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APTT Activated partial thromboplastin time (JEMEALE4y hwa L RT T AF
IF[#)
CVA 3Bk SRL-CVA-01 75k
Lansky play-PS Lansky play—Performance Scale
LM 7% NPC-12T-LM 3Bk
mTOR Mammalian target of rapamycin (FLIET N~A T KX R0 E)
NPC-12K Tu ) AADERH
NPC-12T 2 ) A DEER

NPC-12T-1M 3 Ex

HEEME Y BRI B NPC-12T (U A R) OFER Nt s
K92 2 i ek 2L [5) 55 TURA 2 Al 12387 R Bk

PT-INR prothrombin time—international normalized ratio (v kwm i b B
[E PR HELR)

PI3K/AKT/mTOR The phosphatidylinositiol 3-kinase (PI3K), AKT, mammalian target of
rapamycin (mTOR)

QOL Quality of life (AEJEDE)

SRL-CVA-01 #BR

HHAMEMAE - U L o VERBICKIT D2 m U A RO K O Z MR
% 2 ez LR IEE BIER IR (R57E B RAI 5E)

VAS

Visual Analogue Scale
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1.5 ERX (IR DEEZRUVRREDRER

1.5. 1 BEXIIHROEZE

va U AARF, 1970 FRICA —AZ—F L LTHMLITND 73X A O OEHIL, 4
HBlE S L7 WO Streptomyces hygroscopicus DORERIRT 7 b U RHBERHEM THH, DU X
72 EOTEEEM. R R GEMEIERN 263 24, KL OBFFEIZIB W T nTOR ZH b &5
PI3K/AKT/mTOR 3 2 /MAREERR IR D0 702 0 AW FHIFFED A & 27272 212240, mTOR FHEHE
& LT, EEY ., mAANEY | BMERAEMIRES Y B CAERESY | MR 22 & DRk X e
PRBIZHT DI E L THIFF ST %,

v U A ABE (BAD 13 AW THEEN T 7 A P—tn b -EREO T A B 2 %
T, 20144 7T HIZT %Y AABEL mg & LT TU U IRERRIEIE ] ORIEE « b3 T/RR A IS
L7z, Fo. ABIOHAFITHD T80 DAZ L 0.2%1F, 2015 45 10 FIZEHKIITHR D JeBR T
BTG EHIEE I G H D% 1 ST E &4, 2018 4F 3 H . THEMIMEREALIEIZLE 5 REWRZS ) &%)
HE - 2R L L CARBERG L T D, HAMIBWTIEL, 7 7 A P —412% 1999 4 9 A BBk
DN ARSI O T8 % G & 3 2 e Ml Fl & U CORE T TRRBEZZ T, Zhlok 2021
3 ABIE, 5 109 O E K OMUBIZ IV T, IREHERE SR O TR UL Y o IR A IEE O )
JE CHAGRAESZIT TS (5.3.6-13),

Al TNY LAEED THHAEM D N ERE Z2H0E &3 5 GR R — A HARHRE (—
EHEE) 1T b0 TH D,

U L EREIE, RETES - IRE A CUINRE RE & BTN TWD) O—>Th o5
W T D, WREME; - IREFTE &1, EI/NEINCRT 2 M8 o NE ORI M Z 5%
BHEOZLTHY, KO ARIER X OVER, 85, Rk, JRsiEs 2 Sk a 2RO A
FoREEAEZTS Y, Z2ORTYH, HIEMEO R BIEA 2 BT ERE MRS IEE - RS A
EREEIL, FHE LW QOL IR T2 b 72 b7, NREME - IRE ALY R AR & i 8 g i
#ER EomERE DR CRMENEIE, BROERE, §FRGE. Biffkear,. 24—y - v
N EERER &) KBS, SHIZZ Y vk e hL ) 3— » U R—JEERER ED Y VX
BB L MEFEERORAMOBIEETS (K 1.5-1), HEH ) B REBTHH Y oVl (V)
VOB U L oNEIRIE, T A, U U NEIRIRER Sid, 2F 0 L oNEDREIZ L
VSIS ZINDHEETHY, TNEENE LTHE - WDV > FEaic X 2 FER IR EE, S0
JEiE, BROEREE R EAOPR L2 . REOKAKSEKDITHE ., BT X D82 20k 2k
o T HHAMEN ORI EBSEZEBE TH D, T D OFRBIT, EHOEBFITRT 5 EFREICHET 5
VEAESE 5 550 | TICHLE T 2@ 8R CERL 27 427 A 1 B T) 'O U3/ NRIBMERFERN (B
ot 7 A5 BRR) WICTHESN TV (2.5.1), W OBBIZK LT HBUEA RN 72 Wik
7 <L AR EIRR, B LIEE, L — IR, BUREER R EA M S5 03, SRR E ST
Ko TIEFINEONENREE: Z & bZ, B, EREGCIIIEDES AT A K, a7
Ju—b A F =Tz PRI ETAZ OEANREIND OO, e TE DA%
BoNTELT, BERRAIEREZIZ 205 2N 50D 26 REITERIC L EH 2O b
TWLONRFEETH D,
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1.5-1 #AMEARERES - IRE 3 i

R RIS M OIS AT 1, IR IARELZ 722 > TR b 0> PT3K/AKT/mTOR FR# o B8 15 14
XY, MERNBHIE, U NENEIEEORFHIEZE 232 ENRRO—DTHDHEER
S5 TUVAZ 18 mTOR §&, PISK/AKT #EE D> 7 F LA L, VAR Y —oAE/k & EARKE
FIE L CHIFIEEAEORE R 2 T8 LT A, mTOR & 7 F L OREIX MRV v ST % 5
47 VEGF DRI AN S 519, PI3K/AKT/mTOR #&HE D FHTEIEIL, RS BE IR Dk
BRI R T 2 END ZORKE Ly M e LIEFTRIBEEORBEN ST D,

mTOR PRLEAITdH 2 ARFNL, MO/ ZE0M0, 75 A2 2 nTOR IZREE L. OTEMAL
EIEIT S 2 LK D ARREEEEANS] & & b IChUERTAEER, LY oNER A ER AR D b
MoV U NERB A GO EAIENRE IS - IRE TR 28 LWaE e LTER Sh, 280
Ba R COMFZEHE b2 STV 510 1018 i T H AKIE AW EZEEERBR O —>TH 5 Adams 5
19 D IR A OEEETEIRE IEE - IRE A2k L C 80% (Overall Response) & % 5 i
TEWEHREZR L, DORBREFEEZR Lz, AFICBWTIE, ERZ/NNERNEER 5
DM U BEERAFSE S CRIBEDOFE RA MG L TW5b, 2o k) i ismE 2. 2041
A. ) - I < < 5 (C o
7o /NBAEERT & 1%, ESZAFFEBH R N B AR EFRAF SRR S H A% D - hk 28 47 (2016 4F) BEBRIRAFFJE -
IRBRHEEIT TR D THEME Y o NERE ST 201 ) A ARIEMRNLO T2 D DOF%E] & L Th)
AT, THEEME Y o R RTT 5 NPC-12T (1 U A R) DA RMER Ot Z Ed
% 2 fi i 2L A5 A EE Al 338058k | (NPC-12T-1M, BLF TLM 3Bk ]) <5.3.5.2-1>% 2017 4F 10
H X0 Bth, £72 2T U CHREEIRIRIFZE E LC TERAMEME - UV o YERBICH T 5 v

U B A DR O I 2 a3 5 2 sk 3EFRIFE B MFExt ek (SRL-CVA-01, LUF TCVA
FBR]) <5.3.5.4-1Z>% 2017 4E 11 H LV 2h B, IMARBRICSINTE 22 o 7o B IR
B D Ok 5 3B B B AN, S BIT, FIERS X, HEEE 2B L= AH 0 HE
Rigl 2 VT, HSIRIZ S <RIE LT 5 B R B 4 5 A IENRE IS - IRE 2 2 XTI
2019 4F 12 A5 R FEEIASR (NPC-12T-CVA) ZBHtA L7o, 728, FERIAIZ H - Z 0155k
1. 2020 4F 12 ABUEHEATRCH Y . T —x Bit. B,
e, o> % .
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b IERERAE T Lz 2 L a2xd, 204 DA I
[ JNENe
I (= % T,

AFNE, 2020 4F 11 HICEEIBMEIRE IEE - IRE ST & L Ca DB IR SRS R E & 32 1) 7= <4
EHZS (R2H) 554915 (FEEH : Sfn24 11 A 25 H) >,
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1.5.2 FEOEE
PHRE OB EE 1.5-2 1277,

REEH 2014 2015 2016 2017 2018 2019 2020 2021
RERUREH —
ME
EERE s
L ged i
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(EMENRE)
B B%
SRL-CVA-01 1428
(HEERERE)
I £ 1
I 5 £
Rqulic
I 5 £
—ER BN
E 1.5-2 MEOEE
1.5. 2.1 mE

AAH| (NPC-12T 8 1 mg) 1%, TMARMA D F ) LA 1 mg (FRFEES : 22600AMX00763000)
LE—THD, PIEERHEER (1.13.1) HPoHEARBEEE Lo,

1.5.2. 2 JFERFREIER

FHRIOMAEZRMAT 2HER, BIROVEERERRIZ, SROEMRER CBRERERIZMT 5307 #
HEENTWEZ b, HIELREBEER L 2oz, NELEXEObHLEERE, RS
NEERBELLEZEREL T, AFHEBEYLEAONIUMESEREL Lz, T2EKER
Bk, 7% AREOPIEIFGEHEER (1.13.1) CEBFATHY, FitBBEEE L2) -
R

EWMEERRIT, 7 ARAEOVEFEZBEFEE (1.13.1) CEEEATHY, Hl-oHlEL
ERLARhoT,

EHEHEEIE, 7V LAEOVERERHERF (1.13.1) CEBELZHRBRIINAT, $HEF~ b
FHW-4AMEEENESEMEE 1 BB A HmIcEEL/=<4.2.3.50.4-1>,

1.5.2. 3 EREREER

ERFEOBRET —# 3w r—03, FiEE L L TEAER (NPC-12T & : 75 LAEE

1 mg) ZAVNPC-12T-LM & (LI, IMRER) ., S2EEE L L THEAER R ORI % B
7= SRL-CVA-01 @B (LLF, CVA#RER) o2\ BE2POICEE L (BEAICOW TR, B
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HFOLDARH TEED TR, Tz, FREEI S— b T, MRTHER AT —4 %
PN T REER [ SR B REARATT & FEhit L 72 <5.3.3.5-1 &>,

& 1.5-1 EREREREBRD—

R4 s (FYA ) KGR R ({ﬂéﬁz) f‘f&%ﬁ% T T — | BMTEERE S
2
NPC-12T-LM | EEyatE U > VE BB | U oV AR (11 1) NPC-12T $£ 1 mg| & ¥ 5.3.5.2-1
(/= | 5 NPC-12T (3 m U AR)
1R5R) DE MR O & WEt

ERCEZ e SRR Bl
TEIRER GEEMR. IEx

)
SRL-CVA-O01 |#E/EPEME « U ooV | ) oo VE el (52 ) NPC-12T 2 1 mg| 72 L 5.3.5.4-1%&
(FFEER [1okd 5 m Y A20Z 4 | IREIEE (11 41) NPC-12K $kz
WkgE) R OENEZ R 5% | BIREE (6 61) 0. 2%*
T ILFFE BRI AR [ IR GEUIRE 7 (9 61)

b 77
* - NPC-12K bz 0. 2% 3. I N

1.5.2.3. 1 NPC-12T-LM B — &84 1) VNN EKRKEICH T H2EIRER VT E ST
ERREZ EEIEE JIEEIES S5

2017 4F 10 A~2019 49 AT, [EWN 5 EREEEZZ2Z L TV L8R MY o VERBABHE 3~32
WD 1LF (B 46, 2otk 7 6)) 2 RICARFIGERZ 52 G L. REIOFE &K OV 4
ERRET LT, EOWNGIZ, Vo oEE L6, U EEE 9B, T—AJF 1B Thotlz, £
FRETE H X, PRHERESOHEIC X 5 GBHE 52 % OERREDORHE L Lz,
ZOFER, FEFHMEE B ICR Té%%ﬁi%ﬂ%(%%%ﬁ@ﬁ:%A%N%J%)T%
0. AREIDERMED NERBICENTH D Z EAVRENT, 72, PT-INR, APTT, 747U/
o, TrFhryE VL D-F A v — ORI L TIERT DIERNRD biviz, [KE,
R, A, Bl Do Y, HEBGRTTIL 4/11 F2 b # 554G 52 Btk CUIH L
) 1/11 NI LT, b K< BN AERFRZRIIONRK, RWT, JEREJER. THIK
OB, FPROERREOIETH Y . HERAEFERITIIMR, SRR BTN RO bk
N, BB R E R LT,

1.5.2.3.2 SRL-CVA-01 FHER-#atEmE - ) VNEREBICHT DX EMUERUVEAREE
BRET S ERRMIR

2017 11 A 203 A3l HET—2hy MAT7RLE LT, ENL EHEEREZZ L
WDEEAVEM A « U Lo NETRBEBE 0~T1 %D 77 i, 'ﬁwﬁLﬁMJAW%ﬁ%;\Kﬁﬁ
I OV A 53~848 Ak G- L. AHIOZEMER OFIMEEBR Uiz, Zod, AEITH
HETHY ., 2020 F 12 A BTESHBUTET P CTH L, ARBRIT, IMRBRICSINTE Rho 7o
L MERBOBAE, IMRBRZKT L, M50 0ER A 22T AN TERBL TN H 0
Thbd, EHROWNRT., U S m 2§ (U o 5 HE 24 6], U 2 S IERE 20 ], I— A
36, U NEYRIRAE 2 61) . DRI 11 1, FIREY 5 B, IRAEURE A 9 Bl Th o7z,
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Z ORI, ARISERI I ERA A 52 G L & & OREKOEFIT 60.9% TH
ol EDH B, U NERBOBEITIIT 2% E-BA 52 B DZE051% 50. 0% (95%F KX
[#]:23.0%~77.0%) THV . IMPHRBROZDRLFREOHK R ThH o7z, £z, /W, 7
47V Ty D-EA~—DEFEHNK L TIEF(LT DIEFINFEO b, HEIZ RO b
= TR, WGEKRAR. AR, B TORE. &8 oo, e BisaI T 11/75
BHUZFRD BT DR LT, #4552 s CUTF IR 1ZiZZh 24 3/46 5], 1/46 B E Tl
Y LTz, EHIZ, Ji VAS, Lansky play-PS b ET H2BAARD N, Kb I AbNTH
EHELT, ONEK, RWT, JEREERCHoT-, EERAEFSIIFR AL, BHE, gt
N O, BEREN H il M ONEUTE . A28 e OUISE, DARERDFERD b, £D 55, FELTH 4 i
(RRIR A4, UIAE, B2 R OUMLRE, (DA4) CThodz, FURBNENEG T, BSEmiEikzf
TOHEREERNGLE L 2R T2E, HESNZFHENES 2 D, Bz &bk
HNZIE BAF e BRMEZ /R L2 B 2 by, BEEORE, BIEM7RiEk 2 a9 5 B3 & 5Bt
RELILZELHEEL, HEPZFZTLEERAFFRLORNLTROLNII NG KH
T DT> T, 10K EOREMENGREE BBl D &l S0 0% RARD 5 2 &3k
Do, FBEOTRRBEOL LEEIIRETOMLENHD LB DI,

1.5.2. 4 EEMEREBLASHE L OBBMORE

1.5. 2. 4.1 I - -

AHFN D TEHEVEIRE IS K OARE 7] x5 & LIZBSIC WL, IR RZO/NEER &
2 < - COM+1 .. -
DOREFEIT, 2.5, LIS 2R L, ek a 1. 13. 2 IZIRfT L7,

1.5. 2. 4. 2 1R 2 =

A# o TegareREEE Lk ORE R 22 s U2 - . <.
B - - COll+=1- 0. .

20l <=l A ~20l = 1IN - - - -, I
B -, D ORGET, 2.5 LICHIS AR U, sEsEA 1,13, 2 IS LT,
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1.3 XEDERLOFAM

HEMEIRE R - IRE ST EE OEE, BEENRERE G T 52 EETH Y, [ENTEM
ST FA ) B BT 6000~8000 il LHEE S 4L, ZD 9B Y L RE (U o/ VE i,
U U oNEERE, T— D0, U o NEPEAE) 13 700 BlET: LB 2 HND, AFINCHIR SN D
S, EHETENRE S - IRE AR O (ILERE, Vo /VERE) B0 KRFETIEA
FEEA] (1 mg 58) OIRMMAFEEZREHE (FEOMAN) DEENZ WY U NERBIZIR - 72, T
FEIRSPCHLANE N B < FBIE L TV D IMEREBIZOWTIL, BIEAFIEER] & & & IZFERIAl 2 Az
ERfiFEEER (\PC-12T-CVA #Bp) 27 <d v . I
I - 5 C 5 D

HEVEIRE R - IR AT TSR3 5 BT OIRRIEICA R 2 LT <. Wi bR %
15 ABRIEIBRB LRI & 72 D, Lin L, AMRHZRILE SR 7 — A 20, BUE, ZI6E -
IRERTLHEAB2NZ L s EROBSG TITEITERANIICAT oA N, /¥ —T7xn
o BIBAK (B D AT ) ERRENDN, WEEMNSE DR LHLN TR, 1R
FIZEE L TV DONBIRTH D,

ARHGETII, LM ERERSE ORE ) b EHAYENRE IS - IRE T O 5 B, HHRME Y o EREIS
KU CARBNOENTIRENREZ ] S0 Uiz, MEREBEZE D, BN TIEIE SN AF O
WETHFEORUVRERDIE SN TEBY . BHAMEIRE IS - IRE A6 2 A~ O HIFF 23
BMESTND, ZIODIMENDARBNNIKRORRT 4y NR®HDH & &R Lz,

@ AFNL, mTOR LEHKTH VY | AFIOIBEITEEVEIRE IEE - IRE S EORIKEETH 5

@ AANL, HHAEMENREIES - IRE T (RREETIZ ) Vo VERBICIES) 1oxid 5 iRyl
W TH D

@ AANTEETE Y v NERBICH L CTRWENREEL R LT

@ AANIIRE RS « IR TSR LT 80% LA EDEWRERZ RT Z ERHE STV

® AFNTEEENE Y > VERBOBE IR 5D MIREERE 7 A —2 ORE . Hif, EiE, &
ONADL ZeE L7

— T AFNIREIMEERZ AT ENbHEED Y 2785, £z, ERSE BITH
NELH GRS, mIFIE, SESSEREER2EOREFRLEHEICEAL, EER LD
IR E MR BCIIE R &b WE SN TWD S, REFEICIRAGT L7z LM 3R & OF CVA 3R ©
b, TRETICHESNIATFEROME, K, BELORESRRL I L3l *
7. BEORE, BOENREREZATLIEE2RBIRE LI L bE L, EELRAEFR
LORPHLTROLNTWEZ &b, KFIZHEHT 5I2H 72> TEI, AFIOIGHE EOA RN
fabtta B D LR SN D0 % BiBD 5 Z ENRD b, FBEOHRBIEROS LHEEIC
BETHMERD D,

VLB, BUER S T & DIMIER 2 WEER TH 28RN Y o VRIS LT AR, 15RO
AEENE RIS 5 bo L LT, ERLEOLEEREV, HRPORFEETHY, 1R
ERRBUGITHRME T 2 RS FHTHD L E R D,
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K - & & LEEIcr ) A A% 1 mg AT D HEH
H G X 5y R ERS @ FeERS, (6) BrHEEIRRMN
FET D hEE T h O FRLOHEEIRMEY > E R
Vo NEE (VNG U U NEIEE, — DR, U U oNE
JEBRNE
TETLHEEOHE <HEIRPEY N>

WE, el ARE LT, BEEEN L0 L EOEEIE2 mg, 1.0
R OEAIE 1 mg ZBMGAEL L, 1 H L ERAOKS 5, Uik
I, Mt b T T EECEEORIEIC L VIR EAFET 52, 1A 1A
4 mg BRI L,
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S590 AREE (LM 1.6 SEICIST DMK IR 2 &kt

L6 NEIZHEITHEARKREFICET 2ERH
1.6. 1 NETOFHFAI R UFERKR

HEAME Y L NE R B ORIRE XTI A THRAGR ST S E Uk L A v,

AL, BRME OIRSHEM S O T B 2 i & 3 2 5@ mfilAl & LT, 1999 49 A I KE
THID THGR AT TN D, 2021 4F 3 HBUE, KEZ D 109 OE S I CHpg il & L
THAGR S, e SN TV AEHUL 80 » [EIZ kS, Fiz, U WREMMEE (LAM) ZiEis e L
TAMZET 19 »[E (AR, qE, vv7, HE, 7790, agr 27, ULITA, T
YoFr, V), BAVET, XTI TT A KE., AV a2T A, TP IR, 32K
J, NFw, =TT, RI=AHFE, FT7T7~T) T, & HIZEU TV LAM I3 L
THARINTND,

203 A 14 BETOY Y AZADOHTRE O RIERERIT, 729,937 BF - F£LHEESN
% (BERERERE, R CORMKIER 799,827,957 mg & 1 HOHEEHE 3 mg IZHSV T
%), Eir 1R COA3 Ans 2043 A) oy e U AAOUEGE T 31,483 B - F L HE
EIND,

1.6.2 NEDORFMXE
K[E Rapamune®] (2019 4E 8 HR) . K ON9E[E Rapamune®] (2020 4E 10 H 6 HRK) DOERATC
E (PR LIRS0 245,

1.6.3 ¥R T—2L— b
7 7 A #—4E> [SIROLIMUS CDS Version 42.0] Z¥sAI4 5,
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iy ‘ﬁ‘%iﬁ@% A

ARERITIX, Rapamune &2 Z RN DOF M T D12 DICMERIGERDT X TEHEENL TN DD
T TIEH Y FH AL, Rapamune [ZDOWTII B FIEREBSHEOZ &,

Rapamune (& U AR) N

Rapamune (v U AR) GEAl (A H)
KENZ BT D PIEAGRA 1999 4
i SEEEEl, FBMEARE R OIBHEE TIXERA LRV &

SERLRELEIE O TIT LT 1GFHRES D = &,

S NHENT KRGS DI D 5 U N IE K& UM O SIS A S B3 D T RE
P& 5 (5.1), SLEEMBIRIE N CNBBAEE OB HITRER 2 RO EA D 73
aHRGTLHZ L,

IT AR R S OISR (oot 3 2 Se s iRt & LT Rapamune (31 U AR) D%
MR ORI L TNz, ZOREOERITHRE S (5.2, 5.3),

TR —ERIFE T, Bl e, TERILARAE (5. 2)

R 58 S aHRRER (5. 3)

. Rapamune®

BEEDERWET
e B OMER EoWE - BYEATERE (5. 16) 201947 A
e o OMER EOVEE U F U8R (5.19) 201947 A

2hEE - R
® Rapamune |X, BBAHEZZT 5 13 skl EOBFIZET DIREHEHES O PRI H#IG & 72 5
mTOR P 2 3 2 5EMfilH T 5,
> BE~PEEORETFINI R EHTHBEEOEE R m ARY o (CsA)
LanvFarAruAf FAIEHAT 22 &, CsAlTBME 2~4 » HIRICHIET 2 2 &
(1. 1),
> EEORETHI AT BETLEBEOLE  BE 12 » AT 7 v AR Y RO
aLFarTuA REIEJATLZE (1), VA7 OEWEE T, CsA BEiio%
AP R OIS LTy (11, 1.2, 14.3),
® Rapamune (X, Y '/ \WRE FiESE A OTRHEICEE)S & 72 2 nTOR FREAITH S (1.3),
R - A&

B EE
® B UIEERONTNN—EDHRMAT, 1H1ERATLZE (2),
® Bff% TX AT IR CsA B 5 4 %I EAIRAT 228 (2.1, 2.7),
® nVULALAD KT ZIRENBEGBENIC/ S X 9 Rapamune MEFFEZ A T5 2 &
(2.5),

o JHEE: HEEOHLBE T, MEFEZHETHZ L (2.7, 8.6, 12.3),
W~PEEDOREFZN) X7 2 F9 5EBEERE
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® Rapamune+ 7 T AR Y UOFHPEE 1 BHICAMEG6 mg 2 1 [AEE L, RWT1 BHHE
FE2 g 2&kET52L8 (2.2),

® /AR EEI% D Rapamune : FHE 2~4 5 H&, 4~8 M7=V CsA #5221k
THZE (2.2),

REOHREFNI A7 (5T 5EBHMBE

® Rapamune+> 7 2 ARV UHEE: (BEEZO 12 5 AR 1 B BIZHEK 15 ng DERT
Ba 1EEREG L, IRWT 1 HHERES mg 25752 L (2.3),

U o7 SR i NEE AR

® % NIIEERHFOWTNN—EDRMET, 1 HIERATL2ZE (2),

® Rapamune DHERES N D WIHIHEIZ, 2 mg/HTHD (2.4),

® T ulUALADNT 7N 5~15 ng/ml (2725 £ 9 Rapamune O HEZHREIT 25 = &

(2.4)
® JiTHRElEEERE ~D® G  IMEREEEDH 5 BE T, #HEELHETHZ L (2.7,
8.6, 12.3)

A2TOBRFICET=2Y) L T2 Em+T52 L (2.5, 5.17)
B - 2 &
® Rapamune WHIWR : BRI O H Z A 60 ml 1I2-2%F 60 mg (3.1),

® Rapamune $EH] : 0.5 mg. 1 mg. 2 mg (3.2),

P =/
FASID

Rapamune (23§92 E@BE (4),
EERMERA ELOEE

WEUESG (5. 4)
A& MV IE (5. 5)
KRR ITE  ORIE TR (5. 6)
m R MSE (5. 7)
EHREIRT (5.8)
HHAR (5.9)
EIENE D A LAY (5. 10)
[V M At i/ FE e i 2% (5. 11)
Y7 u 2R CIEGEH T CoRER S (5.12)
Ny =a—U URREARNT K 2 MR FEAEREGERE/ M AR L S PSR / A MR
INILERED Y 2 7 #Ehn (5. 13)
® R-NEVEENE - MBVCEE KIET AN B D, AR FTRE 7R IR IA R 1 ) OY Rapamune
DEHEBE % 12 BRI, Ao7HEofE AR S S (5,15, 8. 1),
®  BVEAGHAR ¢ MRS 1RSI TIAMEN BT D AREMER B D (5,16, 13.1),
U F UM AU F O AERET S 2 (5.19),
BIVER
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BB OIRSHEIESUS TR - ieb L< AbID (BB 30% LA F) BIERIE. RAMER
fE, m hUZ Uk FE, SiE, @ma L AT a—/VIE, 7 L7 F= o8, 8. T
SRR, BN IRESEYL, A, LG, BIETE. KR, IIMABIMETH D (6),

U U RSIREIEE : b K<AH LD FHFE20%LL E) RIERIL. ANk, TH. I8,
L, SIREES, SE. MR, AAMEERIE, FREEGYE, SR, O F 0, iR, oL AT o
— VIIETH D (6.6),

BWER OB H 5 HR 2 RET D846, Pfizer Inc. 1-800-438-1985 % FDA 1-800-FDA-
1088 & A M www. fda. gov/medwatch IZEET 5 2 &

IEMtE BAER

O 1 AR A TN 9072 CYP3A4/P-gp KA LR /)72 CYP3A4/P-gp B

EHIE OOFRITRET S Z & (7.4, 12.3),
® [RIRMICEEZEYMHAEHORERRY A ME, 20 E#REZROZ L (12.3)
KRl EH TOREH

® Tl Wi FEBROT —Z IS L IRIRICEE KT AR R H S (5015, 8.1),

o A ILUC KV ARICEEZRANERBBEOATREMELRH D (8.2),

® B ROLMEDAESHMSHE | AEIEA 72 O ATREM S H S (8.1, 8.3, 13.1),

BEHRBERX O DA ARBOBRET A FIZHOWTITITEHZBROZ &

ET : 201948 A
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BRTGIER © BR*

S SENE, FBMEBREROMBHEAE CIIERA L2V & 8
L B I 8
L1 BRI DI B e S e DT 8
L2 BBAEICET D OMIBR . 9
L3 U R M LT T D TET v e et e et 9
2 T« 9
2. 1 BB R I o — R T B 9
2.2 ME~PEEORETFHI A7 26T 28BMES ... 10
2.3 BEOREZNY AT 28T DB BT 10
2.4 U U R R R kg D R 10
2. B R R R = U L 11
2. B AR B R 11
2. T I D g B B 11
2. 8 I D g B B L 11
2.9 Rapamune PN D AR L O GBI T D FR o 11
3 A o B 12
3.1 Rapamune PIFATE . . o oot e e 12
3.2 Rapamune BEAN. . ..o 12
d B R 12
B R M ) DT 12
5.1 YK T D RESNMED EF RN LR BEERBIT A REEM: 12
5.2 FRAE— RIS L, B BEREHR L K OMFEh IR fARSE (HAT) ... 12
5. 3 A — R 3 B BB . o 13
T 7 & == 1T 13
TS 111 13
5. 6 IR R OB T o o e e 13
T A=Y =11 14
B, 8 Al T 14
B 0 BB IR oot 15
5. 10 T E N T A I R e 15
5. 11 R e B e M S 15
5.12 7 v AR Y AR LB 15
5.13 Wy =a— U URRERNS X 2 M R e EEGRE A 2 NP 2R B A 4
BUNIAESE (HUS/TTP/TMA) DU A 7 B R e e e e 16
B LA B T e 16
5. 15 R T 16
B. 16 AR . ..o 16
517 7~ h 7o 7IEROGIEREEIC LI D0V AAD T 7IBEDORE. ... ... 16
B 18 B T 16
. 19 T 7 T B 16
5.20 587772 CYP3A4 KOV XUd P-gp BRI M OFFEEAR & OMAIER ... 17
B BIE T o 17
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6. 1 BRMEE OIREEM LS TRAICEIT 2 BRRARBRARE ... 18
6.2 7 aARY VBRI D Rapamune 35 .. oo 20
6.3 MEDRIEZMNY AT 28T DB BT 21
6.4 HEFFHIRBALREEMICB T D Vv =2— U UFHEANS Rapamune ~DOEI 0 Bz .. .. 21
6. 5 N D B S B 21
6.6 U L R R R 22
6. T T T o 22
T R A 23
7.1 U7 a AR e DO 23
7.2 CYP3A4 L DN P-gp DSBS 72 BB A M OB 72 A . oo 23
1.3 T U 7 = 7 = A e 23
7.4 CYP3A4 K TN P—gp DFFEHN I BRER . . oo 23
8 A B T DI T L 24
8. L A~ D G 24
I = 25
8.3 B R O DA R . 25
8.4 I D 25
8. 5 A N D e 26
8. 6 R S B~ DB 26
8. T B B~ DB 26
L0 B R 26
L1 A = A 26
L B B 27
L2 L B 27
12, 2 B 28
1. 3 B R 28
13 B R T 34
13.1 J&HME, ZBBEME . AT 34
LA R A e 35
14. 1 BREEERE TR DIBaHEM UGS D T 35
14.2 BRBMEEEICB TS 7 a AR UBEBGEER . 38
14.3 BEORIEZMNY A7 28T DBBEEE 40
14. 4 HEFFUIR BT ICB T D H vy =o2—1 VEEAID D Rapamune ~DEI D Bz ... ... 41
14.5 FFBHEEEIZBIT D NI X—2RFHEN LB Y AAR—=ZFE~OY V2. ... .. 43
14, 6 /N B R B 43
14,7 U R B R 44
15 B R 44
16 A0 /B R O D B DT I 45
16.1 Rapamune PN FITR . . o oo et e e e 45
16.2 Rapamune BEAN. . . oot 45
J S = 45
A T P 46
L. I R 46
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AR

AW SEIRl, FRRERE ROMBHEEE CIIER L2V L
® CIENHIC & v RS B R U LS K O O B S A S L 5
AREMEN B D,

FoEINHNC £ 0 BRIkt T DB D BR U N ERBLO RN B D, SR
B R OB A RE OB BICRR A R OEM O LN, BB Z 21T 5 B3 Olfas s T
BHIZ%F L C Rapamune®ZfE 32 = &, AAEGEE 1L, BRBRE K OSCRHRIEIC 0%t
JIETXDERBRMEANB AT AERMRICBWTET S 2 L, MEREA YT 5E
fiE, BEOT v —7 v FITRPERVEMREREFF > TWD 2 & [BEERDHN L
DHEE (5.1) 2,

o JIFRAEAEE K OB R (63 2 s il & LT Rapamune (312U A R)

DREM R O IMEITHENL L TWRW2D . 2 OSSO S e B4
R MEN LOVEE. (5.2, 5.3) M,

o JIFRPHE — WMRIEL. BhEAHREtE L, IFEMRMARIE (HAT)

FHFBAEEE 2 x5 & L7 BR12V C Rapamune # % 7 0 J A A &G 5
&L RMEPEC R OB BRI AE U7, 29 LB DL T, FEERUIZ DM
TR DD T BT,

RS HEEE 2R E LEARRBRE S 9 1 DORBRIZIB W T, Rapamune % 27 1 AR
U XiZZ 7 m ) AR EPERFG$ 5 L HAT 288800 L, K4y D HAT SEG] I 4% 30 H
LINIZHEBL L & OSEIB T BRE R UISE NS E o T [ZBLR O FO/EE
(5.2) =M,

o JilifEHE — KU WA EhRERE

Rapamune Z S0 ML D —B & L THWTW A A, FlBEE CiIcEXwe
PIBEERRIEG] (CREBDIZEIER)) DHESNTWD [ZEER MEH FoEE (5.3) 2,

1 $hee - $hE

1.1 BREICH TS EHFBIERRIEDFIE

Rapamune (311U AR) 1%, BBEZZIT 5 13 MU EOBEICRIT BIEEHEES DO TS
Whts & 72D,
BRE~PEEOREFN ) R 7 2B T 2BEDOHE, Rapamune [TRMICT 7 7 ZARY v KT
anFaraArad REIEFHTAEECHND ZEREE L, 2B, 7 AR V3B HE
2~4 pn Btz 5 2 L U - &2 2)B ],

EEOHREFHNY X7 2R T 2BEDOHE (RABAEE KO/ T aE 7R N CRilE o[
TR Fr 3G L7 T R B OV USSRV ROGHES AL [PRA ; PRA & — 7 fE>
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80% ] @V L BRI N D). Rapamune [IBMEE MM 1 FH., 7 a0 2RY QR a LT a
A2T7uaA REIEOERAT 22 E0nLEE L [ - JHE (2 3), BEEEHE (14. 3) BR],

1.2 BBHEIZHE T2 EADHIRE

7 a AR Y VAT Banff 7 L— RIIOAMH G T E G 2R LB, &
BrHkfFEE RS, G2 V7 F =2 >4.5 mg/dL DEHE, BARHE, ZieaBiibs., “KBMmE
F ISRV ISR O @ W BEIZIB W T, 7 v 2R Y VEERLTRE S v Tunipnyy L
kA (14. 2)5 ],

BEOREZEN) A7 2B THREOEE. /AR U ERaLFaRxTaA RElL A
L 7= Rapamune D2 MK O NMEIZ DV T 1R EOBREIMTHOI TV R\, B 12 » H
BIBE OERAIRIBIZ RS W CREMGIRIEORE 2 BRI 5 2 & [HLskir (14. 3)Z 8],

NRBREOBE, FEFHNY A7 BENEBZ LD 13 AR O BE K OVNT (18 i)
AR |2k % Rapamune DZAMEKR OV ZIWEIHESL L TR [FIE/ (6.5), IAKLER
(14. 6)Z 1],

BBMEE ST 527 v AR Y IEPEH T TO Rapamune O FHLE G- D2 M L O B0
L L TR (B R OEH EOVEE (5. 12)5 ],

HEFFTB B RS ICRB I D ANy =2 — Y VIHEHID B Rapamune ~DY) Y B x D2 2L Y
BRI MEST LT [Kaig (14, )28,

1.3 ) VNIREFEEIC R T S8R
Rapamune (1 U A52) 1%, Uy SIREFGEGESEA (LA OIGEICHEIG & 72 D,

2B% - AE

Rapamune |%, % XIIZEERFONTILN—EDORMHET, 1 B 1EIRAT 2 2 & [F4 - /H#E
2.5), FZHH (12.3)Z]] 1,

BEAZ DS LT IDAFENTZD | FoT2 LienWZ &, EAIZ IR TE W B II3iAl &
5L, EOFEREEZEEST L Z L,
2.1 BBIEREICHT 5—RNEAE

Rapamune O E L, BALE T 2721595 Z &, Rapamune |37 @ AR U >
WHIR (ZRAED) kO XEy 7 mARY v A7 n (GRE) o5 A RBZICIRHT 5 Z &
DEE LW EGHEEN (7. 2)Z8],

va Y ARTEREHNE V2O, FEEFRECO YR Y A RREIZIESV T Rapamune O &
FET A BERNCAT 5 &, WmERG TG R D RTREER B D, Vo7 A Rapamune fEFRF &%
FEI L7726, ZOFHMLWHEFFETORMZ D7 &b T~14 AT 72 LT, BEE=4U 7
WZEDWDOHERME TS 2 &, 13 A EDHBFEHTIL, Rapamune DF7z7e HE =817 H & X
(AARIREE T BUTIRIEE) &V ) BB THERNEH 2175 2L T& D, YR U LAD T 7R
T PATAORNENH LGS, BT EIONA TAME D BE L. Rapamune AffE=3X (Hr
T 7o MEFF B —BUTHERFE) L9252 &, Rapamune @ 1 Hig KM EIF 40 mg ZH 2 TiEe b7
VW, ARTEOBIMOTZOICHEIE 1 A& 40 mg & LRIZHE. AMEL 2 RiZbizo TRET 2
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Tl vnUARD NI 7REEL ARMBEREODR LD 3~ BRICE=X Y T TH T
&

Rapamune W 2 mg 1% Rapamune 2 mg $E4 & BRIRAICRIZETH D Z EMHLMNZIN TS
728, mg L CRIZZFAIEECTH D, LA L. Rapamune WK D& A &3 Rapamune $E4 0 = H &
& omg L CREIRIICIFESEDNE ) INIRTH D [ELIFEE (12 3)5 ],
22BE~HhEEOREFNI RV ZETLERIBESE
Rapamune & 7 0 AR v OB HEE

FHEBER OWA . Rapamune NAIR K OSEANIHRANC Y 7 0 AR Y KR Fa T
a1 RHIEDFAT 2FIEICHWD Z ENEE LV, Rapamune [3HERFE D 3 I Y T 5 A&
EERETLZL, Thbb, 1 HMERFR 2 ng I > CAMRG6 ng 2542528, vul A
APEE & BAERPHPNICHERF S D 72ic, EieREe=2 ) v 72 nb 2 L [k - fld (2.5)
ZH],

T a AR VBERL% D Rapamune

Bl 2~4 » A%, 7 v ARY L 4~8 HEIZH7- W #ik 1L L. Rapamune & vV
LADEMT T 7REN BAEGHNIC 25 X OFiT o2 & [ - HE 2 5)B3R], v 7
BARY AT e U A ZAONRB K OEELIEIT 5720, v/ a AR Ui ek 5 L
Rapamune B A ELRWNEY | vu ) ARREIIME T T 56NN H D [FEIFEH (12 3)
ZH],

23EENREFHNIRIVEZETLHERHEESE

EEOGRIETFHY A7 26T 5 BF TIX, BAEEYIM 12 » H M Rapamune 227 0 AR Y
FkOanrFazxgsaf REIEOFRT 22 ENEE LW [BELE (14. 358, @EOREFEN
U A7 ZHT 5 EBE CTIEIARIFHFIEOR &ML OHEIEIZONWT 12 5 ALL Lo T
WIRWTZD | BAE 12 5 A BICILBE OERRRREICE S\ CHRyZIGIRIE ORI 2 B 8T 5 =
s

Rapamune & 7 0 AR Y v #0FHT 5 BE DA, Rapamune {RRIIBAEL 1| H HIZHK 15
mg ¥ CORAMBTHGET 224, 2 AL, MIEMERES ng/AZ2&ET52L, FT77EE
5 HE~7 HEICHIEE L. IRVNT Rapamune @ 1 HE&2H\/EI+THZ & [FHL - HE 2 5],

I ARY COPMEITRKT ng/ke/ HE TONERE L L, TO®KITEMLT N T 7RE
OHEMICET DL METT DL k- HE 2 5)BR], 7V K=Y 3k &5 mg/H
TERETDHZ L,

PR NRIEERWD Z L 6D,

2.4 ) UNIREMBEREICHT HAE

U v R R IESE AR ClE, Rapamune OWIMIHEIX, 2 mg/ AEHEGTHZ L, vr U LARAE
M b7 7 HEEIX 10~20 HICHIE L, JE%E 5~15 ng/mL ICHERFT 2 L O RGBT 5 2
& k- HE (2 5)B ],

FEAEDEFETIZ, HEFREBEITEMR RIS TIHREITT5 Z £ 23 TE % : Rapamune D
Bl e HE=BUTHEX (BERE/BUTIRE)., 0l A20RWVEEM O, FEEFIRE

_10_
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Dm Y SRR XD HEEO H SR, mREEG E i o R SRR B D,
Rapamune OFEFFENFTF SN2 6, REET=F VU 72X D 30 B5EOMEbI OGN, b
L T~14 BREF LWHERFE 2T 2 &, BELEREENERINZL, BYihkET
=XV T hMR L3 s AT EICETT D L,

2.5 BEMABEE=A2YY

Rapamune OFITEZZEE LI-HA & 70172 CYP3A4 A K OSHER 20 L T2 B
X, TRTORBE. FICEMRENZ(L LRt D & 5 8. 13 5Ll L CRE 40 kg A D
BE, IEEEEOLLIBEICBNT, YV ARAD NI 7RERZ2E=XV VI THZENEE
L\ [EYH A ()ZR],

Fine=2Y 7%, Rapamune e ZMEIT 5720 OME—DARIL &\ 5 DIF TIZZR W,
BRI FER . AR AR L R O R R AT B IR T 2 BN S 5,

Y ARY CEHATIHRA, YU AADNT VIEREL BIERGANICHERT2 2 & [
RE (14), FEIFEPE(12. 3)BR], BE~THEEOREFHI) AV 2 /T H2BEBE T 7 m
AR VB, BAER LERO e Y AZAOBEIE T 7REE 16~24 ng/nl L5 L,
ZD%, vr U AZAOEEREIL 12~20 ng/mL &35 2 &,

FREovm Y AZAHELE 24 KEE b 7 ZIREGPIL, 2 e~ T 7EICE b DTH D, Bl
16, BRI TIZA T u ) AR BEL 7 u~ 27T 7EROSEIEETHEL TWD, 4
M a Y ARREOHIEMIIA N SINEOREIC A G SN0, Bl n HIETHE LR
BT H S 72 (AR O EOZEE (5.17), FEpHEPE (12 3)2MR], BAZREHFE~0
FEIE, Y AR T ZREOHEICHWZOWEICIE U TITY 2 & FERITONTER O
R AR T 5 b, RRICEB T 5 rlRetE b H 57, BARIRRIE~ ORIk = &
WZHEF L7 WTEIC BT 23 LWEIRRICE ST Th 2R T e 5 7en, L2 -> T, YUsZobr
% EhE U7 R & OBE AR 5 2 &, BARDHIEIC OV TDELLT Clinical
Therapeutics, 22 %, fI#kB, 200044 H [ZZXG8 (15)ZR]ICGEEHEH S LTV 5,

2.6 IRIAEEE

13 LA B TR 40 kg Rl OFEFICRIT ABHEIX, KREREICKESE 1 ng/n’/ HIZFHH
TAHZE, AMEIXS mg/m* & T52 &,
2.7 FFeElEE D HLHEE

R 72\ U AR O AT R BERR S SB35 Tl Rapamune OMERFE 240 1/3 I8 L. ¥ O TFHEHER
ERAETITHN 1/ 2BETAZENEE LV, Rapamune A EZ L H ¢ ANEILR [£5l L
[HTOEEN (8.6), FELIFERE (12 3)B W],
2.3 BHREIEEDHLHEE

BHSREREE D & 5 BE Tlix. HERS OB (5 2EH] TOREH (8. 7)ZR],
2.9 Rapamune ARAZDHR R VIR EIZET 5165

BEHEOROAT Y 2% AL5E O Rapamune WK 20 OB H-7=DIcHWL Z &,
EME7/2 D Rapamune 23 6 2402 (1/4 77, 60 ml) OKXITAL PPV a—R

_11_
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DANSTET T AREINET T ATF v VREBDHRIES Z b, T =T T N—0 ¥ 2 — R FEDMD
AR ZFRHUC N TR B2 [P LN (7.3), FEZFER (12. 3)ZH], ML T,
BT &0 BamllKIIA L PV a—2ADBME /N4 A A (1/2 v 7,
120 mL) JZMARL, ML T, ZELICHHT S Z &,

Rapamune WHW&IL., HALA Y =/ (PVC) 75D di—(2-ehtylhexyl)phthalate (DEHP) D#h
HEEZ R 28 NEONTVWARY Y L_—1 80 Z &AL TW\W5, Rapamune PIJHIE D
OGO, ZOZLEBEBTHLERDH D, ZNLOBEICHEICHED Z L NEETH
Al

3EIR - &=
3. 1 Rapamune R A%
® IRt AT A 60 mL &7V 60 mg

3. 2 Rapamune £E%!

