&) VIATRIS

% % 20254E5 HERT (B4
% 20244E7 HELET (453K

S PN
AAEEFAH <#70ULXHTEIV

BE O EIRMRE
HRHAE - 34

BARERR M EES
873999

BISE, ML B S ganlJAZijot)bsmngTRSJ

TACROLIMUS Capsules

i) - EMSFOLTE LYV EHT AL

[ F®BES | 22500AMX00050 |
| BREBA®A | 2013464 \

1. &

(zhk

1.1 FFO/REICHEVWT, EELREMER (BFRL. DAL, BEE.
LHEE, BHET. MEE. nEeMKEEE. FmERE
DEE) [C&V., BRNEZRRE-ED2EPHHDT. BR
BRCTAICHETE 2EERERUEXFICOVDTO+5 L
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(BBHEOSE)
SEEL ENCIE Y 70 AR L LTLEO. 15mg/kg % 1 H 2[m1#E 1z
GL. Dk, R4 I0BET 50 MEFFRIX1M0.06me/kg, 1H 2[5
G 2 R L 2%, FERIZIE U CEEMRT .
(FFHEOE5E)
SEEL HNCIE Y 70 AR & LTLEO. 15mg/kg % 1 H 2[m#E 1z
53 %0 Uik, e i® L, fiFFmidlHE0.10mg/kg 2 i &
FHH% JERIIE U CEERT 5.
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SEEL AENCIEY 70y A2 LC1H0.03~0.15mg/kg % 1 H 21
RT3 %0 72, EERUCEBGRICAA OS2 as 256
(ZiE, EE, 7 a) A28 LTlH0.075~0.15mg/kg % 1 H 2[al#
MHGF 50 e, SERIOIE U CRERMR L, 2 L70REDE S
NIRRT, e i L Ca SR = TR 50
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DFIEINHH OFELE - 5 EHEEER L CGRET 52 &,

(FFitE. BBHERUEHEBE

7.5 HRBOMREIZBN T, KRS NHEICANEHEZ %S L
B H N TV DT G EETEOBICERT 5 2 L. [17.2.1,
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R o0 4 0 AT S B 1l v R B & © & 5 7215 10~20ng/mL &
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- WA SRR 120 [ e U224 oo ik b T 7R IC O &, 1A
OETE % EhT 5,

1A B o ST A < LB 2H ML EREEICHE S N2280
M b5 7o &, 20 HOFHERE % ET 5.
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TV VE) RATH R EREOREY FAICEET L 2L, FRcS
MIN X Z OB EET A2 L, [11.1.18H]
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R EWAVY AN | 7Y R=Y A, CK.L5
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16. ZEHEHRE

16.1 IMARE

16.1.1 BiiE
R E TORRFERIC BT, BABBMERINZY 70 L AH TV
0.16mg/kg% &I 1455 L7z & S OFEMFE ST A —FIZKROLBY TH o7,

FHRE, B LA

Vo BHTIC L o THRrES LV,

Tmax Cinax AUCo-120 A s
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2+2.9 44+45 274198 1612 20*17.8
25 ) B A P e FEE (*F#5=S.D.)
SORAEARN A
16. 1 .2 fF¥s4E

RIS CPIERDS.3M) 128V Tk, AR ERET2.7~

4. 41ﬁ0>+%m’;29§fﬂhﬁﬁmmfﬁ FIBESES N JHEATH Y 20
DNAN T NGO T—5),

16.1.3 /\iZFHE
NRNGRREES CPIO4ER2.9%) 1I2BWvTid, AR ERRFTL1.3
~2. 5o OG- w TREE O M IRESH SN0 JHEATH Y 7 1u
VAR T NEGEOTF—%),

16.1.4 BEMKEBR
BN EBE A B ESFIC Y 2 1) A2 J 7R v0.05mg/kg % #E1#% 5 L
7oL EOFEYEEE ST A —FITRDEBY) TH o721V,

Tmax (h) Cmax (ng/mL) AUCo1zn (ng - h/mL)

2.4%1.4 22%13 136+105

(‘P +S.D.)

