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I EERIE BI%L © n=59~238
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2) ¥R
TEIAFHBT RS AR L LSETars 707
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Full Analysis Set T)F-35{# +S.D.
7% 75— itk 1 HHIZn=16. 2 HHLPLR#IZ n=47~63
Tur57 Afith 1 HEEn=19. 2 HHLLFIX n=42~56
4 FRFBHEEECH D NI TEEHE
HEAT—%)

=2 FHFBHEEE TCOAUCKU NT 7EE
FHEANT—%)

7oesy— | Jursy
(n=45) (n=32)
5% (mgkg/H) | 0.118+0.023 0.112+0.034
WH | AUCss (ng-h/mL) | 145.97+103.03 | 263.82 = 153.36
N7 (ng/mL) | 4.21+3.31 8.98+5.90
5 (mgkg/H) | 0.221+0.097 0.1760.079
14H | AUCox (ng-h/mL) | 324.19+119.07 | 286.99 = 88.03
b7 7 (ng/mL) 8.82+3.18 8.53*2.85
5% (mgkg/H) | 0.209%0.095 0.165+0.076
63 | AUCos (ng-h/mL) | 364.28 +110.52 | 301.10+60.76
N7 (ng/mL) | 9.96+3.53 9.70+3.21
(Pl £S.D.)
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Tz 7 (1H20E¥ES5) 12 0 HPES 1205 i
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~ =75t74——HASE a3
o -5 7B { median 20
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£ 3
~0.2 10 E
Ed Jiid
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| N
| 0.1 IN
«® a
~
N
N
™
0
0 1 2 3 4 5 7
)

kB (B
B 50%  n=3~11
IR E IR : n=2~13
5 FHERBHEERE IS TS S 7EEHKE
(R T—%)

3TN R AR GHEAT— 2 2 &)

ZEME., WL LBMEREICBNT, 70r5 787
CVPOERFNEI VI Z 7220 N7 7B T 0T T
ERIRFRBE PR T T 2 @IS > 729719,
*3 RTHBH#EEHEICBWTIIOTIS 7,5
T2 Ta2—~"IVBAEETD NS TEE

TGH Ty

hE | PI7RE| RS5E| M7 7REY
(mg/H) | (ng/mL) | (mg/H) | (ng/mL)

A/

AR n

I FEAE| 35 | 3.23+1.68|3.71+1.62(3.29+1.67|3.71+1.38
WEVE AL 66| 5.8+3.51 [6.73+1.99| 5.9%3.34 |6.08+1.80

MESME R | 60 | 5,18 £3.28 | 7.28£1.93 | 5.18+£3.28 | 6.70+ 1.94

M REAE| 62 | 5.2+348 |7.11+254| 52+341 |553+1.78

24 N . . .
MBS 18| 53+3.27 | 59+29 | 54+340 | 53+26




Fas57 yIET Y
ABR | g | b 7RETE B (bR
(mg/H) | (ng/mL) | (mg/H) | (ng/mL)
WV OFERE| 45 | 5.27 £3.17 | 8.28 2,51 | 5.27+3.17 | 7.24 +2.32

MYV Z% T ~14H HoE
XX Iv Ty — (1 H1RSE) (335240 A0, 7
o757 (1H2E$ES) &2 6 HP55 1205 M ik
@yNRmEs MEAT—%)
ZEMVNBIF R EE (18F]) I2BWT, 7ur I 7%
TRV SRFN Y ez 72 BOAUCIE TR T T H T
Y EEETH - 727,
/NIRRT REA R (CEIO4ER5.3m) 12 BV T, ARH) & [ —
WoEeELTar s 7h TV ERS LA, B
AR EIRE T2.7~4 M5 DR ¥ 5 TR O I
FRESELNY, JMEATOTOr I 707 —%)
INENEREAERE CEFEER2.9%) 2BV Tid, KHlE
F—Woxat7ar75 70 7 Ve Licga.
MR E CTLI~25F0 RS & CREE O
MmiEFEEIES LY, BEATOTO 7T 70
F—%)
(5)5 REFAE
GRS (1300 ICRR RS Lz & E oM E
INTRA=FIZRDEBY TH - 722,
T4 SHEBEEEOEMNEE/NT X -4

pacR = Tmax Cmax AUCo2n | b7 7
(mg) (h) (ng/mL) | (ng-h/mL) | (ng/mL)
3.46 3.23 16.64 217.56 6.03
+3.39 +2.39 +8.60 +100.01 +2.65
CFHfiE £S.D.. n=13)
(%]

6)7 7575 T ETars 7RO
WKL D 1 7 2 VAR B Cmaxtt 2 OFAUCH O 391 1%
FNZENLISK VL0 TH o720 TUTFTTH TR E
707 7 B O AP I RS IBGE S LT e v,
BRI (AR T — %)
TERE NS TEFIC X 2 RFSEENE N T X — & ~DFZE
ERET LA 2AH, WIEERK O ERLERICREORS L
72 A L 2R I 2 FE N 12 Cmax X FAUCO R T A3 5
. Tmax(3IEE L 722,
K5 JIETR-—DEYEREICRIZTRELZS I TORE

5.