® 0.5 mg. #HBMA. HEIC “RAPAMUNE 0.5 mg” & ZIFIS - =ATEOEEH,
® | mg. Hfa. FHEIZ “RAPAMUNE 1 mg” & ZIFIE iz = AT OEEH],
® 2 mg, HEO~—T o FHEIC “RAPAMUNE 2 mg” & ZIFI & N7- = ATEDOEEA,

4%

E',
=

"||*

Rapamune [IAZNI 3 LIBBUED & 2 BEIIERTH D [ BERK R Lo E (5. 4)%
iy

o

ZERVERLDIEE

5.1 BREITH T HRAZMOLAERYY) V/\BEHRHT HAREM

FREIHNC L0 . YT 2D B U LR O OO EMEER (FRCERE) &
HETHZENH D, W1 KORRR 2 IZRD SN Y L oNE ) B RE B O B
0.7~3.2% (Rapamune #5-#f) %I 0.6~0.8% Uﬂ#?ﬁ7)vod%ﬁ&IN77tTwﬂ@#)T
otz LAITEH (6. 1) &CF6.2)5R], Fi=, @proBREHNHIEL, ik, Boetmye, s
O ARG & BTG T DM A AT D AR B D, Sl NI S OB A
BEOEBICRB A FFOEMO AN, Rapamune %595 Z &, KRARESBE L. REBE K
OSFRHFIEIC ke CE DEFERIE NB A2 AT OERERICH W CET 5 2 &, MERpRE
YT HEMT, BEFEOT7 v —7 v FICRPERWVFERE SR 2> T b 2 &,

5.2 FFiBtE—BRIET. HiEAHERRR U EIARMAZAE (HAT)
FFRS A 8512563 % S IR E: & L C 0 Rapamune (%24 OV WM I SE L TR LY,

L7723 o T, ZOLEOFERIIHELE SN2, FFBRL% O EFE TiE, Rapamune #5121 0 1
W, B R RERERR IS, AFENIRIMARAE (HAT) SEOFERIBIFICEDL Z ENH D,

_12_
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HHTBEEE 255 b U382 Cld, Rapamune 2% 7 1 U LA LEHT S &, BEIFRT &
OB R HREIR L (DFEERE 22% %% 7 v ) A RBMBEGRE 9%) BB bhiz, ZhbDii
F DL T, TR XITE ORI TG OB S HivT,

B HEEEZNRE LEARKRBRE D 9 1 DORERICIB VT, Rapamune #3227 12 AR U v
NiEH 7 a ) KA OB 5 & HAT 388 L (ORI # 5-8E 7% R REREE 2%) . K53 @ HAT
FEBNIREARE 30 B LANIZHBLL . Z ORI BRI LTSI E o 72,

ONI R—RJEEE Z T TV DT 6~144 » A OREMRBMES Z2xt5 L U BRRER
IZF\ T, Rapamune ~X— R JFIE~OY) V) B 2 BE Tl ONT ~_— 2 FRIEAKRGEREIC L COE T E D 1Y
INNFRD BT, Z OZETHEHEE TR1oT2 (3.8%%t 1.4%) [MAkk#E (14. 5)BHR],

5.3 fm#tE — R E XY &SPk

Rapamune Z S0 NHIEED —B & L THWTWD A, HRUMBALRE TIIAE X &k
BEG] (R ITE8sEn) B ST b,

RS R L2 a3 2 S i TE & L C O Rapamune DZ2ME K O M EIZHEST L TUVR U,
L7eRo T, ZOLAEOERIFHER IR,

5. 4 BBUYE K&

TFT7 4 7%= /TFT7 47X RN, MAETEIE, R G, @Bl 2 D)
WUE S 723 Rapamune B G-IZBE LT\ 5 [FEH (6. 7)Z ],
5.5 MEFE

Rapamune $¢ 512 X 0 M TEIENFEBL L TV 5, Rapamune % ACE PHEEASE O i & 3 E % 5| XL
T ZENHMBNTWDMOER & T2 & METHEZ RIS 2 Y X7 BRI D wlRetkEns
bo, vrl) AARE EF (ACE BREFEEDOGHHH/EON) & MAETEIE A R T 5 vREMED H D
[EEYEAES (7.2) 8], ERNC L > T, A Rapamune O H 1E I EIZ L 0 [FIE
L7z,
5.6 (ARATB R URIGER

Rapamune G- 8H TiX, U o/ S &K OBIGHER 5 O RIEHE IR S SUTEEDOREN H 5
LaITER (6. 1)Z8], va ) 52O nTOR BREANL, MAEFTAE. B2 Ia G E M OV & 25 i)
PEIZ B D ATREME D & B — B OFER F DREEAZTHET 5 Z &% in vitro THOL NI ST
W5, BBHEICBITA2BEMONAREIHE CH DY o/ FElIX, Rapamune # 5-F3 CIIH &K
HINCAHBEICE S REL LI [FIEA (6. DZR], Zi b OEPHEZ i/ INRICT 2 72 DI ) 7240
BEEET L5 L, IEMHER BMID) >30 kg/m* DEFIL, EFLEOT —XIT XD LAIGRE
BHE DOV AT PRT D ARENED B %,

Rapamune #5835 CTlX, RIEMEEFIE, U oM, Bk, BEAK, OFEERATHE ChE RN
IZBWTLE R LB AT I FANCER BRI R ONY R —T 25 e) HEDOFREITFE OMED
HD,

&
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

5.7 SHEMIE

FRBR 1 M OGBR 2 1238\ T, Rapamune & G-HETIZ T F A7V U5t BRESUL T Z 2 A%t ARE
IZHEARTREAVLE LT HMEF 2 VAT o — VIR O SV 77U 'Y RENA K0 S5EE T
WHL U [FIEH (6. )], Rapamune $5-HETIL7 7 B A EE (4 23%) 1T~ TH=a L
AT v —/VIMSE (43~46%) KO/ XE@E bV 7 V'Y FiGE (45~57%) DFRBLERN &>
7o EEIMSEZAPE L TW A BRE T, Rapamune % & et il s & B MG 5 B fa s/
B EEICEET L2 L,

T Rapamune 5 BFIXEIBMIEIZ DWW TE=X V7 F5Z &, %Hbmfﬁ*ﬁméh
AT, BKI VAT —VHE T 0T T ADHA RIAL R LTHDL LT, BFE,
g, IEEETASONEZBRGTS 2L,

Rapamune+ 37 & AR Y U FEBEE LT 7 o AR Y EELH O Rapamune ¥ 5- B EF 55 &
L 7ZERRFABRIZ W T BB DI K 90% £ TOVEMRIE & O/ =2 b A7 v — /L IIEIS 6 LT
REERE (BIZIE, AZ2F %R, 7477 —R) ICRDIRREENES Lo, HURERKEIZE
Mo 6T, BEORK50%E THZEERILE = L AT 1 —/UE>240 mg/dL T, V7 Uk R
b HELE HHEE %2 LA 572, Rapamune & HMG-CoA & Tl ER OO A G2 X 0, CPK #9n

(3%). filw (6.7%). BEAUHRAME (<1%) FOREFERPEI L, b0, &
FHRB DL BERRER L EN o220, DE L SRITxT D Rapamune O-E AN E A
M5 Z E R TE ol

7 AR O OAE AR Rapamune FHIM T, IFEHEINICOWTEELE=H
U7 L, IMG-CoA & TRERILER KN/ XL T 4 7T — bR 5 EBE TR NS A O < D
Z VTR S VTR iR K O OO A EFROFBLOFREMEICO W TE=Z Y 7T 5
e,
5.8 BHEREIET

Rapamune OV 7 1 2R Y OHF G- MM T2, AOFHRIEZ RIS 5 & BHEER
THRAEC TS, B¥EEEREBICE=2Y 7352 L, 7 ARV > kO Rapamune O
DERFGEETIE, 27 AR VEEROT 72 R BEEULT V' F 47V ot BREIC T
E7 LT F=UEREL . SRERRIERR IRV LR N GRBR 1 KORER2), Zhb 2
BRI 1T 2 BHEREISN T 3813, Rapamune+ 37 1 AR U OEHEED 3 BEEIZ LR TE D>
77

Mg 7 V7 F = MEEE S 2 7k 3 B3 T, Rapamune KT X(dT 7 v AR Y B
B MHIRIEOMEY i A BET 5 L, ME~HEEOREFNY A7 26T 58K
T, B 4 » AZ2B2 7207 v 2R > L OFRBEEIT, ﬂﬁl/? DIBEITE > T OPFEE
DA SN ERMEZE LRID L ENLGEICORBET L L, BREBICEZELRITT L
DAL TWDIEA (BIziE, 777V av i, 7TAR7 U V2B ZHWAEEITER
T5HZ Lk,

Al A HEREIRAE 2 R4 B8 T, Rapamune NBSEEDRIE 2 BE S D AREMEN H 5,
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

5.9 AR
PREAPHIZOWTERA R ERET=F V72T T ENLEE L, B 6~120 » HZD
HEFFIB RS 25t L LThH Vv =a— U UHEHR] (CNI) 205 Rapamune ~DOY) V) £ 2 % 7F
fili U 7= 38R T R AR PRI BN ONT fikfest 5-12 b~ C Rapamune ~D Y]V Btz 6~24
B ABRICZ RO bl Lk uiE (14. 4), GI1EH (6. 28], Rapamune ~DY] Y % 2 FijlZ
REAHEE R R b2 VEFIT. U0 R BICE AR R LI L, S50, FHERER T
n—Y (R7v—PREMRE) bRBRIGE T TRE LICAFFR L LT ONLHkRE 0. 4%~ T
Rapamune 8]V X BETIL 2. 2% LG ST, 7o, 27 v —BWEAR (REA/ 7 LVTF=
UH>3.5 LEFEND) b ONT HERERE 3. 7% EE_ T Rapamune Y1 0 B 2 FETIX 9. 2% & iy &
Tz, Rapamune FG-H1IEEIC, ERNZIRE APREORD 235580 b 2 B bW io, MEFFHIE®
HWEFIZHT DN =a2—1 VEHEAR]D D Rapamune ~DH) V) B %2 D222 K OV Zh I XHENT
LTl

5,10 BEMD A L R K

FoEINHI B L, BAEE Y A L A EG DTG AL O A FNER O U 27 @, 29 L7z
(21X BK 7 AV ABEREEN & 1 | Rapamune FDOHEMHIFR 5 EF BN TRO LTV D,
Z DR TIE, BHREIK T U A A SO EERIIRICE SRR H D [AIEH
6. )], BEE=2V 70N, BKUANVABEEREZRBT LY X7 ObHEHFE o0
D DI &b D, BK U A L A BRERHE O & F8 L L7 B Tl il o4
ZETDH L,

Rapamune 25 DS INHIAIE 5-BF Tld, BFRHCBSEN & 72D 2 & 235 DA TIE S BLPE (VB iME
(PML) JEFIAFRD BTN D, PML 1T RIS AR R, M, 56l RanmsE, EB) LT
Zad, PML OfERRIRT-12id, g ik & 216 R O S RERE N & 5, s Jiil B
DA, ERITAR IR 2 853 25 B OB KN PUL 25 EIZ AN, K EXLETHN
X, MRERNBHE~OZZEBET D L, PML 288 L7 BETIE, bl &0k 2583
5T L, BHEEHEOLG., EMITREIH OBBABHEA IR U A 2BET L&,

5. 11 B MR E/FERLE MM

Rapamune %z & T e o F MM ER G- Tl YRR R DR E S 072 O HEVEPERR & (il
%, REVERSR & PE O PAZEMEISUE S5 [BOOP], FHMRMERESS) OEFINE LT TEHY ., FicixE
FERI 2 &b D, JEBNC Ko TIEL, ILD X REYA N> b & U Cfim i ESE (B iR s i
JEAE [PAH] 25 Te) Cofihs iz, SEBNC Ko Tik, MM B Rapamune O 5-H1 - X 13 ]
BHEICEIVEE L, e A2 N7 ZREN EAT212o00C, U A7 03EE D AlRetEs
b2 LAIEH (6. 7)ZH],
512 9 8RR U #64A LG VEFTRER

BRBEEEICT LTy a AR 2P H L2 Rapamune O FRAE H OZ2M K OV #hM X
MESZ L TWRYY, Zhiax LB IV T, Rapamune, X337 =/ —AET =F /b MF), %
TuA REJ O IL-2 2R Z B 5 LB B AL, 27 e XARY 0 WF, A7 =
A REIL O L2 ZREFEGA 2 85 L BEIC R CRAMHERREREN T EICE <, EEEDL
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

HAERIZ o Tz, 7 v AR Y IEGEHTF O Rapamune FrBUE HEEIC W T, BHEEELGE O R
TOREMETA SN TIE R T2, £, BIOERKRER TOREROHR GRSV T _LELHT R
P BTz,

5183 AN =a—1) VEHERIC K SAMMRESMEREREREE A2 M /R A 1 LB
& miztE/hmERE (HUS/TTP/TMA) o) R 18X

Rapamune & /vy =a— U URAEREIHT L L, v =a—U UAERNC L DEMMEIR
FRESEMERE M AR MR MBI PESEBER AR N I SE  (HUS/TTP/TMA) D U A 7 % &b %
AREYER B D LAITERA (6. 1)B R,

5. 14 ;nEFBA
HETHE2ZT TORVWERETIE, =2—FL AT 4 & « B U = iROEFNRE STV
D, LIEMoT, =a—FV AT 4 A+ BV =iRICxT 2508 T2 Bk L ERITS 2 L
A MATaTANA (OW) EGTHiIE, FRHC W R ERHT D5 U 27 OFWEBRE] ﬁbf
Blt: 3 n HHATO T ENEE LV,

5.15 E-RRIR =1t

) EER AR ADSW T LR RER (12.1) 28], Rapamune [3EmIC& 545 LRIE
(ZEE RIFT AN S D, BFERTIE, v n ) AR EZHRERRYB T IC&RELEZSA. B b
T?’E**éﬂéﬂid‘ﬁﬁﬁé‘ﬁﬁi@ﬂﬁﬁgiuT@le—"\@H%E@’C“\ M-l REEE oI & Lc, MR
E{J@ﬁ R A~OEIER 2 U A 71250 TR 95 Z &, Rapamune O 5-H K ONEHRE 114

1A ] iﬁﬂl}&%ﬁ . ARVREHEE AT D X O, IRV RE R RIS 5 2 &
[#E@%@T@/Ekﬁg (8.1) ZH]1,

5.16 BEEAIERE

HEKS-E TS FIRUEN RIS D ReEnN 5 [FIEH (6.2). FHkkZEN (15. 1)
FR], Rapamune |%, MIEZHET HIEREZG T 2720, EHEMRD X 9 722081253 Dkl
WL H 25,
5179809 b5 7ERVBREATEEICLEDZVOVLAD NS 7REDRE

BIE, BRZHETIE, el A RA0RMHRE LA 727 a~ N7 T 715K O R E 1 Tl
ELTWD, B0k X 2 BEFREIORE XABMEN 2 5 - HE (2 5)5R],
518 HEEER

G INRIEIE A2 T TV A BF I REEREL Y 27 &, SEANEES IEACE 2 3 L SPF O
WHBETIED 2 HWT, BHXEROEESNS (V) BIBREREGIRT D2 & [FEH (6.1, 6.2, 6.7)
SR,
519 00 F UHtE

Rapamune D& G-H1%, £V 7 F o OEMAERIT D Z &, AT 7 F 02X, WE, WATHEET
RoE, JBUE, RO ARY A, BCG, #EWN, AKEL O TY2la BT 7 ANEENDL D, ZIUHIZIRE
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

SR, SREIEIFNLY 7 F o ORISIT B R 52 DAt & 5, L7cii> T, Rapamune
WX DB FIE., PHEEORENK T DR H 5,

5.20 3717 CYP3A4 R U/ RIF P-gp BEFI B VEEH & DHEER

Rapamune & 387172 CYP3A4 e O8N/ X% P-gp (HEHK] (& b)Y —n, RYaFy—i Ak
FaFy—), Y AravATr, TIVARaSA Ty, 7TV AL U5 IR E
Kl (V7rrver, VrZyT7FUm EORITHESE SN2 [ EBYHE R (7. 2)50],

6 Bl{EF

LIFORWER %Z 7~V OMOET X Y 3SR 5,
® UL U L NIE R ORISR DR D LR [ ZEM, B O fOME
(5. )]
o IFRMAEEICHIT2WMRIEC, B THEGEHEA. WERMARIE [ 250, ZER R L
DVEE (5. 2)5 ]
WA BT D 5VE W EE BB (22, Z 2R O Lo EE (5. 3) B
WBIRES S [ AR O/ EOVEE (5. )5 ]
FIDMER R (BRI EorEE (5. )5 ]
MEIE [Z4R O EortE (6. 5) 5]
Rk . ASIRIE [ ZER O FoiEE (5. 6)5 ]
ERUZURY RMFE, BV AT a— Ve [ZE4R O EO)EE (5. 7)BR]
7 a ARV > & Rapamune OEMOFIZI T D BHEEEAN T [ B K OEHT L D)EE
(5. 8)Z W]
BAR (AR O FEoRE (5. 95 R]
WV MEMRE [ BEL O ForEE (5. 115 ]
TNy ==a— U CIEANS K DB MAMER B BRE, MM M PR SR BN, AR M
WU AERE (HUS/TTP/TMA) DYV R 7 MR [BER OMEH L O/EE (5. 13)B R,

o BTN [BAR O ForE (5. 15)5],

® BUMAGHRE [BAR DN Fo)E (5. 16)5],

B RS T T Dl R SOL TREIC BT DEEARRERICB W TR D K< L
Rapamune DEIEM (FEELR 30%LA L) 13, RMMRE, & MU 27V &Y FlE, &E, &=
VAT a—/VIE, 7 LT F= N, RS, MEYE. T BER. RSB JRIREE. B, E
D, BIER. IR, I/ MEIETH D,

U U RE T IEE B 2B T DR RER IS W Tl b K <R B L7z Rapamune OEIEH (5
B 20%LAE) X, ANZE, TR BER. ELL. BIASEZK . SUE. . ORMMEEE. b&oE
JYYE, BUE, XV, iR, ma VAT e —VIIETH D,

B AT DR EAASUS PRSI T SRR WT, 7 LT F=vn, & kY
77UtV NlE, mARMED WO EEREDE (TTP) & WS T gIERITHR G IEE>5% 26726
L7z U NRE FHIEEE S Tld, 11%DNEIWERH D=2 H 1k L7225, Rapamune TR 4T
WA DO BRE THIRIZ SRR 5 H—0RIWERIZ 0> 12,
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6.1 ERERDEFIEMRRISFBLICET SERRAERIE

2 DD L fiak LR IEAE A E D 117 —HE Ml MERBR IS I W T B % O lfas e s T
B2 #51F % Rapamune WK D&M R OV WEZ 3G L 72 [HEAseiT (14. DB, 2 DO
BRIZBIT 2R T v 7 7 A VTR CTH > T2,

BB EH 219 1T Rapamune NAWE 2 mg/ H. 208 #4112 Rapamune PR 5 mg/ H. 124 B~
T e R e LS L RIEESE 0 T ZEER T T A B Gk 2) 2B 1T 2RI
MOFRBRZ LUFORITRT, AIGBORER ONVE)FEERIL 46 7% (FEH 15~T715%) . MRl
MEBEPE6T% T, AFEREITAAN (718%). BA (11%). 7T AN B%). ZT7RT AUD
A (2%), Eoftt (6%) Tholz, TRTOMGREFIZL /ARy ERarFazxTaA
FRIZ#RE LTz, WTORIRT T —% (BiEf% 12 » AL L) 1T1%, Rapamune FEDOA 72 < &
1 FEIC LR 20%LJLT“EE C-BER Z =T,

ARANGER DL EMET 0 7 7 A )ix, WHTERRA & 82 b 7ino T Uiknkig (14. DEZIR],
—f%IZ. Rapamune #&5-FEDEIERITM & IREIIKFEL TV, AR 15 mg TO 1 A
FFE 5 mg L&D OAHTH D Z ENHLMC SN, BEHEZIZE T 1 HHEFRFE 2 ng
Z bIA D A0 OFRITHER S 727> 72, Rapamune WK 2 mg/ H #5413, Rapamune P

R 5 mg/ BB L0 2IcEN 22 Te 7 7y A VER LT,

BRARRBRII S £ SERFMHETCTEMBT 5720, H2HAIOREIKRBRIZIB W TR b - ITEH
FEBRIL, [F—3EAI IR OFEA| D EEARFRER CORNWEA B & B2 2 L ixTc& 7, &
BRIZER O BT FEBLRZ Sk L COVZRWATREMED B 5,

BAE® 12 » A DL L TOBBRERRIFEMSUR DO FRHRERICIB VT

Rapamune D72 < & 1 BT W THE 20% L ETAEURIER (REk2) °
Rapamune N K

2 mg/ HEE 5 mg/ HEE 75 AREE
IEH (n=218) (n=208) (n=124)
AR AE 54 58 48
&RV ZYEY RifufE 45 57 23
55 I 45 49 48
B2 AT a— UIE 43 46 23
7 VT F =8 39 40 38
(7 36 38 31
iz 29 36 30
T 25 35 27
GEp 34 34 31
FEEN 23 34 35
PR & Sk Y 26 33 26
A 23 33 21
BIDYIN 25 31 29
B & 25 31 18
/NI SE 14 30 9
Z3 33 29 25
I 22 22 19
32 10 20 6
@Ei 20 18 15

BFIZY 7 e AR U ERRaLFaxTa A RElE#RE LT,

PITFTORIERN X 0 IRWHEE 3%LLE, 20%AK0) CTHE Sz

_18_



S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

o ~o—MIE, UL EE, HRRAEE, B LR

® L EF—HRIMARIERSE (MZERRSE, YEEFHIRIMARIES) . SR,

® JHL#AR— AN,

® s LMY o NF— AR R T SRR B I PR TR AESE G RE  (TTP/HUS) . i
BRIBDTE,

® /U AR, FLMNKFERESE (LDH) M, K4 U o AMAE, BERE,

® HEF— I,

® A, S,

o JE—RENE, R LR, SR,

® JRESF—BERER. v 7 v ARY & Rapamune DRBIGFHICIIT 2 BEHREEKT (717

F =) [ BEROEH FOMEE (5. 8], IR, ARRE (WA, AR
W% & Eie)

FHUHE DRV (3%A0H) DORIEMILY & Bhfte U o \BEMEREE, ~ A 277
TG (M tuberculosis Z&te), WER, FA AT BT ALZ (CMV), TF AL A - N—
UAINVATHST,

Mg VA7 e — L RONE R Y 7 V=Y RO

BB 1TV T Rapamune 2% 5725 &, I0RELE LT L AEMAH L MEaA L AT 10
— VIR MG R U 7V 'Y RENRNA Uz,

FRBR 1 OBBR 2 12BN T, Z2ERAMIE R = L AT 1 —/L <200 mg/dL XIXZZREREMmIERR RV
7 )& R<200 mg/dL TRl % BAth L 7= Fr B L 3 ClX. Rapamune 2 mg #¥ % OY Rapamune
5mgREL b, TNENEA VAT n—/VIlfE (ZEERFILE = L A7 1 —/L>240 mg/dL) Xid&
U ZU®Y RME (ZEFRFME N Y 7 Y& U K>500 mg/dL) OFBENTFF 47U %R
LT T 2R TE o T,

ARER 1 R ORRER 2 12V T, IREIR TANC L 2FEIER 2 L AT 7 — /VILE DR 3 &
Rol-BEIL. 7T BRFED 1% KT FF A7V VD 22%I12% LT, Rapamune FEEE TiX
42~52% T > 7=, fih®d Rapamune E BRI ISV T, XFHBFH D 90% £ THHUIEERE (B
ZIE, RAZF R T4 7T — bR KK DEBIEKR DR = L AT 10— VIE DR &2 B &
L7z, PUIREBREICO DD LT, 50%F TOBFICIBWTZEGREME = L A7 17—/ /LfE > 240
mg/dL T, MU ZVUtwY NMENHESE BIEMZ Lol o7 [ZER O EoFE (6 7)5],

ey e Y

AT O TR R FRICIIAIEEER ., BER~ V=7, WAEER (B 0X, A, miE.,
SUB, RE. IHE) Bb D,

TR R

UUTORIC, AMEREISOTHICET 5 2 SOl iy G5 1 K ORBR2) 128175
MR OB L E LoD [k (14 DB,

i 24 » At GUR 1) KkO36 » HiE GRER2) 2. BRGHEMICAEEITRD N>
7
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RBR1 (24 » %) RURBR2 (36 » A%) 0BT 2BHEGOESBEORRRE>

Rapamune Rapamune TYFATY
W TR W R e
2 mg/H 5 mg/H 2~3 g/kg/H 7R
R R 2 B 1 R 2 B 1 B 2

NI (1=284) (h=227) (n=274) (n=219) (h=161) (h=130)
U ES 0.7 1.8 1.1 3.2 0.6 0.8
U VTR MR R
Jid ¢
H oD R R 0.4 2.7 2.2 0.9 3.8 3.0
B 5 D R © 0.7 2.2 1.5 1.8 2.5 5.3
B 0.0 0.4 0.0 1.4 0.0 0.0
Z oM HRS L 0.0 0.0 0.0 0.0 0.0 0.8
&t 1.1 4.4 3.3 4.1 4.3 7.7
Z DL DEMEEE 1.1 2.2 1.5 1.4 0.6 2.3

a: BFIEY e AR U ERaLFazrT oA REIEZES L,
b B ILGEETe,
c: BERIBEONT IV —TiHEEN255085 5,

6.2 49 ORKR) EERR# D Rapamune %5

Zfiiax S [ BEAE 2 O AT bl EER GRBR 3) IR\ T BERBESE 215 i 7 m AR

U B O#ERFEIE & L C Rapamune & #5- L, 215 2 Rapamune+ 7 1 AR Y > & Of H#E
HUC, BIERORIHEL 36 » HMME Lz [BEE&LRE (14. 2)58], T TOMRBHICa
NFazxTaAf REEERE Lz, BELED AT (7 axR Y CEEBRME) mioZettra >
7 AL, RER 1 LOEER 2 @ Rapamune 2 mg Bt & FIEETH - 7=,

MEVELEI 1T 35 H) %, IBEND Y7 1 AR VR HE U 7= B3 CII R s B
(AST/SGOT H4N K OY ALT/SGPT ¥4 & & de) . KA U 7 AMAE, ML/ MRIBAE, 18R & o
CEWEHORBEN LY &< pod, WIZ, EilLE, 7 v ARY UEE 7 L7 F =8,

RRER . hEER T aoy — Bl &Y U LAIME, &REEIE, wREAE L VoA E
HRBORBRIT, 7 a AR Uik GO TN 7 a AR Y VEEBEEL 0 Eo T, EHBIT
FEW I N OSEHRIE S ME I, o7 v ZR Y VR I A IS LT,

MR

AR 3 1T d T D EAMENEG DR BR [Hhnkty (14. 22 % LT ORITRT,

RER3ITBNT, UL Y MR RO R RITT R TCOREGH CRETH > 72,

PERE IS ORI ZRIL, Rapamune+ 7 B AR U U OFHBED TN 7 o ARV VEEBBEL D mho
7o, PRER 3, EMEEE OGN T2 L8 L CEEERIC OV THBRE ORI A 7 J—=2
EITH L EZAME LTV ool BEMEEEORBRITIH T 5 2 b DI OV T
M3z &ixcEhenoic, 0 b, BRI G IX Rapamune+ > 7 v AR Y O HEED )7
NEMhoT,

HER3 (7 e AR VHERRER) (2B 5B 36 » HEOEMEREORBE > °
Rapamune+ 37 12 AR 7 v AR Y BEEBL%

FEMAEZ AL U U PEHE S Rapamune #¢5-
EE S (n=95) (n=215) (n=215)
U oRfE/ 1.1 1.4 0.5

Y 7 SHEFEPEIR R
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&

& 5w DR R 3.2 3.3 2.3
H 5P D IS © 3.2 6.5 2.3
HtfE 0.0 0.5 0.0
Z DM BIIR SHen 1.1 0.9 0.0
At 4.2 7.9 3.7
Z Dfth. o> B 3.2 3.3 1.9

a: BEIIVIZ a0 ARY U RRaLFazxRTaAf RElEHS L,
b: %ﬂ;ﬁqﬂﬂ:{ﬂfzaﬁ
c: BEIEEO T IV —CTHEESNALE0NH 5,

6.IBENREFEMIRVEETLEBIEESE

AR APHTF TR Y AR EDRL ES 1 ERE LB 224 FllB W TReMEZ R
i U7e [nkha (14. 3], 2RI, AEFROBBEL OWVERIT Z 11 E TO Rapamune
DFHA# 58 & Rk Ch o 7o, EMEEEORBRIL 12 » HZIZ1.3% Th o7z,

6.4 HIFHMBREEEERICEITSHIL = a1—1) UBEEHIA S Rapamune ~D Y
Bz

HERFHTB A R R T2 L v = 2 — U VB HID B Rapamune ~DY) V) B 2 D24
S OV OIS LT e [ (14. )R], MR BHES T2 IV =a—
U U PLEAIH S Rapamune (7 v~ 77 732KV v U AZOHIH HIERE 12~20 ng/nmlL,
RUNT 8~20 ng/mL) ~DEIY Bz OLEM L OEIEZFHIT 53 BRICB W T, X=X A
R ARERIATEIE R 40 ml/min KfgDOBEY 71~ F CTIEBEKE F 1k L7-, Rapamune $5-#£D Z D
RS TIIIR ., SEERIG, BRI, EEHEOEERAEFRORBBIEN LY &
ST,

N2 T A VIRSRERARIEIE S 40mL/min RO BE Y71 v M, EEAEIY (171 2 FH8
BRRE L7z, ZOBREEMATIT, vul 220 B2 L ONLGRECBW T, ZREhiko
FEBLHN 25.9% (16/568 f51]) xt 13.8% (4/29 f5]) . FEME T HEREHEL (BBME A M RE DS HERF S 472 dk
RETOWRTEERLS) 2322.4% (13/58 f5]) % 31.0% (9/29 #i) . SE1=7AS 15.5% (9/58 f51]) %t
3.4% (1/2941) ThH-oT=,

N2 T A VIRSRERIRIEIE > 40 nL/min OBE Y7~ FOEE | Rapamune §10 B 2 BEIZIS
W C B RELE S OV AR BRI B L CHI W R 2 I K 2 A IEIERRD bz do 7,

R E LTRRBR T, 2: 1 OEAEID (HITFBEICEN T, SZomEMEN 7 Y AR
BE2.0% (11/551 f5) TxHHRIKRE 0. 4% (1/273 1)) 1Tk LT H 5225 Z £ B0 b,

R 3~5 » HICZ 7 1 ) L AD D Rapamune ~Y) Y £ z 7= 22 M L OEMEZ 45 2
ZHORAKRBR CIE, AEFRORI, AEFRICLDH 1L, QPEE R K OS2 25 AE LT
FEPRIR DR DI D A HAL7-, Rapamune ~DE) VY 5 2 1L, BHEE~OFIIKIT 2L, £/2v
0 U ARG B RICEAROBIRNE L Ieo T [k (14 4) 2],

6.5 /NROBEREESE

FIRTERI Y A7 3 (BUWERITEBAELA 1SS 1 RIEL EOBEE & O/ SUTBPERB AR E D17
fELER) LHE SN (18 BARil) BBMEE 2R & U7 o IREEARAERIZ B\ T
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730 D AGE (M) 1.6 SHENZIST DRI B % B

WENEE TG U AT (14, 6)5 18], Rapamune % /by == — U VLHEAIR o /LT 2 R
TuaA REIEOFR LS E. Ivy=a— U VHEFEAIN— AFREICH S TBEREIRT (717
=2 . MIEIRERY (E RV 7V &Y REOMEaI VAT B —LIZB 6T & OYRKEEK
YeDFEBLEEN D> T2,
6.6 ') VNIREMBEERSE
LZRMEIX, U U NHRE ARIERE D 89 5] (# d 5 % Rapamune ¢ 5-8F 46 ) % x5 & L= xR
BRCRMt SN [Afkatst (14 7) ), ZORBRCEHE SN -RIEMIL. Rapamune 245 L
T-REBMEBEOLZEET a7 7 A )V EREET, £7277 B4R Ll L T Rapamune #& 5-8F TR E
B> DOFRIFR N ED>o 72, Rapamune F5-FE T 20%LL EORIFR, moO7F T BRI EWEET
FRELT-AFES, DONK. TR DFE, O, SEEK. JIE. R, REMETE, EROEE
YuiE . BEE. D FEWV. BRAKOE I L AT o —VIETh o 1,
6. 7 MARZAE
Rapamune AGE& M FHHIZLL T ORWER RS Sz, 2D ORIWERIIBIE S ) 72 B
AN DR THES D20, YEHAWEHORBRAfERICHET 22 L. EHRS L ORE
BItRZ MRS 5 2 L13 T L b ATRE L IF IR 5 72\,
® 2o U NRIE,
® [ E R DFEIRITE UNR M ORI B TULE 2 L E 72 14T F1 0 B R 72 BT e OY
B URT =T EBETe) KORIKITHE,
THIE##R— MK,
MY 2 NF— LI ERIBAE . 4 BRI E,
HPHEFfEZE— v a ) DAD T 7 IRE BT D BOEHITEE & & T it att,
FSEF—T T T4 T7xX =T F 7 0 TxX G, MAETENE, W i 2% % O b
FERE [ ZEER OMEH FoE (5. )5,
® HYE—its, Rapamune % & Ted0 B INfIAI O G- BH TIL BK ¥ A /L ABHBYE S S S
TS, ZORGETIE, BRI T SUTB B A PR TE k% 0 BB ZeliRf 2 2 2 wTREME
WD, RHCEIER L 72D 2 L 38 DA TIES B B NE  (PML) JEBI72S, Rapamune %
BT IHIAE G EF BN THE SN WD [BER M Eos (5. 10081R],
JRaARNY VTN T 4T 4 VRIBK,
® /LA A A RS RERR AT B . AST/SGOT #90, ALT/SGPT ¥4, X U > ERIMAE, BEIR
T
® KRR WiNE B NIE,
IR Z5 57 Ji 27— Rapamune % & Te S PIHIFIE 2521 TV 2 BB Tl B ERIR O R E
SR EVEMERR R (Filgde . W BEMEMiZE & 1 5 PHEZEMEMI S Sk [BOOP] . Fli#RHENRE
) DIEGINETTEBY . FITIFBFRZ L b5, JEFIC X > Tid, MM SR
Rapamune O G- IE X (IHEREICEIVEIE Lz, vl AZXO N7 ZRENEINT 5
IZoNT, VA BEEDREMEN D [ZERMEH LOEE (6. 11)Z8] ; it ;
a7k 5 i s e,
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® L REAIRRN W (A VkiibagE) (AL (5. 18) BT, FIBLMERRE 2%
[ B R OMEH FOVEE (6. 1) 8],

® R AEAEAE— 7 v —RIEBRE, EAR, FROEIMCRERISEIEAE, DNESEN, HRRRE
(M A%, HiRmZ %5 1e), Rapamune 5 CIIMERE TENHE S TWDH R, KT D
JEBClX Rapamune & 52145 S [EE L TW5,

T EYHEEER

vul ARiE, F R a—AP-450 304 (CYP3A4) KN p—HEEE (P-gp) OEETHDHZ L
HBHINTWD, CYP3AL KT P-gp OiFEANT v U ARREAKT S ED AN H 5 — 77,
CYP3A4 k ONP-gp OFRFEANZY 7 U AR REZ LA ST 5 AHEMEND 5,
1.1290RKRY VEDHA

CYP3A4 KON P-gp DIE MO ERTHH 7 v ARY UL, vul AR EHHTLE, Ve
UAARERZ PRI ZEDRHLNIEINTWD, 7 AR 28D ZOMAEERDORE
BT A7, Rapamune (37 12 AR Y Uik (BR) KO/ XiZy 7 a AR o7&
V(K EA) O b 4 RERZICIRAT 2 2 &2 E LV, Rapamune & OUFHFEENS 7 1 A
RY CEHENT 25E. v u ) AROHESE N T 7 RERFAZHERT A0 mHED
Rapamune 23L& 72 % [ 5 - JH&E (2. 2), FEFRE (12 3)5H],

1.2 CYP3A4 B U\ P-gp D3R N 7758 R U5& H7EFREH

CYP3A4 KON P-gp DI8IJ 723K A (FIZI1X, V7 rr v, V777 F ) KOG eBAER
Blzix, 7 hary—nr, R)atry—i A +TFary—, zyAranvAfvr, TUAR
~Af vy, 7TV RARTA YY) Ly AZROHITET S, va Y AR EDHAEERD

AREMEDS KV RS RAN 2B E T 0 2 & [(BEERORT LOTE (5.20), FEZFE (12.3)%
]

1.359Lb—F2)L—YyPa—X
T —TTN— 2 —ZAFCYP3M I LD a ) AZOREEZHET 57 %, Rapamune & [f

BRICEKH U720 . Rapamune OFFRIZ W=D LTI B (5 - JHE (2. 9), FEWiHEE
JH (7.3), FEZFERE (12. 3)B/],

1.4 CYP3A4 B Uf P-gp MEFEHI X XHEH

CYP3A4 fZ ONP-gp DESHAI & 72 DA IME L v ) AR EHAT25A8IIEET D2
& o Rapamune KOV IO H&ITHAES 2 LE L T D AREMNH D [ELHEA (12 3)5
iy

® 1 ARRES [F TS A REIE B S EH

TaEsVTTFU VATV B TYR s b vy BFY =L DALTFTE
Ly TnaFy = TarrT—EBHEER BlxiE, UV M FeEL AT e, AT LE
N, TIZTLEALDOL D RHIVESL CHRFRIE), A N7 I7I K =y, a7
VRwA T RIGRIL
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730 D AGE (M) 1.6 SHENZIST DRI B % B

® S UARREETMT TS AREIED B S FEFIR MDY H

ANNRTBE Y, Tz ) VR =)L, Tx=bh Ay, VI77_XoF o B b Va—r
X« U— L (Hypericum perforatum)

®  Rapamune F (FHHEG T35 EIIED AT S ATEEIED B & HEAH) -

~NZ N3 )L

8 Al EE TOEHA
8.1 IEE~DRE

U A7 HEE

By ER L AERBEFIZ -5 < & Rapamune & Uil 535 L R VICH ERIEH 2 KIE 3w
REMENR & D [ (12, 1) B, EET O ) AZFEEOTF—Z IR LA TVDHR, 21
SOT =%, EHNCEEHT DY 27 2R T 9 2T, +o7T7—% Tidev, BERTIE, v
vl AR L, WEAELTORBRETY v FOR-IREEEZ R LE (F—4 2, fERb oL
PRI A~D U 27 ORTREMEIC OW TR 5 2 &

KIRERNTI T D HERR S RMERBROWMEOE 7Y A7 OWEEIZRATH D, KEDO—i%
ERIZB W T, BRIICHEIRD MR SR 381 D E AR R OE Y A7 1F 2~
4%, BIRWEED U A 7 13K 16~20% & HEE S D,

T4

BT — %

v AR, AL, ZREMICR L CEEE R LT,

7w M - BRIRRBAERBR T, IR T v MCERBEAS (ER6-15 A) [2vr U AR &N
ehH Lz, vl AAE, 0.5 mg/kg (RRHEFEN— A CTHAMNE2 ng D 2.51%) THE - JRIED
LA B6 L, 1 mg/ke BEARME2 mg D55 TRIEOKEZRDIE, 7 v FOREE
PEOMEFEMESE (NOAEL) 1, 0.1 mg/kg (FRIKHIE 2 mg D 0.5 %) Th oz, RHEEN (KEM
D) 132 mg/kg (FRIKFE 2 mg D 10 fi5) THIZ ST, RHAFEMED NOAEL 1X, 1 mg/kg Th -
7o YZRARY CEGFH LSS, 7y MIva U ARFME TR - IR TERIENL
72

7YX - JRIERARBRTIL, HIRTO VX ICHEEANY Wk e-18 H) cvrl A%
PE&E L1z, 0.05 mg/kg £ TOME (KREMBEN—Z THIKME2 mg D 0.5f%) TiX, It -
TRIEDRBICHBIL 2D > 72, 0.05 mg/kg LA EDOHETIE, RO ZHERFI 2R 0ME 7
bz (FTebb, W« JRIRHEF 72X BRI, BHEEE (RER) 130,05 mg/kg THIES
SHtz, BHAEEMED NOAEL X 0. 025 mg/kg (EFRHE 2 mg D 0.251%) ThH o7z,