16.1.5 270U LRA TR EE IOV LZAFER O
B NERREZIENC Y 7 0) A AN TRV RO 7 1Y) 2 A Bk % [ 3
H L E0FEWHRE ST A -5 13RO EBY TH-72%, [1.2.7.2.121]



T eV kL o (kL7172 )v)
izﬂ B C AUCo-12n C. AUCo12

w5 | (me/B) (ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL) Cran | AUCo12:

1 2 10 42.7 18 94.4 1.80 2.21

2 1 10 70.2 9.3 68.6 0.93 0.98

3 3 27 165.4 23 113.3 0.85 0.69

4 1 14 105.6 7.2 41.8 0.51 0.40

6 1 9.9 61.5 14 69.2 1.41 1.13

7 2 13 92.0 13 103.8 1.00 1.13

8 1 6.2 36.7 6.8 27.6 1.10 0.75

9 1 4.1 32.6 3.8 34.1 0.93 1.05

10 3 20 230.8 42 320.0 2.10 1.39

Pl | B B B B 118 | 1.08
+S.D. +0.50 | +0.51

16.1.6 £MFHIFEHHER
570 K AN T EN5mg [VIRS] & 70275 7% 7 ¥ )\Vbmgk., 7 HAA—
N ) ZNENIS TRV (F 71 AAL L Comg) RG24
FEIRFHL ARG LT 5 7 1) A AREEZMIE L, 35 /e <
A =% (AUC. Cmax) 122V TIOWAEHX I TIERTAT 2 17 - 7246 H log
(0.80) ~log (1.25) WHLFANTHD Y. FAIDAYFIFSHEAHER S L7
M5 7 1Y) A ADSEYFE T X~

HEIST X =5 BEINT A=

AUC: Cinax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)

7 u) ARG TR

+
5mg [VTRS) 314.51+149.92

33.85%10.58 1.71+0.78 | 32.71%6.51

Ty 57 TN

310.10+158.73
5mg

35.31£10.48 1.67+0.77 | 33.58+4.21

(T3l + BRifR 2, n=20)
M1 % 27 1) 2 2 D EEHER

40 ¢
20| —e— ¥ 01 LAH 7V 5mg[ VTRS]
o ST T T 5 T VEmg
3 P+ B, n=20
g
) i
£,
mOT
2=
&
E il
10 H
00
0 12 24 48 80

511 (hr)
M ONZAUC, CoanZ D785 X — & 13 bR O33R AR D3RI 4 -
R D BERSSMEIC X > TR B UREMEDDH 5,

16.2 DRIR

16.2.1 BRI TEFIZE L 7 0) A REYBHHEN T A — 7 ~DFEE
Mt L7282 A, BEZLOCAERKL SFEMICRORS LA T2 EmIc
NHENCrac L FAUCHE T AA SN, TradHIEE L 721 JEAT— %),

16.2.2 WABBME RIS EFICBIT B & T 71 % Hv 72 5 42 3 B RE
Mo, #2710 &A% EHEGREORORINEE, TR T AR
D62% & HEE S 7z,

16.3 9%

16.3.1 & 7 1) A A DR PG A#1398.8% L L TH - 7219,

16.3.2 HRMEORAGEOHIZTY 7 0) A ZAQHINFH BT 2RI Lz 2
2 PGS ORI ORBAT AR SNz (BHEAT—4) . [9.650]

16.3.3 7 v MCIUCHEER Y 7 1) A 20.32mg/kgZ il L7282 A, 55kICIE
BURFEIZIZ & A L ORMBICEAT L. FRICEIE. A, OB, FUIRB ISR Ao 72,
AT LRI A O R & & IS L7ze B, KL AN
MG ORBATHRD S, HEHHEDOM IR - 7217

16.4 X4

16.4.1 ¥ 7 1) A AIFFE & L CHEMAHTERCYP3A4K UCYP3ASTHREF S
58, [10.5M1]

16.4.2 JFRHEERE Tomh, R R O A IS E L LT A F VIR R
URBILIETH - 729 BHEAT—%),

16.5 HEittt
TR ORI A I HEME S A, KRR DR PP IR 1% T Tdh -
720 (MEINT— %) B, ¥ 701 A ZADMAEEE L EEED 5 VI3 EHT
IZ X BB EZ T v,

16.7 EWEEER
Zom) AAZEE L CHEWAHEHECYPSAATRI S NS 726, CYP3A4
TR SN DMOEY EOBHIZEY & 70 AZADMAEED LS50

REtEDsd 5. F7-. CYP3A4ZFHET 2HEY L OMHICL D ¥ 70 AAD
MR T T 2R S 50—, & 7 11) 5 AHCYP3ALTOAH
FHEST 22 LI2LD . CYPSAATHHM SN A MMOEDOMAREELY LA S
H DM D B, T2 2 0) A ADMBEEEHEAHI398.8% LI L &
BT, MEEERE L OBFRIED RIS & OMEAEH O REEA S 5102,