&t

(DARFNL T & L CEMHEECYPIAATHRH SN L, L
72755 T, CYPSALTHRAM SN A MO L OPFIIC &
DARKIOMAREDN LAT2RE D 5, F 7.
CYP3A4% 5 23 & OIS X 0 AH o il v i g
PIT T L0 REMED D b0 — T RFIDCYPIALT DA
HEMEST L EIZED, CYPSAATHH SR A o3k
YWollhigE % LR S5 0RENNH 5. T2 AHIO
MR IS A 21398.8% UL & v T, IMAEHEE L O
BUNPEATRASEH & OMBEAEH O REED D % o

FFBERE Comp ., FRAP L OIBTRR#IEE L LT
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R O ENAT I HEME S A, R O SR Ak
FIZTBUTTHo 7D, B, KA M1 E R
HDVIIBITIC L 2B 52T\,

—_

B55437

Cmax (ng/mL)

AUCo (ng-h/mL)

2R 8.88+4.01 202.6+78.7
GAATHT 1 e 7.27+1.89 (0.865%) |179.7+57.3 (0.900%)
[BENTERE 6.39+3.79 (0.722%) |150.1+71.3 (0.734%)

Atk e

6.53+1.87 (0.771%)

129.8+46.6 (0.646%)

N

(#% 55 5 mg. FIH£S.D.. n=23~24)
KB B A AT It
KA EZIAEG Lz EDOAUCIE 7O 75 75 7L ki
FRIZEABE G R TRIZB %A T L 722,

x£6 TI7ETE-—DOENHEICRIZTHRSRLOHE

$55-15 4

Cmax (ng/mL)

AUCo (ng *h/mL)

7Iv Ty — (@) 7.29+2.368 178+58.8
7Ty — ()]647+1.798 (0.893%) | 115=50.6 (0.636*)
7ar g7 (#) 23.0=8.01 254+119.6

Ty 7 ()

9.23+3.814 (0.385%)

168+92.1 (0.648%)

(5% 5mg. T +S.D.. n=23~24)
XEPE GRS B AT b
BB (BE Ty bTOT—4)
T v MIUCIE#E S 7 1) A A0.32mg/kg HHEL 72 25,
5 RIITHATREIZIT & A EOMBRICRIT L. FRICEIE.
fitie LBk, HIRBRICE Do 720 BAT L 22t Re I i R
DT L EBITHER LTz BBy K. DRANTIKREE O
BATH RO b, MEREDOW RITED - 72,
BT GtEATO TR 70T %)
Bt O 7L 6 Bl CHITTRBIT 2T Lz 2 A,
SEIGIMAE R OF G OBATOERD bz,
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OS5I I=nren ]
0.5mg/1mg/5me —

(B PR Ak %]

FFEHE(C & | B IEHER IS DU E

MRE BTG5 (6761) 12 6 IS L CEr L 7ok 5.
RREAEAIT984% . BRI EAEFIZ6.9%. FEHERISHFE
BLL 7 5EB1IX18/676H1 (26.9%) TdHh o721,
THTTTH TS OIEAG) Y 2 (R A6951.
ANEI8BI) ToREFTiE. B 1 BT RS ATEIE L 72
B, BB CREAENT O A 35 SRR S 7z,

TR OTAIZ BT, F P G-H1240 O 1 41485 1
TORFRAEFERL O BFRAEEFRIL41%. BFEHHOG5E
HHRIZ208% TH o720 707 T 7HREBA 1S DY) b #
ZLLTH O ¥ 5- B UA F2 24 1 15 C 0 BARE A AR T OB Fik
HEEF13100.0% . RFEIEAM ST FIZ2.6% T - 722,

Py

B BEBAEIC & T BIRIERIC K UTBHE Frxd 8 TR O I

FKERIE £ CORRERERIC BT, BRSOt fE
F9% (GVHD) OFBi% HEAF %25 L2166 %, F
BICEEERIT L. HEPLE L % Derade T UL EOGVHD
DB, TH (46.7%) TH-o722,

HRBZOFEICB T, TU 7T 7ROEH 2SO0 i
Z 148150 0 A H P - B AR 1638 14 15 51 T 0 BAE A 7 51
100.0%. PARE BT IERIZT5%. BiEAYGVHDIEH
132.2% . HHIEVEGVHDIEHRIZLITS% TH o720 2B,
48B4 TAKIL) Y #e 2 T TIEBERAEDSIE L T\ 7z,

(BRHEIC & BIEHRICDOHNE

HHEGT BB LS 2 05 & L 72 IR E M4 ik 2L [ 35
BT AERKNETO T 7 TRVOBKENS 1 EHBROK
Bk, BREEFRRIAFEIS6%. T T 7 TV
95.7% Td > 720 BIREAEFIL, KKBIT%., 7075
7% TR IVEE92.9% Th - 720 HEMSUGATEBL L 72BN,
RFNHE22/21460 (10.3%). 7075 75 7L IVEEL16/21261
(75%) THo7:%,

GLE BT S5-51 (6011) 12 6 %S L CHiat L 7245 5.
FRAEAEIL100% . RRA 25 #1398.3% HHAE SIS A FEB
L 74EFNE8/6061 (13.3%) TH - 729,

TUTTTH TN )iz F (EN3GEL. SHEIA
13561) ToOMETIE, &p TS OISHITED Hh
T B O A ESHERE S )

1 5 S g S

8



TR OB VT, PHBAEEI2496012 B 1) 5 B 24
I O BRAAT R OB A A E1398.2% . SR
FUSHHERIZ16.1% Th o720 707 T 7ROEK S D
)0 6 2 BI103BINZ BT 2 AFH5% 5B 1248 F 105 1500 AT
HeAE SR T DN B A 25 201399.0 % . SRR HE A FUS S 21
1.1%TdH - 721,
4. DFBHEIC B BIEMRISOIE GHEIAT— %)