7 v AR R AR OFARER T, IR OMEIZ IR I JORATS GER6 HEN S

ACHERHAE2 mg D 2.51%), 0.1 mg/kg (BARMHE2 mg D 0.54%) Tix., HAER~OEET
holz, vua ) ART, BRI ke HETHD 0.5 mg/kg T, FRHAFMCHAEDTREAIT X
—& (ElhernysseE, EHEhRE, 7. ABHRE)) ICEREE B X R o T,
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8.2 %%

U 27 2L

va Y LAARE NLHFIZBITT 2008 ) NEAHTH S, AL TE CoN AR SORFLAERL
~OEIZET 57— 13, ARICBIT S0 ) AZAOFEYENER O Z IR TH D,
RAFTOT Y FTIEIWED T 1 U AZPHITITBATT 5, FAEFICES & BRARICE
53 m U AR DERREWERORREEN G S [FHDFEE (12 1) SR, I X D¥8E
B R OMERE EOFRIC DN T, B~ Rapamune $% 5 DRI ZEME N OREFLIZ X D FLIRA~D
BRI BT 0 2 &,

8.3 BHER UKD ETIA

Rapamune Z R L CW AL, MR Z BT 5 2 &, @#526% C Rapamune 233 EF HF O
RADEEPRINTND Z & IR ATRE R RIS T 5 2 & IR ATREZR ML, A 4072
WL 232 2 &, Rapamune JRBEOBAGART, 1A T M QNS F1 1L 1% 12 1 MI3A 2 72 kHE %
WD & [EEROER EOEE (6.15), FHleEHTOER (8 1) ZH],

AEFiE

BRIRFT R OEI 2361 T DT ICH-S< & Rapamune 18912 K > THML O LMD A THRE
DRI RN H D [RIER (6. 7). IERIREN (13 1) 2], Rapamune Z i L7-%
PEIZIWT, JPBSENL & AR (AR L HRRZ 2 51e) NS SN Tn5, B FIE,
Rapamune Z ] L7 HHETHE SN TEY . £< OY%A . Rapamune O IEIZ X DV EIE LT,

8.4 INE~ADEE

RN

13 A /NI % Rapamune D24 L OV ZIPEITRESZ L TUWH7R0,

SR Y A PR~ E T &OHE S VT BRI SOS O T RIS T D 13 5kl B>
/INRIZ %92 Rapamune PN &% O Rapamune $E/41] O%Z2 &M K OV ZhEI3MESE LT D, 13 5% EA
o Zo/NRESEMICIT D Rapamune WK M OF Rapamune SEAIOEHIE, /NEEBAEESEZ
BT 23EYEhEOBINT — & & & HlZ, AAZ XIS L L7z Rapamune PN R D145 72 bl xf FEERK
BRINDAF O AVIZREILIC K » TR SN TV D [RELIEEE (12, 3)B R,

HE P Y 27 D@y (BYERIFER A A FERESOG 1 RIS, E D BT K O/ AT @R AR BE D 17
TELESR) SHIESNTNEROFE (18 o) OBEBMAEE 265 & Uiz o FEGARR
B DR B MR A NMEOTERTIL, Iy ==2—U UIRFEANI AT Z 5 R imflEE
TIINEE R L OB T ORBLREN & <. BEEMEEUS, Bhih A8 L OBEAFERICE L
THEEPHER LW, Iy =a—) VERLKCaLFazxTaf RRZHH L
Rapamune WA SUXEER O B ISR S v [k sk#E (14, 6) 3R],

U > RAE fi N R

18 A /NI % Rapamune D24 L O ZIPEITRESZ L TUWH7R0,
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8.5 B E~NDESES

Rapamune PN B OER O BEPR 38R Tl AILTZ 65 milh LD BE N R-4r70 7= ARHAl
DIBFN RN FEBE L RN EIMERETE D)oo, va U AAD NT 7REIZET S
T=A0D, EEEREEREICBWVCERIC L D HEFHOMEIT RN EAVREB IR TV D,
i R & AR BRE OIBFENROEIIMR STV, —i%IC, @ilsERE x5 EEix
PEEICATV, BRI T, OHRRIK T, A OME UM OSEMFIEOBEN L @\ & %
ML T, AEREO FRMLHETSZ L,

8.6 FFREEEEE DRSS
ATHERERR S D & 5 BB CIIMRT R 2 E ST 2 2 & [k - HaE (2. 7), FEZFEH (12.3)%

8.1 B EEIEEEE~DIRE
BHEREREE DO B 5 BEIZBW CHEREI O ML X [ 4 - HE (2.8), FEp#E (12.3)
S,

10 B8RS

Rapamune O EHR GAME S TWDH, HoZ2EARERIT 2V, —iRiOE &R 5 ORITEH
FEER O R LIZBWER & —E& L CWb [FIEH (6)51],

T RTOWERGIEFNZIBNT, AR SFHRIEZIT) 2 L. v r U AZRDKEMENMEL |
RMERFEALE R OEABERREm N END, val ARTEMERDTH LN EBE L LR
Do AT v MIBWT, Al G LDs 1 800 mg/kg & klAlo7-,

11 #88 - K

Rapamune (32 U AR) 1% mTOR PHEOHREMHIFI TH B, > a ) AR Streptomyces
hygroscopicus \ Z X > CHEAINDOREEIRT 7 hoThod, vl LR BIAHT AL ) O
{bZ20%. (3S,6R TE 9K, 10K 128, 145, 155, 17E, 19E, 21, 23S, 26K, 27K, 34a5) -

9,10, 12, 13, 14, 21, 22, 23, 24, 25, 26, 27, 32, 33, 34, 34a—hexadecahydro-9, 27-dihydroxy-3-[ (14) -
2-[ (1S, 3R, 4K) —4-hydroxy-3-methoxycyclohexyl]-1-methylethyl]-10, 21-dimethoxy—

6,8, 12, 14, 20, 26-hexamethyl-23, 27-epoxy—34pyridol [2, 1-

c][1, 4]oxaazacyclohentriacontine—1, 5, 11, 28, 29 (44, 6/, 31H) —pentone T&H 5, FIuiL.
CsilloNOys T, /3 FHIT 914.2 TH D, 1 ) AADOEEZLITITRT,
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

. atH

M f ‘

,\/

i/* R
f\/

)l)

HC

vual AR, HE~KEEOBREKT, WFEAERT VN, X7 ra—, 7ua
kL L, TRy TR MU MC i%f%ﬁw

Rapamune (£3 2 U A A 1 mg/mL &HONHKRE L TG RIEETH D, F72. Rapamune [T 1
ULZ0.5 mgElOEBEDO=MAFELER, >ul LA 1 ngE&HOAGD = MAFEAR, v al A
Z 2 mg BHDEO~R— 2D = MR E LTbhitEn s,

Rapamune PR DEINPIE Phosal 50 PG® (RA 77 FVnaly Fab' L7 a—iL,
F/ 7V YR, P7URY R, =Z—v RUMENRE, VI F BT AaveEn), R
Y _— |k 80 Tdh 5, Rapamune NAKIZT=H / —/1% 1.5%~2.5%&H L TCW\5,

Rapamune SEAIDO WML a fF, FpF, N =F L7 U 23—/ 8000, WlEH L 7 A, 4
fmtEE L o — 2 PR L— X By C@eF R AT TV UBY IRV T A, RE
Ky, Aedt~—188, R ZF L7 U a—120,000, /AL A VBTV LT
TME dl-a b7 or—b, MORSTHD, 0.5 mg L2 mg A TIX, S {bEk
KO eamibE b 5a8 7 5,

12 EhFEE
12.1 fEARRF

va U AR, UL YA Ay (A F—uaAFr [IL]-2, 1L-4, 1L-15) HKIC
RS LUTHET D T U U SERTEMAL M O 5 2 th o S Bk # & B P I k> CIET 5, £
7oy v U ARIPUREA LT 5, MW T, e U AR EA L 74U, FKEES
EA-12 (FKBP-12) Lf5E L. SEMfiE SR L BT 5, v U AR FKBP-12 E&KIE.
Ny = a— ) RIS EL KT I 20, AEARIE, BEAHEEF T —E ChOWIIET N~
AV UBERVERE (TOR) LA L. ZOMEMEEIET 5, ZOBHFIL A M1 ik
T AR GE 2 Bl L, ARSI S0 61 8176 S Wi~ fT 2675, v r ) A7 EOmRFLEA
T AV URER) (nTOR) PHEANE, M B, MEESEmIRsE, &S Erk i EEE2 52 % 0
HEMED & DR E DIERINF DOPEAZLEFE T2 Z £ 7% in vitro T/REINLTWVD
FEBRETNEZHAWEZRBRICEY, vr Y AR TR, Ty b, THEROS IERECBD
THESMA (B, Ol BUE. R, MG, B ZHBGH2WITEH) OEFLERTH 2L
DHLMCENTWD, va Y ARET v MW TOLEER OB R RS O 2B S & o
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L. AE&EZ v P CIIBERAEE LR T 5, —HOMBRTIE, v u ) A 200 mEERIZIE
WBPIEDRK 6 5 Hik £ TRFT 5, ZOEREIIFBEHFESERN TS D,

FomBEOB CRERBRTETVICBWT, Yl AR Zegto) Ty~ h—T A, a7 -4~
B, B OB E L AERE . B s L. FERINT LV —MINIEEER . B
AE . B OAEMES E D BRI E D R G & Il 2,

U VS RERRIEAE 1T, ASEEELIEEAE (TSC) Bt (LAMAIIE) ORNELERZETF
TR X 2 kiR A 5, TSC Ein - KHRIE, mTOR ¥ 7 F /U RiER K A TG L,
fadEsE & U o VEA R RO E 7257, vu U AR, EHEL S 372 mTOR #8# % FH.
2L, LAM AR O HE5E 2 BRET 5,

12.2 Bh%F

Rapamune @ 2 mg/H M V5 mg/ AR ARG IZ LD, BE~FEEDOREFHI A7 2HTHH
BHEE CIX, 7VFAT Y o BRE T T T 2R BEGITH TR 6 5 H % IR EME S D%
BURNA BB Ule LRk (14. D ], AfiE 15 mg+1 AMEFRFE 6 mg & 513, ARMME
DR THAMTE 6 mg+1 AMERFE 2 mg 5% ERIZH L 2FRITRO e hoTe, ¥ r U A
AP BARHIPHNICHERF T2 72 0C, MR E=F2 ) 7 &1T9 2 & UHE - A (2 5)%
]

o

12. 3 EWEhhE

PR A, NLEE TR EEE LOBBEET 2R E L TRAZKEG Lo r ) AR
DI B REIE I & Mt LT,

W~ AR DGR Y R 7 A B N BB I Rapamune 2 mg/ H % ¥ 7 1 AR Y
YEQaAFarTaf AL L TRE#RS LIz &0y ) AAORYEIRE T A —4
. UFTORICELD D,

BRE~PEEOREFNY) X7 285 5 NBEBMHEAFEIZ RAPAMUNE 2 ng/ HEE L&D

EHREBTOY T ) AREYERE/ T A —F OFEHYELSD> °

Kig 5
(1 HE)
N IR BEA

Cuax (ng/mL) 14.4+5.3 15.0+4.9
taax (hr) 2.1%0.8 3.5+2.4
AUC (ng * h/mL) 194478 23067
Cuin (ng/mL) 7.1+3.5 7.6+3.1
CL/F (mL/h/kg) 17350 139+63

a : Rapamune & 5- 4 Fiffipic > 7 v AR ) V&2 &RE5 L1254,
b:BhE1H» ABKO3 » ARITIUE LT=T7 —FI2H5<,
c:6 j]ﬂ Faﬁ@qzi/}j Cmin

EBEEE BT LC/MS/MS I X 0 JllE Lzl a U ARAREIL, AUC,ss & A= ICHB
LCTWe, KERGHEBRIZBWTHIRIAR EEZ AV 1 B 2 BIKERS T, val ARADW
BN T 7 IEEITIRFEI 6 BENCK 2~3 £ BH- L. 2O CEFIRBIZE Lz, HFrEoD 3
fEOAfEEEGTIUE, Ko OBF TIX 1 AUNICEFRREBIOGIWVRER GO S & Bbh
L UHE - ik (2.8, 2.8), BEHERORES EOMEE (6. 1)1,
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AN

Rapamune WA 25 L7256, 0 Y AAORKEREEIERRE (tw) O FEMEIXEERER
FROBFBHEBET BN TENENN L RFRIL O 2ETH D, Y ARADEET XA T
T A 13K <. Rapamune WHIK & 5 LT- 51340 14% EHEE Sz, BEREHEBRE (2 Bkl & B -
L7BA, v U DADFEE AL FTRAZ )T 4 ZNHKRE VR 27% @< 72, val A
ZEERNINIE & A FRNCIRIE TRV, 2 mg & L~V CIEERRA R FMED B 5 2N &
NTW5, ZEMEBHEESIZ Rapamune NHEZ &G L7256, e U ARREIL 3~12 mg/m’
FCTHEIZHHAIL TN D,

BEORE

) AAPREOEE E H/NRIZT A7-% ., Rapamune PN IR K O Rapamune $EAIL B H% X I1xZ=
JERE DN —EDFMETIRAT 2 & UHE - A ()R], tEFgiRE (A K 2 @i
£ (861.8 keal, 54.9%EN) BERRICEEGTH L, vr ) AXDOVERERERE (AUC) X228
R T 23~35% N L7=, 31 U A ADFA Cooy 1T D EHOREIT, Sl L 72
Rapamune DAIEIZ L > T—E L Tl

YAk

va U AAONY) (£SD) (MR, AR b 32 E R R AR R IS BV T 36E18 Th o
el v U ARIHE MR DN RKREN RSN, 1 U AZXDWEFAE
& (Vss/F) 1X12£8 L/kg TH D, r U AR FENE MIEEAEEGE (K92%) 2/RL, £
ORNFUTEIZIMIET VT I (97%) . e EMHEREREA LY REATH D,

va U AA[XCYP3AM KU P-gp DIEETH D, 1 U AR IGEE L ORI W TIAFIZAEH S
o NG ORGHIIED B B NI ~%F AR5 2 % 5, CYP3A4 O P-gp BEHFNZ Y 1 U A A JRSE
Z b S, CYP3AML KON P-gp dF8AIIE Y v U ARRELAN T I D [ZELK MEH LOMEE
(5.20), FEMHAEE ()R], v al AAL0-BA T LR O UIKBEIZ X 0 JREI AR
WS D, KERLIR, WA TR, KEBEIEA T AR D 7 FEO F e A 2 if iz
FESID, ZibOMREO—HITMm AR, 3L OIRAEHZ W T H R FEETH 2,
vr Y AR Fe hEMFOEERSSTHY . EIHETEMED 90% 2L BB 53 %,

Bt

TR BRI I [MC] v U A AN A BB L2856, BERRE O 3 P RICGE A K4y

(91%) ZE®, RPIITI<ME (2.2%) BHttsnl, ZEMBBEEEICKERS L
va ) AAOHERFEH (ti) OFHMESD X, § 62416 KFE & HEE Sz,

BN ERBRICBWVW RO b n ) AREE (Van~ NJ T 7H#E)

A RRBRIZI W T, ITovr ) ARRE (Fa~v 77 7R BRoohi [HE
kA (14)5W],

MR RRICBE L -FBMAZ RO bzt ) AXO2MmF 7 7R E

1§ H 3HFH
AR 5 NSO 10~90 EEIE 10~90
B =) (ng/mL) /S—& %A (ng/mL) X—BLUHA)L
(ng/mL) (ng/mL)
BRI ~ S i Rapamune 7.2 3.6—11 - -
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

U7 (2 mg/H)
GABR 1 K ORER +CsA
2) Rapamune 14 8—22 - -
(5 mg/H)
+CsA
0% i ~ Fp A% i Rapamune + 8.6 5—13" 9.1 5.4—14
A7 CsA
(FAB% 3) Rapamune 19 14—22° 16 11—22
B
EYEY Rapamune + 15.7 5.4—27.3" - -
Bk 4) CsA 11.8 6.2——16.92
6.3—17.3
a:4»HABE~12 5 HH
b:2¥@HEET; CsA Con MIEMIL 217 (56~432) ng/ml T -7
c:2MHE~26 A ; CsA Cui, BIEMEIX 174 (71~288) ng/mL TH -7z
d: 26 E~52E ; CsA Cun HIEMEIT 136 (54.5~218) ng/mL TdH -7z

T ARY VL E ZHUCHEY v a U AAD b T T EREDEFIREE~OHBINIIL, £ 6
BETL, L u AR VEERAZICIE. Y7 rARY AT X AT a U A RO OO LE
Wi e BT, REFAGEGHMTIIE, L@y r ) ARAOHE N T 7REEZERT ST
DIZ LY @R D Rapamune S EE L Te o7 A - /& (2. 1), FoHaERl (7. DZR],

U A NRETNEIE

U > SHRE RIS R OB CIZ, v u U AREE2 mg/ A% 3 MES Lk o2 F s
7Y AR NT ZREOFIAEIL, 6.8 ng/ml ThH-o7= (WUNEIPH 4. 6~9.0 ng/mL; n=37),

Rl DI SIDRAY. /L )il

Vg 1

FFREREIE Hr BB & Child-Pugh /3¥E7 7 A A (W), 7 7 A B (FEE) XiIr 7 AC (&
BE) ORFFREREE &2 3 5 B C Rapamune & H[EE Q&5 L=, FFEEREEFEHCHRT, 8%
B, PEEROEEOFEEREL AT 2BEO T Y A AC OFEHEIXENE 43%.
94% KON 189% =i 32 72758, ¥ Coa (ISR B AEIT R D2 o T, TTHEREMEEOEIEE NS £ 5
IZONT, U AADFERE] tp THFRICERE L, KECEELLZYe Y ARADONEE 7 VT Z
> A (CL/F/kg) 13&EFEICW LT,

Rapamune #ERF & 13, B~ P EOIFRREIRES 249 588 TI3K 1/3BE L., EEDOITHE
BEEL AT L2EETIIN LV 2BET L2 & R - HE 2 5)ZR], BE, PHEEKONEE
DRFFERERE S 2 A 2 3 Tl Rapamune BffE AL H§ 2 MEITR, RS AT 2
TRCOBHIC, EWIRFT=X ) VITRVLETHD [k HE 2 B,

B e &

) A ZOHEYERRIC D B E ORBIIAATH S, L, EEEERE 2N T
KEIUTZ ORBFHOBEHET DT (2.2%) TH D, BHREEE2H 5 HBE TIE,
Rapamune DB fif &} OVERF A4 FHET T2 MBI\ [HL - HE (2. 6)B [,

N E B

I uARY) RO AaNFarT oL FRZHH L TWL/NEEBMEEE 2R L Lok
FERTRERBRIZ W C, v r ) AROEWERET — X ZINE L7z, b7 7REO BRI, sk
F 5/ R 21 51T 10~20 ng/mL 22N G/ 1 I TD 5~15 ng/ml DWW TN ThH o7,
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

6~11 mD/NR (n=8) (ZIFFEH#5-8+SD 1.75+0. 71 mg/H (0.064+0.018 mg/kg, 1.65+
0.43 mg/m’) %G L=, 12~18 /N (n=14) (21T FH#5-8+SD 2. 79+1. 25 mg/H
(0. 053%0. 0150 mg/kg, 1.86=F0.61 mg/m®) ZHKE5 L=, 1l AAOIKYEIRESE FHER- I R
ST, KB NRBEORSE (80%) Ny rARY 1 H 1EERSO 16 FE# O Rapamune %
HaZ T,
NEEBHEBE BTS20 ) ARXOEMENR T XA —F (FEHIfELSD)
(RAE# B ¥ et FaRER) = °

il GNEED Chax, ss g, ss Cuin, ss AUC: CL/F¢ CL/F°
(%) B (kg) (ng/mlL) (h) (ng/mlL) (ng - h/mL)  (mL/h/kg) (L/h/m*)

6—11 8 2710 22.1*8.9 5.88%£4.05 10.6%4.3 356127 214%129 5.4*2.8
12—18 14 52*15 34.5%12.2 2.7x1.5 14.7%X8.6 466*236 13657 4.7F1.9

a: 7 aARY A [ERE] (B4 X, Neoral  WHIK) KO/ Xixv 7 ax R a7 [REE] (B,
Neoral®#k¥ 7 F > H 7 /NHl) & D Rapamune &5,

bRk v~ NI T 70— BT NERSHTIE (LC/MS/MS) 12 &0 llE,

c: RE (kg) MIFAEEREHE () OWVWTILATHIELZROKEEZ V7 F A,

LIFORIC, BIEEEERS 2 AT 2/NEETEHR B TR LN MBI -2 25 L0
Do
MR FEAT SATEBEEATIC & 0 R S/ hNRREIBRBRBEICRITS
ul ARORWMERE T A—F (FYEESD) (1, 3, 9, 15 mg/m’ HERE) *

e (k) %k toan (h) ti/2 (h) CL/E/WT (nL/h/kg)
5—11 9 1.1£0.5 71240 580450
12—18 11 0.790.17 55+ 18 450232

* T OXGYERE 1T Rapamune K &% 5- L7,

Vi

Rapamune fif /R i8R CIIALAINTZ 65 k& 8 2 D EBEED+00 Tl o 2720, AREIDOIREZNE
INEERE L B BNE 5 B HETE R > 7=, Rapamune WG ITEERIE L= 854, 65
REBA DBBHEFICRBTAY Y AAD NT ZREICET 57 — X%, 18~65 Ok A&
FHEM LR Th o7,

1Rl

BYEDT Y LR« 7 VT Z ALY 12%IET L. BHEEERE O ti 1 $EgERE LV
AEILR -7 (72,3 KRkt 61. 3 IFfH) . MERINC X 2 FEFAENIHERE S v,

NFE

Rapamune WK XUTEEHZ > 7 v ARV WK [SEA] (121X, Neoral ®*WHIK) KO
SEv 7 aARY a7 [RER] (B, Neoral®#RE T F > h 7 EAAD EOFHLT
BN Ol TERE SIS TR )T 2 8B ERER [kt (14)Z ]2 W T, BH%IIE 6 »
HARNCENEE (h=190) LIEB|ABE (n=852) DRI v Y AXDYY FT 7IREOH B~
ITRRFFICRB D IR o Tz,

Ky — KW AEER

U ARTTF R r—LACYP3AM KN P-gp DIEETHDLZ ENHBLINLTND, vr Y AL
OF F3E & o3 BYRBHIAH AA/EH 2 DL T ICHETT 2. TRLOSEHILIS O SEW R AAF BRI X5 <
nipnot,

_31_



730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

>R INY 7 a ARY I CYP3A e O P—gp DIE I OHEAITH D, v rl AR
E. Y7 e ARY VN @R RO T a ARY v T (KB o 4 1
% ICIRAT % Z &, Rapamune D HEZIM LRWRY | 7 v ARY v oF&G5E2H1ET 5
EL vm ) ARREMET T DM ReMERN S D L - HE (2.2), EWHEES (7. 1),

HA a4 5- 30— SR FAE IRRBR I T BERERERE 24 B111C Neoral “#KE 7 F o 1 7k LAl
(7 mARY A7 [BEH]) 300-mg 5 & [FIRF 3 4 KefE]# O VW 3741732 Rapamune
BEAI 10 mg 235 L7z, REREOHA, v U AADFY Cu L OVAUC (221 U A R &5
IZHARTENZEINSI2% LN 148% EH- Lz, L, 7 rARY UEE 4 RR%ICEE Lz
Bit. v LAAD Cuy LOVAUC (T30 U AABUMIR B L AT E HIZHOT D 33% DA EH L
7

H B $e - 3-SR BAE I RRBRIC I WT L IR 24 Bl Neoral iRE 7 F o 1 72 LAl
(7 mARY A7 [BEH]) 300 mg 5 & [FIRF T 4 K] OV 374172 T Rapamune
WHHE 10 mg Z¥% 5 L7-, FEFEESEORES. FEEEGEHZO T 1Y A ADY Cp L TOVAUC 1T 1
U LA B G _RTERZI 116% K TN 230% EF- Lz, LavL, Neoral® k¥ F o 4 7tk
N (7 aARY o h 7L [ER]) &5 4RFRZICES LESA, v a U 52D Cu X
OV AUC 1 Rapamune HUME G2 TENZNDOT D 37% LR 80% DFH EFH- Lz,

B 57 v 24— — - AR B IC IV T L fERERERE 33 1511 Rapamune PN
%5 mg ZHMBEES 20, Neoral kBT F o BT VNAAKl (7 aARY v h 7L [SE
1) 300 mg &5 2 REREIAT R OY 2 iR IC B G- LTz, Neoral®#REZ F o 7 EAHl (7 a R
RY AT [HBA]) Bh 2 BRIANCEREG L5 E, v ) AAD Cu LVAUC IR Y
LABMBE LR CH o7z, UL, BE 2RHRBRICEE LIZGAICE, v r U ARXDFY)
Coox L OVAUC 12 U B A B BT AR TENEN 126% L N 141% E5H Lz,

2 ARY VDOV Crax L TN AUC 1. Rapamune PNHIK D [FIFREE 5T Neoral ®#kE 7 F 4
TRNVA] (o uZARY TN [MER]) &G 4 RFFEBEORE THOAREREELZT )
o7z, Lol BBHEZEEIC Neoral " 5 4 FFEIZICS 1 U A 2% 6 5 ARIRIER S L1-%
A, v7aAR) OROFKE 7 VT 7 AHURTT 2720, 7 v ARY O BEERE &R
THEDICIE L VIERNHED Neoral T F o h 7B AAl (V7 aARY v h 7L KR
M) ZnEE L,

HEERRAT 150 Bl &2 xR & Lo B GRBRICkBW T, v e Y AX 0.5, 1.5 XT3 mg/m*/H %
Sandimmune®NHHE (7 @ ZARY IR 1.25 mg/kg/ B L RIEERE L, >l AZXDNY
N7 7RED ERIX, Rapamune &7 B AR Y UIEGHH T CHRE L7T-GEIC T 67%~86%
Thole, ¥r ) LAD T 7IREOEBREHEZLS) (%CV) 1% 39. 7%~68. 7% T -7,
Sandimmune® N (7 a ARY CINHIK) &5 L7HE, Y7 AR O N7 7REIZY
2 AANERGOFEEREEIIRBO N2> T, LU, %CVIZLIETOREBR LV &7z
(i 85. 9% ~165%),

SILFTEL L DNTF T Y AT CYP3AL LN P-gp DIE O ERITHDH 20, vl AR
EOE=2Y) o TETINERDY  HERASEZLELT L2000 [FEYHEEN (7.495
BT, REREREERAT 18l e ) AANAIR 10 mg & VLT TR A 120 mg Z AR A5 L8
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730 D AGE (M) 1.6 SHENZIST DRI B % B

B YR YLDZADNAFTTNAFZ VT 4 PHBREELZZ T2, R U LAD Caxy Lo LY
AUCIZZENZI L 45, L3MBANL 65 EA Lz, v rl ARE, AT TELEZOREY
FATHFNDT B LR NT ARAF LT Y LORYEIRICHE L RIES o1z,

TV X~y =) An~A 0% CYP3AM KON P-gp ODIEE OB ERITH D70, v
U ZANHWBOUTEER & = ) A e~ A v ORISR S e [ B AR O EoEE
(5.20), FEBEa ER (7. 28], @EEERE 24 IEFRE T2 ) AZNAHK 2 mg/H &
TF LAy A, VUBERIE LT Aa~A 2 800 mg 8 WEfEIINERE 54 [RIRHR
OG54 5L, U AARPTY 209 A DAL FT LT T 4 ICHBEREEE ME
L7ze 28U LAD Coy LOVAUC IZENZN 4. 45RO A. 2 (5 EF ULt (30, 4 FFEZER L
oo TUVABSA LU D Coay KOVAUCIEENZI L6 RO THE EF Uty 15 0. 3 FFEIER
L7,

s paF = b3 — L CYP3A L DN P-gp DRI 7eBHERITH ST, rl AR
WHIESUISERI & & N 2 — VORISR S [ZER OEH LR (5.20), 4
MHETER (7. 2)Z8], 7 hat Yy = REREGIE, v r U AAD Cu KOVAUIC DENZEIL 4.3
fF. 38% K%V 10.9 5 EFIZ K> TRSND &K 91T, Rapamune WHIEHERGHZ D> 1 U LA DRI
o WINEN OBRBEEICEEL LT L, LrL, vl ARAOKEK tip 3B LRhsTz, v
7 U AABER X, EEIRECO 12 REMSET 7 b2y — VRIS R RIZ S 2o
72

Y77 U7 7 B CYP3AM KT P-gp DIR ) 723584 Td % 728, Rapamune P
WSUTEERI & V) 7 7 v E O IFHERE S AR, U T 7 o R NELE T 5 TR, R
EHEDORNRIRIERE A BET D 2 & [BER O FoMEE (5.20), FEWHAER (7.2)%
MR, REREHEERE 14 B2 Y 7 7 B2 600 mg/H 14 HBREH G X DRITAHK & Elhi &
0 U AANATE 20 mg ARG 21T 57284, v a U AAD AUC LR o 1T ENE K 82% S Y
1% & KIBIIK T L7z,

N NI R /NIVE CYP3A KON P-gp DIEEINOERTH L7200, vr U ARRED
F=H VT ETHOLERDY, HERGZLELE T2 00D (WL (7. 9%
FR], fEREGEERE 25 B ERIREE Ty U AANAIIK 2 mg/ B &7 /331 180 mg 12 KefH M@
BHEEFRFROKGT 5L, v ARARORTIRINVDONAAFTT AT Y T 4 ICH R
ZRIFLTZ, U ARZAD Cuy LONAUCIZENEAL 2. 35 RN 2. 205 EFH- L7eA, tr ITIT & A
EEL Lo Tn, XTIV OFEEAENE S (5) BHRIRD Cox LOVAUC (X & HIT 1.5 5 L5
Uyt (3 1.2 BEREAEHE L7,

MR ERET IO T 2 WD & 5 KA

LURIS R 9365 2 W 723 T, BRIRAOIC A B 22 B R A3 - S AR IR b
o lo, vr U LA LML, HEMEETICOFHLTH Zu,

Fs e

T AIAINR Z T

D= S

Y 7Y R

_33_



730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

=T

SR NS EF =T R N T g — (Lo/Oval ®)

T N=m

RN T 7 XY N XTI A (Bactrim ®)

E DD FEY- T EAEH

Rapamune & DBEENDG8 S 72 CYP3A4 e O/ UL P—gp HEH (R =)y —n A4 hFa)
=, TV ARuRA T, 7T AR A %) IMOBEE ORI 73 CYP3A O X iE
P-gp #FEA| (V777 F %) EOPFITHEIRI N [BEREH EOME (5.20), Y
HAEH (7. 2)2 /], CYP3M OFR 172 BERI M ILRHE A4 B & 2 BF Tld, CYP3A4 DFHE
SATFHE O FREMEDMERNMUESEAI 2 BET 5 2 &,

CYP3A4 DI J O/ IR FEHR 70 LEFEAI & 72 2 3K Xt ¥'E % Rapamune & Jf 35
Lalx, ETHZ L, mMbpvu ) ARBEEZ EATAHRHEMEO H HMOIEANIILL T O H DD
b5 (L. ZRBICREI W) ¢

I AT R - =B,

PLEFH - 2z B~ —, ZaF > —,

TAEBYE : frL T g,

LB B TR : > 7Y R, XA hor2 773 R,

FOMDFR] - T rE 2 Y FF PAF, KT, T T T —PHER (P2
Y rFENR, 2T, FTLEN, TFTLEADL DR HIVEESR C HFRFE),

vu ) ARAREZKT SELAHEMENH 2 ZOMOIEANIILTOLORH L (721, Zh
DIZIRE A7) -

USRS : GV E L, T2 SN ES =, Tx= h g,

IAEYE - V7 7N T2,

DD I - B EAEM

T =TT N—Y V2 — AL CYPIM I K 5 2 Ml 5, 71— 71— a—2
X, Rapamune & [RIFRFIZEKH U720 Rapamune OFRIZHWZ D L CidZe b 7wy [ - HE
2.9), FEWHAEE (7. 35,

M- ~—THEEM

o ke Pa—r X U—1 (hypericum perforatum) 1% CYP3A4 k(X P-gp ZihE 45, v nm
U L AIET R 7 m—2I CYP3AL fr N P-gp DIE TH H72%, Rapamune &E5HEFIZEL - V=
— R U= ERGTLEUR ) ARREEARTIELWRMENS D (YL (7. 4)%
Gy

o

13 SEERER =M
13.1 =t RERME. £hEESE

Y UAKROT v N TR AMERER A FEE LT, M~ v R ICERR R 2 mg/H &0 30~
120 fEE VB (RRERECHIE) o n U A2 % 86 MEHRS L-RBRTIX, $XToMEL
AUV TTHEMEY 2SR IR & D BEEHRICA BICHEIN L, ~ U RICERR B OK) 3~16 5D H
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

B (ARG CHRE) 2850705 1 DORBRCIX, HECI T 2 FFHIEIRIE & OVl i 23 o
nYARZEDbDEEZ BN, 7y MIEKARE2 ng/ AU TOMAE ((KRmfECHE) %
104 FRE G L2 Cid, EEARFILITRD koo,

In vitro f/EMEIRIERERRER, F ¥ A =— AN LR X —IIHHIIC I 1T D Yeta R B
B, ~ v R U NEMIEEZERZE B ER K Y in vivo = WX/J‘*Z%E@K%U\T‘/E U AR TE R
FHIEITRRD R Tz,

M7 > Moy m U AREROBE L, REGOREE RS 7268, 0.5 mg/kg ((RFR HFE#H
BT, BRKHE2 mg D 2.51%) T, AHKRBANC KV MEOAETREINIIET Lz, 612, Ji &
FEOBERBORD VB IN-, MZ v FOAFHRET) D NOAEL I%, 0.1 mg/kg (FEKME 2 mg D
0.5f%) ThoT,

HEZ v Mzvm U ARAERO®ZRE L, RGO & QR S 7-45 8, MEOAEFTERE X 2 mg/kg

(EFmAHE T, BARMAE2 mg 9. 74%) TIRT L7, FEH. ME A&, g, BSlEo
FMi M OB B Sz, [T v R OAEFRAESI D NOAEL 1%, 0.5 mg/kg (FEKFE 2 mg
D2.5%) Thol,

PZBIT D e Y AR 4 BEEEFIRNGER Tl BEMEZMEN 0.1 mg/kg (RRmFEHRE
T, BERHE2 mg D 1£%) THILRINT,

14 BRI R #E
14.1 BEEEEEICE T SEHFIERRICDFIE
Rapamune PY/HIE

A 1% DOl SRTEAE S S O FBAIZ %95 Rapamune N R DL MR O RIMMEE . 2 DD S i
FRALFEIEAEA BV A1) —H BB RIS WO CRHMIi L 72, WaBRCix, v 7 e ARY v &
CNarFarTaAf REEHH L2 Rapamune WHK D 2 FHE L~V (2 mg X OV5 mg, 1 H
LE) ET7¥FA7TY v @B UI7 78R Gl 2) 2 Uiz, 3Bk 1 IKE O 38 fiigk
THEM SN, T19FOBHEZRER L, BHRICEERSEI D AHT L, 284 #IZ Rapamune N 2
mg/ A . 274 $iliZ Rapamune NAE 5 mg/H . 161 FIZTFF A7V > 2~3 mg/kg/ A 245 LT,
AR 2 13A—ANT VT BFH, F—u oy REOEGE 34 it THEES Nz, 576 D E
FaRek L, BRERNCEEREI AT L, 227 Bl Rapamune WA 2 mg/ H . 219 f]iC Rapamune
WH# 5 mg/ A, 130 BN 7 TR Z &b Uiz, Ml bHY o EREUREAJRIE O I3 EE
1B U7z, MakBRIC I 2 A2 E 2RI B X, Bha% 01 6 » AMICEB T 2R/ A+ 0FEL
e Ul 2IERAT L%, BEEREOS (ERIC X D #38) ORIEIFEEL, Bhi A BEREHR R X
B EERI N,

UIFoRIZ, LEERABRIZET 2 BRI OM R e £ LD5, HE2 mg/H LTS5 mg/H
® Rapamune NHEH G- TIL, 7HFAT7V R OT 7 BRICHTEBAE 6 » ARICHIER+5
DFBURDA R T Lz (<0.025 KETHINTHE ; FE 2] HEERBIZOWTHIIE L 72

4B EOFEKRYE),
B LIZBWT 6 y AR 24 h» HEOREARAT+2OREE (%) > °
Rapamune Rapamune TYFETY
N IR N IR 2~3 mg/kg/H
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F %) L AEE (LM) 1.6 FMENCRT DRI T &8
2 mg/H 5 mg/ A (n=161)
INT A —H (n=284) (n=274)
6 1 AR DHFEART5° 18.7 16.8 32. 3
SIRAA7p DB
R CHERR S LT 16.5 11.3 29. 2
MRS
P ZIVAR TIEEi- N 1.1 2.9 2.5
A 0.7 1.8 0
BEAARE 0.4 0.7 0.6
24 h AR OBMERt57 32.8 25.9 36.0
BYRAA2p DEEFE
R CHERR ST 23.6 17.5 32.3
MRS
P ZIVAR TIEL =N 3.9 4.7 3.1
A 4.2 3.3 0
BB RE 1.1 0.4 0.6
a: BFITIYZ7 e xRy RN LFarTa A REIERS L=,

b FHEEG L EE 2 ST,
c @ FEGHIEA,

AR 2 [ZBVT6 v HRR TV 36 » AROBRA TS OREAR (%) *°

Rapamune Rapamune 7T 'R
WA W% (n=130)
2 mg/ H 5 mg/H
INT A—H (n=227) (n=219)
6 » AR DHFEART5° 30. 0 25.6 47.7
SIRAA7p DB
R CHERR S LT 24.7 19.2 41.5
MR ROS
P ZIEVAR TIEL =N 3.1 3.7 3.9
A 2.2 2.7 2.3
BEAARE 0 0 0
36 1 AR OBMERT5 44. 1 41.6 54.6
BYRAA2p DEEFE
R CHERR ST 32.2 27.4 43.9
MR ROS
P ZIEVAR TIEL =N 6.2 7.3 4.6
A 5.7 5.9 5.4
BEAARRE 0 0.9 0.8

a: BFIITIYZ7eRRY v ERaLFazrTa A REIERS L=,

b FHEEG IR EE 2 ST,
c @ FEGHIEA,

_36_



T LAEE (M)

1.6 AAENZIT DRI T &

BEFERMEE B 13 1 FROBEAFRLOBIHA AEERTH T, UTORIZ, R 1ICE
T5 1THEBRKD 2 F%&, RBR2ICBIT D 1B KD 3 FEROBIMA AR M OBE EFRER
T, A A S RN VBB AT IE. Rapamune #f & 3P IREFEHZB W TR TH - 72,

AR 1 (122 ARV 24 v AR) ITBITS

B A RROBREEREE (%) *°

INT A—H Rapamune Rapamune THFAT) 7R
W R W 2~3 mg/kg/ H
2 mg/H 5 mg/H

AR 1 (n=284) (n=274) (n=161)

FAE A s 3

12 » A% 94. 7 92.7 93.8

24 5 A% 85. 2 89.1 90. 1

BE AR

12 % H1% 97. 2 96. 0 98. 1

24 H A% 92. 6 94.9 96. 3

a: BFICITITZ7 e xR RN LFazrTa A REIEES L=,

b FHEEG IR EE 2 ST,

RER2 (12 » ABRKU36 » AR) ZBITD

BT ERRR CBEEEE (%) "

INT A—H Rapamune Rapamune THFAT) 7R
W R MR 2~3 mg/kg/H
2 mg/H 5 mg/H
B 2 (n=227) (n=219) (n=130)
A A s 3
12 » A% 89.9 90.9 87.7
36 & A% 81.1 79.9 80. 8
BE AR
12 % H1% 96. 5 95.0 94. 6
36 4 A% 90. 3 89.5 90. 8

a: BFIIITZ7 e xR o ERaLFarTa A REIERS L=,
b BHIRE RIERE EE T,

K FEHEIZ L~ C Rapamune $¢-5-8F C O A4 CHERE S U7 fEIEMEFEHE SUS O R BRI T2,
FTRTDO T L — ROHEMIE DI 13 & £ 47,

figk N T PO N TRk L7-iER 1 Tk, BABE BT 29 RAF0ITVF 47 VR
& H~ T Rapamune AR 2 mg/ A TIX[FAE T, Rapamune WK 5 mg/ ARETIIA 220> 72,
TONFETERE Lieno 7oiklik 2 Tik, BABREIZEIT 28R A +5713 Rapamune N IR D[t
MERL LT TR LRETH 7o, BANEFITE M ED Rapamune WK 2 3 5 R 7E
I%. Rapamune WK 5 mg G- TR O NI HEIKFMEO G EFZ RIS L5 U A 7K & Hg
Bt Ui iude o [FIEH (6. D],

6 v H %D NRIZNRA-53 DRBLE > °

Rapamune Rapamune THFAT) WA A N
NI AR 2~3 mg/kg/ H
INT A—H 2 mg/H 5 mg/ H
RER 1
HA (n=166) 34.9 (n=63) 18.0 (n=61) 33.3 (n=42)

FEER AN (n=533) 14.0 (n=221) 16.4 (n=213) 31.9 (n=119)
R 2
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

HA (h=66) 30.8 (n=26) 33.7 (n=27) 38.5 (n=13)

}FEA (n=510) 29.9 (n=201) 24.5 (n=192) 48.7 (n=117)
EFEICIF 7 axR Y v EORaLFaxTFaf REIEERE L,

b JE#H;HTQQEPE'%%%E]&

LR DR ERIAIEE SR (GFR) &, BRI TlX 12 » HHE L 24 » H#IZ, 3Bk 2 Tl 12
B A% LN 36 » A% Nankivell XA HWTHEMH L, FHGRIX, 7 AR U +ENE
NOTVFAT7Y o XII T 7B RFEEECHE T 7 g AR Y +Rapamune N TREED 5 DMK
ol

A%, NANKIVELL RUZ & 0 B H U= 250EREEEE (CEHfEESEM, cc/min) > °

Rapamune Rapamune THFAT) WA A LN
WA W R 2~3 mg/kg/H
INT A—H 2 mg/ A 5 mg/H
R 1
12 » A% 57.4+1.3 54.6+1.3 64.1%+1.6
(n=269) (n=248) (n=149)
24 5 A% 58.4+1.5 52.6+1.5 62.4+1.9
(n=221) (n=222) (n=132)
Bk 2
12 » A% 52.4+1.5 51.5+1.5 58.0+2. 1
(n=211) (n=199) (n=117)
36 % A% 48.1+1.8 46.1%2.0 53.4+2.7
(n=183) (n=177) (n=102)

a: BRI IEEBEEE T,
b : GFR % 0. 0 IZF%E L 72T IC I3 A SRR R 258 0 1o BB 2 5 T,

AR 1 OB 2 OFBEHNICBW T, BAE 1 4% 0O GFR 1348 THERE S L7z ket
FOt % 1 EIEL EFBL LT BE DA PR L 2o 7o BFH LV IR o T,

BHRELE=2 U 7 L, MG7 VT F = AEEME T 2~ BE I iiRiE o
IR 2B E T 2 2 & [BEER O Eoris (6. 8],

Rapamune ££7

B Dlg s HEAE RS O FEHIZ %35 Rapamune WH K & $EXI D22 BME R OE L. £
AL R 2B O AT Helse AR IC B W TRRIRBIICIRIE CThH 2 Z L B bz S [FEZ5E
P (12 3B W],