17. ERPRRXIE
17.1 Bt RVURLSMICET 2 55k
(FeHEsEER)
17.1.1 BIHEICH T BIEERISOME

(1) EMRIEAE IAAHE (356]). EANHEAE IAHER (69%). ENFE ML
BB (8261)

TR F C ORI (1990~19944F) 12 B\ C BB AR O —RIGFM I,
1866 TS & A1, 14F B A A7 58 I OV L4 B A 75 513 2 297 . 3% J O
93.0%CTd > 720 MG IX74/18661] (39.8%) THEIOL[EA 5728272,
(2) EAHEIHERE

BB AR C I B X 2 MR E RSN BE 2 JE B 104BIIZ & 2 1 ) A
A (FESHE - 7 7o) G- 556 (52.9%) T [HRh] Pl R
AES N7,

& 7)) A AR 1ITENZI2B TS L CHET L7228 (1996~19984F) | 4k
HHRI394.1% (16/1761) . $EHESUSATEH L 725 60122/1761 (11.8%) TH -
Too 70N AAHTENHSOYNIEZ B (196]) ToOME Tld, 26T
SRR G DHERE S I, TEAEPUS G FEBL L 72 20 o 721227

(3) ENFEIHERE BHEmRSHEER)

P B F—HURGE - PTHLAPURR MO AR R 12, 28~ 7 H i 4
SEBMIHME T 2 0) LA TRV dy 70 5 ZAGHED 7L %
P L 7ot e, B RMERIX91.7% (22/2461) Th o722,
17.1.2 FFRSHEIC & T B IR RIC DM

(1) ENHER

TR E CORBRABICB VT, BN CHEKRRIBEFRNZ 2T, s70
VLA (GESHE - 7 7RN) S S NI224B1 067 A BREATE#1365.6% T
Holze TDI) HLIFUIRIFERE TH - 720 TEHSI34/2460 (16.7%) T
HERTE AR SN2, WTFNLBETEFD) bl %EE A 704 K5V A
FEEICE DRV LY L 720 F 72, 1990~19954F 12 EIN CHARE I
iy, ¥ 700 A2 (EINE - 77 2n) 255 S n721206006 7 HA:
FERII8L. 7% TdH > 7225,

& o) o ARER A TENC 128 S L CRET L 724528 (1997~19984) . 2k
HHIL100%. FEA UG AFEH L 2w 61134/76] (57.1%) THhH o7z, § o0
VARG TENHEO Y ZE (106]) TORETIZ, TR O &
HEAERE S, HEM LU EL L 7 AERNIX1/1060 (10.0%) TH - 7233,
17.1.3 {DOISHEIC 1T B IEHE RIS DM

ODBIIZBI 25 700 A (FEFHE - 7 7 2)V) O RIL OEEIR) A
WERENTVAHEB O (FEAT— %),
17.1.4 FHRSHEIC BT B IEHE RIS DO IH]

WM BT 55 7 1) A A (FEEHE - 7 7 8)b) O/ US O HIIFA
RSN TV RHTH (FLEANT—%5),
17.1.5 FEMSHEIC & T BIEME RIS DM

BERAIC BT 2 4 20 ) A A GESHE - 7 7 2v) OIEHEIS O
WERENTVEPO (HEATF—5),
17.1.6 /NSRS BT BIBIER SO IE

INEGRAEIC BT 70y AR (EFHE - 71 7)) OGO iR R
ARSI N TR (FEAT— %),
17.1.7 SHEBHEIC B T 2 IERRIC ROBHER XS EROMmE

[FRrR 5]
(1) ERFI#E AR 18)). EREAE THEHR 386)). ERNFE AL
B (666

FFRIE E CORRARMER (1991~19964E) (2B C. FRIFHHZ ORI A 1
9% (GVHD) OFBix HiIZy 20 A A GEGHE - 7 7)) 285 1L
7212500, FRICHEEE RIZ L. WEPVLEL & Sgrade T UL EOGVHDD
F&EIE2261 (17.6%) T - 72471,

& n) A AR A BN S L CRET L7 8 (1996~19984F) . grade IT
VL EOGVHDDZIHIL33.3% (3/961) TH - 7247,

[AERE]

(2) ENHRER

TR E CTORMKREE (1990~19934F) 128V T, HHfHEOGVHD39S
WLy 2 a) AR GEEHE-H 7R v) 285 L 2EGVHDT/1361 (53.8%)
K ONEMGVHD12/2661 (46.2%) AL EORHFEE R L7229,



GEBMXEX)