TUTT T TS0 )Rz (826]) TOMET
. EF MRS OFEIZEED 5T, BHLOEED
HEFFS L0,
5. BB & T BRSO ME

FKER F COERREERIC BT 2 AH O FRERIZ 22V,
TR ORI BT, BRAIY Y 32 6 7 61O AR HI% 5
BAG245 2 15 25 C DA SO O BLULER D S 1§, 4k
FLTBY., BHiOA&EDHEF S 12,
6. JETEHEIC B T BRSO IE

HGRIE F CORERBERI BT 2 AH Ol FIREESIL 7 v,
HIWBEOTLIC BT, FRBAEY) D 3 2 fI1080 T AR A% 5
BIAG24 T A CABIEFE L THB Y . 2 BICIHEME IS A%
HL72h%, BB & E DR S Lz,
7. /NBREHEIC 1T B RIS O

NSRRI B 1T 2 AH) O FFREER L 70 s

(% %h % 32]

LAYy =04 F 2004 =780y yEOTHE
HRDH A M A EAZIRIL, HIZ, RIEETA 7
12 CTHLHIEEEIAT (INF) . 15 —0A4%> 18
WA v & —u A F 6 OEESIIHT 299,

2. G R LIAL O B SR 0 B2 6 9 B FIHIVE T I35 < .
BPREATR SN TV 29,

3. B BT B T REAE L 35 > TR MBI FEAE B % B
FECCHHIL . MM A ER S (B2 A2, A
BTy R,

4. 7 v FEHARFORME R O A X PIREE SR & 2 iR ZEAE o[l
. R o BN Rk 2 B AR R R 2 A T
%>35)~37)O

5. FEHE g IR E 7S BT R R T SUS %
L. AFHEEEESES (7 AD, Fv M),

6. BREME TV B\ T BN B & BIRE L300 L
A A LR SED (B0, A X0, v p2),

7.7y MOBEET LY, A XFBHEE T VY RO XER
FE 75V 2B\ T, BRI S A KOG & B L B L.
AAEHE A IER S5,

(B ICBE T 2B LFHAMR]

—f#%% © ¥ 7 1) A AP (Tacrolimus Hydrate)

k%4 : (35, 4R, 55, 8R, 9E, 125, 145, 15R, 168, 18R, 19R, 26aS) -
5, 19-Dihydroxy-3- { (1E)-2-[ (1R, 3R, 4R) -4~
hydroxy-3-methoxycyclohexyl]-1-methylethenyl} ~14,
16-dimethoxy—4, 10, 12, 18-tetramethyl-8-
(prop—2-en-1-y1)-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][1, 4] oxaazacyclotricosine-1, 7, 20,
21(4H, 23H) —tetrone monohydrate

g

AF3X : CuHoNOw: - H:O
NFE  822.03

&

AR s 1 130~133C

AEFRE 10000 Q-4 2 % 7 — v/ K%)
MR 7 7 a) A ZKHIE O LR SO By R

Thb, A% /) —NVIIZLy 7 —)b (995) (2D
THEITFRTLNN-FAF VRV LAT I FRIZ
&7 =) (95) IiEIFe T L. KIZIFEAEHET R
Uy,

[RFE EDEE

A B ARmIEERIEONEIC L) B 3o T b,

(2 %]
A 7EI 0.5mg: 10074 7 (1074 7))L x 10)
A7 1 mg:1004 7 (1074 7L x10)
Hh7EIV 5mg:204 7V (1047 7k x2)

[(EEXB RO XEFE K]

1. EEXR
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1) Fung,J.J. etal. : Transplant. Proc. 22(1)Suppl.1 : 6, 1990
[PRG-00191]

2) Garg, V. etal. - Hepatology 54 (1) : 20, 2011
[PRG-28255]

3) Saegusa, T.et al. : ZEfiff & IR 26(3) 969, 1992
[PRG-01148]

4) Curran, C. F. et al. : Transplantation 62(9) : 1376, 1996
[PRG-04546]

5) Mrvos, R. et al. : J. Toxicol. Clin. Toxicol. 35(4) : 395,
1997 [PRG-05400]

6) AERE M HAEREE (T v - EhE)
(DIR940072)

7) tEAEREE (EHERON - S E)EE) (DIR080041)

8) FEANIRET (R - 3EEEE) (DIR080039)

9) PSS (BRALEE - SEWEEE) (DIR08005SL)

10) AARET M : 4 H o 26(5) : 435, 2013
[PRG-31510]

11) RS (PRS- Y ERE) (DIR080052)

12) JEEREMN A 4 H OB 26(5) © 443, 2013
[PRG-31511]

13) HhNgRsE (BRMEE - EYHRE) (DIR080045)

14) Alloway, R. et al. : Transplant. Proc. 37 (2) : 867, 2005
[PRG-17724]

15) ARG E (FRAEE - EWEIRE) (DIR0S004T)

16) Florman, S. et al. : Transplant. Proc. 37 (2) : 1211, 2005
[PRG-17734]

17) A S (PSS - EE)RE) (DIR080049)

18) HhNRisE: (OEMHES - & THIEEMS sk L H
B (DIR080050)

19) McDiarmid, S. V. et al. : Transplantation 55(6) : 1328,
1993 [PRG-01716]

20) Jain, A. et al. : Transplant. Proc. 26 (3) : 1609, 1994
[PRG-02370]

21) HEEE (FRRALEE - 5 T PR i G-5Er)
(DIR080054)

22) FEPEREE (R - SEYEIE) (DIR080043)