14.2 BEBHEREIZE TS50 ORRY) Ui
HEFRPIEYE & L C O Rapamune O L OVEZIEIL, BB 3~4 » HRRIZV 7 a AR V&5
ZHEML L 7B TRl L7, RBR 3 IXA—A NT VT, AFH F—nr v 30 57 Jiigk THEM S
AT 2 ik A6 [ MR 2 E O A1 i P IRERER C, 525 Bl D BF & 58k LTz, ARBROT X TO%f
SRE IR ZHE Lz, AREBRTIX. Rapamune, 7 2 ARY ' ERa)LFaxTaA( RE|
Z ik dx 5 U 7o B L R UAR IR IE 2 AR 00 3 » A (R LRI &G Lckics 7
0 ARY AN L7 BE AR L, V7 v AR Y CEEBHIRIC, Rapamune R 1 U A
i T 7 EREO  BFEGGEME (12 5 A% £ T 16~24 ng/mL, < D% 12~20 ng/nl, 7 B~
N7T BT KL DREME UTER) ICEET DL OFE Lz, 3 » Hi%., 430 #il% Rapamune +
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F 30 AABE (IM) 1.6 SHENZIS DA RIS BEd 2 Bk

T a AR Y EEKG XX 7 v AR U CBERLE ORERRETE & LT O Rapamune 5OV

DNZEE L < HEEEZICEND (1772,

IEVEZ R0 AR R ERIIE, BEIEAEID Y Cal 4 MEIZ R 5 Banff 7' L— RO 2N
BOSSAF A AR 3 72 < g7 LT F =2 4.5 mg/dLLLF, v 7 a AR Y Bl % 3R

DIZ 7 BHRE (RRETEMO AL D) BNEEh Tz, A TEEIMIEE X, B
12 AtOBIAAERE Llc, ARWERIRAJFEAGE B 1%, AR Ol S e BSOS
R, BHEEGE, DREATD ERCHER SN2 EG, B AHEERL, FEEoWTh
DEREVEBLE EFR) KONAREAR (Bh-F ik, BUERRIS, B BIEIRA, EToWTh)e
BUWRHLEER) ORARTH -T2,

UTORIC, KRB TE O 12 5 HiR, 24 » A% K36 5 AR OB AR K
OBEEFREE LD D, 12, 24 V36 » A%KE T, BERAEERE BEAFRITMIELE b
Ik TH T,

BHEAAERROCBEETFE (%)  ABg 3

Rapamune + 7 a AR BERE D
U a AR Y R E Rapamune % 5-
INT A—H (n=215) (n=215)
ol AR AR
12xHAHB?" 95. 3¢ 97.2
24 5 H B 91.6 94. 0
365 HB 87.0 91.6
BEE TR
1245 HH 97.2 98. 1
24 5 H B 94. 4 95. 8
3645 HE 91.6 94. 0
a: BRI ILEBEEE T,
b AhMEF EFMEE,
c: BEFREER A X b & LTETMET,
d : KRB oW T EHIR,

DITORIZ, 12 5 AB KD 36 5 A BOAR CHER SN - WIEIEMEGC O REZ £ &0
%o BEVEAED T HND 12 5 ARNICH 720 2 BERNC AR CHERR S 7= wlHEHE SOG O BLER
BERENRD DT, EAEAE O A% OBMER SO R/ 1x, BAELEY 7% 0
Sﬁﬂ%u%ﬁbko
36 v A% OAER THER SN HIE MRS OB G HERIRER . ]R3~ °

Rapamune + > ua AR VB O
v a AR PERIEKE Rapamune ¥ 5-
HA (n=215) (n=215)
MEVEZ S|V TR 9.3 10. 2
HEVEZ BV T ~12 5 H © 4.2 9.8
MEVEZEID T 1% 12~36 % A 1.4 0.5
EVEAEID H171% 36 % H 5.6 10. 2
36 » A DOAEE 14.9 20.5

a: RHEEG RS 2 AT,
b FTRTOMFICIAF 22501 FAZES L,
o HEEAEID (1T 3 A 2 BEHICIT - 7
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S590 AREE (L) 1.6 SENCIST DEEAMRILE R4 2 &kt

4 FELL O HLA REA N5 2B RIFEBERE DBEA . 7 1 AR RV A %5 ) (1T
LI-BE T, V7 a AR Y U R R CRMHE OSSR RN A EICEm N o T (15, 3%%)
3.0%). 3 JFELLT @ HLA R4 2% & 2 B RIFEBMESE T, EIERE D 1T %IRRT ok
FHEROSENFETH D Z L (6.8%%f 7. 7%) DS,

UTFORIZRER3 (7 v 2R Y VEEBEER) ICBW TR LY GFRR 2 E L b,

AE 12, 24 K UV36 % H%IC NANKIVELL Rz X W BH L7
ARERAIRIBE (nL/min) = > ©

Rapamune + v a AR RO
INT R —H vra AR EE Rapamune & 5-
12 % H#
SEFSAE & SEM 53.2+1.5 59.3+1.5
(n=208) (n=203)
24 5 A%
SEFSAE & SEM 48.4+1.7 58.4+1.6
(n=203) (n=201)
36 % H
SEYAIRE = SEM 47.0+1.8 58.5+1.9
(n=196) (n=199)

a: BRI IEEBEEE T,
b : GFR % 0. 0 IZF%E L 72T IC I3 A SRR R 258 0 1o BB 2 5 T,
c: T RTOBRFIZaLTFarxTaf FElEZ&S LT,

12 5 A, 24 5 HKOV36 » AIZ Nankivell 2Z X 0 B HI U723 GFR (X, Rapamune+ 7 1
ARV AREREL D 7 v AR Y CEEIE ORERFELE & L CO Rapamune ¥ 5-REO T NHEILE
Moo, BEREID AN RN BRSO 2 BB L2 B8 O%A . Rapamune+ 37 1 AR Y
ERECHERT Y 7 g AR Y BEBEE T GFR BNABEICE o 72, BAELAEND (1171212 M
JEZFEBL LB TIE, BEHEMIC GFR OR B2 b RinoTz,

W OIBBRE G FHHE 1L 36 » ARIOTETH -2, KRBROWIMZERE T 57-0ICZ D%
T EIEE T T2, 48 # AL N60 » A D7 v AR ) VEEREHC T D551, 36 » A
BOFERE L Tz, 7 r ARV CEEi% Rapamune $-5-F£D 52% (215 filH 112 #1) |
60 % H 1tk E CIBH 2kt L. GFRHERFATRD bz,

43 EENDREFHNIRV AT HBEHRIEERE

BB S L O T m B B CLURTO RS R DA% LR - RS L O
S IAFARHNVEOSYEGUARAT  (PRA ; PRA B — 7 fl>80%) DOmWEH LERINDINA Y AT B
Hraxtgl Uiz 1 AR ERBRIZIBV T Rapamune 28t L7z GRER 4), BE IR ERE > o
ULZRKOY 7 m ZARY » (R MOFEREEOIGRIEICEL L TaLFaxTa s R
Fl &P H- LTz, Rapamune &L, 12 » HORERWIMZE L Corn Y A2 BES2LY N T 7
B 10~15 ng/mL (7 v~ N7 T 79E) #ERTHLOME Lz, v 27 axR) CHEIX, T
7 B EFEHIE OFPFHIZ OV C 2 3 B £ T 200~300 ng/mL, 2 i H~26 i H % T 150~200
ng/mL, 263 H~523#H % T 100~150 ng/mL ® B4t + T 7 REZER TS L 5 L
[EZFRE (12 3)B ], PRSI BEIER CTORE L7 v hauilfié> TRD LI,
KIG B D 88. 4% T S A7z, ARBRITOKE 35 fiigk CTEMi I iz, GFF 224 0 BH B4R
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

BT, Y ARARR e AR A 1R EZTTEY, ZONFUTEANES
77.2%. FEBHEE 24. 1%, PRA GIEDOHBE 13.5% CTh o7, AWML 12 » AZRICHEL -
IRy (ERIC R R SN - BRSO S OWIEIEEL, B BREHR S SUTIE L &
%), B AKSEEIR L UIFE O WF B WREE, Nankivell U2 X 0 B L7- GFR THIE L
MR L ER SN, DUToRIC, FRiHIEB O EE2EL 05,

B 12 v AR OZRA+457. B HERER L SUISET,

NANKIVELL Rz &V B H U7 R EKAIEEE (nl/min) : 3R 4

Rapamune &

ruaARY v, arFarTaA FEIGEH

NTA=H (n=224)
NEARF57 (%) 23. 2
FohE Fr FSREHR LIS (%) 9.8
BsHE CEXEESEM) = ° 52.6%=1.6

(n=222)
a : Nankivell ZUZ & 0 BH U7z RERIKIEE R,

b : GFR % 0. 0 IZF%E L 72T IC I3 A iR IR 258 D 1o BB 2 5 T,

12 A DBEAFRIT 94. 6% Th o7, A CHER SNSRI 17.4% T, £
DREBITRETH -T2,

14. 4 B HEBHEEEICBITS DL = a—1) UBEEHIH 5 Rapamune ~DY)Y B X

B 6 1 H~10 R OMEFFIB BB ICB VT, Iy =a—U VAER (CNI) 75
Rapamune ~DY) 0 %z 25 L7z GRAUBR 5), ARBRIIKE /S — v 2GRSO
111 i C S50 X 7= 2 ek 3[R MEAE A ) U 11 Fele st BEERER C. CNT > 5 Rapamune ~M4H] V) 5
ZIWC K DEREDUELFENT A Z E A HME LTz, 830 BIOBREEZEFRL, N—RA T A VKD
BHGRERIAIEE R (GFR, 20~40 mL/min %} >40 wL/min) (2 X 0 J@RHL L=, ARBRICBWNT,
Rapamune BV 3% 2 B CILBHERELGE K OVER ARFE BRI B L CTO) 0 B 212 K 2 A #8138
DHNRDDTe, IHIT, N—=AT A CREOH M GFR 28 40 mL/min A0 BEBERIT, Mk, &
PEFERESOG, B PRRER . T FOEERAEFRORIRNE WD HIL Ui [F/EA
6. )/,

AR TIT, BBAEEE (B 6~120 » HZ) OBy ==2—Y CHHEHD S Rapamune H] Y
BAREE vy = a— ) VIEANRG R 582 i U=, PRRGEMEIFIZI 27 = ) — LT
Zx=F) WF), 7THFF7U v (AZA), a/LFaxTaA NEITéH -7, Rapamune $ 53 H
[ A 12~20 mg TRHAA L, #D% o ) AZOHEAME N T 7 #E 8~20 ng/nl (V/ 72~
7T 7)) EIERT DK O BEARE Uiz, ARMERHMEE BT EEREI0 4T 12 » HRORE
I GFR & U7z, BANEEMGTE B, AR OGS SN AMEREIS, BRAEIEEL, LT Tho
7o N—RAT A VOB GFR 40 mL/min BOEFE (Rapamune ~DEI Y x| n=497 ; CNI
ft. n=246) [ZBIFHFRALLUTICE LD D, N—A T A ZH LT Nankivell 2 L% GFR @
BRR BT ORI A ERUGEITRED b h o7,

NR—R T A L GFR>40 nl/min DBE ZXHR L LIz ZEHBBMEE OBIEE - Rapanune 1]

D EXHRBR (B 5)
| X5 A—%4 | Rapamune 910 #z | CNI ket [ 5% (95%CI)
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N=496 N=245
1 4% @ GFR mL/min 59.0 57.7 1.3 (-1.1, 3.7
(Nankivell)
2 4:4% @ GFR mL/min 53.7 52. 1 1.6 (-1.4, 4.6)
(Nankivell)

SRR POG R, B AERARLUSECRIT 1 Fi% & 2ER TRKRTH 72, KT TR
Bl L7 A FH 413 Rapamune ~DOY) 0 2 %40 6 » H IR bL < BH LT, MRIEERIZL
v ) ARG BRAZBEO T PEEICED ST,

REH, 7 LT F = O FE R O RAEITR— A T A VRO G R TRIEE CTd - 7228,
UTORITRLIZL IS, 1EH KD 2 414412 Rapamune Y] 0 2 2 B Tl E B8RO S5 E
RO YAMENGEICE o Tn [BEERNEH FoEE (5. 9BR], SbiZ, Iri=a—U v
PLEAIRGR SRR T, 2 r ) AZ~DY0FZ 1 FRKR O 2 ERIREA/ 7 VT F =
>1 0ofBFORGbENoTe, TOEIT, N—ATA URRER/ 7 VLT F =<1 Of
HETH>IORFETHREO LN, ¥R U AZXA~OEYBEIHTIE, X—AF MV Rr7n—E
WEAREZATLIBRELWRALESGATH, IREA/ 7 LT F=U >3 LERLER TR —
PR AR (482 T 46 5] [9. 5% 1%F 239 TR 9 B [3.8%]) %I L, x7r—EHEA
PRFEELRIL, XR—=2AT7A Vg7 n—BBEAREZATLEELZRE, v r ) AZX~0H0 Ex
BT NNy =2— U CEAMGREC L TEREICE D 72 (29 i 13 Bk 14 F9 1
Bil)

NR—2 5 A EEEH GFR>40 nl/min DBREFBITRIT BR—R 5 1 VB,
1 R RV 2FROREHBMORER, 27 V7 F =V LOFEHER P RAE

BRI v AASOYI) FEZ CNT #kfoe
N SEFAiE £ SD il N SR ESD | i p fiE
R—Z2F4 W | 410 | 0.35+0.76 0.13 207 | 0.28=+0.61 0.11 0. 381
1 E% 423 | 0.88+1.61 0.31 203 | 0.37+0.88 0.14 <0.001
2 % 373 | 0.86+1.48 0.32 190 | 0.47+0.98 0.13 <0.001
fﬁ%%@ﬁ%ﬁmﬁmfﬁwv::~uV@%ﬂﬂ%kmmmm®@0§i%@ﬁfé%
. U0 R Z R B RE O U 2 R RELY 22 < . Rapamune ~DY) Y #2212 R A PRI O 1Y

Wiﬁﬁ&Uﬁ%%%Tf%ﬁth7D*?WEEW@%ﬁ$WMﬂM@%ﬂtt@ Lo
HmEzBEICAND Z &, Zhid, Y10 B AANCBEF OREAYRIERE 030 2 BEITRICE A D
ZEThoT,

BRAMEHICB O TBII®R 3~6 A TH 7 n ) AZnbEr ) ARCEVFEL (Y r Y AR
HE) SUIF 7 v U LA &G L7z 2 sk 3R B AR E 0 A1) FEGABR T, Btk 2 £ 0
BHSREICA BRI e o T, &IRE LT, vu U ARERT 44/131 B (33.6%) TiREZ T L
LD Lﬁb 2 a ) NARETIE 12/123 6 (9.8%) Th o1, HEFZORKBKR OEESRS

LB IR, 2R 130/131 6] (99.2%) %F 112/123 6] (91.1%) ., 28/131 5 (21.4%) *f
4/123 (3.3%) BleZ 7 a ) ARBFELHE LT, v unl) AXBETE T,

BoAtitk 2 AR IS T D A CHERR S M BWEIERESUS OFEBLERIT, # 7 v Y L AR 2/123 ]
(1.6%) &CHEIL TS m ) AZBE11/131 6] (8.4%) TEn-oTm, 1l ARTHY &z R
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Flx, BRI O ORERIFIEED 30 HEL LI 72 &b 25 HRRIO / VA b o7 (¥
Y 7R L) A, ZERERFIIRE = 126 mg/dL XIZIEZERE RS MBEE =200 mg/dL D7 725 IR A
BRI LTZEIRIE, #2770 DAREA/T26] (5.6%) &E#eL Ty Y LARE 15/82 {4
(18.3%) TEin-olz, BHIROREBRIT, #7 vl LAARED 2/123 il (1.6%) 1Zxt LT, ¥
0 U AARE19/131 6 (14.5%) THBITZ,
145 FBEREICEITEH N R—XEEN O LAAR—IFE~ADYIYEZ
oAl 6~144 » A #OLEHIFERBE BT, ONT ~_— 2 7LD 5 Rapamune ~X— A JE{E~
DY B2 AT LT, ARERRRBRITKER T —r v %2 St R & o> 82 Mgk T FH S 4L
Te Rk LREAE 2D AR (20 1) Heloe BGABR T, CNI 7> 5 Rapamune ~D 10 Bz 12 XV
ARINE R OV MR 2 M AT+ 2 L e S BENUGE T 5 2 L2 md o a A E L, &
607 B3 Bk S ATz,

AFRERCIE, 12 % H&IZ Cockeroft-Gault ZTHEE L 72 X— R 7 A U Fi#E% D GFR (Rapamune
)0 B 2 BF 62 mL/min K OY ONT fE##RE 63 mL/min) (22U T ONT ~— R RIEMKRE 53 %
Rapamune ~X— A PEIE~DOY) Y B x OB Z R~ 7o 72, F7-. Rapamune Y1V &z & CNI
FHGERE 2 LT B B RE TR L OB B 72 DG FHIEE H (47T — % RIEHI S & Tr)

(6.6%%f 5.6%) (Z2OWTHIELYEERE 72> 72, Rapamune Y]V X BE (393 5]+ 15 {51,
3.8%) DIET-EIE ONT ket (214 b 3B, 1.4%) XV @Eh-72id, FOXEIHANEET
E72 0o T, RHIRIER (FICAEFLEUIIRARICED) . DAEFFELREBE (Frlop
fE) KON 12 % A O CHER S IV BT A PSR IT T T, ONI fEReRRIC LT
Rapamune 81V B 2 BFEO K A EIZ @@ > T2,

14.6 NEEBIBESE

BMERBHEEE 2 3B A EFr ) A7 @y (BYERIFERAE A FERG UG 1 RIS EOREFE LY
ST AR T ORMERBIEIE DAL L EFR) LHIE ST/ (3 m~18 i) BB EE
Rl UC, JEKd 14 Mgk Tl S vz 4 — 7V IEVEAEN U A4 ikt R 36 o A & B EARHR
BRIZF\U T Rapamune & 5lli L7z, 78 HlO#ERE # v =a— 1 VHEAI K RNaLVF axTr
A RHIZOFH L7z Rapamune (0 U A2 D BERRE 5~15 ng/ml, 7 v~ ~27'TJ 7L, n=53)
LNy =a— U VHEFEAIAN— 2 O%EIHIRIEOMKSE (n=25) (22 1 OFIE CTEEZITEIT
iz, ARBRIL, SMAEMRISOMIEFEER . B A ERERA I TIC IV ER S NIRA+
DEFEFHMEEA & L, ALy =a— U VAERN— RFEICH AR TV Y = 2 — U URHEAIN
— A O IEIHIRIEICN 2 7 Rapamune OB BMEZ ~3 2 L 2B E L7z, 36 » ARIE TORE
ARA-43 O BAEFEBLERII I BREED 44. 0%1Z b ~T Rapamune BTl 45. 3% CTh v, ERMEITRS U
ol EBNIEFE L FIT > ThoTe, Iy =a—V UHEALPaLVFaRXTaf N
Z ffFH L7z Rapamune 512 L0 . BHEEEIE T, MIGIEERY (WG MY 77U &) FEINL O
HEA VAT o —) VIR &) | RIS AFRELT D U A7 SR Uic [EEL N EorE
E 6. W], RRBRTIE, /NEBEBHER DML EAICK T o vy =a— T VHERIN
— A DG~ Rapamune iIBANEZEFI 720,
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14.7 ) V\IRE B IBIEEE

U o RE R IESE  (LAM) (Z%Ed 2 Rapamune D724 & A 20 % £ fi i Mo R B 2 (b — B S
Frig s B ERBR TR U 7=, Z 03Bk ClE. Rapamune (L b 7JEAEE % 5~15 ng/mL [ZHEFRF 95
EOWCHERE) L7 78R % 12 » AROBEH L . Zhicke< 12 » HH OB Tl L
720 89 BIMEERZI, ZD S 6 A3 BN T T B AR KON 46 573 Rapamune £ 512 HAEA L S
Too EEFHMIEE L, SR L RE (FEVD) O 1 5 Adzb 0o (bR (HX) o2 FHOZE
Thotz, 1HBEMFO FEVI O E X7 7 AR T-1222 nl./ A, Rapamune #C 12 nlL/A T&H
>7 (EFE=13 mL (95%CI : 7, 18), 12 » AMDOIEREWIHIZEI T 5 2 BRI O FEVI D21k
DFT 153 mL TH V| BERFONYE FEVL O 11% Th o7z, G RE (FVC) 12\ T H A
FEOUED A BTz, Rapamune ¢ 5-H1 1%, FiBERED X T1X Rapamune BECHEBA L., 77 B AREE
ERFRICIE T L7 A FoRZS]R),

AR HEN
1.6—' |
|}
i
i
1.47
i val AR
2
3
& L2+ ,
w [
w 1
1
|
1
1
1.0 !
i
4 i
0.0 T T T i T T T T
0 3 6 9 12 15 18 21 24 (")
Bl
Al LA 46 43 41 38 41 21 14
TSR 43 40 42 39 34 22 13

LAM BBE 2R T DIBRA R OCBEH O /iR 1 & (FEV1D) O#B

LM BETERT 52 EBMBNTND U o NEET AR - Cd 5 I8 N B 5E R 1D
(VEGF-D) @ 12 % H ®Z4k=i%, Rapamune #f (-88.0%16.6 pg/mL/H) & 77 HREE (-

2.42%17.2 pg/ul/H) ICHERZE (=86 pg/mL/H. 95%CI : -133, -39) M@ LI, 12 7
H R OEFEGI 0 VEGF-D ORI OREMZEIE, —1017.2 pg/ml TH V| BEkEF O ) VEGF-D

DRI B0% TH -7,

15 &3k

Clinical Therapeutics, Volume 22, Supplement B, April 2000 [2.5 K@it —=% U
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16 B AFERUEY KWL EDEE

Rapamune (FHEEZ IR S 72020 BBl 72 iEEF T /e, Ln L, WD RS SUZARIC
EEEEE L7256, BRI AR &L OUK CTHIIPEF L. IRITEKCHRET 52 &,
A5 R % 1 %71 Rapamune |ZfEH L7222 &0 AR & 13 4% H KH 2R,

16. 1 Rapamune R &

Rapamune P 145 (NDCO008-1030-06) (., > & U A A (2 1 mg/mL) @ 2 oz (60 mL)
DOIFHED T T AN AR, FROFEBINELROT Y T X742 1l @A &G0 7230
BOENETRATY o eFy v 7 N —2AR A>T 5,

Rapamune PN DIBITHE L, 2°C~8C (36F~46F) THERFT 22 &, Wolz Al Bl
Lo, NEIZL» AURNICER T Z &, R 61X, BEIX25°C (777 £ CTO=ERTHE
IR (B2, SOV T 15 BRLLF) ., HAEHRFELTH LW,

BRIEDT Y vV R OF v v F TGO DICHE L, RKFNZT U o PICANT 25C (7T F
TOEIR TR 24 FFERAFT 270, 2C~8C (36F~46TF) THEMARFALTH LW, U U
HEEHRICEET D 2 &, A%, KA Z0IERT2 2 &,

B CHE L 7= Rapamune WAHRIL, M7 % LEEIRE 2 BT 2 N H 5, 2 9 LIRS
DETCTZHEE, AFIZEIRCTHRIE L, BEMNHEET 2 ETOL0NRET 5, ZORENH
STH, AFIOEIZEE LR,

16. 2 Rapamune £l

Rapamune $EANZLA T D@ Y IGE SN TV 5 -

® NDC 0008-1040-05, 0.5 mg, #tHf. FHIZ “RAPAMUNE 0.5 mg” EZIEIS 7= =MAF0
FEFA 5 1R 100 $E,

® NDC 0008-1040-10, 0.5 mg, ##Hfa. FHIC “RAPAMUNE 0.5 mg” EZIEIS 7= =MAF0
BEAI ; Redipak ®1 48 100 &2 (10 gEAY 7Y A X —J— K 10 £),

® NDC 0008-1041-05, 1 mg. Hfa, FIEIZ “RAPAMUNE 1 mg” EHIEN SN 7==AFOER ; 1
i 100 82,

® NDC 0008-1041-10, 1 mg. HfA. FIEIC “RAPAMUNE 1 mg” EHIEN &SN 7= =AFOER ;
Redipak ®1 4§ 100 && (10 $EAVY 7' U A X —J1— K 10 #0),

® NDC 0008-1042-05, 2 mg, EEfA~~—T = FHEIZ “RAPAMUNE 2 mg” LZIHIS N =4
TEDEEA] 5 1 100 2,

Rapamune $£411% 20° ~25°C [USP & HIRIE] (68° ~77F) THRFETHZ &, FHEHHTT U %

A== REOT Y RAZ—A RN v T %2HlHT5H T L, USPICHE LR ELRA CRFT 5

ze&,

17 BERBIER

BE . FIERONHEE G LEREDA REHD LB L. TONBROHMICE1+5 2 &,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
RAPAMUNE safely and effectively. See full prescribing information for
RAPAMUNE.

RAPAMUNE (sirolimus) oral solution
RAPAMUNE (sirolimus) tablets, for oral use
Initial U.S. Approval: 1999

WARNING: IMMUNOSUPPRESSION, USE IS NOT
RECOMMENDED IN LIVER OR LUNG TRANSPLANT PATIENTS
See full prescribing information for complete boxed warning.

e Increased susceptibility to infection and the possible development
of lymphoma and other malignancies may result from
immunosuppression (5.1). Only physicians experienced in
immunosuppressive therapy and management of renal transplant
patients should use Rapamune for prophylaxis of organ rejection
in patients receiving renal transplants.

e The safety and efficacy of Rapamune as immunosuppressive
therapy have not been established in liver or lung transplant
patients, and therefore, such use is not recommended (5.2, 5.3).

— Liver Transplantation — Excess mortality, graft loss, and
hepatic artery thrombosis (5.2).
— Lung Transplantation — Bronchial anastomotic dehiscence (5.3).

--------------------------- RECENT MAJOR CHANGES-------------ememe -
Warnings and Precautions, Male Infertility (5.16) 7/2019
Warnings and Precautions, Immunizations (5.19) 7/2019

INDICATIONS AND USAGE------------meemme -

e Rapamune is an mTOR inhibitor immunosuppressant indicated for the
prophylaxis of organ rejection in patients aged >13 years receiving
renal transplants:

o  Patients at low- to moderate-immunologic risk: Use initially with
cyclosporine (CsA) and corticosteroids. CsA withdrawal is
recommended 2-4 months after transplantation (1.1).

o  Patients at high-immunologic risk: Use in combination with CsA
and corticosteroids for the first 12 months following
transplantation (1.1). Safety and efficacy of CsA withdrawal has
not been established in high risk patients (1.1, 1.2, 14.3).

e Rapamune is an mTOR inhibitor indicated for the treatment of
patients with lymphangioleiomyomatosis (1.3).

meeeemeeeeeeeeeeee-DOSAGE AND ADMINISTRA TION---mmmmemmmeeemeee

Renal Transplant Patients:

o Administer once daily by mouth, consistently with or without food (2).

e Administer the initial dose as soon as possible after
transplantation and 4 hours after CsA (2.1, 7.1).

o Adjust the Rapamune maintenance dose to achieve sirolimus
trough concentrations within the target-range (2.5).

e Hepatic impairment: Reduce maintenance dose in patients
with hepatic impairment (2.7, 8.6, 12.3).

In renal transplant patients at low-to moderate-immunologic risk:

e Rapamune and CsA Combination Therapy: One loading dose of 6 mg on
day 1, followed by daily maintenance doses of 2 mg (2.2).

e Rapamune Following CsA Withdrawal: 2-4 months post-transplantation,
withdraw CsA over 4-8 weeks (2.2).

In renal transplant patients at high-immunologic risk:

e Rapamune and CsA Combination Therapy (for the first 12 months post-
transplantation): One loading dose of up to 15 mg on day 1, followed by
daily maintenance doses of 5 mg (2.3).

Lymphangioleiomyomatosis Patients:

e  Administer once daily by mouth, consistently with or without food (2).

e Recommended initial Rapamune dose is 2 mg/day (2.4).

e Adjust the Rapamune dose to achieve sirolimus trough concentrations
between 5-15 ng/mL (2.4).

e  Hepatic impairment: Reduce maintenance dose in patients with hepatic
impairment (2.7, 8.6, 12.3).

Therapeutic drug monitoring is recommended for all patients (2.5, 5.17).

-—--—e-me-—--——--DOSAGE FORMS AND STRENGTHS--------------—--—-
e Oral Solution: 60 mg per 60 mL in amber glass bottle (3.1).
e Tablets: 0.5 mg, 1 mg, 2 mg (3.2).

CONTRAINDICATIONS:
Hypersensitivity to Rapamune (4).

--—-—-—-=-==———-—-—-WARNINGS AND PRECAUTIONS--------------—-==-—-

Hypersensitivity Reactions (5.4)

Angioedema (5.5)

Fluid Accumulation and Impairment of Wound Healing (5.6)

Hyperlipidemia (5.7)

Decline in Renal Function (5.8)

Proteinuria (5.9)

Latent Viral Infections (5.10)

Interstitial Lung Disease/Non-Infectious Pneumonitis (5.11)

De Novo Use Without Cyclosporine (5.12)

Increased Risk of Calcineurin Inhibitor-Induced Hemolytic Uremic

Syndrome/ Thrombotic Thrombocytopenic Purpura/ Thrombotic

Microangiopathy (5.13)

e Embryo-Fetal Toxicity: Can cause fetal harm. Use of highly effective
contraception is recommended for females of reproductive potential
during treatment and for 12 weeks after final dose of Rapamune (5.15,
8.1)

e Male Infertility: Azoospermia or oligospermia may occur (5.16, 13.1)

e Immunizations: Avoid live vaccines (5.19)

ADVERSE REACTIONS
Prophylaxis of organ rejection in patients receiving renal transplants: Most
common adverse reactions (incidence >30%) are peripheral edema,
hypertriglyceridemia, hypertension, hypercholesterolemia, creatinine
increased, abdominal pain, diarrhea, headache, fever, urinary tract infection,
anemia, nausea, arthralgia, pain, and thrombocytopenia (6).

Lymphangioleiomyomatosis: Most common adverse reactions (incidence
>20%) are stomatitis, diarrhea, abdominal pain, nausea, nasopharyngitis,
acne, chest pain, peripheral edema, upper respiratory tract infection,
headache, dizziness, myalgia, and hypercholesterolemia (6.6).

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc.
at 1-800-438-1985 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

Avoid concomitant use with strong CYP3A4/P-gp inducers or strong

CYP3A4/P-gp inhibitors that decrease or increase sirolimus

concentrations (7.4, 12.3).

o See full prescribing information for complete list of clinically significant
drug interactions (12.3).

-—--—--emeemmee—--——-USE IN SPECIFIC POPULATIONS------------emeemme-
e Pregnancy: Based on animal data can cause fetal harm (5.15, 8.1).
e Lactation: Potential for serious adverse effects in breastfed infants
based on mechanism of action (8.2).
e Females and Males of Reproductive Potential: May impair fertility
(8.1, 8.3,13.1).

See 17 for PATIENT COUNSELING INFORMATION and the
FDA-approved Medication Guide
Revised: 8/2019

Reference ID: 4538534



FULL PRESCRIBING INFORMATION: CONTENTS *
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FULL PRESCRIBING INFORMATION

WARNING: IMMUNOSUPPRESSION, USE IS NOT RECOMMENDED IN LIVER OR LUNG
TRANSPLANT PATIENTS

o Increased susceptibility to infection and the possible development of lymphoma and other
malignancies may result from immunosuppression

Increased susceptibility to infection and the possible development of lymphoma may result from
immunosuppression. Only physicians experienced in immunosuppressive therapy and management of
renal transplant patients should use Rapamune® for prophylaxis of organ rejection in patients
receiving renal transplants. 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 [see
Warnings and Precautions (5.1)].

e The safety and efficacy of Rapamune (sirolimus) as immunosuppressive therapy have not been
established in liver or lung transplant patients, and therefore, such use is not recommended [see
Warnings and Precautions (5.2, 5.3)].

e Liver Transplantation — Excess Mortality, Graft Loss, and Hepatic Artery Thrombosis (HAT)

The use of Rapamune in combination with tacrolimus was associated with excess mortality and graft
loss in a study in de novo liver transplant patients. Many of these patients had evidence of infection at
or near the time of death.

In this and another study in de novo liver transplant patients, the use of Rapamune in combination
with cyclosporine or tacrolimus was associated with an increase in HAT; most cases of HAT occurred
within 30 days post-transplantation and most led to graft loss or death [see Warnings and Precautions

(5.2)].
e Lung Transplantation — Bronchial Anastomotic Dehiscence

Cases of bronchial anastomotic dehiscence, most fatal, have been reported in de novo lung transplant
patients when Rapamune has been used as part of an immunosuppressive regimen [see Warnings and

Precautions (5.3)].
1 INDICATIONS AND USAGE
1.1 Prophylaxis of Organ Rejection in Renal Transplantation

Rapamune (sirolimus) is indicated for the prophylaxis of organ rejection in patients aged 13 years or older
receiving renal transplants.

In patients at low-to moderate-immunologic risk, it is recommended that Rapamune be used initially in a
regimen with cyclosporine and corticosteroids; cyclosporine should be withdrawn 2 to 4 months after
transplantation [see Dosage and Administration (2.2)].

In patients at high-immunologic risk (defined as Black recipients and/or repeat renal transplant recipients who
lost a previous allograft for immunologic reason and/or patients with high panel-reactive antibodies [PRA;
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peak PRA level > 80%]), it is recommended that Rapamune be used in combination with cyclosporine and
corticosteroids for the first year following transplantation [see Dosage and Administration (2.3), Clinical
Studies (14.3)].

1.2 Limitations of Use in Renal Transplantation

Cyclosporine withdrawal has not been studied in patients with Banff Grade 3 acute rejection or vascular
rejection prior to cyclosporine withdrawal, those who are dialysis-dependent, those with serum creatinine

>4.5 mg/dL, Black patients, patients of multi-organ transplants, secondary transplants, or those with high levels
of panel-reactive antibodies [see Clinical Studies (14.2)].

In patients at high-immunologic risk, the safety and efficacy of Rapamune used in combination with
cyclosporine and corticosteroids has not been studied beyond one year; therefore after the first 12 months
following transplantation, any adjustments to the immunosuppressive regimen should be considered on the
basis of the clinical status of the patient [see Clinical Studies (14.3)].

In pediatric patients, the safety and efficacy of Rapamune have not been established in patients <13 years old,
or in pediatric (<18 years) renal transplant patients considered at high-immunologic risk [see Adverse
Reactions (6.5), Clinical Studies (14.6)].

The safety and efficacy of de novo use of Rapamune without cyclosporine have not been established in renal
transplant patients [see Warnings and Precautions (5.12)].

The safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
patients have not been established [see Clinical Studies (14.4)].

1.3 Treatment of Patients with Lymphangioleiomyomatosis
Rapamune (sirolimus) is indicated for the treatment of patients with lymphangioleiomyomatosis (LAM).
2 DOSAGE AND ADMINISTRATION

Rapamune is to be administered orally once daily, consistently with or without food [see Dosage and
Administration (2.5), Clinical Pharmacology (12.3)].

Tablets should not be crushed, chewed or split. Patients unable to take the tablets should be prescribed the
solution and instructed in its use.

2.1 General Dosing Guidance for Renal Transplant Patients

The initial dose of Rapamune should be administered as soon as possible after transplantation. It is
recommended that Rapamune be taken 4 hours after administration of cyclosporine oral solution (MODIFIED)
and or/cyclosporine capsules (MODIFIED) [see Drug Interactions (7.2)].

Frequent Rapamune dose adjustments based on non-steady-state sirolimus concentrations can lead to
overdosing or underdosing because sirolimus has a long half-life. Once Rapamune maintenance dose is
adjusted, patients should continue on the new maintenance dose for at least 7 to 14 days before further dosage
adjustment with concentration monitoring. In most patients, dose adjustments can be based on simple
proportion: new Rapamune dose = current dose x (target concentration/current concentration). A loading dose
should be considered in addition to a new maintenance dose when it is necessary to increase sirolimus trough
concentrations: Rapamune loading dose = 3 x (new maintenance dose - current maintenance dose). The
maximum Rapamune dose administered on any day should not exceed 40 mg. If an estimated daily dose

4

Reference ID: 4538534



exceeds 40 mg due to the addition of a loading dose, the loading dose should be administered over 2 days.
Sirolimus trough concentrations should be monitored at least 3 to 4 days after a loading dose(s).

Two milligrams (2 mg) of Rapamune Oral Solution have been demonstrated to be clinically equivalent to 2 mg
Rapamune Tablets; hence, at this dose these two formulations are interchangeable. However, it is not known if
higher doses of Rapamune Oral Solution are clinically equivalent to higher doses of Rapamune Tablets on a
mg-to-mg basis [see Clinical Pharmacology (12.3)].

2.2 Renal Transplant Patients at Low- to Moderate-Immunologic Risk

Rapamune and Cyclosporine Combination Therapy

For de novo renal transplant patients, it is recommended that Rapamune Oral Solution and Tablets be used
initially in a regimen with cyclosporine and corticosteroids. A loading dose of Rapamune equivalent to 3 times
the maintenance dose should be given, i.e. a daily maintenance dose of 2 mg should be preceded with a loading
dose of 6 mg. Therapeutic drug monitoring should be used to maintain sirolimus drug concentrations within the
target-range [see Dosage and Administration (2.5)].

Rapamune Following Cyclosporine Withdrawal

At 2 to 4 months following transplantation, cyclosporine should be progressively discontinued over 4 to

8 weeks, and the Rapamune dose should be adjusted to obtain sirolimus whole blood trough concentrations
within the target-range [see Dosage and Administration (2.5)]. Because cyclosporine inhibits the metabolism
and transport of sirolimus, sirolimus concentrations may decrease when cyclosporine is discontinued, unless
the Rapamune dose is increased [see Clinical Pharmacology (12.3)].

2.3 Renal Transplant Patients at High-Immunologic Risk

In patients with high-immunologic risk, it is recommended that Rapamune be used in combination with
cyclosporine and corticosteroids for the first 12 months following transplantation [see Clinical Studies (14.3)].
The safety and efficacy of this combination in high-immunologic risk patients has not been studied beyond the
first 12 months. Therefore, after the first 12 months following transplantation, any adjustments to the
immunosuppressive regimen should be considered on the basis of the clinical status of the patient.

For patients receiving Rapamune with cyclosporine, Rapamune therapy should be initiated with a loading dose
of up to 15 mg on day 1 post-transplantation. Beginning on day 2, an initial maintenance dose of 5 mg/day
should be given. A trough level should be obtained between days 5 and 7, and the daily dose of Rapamune
should thereafter be adjusted [see Dosage and Administration (2.5)].

The starting dose of cyclosporine should be up to 7 mg/kg/day in divided doses and the dose should
subsequently be adjusted to achieve target whole blood trough concentrations [see Dosage and Administration
(2.5)]. Prednisone should be administered at a minimum of 5 mg/day.

Antibody induction therapy may be used.
24 Dosing in Patients with Lymphangioleiomyomatosis

For patients with lymphangioleiomyomatosis, the initial Rapamune dose should be 2 mg/day. Sirolimus whole
blood trough concentrations should be measured in 10-20 days, with dosage adjustment to maintain
concentrations between 5-15 ng/mL [see Dosage and Administration (2.5)].
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In most patients, dose adjustments can be based on simple proportion: new Rapamune dose = current dose x
(target concentration/current concentration). Frequent Rapamune dose adjustments based on non-steady-state
sirolimus concentrations can lead to overdosing or under dosing because sirolimus has a long half-life. Once
Rapamune maintenance dose is adjusted, patients should continue on the new maintenance dose for at least 7 to
14 days before further dosage adjustment with concentration monitoring. Once a stable dose is achieved,
therapeutic drug monitoring should be performed at least every three months.

2.5 Therapeutic Drug Monitoring

Monitoring of sirolimus trough concentrations is recommended for all patients, especially in those patients
likely to have altered drug metabolism, in patients > 13 years who weigh less than 40 kg, in patients with
hepatic impairment, when a change in the Rapamune dosage form is made, and during concurrent
administration of strong CYP3A4 inducers and inhibitors [see Drug Interactions (7)].

Therapeutic drug monitoring should not be the sole basis for adjusting Rapamune therapy. Careful attention
should be made to clinical signs/symptoms, tissue biopsy findings, and laboratory parameters.

When used in combination with cyclosporine, sirolimus trough concentrations should be maintained within the
target-range [see Clinical Studies (14), Clinical Pharmacology (12.3)]. Following cyclosporine withdrawal in
transplant patients at low- to moderate-immunologic risk, the target sirolimus trough concentrations should be
16 to 24 ng/mL for the first year following transplantation. Thereafter, the target sirolimus concentrations
should be 12 to 20 ng/mL.

The above recommended 24-hour trough concentration ranges for sirolimus are based on chromatographic
methods. Currently in clinical practice, sirolimus whole blood concentrations are being measured by both
chromatographic and immunoassay methodologies. Because the measured sirolimus whole blood
concentrations depend on the type of assay used, the concentrations obtained by these different methodologies
are not interchangeable [see Warnings and Precautions (5.17), Clinical Pharmacology (12.3)]. Adjustments to
the targeted range should be made according to the assay utilized to determine sirolimus trough
concentrations. Since results are assay and laboratory dependent, and the results may change over time,
adjustments to the targeted therapeutic range must be made with a detailed knowledge of the site-specific
assay used. Therefore, communication should be maintained with the laboratory performing the assay. A
discussion of different assay methods is contained in Clinical Therapeutics, Volume 22, Supplement B,

April 2000 [see References (15)].

2.6 Patients with Low Body Weight

The initial dosage in patients >13 years who weigh less than 40 kg should be adjusted, based on body surface
area, to 1 mg/m”/day. The loading dose should be 3 mg/m?.

2.7 Patients with Hepatic Impairment

It is recommended that the maintenance dose of Rapamune be reduced by approximately one third in patients
with mild or moderate hepatic impairment and by approximately one half in patients with severe hepatic
impairment. It is not necessary to modify the Rapamune loading dose [see Use in Specific Populations (8.6),
Clinical Pharmacology (12.3)].