17.1.8 ERSE TIHLERBRECENSE THEFESHRRAR (7.921]
PR ZEAE O MR EROEERIG KB EC2BI AR L L, Fra ) ARN
TRVEER2B). 7T AREE0FNZ 2 M G- L (JGEAER) . ¥ 2m ) AR
BTNV BT LR (DAIR I TIC X 2EEE) ZR1IOEBY) ThH-
729 F iz, EIEOHEETEESERG BB, ¥ 70 AAS TR
20 L7z GEEMAE) . dEE (DAIA I TIC L 2UFEE) 1345.5%
(B/1161) Td - 722, Witk & b HRIE10.025mg/kgl A 210 % 1 [ i & &
L. Z0O#%HEE NS 78 (10~15ng/mL) & 7% 5 X5 HHEHEH L7217,
F 7. EIARESRERO ¥ 2 10 4 ABEERE T T O SEE TR A 4
BEIC, 2BDEOHEE NS 78 25~10ng/mLE LTy 70 L AN Tt
WA IR R12E G L 7o# R, ik GRS B 58 (DAIAa 72X
HUEE) 1.2 NEN61.9% (13/2161) “J1%66.7% (6/961) 0 CTdh -7z

#1 DAIR I 7

B AEBIE (%)

5 ul) AARE AR

DAIR I 712 & B Uik pE™ 16/32 (50.0) 4/30 (13.3)

MDAIZ I 7B CHHER L, M, FEELE ARSI R, RGO S iR o435 H
ECHYE L EE TUak] & L7,
) 55 TR C o0 i dut i g 50
UTForBYHEHEL, 2% L %G5G 2528 IRERO A%
Feff (ROE/AER) 3L, AREHET RS Lz, &Mz@Et, 10
BGEOEPRIGEE N 7 7IRENMES N < & $0.3mg/ke/ AHHYS & L7z,

wiMfES I b5 7 O WE R SR 7
LA FHGIAH (128 024F5#ME) | Doew=Doax12.5/ ((Cizn+Com) /2% 3)
JEH. $254H B Pasy SHACINIER new=Dold . 120+Catn,
2[n] | # 1 H OFEIA 52, 3H R _ s
B 5100H | RN 4257, SHE) comgs | DD 12.5/C
3] H * 208 HOFRf2 51,50 DAL

#5151 s (RBI, #5120H) s | DY

FALIRERGR | 3. 4. 6, 8. 10, 123815
SEHDMALUEHEF | 3, 4. 6. 8, 10, 1ZMEX |

(LIS LC) 1/ T I

Do © FAHTET OG5 (Be5-FIAAI130.025me/kg) o H I S 72BN LT 55 (v % Y
FETAL, 0.5mgHlA Tl b iEWliE 3%,

G BRI O$ G-
I (kg) | 30=~<50.0 | 50.0=~<70.0 | 70.0=~<90.0 |90.0=~=100.0

5
(mg/[A0) 1 1.5 2 2.5
Duew © Wi OFG-dke SN S NAEO/NEUT DT M2 ME A L, 0.5mg%l A T b
LT 5,

%10 CnVE S FBRUE AR I KM OB & Conk FIV 723 5 Doew=Doa X 12.5/ (Comnx 2.5)
L0 F 72 CondNE R T BRAER TR OB Cinx HV 723K Doew=Doa X 12.5/ (Cizn
x4) L2 HOHEARMRT 5, LICERE TRERBIUIRBOYEIZIE, BT
PRAED Al 2 LA L CEP ORI Y BT 2,

X2 AHET R SN SR ORI B R S O25 D1 % B2 WA HE b T 7
JE AL 10ng/mLEL E OB & RIS, F 72 10ng/mLAM O A 2 13805
Z1E HiRS 02501 5,

%31 CAY.5ng/mLEL F15ng/mLA M OB A1, BT O HE % H120.6f% (=7.5/12.50%)
L7zfme 32,

CS 1 1 B oifii4» 52, SHEBIEEIZIT H2HDIH b 5 7 O35,

C*: 2l H OFE 225 1. 5H DB E 2350 A I b 5 782085 25613 % OFI51H,

Curough * 20 PAFREIZ B VT, BELEN, (5~10ng/mL) %L 7zl b 7 7R,

#5208 T TORGEMET - BHER TV 2 — )b
15
R DA S

A AR
17.2 WERFGHRAES
(FeHEsEE)