23) FERETE (fEHER A - £ E)RE) (DIR080044)

24) Twasaki, K. et al. : ZEPHRE 13(3) : 259, 1998
[PRG-06905]

25) Jain, A. et al. : Transplantation 64 (4) : 559, 1997
[PRG-05533]

26) Christians, U. et al. © Transplant. Proc. 23(6) : 2741, 1991
[PRG-00688]

27) Venkataramanan, R. et al. : Transplant. Proc. 23(6) : 2736,
1991 [PRG-00637]

28) Silva, H. T. Jr. et al. © Am. J. Transplant. 7(3) : 595, 2007
[PRG-20844]

29) Kino, T. et al. : J. Antibiot. 40(9) : 1256, 1987
[PRG-00003]

30) Sakuma, S. et al. : Br. J. Pharmacol. 130(7) : 1655, 2000
[PRG-09368]

31) Sakuma, S. et al. : Int. Inmunopharmacol. 1(4) : 749,
2001 [PRG-10660]



32) Monden, M. et al. © Transplant. Proc. 22 (1) Suppl.1 : 66,
1990 [PRG-00207]

33) Todo, S. et al. : Transplant. Proc. 19(5) Suppl.6 : 64, 1987
[PRG-00039]

34) RRSEANRR @ & ERF B AERS 36(1) © 81, 1988
[PRG-00110]

35) [FTIE @ #4H 26(5) © 436, 1991 [PRG-00678]

36) Mazzaferro, V. et al. : Transplant. Proc. 22(1) Suppl.1 : 93,
1990 [PRG-00216]

37) Loreal, O. et al. : Transplant. Proc. 23(6) : 2825, 1991
[PRG-00715]

38) MEAME= Ml - AENHEE (7 AR R 16 190
E7V - HIER) (DIR940004)

39) Markus, P. M. et al. : Surgery 110(2) : 357, 1991
[PRG-00582]

40) Todo, S. et al. : Surgery 106(2) : 444, 1989
[PRG-00091]

41) Ochiai, T. et al. : Transplant. Proc. 19(5) Suppl.6 : 53, 1987
[PRG-00035]

42) L EB b NS E (7o MEBEETL -
SEHER)  (DIR960009)

43) Ochiai, T. et al. : Transplantation 44 (6) : 734, 1987
[PRG-00050]

44) FIHFEL M 4 H oA 5(4) © 387, 1992
[PRG-01270]

45) FFE R Ml HARYMRRAMERE 93(6) ¢ 626, 1992
[PRG-01169]

NEEEKE - ERERSEVEDEE
FEHICREMOLNEEE IO X F LT TR TR
&y,

T AT T ABEMALHE ATA A VT A=Y arbry—
T103-8411 HHUIFHFRXHAGEARI 2 THS & 15
& 0120-189-371
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$ 2017410 HELET (551700 H A 3 7 i 5
*20144F 4 HELaET o 872699
7 N YRR E IR
g ju hﬁ“ a® L 0 1 o/ K% 5 | 21100AMY00151
TR J HmEU. 0 SRR | 19994711 1
= @ e A 1E
Protopic ointment 0.1% BOLHlA| 1999 F1LH
1) 1Ak B HEEER | 2010410/
PP / = WA | 19936 4 1
BERIMIIR © 248 (3SH. EHORIIIFIR.) V) R - ERS O XY BT A Sk
=s (AL - HERR)

(LARKIOMRIE. 7 N —VEREE EoB#EEIC
il L CWAEMOL & TITH 2 &,

(2)~ 7 ABAT DA BEERERIC BT, S IiH
TEREE DR EED ) VOoSHEOBEINAELD &
NTW5b, F72, RAFEHFIZ BRI ENME
ESPTIEE WA, U 2N, BERAD
BHPME I N TV D, REOMETIZH -
Tlx. ISR BF I L THBAL.
L2 & 2R L ECTHERTAZ &,

(3)EH. B S 2 2R & FER L T\ 4 BEMR L A
B3 2560120, MHPRENPEL 2D, BE
EEORIWERNEIR T 2 W ReEDH 5 DT,
HH0LOME LT, EE. HO 2R
IR L TV A BER O E 2 TR L 2. &K
FIOMHZRHT 5 &,

BE (ROBEIIIHFEH LW L))

(DiEHE. WS 2 2R 2 T L T 5 BEA~O
R ([Z45 ] oEBH)

CEEOREE, HEOEN ) T LAMIEDD S
B (BREE, EhY 7 AMESHEES 20
FEtED S 5o )

(3 AR AL 2 SE & 29 A # (NethertoniE 5
T oBF EEBIYE < . RAlo I F
EENEL Y., BEEEORIEHS T
LA RN D B )

(OITIR A HTIE LT\ 2 TR & 5 I A ([T
I . BRILESEA~OMH | OEBE)

(5VNEEE ([VNEBEEAOMH ] OESHR)

(6)ARFN DR 8 LSBUE DBEERE D & 5 B H

(TPUVAJE 3255 O SRAVRRE 1 % E i o B &
([ZoMoiERE ] OED(1)ZH)

(FRAIZEE QROBGAIIIHER L 22 & 2 5H|

ETAHD, FFRICHEE T AYAIITEEICEN
HZ L))

Bz J8 J&GE & 1 9 e (B IRGYEDEET 5
BENWHDH L, ) ([HEELRERWEE] OHES
)
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(e - HRICRDET BERALOEE

(A - BRICEET 2 EAL0EE

W - i

(1gH)