2.8 Patients with Renal Impairment

Dosage adjustment is not needed in patients with impaired renal function [see Use in Specific Populations

(8.7)].
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2.9 Instructions for Dilution and Administration of Rapamune Oral Solution

The amber oral dose syringe should be used to withdraw the prescribed amount of Rapamune Oral Solution
from the bottle. Empty the correct amount of Rapamune from the syringe into only a glass or plastic container
holding at least two (2) ounces (1/4 cup, 60 mL) of water or orange juice. No other liquids, including grapeftruit
juice, should be used for dilution [see Drug Interactions (7.3), Clinical Pharmacology (12.3)]. Stir vigorously
and drink at once. Refill the container with an additional volume [minimum of four (4) ounces (1/2 cup, 120
mL)] of water or orange juice, stir vigorously, and drink at once.

Rapamune Oral Solution contains polysorbate 80, which is known to increase the rate of
di-(2-ethylhexyl)phthalate (DEHP) extraction from polyvinyl chloride (PVC). This should be considered
during the preparation and administration of Rapamune Oral Solution. It is important that these
recommendations be followed closely.

3 DOSAGE FORMS AND STRENGTHS
3.1 Rapamune Oral Solution
e 60 mg per 60 mL in amber glass bottle.
3.2 Rapamune Tablets

e 0.5 mg, tan, triangular-shaped tablets marked “RAPAMUNE 0.5 mg” on one side.
e 1 mg, white, triangular-shaped tablets marked “RAPAMUNE 1 mg” on one side.
e 2 mg, yellow-to-beige triangular-shaped tablets marked “RAPAMUNE 2 mg” on one side.

4 CONTRAINDICATIONS

Rapamune is contraindicated in patients with a hypersensitivity to Rapamune [see Warnings and Precautions

(5.4)].
5 WARNINGS AND PRECAUTIONS
5.1 Increased Susceptibility to Infection and the Possible Development of Lymphoma

Increased susceptibility to infection and the possible development of lymphoma and other malignancies,
particularly of the skin, may result from immunosuppression. The rates of lymphoma/lymphoproliferative
disease observed in Studies 1 and 2 were 0.7-3.2% (for Rapamune-treated patients) versus 0.6-0.8%
(azathioprine and placebo control) [see Adverse Reactions (6.1) and (6.2)]. Oversuppression of the immune
system can also increase susceptibility to infection, including opportunistic infections such as tuberculosis, fatal
infections, and sepsis. Only physicians experienced in immunosuppressive therapy and management of organ
transplant patients should use Rapamune for prophylaxis of organ rejection in patients receiving renal
transplants. 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.

5.2 Liver Transplantation — Excess Mortality, Graft Loss, and Hepatic Artery Thrombosis

The safety and efficacy of Rapamune as immunosuppressive therapy have not been established in liver
transplant patients; therefore, such use is not recommended. The use of Rapamune has been associated with
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adverse outcomes in patients following liver transplantation, including excess mortality, graft loss and hepatic
artery thrombosis (HAT).

In a study in de novo liver transplant patients, the use of Rapamune in combination with tacrolimus was
associated with excess mortality and graft loss (22% in combination versus 9% on tacrolimus alone). Many of
these patients had evidence of infection at or near the time of death.

In this and another study in de novo liver transplant patients, the use of Rapamune in combination with
cyclosporine or tacrolimus was associated with an increase in HAT (7% in combination versus 2% in the
control arm); most cases of HAT occurred within 30 days post-transplantation, and most led to graft loss or
death.

In a clinical study in stable liver transplant patients 6-144 months post-liver transplantation and receiving a
CNI-based regimen, an increased number of deaths was observed in the group converted to a Rapamune-based
regimen compared to the group who was continued on a CNI-based regimen, although the difference was not
statistically significant (3.8% versus 1.4%) [see Clinical Studies (14.5)].

53 Lung Transplantation — Bronchial Anastomotic Dehiscence

Cases of bronchial anastomotic dehiscence, most fatal, have been reported in de novo lung transplant patients
when Rapamune has been used as part of an immunosuppressive regimen.

The safety and efficacy of Rapamune as immunosuppressive therapy have not been established in lung
transplant patients; therefore, such use is not recommended.

5.4 Hypersensitivity Reactions

Hypersensitivity reactions, including anaphylactic/anaphylactoid reactions, angioedema, exfoliative dermatitis
and hypersensitivity vasculitis, have been associated with the administration of Rapamune [see Adverse
Reactions (6.7)].

5.5 Angioedema

Rapamune has been associated with the development of angioedema. The concomitant use of Rapamune with
other drugs known to cause angioedema, such as angiotensin-converting enzyme (ACE) inhibitors, may
increase the risk of developing angioedema. Elevated sirolimus levels (with/without concomitant ACE
inhibitors) may also potentiate angioedema [see Drug Interactions (7.2)]. In some cases, the angioedema has
resolved upon discontinuation or dose reduction of Rapamune.

5.6 Fluid Accumulation and Impairment of Wound Healing

There have been reports of impaired or delayed wound healing in patients receiving Rapamune, including
lymphocele and wound dehiscence [see Adverse Reactions (6.1)]. Mammalian target of rapamycin (mTOR)
inhibitors such as sirolimus have been shown in vitro to inhibit production of certain growth factors that may
affect angiogenesis, fibroblast proliferation, and vascular permeability. Lymphocele, a known surgical
complication of renal transplantation, occurred significantly more often in a dose-related fashion in patients
treated with Rapamune [see Adverse Reactions (6.1)]. Appropriate measures should be considered to minimize
such complications. Patients with a body mass index (BMI) greater than 30 kg/m” may be at increased risk of
abnormal wound healing based on data from the medical literature.
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There have also been reports of fluid accumulation, including peripheral edema, lymphedema, pleural effusion,
ascites, and pericardial effusions (including hemodynamically significant effusions and tamponade requiring
intervention in children and adults), in patients receiving Rapamune.

5.7 Hyperlipidemia

Increased serum cholesterol and triglycerides requiring treatment occurred more frequently in patients treated
with Rapamune compared with azathioprine or placebo controls in Studies 1 and 2 [see Adverse Reactions
(6.1)]. There were increased incidences of hypercholesterolemia (43-46%) and/or hypertriglyceridemia (45-
57%) in patients receiving Rapamune compared with placebo controls (each 23%). The risk/benefit should be
carefully considered in patients with established hyperlipidemia before initiating an immunosuppressive
regimen including Rapamune.

Any patient who is administered Rapamune should be monitored for hyperlipidemia. If detected, interventions
such as diet, exercise, and lipid-lowering agents should be initiated as outlined by the National Cholesterol
Education Program guidelines.

In clinical trials of patients receiving Rapamune plus cyclosporine or Rapamune after cyclosporine withdrawal,
up to 90% of patients required treatment for hyperlipidemia and hypercholesterolemia with anti-lipid therapy
(e.g., statins, fibrates). Despite anti-lipid management, up to 50% of patients had fasting serum cholesterol
levels >240 mg/dL and triglycerides above recommended target levels. The concomitant administration of
Rapamune and HMG-CoA reductase inhibitors resulted in adverse reactions such as CPK elevations (3%),
myalgia (6.7%) and rhabdomyolysis (<1%). In these trials, the number of patients was too small and duration
of follow-up too short to evaluate the long-term impact of Rapamune on cardiovascular mortality.

During Rapamune therapy with or without cyclosporine, patients should be monitored for elevated lipids, and
patients administered an HMG-CoA reductase inhibitor and/or fibrate should be monitored for the possible
development of rhabdomyolysis and other adverse effects, as described in the respective labeling for these
agents.

5.8 Decline in Renal Function

Renal function should be closely monitored during the co-administration of Rapamune with cyclosporine,
because long-term administration of the combination has been associated with deterioration of renal function.
Patients treated with cyclosporine and Rapamune were noted to have higher serum creatinine levels and lower
glomerular filtration rates compared with patients treated with cyclosporine and placebo or azathioprine
controls (Studies 1 and 2). The rate of decline in renal function in these studies was greater in patients receiving
Rapamune and cyclosporine compared with control therapies.

Appropriate adjustment of the immunosuppressive regimen, including discontinuation of Rapamune and/or
cyclosporine, should be considered in patients with elevated or increasing serum creatinine levels. In patients at
low- to moderate-immunologic risk, continuation of combination therapy with cyclosporine beyond 4 months
following transplantation should only be considered when the benefits outweigh the risks of this combination
for the individual patients. Caution should be exercised when using agents (e.g., aminoglycosides and
amphotericin B) that are known to have a deleterious effect on renal function.

In patients with delayed graft function, Rapamune may delay recovery of renal function.
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5.9 Proteinuria

Periodic quantitative monitoring of urinary protein excretion is recommended. In a study evaluating conversion
from calcineurin inhibitors (CNI) to Rapamune in maintenance renal transplant patients 6-120 months post-
transplant, increased urinary protein excretion was commonly observed from 6 through 24 months after
conversion to Rapamune compared with CNI continuation [see Clinical Studies (14.4), Adverse Reactions
(6.4)]. Patients with the greatest amount of urinary protein excretion prior to Rapamune conversion were those
whose protein excretion increased the most after conversion. New onset nephrosis (nephrotic syndrome) was
also reported as a treatment-emergent adverse reaction in 2.2% of the Rapamune conversion group patients in
comparison to 0.4% in the CNI continuation group of patients. Nephrotic range proteinuria (defined as urinary
protein to creatinine ratio >3.5) was also reported in 9.2% in the Rapamune conversion group of patients in
comparison to 3.7% in the CNI continuation group of patients. In some patients, reduction in the degree of
urinary protein excretion was observed for individual patients following discontinuation of Rapamune. The
safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
patients have not been established.

5.10 Latent Viral Infections

Immunosuppressed patients are at increased risk for opportunistic infections, including activation of latent viral
infections. These include BK virus-associated nephropathy, which has been observed in renal transplant
patients receiving immunosuppressants, including Rapamune. This infection may be associated with serious
outcomes, including deteriorating renal function and renal graft loss [see Adverse Reactions (6.7)]. Patient
monitoring may help detect patients at risk for BK virus-associated nephropathy. Reduction in
immunosuppression should be considered for patients who develop evidence of BK virus-associated
nephropathy.

Cases of progressive multifocal leukoencephalopathy (PML), sometimes fatal have been reported in patients
treated with immunosuppressants, including Rapamune. PML commonly presents with hemiparesis, apathy,
confusion, cognitive deficiencies and ataxia. Risk factors for PML include treatment with immunosuppressant
therapies and impairment of immune function. In immunosuppressed patients, physicians should consider PML
in the differential diagnosis in patients reporting neurological symptoms and consultation with a neurologist
should be considered as clinically indicated. Consideration should be given to reducing the amount of
immunosuppression in patients who develop PML. In transplant patients, physicians should also consider the
risk that reduced immunosuppression represents to the graft.

5.11 Interstitial Lung Disease/Non-Infectious Pneumonitis

Cases of interstitial lung disease [ILD] (including pneumonitis, bronchiolitis obliterans organizing pneumonia
[BOOP], and pulmonary fibrosis), some fatal, with no identified infectious etiology have occurred in patients
receiving immunosuppressive regimens including Rapamune. In some cases, the ILD was reported with
pulmonary hypertension (including pulmonary arterial hypertension [PAH]) as a secondary event. In some
cases, the ILD has resolved upon discontinuation or dose reduction of Rapamune. The risk may be increased
as the trough sirolimus concentration increases [see Adverse Reactions (6.7)].

5.12 De Novo Use Without Cyclosporine

The safety and efficacy of de novo use of Rapamune without cyclosporine is not established in renal transplant
patients. In a multicenter clinical study, de novo renal transplant patients treated with Rapamune,
mycophenolate mofetil (MMF), steroids, and an IL-2 receptor antagonist had significantly higher acute
rejection rates and numerically higher death rates compared to patients treated with cyclosporine, MMF,
steroids, and IL-2 receptor antagonist. A benefit, in terms of better renal function, was not apparent in the
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treatment arm with de novo use of Rapamune without cyclosporine. These findings were also observed in a
similar treatment group of another clinical trial.

5.13 Increased Risk of Calcineurin Inhibitor-Induced Hemolytic Uremic
Syndrome/Thrombotic Thrombocytopenic Purpura/Thrombotic Microangiopathy

The concomitant use of Rapamune with a calcineurin inhibitor may increase the risk of calcineurin inhibitor-
induced hemolytic uremic syndrome/thrombotic thrombocytopenic purpura/thrombotic microangiopathy
(HUS/TTP/TMA) [see Adverse Reactions (6.7)].

5.14 Antimicrobial Prophylaxis

Cases of Pneumocystis carinii pneumonia have been reported in transplant patients not receiving antimicrobial
prophylaxis. Therefore, antimicrobial prophylaxis for Pneumocystis carinii pneumonia should be administered
for 1 year following transplantation.

Cytomegalovirus (CMV) prophylaxis is recommended for 3 months after transplantation, particularly for
patients at increased risk for CMV disease.

5.15 Embryo-Fetal Toxicity

Based on animal studies and the mechanism of action [see Clinical Pharmacology (12.1)], Rapamune can
cause fetal harm when administered to a pregnant woman. In animal studies, sirolimus caused embryo-fetal
toxicity when administered during the period of organogenesis at maternal exposures that were equal to or less
than human exposures at the recommended lowest starting dose. Advise pregnant women of the potential risk
to a fetus. Advise female patients of reproductive potential to avoid becoming pregnant and to use highly
effective contraception while using Rapamune and for 12 weeks after ending treatment [see Use in Specific
Populations (8.1)].

5.16 Male Infertility

Azoospermia or oligospermia may be observed [see Adverse Reactions (6.2), Nonclinical Toxicology (13.1)].
Rapamune is an anti-proliferative drug and affects rapidly dividing cells like the germ cells.

5.17 Different Sirolimus Trough Concentration Reported between Chromatographic and
Immunoassay Methodologies

Currently in clinical practice, sirolimus whole blood concentrations are being measured by various
chromatographic and immunoassay methodologies. Patient sample concentration values from different assays
may not be interchangeable [see Dosage and Administration (2.5)].

5.18 Skin Cancer Events

Patients on immunosuppressive therapy are at increased risk for skin cancer. Exposure to sunlight and
ultraviolet (UV) light should be limited by wearing protective clothing and using a broad spectrum sunscreen
with a high protection factor [see Adverse Reactions (6.1, 6.2, 6.7)].

5.19 Immunizations

The use of live vaccines should be avoided during treatment with Rapamune; live vaccines may include, but
are not limited to, the following: measles, mumps, rubella, oral polio, BCG, yellow fever, varicella, and TY21a
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typhoid. Immunosuppressants may affect response to vaccination. Therefore, during treatment with Rapamune,
vaccination may be less effective.

5.20 Interaction with Strong Inhibitors and Inducers of CYP3A4 and/or P-gp

Avoid concomitant use of Rapamune with strong inhibitors of CYP3A4 and/or P-gp (such as ketoconazole,
voriconazole, itraconazole, erythromycin, telithromycin, or clarithromycin) or strong inducers of CYP3A4
and/or P-gp (such as rifampin or rifabutin) [see Drug Interactions (7.2)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the label.

 Increased susceptibility to infection, lymphoma, and malignancy [see Boxed Warning, Warnings and
Precautions (5.1)]

o Excess mortality, graft loss, and hepatic artery thrombosis in liver transplant patients [see Boxed
Warning, Warnings and Precautions (5.2)]

e Bronchial anastomotic dehiscence in lung transplant patients [see Boxed Warning, Warnings and
Precautions (5.3)]

o Hypersensitivity reactions [see Warnings and Precautions (5.4)]

o Exfoliative dermatitis [see Warnings and Precautions (5.4)]

e Angioedema [see Warnings and Precautions (5.5)]

e Fluid accumulation and impairment of wound healing [see Warnings and Precautions (5.6)]
e Hypertriglyceridemia, hypercholesterolemia [see Warnings and Precautions (5.7)]

e Decline in renal function in long-term combination of cyclosporine with Rapamune [see Warnings and
Precautions (5.8)]

o Proteinuria [see Warnings and Precautions (5.9)]
o Interstitial lung disease [see Warnings and Precautions (5.11)]

e Increased risk of calcineurin inhibitor-induced HUS/TTP/TMA [see Warnings and Precautions (5.13)]
o Embryo-fetal toxicity [see Warnings and Precautions (5.15)]
o Male infertility [see Warnings and Precautions (5.16)]

The most common (=30%) adverse reactions observed with Rapamune in clinical studies for organ rejection
prophylaxis in recipients of renal transplantation are: peripheral edema, hypertriglyceridemia, hypertension,
hypercholesterolemia, creatinine increased, constipation, abdominal pain, diarrhea, headache, fever, urinary
tract infection, anemia, nausea, arthralgia, pain, and thrombocytopenia.

The most common (>20%) adverse reactions observed with Rapamune in the clinical study for the treatment
of LAM are: stomatitis, diarrhea, abdominal pain, nausea, nasopharyngitis, acne, chest pain, peripheral edema,
upper respiratory tract infection, headache, dizziness, myalgia, and hypercholesterolemia.

The following adverse reactions resulted in a rate of discontinuation of >5% in clinical trials for renal
transplant rejection prophylaxis: creatinine increased, hypertriglyceridemia, and TTP. In patients with LAM,
11% of subjects discontinued due to adverse reactions, with no single adverse reaction leading to
discontinuation in more than one patient being treated with Rapamune.

12

Reference ID: 4538534



6.1 Clinical Studies Experience in Prophylaxis of Organ Rejection Following Renal
Transplantation

The safety and efficacy of Rapamune Oral Solution for the prevention of organ rejection following renal
transplantation were assessed in two randomized, double-blind, multicenter, controlled trials [see Clinical
Studies (14.1)]. The safety profiles in the two studies were similar.

The incidence of adverse reactions in the randomized, double-blind, multicenter, placebo-controlled trial
(Study 2) in which 219 renal transplant patients received Rapamune Oral Solution 2 mg/day, 208 received
Rapamune Oral Solution 5 mg/day, and 124 received placebo is presented in Table 1 below. The study
population had a mean age of 46 years (range 15 to 71 years), the distribution was 67% male, and the
composition by race was: White (78%), Black (11%), Asian (3%), Hispanic (2%), and Other (5%). All patients
were treated with cyclosporine and corticosteroids. Data (> 12 months post-transplant) presented in the
following table show the adverse reactions that occurred in at least one of the Rapamune treatment groups with
an incidence of >20%.

The safety profile of the tablet did not differ from that of the oral solution formulation [see Clinical Studies
(14.1)].

In general, adverse reactions related to the administration of Rapamune were dependent on dose/concentration.
Although a daily maintenance dose of 5 mg, with a loading dose of 15 mg, was shown to be safe and effective,
no efficacy advantage over the 2 mg dose could be established for renal transplant patients. Patients receiving 2
mg of Rapamune Oral Solution per day demonstrated an overall better safety profile than did patients receiving
5 mg of Rapamune Oral Solution per day.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in one
clinical trial of a drug cannot be directly compared with rates in the clinical trials of the same or another drug
and may not reflect the rates observed in practice.
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TABLE 1: ADVERSE REACTIONS OCCURRING AT A FREQUENCY OF >20% IN AT LEAST ONE OF THE
RAPAMUNE TREATMENT GROUPS IN A STUDY OF PROPHYLAXIS OF ORGAN REJECTION FOLLOWING
RENAL TRANSPLANTATION (%) AT > 12 MONTHS POST-TRANSPLANTATION (STUDY 2)*

——Rapamune Oral Solution—

2 mg/day 5 mg/day Placebo

Adverse Reaction (n=218) (n=208) (n=124)
Peripheral edema 54 58 48
Hypertriglyceridemia 45 57 23
Hypertension 45 49 48
Hypercholesterolemia 43 46 23
Creatinine increased 39 40 38
Constipation 36 38 31
Abdominal pain 29 36 30
Diarrhea 25 35 27
Headache 34 34 31
Fever 23 34 35
Urinary tract infection 26 33 26
Anemia 23 33 21
Nausea 25 31 29
Arthralgia 25 31 18
Thrombocytopenia 14 30 9
Pain 33 29 25
Acne 22 22 19
Rash 10 20 6
Edema 20 18 15

a: Patients received cyclosporine and corticosteroids.

The following adverse reactions were reported less frequently (=3%, but <20%)

Body as a Whole — Sepsis, lymphocele, herpes zoster, herpes simplex.

Cardiovascular — Venous thromboembolism (including pulmonary embolism, deep venous
thrombosis), tachycardia.

Digestive System — Stomatitis.

Hematologic and Lymphatic System — Thrombotic thrombocytopenic purpura/hemolytic uremic
syndrome (TTP/HUS), leukopenia.

Metabolic/Nutritional — Abnormal healing, increased lactic dehydrogenase (LDH), hypokalemia,
diabetes mellitus.

Musculoskeletal System — Bone necrosis.
Respiratory System — Pneumonia, epistaxis.
Skin — Melanoma, squamous cell carcinoma, basal cell carcinoma.

Urogenital System — Pyelonephritis, decline in renal function (creatinine increased) in long-term
combination of cyclosporine with Rapamune [see Warnings and Precautions (5.8)], ovarian cysts,
menstrual disorders (including amenorrhea and menorrhagia).

Less frequently (<3%) occurring adverse reactions included: lymphoma/post-transplant lymphoproliferative
disorder, mycobacterial infections (including M. tuberculosis), pancreatitis, cytomegalovirus (CMV), and

Epstein-Barr virus.
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Increased Serum Cholesterol and Triglycerides

The use of Rapamune in renal transplant patients was associated with increased serum cholesterol and
triglycerides that may require treatment.

In Studies 1 and 2, in de novo renal transplant patients who began the study with fasting, total serum
cholesterol <200 mg/dL or fasting, total serum triglycerides <200 mg/dL, there was an increased incidence of
hypercholesterolemia (fasting serum cholesterol >240 mg/dL) or hypertriglyceridemia (fasting serum
triglycerides >500 mg/dL), respectively, in patients receiving both Rapamune 2 mg and Rapamune 5 mg
compared with azathioprine and placebo controls.

Treatment of new-onset hypercholesterolemia with lipid-lowering agents was required in 42-52% of patients
enrolled in the Rapamune arms of Studies 1 and 2 compared with 16% of patients in the placebo arm and 22%
of patients in the azathioprine arm. In other Rapamune renal transplant studies, up to 90% of patients required
treatment for hyperlipidemia and hypercholesterolemia with anti-lipid therapy (e.g., statins, fibrates). Despite
anti-lipid management, up to 50% of patients had fasting serum cholesterol levels >240 mg/dL and
triglycerides above recommended target levels [see Warnings and Precautions (5.7)].

Abnormal Healing

Abnormal healing events following transplant surgery include fascial dehiscence, incisional hernia, and
anastomosis disruption (e.g., wound, vascular, airway, ureteral, biliary).

Malignancies

Table 2 below summarizes the incidence of malignancies in the two controlled trials (Studies 1 and 2) for the
prevention of acute rejection [see Clinical Studies (14.1)].

At 24 months (Study 1) and 36 months (Study 2) post-transplant, there were no significant differences among
treatment groups.

TABLE 2: INCIDENCE (%) OF MALIGNANCIES IN STUDY 1 (24 MONTHS) AND STUDY 2 (36 MONTHS)
POST-TRANSPLANT™"

Rapamune Rapamune Azathioprine
Oral Solution Oral Solution 2-3
2 mg/day 5 mg/day mg/kg/day Placebo
Study 1 Study 2 Study 1 Study 2 Study 1 Study 2
Malignancy n=284) (Mm=227) (m=274) (n=219) (n=161) (n=130)
Lymphoma/lymphoproliferative disease 0.7 1.8 1.1 3.2 0.6 0.8
Skin Carcinoma
Any Squamous Cell* 0.4 2.7 2.2 0.9 3.8 3.0
Any Basal Cell° 0.7 22 1.5 1.8 2.5 5.3
Melanoma 0.0 0.4 0.0 1.4 0.0 0.0
Miscellaneous/Not Specified 0.0 0.0 0.0 0.0 0.0 0.8
Total 1.1 4.4 33 4.1 4.3 7.7
Other Malignancy 1.1 2.2 1.5 1.4 0.6 2.3
a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c: Patients may be counted in more than one category.
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6.2 Rapamune Following Cyclosporine Withdrawal

The incidence of adverse reactions was determined through 36 months in a randomized, multicenter, controlled
trial (Study 3) in which 215 renal transplant patients received Rapamune as a maintenance regimen following
cyclosporine withdrawal, and 215 patients received Rapamune with cyclosporine therapy [see Clinical Studies
(14.2)]. All patients were treated with corticosteroids. The safety profile prior to randomization (start of
cyclosporine withdrawal) was similar to that of the 2 mg Rapamune groups in Studies 1 and 2.

Following randomization (at 3 months), patients who had cyclosporine eliminated from their therapy
experienced higher incidences of the following adverse reactions: abnormal liver function tests (including
increased AST/SGOT and increased ALT/SGPT), hypokalemia, thrombocytopenia, and abnormal healing.
Conversely, the incidence of the following adverse events was higher in patients who remained on cyclosporine
than those who had cyclosporine withdrawn from therapy: hypertension, cyclosporine toxicity, increased
creatinine, abnormal kidney function, toxic nephropathy, edema, hyperkalemia, hyperuricemia, and gum
hyperplasia. Mean systolic and diastolic blood pressure improved significantly following cyclosporine
withdrawal.

Malignancies

The incidence of malignancies in Study 3 [see Clinical Studies (14.2)] is presented in Table 3.

In Study 3, the incidence of lymphoma/lymphoproliferative disease was similar in all treatment groups. The
overall incidence of malignancy was higher in patients receiving Rapamune plus cyclosporine compared with
patients who had cyclosporine withdrawn. Conclusions regarding these differences in the incidence of
malignancy could not be made because Study 3 was not designed to consider malignancy risk factors or
systematically screen subjects for malignancy. In addition, more patients in the Rapamune with cyclosporine
group had a pre-transplantation history of skin carcinoma.

TABLE 3: INCIDENCE (%) OF MALIGNANCIES IN STUDY 3 (CYCLOSPORINE WITHDRAWAL STUDY) AT
36 MONTHS POST-TRANSPLANT*"

Rapamune
with Cyclosporine Rapamune
Nonrandomized Therapy Following Cyclosporine Withdrawal
Malignancy (n=295) (n=215) (n=215)
Lymphoma/lymphoproliferative disease 1.1 14 0.5
Skin Carcinoma
Any Squamous Cell 3.2 3.3 2.3
Any Basal Cell° 32 6.5 2.3
Melanoma 0.0 0.5 0.0
Miscellaneous/Not Specified 1.1 0.9 0.0
Total 4.2 7.9 3.7
Other Malignancy 3.2 3.3 1.9

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c: Patients may be counted in more than one category.
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6.3 High-Immunologic Risk Renal Transplant Patients

Safety was assessed in 224 patients who received at least one dose of sirolimus with cyclosporine [see Clinical
Studies (14.3)]. Overall, the incidence and nature of adverse reactions was similar to those seen in previous
combination studies with Rapamune. The incidence of malignancy was 1.3% at 12 months.

6.4 Conversion from Calcineurin Inhibitors to Rapamune in Maintenance Renal Transplant
Population

The safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
population have not been established [see Clinical Studies (14.4)]. In a study evaluating the safety and efficacy
of conversion from calcineurin inhibitors to Rapamune (initial target sirolimus concentrations of 12-20 ng/mL,
and then 8-20 ng/mL, by chromatographic assay) in maintenance renal transplant patients, enrollment was
stopped in the subset of patients (n = 87) with a baseline glomerular filtration rate of less than 40 mL/min.
There was a higher rate of serious adverse events, including pneumonia, acute rejection, graft loss and death, in
this stratum of the Rapamune treatment arm.

The subset of patients with a baseline glomerular filtration rate of less than 40 mL/min had 2 years of follow-up
after randomization. In this population, the rate of pneumonia was 25.9% (15/58) versus 13.8% (4/29), graft
loss (excluding death with functioning graft loss) was 22.4% (13/58) versus 31.0% (9/29), and death was
15.5% (9/58) versus 3.4% (1/29) in the sirolimus conversion group and CNI continuation group, respectively.

In the subset of patients with a baseline glomerular filtration rate of greater than 40 mL/min, there was no
benefit associated with conversion with regard to improvement in renal function and a greater incidence of
proteinuria in the Rapamune conversion arm.

Overall in this study, a 5-fold increase in the reports of tuberculosis among sirolimus 2.0% (11/551) and
comparator 0.4% (1/273) treatment groups was observed with 2:1 randomization scheme.

In a second study evaluating the safety and efficacy of conversion from tacrolimus to Rapamune 3 to 5 months
post-kidney transplant, a higher rate of adverse events, discontinuations due to adverse events, acute rejection,
and new onset diabetes mellitus was observed following conversion to Rapamune. There was also no benefit
with respect to renal function and a greater incidence of proteinuria was observed after conversion to sirolimus
[(see Clinical Studies (14.4)].

6.5 Pediatric Renal Transplant Patients

Safety was assessed in a controlled clinical trial in pediatric (<18 years of age) renal transplant patients
considered at high-immunologic risk, defined as a history of one or more acute allograft rejection episodes
and/or the presence of chronic allograft nephropathy on a renal biopsy [see Clinical Studies (14.6)]. The use of
Rapamune in combination with calcineurin inhibitors and corticosteroids was associated with a higher
incidence of deterioration of renal function (creatinine increased) compared to calcineurin inhibitor-based
therapy, serum lipid abnormalities (including, but not limited to, increased serum triglycerides and cholesterol),
and urinary tract infections.
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6.6 Patients with Lymphangioleiomyomatosis

Safety was assessed in a controlled trial involving 89 patients with lymphangioleiomyomatosis, 46 of whom
were treated with Rapamune [see Clinical Studies (14.7)]. The adverse drug reactions observed in this trial
were consistent with the known safety profile for renal transplant patients receiving Rapamune, with the
addition of weight decreased which was reported at a greater incidence with Rapamune when compared to
placebo. Adverse reactions occurring at a frequency of >20% in the Rapamune treatment group and greater
than placebo include stomatitis, diarrhea, abdominal pain, nausea, nasopharyngitis, acne, chest pain, peripheral
edema, upper respiratory tract infection, headache, dizziness, myalgia, and hypercholesterolemia.

6.7 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of Rapamune in transplant
patients. Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

e Body as a Whole — Lymphedema.

o Cardiovascular — Pericardial effusion (including hemodynamically significant effusions and tamponade
requiring intervention in children and adults) and fluid accumulation.

o Digestive System — Ascites.
e Hematological/Lymphatic — Pancytopenia, neutropenia.

e Hepatobiliary Disorders — Hepatotoxicity, including fatal hepatic necrosis, with elevated sirolimus
trough concentrations.

o Immune System — Hypersensitivity reactions, including anaphylactic/anaphylactoid reactions,
angioedema, and hypersensitivity vasculitis [see Warnings and Precautions (5.4)].

e Infections — Tuberculosis. BK virus associated nephropathy has been observed in patients receiving
immunosuppressants, including Rapamune. This infection may be associated with serious outcomes,
including deteriorating renal function and renal graft loss. Cases of progressive multifocal
leukoencephalopathy (PML), sometimes fatal, have been reported in patients treated with
immunosuppressants, including Rapamune [see Warnings and Precautions (5.10)]. Clostridium difficile
enterocolitis.

e Metabolic/Nutritional — Liver function test abnormal, AST/SGOT increased, ALT/SGPT increased,
hypophosphatemia, hyperglycemia, diabetes mellitus.

e Nervous system - Posterior reversible encephalopathy syndrome.

e Respiratory — Cases of interstitial lung disease (including pneumonitis, bronchiolitis obliterans
organizing pneumonia [BOOP], and pulmonary fibrosis), some fatal, with no identified infectious
etiology have occurred in patients receiving immunosuppressive regimens including Rapamune. In
some cases, the interstitial lung disease has resolved upon discontinuation or dose reduction of
Rapamune. The risk may be increased as the sirolimus trough concentration increases [see Warnings
and Precautions (5.11)]; pulmonary hemorrhage; pleural effusion; alveolar proteinosis.

e Skin — Neuroendocrine carcinoma of the skin (Merkel cell carcinoma) [see Warnings and Precautions
(5.18)], exfoliative dermatitis [see Warnings and Precautions (5.4)].

e Urogenital — Nephrotic syndrome, proteinuria, focal segmental glomerulosclerosis, ovarian cysts,
menstrual disorders (including amenorrhea and menorrhagia). Azoospermia has been reported with the
use of Rapamune and has been reversible upon discontinuation of Rapamune in most cases.
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7 DRUG INTERACTIONS

Sirolimus is known to be a substrate for both cytochrome P-450 3A4 (CYP3A4) and p-glycoprotein (P-gp).
Inducers of CYP3A4 and P-gp may decrease sirolimus concentrations whereas inhibitors of CYP3A4 and P-gp
may increase sirolimus concentrations.

71 Use with Cyclosporine

Cyclosporine, a substrate and inhibitor of CYP3A4 and P-gp, was demonstrated to increase sirolimus
concentrations when co-administered with sirolimus. In order to diminish the effect of this interaction with
cyclosporine, it is recommended that Rapamune be taken 4 hours after administration of cyclosporine oral
solution (MODIFIED) and/or cyclosporine capsules (MODIFIED). If cyclosporine is withdrawn from
combination therapy with Rapamune, higher doses of Rapamune are needed to maintain the recommended
sirolimus trough concentration ranges [see Dosage and Administration (2.2), Clinical Pharmacology (12.3)].

7.2 Strong Inducers and Strong Inhibitors of CYP3A4 and P-gp

Avoid concomitant use of sirolimus with strong inducers (e.g., rifampin, rifabutin) and strong inhibitors (e.g.,
ketoconazole, voriconazole, itraconazole, erythromycin, telithromycin, clarithromycin) of CYP3A4 and P-gp.
Alternative agents with lesser interaction potential with sirolimus should be considered [see Warnings and
Precautions (5.20), Clinical Pharmacology (12.3)].

7.3 Grapefruit Juice

Because grapefruit juice inhibits the CYP3A4-mediated metabolism of sirolimus, it must not be taken with or
be used for dilution of Rapamune [see Dosage and Administration (2.9), Drug Interactions (7.3), Clinical
Pharmacology (12.3)].

7.4 Weak and Moderate Inducers or Inhibitors of CYP3A4 and P-gp

Exercise caution when using sirolimus with drugs or agents that are modulators of CYP3A4 and P-gp. The
dosage of Rapamune and/or the co-administered drug may need to be adjusted [see Clinical Pharmacology

(12.3)].

o Drugs that could increase sirolimus blood concentrations:

Bromocriptine, cimetidine, cisapride, clotrimazole, danazol, diltiazem, fluconazole, protease inhibitors
(e.g., HIV and hepatitis C that include drugs such as ritonavir, indinavir, boceprevir, and telaprevir),
metoclopramide, nicardipine, troleandomycin, verapamil

o Drugs and other agents that could decrease sirolimus concentrations:

Carbamazepine, phenobarbital, phenytoin, rifapentine, St. John’s Wort (Hypericum perforatum)
o Drugs with concentrations that could increase when given with Rapamune:

Verapamil
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on animal studies and the mechanism of action, Rapamune can cause fetal harm when administered to a
pregnant woman [see Data, Clinical Pharmacology (12.1)]. There are limited data on the use of sirolimus
during pregnancy; however, these data are insufficient to inform a drug-associated risk of adverse
developmental outcomes. In animal studies, sirolimus was embryo/fetotoxic in rats at sub-therapeutic doses
[see Data]. Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data
Sirolimus crossed the placenta and was toxic to the conceptus.

In rat embryo-fetal development studies, pregnant rats were administered sirolimus orally during the period of
organogenesis (Gestational Day 6-15). Sirolimus produced embryo-fetal lethality at 0.5 mg/kg (2.5-fold the
clinical dose of 2 mg, on a body surface area basis) and reduced fetal weight at 1 mg/kg (5-fold the clinical
dose of 2 mg). The no observed adverse effect level (NOAEL) for fetal toxicity in rats was 0.1 mg/kg (0.5-fold
the clinical dose of 2 mg). Maternal toxicity (weight loss) was observed at 2 mg/kg (10-fold the clinical dose of
2 mg). The NOAEL for maternal toxicity was 1 mg/kg. In combination with cyclosporine, rats had increased
embryo-fetal mortality compared with sirolimus alone.

In rabbit embryo-fetal development studies, pregnant rabbits were administered sirolimus orally during the
period of organogenesis (Gestational Day 6-18). There were no effects on embryo-fetal development at doses
up to 0.05 mg/kg (0.5-fold the clinical dose of 2 mg, on a body surface area basis); however, at doses of

0.05 mg/kg and above, the ability to sustain a successful pregnancy was impaired (i.e., embryo-fetal abortion or
early resorption). Maternal toxicity (decreased body weight) was observed at 0.05 mg/kg. The NOAEL for
maternal toxicity was 0.025 mg/kg (0.25-fold the clinical dose of 2 mg).

In a pre- and post-natal development study in rats, pregnant females were dosed during gestation and lactation
(Gestational Day 6 through Lactation Day 20). An increased incidence of dead pups, resulting in reduced live
litter size, occurred at 0.5 mg/kg (2.5-fold the clinical dose of 2 mg/kg on a body surface area basis). At

0.1 mg/kg (0.5-fold the clinical dose of 2 mg), there were no adverse effects on offspring. Sirolimus did not
cause maternal toxicity or affect developmental parameters in the surviving offspring (morphological
development, motor activity, learning, or fertility assessment) at 0.5 mg/kg, the highest dose tested.

8.2 Lactation

Risk Summary
It is not known whether sirolimus is present in human milk. There are no data on its effects on the breastfed

infant or milk production. The pharmacokinetic and safety profiles of sirolimus in infants are not known.
Sirolimus is present in the milk of lactating rats. There is potential for serious adverse effects from sirolimus in
breastfed infants based on mechanism of action [see Clinical Pharmacology (12.1)]. The developmental and
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health benefits of breastfeeding should be considered along with the mother’s clinical need for Rapamune and
any potential adverse effects on the breastfed child from Rapamune.

8.3 Females and Males of Reproductive Potential

Contraception

Females should not be pregnant or become pregnant while receiving Rapamune. Advise females of
reproductive potential that animal studies have been shown Rapamune to be harmful to the developing fetus.
Females of reproductive potential are recommended to use highly effective contraceptive method. Effective
contraception must be initiated before Rapamune therapy, during Rapamune therapy, and for 12 weeks after
Rapamune therapy has been stopped [see Warnings and Precautions (5.15), Use in Specific Populations (8.1)].

Infertility

Based on clinical findings and findings in animals, male and female fertility may be compromised by the
treatment with Rapamune [see Adverse Reactions (6.7), Nonclinical Toxicology (13.1)]. Ovarian cysts and
menstrual disorders (including amenorrhea and menorrhagia) have been reported in females with the use of
Rapamune. Azoospermia has been reported in males with the use of Rapamune and has been reversible upon
discontinuation of Rapamune in most cases.

8.4 Pediatric Use

Renal Transplant

The safety and efficacy of Rapamune in pediatric patients <13 years have not been established.

The safety and efficacy of Rapamune Oral Solution and Rapamune Tablets have been established for
prophylaxis of organ rejection in renal transplantation in children >13 years judged to be at low- to moderate-
immunologic risk. Use of Rapamune Oral Solution and Rapamune Tablets in this subpopulation of children
> 13 years is supported by evidence from adequate and well-controlled trials of Rapamune Oral Solution in
adults with additional pharmacokinetic data in pediatric renal transplantation patients [see Clinical
Pharmacology (12.3)].

Safety and efficacy information from a controlled clinical trial in pediatric and adolescent (< 18 years of age)
renal transplant patients judged to be at high-immunologic risk, defined as a history of one or more acute
rejection episodes and/or the presence of chronic allograft nephropathy, do not support the chronic use of
Rapamune Oral Solution or Tablets in combination with calcineurin inhibitors and corticosteroids, due to the
higher incidence of lipid abnormalities and deterioration of renal function associated with these
immunosuppressive regimens compared to calcineurin inhibitors, without increased benefit with respect to
acute rejection, graft survival, or patient survival [see Clinical Studies (14.6)].

Lymphangioleiomyomatosis

The safety and efficacy of Rapamune in pediatric patients <18 years have not been established.
8.5 Geriatric Use
Clinical studies of Rapamune Oral Solution or Tablets did not include sufficient numbers of patients >65 years

to determine whether they respond differently from younger patients. Data pertaining to sirolimus trough
concentrations suggest that dose adjustments based upon age in geriatric renal patients are not necessary.
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Differences in responses between the elderly and younger patients have not been identified. In general, dose
selection for an elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting
the greater frequency of decreased hepatic, or cardiac function, and of concomitant disease or other drug
therapy.

8.6 Patients with Hepatic Impairment

The maintenance dose of Rapamune should be reduced in patients with hepatic impairment [see Dosage and
Administration (2.7), Clinical Pharmacology (12.3)].

8.7 Patients with Renal Impairment

Dosage adjustment is not required in patients with renal impairment [see Dosage and Administration (2.8),
Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Reports of overdose with Rapamune have been received; however, experience has been limited. In general, the
adverse effects of overdose are consistent with those listed in the adverse reactions section [see Adverse
Reactions (6)].

General supportive measures should be followed in all cases of overdose. Based on the low aqueous solubility
and high erythrocyte and plasma protein binding of sirolimus, it is anticipated that sirolimus is not dialyzable to
any significant extent. In mice and rats, the acute oral LDs, was greater than 800 mg/kg.

11 DESCRIPTION

Rapamune (sirolimus) is an mTOR inhibitor immunosuppressive agent. Sirolimus is a macrocyclic lactone
produced by Streptomyces hygroscopicus. The chemical name of sirolimus (also known as rapamycin) is
(3S,6R,7TE.9R,10R,12R,14S,15E,17E,19E,215,23S,26R,27R,34aS)-
9,10,12,13,14,21,22,23,24,25,26,27,32,33,34, 34a-hexadecahydro-9,27-dihydroxy-3-[(1R)-2-[(1S,3R,4R)-4-
hydroxy-3-methoxycyclohexyl]-1-methylethyl]-10,21-dimethoxy-6,8,12,14,20,26-hexamethyl-23,27-epoxy-
3H-pyrido[2,1-c][1,4] oxaazacyclohentriacontine-1,5,11,28,29 (4H,6H,31H)-pentone. Its molecular formula is
Cs1H79NO; and its molecular weight is 914.2. The structural formula of sirolimus is illustrated as follows.

OH

wCH,

*11 CH,

H,C CH,

Sirolimus is a white to off-white powder and is insoluble in water, but freely soluble in benzyl alcohol,
chloroform, acetone, and acetonitrile.
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Rapamune is available for administration as an oral solution containing 1 mg/mL sirolimus. Rapamune is also
available as a tan, triangular-shaped tablet containing 0.5 mg sirolimus, as a white, triangular-shaped tablet
containing 1 mg sirolimus, and as a yellow-to-beige triangular-shaped tablet containing 2 mg sirolimus.

The inactive ingredients in Rapamune Oral Solution are Phosal 50 PG® (phosphatidylcholine, propylene glycol,
mono- and di-glycerides, ethanol, soy fatty acids, and ascorbyl palmitate) and polysorbate 80. Rapamune Oral
Solution contains 1.5% - 2.5% ethanol.