17.2.1 BBIEICH T 2 EERISOME [7.52H]

(1) ERAKERE
WG OTA (1996~20024E) 12351F 5 14E BRE AR 3 OF 4R SRR AE 2 31
B (1,23361) TI3ZFN2198.6%K% 1895.8%Td - 72,

17.2.2 {OBHEIC BT BRSO

(1) FEAKERE - RESHIHEE
TIREOREI B 2 OBAE—KIGHEIES (106)) D128 FFEEGFFE L V12
A FREARIZ VTN 100%, 1278 RAGHEHE UG FEHH1340.0% TH > 72,
F 7o, SERMAEFER O ERFESRIIN TN L100%. 34 ARG
FEHEIF50.0%TH - 727,

17.2.3 FHfHEIC & 1T B IEMERIS DM

(1) HEGEARERE
A ORI BT 2 M —UGEFES (1261) O34 RFE A3 L O34
PRUEEFRIT T 82.5%, 3 BRI UL FEHHILT5.0%THh - 727,

17.2.4 FERSHEIC T B IR RIS DM

(1) BHEGEARERE
O TN BT B BRI — RIGHHER] (3561) DA FARALFHIL100%,
QAR PG AEFE1LT8.3%. A4FE BAGIEAM UG SEBLE 1337 . 7%, 4ERFEA A Y
VHEBLERI395.5% T dh - 725,

17.2.5 BHBHEICH (T 2EERCRUOBHEAMBEROIH [7.52H]

(1) ERAKERE - MNEASHIEE

[FrhiE]
IR OFAEIZ BT B grade T U EOGVHD O BAEZEB = (FHEF£100 H I 25)
X, A (21561) Tixdd.1%. /NE (11761) Ti340.8%Td - 725,

[aERs5]
TTHRA DTN BT 5 BMGVHDIZX 3 2 H#h211.56.8% (42/74%1) Tdh -
729,

18. EEpEIE

18.1 1ERA#F
y o) ARG, THIRZEES2 502 7 F MEEE N L 72 miE iR
WCEELBHETHLIIN Y Za—) Y2 HETLIET, ¥4 M I A VL
PP 82 AU ) SR % 7R 370

18.2 /n vitrofER

18.2.1 THIFEHIEC X A2 THIla 504 v ¥ —a A &> (IL) 2k UA ¥4 —
Z7xay (IFN) -y DA% 6F, EEEERKT a . IL-18 L OIL-6F DL
P 257,

18.2.2 SIER DAL & B o 8526 3 2 I L5 <L R
2R 2 BIREATR STV B8

18.3 IS 16

18.3.1 FFHIFRIEE TV (D=7 A FLO . 4 20 59 v2) 12817568
O A SOS 2 FIRI L. A A LR S8 5,

18.3.2 7 v MEANFOMRMEK A X MIRAE I L 2RO RIE, 55245
BB oD BN SERPA  t3 2 BT IR R S 2 AT B 50

18.3.3 B MEERET IV (w729, 59 M) 128w, B xES
FOs a3 L. AR A R S 25,

18.3.4 FRMHET T (e e® 4 X9 59 b)) LEBHEETIL (5 v
b)) 0L liRfEE T (4 %) PROEBHEE TV (1 2) P28 A B
Mk A SO & 3 L, AT A ER S5,

18.4 KIBRICxT 3/ER
FIEWBRBEET N (w7 2) 1I2BWT, KIBHEOHELTHIRE 2 S 0
IFN-y OEAEZIIHI L. KB RmEEZRRT 2™,

19. BRIRSICEET B EBILEHIER

— Mgy © & 7 1) A AKX (Tacrolimus Hydrate)

134 1 (3S,4R,55,8R ,9E 125,145 15R 165, 187, 198, 26aS)-5,19-
Dihydroxy-3- {(1£)-2-[ (1R, 3R, 4R) -4-hydroxy-3-methoxycyclohexyl] -
1-methylethenylf 14, 16-dimethoxy-4, 10,12, 18-tetramethyl-8- (prop-2-
en-1-yl)-15,19-epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24, 25,26, 262~
hexadecahydro-3/-pyrido[2,1-c][1,4]oxaazacyclotricosine~
1,7,20,21 (4H,23H)-tetrone monohydrate

53 F3 0 CuHeoNO12 - H20

e 822.03

PR - BRSSO R TH 5.

AZ )= VXIETE /=) (99.5) XD THEITRT L N N-V A F bk
VAT I RXEES /=) (95) ICEFRT L, KICIFLALE TRV,
s s,

20. BBV LEDOEE
T Eu—aEEEKE, BREETTRET S L,

22. ax
2071 7V [10% 7 (PTP) X2, $ZME#IAY ]
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