HR% 7 a1) L AKHY
(#7152 LT 1mg)

EEETOY Ly, oy Ivay, fEpss

w TA4 U, INT T4y, AT v
% IR B~ S O BE

(RhEE - %HR]
7 YRR RE 5%

AT 1A FOVHFESE OB TR RS |
GZEERIC L) SRS 0G0 TE RV |
L. RFNZ L BEESL D EW EEZ SN DY
HIHEHT % ‘

(BZ - BHE)
WE. RAICIE I H L~ 20, #EEE BB
j—Z)o &3‘3\ 1 @%f:b@@ﬁEjiE)gi‘/@&j—%o

(LB ORGEMNZ XA B O/ ) 7 HEEAIET |
L. MHREAE < 2 5 WD H 2 DT, |
FH DM b 53 2 BN S
DYEHTRD SN VE A I & Ak y
5l Tl RBOEAEARDBEIZH
HAERIET 22 & |

(2HEIRTEE 1 & 0 RFVEAT OBED T o7z
e id, R, B A E L, Bk B
Wbl oTHERLZNZ & |

(3)a B ) OV T i C O BRER BRI 72 0 ) |
T, BHERUCERBBEIfTDRZNZ &, |

(4)1 B 2 AT 235138 X 2120 H T

(EALEDEE

1. EEHRE (ROEBHIGEBIHEHT L2 L)

(VBEEE, Eh )Y AMED D % 8% (FEE,
F ) 7 A MAEDREE S B RS B 5 )

QIEEOIEED S BH EMIHELET
Lo ASH OO ML B 7S 5§ % W RETE DS B
%o )

C]
®



B)EH IR 2RO DLRIED H % EH (ER
WA < IRFEF ORI X0 . AF o
D BT SR D B0 )

2. ERLGEREIR

(WEEORED L I3BAR DL FHHI D72
LAE. M REENE < % 5 TREED H 5
DT, ARFMEHABBO 2 ~ 4 BRI 1A,
ZFDHITLEIG Ul E BRI 2 1T\
BEDNRO LN HEICIE, BEHICHEHZH
L. @Y RREERIT) 2 L,

(20ARHKE L HEANDBREZE 2 /N RIZE &
LT lo Tl BHEEGS V7 /R NET VT
DERA#ITLZ L, ([ZOMMOFEE] DI
D(1)ZHR)

(3) 2 4F DL b oo B f# H 5 o 7 B o8 9% B0 ) 478
ERE LT, BRYYEZHIMS /20, BEDs
ADFERE R DU REELD D) 12OV TIL,
R BRI AEDS7: K RBHTH 5 6

() EAER ) 7 b ¥ — Pz B 2B E 21X
FHLRWZEZFAIET 505, RL2Ed
T 256120 BG A 2 BU CEHT
L, Lixd o LowEt) zitEAl. i A
VAK], PIEREANC L 2EEZITI. D LL
TN s LA ERET S Lo

(SME . — P F FE IR (R, 12T
&, . ) EERSE) PEHEICRRO NS
A, BE. BEOWEE EQIIHBE LR R
HDT, HERBENSH L EIZOWTEE
[ T RSB

. MEEH

HAZE AL ZVWZ L)
AFNEHI A IZ PUVARRERSE ORI R 21T
ZnZlo ([ZOMOTEE] DIHD()ZH)

. BIfEH
KGRI £ TORKRAE T, BiAL 23061741819
5 (66.6%) |2 EERIRAAE S E % & O EIVEHASRE
D5 NTzo EREIWERIIBUES456] (44.3%) &
29061 (23.6%). €9 #FRE117H] (9.5%). E
FERTTH (6.3%) . 9E4861 (3.9%) . AT K
TERRFEBAE2600 (2. 1%) « HAWEE19%1 (1.5%)
ThH-o7,
R OFHATid, 5, 3836111, 63751 (30.4%)
\ZERIR IR A E & & T RITER SRR b7z,
F 2 IERIZERT506] (13.9%) . 263741
(11.8%). &9 #1826 (3.4%). SI&E118%
(2.2%). BERIIB (1.3%). IR IKERESE
ZAE6SH) (1.2%). HAijEze26] (1.2%) Th
2720 (PR A5 Fm % 20104£10H)

5.

6.

131

5%PAE [0.1~5 %A | 0. 1%K | HEAH
BT | B (9B | 7 ) FEK
DKE | B ITTHE
TR | ) (17.8%)
(ke
g, Las
%)(168%)
K i T e
JESAE™ (BF %l
R 5
WAV APk
Yoo (M
B ARV KE
BRBIES).
BT M
(%)
Zofho SE, SEF SRR
K2 K&, BB, W%,
JER™ AL 7 N FIHRALIE
il 5 9% &
HLFE
K & LIk 12 & ISk
DFER 1% g JE (b
KE%,
AN S
&)W
. BHER

BIVE I o8EEE 1L, K CoKREE (lAl, 2306,
/NJA356M51) K T BE O FAE (5,38361) DRGEE &H
LTHEHBLTWYS,

LD R AR ISR 3 5 2 L3 5o @ AR
BBEICER L, KEodEs E BB LR
e B, L XICHHAMBPRRT 220D 5,
B ORI BUE AR T A, REED L ik
ETazE,

H2) 2D &) BIEIRDY D S bNa12id, @b
WAl Po7 AV AH], PLERE AL ORH L. EIRA
FRLPIIUEE L 2 WIGAIZIE, REIOMH % d Ik
THIE,

H3) 2D &) BIEIRD D S b EI121E, F oA
~NOEfERIET A2 &,

4 B DALY O EYSEA S L, BT 2 5E 121K
HOMHE RIS 52 &,

SEmENDER
— S Tl REIME T L TWnbsDT
FEEITLI L,
Hi5. Eim. RIAHEENDOFER
(ISR @ Wl TR L TV AT RO H 5
AR L 2w &, (@EFEss (79 F,
O G) CTHRITEIEH. RBIEGEEIRD 5
Nzt oWE»H 5. )
(2R3Ltm - BEFLHA~RAT T AR H 5 DT
R OBFLIIEIT S5 T &