The inactive ingredients in Rapamune Tablets include sucrose, lactose, polyethylene glycol 8000, calcium
sulfate, microcrystalline cellulose, pharmaceutical glaze, talc, titanium dioxide, magnesium stearate, povidone,
poloxamer 188, polyethylene glycol 20,000, glyceryl monooleate, carnauba wax, d/-alpha tocopherol, and other
ingredients. The 0.5 mg and 2 mg dosage strengths also contain yellow iron (ferric) oxide and brown iron
(ferric) oxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Sirolimus inhibits T-lymphocyte activation and proliferation that occurs in response to antigenic and cytokine
(Interleukin [IL]-2, IL-4, and IL-15) stimulation by a mechanism that is distinct from that of other
immunosuppressants. Sirolimus also inhibits antibody production. In cells, sirolimus binds to the
immunophilin, FK Binding Protein-12 (FKBP-12), to generate an immunosuppressive complex. The
sirolimus:FKBP-12 complex has no effect on calcineurin activity. This complex binds to and inhibits the
activation of the mammalian target of rapamycin (mTOR), a key regulatory kinase. This inhibition suppresses
cytokine-driven T-cell proliferation, inhibiting the progression from the G; to the S phase of the cell cycle.
Mammalian target of rapamycin (mTOR) inhibitors such as sirolimus have been shown in vitro to inhibit
production of certain growth factors that may affect angiogenesis, fibroblast proliferation, and vascular
permeability.

Studies in experimental models show that sirolimus prolongs allograft (kidney, heart, skin, islet, small bowel,
pancreatico-duodenal, and bone marrow) survival in mice, rats, pigs, and/or primates. Sirolimus reverses acute
rejection of heart and kidney allografts in rats and prolongs the graft survival in presensitized rats. In some
studies, the immunosuppressive effect of sirolimus lasts up to 6 months after discontinuation of therapy. This
tolerization effect is alloantigen-specific.

In rodent models of autoimmune disease, sirolimus suppresses immune-mediated events associated with
systemic lupus erythematosus, collagen-induced arthritis, autoimmune type I diabetes, autoimmune
myocarditis, experimental allergic encephalomyelitis, graft-versus-host disease, and autoimmune uveoretinitis.

Lymphangioleiomyomatosis involves lung tissue infiltration with smooth muscle-like cells that harbor
inactivating mutations of the tuberous sclerosis complex (TSC) gene (LAM cells). Loss of TSC gene function
activates the mTOR signaling pathway, resulting in cellular proliferation and release of lymphangiogenic
growth factors. Sirolimus inhibits the activated mTOR pathway and thus the proliferation of LAM cells.

12.2 Pharmacodynamics

Orally-administered Rapamune, at doses of 2 mg/day and 5 mg/day, significantly reduced the incidence of
organ rejection in low- to moderate-immunologic risk renal transplant patients at 6 months following
transplantation compared with either azathioprine or placebo [see Clinical Studies (14.1)]. There was no
demonstrable efficacy advantage of a daily maintenance dose of 5 mg with a loading dose of 15 mg over a
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daily maintenance dose of 2 mg with a loading dose of 6 mg. Therapeutic drug monitoring should be used to
maintain sirolimus drug levels within the target-range [see Dosage and Administration (2.5)].

12.3 PharmacoKkinetics

Sirolimus pharmacokinetics activity have been determined following oral administration in healthy subjects,
pediatric patients, hepatically impaired patients, and renal transplant patients.

The pharmacokinetic parameters of sirolimus in low- to moderate-immunologic risk adult renal transplant
patients following multiple dosing with Rapamune 2 mg daily, in combination with cyclosporine and
corticosteroids, is summarized in Table 4.

TABLE 4: MEAN = SD STEADY STATE SIROLIMUS PHARMACOKINETIC PARAMETERS IN LOW-TO
MODERATE-IMMUNOLOGIC RISK ADULT RENAL TRANSPLANT PATIENTS FOLLOWING RAPAMUNE 2 MG

DAILY™"
Multiple
Dose (daily dose)

Solution Tablets
Chax (ng/mL) 144+53 15.0+4.9
tmax (hr) 2.1+0.8 35+24
AUC (ngeh/mL) 194 + 78 230+ 67
Cin (ng/mL)° 7.1+3.5 7.6 £3.1
CL/F (mL/h/kg) 173 £ 50 139 + 63

a: In presence of cyclosporine administered 4 hours before Rapamune dosing.
b: Based on data collected at months 1 and 3 post-transplantation.
c: Average C,,;,, over 6 months.

Whole blood trough sirolimus concentrations, as measured by LC/MS/MS in renal transplant patients, were
significantly correlated with AUC, 5. Upon repeated, twice-daily administration without an initial loading dose
in a multiple-dose study, the average trough concentration of sirolimus increases approximately 2- to 3-fold
over the initial 6 days of therapy, at which time steady-state is reached. A loading dose of 3 times the
maintenance dose will provide near steady-state concentrations within 1 day in most patients [see Dosage and
Administration (2.3, 2.5), Warning and Precautions (5.17)].

Absorption

Following administration of Rapamune Oral Solution, the mean times to peak concentration (tpay) of sirolimus
are approximately 1 hour and 2 hours in healthy subjects and renal transplant patients, respectively. The
systemic availability of sirolimus is low, and was estimated to be approximately 14% after the administration
of Rapamune Oral Solution. In healthy subjects, the mean bioavailability of sirolimus after administration of
the tablet is approximately 27% higher relative to the solution. Sirolimus tablets are not bioequivalent to the
solution; however, clinical equivalence has been demonstrated at the 2 mg dose level. Sirolimus concentrations,
following the administration of Rapamune Oral Solution to stable renal transplant patients, are
dose-proportional between 3 and 12 mg/m*.

Food Effects

To minimize variability in sirolimus concentrations, both Rapamune Oral Solution and Tablets should be taken
consistently with or without food [see Dosage and Administration (2)]. In healthy subjects, a high-fat meal
(861.8 kcal, 54.9% kcal from fat) increased the mean total exposure (AUC) of sirolimus by 23 to 35%,
compared with fasting. The effect of food on the mean sirolimus C,,.x was inconsistent depending on the
Rapamune dosage form evaluated.
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Distribution

The mean (= SD) blood-to-plasma ratio of sirolimus was 36 = 18 in stable renal allograft patients, indicating
that sirolimus is extensively partitioned into formed blood elements. The mean volume of distribution (Vss/F)
of sirolimus 1s 12 + 8 L/kg. Sirolimus is extensively bound (approximately 92%) to human plasma proteins,
mainly serum albumin (97%), a;-acid glycoprotein, and lipoproteins.

Metabolism

Sirolimus is a substrate for both CYP3A4 and P-gp. Sirolimus is extensively metabolized in the intestinal wall
and liver and undergoes counter-transport from enterocytes of the small intestine into the gut lumen. Inhibitors
of CYP3A4 and P-gp increase sirolimus concentrations. Inducers of CYP3A4 and P-gp decrease sirolimus
concentrations [see Warnings and Precautions (5.20) and Drug Interactions (7)]. Sirolimus is extensively
metabolized by O-demethylation and/or hydroxylation. Seven (7) major metabolites, including hydroxy,
demethyl, and hydroxydemethyl, are identifiable in whole blood. Some of these metabolites are also detectable
in plasma, fecal, and urine samples. Sirolimus is the major component in human whole blood and contributes to
more than 90% of the immunosuppressive activity.

Excretion

After a single dose of ['*C] sirolimus oral solution in healthy volunteers, the majority (91%) of radioactivity
was recovered from the feces, and only a minor amount (2.2%) was excreted in urine. The mean = SD terminal
elimination half-life (ti;) of sirolimus after multiple dosing in stable renal transplant patients was estimated to
be about 62 + 16 hours.

Sirolimus Concentrations (Chromatographic Equivalent) Observed in Phase 3 Clinical Studies

The following sirolimus concentrations (chromatographic equivalent) were observed in phase 3 clinical studies
for prophylaxis of organ rejection in de novo renal transplant patients[see Clinical Studies (14)].

TABLE 5: SIROLIMUS WHOLE BLOOD TROUGH CONCENTRATIONS OBSERVED IN RENAL TRANSPLANT
PATIENTS ENROLLED IN PHASE 3 STUDIES

Patient Population(Study number) Year 1 . Year 3 .
Treatment Mean 10" —90™ percentiles ~ Mean 10" —90™ percentiles
(ng/mL) (ng/mL) (ng/mL) (ng/mL)
Low-to-moderate Rapamune 7.2 3.6-11 - -
risk (2 mg/day) + CsA
(Studies 1 & 2) Rapamune 14 8-22 - -
(5 mg/day) + CsA
Low-to-moderate Rapamune + CsA 8.6 5-13° 9.1 54-14
risk Rapamune alone 19 14 -22° 16 11-22
(Study 3)
High risk Rapamune + CsA 15.7 5.4-273° - -
(Study 4) 11.8 6.2-16.9°
11.5 6.3-17.3¢

a: Months 4 through 12

b: Up to Week 2; observed CsA C,,;, was 217 (56 —432) ng/mL

c: Week 2 to Week 26; observed CsA C,,;, range was 174 (71 — 288) ng/mL
d: Week 26 to Week 52; observed CsA C,, was 136 (54.5 —218) ng/mL

The withdrawal of cyclosporine and concurrent increases in sirolimus trough concentrations to steady-state
required approximately 6 weeks. Following cyclosporine withdrawal, larger Rapamune doses were required
due to the absence of the inhibition of sirolimus metabolism and transport by cyclosporine and to achieve
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higher target sirolimus trough concentrations during concentration-controlled administration [see Dosage and
Administration (2.1), Drug Interactions (7.1)].

Lymphangioleiomyomatosis

In a clinical trial of patients with lymphangioleiomyomatosis, the median whole blood sirolimus trough
concentration after 3 weeks of receiving sirolimus tablets at a dose of 2 mg/day was 6.8 ng/mL (interquartile
range 4.6 to 9.0 ng/mL; n = 37).

Pharmacokinetics in Specific Populations

Hepatic Impairment

Rapamune was administered as a single, oral dose to subjects with normal hepatic function and to patients with
Child-Pugh classification A (mild), B (moderate), or C (severe) hepatic impairment. Compared with the values
in the normal hepatic function group, the patients with mild, moderate, and severe hepatic impairment had
43%, 94%, and 189% higher mean values for sirolimus AUC, respectively, with no statistically significant
differences in mean Cy,x. As the severity of hepatic impairment increased, there were steady increases in mean
sirolimus t;/,, and decreases in the mean sirolimus clearance normalized for body weight (CL/F/kg).

The maintenance dose of Rapamune should be reduced by approximately one third in patients with
mild-to-moderate hepatic impairment and by approximately one half in patients with severe hepatic impairment
[see Dosage and Administration (2.5)]. It is not necessary to modify the Rapamune loading dose in patients
with mild, moderate, and severe hepatic impairment. Therapeutic drug monitoring is necessary in all patients
with hepatic impairment [see Dosage and Administration (2.7)].

Renal Impairment

The effect of renal impairment on the pharmacokinetics of sirolimus is not known. However, there is minimal
(2.2%) renal excretion of the drug or its metabolites in healthy volunteers. The loading and the maintenance
doses of Rapamune need not be adjusted in patients with renal impairment [see Dosage and Administration

(2.6)].
Pediatric Renal Transplant Patients

Sirolimus pharmacokinetic data were collected in concentration-controlled trials of pediatric renal transplant
patients who were also receiving cyclosporine and corticosteroids. The target ranges for trough concentrations
were either 10-20 ng/mL for the 21 children receiving tablets, or 5-15 ng/mL for the one child receiving oral
solution. The children aged 6-11 years (n = 8) received mean £ SD doses of 1.75 + 0.71 mg/day (0.064 = 0.018
mg/kg, 1.65 + 0.43 mg/m?). The children aged 12-18 years (n = 14) received mean + SD doses of 2.79 + 1.25
mg/day (0.053 + 0.0150 mg/kg, 1.86 + 0.61 mg/m?). At the time of sirolimus blood sampling for
pharmacokinetic evaluation, the majority (80%) of these pediatric patients received the Rapamune dose at

16 hours after the once-daily cyclosporine dose. See Table 6 below.

TABLE 6: SIROLIMUS PHARMACOKINETIC PARAMETERS (MEAN =+ SD) IN PEDIATRIC RENAL TRANSPLANT
PATIENTS (MULTIPLE-DOSE CONCENTRATION CONTROL)™"

Body
Age n weight Cnax.ss tmax.ss Coninss AUC, 4 CL/F¢ CL/F¢
) (kg) (ng/mL) (h) (ng/mL) (ngeh/mL) (mL/h/kg) (L/h/m?)
6-11 8 27+10 22.1+89 5.88+£4.05 10.6 £4.3 356 + 127 214+ 129 54+28
12-18 14 52+15 345+£12.2 27+1.5 14.7+8.6 466 + 236 136 £ 57 47+19

a: Rapamune co-administered with cyclosporine oral solution [MODIFIED] (e.g., Neoral” Oral Solution) and/or cyclosporine capsules
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TABLE 6: SIROLIMUS PHARMACOKINETIC PARAMETERS (MEAN = SD) IN PEDIATRIC RENAL TRANSPLANT
PATIENTS (MULTIPLE-DOSE CONCENTRATION CONTROL)™"

Body
Age n weight Cnax.ss tmax.ss Coninss AUC, & CL/F* CL/F*
) (kg) (ng/mL) (h) (ng/mL) (ngeh/mL) (mL/h/kg) (L/h/m?)

[MODIFIED] (e.g., Neoral® Soft Gelatin Capsules).
b: As measured by Liquid Chromatographic/Tandem Mass Spectrometric Method (LC/MS/MS)
¢: Oral-dose clearance adjusted by either body weight (kg) or body surface area (m?).

Table 7 below summarizes pharmacokinetic data obtained in pediatric dialysis patients with chronically
impaired renal function.

TABLE 7: SIROLIMUS PHARMACOKINETIC PARAMETERS (MEAN = SD) IN PEDIATRIC PATIENTS WITH END-
STAGE KIDNEY DISEASE MAINTAINED ON HEMODIALYSIS OR PERITONEAL DIALYSIS (1, 3, 9, 15 mg/m’

SINGLE DOSE)*
Age Group (y) n tmax (D) t1 (h) CL/F/WT (mL/h/kg)
5-11 9 1.1£0.5 71+40 580 + 450
12-18 11 0.79 £0.17 55+18 450 + 232

* All subjects received Rapamune Oral Solution.

Geriatric

Clinical studies of Rapamune did not include a sufficient number of patients >65 years of age to determine
whether they will respond differently than younger patients. After the administration of Rapamune Oral
Solution or Tablets, sirolimus trough concentration data in renal transplant patients >65 years of age were
similar to those in the adult population 18 to 65 years of age.

Gender

Sirolimus clearance in males was 12% lower than that in females; male subjects had a significantly longer t;,
than did female subjects (72.3 hours versus 61.3 hours). Dose adjustments based on gender are not
recommended.

Race

In the phase 3 trials for the prophylaxis of organ rejection following renal transplantation using Rapamune
solution or tablets and cyclosporine oral solution [MODIFIED] (e.g., Neoral® Oral Solution) and/or
cyclosporine capsules [MODIFIED] (e.g., Neoral” Soft Gelatin Capsules) [see Clinical Studies (14)], there
were no significant differences in mean trough sirolimus concentrations over time between Black (n = 190) and
non-Black (n = 852) patients during the first 6 months after transplantation.

Drug-Drug Interactions

Sirolimus is known to be a substrate for both cytochrome CYP3A4 and P-gp. The pharmacokinetic interaction
between sirolimus and concomitantly administered drugs is discussed below. Drug interaction studies have not
been conducted with drugs other than those described below.

Cyclosporine: Cyclosporine is a substrate and inhibitor of CYP3A4 and P-gp. Sirolimus should be taken 4
hours after administration of cyclosporine oral solution (MODIFIED) and/or cyclosporine capsules
(MODIFIED). Sirolimus concentrations may decrease when cyclosporine is discontinued, unless the Rapamune
dose is increased [see Dosage and Administration (2.2), Drug Interactions (7.1)].
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In a single-dose drug-drug interaction study, 24 healthy volunteers were administered 10 mg Rapamune Tablets
either simultaneously or 4 hours after a 300-mg dose of Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIEDY]). For simultaneous administration, mean C,,x and AUC were increased by 512% and 148%,
respectively, relative to administration of sirolimus alone. However, when given 4 hours after cyclosporine
administration, sirolimus Cy,,x and AUC were both increased by only 33% compared with administration of
sirolimus alone.

In a single dose drug-drug interaction study, 24 healthy volunteers were administered 10 mg Rapamune Oral
Solution either simultaneously or 4 hours after a 300 mg dose of Neoral® Soft Gelatin Capsules (cyclosporine
capsules [MODIFIEDY]). For simultaneous administration, the mean C,,x and AUC of sirolimus, following
simultaneous administration were increased by 116% and 230%, respectively, relative to administration of
sirolimus alone. However, when given 4 hours after Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIED]) administration, sirolimus Cp,,x and AUC were increased by only 37% and 80%, respectively,
compared with administration of Rapamune alone.

In a single-dose cross-over drug-drug interaction study, 33 healthy volunteers received 5 mg Rapamune Oral
Solution alone, 2 hours before, and 2 hours after a 300 mg dose of Neoral® Soft Gelatin Capsules (cyclosporine
capsules [MODIFIED]). When given 2 hours before Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIED]) administration, sirolimus Cy,,x and AUC were comparable to those with administration of
sirolimus alone. However, when given 2 hours after, the mean C,,x and AUC of sirolimus were increased by
126% and 141%, respectively, relative to administration of sirolimus alone.

Mean cyclosporine Cp,x and AUC were not significantly affected when Rapamune Oral Solution was given
simultaneously or when administered 4 hours after Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIED]). However, after multiple-dose administration of sirolimus given 4 hours after Neoral” in renal
post-transplant patients over 6 months, cyclosporine oral-dose clearance was reduced, and lower doses of
Neoral® Soft Gelatin Capsules (cyclosporine capsules [MODIFIED]) were needed to maintain target
cyclosporine concentration.

In a multiple-dose study in 150 psoriasis patients, sirolimus 0.5, 1.5, and 3 mg/m?*/day was administered
simultaneously with Sandimmune® Oral Solution (cyclosporine Oral Solution) 1.25 mg/kg/day. The increase in
average sirolimus trough concentrations ranged between 67% to 86% relative to when Rapamune was
administered without cyclosporine. The intersubject variability (% CV) for sirolimus trough concentrations
ranged from 39.7% to 68.7%. There was no significant effect of multiple-dose sirolimus on cyclosporine
trough concentrations following Sandimmune® Oral Solution (cyclosporine oral solution) administration.
However, the % CV was higher (range 85.9% - 165%) than those from previous studies.

Diltiazem: Diltiazem is a substrate and inhibitor of CYP3A4 and P-gp; sirolimus concentrations should be
monitored and a dose adjustment may be necessary [see Drug Interactions (7.4)]. The simultaneous oral
administration of 10 mg of sirolimus oral solution and 120 mg of diltiazem to 18 healthy volunteers
significantly affected the bioavailability of sirolimus. Sirolimus C,x, tmax, and AUC were increased 1.4-, 1.3-,
and 1.6-fold, respectively. Sirolimus did not affect the pharmacokinetics of either diltiazem or its metabolites
desacetyldiltiazem and desmethyldiltiazem.

Erythromycin: Erythromycin is a substrate and inhibitor of CYP3A4 and P-gp; co-administration of sirolimus
oral solution or tablets and erythromycin is not recommended [see Warnings and Precautions (5.20), Drug
Interactions (7.2)]. The simultaneous oral administration of 2 mg daily of sirolimus oral solution and 800 mg q
8h of erythromycin as erythromycin ethylsuccinate tablets at steady state to 24 healthy volunteers significantly
affected the bioavailability of sirolimus and erythromycin. Sirolimus Cy,.x and AUC were increased 4.4- and
4.2-fold respectively and t,,x was increased by 0.4 hr. Erythromycin Cy,.x and AUC were increased 1.6- and
1.7-fold, respectively, and t,,,x was increased by 0.3 hr.
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Ketoconazole: Ketoconazole is a strong inhibitor of CYP3A4 and P-gp; co-administration of sirolimus oral
solution or tablets and ketoconazole is not recommended [see Warnings and Precautions (5.20), Drug
Interactions (7.2)]. Multiple-dose ketoconazole administration significantly affected the rate and extent of
absorption and sirolimus exposure after administration of Rapamune Oral Solution, as reflected by increases in
sirolimus Cyax, tmax, and AUC of 4.3-fold, 38%, and 10.9-fold, respectively. However, the terminal ty, of
sirolimus was not changed. Single-dose sirolimus did not affect steady-state 12-hour plasma ketoconazole
concentrations.

Rifampin: Rifampin is a strong inducer of CYP3A4 and P-gp; co-administration of Rapamune oral solution or
tablets and rifampin is not recommended. In patients where rifampin is indicated, alternative therapeutic agents
with less enzyme induction potential should be considered [see Warnings and Precautions (5.20), Drug
Interactions (7.2)]. Pretreatment of 14 healthy volunteers with multiple doses of rifampin, 600 mg daily for

14 days, followed by a single 20-mg dose of sirolimus oral solution, greatly decreased sirolimus AUC and Ciax
by about 82% and 71%, respectively.

Verapamil: Verapamil is a substrate and inhibitor of CYP3A4 and P-gp; sirolimus concentrations should be
monitored and a dose adjustment may be necessary; [see Drug Interactions (7.4)]. The simultaneous oral
administration of 2 mg daily of sirolimus oral solution and 180 mg q 12h of verapamil at steady state to

25 healthy volunteers significantly affected the bioavailability of sirolimus and verapamil. Sirolimus Cpax and
AUC were increased 2.3- and 2.2-fold, respectively, without substantial change in tyax. The Cpax and AUC of
the pharmacologically active S(-) enantiomer of verapamil were both increased 1.5-fold and ty.x was decreased
by 1.2 hr.

Drugs Which May Be Co-administered Without Dose Adjustment

Clinically significant pharmacokinetic drug-drug interactions were not observed in studies of drugs listed
below. Sirolimus and these drugs may be co-administered without dose adjustments.

e Acyclovir

e Atorvastatin

e Digoxin

e Glyburide

e Nifedipine

e Norgestrel/ethinyl estradiol (Lo/Ovral®)

e Prednisolone

e Sulfamethoxazole/trimethoprim (Bactrim®)
Other Drug-Drug Interactions
Co-administration of Rapamune with other known strong inhibitors of CYP3A4 and/or P-gp (such as
voriconazole, itraconazole, telithromycin, or clarithromycin) or other known strong inducers of CYP3A4
and/or P-gp (such as rifabutin) is not recommended [see Warnings and Precautions (5.20), Drug Interactions

(7.2)]. In patients in whom strong inhibitors or inducers of CYP3A4 are indicated, alternative therapeutic
agents with less potential for inhibition or induction of CYP3A4 should be considered.
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Care should be exercised when drugs or other substances that are substrates and/or inhibitors or inducers of
CYP3A4 are administered concomitantly with Rapamune. Other drugs that have the potential to increase
sirolimus blood concentrations include (but are not limited to):

e (Calcium channel blockers: nicardipine.

e Antifungal agents: clotrimazole, fluconazole.

e Antibiotics: troleandomycin.

e (Qastrointestinal prokinetic agents: cisapride, metoclopramide.

e Other drugs: bromocriptine, cimetidine, danazol, protease inhibitors (e.g., for HIV and hepatitis C that
include drugs such as ritonavir, indinavir, boceprevir, and telaprevir).

Other drugs that have the potential to decrease sirolimus concentrations include (but are not limited to):
e Anticonvulsants: carbamazepine, phenobarbital, phenytoin.
e Antibiotics: rifapentine.

Other Drug-Food Interactions

Grapefruit juice reduces CYP3A4-mediated drug metabolism. Grapefruit juice must not be taken with or used
for dilution of Rapamune [see Dosage and Administration (2.9), Drug Interactions (7.3)].

Drug-Herb Interactions

St. John’s Wort (Hypericum perforatum) induces CYP3A4 and P-gp. Since sirolimus is a substrate for both
cytochrome CYP3A4 and P-gp, there is the potential that the use of St. John’s Wort in patients receiving
Rapamune could result in reduced sirolimus concentrations [see Drug Interactions (7.4)].

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies were conducted in mice and rats. In an 86-week female mouse study at sirolimus doses
30 to 120 times higher than the 2 mg daily clinical dose (adjusted for body surface area), there was a
statistically significant increase in malignant lymphoma at all dose levels compared with controls. In a second
mouse study at dosages that were approximately 3 to 16 times the clinical dose (adjusted for body surface
area), hepatocellular adenoma and carcinoma in males were considered sirolimus-related. In the 104-week rat
study at dosages equal to or lower than the clinical dose of 2 mg daily (adjusted for body surface area), there
were no significant findings.

Sirolimus was not genotoxic in the in vitro bacterial reverse mutation assay, the Chinese hamster ovary cell
chromosomal aberration assay, the mouse lymphoma cell forward mutation assay, or the in vivo mouse
micronucleus assay.

When female rats were treated by oral gavage with sirolimus and mated to untreated males, female fertility was
decreased at 0.5 mg/kg (2.5-fold the clinical dose of 2 mg, on a body surface area basis) due to decreased
implantation. In addition, reduced ovary and uterus weight were observed. The NOAEL for female rat fertility
was 0.1 mg/kg (0.5-fold the clinical dose of 2 mg).
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When male rats were treated by oral gavage with sirolimus and mated to untreated females, male fertility was
decreased at 2 mg/kg (9.7-fold the clinical dose of 2 mg, on a body surface area basis). Atrophy of testes,
epididymides, prostate, seminiferous tubules, and reduced sperm counts were observed. The NOAEL for male
rat fertility was 0.5 mg/kg (2.5-fold the clinical dose of 2 mg).

Testicular tubular degeneration was also seen in a 4-week intravenous study of sirolimus in monkeys at
0.1 mg/kg (1-fold the clinical dose of 2 mg, on a body surface area basis).

14 CLINICAL STUDIES
14.1 Prophylaxis of Organ Rejection in Renal Transplant Patients

Rapamune Oral Solution

The safety and efficacy of Rapamune Oral Solution for the prevention of organ rejection following renal
transplantation were assessed in two randomized, double-blind, multicenter, controlled trials. These studies
compared two dose levels of Rapamune Oral Solution (2 mg and 5 mg, once daily) with azathioprine (Study 1)
or placebo (Study 2) when administered in combination with cyclosporine and corticosteroids. Study 1 was
conducted in the United States at 38 sites. Seven hundred nineteen (719) patients were enrolled in this trial and
randomized following transplantation; 284 were randomized to receive Rapamune Oral Solution 2 mg/day; 274
were randomized to receive Rapamune Oral Solution 5 mg/day, and 161 to receive azathioprine 2-3 mg/kg/day.
Study 2 was conducted in Australia, Canada, Europe, and the United States, at a total of 34 sites. Five hundred
seventy-six (576) patients were enrolled in this trial and randomized before transplantation; 227 were
randomized to receive Rapamune Oral Solution 2 mg/day; 219 were randomized to receive Rapamune Oral
Solution 5 mg/day, and 130 to receive placebo. In both studies, the use of antilymphocyte antibody induction
therapy was prohibited. In both studies, the primary efficacy endpoint was the rate of efficacy failure in the first
6 months after transplantation. Efficacy failure was defined as the first occurrence of an acute rejection episode
(confirmed by biopsy), graft loss, or death.

The tables below summarize the results of the primary efficacy analyses from these trials. Rapamune Oral
Solution, at doses of 2 mg/day and 5 mg/day, significantly reduced the incidence of efficacy failure
(statistically significant at the < 0.025 level; nominal significance level adjusted for multiple [2] dose
comparisons) at 6 months following transplantation compared with both azathioprine and placebo.

TABLE 8: INCIDENCE (%) OF EFFICACY FAILURE AT 6 AND 24 MONTHS FOR STUDY 1*"

Rapamune Rapamune Azathioprine
Oral Solution Oral Solution 2-3 mg/kg/day
2 mg/day 5 mg/day (n=161)
Parameter (n=1284) (n=274)
Efficacy failure at 6 months® 18.7 16.8 323
Components of efficacy failure
Biopsy-proven 16.5 11.3 29.2
acute rejection
Graft loss 1.1 2.9 2.5
Death 0.7 1.8 0
Lost to follow-up 0.4 0.7 0.6
Efficacy failure at 24 months 32.8 259 36.0
Components of efficacy failure
Biopsy-proven 23.6 17.5 32.3
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acute rejection

Graft loss 3.9 4.7 3.1
Death 4.2 33 0
Lost to follow-up 1.1 0.4 0.6

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c: Primary endpoint.

TABLE 9: INCIDENCE (%) OF EFFICACY FAILURE AT 6 AND 36 MONTHS FOR STUDY 2*"

Rapamune Rapamune Placebo
Oral Solution Oral Solution (n=130)
2 mg/day 5 mg/day
Parameter (n=227) (n=219)
Efficacy failure at 6 months® 30.0 25.6 47.7
Components of efficacy failure
Biopsy-proven 24.7 19.2 41.5
acute rejection
Graft loss 3.1 3.7 3.9
Death 2.2 2.7 2.3
Lost to follow-up 0 0 0
Efficacy failure at 36 months 44.1 41.6 54.6
Components of efficacy failure
Biopsy-proven 32.2 27.4 43.9
acute rejection
Graft loss 6.2 73 4.6
Death 5.7 5.9 54
Lost to follow-up 0 0.9 0.8

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c¢: Primary endpoint.

Patient and graft survival at 1 year were co-primary endpoints. The following table shows graft and patient
survival at 1 and 2 years in Study 1, and 1 and 3 years in Study 2. The graft and patient survival rates were
similar in patients treated with Rapamune and comparator-treated patients.
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TABLE 10: GRAFT AND PATIENT SURVIVAL (%) FOR STUDY 1 (12 AND 24 MONTHS) AND STUDY 2 (12 AND 36

MONTHS)™
Rapamune Rapamune Azathioprine Placebo
Oral Solution Oral Solution 2-3 mg/kg/day

Parameter 2 mg/day 5 mg/day
Study 1 (n=284) (n=274) (n=161)
Graft survival

Month 12 94.7 92.7 93.8

Month 24 85.2 89.1 90.1
Patient survival

Month 12 97.2 96.0 98.1

Month 24 92.6 94.9 96.3
Study 2 (n=227) (n=219) (n=130)
Graft survival

Month 12 89.9 90.9 87.7

Month 36 81.1 79.9 80.8
Patient survival

Month 12 96.5 95.0 94.6

Month 36 90.3 89.5 90.8

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.

The reduction in the incidence of first biopsy-confirmed acute rejection episodes in patients treated with
Rapamune compared with the control groups included a reduction in all grades of rejection.

In Study 1, which was prospectively stratified by race within center, efficacy failure was similar for Rapamune
Oral Solution 2 mg/day and lower for Rapamune Oral Solution 5 mg/day compared with azathioprine in Black
patients. In Study 2, which was not prospectively stratified by race, efficacy failure was similar for both
Rapamune Oral Solution doses compared with placebo in Black patients. The decision to use the higher dose of
Rapamune Oral Solution in Black patients must be weighed against the increased risk of dose-dependent
adverse events that were observed with the Rapamune Oral Solution 5-mg dose [see Adverse Reactions (6.1)].

TABLE 11: PERCENTAGE OF EFFICACY FAILURE BY RACE AT 6 MONTHS™"

Rapamune Rapamune Azathioprine Placebo
Oral Solution Oral Solution 2-3 mg/kg/day
Parameter 2 mg/day 5 mg/day
Study 1
Black (n = 166) 349 (n=163) 18.0 (n=61) 33.3 (n=42)
Non-Black 14.0 (n=221) 16.4 (n=213) 319 (n=119)
(n=553)
Study 2
Black (n = 66) 30.8 (n=126) 33.7 (n=27) 38.5(n=13)
Non-Black 29.9 (n=201) 24.5 (n=192) 48.7(n=117)
(n=510)

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.

Mean glomerular filtration rates (GFR) post-transplant were calculated by using the Nankivell equation at 12
and 24 months for Study 1, and 12 and 36 months for Study 2. Mean GFR was lower in patients treated with

cyclosporine and Rapamune Oral Solution compared with those treated with cyclosporine and the respective
azathioprine or placebo control.
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TABLE 12: OVERALL CALCULATED GLOMERULAR FILTRATION RATES (Mean + SEM, cc/min) BY NANKIVELL
EQUATION POST-TRANSPLANT*"

Rapamune Rapamune Azathioprine Placebo
Oral Solution Oral Solution 2-3 mg/kg/day
Parameter 2 mg/day 5 mg/day
Study 1
Month 12 574+1.3 54.6+1.3 64.1 +1.6)
(n=269) (n=1248) (n=149)
Month 24 584+1.5 52.6+1.5 624+19
(n=221) (n=222) (n=132)
Study 2
Month 12 524+1.5 51.5+1.5 58.0+£2.1
(n=211) (n=199) (n=117)
Month 36 48.1+ 1.8 46.1+£2.0 534+27
(n=183) (n=177) (n=102)

a: Includes patients who prematurely discontinued treatment.
b: Patients who had a graft loss were included in the analysis with GFR set to 0.0.

Within each treatment group in Studies 1 and 2, mean GFR at one-year post-transplant was lower in patients
who experienced at least one episode of biopsy-proven acute rejection, compared with those who did not.

Renal function should be monitored, and appropriate adjustment of the immunosuppressive regimen should be
considered in patients with elevated or increasing serum creatinine levels [see Warnings and Precautions

(5.8)].

Rapamune Tablets

The safety and efficacy of Rapamune Oral Solution and Rapamune Tablets for the prevention of organ
rejection following renal transplantation were demonstrated to be clinically equivalent in a randomized,
multicenter, controlled trial [see Clinical Pharmacology (12.3)].

14.2 Cyclosporine Withdrawal Study in Renal Transplant Patients

The safety and efficacy of Rapamune as a maintenance regimen were assessed following cyclosporine
withdrawal at 3 to 4 months after renal transplantation. Study 3 was a randomized, multicenter, controlled trial
conducted at 57 centers in Australia, Canada, and Europe. Five hundred twenty-five (525) patients were
enrolled. All patients in this study received the tablet formulation. This study compared patients who were
administered Rapamune, cyclosporine, and corticosteroids continuously with patients who received this same
standardized therapy for the first 3 months after transplantation (pre-randomization period) followed by the
withdrawal of cyclosporine. During cyclosporine withdrawal, the Rapamune dosages were adjusted to achieve
targeted sirolimus whole blood trough concentration ranges (16 to 24 ng/mL until month 12, then 12 to

20 ng/mL thereafter, expressed as chromatographic assay values). At 3 months, 430 patients were equally
randomized to either continue Rapamune with cyclosporine therapy or to receive Rapamune as a maintenance
regimen following cyclosporine withdrawal.

Eligibility for randomization included no Banff Grade 3 acute rejection or vascular rejection episode in the

4 weeks before random assignment, serum creatinine <4.5 mg/dL, and adequate renal function to support
cyclosporine withdrawal (in the opinion of the investigator). The primary efficacy endpoint was graft survival
at 12 months after transplantation. Secondary efficacy endpoints were the rate of biopsy-confirmed acute
rejection, patient survival, incidence of efficacy failure (defined as the first occurrence of either biopsy-proven
acute rejection, graft loss, or death), and treatment failure (defined as the first occurrence of either
discontinuation, acute rejection, graft loss, or death).
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The following table summarizes the resulting graft and patient survival at 12, 24, and 36 months for this trial.
At 12, 24, and 36 months, graft and patient survival were similar for both groups.

TABLE 13: GRAFT AND PATIENT SURVIVAL (%): STUDY 3*

Rapamune Rapamune
with Following Cyclosporine

Cyclosporine Therapy Withdrawal
Parameter (n=215) (n=215)
Graft Survival
Month 12° 95.3¢ 97.2
Month 24 91.6 94.0
Month 36° 87.0 91.6
Patient Survival
Month 12 97.2 98.1
Month 24 94.4 95.8
Month 36° 91.6 94.0

a: Includes patients who prematurely discontinued treatment.
b: Primary efficacy endpoint.

c¢: Survival including loss to follow-up as an event.

d: Initial planned duration of the study.

The following table summarizes the results of first biopsy-proven acute rejection at 12 and 36 months. There
was a significant difference in first biopsy-proven rejection rates between the two groups after randomization
and through 12 months. Most of the post-randomization acute rejections occurred in the first 3 months
following randomization.

TABLE 14: INCIDENCE OF FIRST BIOPSY-PROVEN ACUTE REJECTION (%) BY TREATMENT GROUP AT
36 MONTHS: STUDY 3*"

Rapamune with Rapamune Following
Cyclosporine Therapy Cyclosporine Withdrawal
Period (n=215) (n=215)
Pre-randomization® 9.3 10.2
Post-randomization through 12 months® 4.2 9.8
Post-randomization from 12 to 36 months 1.4 0.5
Post-randomization through 36 months 5.6 10.2
Total at 36 months 14.9 20.5

a: Includes patients who prematurely discontinued treatment.
b: All patients received corticosteroids.
c¢: Randomization occurred at 3 months + 2 weeks.

Patients receiving renal allografts with >4 HLA mismatches experienced significantly higher rates of acute
rejection following randomization to the cyclosporine withdrawal group, compared with patients who
continued cyclosporine (15.3% versus 3.0%). Patients receiving renal allografts with <3 HLA mismatches
demonstrated similar rates of acute rejection between treatment groups (6.8% versus 7.7%) following
randomization.

The following table summarizes the mean calculated GFR in Study 3 (cyclosporine withdrawal study).
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TABLE 15: CALCULATED GLOMERULAR FILTRATION RATES (mL/min) BY NANKIVELL EQUATION AT 12, 24,
AND 36 MONTHS POST-TRANSPLANT: STUDY 3*"*

Rapamune with Rapamune Following
Parameter Cyclosporine Therapy Cyclosporine Withdrawal
Month 12
Mean + SEM 532+1.5 59.3+1.5
(n=208) (n=203)
Month 24
Mean + SEM 484+ 1.7 584+1.6
(n=203) (n=201)
Month 36
Mean + SEM 47.0+ 1.8 585+1.9
(n=196) (n=199)

a: Includes patients who prematurely discontinued treatment.
b: Patients who had a graft loss were included in the analysis and had their GFR set to 0.0.
c: All patients received corticosteroids.

The mean GFR at 12, 24, and 36 months, calculated by the Nankivell equation, was significantly higher for
patients receiving Rapamune as a maintenance regimen following cyclosporine withdrawal than for those in the
Rapamune with cyclosporine therapy group. Patients who had an acute rejection prior to randomization had a
significantly higher GFR following cyclosporine withdrawal compared to those in the Rapamune with
cyclosporine group. There was no significant difference in GFR between groups for patients who experienced
acute rejection post-randomization.

Although the initial protocol was designed for 36 months, there was a subsequent amendment to extend this
study. The results for the cyclosporine withdrawal group at months 48 and 60 were consistent with the results
at month 36. Fifty-two percent (112/215) of the patients in the Rapamune with cyclosporine withdrawal group
remained on therapy to month 60 and showed sustained GFR.

14.3 High-Immunologic Risk Renal Transplant Patients

Rapamune was studied in a one-year, clinical trial in high risk patients (Study 4) who were defined as Black
transplant recipients and/or repeat renal transplant recipients who lost a previous allograft for immunologic
reasons and/or patients with high panel-reactive antibodies (PRA; peak PRA level >80%). Patients received
concentration-controlled sirolimus and cyclosporine (MODIFIED), and corticosteroids per local practice. The
Rapamune dose was adjusted to achieve target whole blood trough sirolimus concentrations of 10-15 ng/mL
(chromatographic method) throughout the 12-month study period. The cyclosporine dose was adjusted to
achieve target whole blood trough concentrations of 200-300 ng/mL through week 2, 150-200 ng/mL from
week 2 to week 26, and 100-150 ng/mL from week 26 to week 52 [see Clinical Pharmacology (12.3)] for the
observed trough concentrations ranges. Antibody induction was allowed per protocol as prospectively defined
at each transplant center, and was used in 88.4% of patients. The study was conducted at 35 centers in the
United States. A total of 224 patients received a transplant and at least one dose of sirolimus and cyclosporine
and was comprised of 77.2% Black patients, 24.1% repeat renal transplant recipients, and 13.5% patients with
high PRA. Efficacy was assessed with the following endpoints, measured at 12 months: efficacy failure
(defined as the first occurrence of biopsy-confirmed acute rejection, graft loss, or death), first occurrence of
graft loss or death, and renal function as measured by the calculated GFR using the Nankivell formula. The
table below summarizes the result of these endpoints.
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TABLE 16: EFFICACY FAILURE, GRAFT LOSS OR DEATH AND CALCULATED GLOMERULAR FUNCTION RATES
(mL/min) BY NANKIVELL EQUATION AT 12 MONTHS POST-TRANSPLANT: STUDY 4

Rapamune
with Cyclosporine, Corticosteroids
Parameter (n=224)
Efficacy Failure (%) 23.2
Graft Loss or Death (%) 9.8
Renal Function (mean + SEM)*® 526+1.6
(n=222)

a: Calculated glomerular filtration rate by Nankivell equation.
b: Patients who had graft loss were included in this analysis with GFR set to 0.

Patient survival at 12 months was 94.6%. The incidence of biopsy-confirmed acute rejection was 17.4% and
the majority of the episodes of acute rejection were mild in severity.

14.4 Conversion from Calcineurin Inhibitors to Rapamune in Maintenance Renal Transplant
Patients

Conversion from calcineurin inhibitors (CNI) to Rapamune was assessed in maintenance renal transplant
patients 6 months to 10 years post-transplant (Study 5). This study was a randomized, multicenter, controlled
trial conducted at 111 centers globally, including US and Europe, and was intended to show that renal function
was improved by conversion from CNI to Rapamune. Eight hundred thirty (830) patients were enrolled and
stratified by baseline calculated glomerular filtration rate (GFR, 20-40 mL/min versus greater than 40 mL/min).
In this trial there was no benefit associated with conversion with regard to improvement in renal function and a
greater incidence of proteinuria in the Rapamune conversion arm. In addition, enrollment of patients with
baseline calculated GFR less than 40 mL/min was discontinued due to a higher rate of serious adverse events,
including pneumonia, acute rejection, graft loss and death [see Adverse Reactions (6.4)].

This study compared renal transplant patients (6-120 months after transplantation) who were converted from
calcineurin inhibitors to Rapamune, with patients who continued to receive calcineurin inhibitors. Concomitant
immunosuppressive medications included mycophenolate mofetil (MMF), azathioprine (AZA), and
corticosteroids. Rapamune was initiated with a single loading dose of 12-20 mg, after which dosing was
adjusted to achieve a target sirolimus whole blood trough concentration of 8-20 ng/mL (chromatographic
method). The efficacy endpoint was calculated GFR at 12 months post-randomization. Additional endpoints
included biopsy-confirmed acute rejection, graft loss, and death. Findings in the patient stratum with baseline
calculated GFR greater than 40 mL/min (Rapamune conversion, n = 497; CNI continuation, n = 246) are
summarized below. There was no clinically or statistically significant improvement in Nankivell GFR
compared to baseline.