7. NEEADEHA

REMEAROMARE

EHALER, FrAER, FLIB T 2 RmoL) P E——— IfiLHE R (ng/mL)
VAL B A 7 < T LT B S T PR FHE+SD. | f/MA~ Rl
T, 2l Eo/NBETIZ X ) EREEO/NEH 3H# 131 1.85+2. 62 N.D.~14. 0
BHTHLHENEDRED LN TWAEDT, IMFE 138 501 0.72+1.13 ND.~ 7.4
JEEAIZX D EIEESEE T AR £ R L. 2 496 0.56+0. 93 ND.~ 7.1
MR TEAFT AL G Lo 260F% | 337 | 0.30£0.93 | ND.~12.0
8. WALDIE 52i7% | 70 0.380. 87 ND.~ 5.4

WAL © 7R DA oERAL CRilEEE) T UMk
IR L 2w &, F72, IROREFICMHEH
TAHGEICRIBICAS WL ITEFEETL &,
H— IRICA- A I 3HE&kz2 38056 2 &
WHDLDOTHELIZKTHE NIRRT Z & 72, ¥
Wit L 721212  FRBUE A bt 9 5 At iR
BEEr 2L LREYZITA LR ET L L,
9. ZDMDEE
()7 IV E 2 EE~ ™ 224082 H 72 ) UVAK
'UVB% BBST L. & 51208 [ 4400 & 39 1] %
BT CHEIE 3 2 & ABRENY) O 3R CTI 7 I
BISET 5, T OREBRIZB W TERIMVE
WS & AT L CARF 2 A3 5 & R IES O
SRR R T 5 2 EAUREN TV S,
(2)~ 7 A WAL DY A JE A BUBR C i W I R B O FF

N.D. : Em5 (0. 50ng/mL) LT
(B AKOAR SN AP - A&, 1H5gETTlIHL~
2 WA TH B
(FR R A iE)
WAT7 PE—MEBEEREE RN RICLAT O A A
H & DOIEHABRICBI DREIILTOEBY) TH o 7297,
WA - B | EAREAL | T EEGED B /REB S (%)
1H 2 - 33 | JRE - U 73/78 (93.6)
TH 2 - 1R | & - SE0 71/73 (97.3)

E3vE3:)
1. EBRO7 LI - ERIHER
(e b7 N E—MEZERICHED L 2REEZ RS 5
T NEERLUNC~Y 7 A HRISERERIZBIT 5
B2 G SR T 483 SO BLEZ T 0 S8 PRl oo 38 o & 30%)

Tl DTz REOEEINATRSO b7z, ERCRE
(3)7 v & (1.0~3.0mg/kg. K T#5) T, T QIVELT LV —FUS GEEERI7 L)V F— K5 %5 <
9 %70

BOWA R ORGEE DT 25, T 72mH

%ﬁ?ci%ﬁ[ﬁﬁ%@§%ﬁ{1&—Fﬁigﬂb %ﬂf:o (3)1 ﬂ? I/)l/#*)iﬂﬁx@ﬂﬂﬁ#iﬂﬁﬁﬁbiLiﬁi‘ﬂfﬁ)%i)\

BEIERI SR L T OMHIN R H 5 5770

(EEhEE) 2. e
iR (VA b H A >R
(1)H[a AR Y b b A S—THIFIC X AIL-2, IL-3, IL-4. IL-5.

Av%—=7xury, GM-CSFEDH} A M h A4 Y DRE
Exr 2704 FERED LIEL DM TS (in
Vitro) o
(2 ) s 0 B A P ) A R 01
PUgEPLARRIEIC L 2 v MEGMErsDe 28 3 v
WEEE 2704 X )R <HHIT 5 (in vitro) o
(3 IR ER B R 30
AN T NAF T THIBIZK D e MEBREk) 5
OEFEMEE (ECP) Oz A7 04 FXDiEH
#ill3 5 (in vitro) .
(OPUEFERAEINHI/E A
L NEET SN AR F 2 1) L A THAL
i Sl N o NI AN o VAN 8 R 71 €7 1|
fal 3 2REY) v SBRRUGEEIHI$ 2 (in vitro) o

(BB CR T B IB{LFRIA R

—fix 1 ¥ 7 a) A AKHY (Tacrolimus Hydrate)

{b%% : (35,4R,5S,8R,9E, 125,145, 15R, 16S, 18R,
19R, 26aS) -5, 19-Dihydroxy-3- {(1E) -2-[ (1R,
3R, 4R ) -4-hydroxy-3-methoxycyclohexyl] -1-
methylethenyl} -14, 16-dimethoxy-4, 10, 12, 18-
tetramethyl -8~ (prop-2-en-1-yl) -15, 19-epoxy -
5,6,8,11,12, 13,14, 15, 16, 17, 18, 19, 24, 25, 26,
26a-hexadecahydro-3H -pyrido[2, 1-¢][1, 4]
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1) JIE & il BRREESE 13(6) | 1483, 1997 [G3050932]
2) FKO06HFIIZE4s @ BiREESE 14(13) © 2405, 1998