TABLE 17: RENAL FUNCTION IN STABLE RENAL TRANSPLANT PATIENTS IN PATIENTS WITH BASELINE GFR
>40 mL/min THE RAPAMUNE CONVERSION STUDY (STUDY 5)

Parameter Rapamune conversion CNI continuation Difference (95% CI)
N =496 N =245

GFR mL/min (Nankivell) at 1 59.0 57.7 1.3(-1.1,3.7)

year

GFR mL/min (Nankivell) at 2 53.7 52.1 1.6 (-1.4,4.6)

year

The rates of acute rejection, graft loss, and death were similar at 1 and 2 years. Treatment-emergent adverse
events occurred more frequently during the first 6 months after Rapamune conversion. The rates of pneumonia
were significantly higher for the sirolimus conversion group.
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While the mean and median values for urinary protein to creatinine ratio were similar between treatment
groups at baseline, significantly higher mean and median levels of urinary protein excretion were seen in the
Rapamune conversion arm at 1 year and at 2 years, as shown in the table below [see Warnings and Precautions
(5.9)]. In addition, when compared to patients who continued to receive calcineurin inhibitors, a higher
percentage of patients had urinary protein to creatinine ratios >1 at 1 and 2 years after sirolimus conversion.
This difference was seen in both patients who had a urinary protein to creatinine ratio <I and those who had a
protein to creatinine ratio >1 at baseline. More patients in the sirolimus conversion group developed nephrotic
range proteinuria, as defined by a urinary protein to creatinine ratio >3.5 (46/482 [9.5%] versus 9/239 [3.8%)]),
even when the patients with baseline nephrotic range proteinuria were excluded. The rate of nephrotic range
proteinuria was significantly higher in the sirolimus conversion group compared to the calcineurin inhibitor
continuation group with baseline urinary protein to creatinine ratio >1 (13/29 versus 1/14), excluding patients
with baseline nephrotic range proteinuria.

TABLE 18: MEAN AND MEDIAN VALUES FOR URINARY PROTEIN TO CREATININE RATIO (mg/mg) BETWEEN
TREATMENT GROUPS AT BASELINE, 1 AND 2 YEARS IN THE STRATUM WITH BASELINE CALCULATED GFR
>4(0 mL/min

Study period Sirolimus Conversion CNI Continuation
N Mean + SD Median N Mean + SD Median p-value
Baseline 410 0.35+£0.76 0.13 207 0.28 £0.61 0.11 0.381
1 year 423 0.88 £ 1.61 0.31 203 0.37 £0.88 0.14 <0.001
2 years 373 0.86 + 1.48 0.32 190 0.47 +0.98 0.13 <0.001

The above information should be taken into account when considering conversion from calcineurin inhibitors
to Rapamune in stable renal transplant patients due to the lack of evidence showing that renal function
improves following conversion, and the finding of a greater increment in urinary protein excretion, and an
increased incidence of treatment-emergent nephrotic range proteinuria following conversion to Rapamune.
This was particularly true among patients with existing abnormal urinary protein excretion prior to conversion.

In an open-label, randomized, comparative, multicenter study where kidney transplant patients were either
converted from tacrolimus to sirolimus 3 to 5 months post-transplant (sirolimus group) or remained on
tacrolimus, there was no significant difference in renal function at 2 years post-transplant. Overall,

44/131 (33.6%) discontinued treatment in the sirolimus group versus 12/123 (9.8%) in the tacrolimus group.
More patients reported adverse events 130/131 (99.2%) versus 112/123 (91.1%) and more patients reported
discontinuations from the treatment due to adverse events 28/131 (21.4%) versus 4/123 (3.3%) in the sirolimus
group compared to the tacrolimus group.

The incidence of biopsy-confirmed acute rejection was higher for patients in the sirolimus group 11/131 (8.4%)
compared to the tacrolimus group 2/123 (1.6%) through 2 years post-transplant. The rate of new-onset diabetes
mellitus post-randomization, defined as 30 days or longer of continuous or at least 25 days non-stop (without
gap) use of any diabetic treatment after randomization, a fasting glucose >126 mg/dL or a non-fasting glucose
>200 mg/dL, was higher in the sirolimus group 15/82 (18.3%) compared to the tacrolimus group 4/72 (5.6%).
A greater incidence of proteinuria, was seen in the sirolimus group 19/131 (14.5%) versus 2/123 (1.6%) in the
tacrolimus group.

14.5 Conversion from a CNI-based Regimen to a Sirolimus-based Regimen in Liver
Transplant Patients

Conversion from a CNI-based regimen to a Rapamune-based regimen was assessed in stable liver transplant
patients 6-144 months post-transplant. The clinical study was a 2:1 randomized, multi-center, controlled trial
conducted at 82 centers globally, including the US and Europe, and was intended to show that renal function
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was improved by conversion from a CNI to Rapamune without adversely impacting efficacy or safety. A total
of 607 patients were enrolled.

The study failed to demonstrate superiority of conversion to a Rapamune-based regimen compared to
continuation of a CNI-based regimen in baseline-adjusted GFR, as estimated by Cockcroft-Gault, at 12 months
(62 mL/min in the Rapamune conversion group and 63 mL/min in the CNI continuation group). The study also
failed to demonstrate non-inferiority, with respect to the composite endpoint consisting of graft loss and death
(including patients with missing survival data) in the Rapamune conversion group compared to the CNI
continuation group (6.6% versus 5.6%). The number of deaths in the Rapamune conversion group (15/393,
3.8%) was higher than in the CNI continuation group (3/214, 1.4%), although the difference was not
statistically significant. The rates of premature study discontinuation (primarily due to adverse events or lack of
efficacy), adverse events overall (infections, specifically), and biopsy-proven acute liver graft rejection at 12
months were all significantly greater in the Rapamune conversion group compared to the CNI continuation

group.
14.6 Pediatric Renal Transplant Patients

Rapamune was evaluated in a 36-month, open-label, randomized, controlled clinical trial at 14 North American
centers in pediatric (aged 3 to < 18 years) renal transplant patients considered to be at high-immunologic risk
for developing chronic allograft nephropathy, defined as a history of one or more acute allograft rejection
episodes and/or the presence of chronic allograft nephropathy on a renal biopsy. Seventy-eight (78) subjects
were randomized in a 2:1 ratio to Rapamune (sirolimus target concentrations of 5 to 15 ng/mL, by
chromatographic assay, n = 53) in combination with a calcineurin inhibitor and corticosteroids or to continue
calcineurin-inhibitor-based immunosuppressive therapy (n = 25). The primary endpoint of the study was
efficacy failure as defined by the first occurrence of biopsy-confirmed acute rejection, graft loss, or death, and
the trial was designed to show superiority of Rapamune added to a calcineurin-inhibitor-based
immunosuppressive regimen compared to a calcineurin-inhibitor-based regimen. The cumulative incidence of
efficacy failure up to 36 months was 45.3% in the Rapamune group compared to 44.0% in the control group,
and did not demonstrate superiority. There was one death in each group. The use of Rapamune in combination
with calcineurin inhibitors and corticosteroids was associated with an increased risk of deterioration of renal
function, serum lipid abnormalities (including, but not limited to, increased serum triglycerides and
cholesterol), and urinary tract infections [see Warnings and Precautions (5.8)]. This study does not support the
addition of Rapamune to calcineurin-inhibitor-based immunosuppressive therapy in this subpopulation of
pediatric renal transplant patients.

14.7 Lymphangioleiomyomatosis Patients

The safety and efficacy of Rapamune for treatment of lymphangioleiomyomatosis (LAM) were assessed in a
randomized, double-blind, multicenter, controlled trial. This study compared Rapamune (dose-adjusted to
maintain blood trough concentrations between 5-15 ng/mL) with placebo for a 12-month treatment period,
followed by a 12-month observation period. Eighty-nine (89) patients were enrolled; 43 patients were
randomized to receive placebo and 46 patients to receive Rapamune. The primary endpoint was the difference
between the groups in the rate of change (slope) per month in forced expiratory volume in 1 second (FEV1).
During the treatment period, the FEV1 slope was -12+2 mL per month in the placebo group and 1+2 mL per
month in the Rapamune group (treatment difference = 13 mL (95% CI: 7, 18). The absolute between-group
difference in the mean change in FEV1 during the 12-month treatment period was 153 mL, or approximately
11% of the mean FEV1 at enrollment. Similar improvements were seen for forced vital capacity (FVC). After
discontinuation of Rapamune, the decline in lung function resumed in the Rapamune group and paralleled that
in the placebo group (see Figure 1).
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FIGURE 1: CHANGE IN FORCED EXPIRATORY VOLUME IN 1 SECOND (FEV1) DURING THE TREATMENT AND
OBSERVATION PHASES OF THE STUDY IN LAM PATIENTS

Treatment Phase Observation Phase

1.6+

1.4
Sirolimus

1.2+

FEV, (liters)

1.0
‘,fé
00 I | | I I | |
0 3 6 9 12 15 18 21 24
Month
No. of Subjects
Sirolimus 46 43 41 38 41 21 14
Placebo 43 40 42 39 34 22 13

The rate of change over 12 months of vascular endothelial growth factor-D (VEGF-D), a lymphangiogenic
growth factor which has been shown to be elevated in patients with LAM, was significantly different in the
Rapamune-treated group (-88.0 + 16.6 pg/mL/month) compared to placebo (-2.42 + 17.2 pg/mL/month) with a
treatment difference of -86 pg/mL/month (95% CI: -133, -39). The absolute between-group difference in the
mean change in VEGF-D during the 12-month treatment period was -1017.2, or approximately 50% of the
mean VEGF-D at enrollment.

15 REFERENCES
Clinical Therapeutics, Volume 22, Supplement B, April 2000 [see Dosage and Administration (2.5)].
16 HOW SUPPLIED/STORAGE AND HANDLING

Since Rapamune is not absorbed through the skin, there are no special precautions. However, if direct contact
of the oral solution occurs with the skin or eyes, wash skin thoroughly with soap and water; rinse eyes with
plain water.

Do not use RAPAMUNE after the expiration date. The expiration date refers to the last day of that month.

16.1 Rapamune Oral Solution

Each Rapamune Oral Solution carton, NDC 0008-1030-06, contains one 2 oz (60 mL fill) amber glass bottle of
sirolimus (concentration of 1 mg/mL), one oral syringe adapter for fitting into the neck of the bottle, sufficient
disposable amber oral syringes and caps for daily dosing, and a carrying case.

Rapamune Oral Solution bottles should be stored protected from light and refrigerated at 2°C to 8°C (36°F to
46°F). Once the bottle is opened, the contents should be used within one month. If necessary, the patient may
store the bottles at room temperatures up to 25°C (77°F) for a short period of time (e.g., not more than 15 days
for the bottles).
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An amber syringe and cap are provided for dosing, and the product may be kept in the syringe for a maximum
of 24 hours at room temperatures up to 25°C (77°F) or refrigerated at 2°C to 8°C (36°F to 46°F). The syringe
should be discarded after one use. After dilution, the preparation should be used immediately.

Rapamune Oral Solution provided in bottles may develop a slight haze when refrigerated. If such a haze
occurs, allow the product to stand at room temperature and shake gently until the haze disappears. The presence
of this haze does not affect the quality of the product.

16.2 Rapamune Tablets
Rapamune Tablets are available as follows:

. NDC 0008-1040-05, 0.5 mg, tan, triangular-shaped tablets marked “RAPAMUNE 0.5 mg” on one side;
bottle containing 100 tablets.

. NDC 0008-1040-10, 0.5 mg, tan, triangular-shaped tablets marked “RAPAMUNE 0.5 mg” on one side;
in Redipak® cartons of 100 tablets (10 blister cards of 10 tablets each).

. NDC 0008-1041-05, 1 mg, white, triangular-shaped tablets marked “RAPAMUNE 1 mg” on one side;
bottle containing 100 tablets.

. NDC 0008-1041-10, 1 mg, white, triangular-shaped tablets marked “RAPAMUNE 1 mg” on one side;
in Redipak® cartons of 100 tablets (10 blister cards of 10 tablets each).

. NDC 0008-1042-05, 2 mg, yellow-to-beige triangular-shaped tablets marked “RAPAMUNE 2 mg” on
one side; bottle containing 100 tablets.

Rapamune Tablets should be stored at 20°C to 25°C [USP Controlled Room Temperature] (68°F to 77°F). Use
cartons to protect blister cards and strips from light. Dispense in a tight, light-resistant container as defined in
the USP.

17 PATIENT COUNSELING INFORMATION
Advise patients, their families, and their caregivers to read the Medication Guide and Instructions for Use for
the Oral Solution and assist them in understanding its contents. The complete text of the Medication Guide and
Instructions for Use for the Oral Solution are reprinted at the end of the document.
See FDA-Approved Medication Guide and Instructions for Use for the Oral Solution.
17.1 Dosage
Patients should be given complete dosage instructions [see FDA-Approved Medication Guide].

17.2 Skin Cancer Events

Advise patients that exposure to sunlight and ultraviolet (UV) light should be limited by wearing protective
clothing and using a broad spectrum sunscreen with a high protection factor because of the increased risk for
skin cancer [see Warnings and Precautions (5.18)].

17.3 Pregnancy and Lactation

Advise female patients of reproductive potential to avoid becoming pregnant throughout treatment and for
12 weeks after Rapamune therapy has stopped. Rapamune can cause fetal harm if taken during pregnancy.
Advise a pregnant woman of the potential risk to her fetus. Before making a decision to breastfeed, inform the
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patient that the effects of breastfeeding in infants while taking this drug are unknown, but there is potential for
serious adverse effects [see Warnings and Precautions (5.15), Use in Specific Populations (8.1, 8.2, 8.3)].

17.4 Infertility

Inform male and female patients that Rapamune may impair fertility [see Warnings and Precautions (5.16),
Adverse Reactions (6.7), Use in Specific Populations (8.1, 8.3), Nonclinical Toxicology (13.1)].

This product’s label may have been updated. For current Full Prescribing Information, please visit
www.pfizer.com.

Distributed by
@ Wyeth Pharmaceuticals LLC
A subsidiary of Pfizer Inc, Philadelphia, PA 19101

LAB-0473-14.0
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MEDICATION GUIDE
RAPAMUNE® (RAAP-a-mune) (sirolimus) Tablets
RAPAMUNE® (RAAP-a-mune) (sirolimus) Oral Solution

What is the most important information | should know about RAPAMUNE?

Rapamune can cause serious side effects, including:

1. Increased risk of getting infections. Serious infections can happen including infections caused by viruses, bacteria,
and fungi (yeast). Your doctor may put you on medicine to help prevent some of these infections.
Call your doctor right away if you have symptoms of infection including fever or chills while taking Rapamune.

2. Increased risk of getting certain cancers. People who take Rapamune have a higher risk of getting lymphoma, and
other cancers, especially skin cancer. Talk with your doctor about your risk for cancer.

RAPAMUNE has not been shown to be safe and effective in people who have had liver or lung transplants.
Serious complications and death may happen in people who take RAPAMUNE after a liver or lung transplant. You
should not take RAPAMUNE if you have had a liver or lung transplant without talking with your doctor.

See the section “What are the possible side effects of RAPAMUNE?” for information about other side effects of
RAPAMUNE.

What is RAPAMUNE?

RAPAMUNE is a prescription medicine used to prevent rejection (anti-rejection medicine) in people 13 years of age and
older who have received a kidney transplant. Rejection is when your body’s immune system recognizes the new organ as
a “foreign” threat and attacks it.
RAPAMUNE is used with other medicines called cyclosporine (Gengraf, Neoral, Sandimmune), and corticosteroids. Your
doctor will decide:

e if RAPAMUNE is right for you, and

e how to best use it with cyclosporine and corticosteroids after your transplant.

It is not known if RAPAMUNE is safe and effective in children under 13 years of age.

RAPAMUNE is a prescription medicine also used to treat lymphangioleiomyomatosis (LAM). LAM is a rare progressive
lung disease that affects predominantly women of childbearing age.

Who should not take RAPAMUNE?

Do not take RAPAMUNE if you are allergic to sirolimus or any of the other ingredients in RAPAMUNE. See the end of this
leaflet for a complete list of ingredients in RAPAMUNE.
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What should I tell my doctor before taking RAPAMUNE?

have liver problems

have skin cancer or it runs in your family

have high cholesterol or triglycerides (fat in your blood)

are pregnant or are a female who can become pregnant. RAPAMUNE can harm your unborn baby. You should
not become pregnant during treatment with RAPAMUNE and for 12 weeks after ending treatment with
RAPAMUNE. In order to avoid pregnancy, a female who can get pregnant should use effective birth control during
treatment and for 12 weeks after your final dose of RAPAMUNE. Talk with your doctor about what birth control
method is right for you during this time. Tell your doctor right away if you become pregnant or think you are
pregnant during treatment with RAPAMUNE or within 12 weeks after your final dose of RAPAMUNE.

It is not known whether RAPAMUNE passes into breast milk; however, there is a risk of serious side effects in
breastfed infants. You and your doctor should decide about the best way to feed your baby if you take
RAPAMUNE.

Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines, vitamins and
herbal supplements. Using RAPAMUNE with certain medicines may affect each other causing serious side effects.

RAPAMUNE may affect the way other medicines work, and other medicines may affect how RAPAMUNE works.
Especially tell your doctor if you take:

a medicine to lower your cholesterol or triglycerides

cyclosporine (including Gengraf, Neoral, Sandimmune) or tacrolimus (Prograf) or other medicines that suppress
the immune system

an antibiotic

an antifungal medicine

a medicine for high blood pressure or heart problems

an anti-seizure medicine

medicines used to treat stomach acid, ulcers, or other gastrointestinal problems
bromocriptine mesylate (Parlodel, Cycloset)

danazol

medicines to treat HIV or hepatitis C

St. John’s Wort

How should | take RAPAMUNE?

Read the Instructions for Use that comes with your RAPAMUNE for information about the right way to take
RAPAMUNE oral solution.

Take RAPAMUNE exactly as your doctor tells you to take it.

Your doctor will tell you how much RAPAMUNE to take and when to take it. Do not change your dose of
RAPAMUNE unless your doctor tells you to.

If you also take cyclosporine (Gengraf, Neoral, Sandimmune), you should take your RAPAMUNE and
cyclosporine about 4 hours apart.

Do not stop taking RAPAMUNE or your other anti-rejection medicines unless your doctor tells you to.

Your doctor will check the levels of RAPAMUNE in your blood. Your doctor may change your dose of
RAPAMUNE depending on your blood test results.

RAPAMUNE is taken by mouth 1 time each day.

Do not crush, chew, or split RAPAMUNE tablets. Tell your doctor if you cannot swallow RAPAMUNE tablets. Your
doctor can prescribe RAPAMUNE as a solution.

Take each dose of RAPAMUNE the same way, either with or without food. Food can affect the amount of
medicine that gets into your bloodstream. Taking each dose of RAPAMUNE the same way helps keep your blood
levels of RAPAMUNE more stable. Do not take RAPAMUNE with grapefruit juice.

RAPAMUNE oral solution can develop a slight haze when it is refrigerated. If this happens, bring the RAPAMUNE
Oral Solution to room temperature and then gently shake the bottle until the haze goes away.

If you get RAPAMUNE oral solution on your skin, wash the area with soap and water.

If you get RAPAMUNE oral solution in your eyes, rinse your eyes with water.

If you have taken more medicine than you were told, contact a doctor or go to the nearest hospital emergency
department right away.
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What should | avoid while taking RAPAMUNE?

¢ Avoid receiving live vaccines while taking RAPAMUNE. Some vaccines may not work as well while you are taking
RAPAMUNE.

e Limit your time in sunlight and UV light. Cover your skin with clothing and use a broad spectrum sunscreen with a
high protection factor because of the increased risk for skin cancer with RAPAMUNE.

What are the possible side effects of RAPAMUNE?
RAPAMUNE may cause serious side effects, including:
o See “What is the most important information | should know about RAPAMUNE ?”

« Serious allergic reactions. Tell your doctor or get medical help right away if you get any of following symptoms
of an allergic reaction:

o swelling of your face, eyes, or mouth o chest pain or tightness
o trouble breathing or wheezing o feeling dizzy or faint
o throat tightness o rash or peeling of your skin

« Swelling (edema). Fluid may collect in your hands and feet and in various tissues of your body, including in the
sac around your heart or lungs. Call your doctor if you have trouble breathing.

e Poor wound healing. RAPAMUNE may cause your wounds to heal slowly or not heal well. Tell your doctor if you
have any redness or drainage, your wound does not heal, or the wound opens up.

« Increased levels of cholesterol and triglycerides (lipids or fat) in your blood. Your doctor should do blood
tests to check your lipids during treatment with RAPAMUNE. Your doctor may prescribe treatment with diet,
exercise, or medicine if your lipid levels are too high. During treatment with RAPAMUNE, your blood levels of
cholesterol and triglycerides may remain high even if you follow your prescribed treatment plan.

« Effects on kidney function. When RAPAMUNE is taken with cyclosporine (Gengraf, Neoral, Sandimmune), the
function of your transplanted kidney may be affected. Your doctor should regularly do tests to check your kidney
function while you are taking RAPAMUNE with cyclosporine (Gengraf, Neoral, Sandimmune).

« Increased protein in your urine. Your doctor may regularly test your urine protein.

« Increased risk for viral infections.

e  Certain viruses can live in your body and cause active infections when your immune system is weak. BK
virus can affect how your kidney works and cause your transplanted kidney to fail.

e A certain virus can cause a rare serious brain infection called Progressive Multifocal
Leukoencephalopathy (PML). PML usually causes death or severe disability. Call your doctor right away if
you notice any new or worsening medical problems such as:

= confusion
= sudden change in thinking, walking, strength on one side of your body
= other problems that have lasted over several days

e Lung or breathing problems. This can sometimes lead to death. Tell your doctor if you have a new or worsening
cough, shortness of breath, difficulty breathing or any new breathing problems. Your doctor may need to stop
RAPAMUNE or lower your dose.

e Blood clotting problems. When RAPAMUNE is taken with cyclosporine or tacrolimus, you may develop a blood
clotting problem. Tell your doctor if you get any unexplained bleeding or bruising.

o Possible harm to your unborn baby. RAPAMUNE can harm your unborn baby. You should not become
pregnant during treatment with RAPAMUNE and for 12 weeks after ending treatment with RAPAMUNE. See
“What should | tell my doctor before taking RAPAMUNE?”.

The most common side effects of RAPAMUNE in people with renal transplant include:

o high blood pressure o urinary tract infection
o pain (including stomach and joint pain) o low red blood cell count (anemia)
o diarrhea o nausea
o headache o low platelet count (cells that help blood to clot)
o fever o high blood sugar (diabetes)
The most common side effects of RAPAMUNE in people with LAM include:
o mouth sores o chest pain
o diarrhea o upper respiratory tract infection
o stomach pain o headache
o hausea o dizziness
o sore throat o sore muscles
o acne

45

Reference ID: 4538534




Other side effects that may occur with RAPAMUNE:
o RAPAMUNE may affect fertility in females and may affect your ability to become pregnant. Talk to your healthcare
provider if this is a concern for you.
o RAPAMUNE may affect fertility in males and may affect your ability to father a child. Talk to your healthcare
provider if this is a concern for you.
Tell your doctor if you have any side effect that bothers you or that does not go away.
These are not all of the possible side effects of RAPAMUNE. For more information ask your doctor or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store RAPAMUNE?
RAPAMUNE tablets:
o Store RAPAMUNE tablets at room temperature between 68°F to 77°F (20°C to 25°C).
o Blister cards and strips: Keep the tablets in the original blister container and use the outer carton to protect blister
cards and strips from light.
e Bottles: Keep the bottle of RAPAMUNE tablets tightly closed.
RAPAMUNE oral solution:
e Store bottles of RAPAMUNE oral solution in the refrigerator between 36°F to 46°F (2°C to 8°C).
e Protect from light.
e If necessary, bottles of RAPAMUNE oral solution can be stored at room temperature up to 77°F (25°C) for up to
15 days.
e When a bottle of RAPAMUNE oral solution is opened, it should be used within 1 month.
e Use any diluted RAPAMUNE oral solution right away.
Do not use RAPAMUNE after the expiration date. The expiration date refers to the last day of that month.
Safely throw away medicine that is out of date or no longer needed.
Keep RAPAMUNE and all medicines out of the reach of children.

General Information about the safe and effective use of RAPAMUNE.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use RAPAMUNE
for a condition for which it was not prescribed. Do not give RAPAMUNE to other people even if they have the same
symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about RAPAMUNE. If you would like more information
talk to your doctor. You can ask your pharmacist or doctor for information about RAPAMUNE that is written for health
professionals.

For more information, go to www.rapamune.com or call 1-800-934-5556.

What are the ingredients in RAPAMUNE?

Active ingredients: sirolimus

Inactive ingredients: RAPAMUNE Oral Solution: Phosal 50 PG® (phosphatidylcholine, propylene glycol, mono- and di-
glycerides, ethanol, soy fatty acids, and ascorbyl palmitate) and polysorbate 80. RAPAMUNE Oral Solution contains 1.5%-
2.5% ethanol.

Inactive ingredients: RAPAMUNE Tablets: sucrose, lactose, polyethylene glycol 8000, calcium sulfate, microcrystalline
cellulose, pharmaceutical glaze, talc, titanium dioxide, magnesium stearate, povidone, poloxamer 188, polyethylene glycol
20,000, glyceryl monooleate, carnauba wax, dl-alpha tocopherol, and other ingredients. The 0.5 mg and 2 mg dosage
strengths also contain yellow iron (ferric) oxide and brown iron (ferric) oxide.

Distributed by
|

Wyeth Pharmaceuticals LLC

A subsidiary of Pfizer Inc, Philadelphia, PA 19101

For Rapamune Oral Tablets and Oral Solution:

LAB-0578-8.0

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised Jul 2019
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INSTRUCTIONS FOR USE

RAPAMUNE /RAAP-a-mune/
(sirolimus)
Oral Solution

Be sure that you read and understand the following instructions for the correct way to dilute and
take RAPAMUNE Oral Solution. Ask your pharmacist or doctor if you are not sure.
Important:

Always keep the bottle in an upright position.

You may store RAPAMUNE Oral Solution that is in a syringe at room temperature up to
77°F (25°C) or in the refrigerator at 36°F to 46°F (2°C to 8°C) for up to 24 hours. See
“How should | store RAPAMUNE?” at the end of this Instructions for Use.

RAPAMUNE Oral Solution can develop a slight haze when it is refrigerated. If this
happens, bring the RAPAMUNE Oral Solution to room temperature and then gently
shake the bottle until the haze goes away.

Only use a glass or plastic cup to dilute RAPAMUNE Oral Solution.

If you are a caregiver, do not let RAPAMUNE Oral Solution come in contact with your
skin or eyes. If you get the oral solution on your skin, wash the area well with soap and
water. If you get the oral solution in your eyes, rinse with plain water.

If you spill RAPAMUNE Oral Solution, dry the area with a dry paper towel and then wipe
the area with a wet paper towel. Throw away the paper towels in the trash and wash
your hands well with soap and water.

Each RAPAMUNE Oral Solution carton contains:

m a) a 2 oz. (60 mL fill) amber glass bottle of sirolimus
e (concentration of 1 mg/mL)
d b) 1 oral syringe adapter for fitting into the neck of the bottle

¢) enough disposable amber oral syringes and caps for

daily dosing
@ T d) 1 carrying case
a b

<00

You will also need:

Reference ID: 4538534

glass or plastic cup
6 oz. of water or orange juice only
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Figure 1: Opening the bottle

el

Figure 2: Inserting adapter

Figure 3: Inserting syringe

Figure 4: Withdrawing solution

1. Open the solution bottle.

¢ Remove the safety cap by squeezing
the tabs on each side of the cap and
twisting counterclockwise (Figure 1).

2. The first time you use a bottle of
RAPAMUNE Oral Solution:

¢ Insert the oral syringe adapter (plastic
tube with stopper) tightly into the bottle
until it is even with the top of the bottle
(Figure 2).

¢ Do not remove the oral syringe adapter
from the bottle once inserted.

3. Use a new disposable amber oral syringe
for each dose of RAPAMUNE Oral Solution.

e Fully push down (depress) on the
plunger of the disposable amber oral
syringe.

e Then, tightly insert the oral syringe into
the opening in the adapter (Figure 3).

4. Withdraw the prescribed amount of
RAPAMUNE Oral Solution:

o Gently pull back the plunger of the
syringe until the level of the oral
solution is even with the marking on
the syringe for your prescribed dose.

e Always keep the bottle in an upright
position.

o If bubbles form within the oral solution
in the syringe, empty the syringe into
the bottle and repeat step 4 (Figure 4).
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e You may need to repeat step 4 more
than once to draw up your prescribed
dose.

Figure 5: Capping syringe 5. If your doctor tells you to carry your
medicine with you:

e Each dose of RAPAMUNE Oral
Solution should be placed in an oral
syringe. Place a cap securely on each
syringe. The cap should snap into
place (Figure 5).

e Place the capped syringe in the
enclosed carrying case (Figure 6). If
you need more than 1 carrying case,
talk with your doctor or pharmacist.

e See ‘How should | store RAPAMUNE’
for storage instructions.

Figure 7: Emptying syringe into glass 6. Taking a dose of RAPAMUNE Oral Solution:

,5/ e Choose a clean flat work surface.

; Place a clean paper towel on the work
surface. Wash and dry your hands.

e Empty the syringe into a glass or
plastic cup containing at least 2 ounces
(1/4 cup, 60 mL) of water or orange
juice, stir vigorously for 1 minute and
drink right away (Figure 7).

e If more than 1 syringe is needed for
your prescribed dose, empty the oral
solution from each syringe into the
same glass or plastic cup of water or
orange juice.

¢ Refill the container with at least
4 ounces (1/2 cup, 120 mL) of water or
orange juice, stir vigorously again and
drink the rinse solution. Do not mix
RAPAMUNE Oral Solution with apple
juice, grapefruit juice, or other liquids.
Only glass or plastic cups should be
used to mix RAPAMUNE Oral Solution.

e The syringe and cap should be used
only one time and then thrown away.
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o Throw away the paper towel and clean
the work surface. Wash your hands.

7. Always store the bottles of medication in
the refrigerator.

How should | store RAPAMUNE?

o Store bottles of RAPAMUNE Oral Solution in the refrigerator at 36°F to 46°F (2°C to
8°C).

e Protect from light.

e Store RAPAMUNE Oral Solution that is in a syringe at room temperature up to 77°F
(25°C) or in the refrigerator at 36°F to 46°F (2°C to 8°C) for up to 24 hours.

o If necessary, bottles of RAPAMUNE Oral Solution can be stored at room temperature up
to 77°F (25°C) for up to 15 days.

¢ When a bottle of RAPAMUNE Oral Solution is opened, it should be used within 1 month.

e Use any diluted RAPAMUNE Oral Solution right away.

Keep RAPAMUNE and all medicines out of the reach of children.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Distributed by
|

Wyeth Pharmaceuticals LLC

A subsidiary of Pfizer Inc, Philadelphia, PA 19101

LAB-0579-3.1
Revised: XXXX 2019
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HE
MG AN D P

TBRITE Y 72 B A2 AT 2 BHEMEREIE L, TOHEEOL & Tk T 5 2 &,

PR (BHEEE 2~3 4 A )

Rapamune D& DOFG-1E1L, BHEE TX D727 72 Al & 6 mg HEREO&K G L. Fhiz
B AFNOIRIRE=F ) TOREIMGFONLETO2 mg 1 B 1RIROKRSTHD CGEMIEE
=X 7 ROHERESOES), RUWC, Rapamune O &I, 2f b7 7 #E 4~12
ng/ml (7 v~ h7Z79k) 1Z@#ET 5 LIS 5 2 &, Rapamune {RIEIL, A7 1A FAIK
VY7 aARY v v A7 az</Lya AIOWEFRIEIC LD BT 52 &, B%ZYH 2~
3w AMIDY 7 v AR Y o OHESE N T 7 RERFAIL, 150~400 ng/mL (& / 7 v —F /L{EXILFE
EDFE) ThDH (4.5 HBH),

BB & I/ NRICT D 7212, Rapamune (X, 7 B AR Y UG 4RME (7 v ARY
L CHCREZD 12, A% XITEEREOWT N —EOLRECTRAT L (5.2 HEMH),

FEFFIELS

v ARY T A~8 DT T A IZH IE L, Rapamune O &I 2IMA - Z 7 R 12~20
ng/ml (7 v~27Z 74k iRt =4 1) 7 ROHBRHESOER) (2ET 5 L5 ICHET 5
Z &, Rapamune [Za/VTF axTaA REIEOFHTHZ L, 7 v AR Y CEERDRAL L7223k
BB ENTERVEETIE, 7 AR L Rapamune O ZBHER 3 » A L0 &<kt
RNZ Lk, Z9 LIEBE TR, BRIRAIC L EE 723551 Rapamune #¢5-4 H 1 U, A0 2 s 1)
WIEEBRMGT D2 &,

FWiEIET =5 Y 2R O R

TROBHFEMTIE, 2P ARRELZZFHICE=42V 755 L,

(1) NFgreREE A A3 5 8%H

(2) CYP3A4 #HEAI LI FA Z FRFICE 53 556 K N b EAIO#E 5 21k L-% (4.5

HEH) KO/ X
(3) X ABEEMIIFR R BITN L2 G T HAREMEN @2, 7 u AR Y U HE2 KIgIC
BRI I 554,

TERE=2 ) 7%, vrl AAEREHRET 2720 OME—OIRIL L & TRV, [
PRI/ AR, AR AE AR S ORI AR B AL DIEE &40 D 2 &,

7 a ZARY Fh A FFH#IZ Rapamune 2 mg %5 L7 BEO KIS TIL, ¥rnl AZAD4E
M -7 Z7REN A~12 ng/ml O BEEFHN (7 v~ 877 7R X HHEME LTERR) 2R
L7z, BEEFICIE, TR TORFIK L CEYIGRBES=4 1) L 752175 LERH D,

HHHEE LWL, Rapamune O EFHFENIRTBIORGET 6 5 H LV ZRITHIE L7=EHD
NZ ZMEIZFESNWTITHY> 2 & Th D,

BT x LT, mg B T Rapamune WHHE 2> & Rapamune $EXI~TI W B2 5 Z &N TE 5, Al
BN IFERZEEZTIVEZ T LRV L 2 HlHMRIC N7 ZIREZHE L, N7 7RENHELER
TEHIPHNICH D Z L EERT A ENEE LU,




%Y BAEE (LM) 1.6 AAENZIT DRI T &

I ARY ARKOTR I, BEE N T 7IREHPHIT 12~20 ng/nl (7w~ 7T 7{E) M

HELV, Y27 rARY Iy r ) AZOR#EHET L2720, /e ARY) oG E2HIEd
L&, vr) AZOHEEFHEELRVWE YR ) ARRBENMETT 5, EWERERIHE AIEHOWE
25 E) KO 7 v 2R CIFE T TOREMGIFLEEORN (2 fFHE) (LT 5
el vr U AZAHETEY L TAFICT20ERS D, v u ) ARAOHEOHENEL, 7
2 AR Y COWHREHEICKIET D Z &,

MERRIRIET (V7 m AR VHERE) ICS HICHEREINLEL R D5E, ZFEAEDEET
/% Rapamune O 722 =81THEX (AIEREBUTIRE) &) BEAITHRE T2 2 &7
T&E%, YRULARAD NI 7REZ LA IV LIMLENH H5E. Filc RN CAMED
ZJE L. Rapamune BifiiE=3X CH7z/pifeRrE —BUTHERFE) &35 2 &, Rapamune ® 1 H K
X 40 mg B2 T b, AMMEOBMOZOIHEE | HE2N 40 mg & ERISGA. Aff
BlI2 HIChls THET AL, P AAD NT 7L, ANEREDODR L 3~4
HZICE=2) 7352k,

Tu ) AAOHELE 24 B N T ZIBEREIZ v N T 7HEICE SO TH S, Ay e
U L ZBEEORIEIIZN L OO HFENHW SN TWS, BIE, BERZECITamfha
LAWEE T a~ 87T 7EROGRENEECTHEL TWD, 2602 5ETRIE LR
FEIXAESNEDR 720, AR ERICHfE SN TN D TR Tovr Y ARREIL, Zuv 7T
TEEHWTHE LN o~ NI 7HEICHE LD TH D, AEHA~OHEIT, > r Y
LAD N T Z7REOREIZHA N OWHEICGE CTITH 2 & FERIIOIHE R OB sk 12 /2
FEand b, REICEET 2D & 5720, BENEFIRA~ O = L ICEHT 50
HHEICBET 25 LWERRICESW T TR T UL 6720, Lind> T, ERIE, BT EFRE
BHWD v m U S AREHIE SO IO CHTEEBE O RR AR O S EHEYEE BT
WEEZIT TV DMERD D,

AMFELE YV 2 SRENEIE (S—LAN) DEE

TREITE DR ER A AT HHMENBG L, TOREDS & Tikid 52 &,

S-LAM BEOEE, v u ) AZAOWMEERET2 mg/BTHDH, vu U LAAOEMT T Tk
FEIE, 10~20 HEZRICHIE L, 5~15 ng/ml OIREAZHMERFT 5 X ) IC G E&EEZFEH T2 &,

T & A EDEE TIL Rapamune OF 7= HE=BUTHEX (BERE BUTEE) &\ Hik
BITHETHZLNTE D, ¥R U LAADRVERHOZDIZ, FFEFREO 7 U HARREIC
K B BB O BT, MRS F IR G073 5 WTREME A 5. Rapamune DHERF R
DHRE SN, FIREE=2 ) 712X 530D BEGEOFATH ORI, Dl L 1~14
B LWHERF R AT D 2 L, BELTERGENER SN O, BYIEHET=4 1) 7T %D
B3I AT EICEmTHZ L,

L A2 D S-LAM OIRRICET 52y b e — Ll BT — Z ITBIEATF ST RW®,
EHIRE AT 25 5I3BEORR 7 ¢ v N &S5 2 &,

FER 2o B[]

HNLEH]
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BABBHEEBE (BT 7VBRT AV AN PIERANBE LFRBREOHENEEGD 20O
F. EVEHARLROCLVEWEN T 7REOY R Y ARARKLETHD LW ) Z & E2RTIERIZRS
NTWb, BED L Z A, AR OREMET — 2 B3 b Thipnizn, BABHEEBE ~DT 1
U L AEGAT0 S 2 BRI 3IATRECTH D,

B

Rapamune PNV O ERARFER TITAANTZ 65 mLh LD BB AR AI3727280 . AFOIGHH R
WEFBE LR L0 EIDEHECE eh ol (5.2HSZH),

e
FAEFE OLE T (5.2 HBM),
NFHEEIE 2

JTHEREREE 2 AT 2BETIE, YRV LR - 27U T TUABNETT A REM N H 5 (5.2 1HS
), HEEOAFHEEERESE 259 5 B3 CliL. Rapamune OFEFEEZN 1/2BETAZ ENEE L
U,

FFERERE E 2 AT HRETIL, YR U AROERMNY T 7RELRBICE=F V7352 L
DEE LW EMERE=2Y o7 KO ERMEHIOHESM), Rapamune DA M &4 AT 5 L
[EVATAN

HEDOIFEERELZET 5
A% ST AR R 5%,
TElZE=HY T ELT

VYo ik

18 kAT D/ K OF AT % Rapamune DZZ MR OVE ZWEITRENL L TV 722wy, BUES S
NTWDHT—F % 4.8, 5. 1 HKU6. 2RI, HEICHTIEIELZIT) ZLIXTER
U,

ik

Rapamune |3 O &% 5-H TH 5,

BRI OS LT AN om0 LEEGEDOANATT XA Y7 4 2 H1E LTV
RN ZO XD RIRBIEHEE SR,

Eh % fe/NRIZT 5728, Rapamune [Z8% XIXZEERFONT NN —EDOFMFTIRHT S Z
&

TV—TTN—Y P a—ATRTHZ & (4.5 HBHR)

B GHTOAF ORI T D RICOVTIL, 6.6 HHEABRT S Z &,

1 mg SEFI UM OB BEDOSEFRIORM E LT, 0.5 ng SEFZEEHKEG L TIR LR (5.2
ZH),

Ea AN

H T, PRI L 0 EERE~DBENEN DS T2, HE
ol N T TEENRLZE LY ) AREELR T ECE5~TH

~ B @

4.3 83

ARFNDOHF RS XX 6. 1 TUIR LIS DiEBUEN & 2 54,
Rapamune NI KEHZEH L TW\W5, E—F v Y NFIKREIZT LALFXF—0D b5 BE IR
Fl 2R L TidZe 570,
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LAGAGESERVERLOEE

Rapamune [ X5 FH) Y A 7 OEWEBEIZE W THORE S Tninizd . ZOBFEMIC
KT LIRS (5.1 HESBH),

A S AERIE 2 R BB T, v Y AADBHREDORIE 28 S5 5 TREEN ® 5,

I UE S

T T4 TX—STFT 4 TR, B TRIE, ISR R, i R O
BUESGN Y 2 U AAFEICBH LTV 5 (4.8 THSH)

GiTAIES

FSERTF (EBEEE DA)

BEARRERCIZ, vul) ARXEH VLA, VIR AR) Y, TYFATV o, Sa7x/)—
NEET = F )b, aVF aRTaA NEROHIRREGEETUR EOFR LT 5, Z Do %z il
FlEoul ARAEDOIFHIZSHE D RFTS TR,

Rapamune & 7 o AR Y OOFHHICIE, BHEEzE=4 V7352 L, MEGZ LT F=
MEDEWVEF TIX, REMHIFEOBERFH 2 BET 52 &, BlRICERELZRITT L
Moo TV BIMAIZ DT 25 ICbER T2 &,

7 ARY L Rapamune & 3 » BLULEFHLIZEBE T, 7 AR &7 T RN
XTIV 7 v ARY v ETHF A7V URREHC AR TG 7 VT F =N E < FHSRERE
TR IIE -T2, 7 v ARY VEEBUC RS L2 BE T, 7 v AR Y Uik 5B 1t
RTHFZ VT F=AEMELS , FHPRERERIEERILE <. S OICEMERE O FBLR TR -
77 MEFEFHEE S LT 7 1 AR Y & Rapamune O 2k 2 = S I3HER S 720,

Z D% DR GRS E | FHEBMH OGS Rapamune, X 37 =/ —/LEE
Tz FNR R NFaRrT oL RElE IL-2 ZREGUE (IL2R Ab) EARRE L P T2 2 & 134
‘a6 1HESH),