[G3050996]

3) FKS06¥KEWIZE4 - T4 H AR FE 59(6) © 870, 1997
[G3050963]

4) FKS06EKENI7E4y © B FHEEE 92(3) © 277, 1997
[G3050956]

5) BEIHER b 1 2EREZ IRER 31(8) 12693, 1997 [G3050947]

47 2 37 s gP

6) Hiroi, J. et al. : Jpn. J. Pharmacol. 76(2) : 175, 1998
[G3050968]

7) ACAFERD b o HARIERLAHEEE 112(3) 1221, 1998
[G3050988]

8) Meingassner, J. G. et al. : Int. Arch. Allergy Immunol. 99
(2-4) : 486, 1992 [G3050863]

9) Katayama, L etal. . Int. Arch. Allergy Immunol. 109 : 390,
1996 [G3050944]

10) Sakuma, S. et al. : Int. Inmunopharmacol. 1(6) : 1219, 2001
[G3051182]

11) de Paulis, A. et al. . J. Invest. Dermatol. 99(6) : 723, 1992
[G3050859]

12) Cohan, V. L. et al. : Am. Rev. Respir. Dis. 140 : 951, 1989
[G3052157]

13) MG (v MERREk - EEIEH) [G3050010]

14) Panhans-GroB, A. et al. : J. Allergy Clin. Immunol. 107(2) :
345, 2001 [G3051133]
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2) MR L7z & & ICHAMRE R 8 2o
WaE, TICAENS X HigE T
HZk,

) MO L &, RO AN H (2 filt
NEVWEIICHEETLII L,

Do A 2 D3 255121 Ak
EBSMEDRREZ 5T TH
/S Rl

5) RNy a= ALY 7 ha v

(FEhE]

e

L REHOR AT T 7 IO KIS A & 1R L 7 & &, 4flC
77 AABBIMEN, Cuax130.086~023ng/mL. tmax & 1 X
3 W T o 72,
F 1. WO A

AR IE (ng/mL)
o JUREENEN (h)

0 0.5 1 3 6 9 12 24
1 nd nd | 011 [023 |0.076|0.071|0075| nd
2 nd nd | 0.051 | 0.094 | nd nd nd nd
3 nd nd |0.066 | 0.15 |0.080|0.073|0.051 | nd
4 nd nd | 0.086 | 0.084 | nd nd nd nd
5 nd nd nd |013 |0.065| nd nd nd
7 nd nd |[017 | 015 [0078| nd | nd nd
8 nd |0.057 018 | 022 |0.097|0053| nd nd

nd : ZREBEA (0.051ng/mL) Kl

2. ERER A YT 7T H oW IR A 2 110 1355, 4 RFEMBETLH4
i, 10 H FBEEIR L7z 8 &, St s o 5 H U230 %
JER ST XA =7 13K20DEB) Th oo AUCKT Crax D5
BTHEEIOHTRERWI EXDVETHE TICEWRBIEL
TwiztZz bhiz,

2. RAEMIRKE QS BE NS X — 5

e WAz Conas s AUC* tl/
Wl | BI% | (ng/mL) (h) (ng+h/mL) (h)
®1H 7 041022 | 13£5 | 620+ 357 —
E7TH 7 104054 | 9%4 | 2047 +10.21 —
SE10H 7 115067 | 11+6 | 2249+1268 | 35.2+14.9
(*F¥g £SD.)

T ARHI O 1 REOR R, 41 b RRE13. 9. 11K
F. EhENE 4 M IR TIRER, 68 3 Il IR 1 RER. 28
3 [m] AR 3 RIS AH Y o
FoEIH. BETHRUOEIOHDAUCIKZENZFIAUC)23n.
AUC. 23 AUC.121
MKAKNORBEENT P - HEICOWTIZ, DHE: - HE]omz
ZRT5Z L,

3.ARFHN I NVEFIIAFZ 1 135, 1H2 M, 4 MHERL2E X
DMPREZDTOEB) TH o7z,

S [ I EE (ng/mL)

WM | W esD, | M~ Rocfit
1:8% 2 0.315+0.445 nd ~0.63
2% 56 0.219+0.367 nd ~1.34
4% 53 0.297 = 0.446 nd ~1.36

Y7 MLV AIWAETHIEDNHDLD
T, VT FLVARERLTVS
Werid, MIRENC—H L v X %233 L.
Tk E D Th O HERET S
ZE,

nd : & =R (0.50ng/mL) A
4. KN 5 VB IR Z 1M 1M, 1H2m, #1288 (70~97H
M) EIRLZ2E 2oMPiRERDTOEBY) THh o 7= (RGN

P ERIRERER)

(3)ZFII(TEF - A ITE T, BEAKRD T 4 VA
(Fx v 7HaEaETewy) 20 B
HWE RN A ZE EEDH B T
ANVAIIZEY, BEoMEEZRFELT
Wb 7zd],

. R MR (ng/mL)
W WERR oo, | BBl
4 A% 50 0.286 = 0.485 nd ~1.69
128 51 0.305*=0.525 nd ~1.83
P55 T I 51 0.305*=0.525 nd ~1.83
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nd : R (0.50ng/mL) A




(B &)

meiRE (R AR Y
BANEBRHBEIFICY 70 A ZH T EN0.16me ke 2 R L1H
Bl &Y FHENRT A =5 ZROEBY TH o7

tmax Cmax AUCO'IZI\ ]\ 3 7 ﬁgx F R
(h) (ng/mL) | (ng-h/mL)| (ng/mL) (%)
42+29 4445 274+198 16£12 20+17.8
3% 1 2005 [ 5 i o 18 (E¥+SD.)
SO AERNA

meREE CNEFRALEE)?

ANBIFRAUES CEYERSM®) ICB W TIE. A IZHA AR
FCT27~4A85 ORI G- T IHFEEE o M PR EE A3 & 7z ()
FATOH T VEEHOF—5),
meEE Ok N\ RALEE) Y

BNBBRBZ OB Y 70V A XH T KON % R
L &0RWBHENNT A —=F1ZKDOEB) TH o7,

el | o 7 e AL b (it /A 7+ V)
W5 || v g | g | G [AUC
1 0.03 10 427 | 18 944 | 180 | 221
2 0.02 10 702 | 93 686 | 093 | 098
3 0.06 27 1654 | 23 1133 | 085 | 0.69
4 0.02 14 1056 | 7.2 418 | 051 | 040
6 0.02 9.9 615 | 14 69.2 | 141 | 113
7 0.03 13 920 | 13 1038 | 1.00 | 113
8 0.02 6.2 36.7 | 68 276 | 110 | 0.75
9 0.02 41 326 | 38 341 | 093 | 1.05
10 0.04 20 2308 | 42 3200 | 210 | 1.39

THE| o o o | 118 | 108
=SD. +0.50| =051

V) M b T 7 iR EEAS20ng/mL & 2 5 W AR VA,
BREHLRLT % Do

mARE (7 ¥ %)

7B O R RICARF 2 B i L7z & & o2 AUCoan & #HIR
WHGIREAUCoom & OILER X 0 S U 72 s o i P AT 31
11.1%TH > 72,

IRMEBAIZIT (75 F)

THFORMRIZY 7 a ) & 2 pRAN0.1% (KA . 0.3% X 1x1.0% %
THHEM AR L 728 &, IR Y 72 0 ) 2 ARG R0
e &b EHT 2B ER L, BB OABUCRBEC 5 L7z,
THFORMRICY 7 1) & AR IRA0.3% 2 1 Ml 1 3%, 3 e B
T1HA4M, 140 MBAENRL 72 & & ONGHKRP I 12K SR DL
SOMKETIZ 7 HH £ TIIIITERIRBISE L 72 AfRIZoW
TIEHNCFERE L 72 6 # F B RAER IR IS B W T3 » HHE T
IBITEFIRBIEL 720

(BRPRALE]

o7 VVF— NSRRI A T HTEH y VEE (6% L) &

WLUTENE L7277 2 R I i E BRI BT, 7

TR LA R ERIRI R ERT A 3 7 T odg o Sz,

T HRISORE AL, HRDSORE ORI .  HRNG RS ML, NG s M LU
MRS ISR R FLEA, MRERRE A, MRBRAS IR IE, Wik b 5
vy ABE, T ERNE N K O BE L o BEREEE A 3 7 DFEA

HIFEIN
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FRARFTR Gt A I7 DE(LE
5

w O
=
7
A
B -5l
b\
5 *%
D
= ot
mommE  1E% o0& AEE BIEE
B
(RSB (138) (28) () (BHEH)
—O0—  JStihE n= 28, 28, 25, 22, 28
—o— AEIBE  n= 28 28, 27, 27, 28
(BASES © SRS A A S ILE)
*:p<0.05 #*:p<0.01 (2FAREE) FH+S.D.
[ZERHEEIR]
1. 2B

()7 PEEBRBI7ZLILX —MRBERETIVICHT 20R
FraYAZADERIZ, ATV T I VERERR (IR) 7
LV E— PR T NAT BT, RO I IR ER J O T il
ORI % W L 720

27T XFREBRNT LIVE —HEERETIVICHT 20F
FrayAZA0EIE. YRV VEBRER (V) 7L
W —PEREBERE T VBT, RO A OTFIE O FhE
2L 72,

2. 1ERF

Fra) AARGAN Y= 2= YHEEHOCE Y, in vitrolZ

B 5 e bARMIL AR S DOF A4 b A4 v (IL-2, 114,

IL-5, IFN-y) A ZIHT 2 2 L MR E R TW D (ICsxfl :

0.02~0.11ng/mL) "

(B ICRIT B IB(EFHHR]

—ieg v o) LAk

(Tacrolimus Hydrate) [(JAN)

(3S,4R, 55, 8R, 9E, 125,145, 15R, 16S, 18R, 19R, 26aS)-

5, 19-Dihydroxy-3-{(1E)-2- [ (1R, 3R, 4R) -4-hydroxy-
3-methoxycyclohexyl]-1-methylethenyl|-14, 16-dimethoxy-
4,10, 12, 18-tetramethyl-8- (prop-2-en-1-yl)-15, 19-epoxy-
5, 6,8 11, 12, 13, 14, 15, 16, 17, 18, 19, 24, 25, 26, 26a-
hexadecahydro-3H-pyrido[2, 1-c][1, 4Joxaazacyclotricosine-
1,7,20, 21(4H, 23H) -tetrone monohydrate

b4

A
o
R

CuHoNO12 - H:0

822.03

& 7 a) A AKAWIE T O 5
Hbo

XF )=V ¥ 7 —)V(995) 12HD THFRed <,
NN-VAFVENVLT I FNIFTF ) =)V (95) 12T
23 KITIEFEAEBT RV,

RSB KT
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5mL X1
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