REAYHIMCOWTESMN R ERT=F U V7 %84T 2 LN E L\, MRS B &%
LLLTHNY=a—Y UHFEA (CNI) 225 Rapamune ~DY) 0 3 % A3 L 7238k I W C
PRAE A PR IS ONT ke 5-12 He~C Rapamune ~DO U]V Bz 6~24 » ARRIC L <R DB
7= 5. 1HEZBM), S50, RRBRCIIFHRER 70 —8 (X7 —BEER) baREFDO
2% THEENT (48HBH), LoT, HEEMT ¥ MU HETIERICEE S & | MR
BB TR IT D ONIT BERID B Rapamune ~DU) Y B 21X, AIWEORX T ¢ v M 3e < i
FLLBRWEEMET a7 7 AL LR L T oo Sy (5L 1IHSH),

Rapamune & 7V ==— U UHEAZHHT L E. Iy =a—U URHEARNC X 25 m AR
FEREAE AR,/ M AR L D MEER B AR ERU N A e (HUS/TTP/TMA) DY 27 Z @ %
ZEBD D,

HMG-CoA 22T/ i 24

BRI FRBRIZ VN T, Rapamune & HMG-CoA SE LR PAEHRI L OV XL 7 4 77— F R OO A&
B ORBMIIRIFCThH -7z, CsA JFHOF A 07" Rapamune JGHE I %, AEEHIMNIZ OV
TRELZE=XV 7 L, IMGCoA BEITBEHRAER N O/ L7 4 7T — R EEE TI3fEx

el
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O LSRR | R S U T AR R K O O o BIER O R BLO ATREMEIC DWW =X U
YITTHT L,

F k22— P50 T Y Yr A

v AR LS CYP3M [HEA] (F haty—n, AU atry—i 4 v Taty—,
TUVARYA Ty, IT Y ARYA %) UL CYPM FER) (V7 7oy, V77T T
%) COPFHIFHERI R (LB TEBH),

T T O BHERE (ACE) P

YR LRET VFT v O ERERILERAE T S & E AR IE R RS A 5 &
T ZENH D, BIAIE, ACE FHEAIO A EEIZE o &9 90 /) 72 CYP3A4 BREHI & OFEAAEH
Zkavm ) AR Lo ERG MEREZ RS 5 RN S S (4.5 HBR), M EE
IZ Rapamune OG- HIEF I EICLVFHEIND Z b D,

ERBAHEE T 240 THed SR EEMESUS  (BCAR) DFEINERIL, ACE [HEFE L v m Y
AADOPFHTEE STV G 1HESR), vrl ARZEREINTHHEFIC, ACE HEKE
DFRT 285813, EEECE=X V79252,

72 F AR

FEIHIANL T 7 F o BEFE OGN RN B L AT ATREME DS & 5, Rapamune % & TefufE il
IR OB XD 7 F U RO IENMEL 725 Z 3% 5, Rapamune £ G- HI HIZIX, &
U F o OEMERET D L,

S R

FoSZINHNC L0 YUK T DIEZ D ER ) N OV OO PR (RRZERE)
B2 metErndd 4.8HBMR), MEEERELT LY X7 0@ EBEICHT 25 1EEY
HIBRBE IR 4B 2 35 F L SPF O\ B BET 1R 2 AV C BB R OMRIMRIREE 2 IR+ 25 = &

JERGLAE

o R OBBIMHENC L0 A& G E, BE, VA VA HD5WFIFRRICE D), BEERRK
Y, BUIIE 58 O JRYYE I Z 3 D N ERT 2L 5,

D OFEBITIL BK 7 A /L ABFHEE K O JC 7 A /L A B TR 2L B VU INE (PML) 23
D, TIVD DREYEILE WIRSRE I EICBE L T D Z L < BRI T UM R
TEAR % A9 D S e il BB CILE R A BRI B\ TR & B U ESE ek B 5| &
SV IR 3 SRS

PHE T 2% TORWVWEE TR, =a—F v AT 4 A « B U =ik OEFNHRE ST
e LIERoT, =a—FY AT 4 A« 1Y =[liRITKT D000 TR A2 BAE% 01 12 % A AT
2z L,

FRZHA AT AN (W) JREFHIT DY X7 OmmWEE TIE, OV IR TR 2 B AE
%3 B HMITO ZEDEFE LV,

R AE

e E 2 AT 2BE T, Y ul ARAOLMF F 7 7REZRBICE=4V v 7T5HZ &
MEFE LV, EEOHEERELZGETHEETIE, 7V 77 AR TS U CHERFFRES 1/2 BiE
THZENEELY .23, 5.2HBMR), ZHULOBRFETITEEINER T 25720, AfTER

Z& X
A ‘Eiﬁ\'f‘

o
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BT BEFERICZTIREICEET D £ TOHR, EWbRE=2 ) 7&217H52 L (4.2
H, 5.2 HZM),

Jiti R A e O Ak i S A

IFREAE R S ORI B L3 2 S gL & L C 0 Rapamune 02241 K UVE 20 I At
LTV, 2O X ) R ERIEHER S,

TR E 2SR L L2 2 DOBKRRICEWNT, Ya AR+ 7a AR U IZ Y
02U AAERGT L FFEINRIMARIE SN L, KE 3R B e UIE I E - T,
PR R 2 A 6~144 » ARIC Vv =2 — Y VRHLEA] (ONI) N—2FELAHL e U A
AR = ZFE~DOGI B 2 HE & ONL A — ZFERRGERE I VR 2 (S E T 7 BRI Tk, 12
HBIZR—AT A iHE% O GFR (ZNFH, —4.45 mL/min K TO—3.07 mL/min) (2D CHERL
PEZ R dole, o, AR CIIBMEAHREIRL, 277 —F REXIHCEEE LI2RIZ
DT ONT fERERE LS9 v m U AZREI D A BEDIESE G R RhoTc, vr ) A2 EZ
FEDIET T ONL AkEE L 0 o 7oh . EOETAETIE R o7, BRI IEE 2FE
FHRBIR (FRICERYYE) . 12 5 H R OAR CHER S - 2B FEfGSOR=RIE 3~ T
CNT AfERE IR Ty m U AREN D R BEDO S DA R &N 2T,

) AR EEMREREO—R L LTHWTWAERE ., i EE CIIRE XA st
BEG] (K13 E8sEn) RS b,

EH~DYE

Rapamune $% 5-B.H5 T, U v 35EE KL ORI LB % & T AR R = ST A IR LE O His
BdbD, BFIROT =228 5 &, IER+EE (BMI) >30 ke/m* DEFIZAIGIEHRE DU A
7 BEERT 5 IReEN B 5,

F 72, Rapamune #% 583 CTld, RAEVERIE, U o 0E, Bk, OFEITEE ChNERORA
BT D MAT I FRICERRITE 2 5T) FORRITEORE L H D,

Rapamune O 513, WEZET HAEEOH L ME2 VAT —/L KON Y 77U &Y RN
& B LTy /o, Rapamune #5- 1L, BAMREIC LY @BIJEORELZE=2Y 7L, &
FEMJES R SN 5a1E, £, El), BERTHSEONELRMT 2 Z &, Rapamune 5
Tt T P 2 Bt T DR, WIRMESHR SNIZEBE TV AT /XX 7 v N EEET
5L, [ARRICEE OIS Z A 7 5 B3 ClL, Rapamune JEIEMGEDO U X7 /X7
€4y FeEET o2 &,

= BE R OFLEE

> HE

FNIZELDTINY P—ARMHE, Z/Vva—R« HT7 7 bh—=ARINRBIEIAY TF—F « A
VB —BRENE L W D BIERMEE G T 5 BE L. AAIERA LW &,

A

FACHELDH T 7 b—ARME, Lapp 77 ¥ —EBRZIEXITT NI —R « TZ 7 F—AW
AR BSE & W) B2 EA AT 2885123, AREZRA L2202 &,

X =)
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Rapamune WHKRIZHE K 3. 17 vol% DX ) —)L (T)La—)) Z&h/T5, AME6 mg D
A B 3.80 mL XITTA > 1.58 mL IZAHYS T DK 150 mg DT NV a—LEERT5H, 2O
BII7 NV a— VKTHERFICIIAE L R D AN H 0 | HIRP £ 23zl okttt NER O
NA VAT FRBUITADAERT 2BE%) CIEBET D L,

MEFFE 4 mg L FOEAIE, F2 KIETAREMEN 2D BEBO= % /—)L (100 mg LA F) #&H
T 5,

4.5 ZHNEDBEERAXITMOBEER

U AR, BREL OWFIZI W T CYP3AL 7 A VA M L0 REICRE s, 72,0 /b
B H 2 ZHBEHAR L 7 TH D P-HEEA P-gp) OEETHLHD, LEEN-T, vrULAD
I OVE D DOWRIT, 2D DOEABEISEL RETWEORELZT LR H 5,
CYP3AM [HEA] (7 hatry—n, RVaFV—, A hTafFy—, TV RavwAf T, 7
TVARVTA T UE) Zvr ) ARAOMRBEIERTL, vl AR REL EH XI5, CYP3A F
A (V77 oy, V777 F0%) Zvnl AAORGHERML, val ARBREEZKTS
5, ul LA LIRS CYP3A4 BHAERI 1T CYP3AL 358 AI DO P ITHEE S Nevy (4.4 TEHS
M),

Y 77 ¥ (CYP3A4 3BEF)

V77 BKERET 5 L Rapamune WA 10 mg H[EE 5% O 2M b Y AR
KT L, V7B i3y u Y AADZ VT 70 A%K 5. 5% EF L, AUC J2 8 Cmax
AN ENEI %R TI%ET L, vn ULz 77 B OfERITHER S22 (4.4
HEM),

7 k3 — v (CYP3A BHEEHA)

rhaFy— R EREL, v a U AR Cnax, tmax M ONAUC DZFNEIK 4.4 1%, 1.4 15K
V10,9 f5 EFIC RSN D K 912, Rapamune WHIE D> & OWIN R, WRINGHE K OV 1 U A AR
BICABREEERIELZ, vual AR ha )y — L offHidHERs Ry (44 ES
1),

ARV a2 —) (CYP3A4 BHEEAI)

fREFEGERFIC o ) AR (2 mg HRIEES) Zf&0OARY 25> —L (400 mg 12 RRIZ & 1 A&
B RWT 100 mg 12 FEE 28 8 AffixE) RUERG-Z0HHT 5 L. v U A ZAD Cmax KLY
AUC NENENFE THER O ILF EFT L E@E S TS, vr ) ARERYaF Y —LD
OFAIHERE S e (4.4 TSI,

UILF T ¥ (CYP3A4 BHEFA)

Rapamune WK 10 mg & P VF 7 E A 120 mg ORI OB EIL, a2 AADONA FT A
FEUTAICHBEREEZ KT LTz, 12U AR Cnax, tmax KOVAUC IXENEH 1. 45, 1.3
RO ER L, 0l ARIVALF T LR OZOREI THLT AT EFILINLFT
BUAETAAFNINTF T B LOEYEREI B L RE S Rnole, VT T BLEEET DY
A, e ) ARREEE=XY)T7THZEE L, HEFENSMLEL 2D AEEDL H D,

~Z 33 )L (CYP3A4 BHEFA)

_10_
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NI NI E v a Y A ZNHEORAER G, IR ORIHEE & OWIEICA B R B2 fE
L7z, >l AZAOARMSP Cmax, tmax L ONAUC IZZENEL 2.3 %, 115K 2. 22 B L
2o S=()RTZRINOMHEF Cmax L OVAUC (T & HIZ 1.5 EFH L, tmax 1 24%%HME L7z, >~
n Y ARREZE=FY 7L, MAOEY)ZHEREZZET 52 L,

T Z2Aua~<wA v (CYP3A4 BHEAD

Ty 2u~vA by n ) AANTRO ARG, T O W H EE K ORI 82 5 7R 528
ERIFELT-, vl AAOEMA Cnax, tmax L ONAUC IXFNE 4.4 %, 145 ON4. 2 % F
HUTz, P ) 2a~ A 3 B Cmax, tmax KL ONAUC IZZHFH 1.6 4%, 1.3 NN T
HER L, vl ARAREEZE=X) 7 L, MFO@EYRHEREEZZET D L,

Ty ARV (CYP3A4 FEE)

T A ADOWRIGEE R ORI &L, 7 aZARY > (CsA) Ik AEICER L, val
L A% CsA (300 mg) & RIFFEE (5 mg), 2 K& E (5 mg), 4 K& E (10 mg) 5
&L v AADACIEZENEIR 183%., 141%, 80% L5 L7z, CsA DFEL, > r U ARAD
Cmax N tmax EFICKBEXNT2, CsARRE 2 BFMRNCEE S L2546, a2 U L AD Cnax LY
AUCIXFEBAZ T oo Te, v U ARHEGIE, FEHERE ICRIRFICER G L2556 XX 4 I
MR TG LG a b, 7 rAKRI v (w4 7axviva ) OERYBREICEEL KT
2o 7=, Rapamune (37 02 ARY v (vAf 7<)y g ) B 4EMBICERSTHZ L
WEFE LV,

1 171 BEAT 48

Rapamune Wk E / V7 A L L 0.3 mg/ TF =)L A T4 —/10.03 mg DFIZ. K
BN A B e KB RERIM H AR S ie o o, B DREER & o B A% 540 LA AR B O i
IR ENRERIAE BAER N 722 & ZoRIR LTV 573, Rapamune = Hi3% 5 -2 012 1388 0 BEE
OGRS 2 RN & 5 B e O Z L O FREME 2 RN 5 Z LIXTE e,

AR O & 5 Z OO EAEH

CYP3A4 [HEANTY v U AZORE & S, MF s m U ARREZ B S5 /Rt d
% (AT, EER . 7a N~V —, TraFy— A FFaFy— RY af S —
Vo HUAEME D fe LTy RvAY ., T RuwA Yy, s RavAvr s Tarr—+F
FREH] . U RFEL, £ FEN, REFLEN, TTFLENL ; DT LF v UL
B =N ey  owsg : 7uxs ) 7Fr, YAFUL XV,

CYP3A4 &AL, vl AXOMREH NS, hvm U ARAREZEKT S5 MR
5 WziX, B b Ya—2 X« J—k (Hypericum perforatum), HLEEEEH| : HiL < F¥
By, 7 )N LER =L, T V),

va U AAE in vitro Tk MFI 7 1Y —AF k71— P450CYP2C9, CYP2C19, CYP2D6 &
TNCYP3A4/5 ZPRET A8, FHEIC VB R S 1 U A AP EE|E Rapamune DVEE &G HE 2B W T
RO BINDIE LV ITDNITE N2, BAEZIRIIE in vivo T IS T A VA LAOTEMEE
PLELR2NWEEZ bND, P-gp HEANL., MO D v Y ARRHEZRAD SE, vul L
AREE ER SEDLAEEERD D,

TV —TTN— TV 2 — AL CYP3AM IZ K DN B A KT T 720, BT HZ &,

_11_
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PHTYU R, A ruTT I FEOHIGEEBISEATIX, FEYERBIMEEEARRD bND
"REMED B D,

valAARETYrREN, T haRXREF o Ak FJURVITTIR, AFALT L
R=ynmy, =7=Vvr, FULRF=vnry, RMNIANTILSALT 7 A FHY —LEno
T-WE O, BRI AH B SR BRI BAERIZER D b h o 7z,

ANl

FAERORBRIL, ALK L TOAEMI TN,

4.6 Zhae. IERRURIBADIRE

IR O ATRENEDS & 5 £tk

Rapamune {6 1] 5} Of Rapamune DF G- H11E4% 12 WML, AR A08EEE 2 AV 7221 uE72
57V (4.5 THBM),

s~ 5

okt 2 v m U ARG+ 7 — 213780, BB CIXATRFES A S Iz ST
W25 (5.3IEEM), b MIXT HERIEIZI AN TH S, Rapamune (£, B 5 NITHET/ZRWRED
IR L7222 &, Rapamune (R HIE Y M OF Rapamune O #% 511 1E1% 12 HEIX, A%
TRWEITEE 2 IO 22 T U e B 720,

BEHm~ O h-

BTG Y v ) ARG LIZGE, RATOT v F TSRS I IT 5, v
)AXﬂtF%H¢u%ﬁ?éﬂkjﬂi$%?%éoEﬂ$@%m;ﬁ?57mUAXKié
BIWEROAREMERS B 5 72 BRI AT T 52 &,

ke

LI D Rapamune G- BHIZBWT, BT/ T7 A —ZDEEPBD LN TND, TiLb D
WX, K& OIEBNZ I T Rapamune &5 F1EIC XV EIE LTS (5.3 THSM)

4.7 BBEELEUBMBIREICH T 22E

Rapamune (%, H B)HIES & OBEMERIEIC R 2 BER O 2 T 70\, B BhHER & O E
(X3 2 B DWW TERBRITFEME STV 7220,

8 BIl1EM

AAE I 3 D g UG O B CRLES S - FIVE A

Bb ISHESNTOWDEIER (BED>10% THRE) &, M/ MRBAE, &, 52, &if
JE. AEH U O AffE, RY CERME, REEG, ma VAT e—/ Ve, S, s hY 7 Uk
U RUSE, M. U SENE, CRESMEZIE, BEE. SR, R KR, R, O, M. M
LT F= 8N, i ILER K FEESE (LDH) BT H 5,

WTNORWEHORBES, vu ) ARXD N7 Z7IRED EFIZ O THEINT 5 algettnd 5,

TROBWER —EiL, ERRBAERE L OTIRERAEICE S, SERIRE T, BIERIZIE

HIZELS ABNDFEL (>1/10) ; K< ALNLFEL (>1/100~<1/10) ; HEY HLARNWE
% (>1/1000~<1/100) ; FHIZH SN DL HEL (>1/10,000~<1/1000) ; HERF (AFF—
AP HHEERRE) &) BT T —Z W THEER BITERRERTHBRER) 17T,
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Te)
g
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il = DIDZAS FRIMASIEE G458 | U v R
FrRIMARIE 25
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

SEHIRGY | FEFCLLSHOND | K< ADNLHER | HEV RO | ENRES BB
H e IRNER

T A NZE
5 gk

L

HFREE R P AFRgREmAE R (7 FFAR 2
* ARG XTI

N AT 257 —F
KOTF7=2T7 3
N AT 257 —F

W& &ie)
GBI | #P FINMER &S | e &
A ik
i SIE
mEHRE | BIETm B 5
L O A
kb
BRBIWE | EAR 27 a—PE
izl ess ot (4.4 18

Z M)

Bk iR
ERIAREALIE*

EREE L | ARRE CEAR. | Sigen
UAGREE | ARiBL % L)
k- 2l |

fEER L

B HAERALD FRLeREA

RAE
FEEN
I
T Bk

FE R R AT i Hr LA R K SR
Ham
7 vr7rF= 44
n

* TR OHEB M,

IR L 72 BIVEH OB

SIERINC L0 | U SR O OB (RHT ) ORBUSZMED LR T2 (1472
).

Rapamune % & T 5o el I 5- B2 I T BK &7 A /L A BIHEAE DAE I K O JC o7 A /L A B
EEITIE L B A EIME  (PML) OSEFIAHE STV 5,

N RE SN TS, FOY 27T e LAZAD NT 7EED FHIZ O TH RS 5 AT§E
Wb, va VY AAD N7 7RENEEOSGE L, BOERIFEES EUCHE ST 5,

Rapamune % & Lo b Z MR iER G- 88 TlE, BRI O R E S v WV E MR (il
6. EIUTBEICMZ & 0k 5 IIEMEIA/E X2 (BOOP), MRAERE % &T0) FEHIATRD HALTLY
Do AEBNC K5 Tik, MIEMEREIL Rapanune OB 5-p Ik SUT I RRIRIC LV BIE L7z, vw
VAAD N7 ZRER ERTDICONT, VA BEE D AHEESD D,
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%Y BAEE (LM) 1.6 AAENZIT DRI T &

B FINRIC, MR, MR~V =7, WS (Bl X, A, mE. <0E. JRE, 1
H) HFORBARBHEEINTND,

¥ Rapamune # G-HBEF 2B N T, BT A—FOFEENRD LN TND, Db OFHE
1L, KB OREFNZ I3 T Rapamune ¢ 5-H IEIZ XV EIE LT 5 (5.3 THEM),

BT HEEERIED H 5 BE TIX, v ul AARBHEIEORIEZEL T L AiEERH 5,

v LREJLv=a— ) VIHERIOHHIZEY Iy =a—U VHEANCE D
HUS/TTP/TMA Z58L3 2% U A7 WiE & D alethny & 5,

Btk HitE R BRI LIE S A ST b,

Rapamune #5- 88 Tl KMERIE, U o ~iE, Mok, MK, DFEREE CNEROREA
IZBWTIAT I FIICERRITE 2 5T) FORRITEOHRE L H D,

ANy =a—U VEERNG Y A HERIEBMEES 2T 2 BARRE 12~20
ng/mL) ~OYIY X OZEMER OEIME TN T 2R BRIV T, N—=2 T A VKRR ERIRIE R
F 40 mL/min K OBETROEN (n=90) TIEEEEZFIE L (5. 1HHSR), Mk, SMEEE
B, B REREEA, ETHEOEERAEFLORBIRIL, v r ) HAAHE (n=60, BHiEY
WO FRAE 36 » AM) OFBREI> T,

PRERSER R OV R (AR, ARBZ2ET) NREINTWD, EREMEOIFEERZF
35 BE IR OFHmEZ W THEGR T2 2 &, ISR OFARIL, PR O &M & i LT
FRATD LI IBNT LY @WVATREMER D D, FEBNC X - Tik, IRERZER K OVH BB H 1%
Rapamune Z W 1k4 % Z & CEIE LT,

ANGE S

IV R N 18 B AT DE I T, BIED Rapamune % A S ICHE 24~ 5 4T o ELigese B G
BRIZFEN L S AL TR,

EEORE ) 27 (EMERFRBAL A HEHESUS 1 RIEL EOBE KO IXE A T oS
MWEIEDFE L EER G 1HBM)) 2672 LHEINT 18R OBBHEEEZXIG L Lz
Lot B G AR F BRI B W T2 2 35l L 7=, Rapamune 2 /Ly == — 1 VHER|I K Rz /LT
azxTuA RRIEGHT D L, BERIET., MHEERT (WE R 7Y &) REOMmE=a L2
T —VIZRR ST | IREEIEGEOIEBLY 2 7 3@nsotz, et L72#E (Rapamune+ /Ly ==
— U URREAIOFAMEE) 1. RABREROVNEBEFICB W THEIS & 2520 (4.1 HESBR),

20 LA T OB BAEEE CBRERG 274 ) ZAHANTZS 9 1 DORERTIX, BRI L7z
EEMERE (NV Y o7 EALZGH U2 EEERE O Rapamune KONV = a— 1 U FHEH
ZEle) Mo FaRrTaA FRIOWEREEN (B 6 » HRIZEM) DLtz A& L
7eD3, 1961 (6.9%) TBAEE Y o MEATERREE  (PTLD) A FBLL 7= &y Siviz, AT
EBV IfL & S SFEMEAS B L T2 89 Blod 5 B 13 4l (15.6%) TPILD 2RI L71- & HiESh
72o PTLD Z38HL L 7= BE 2B 18 MR CTh o7,

/NR R OVEETIL, Rapamune Off ] ZHESE T 513 &4 2 E HRRBR T 200 (4. 2 THEB Y,

I U > SPRE B EAE (S-LAM) (123650 2 mIfEH

U SRS R IEE AR S 89 B (S-LAM 81 f5il, & 5 % 42 {553 Rapamune #¢ 5-8%) Z x5 & Lz
b FERBR IZ B W TR BT L7 (5. 1 THS M), S-LAM O BH CBIZE SN /gEMIX. &
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

BARIC 31T D s R SO PRI OSSR DB O Z e 7T v 7 7 A L& —H L THY, £z
Rapamune $¢ 585 C7'7 B ARRE & bl U CTIRED OFBLRBN G- T2 (FNEIN 9. 5% LT
2.6%).

KARBAtR D o D A EFZOHRE

IS OAEGER KRB P R ON DA EFRELMET DI LIFEHEETH D, ZHUTLD, E
DTy NV AT NG VARG T 2 Z RS 72 D, [ERBIRE IR, A
T —#—F (www. mhra. gov. uk/yellowcard X|Z Google Play or Apple App Store <C MHRA A
Tu—H— R 2 L TR LWAFEREZRET DL IIROLNTND,

4.9 BERE

B, BEREOFARBRIZIT S OTH LA, 123 Rapamune 150 mg 1B EUZ 2.0 EHNE)
EFEBL LTz, —IGBERGOELEIT 4 8 HIR LAWEAE — B L TWD, T _RTolER
BIREFNZ I T, — KA SCRRIE LT 9 2 &, Rapamune D/KEEMEIME S | ARIMERFE &R LD
MAEE ARE AR ENZ E2v6 ., Rapamune [TBATHER DT LR NWEE X LD,

b IS
5.1 EHFERMHIK

TN YA - S AHIAL, IRA SR HIA]. ATC = — R 1 L04AALO

) AR, AT T MR R O VT DIEKAFEIAN S VR EARE LT, F
& EDRIC KD T HIfaiEHEAL 2 395, ZHNETORBIC LY | KFOEMIZ 7 v 2R
Vo, #7val bR ZOMOGEMEIE VLR DWFENT 52 ERH LSz, FEBR
HUREHLIC Z 0 | e U AR 3R RAY M0 E B A FKPB 12 Lf5S L. FKPB 12-3 1 U AR S
KRR E I OHEITIZ & > CTEHER X T —ETHIMAIIET S~ A1 V UAZNEBE (mTOR) OTF
PEALZIHIT 5 2 L AVRIB STV S, mTOR MiliE, W< D ORI > 7 ) UAREEREE O
FREA 25T, REHZRERIZY Vo BRIEMLOMBITH Y . iU X EmilaE 726
R

BT, v U AR T MRaTEEE & OB RIS b~ OB ER 2R U, [T T
FEHE S5 O G M RO & il 3 %

U o \IREFFIEGE (LAM) (203, AEiE L iEE AR (TSC) Ein - (LAMMIRE) DOATE(LA 5
Za T VR AR S L 2 RN & D, TSC IR THRE D HERIE, mTOR o 7 F /U R
RS 2 IE ML L, MG & U o SERHAERRA OBt b7 b3, e U AR T EEES
AU7- mTOR #RPE A BHEE L, LAM AR O 2 [HET 5,

HYNDE

JBEZE R S D P

BT 7 v AR Y CBERL - Rapamune Fifef GaBRIC IS T, B~ PEE DGR FR) Y
ALY BT D BE EMBITHT Lz, SR CIISEAR U AR R —0 6 B RS 2 52 1) 7= 2
FERMAANI, S OICHIEIOBHER D% 6 » AL AR L TV - BBAEEE A AN,
Banff 7' L — K 111 ORMAEMIIE 2R LB, BITREHEES . g2 L7 9= >400
pmol/L DBE KOV 7 v AR Y VBRI xHET DITIXBE RS A0 BE TIE, 7 e AR
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%Y BAEE (LM) 1.6 AAENZIT DRI T &

Vobami Ukhotz, 7 v ZR Y L - Rapamune Fifief G- T, Bl hiknetd
RKERELT H0EFHI) A7 O@mWEEEZ+oRBTHET Led oo lo, RigiEidHR s
AN

12 5 H. 24 » HXU 36 5 A OBMER AE R K OB AFRITWECREE CTh o7z, 48 »
H#%IZIE, B AEERICHFOAEEZENRD 5, Rapamune+ 7 1 AR Y UHEAREIC T
7 a AR R Rapamune & GHED S E Do 7o CBMIRRERI 2 E o356 LRIV 556
b)) HEERBEIAHITH~12 » A ETOMMFB, AR TN SN WIEEE OGO FBL=RIE, ~
7 a AR CREREEO TN 7 v AR Y CFHER SR LD ARICE T (BRI, 9. 8% %t
4.2%), ZDOHD 2 FERAEITAE TIE o7z,

125 H. 245 A, 36 % H., 48 » AKON60 » H#%DFHEHRERIAIEESR (GFR) 1%,
Rapamune+3 7 g AR Y VHFHBEL D 7 g AR Y VBB Rapamune B ESEEDO DN A EITE D
STz, B ABRKOBAEDENIER L, 7 v ARV VEEBEEO ME N F E K- 72
36 % H LD T — % OfENTICHE-S & . Rapamune+ 27 v AR Y U PEHBEOWBRE 2145 2
LI L7z, 60 v A ETIT, FFEEMIEGORBRILL 7 a0 AR Uik a R — DGRy s
B ARY VEE A — N KO EBICE» o (BNEIL, 8.4%%) 3.8%), RIEEOEEIL,
MBI E TORFE O RAES A BIZIER L7,

HERFIRES AR (A 6~120 » A%&) X3 B0y =o— U FHEHID & Rapamune ~D
Pl 2 DM R OEINEE, N—2 T A VOB GFR (20~40 ml/min % 40 mL/min #3)
(2R gk U7 Zhmak R HEAE 2 E] 0 £ 17 ol FEERBR I C oW TR L 72, OF FH S Smiil Al
RaT =)= NRETZ=F N WF), THFATY Y (AZA), arFazxTaAf REITH-T-,
NR— 27 A REOFEH GFR 28 40 mL/min K O BF B &L, ZRMEFROT L NT U ADTDH
IZHIE L7z (4.8 B,

N—=2F A REOREH GFR >40 mL/min OEFE T, BHEENSKOICIGE L o7z, &
PEFERESOG R, B BEREIRICE, U HRIL, 1 FFR L2 FRICFAKTH -7, RERIFE T T
FHL LU= A EFS Rapamune U1 D B2 %016 » AMICE VS BB LTZ, "—RATF A VD
H GFR >40 mL/min OEFFICRBWT, JREA/ 27 LT F = HOFE R O RAEIT 24 %
Az vy = 2— 1) VILEREG R 5B b~ T Rapamune W) Y B2 BEO TR A EIZE > T2
(4.4 THBH), BT, FRRER7n—8 (7w —BRERR) bld ik (4.8HE
HR) .

2 1% . FHEBRANELEEAEERIRIL, Rapamune Bl W BEX O TN Ly =2 — 1 BHEHA
ffeRE L A RIS o7 (1.8% KT 6.9%), AKX GEBFE D—RF A LK GFR >40
mL/min 7> 2fRE H P B IEF OFDERIC T, TER LD 2 F%ICH I GRR (X, *HSd 2570
V= 2— 1) VILERIREGE O S EM O5E X Y Rapamune Yl W X BEO TN E o T2, 2AMEE
MEROSEE, BT HERER IR, FECRIIFER TH o723, JRE QPR &I IAHT £ O
Rapamune $5-#E CHEMN L 7=,

BB B BB 3~5 A TH 7 ) AZNS v U ARZH Y B 2R, 3
7 ) AAERGE LR I L2 FEE R, T v & 2ME, Sk R RRBR T, 2 A TOERE
ICHEZEITRD 5T, vr U ARCUD B TZHETIE, #2717 AR %k L7Io#E & ik L <,
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730 D AGE (M) 1.6 SHENZIST DRI B % B

HERERLORHE (99.2% vs 91. 1%, p=0.002") ROFEERIZL LG50 HIE (26.7% vs
4.1%, p<0.001") oz, EMCHER I N RAMEERSORBLRIL, 2 FMEB L TH 7
o U A AfEGRE (1.6%) LHERL T u ) ARGV R (8.4%) DBEZ TEN-T-
(p=0.020") 5 1 U AARGIY X BRICIIT DIEMOGE DL I, EIEEEBREE (9 #i+ 8 4
[89%] T-cell BCAR, 4 52 i [50%] HUABIHA BCAR) Th o7, [F CAEM THKRREETE
MapOs & T IR B EREM SR O R - T2 BF X, A7 IV —TLich v L, vrl
LZZEN 0B 2 T BT, AR AR D 2 OFERIFIER A 30 HEL EX A 7e< &% 25 HFH
D) ARy T (Fx vy FRL) M, EERILEEE =126 mg/dL SUIFEZEMERFILEEE =200
mg/dL OF =72 HERIBG 2 3HE L7= (18.3% vs 5.6%. p=0.025%), Rifi§D R bR DI AR
E e ) ARG EZRECRBIE SN (0% vs 4.9%), i ZEMEHIE ST p A

2 DO ILFRIEERKRBRICBNT, Y rY AR a7z /) —ABET7=F/ WF), 2L
FazxTuA FEILOIL-2 ZREREA 285 LIRSS ERE T, hry=a2—1 i
FAHIL ME, 2vFazxT oA FRIKEO IL-2 ZARRERAR 5-EE L SRS RNA R
m <L EERPBIEMIZE o7 (4 4B, Inri==2—V SHEAZHFALRnir Y
LAFHBERETIE, BEENSE L oT, 2RO —FHTiX, ¥7 U X~T7 Offilg 72 4% 5
AV 2 — v W,

ANy =a—U VEERNO IR Y AR FERTBBEBE IR L2 T RTPiDT-
DT I TV NET TR % U BAEA (LB O GG CIE, 52 #[# E T BCAR FBE I D&
WHAEIE SN (9.5% vs 3.2%., p=0.073), 77U/ 10 mg ZRIALI-BEHIX. 717V L
5 mg ZBAtA L7 L Eile L C BCAR DEIG N E -7 (16% vs 5%), 1E & A E DM
X, B0 BRR BRI D 6 A LINICHAE L, BEEITRE CTh o7, BRI OB RITH
mEnotz (4 ATHSR),

FEYE YU o SR e B (S-LAM)

S—LAM (2%}~ % Rapamune DZ24NE & A 2 % 5 L 72 MEAE 2 b — H B M2 il sk 25 ) Lk allin
TlE. TSC-LAM X% S-LAM DEF T, Rapamune (JHEFME 5~15 ng/mL) XILX7 7 EAHRD 12 % H
ORI, ZhUTHi< 12 5 H OB Clk L=, 89 ADBHENKE, 1F4 KL PEHARD
13 FERRIZA GRS AL, 81 D S-LAM B3 7 7 &R (39 f4l) XiX Rapamune (42 ) 1ZH|V fi1F
DTz, HERBPIELEL, X=X T4 VIR D RUE SHLIRIER 5% 055 IR 1 &
(FEV1) 2 70%LA FCToh o7z, S-LAM DBFE TIL, FEEICHEST LIZMEEEZAL, X=X T4
Y FEVL 1% 49.2£13.6% (¥ ESD) THhotz, EEFHEEE L, FEVI OZ bR (HX) OF%H
R DOF#ETH o 72, FEVI B3R (¥ £SE) X, 77 vARfECT—12£2 nl/H, F/8<vA4
HT0.312 mL/H ThH o7 (p<0.001),

TITRRREHE LT, el AAFEI, N—AT A b 12 » AEOSER (12£3
mL/H vs 73 mL/H. p<0.001), MEMNEHFEIF-D (VEGF-D; —8.6+15.2 vs -85.3+14.2
pg/mL/H . p<0.001), QOL (FEM 7 F 1 7 24 —L— [VAS-QOL] Z =217 : - 0.3%+0.2 vs
0.4%+0.2 /A, p=0.022) KOMEBMEMMEEEEOFEEE (L4 —0.009+0.005 vs
0.004£0.004 /H, p=0.044) I[ZIBW\TUENA O, S-LAM BF OMRERRK &, 6 M D4R
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730 D AGE (M) 1.6 SHENZIS DA RIS BEd 2 Bk

ITHERE, AHPEHRE ) U MR 22 @ O BAT S 23l 2 B HER A 2 7 OZ{kiZis W\ T, &5
HECHRERERZALN R T,

ANGE SIFil

EE DR Y 27 (EMERFRBAL A HEHESUS 1 RIEL EOBEE KO SIXE A T oS
EREDIAE L EFR) 2HT 5 EHESNT 18 kil o /N B EE 288k LT- 36 » H &
B phigeser FRIES PR BRI 2 38U C Rapamune Z 77 L 7=, #¢BR3E 12, Rapamune (31U A BIERE
5~15 ng/mL) & AN =a—U UHERAIK R LT a AT oA RHIOHHE G X% Rapamune JE
PEHDO Ny =2 — U URHEAIAS— X O IHIEE 21T > 72, Rapamune BEIX, A CTHERR S
T B SOG OPIEIFEBL, AL A HEREHRG, SELC O ml TR o 2 Bl 2~ 92 &
TERM T, EBENIERE BT >TH -7, Rapamune & /L ==2—U VEH KR R= L
FazxTFoA FRHIOGAESTIX, BEEET, MEHEERT (E~Y 7Y 'Y REME O
B AT o — IR GT) | REEGEZ BT 5 U A7 PR L7 4. 8THBH),

INEBREEER B ICB VT, NEROFHEICAV Y oI R arFazrTsaf REHL
THEEED N =2 — Y URHEANIIN A THEEXEE D Rapamune Z##% 5 L7256, AR T 7e0
EE B WBEE O PTLD 23580 biv7e (4.8 TS,

I RRAT 7 I R RO SRR 2 O TR B R BB 2 52 1 - B I BT 5
FTFERIRPAZEM R & (VOD) D L hm A7 T ¢ 72 ME Tl Rapamune &5 8# | KA b L
X — M EOEH L735A I VOD DR BN FED STz,

5.2 EFEFIHEIR

Rapamune P Z AW THMEREIZEAT 2 — R RIEROZ S DR HNATWDH D, Tk
KIS D, BERICEBEREAD HIERIZ. Bk, EAIOHICE DD,

NHTE

Rapamune WHIK Z #5- L7236, v 0 U AR TRIRICWI S AU, s i 2 2 2 REHE L Rl
G U R 2B\ C LR, E#R S LI REMB FEBEEF BV T 2R Th 5,
7 ARY v (Sandimune) OFRIFFHGZH LI 0 ) AAOEHT A Z U T 413K
14% Th 5, KEHREGTIE, FHMP e ) AREITN 3G EAT 2, RERDKES LIZZE
B BREE BT SN, 62216 Reffl72 o7, UL, FEERENT L v E<, &
FORBE COWLEPREITIT 6~7 BLICHE Lz, ik mAEREL (B/P) 2336 Tho7lolmd,
vu U ARIEBME RS ~D DA RE N ERNRENT,

v AATTF B m—2A5P450 T11A4 (CYP3A4) K ONP-BEEADOEE THDH, vl LA
X, 0 A F AL RO SUIAKREEIZ K 0 AR S d, AKERBIR, A FUIR, KERILI
AFIARGED 7RO R RE Rt BV TRETE S, Yul AR T haffolE
R T D S HNEMED 90% 2L FICBI G35, fEFEHERE 1T [14C] v m U AR ARG L
et BEREOFTH RN KIS (91.1%) ZE, JRPICIZIS<HME (2.2%) RS
e,

Rapamune ERARFRER CTIIALAITC 65 mlh EOBERDI 50 TR KRFI OISR DA
BEEBRLNE I DEHETERD ST, 65U LEOBEBIEEE 35 FlCB T 51 ) AAD
kT TET— 21, 18~65 mORAER (n=822) LFEETH T,
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%Y BAEE (LM) 1.6 AAENZIT DRI T &

5~11 KON 12~18 Gk O/NEFEHT RS CRERAIEIRFE 30%~50%1KT) (2T, KREAIE
FEAE(L S35 CL/F 13N (287 mL/h/kg) & He_C, (R4S (580 mL/h/kg) D A E4E
i/ NEERFE (450 ml/h/kg) KV KED o7, FHEN THREANCKRE REBNZD b/,

I uARY) RO ANFarT oL RS L TWL/NEEBMEEE 2R L LicihiR
FERTRERBRIZ N T, Ve U ARREZHE L2, N7 7REO BIEIX 10~20 ng/ml. TH-o
7o TEFRARBEIZIBUNT 6~11 B D/ 8 FllC P 5.8 +SD 1.75+0.71 mg/H (0. 064+0. 018
mg/kg, 1.65%0.43 mg/m>) ZHKE5 L. 12~18 iDEHEE 14 HlIIT )5 E+SD 2. 79+1. 25
mg/H (0.053%0. 0150 mg/kg. 1.86+0.61 mg/m?) Z 5 L7-, (KEM/NETIT, KEREYEL
CL/F (214 nL/h/kg) MEHE (136 ml/h/kg) ITHA_TEI -T2, THHDOT—E M6, [FAREOH
TR PE\ZFET D 72 DITIHRAFR DN CIEFFE L OA LD b EWAREMEH &2 0L 5 Al HE
PWRHDHZENTRENTNWS, Ll 29 Le/NEREDOHERFAEOIERIZIL, RKAICHER
THEDICLVEL OT—FPRMETH S,

R J OV AR O iFHRE RS (Child-Pugh 037 7 A A XX B) AT 58 Tl. MR
FATHARTI Y AZRD AUC KN t1/2 DIFELENFIEI 61% K% N 43% 5L, CL/F 1% 33%
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Rapamune 0.5mg coated tablets

Summary of Product Characteristics Updated 06-Oct-2020 | Pfizer Limited
1. Name of the medicinal product
Rapamune 0.5 mg coated tablets

Rapamune 1 mg coated tablets
Rapamune 2 mg coated tablets
Rapamune 1 mg/mL oral solution

2. Qualitative and quantitative composition
Rapamune 0.5 mg coated tablets

Each coated tablet contains 0.5 mg sirolimus.

Rapamune 1 mg coated tablets

Each coated tablet contains 1 mg sirolimus.

Rapamune 2 mg coated tablets

Each coated tablet contains 2 mg sirolimus.

Rapamune 1 mg/mL oral solution

Each mL contains 1 mg sirolimus.
Each 60 mL bottle contains 60 mg sirolimus.

Excipients with known effect

Rapamune 0.5 mg coated tablets

Each tablet contains 86.4 mg of lactose monohydrate and 215.7 mg of sucrose.

Rapamune 1 mg coated tablets

Each tablet contains 86.4 mg of lactose monohydrate and 215.8 mg of sucrose.

Rapamune 2 mg coated tablets

Each tablet contains 86.4 mg of lactose monohydrate and 214.4 mg of sucrose.

Oral Solution

Each mL contains up to 25 mg of ethanol, approximately 350 mg of propylene glycol (E1520), and 20 mg of soya oil.
For the full list of excipients, see section 6.1.

3. Pharmaceutical form
Coated tablet (tablet).

Rapamune 0.5 mg coated tablets

Tan-coloured, triangular-shaped, coated tablet marked “RAPAMUNE 0.5 mg” on one side.

Rapamune 1 mg coated tablets

White-coloured, triangular-shaped, coated tablet marked “RAPAMUNE 1 mg” on one side.

Rapamune 2 mg coated tablets

Yellow to beige-coloured, triangular-shaped, coated tablet marked “RAPAMUNE 2 mg” on one side.
Oral solution.
Pale yellow to yellow solution.

4. Clinical particulars

4.1 Therapeutic indications

Rapamune is indicated for the prophylaxis of organ rejection in adult patients at low to moderate immunological risk
receiving a renal transplant. It is recommended that Rapamune be used initially in combination with ciclosporin
microemulsion and corticosteroids for 2 to 3 months. Rapamune may be continued as maintenance therapy with
corticosteroids only if ciclosporin microemulsion can be progressively discontinued (see sections 4.2 and 5.1).

Rapamune is indicated for the treatment of patients with sporadic lymphangioleiomyomatosis with moderate lung
disease or declining lung function (see sections 4.2 and 5.1).
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4.2 Posology and method of administration

Posology
Prophylaxis of organ rejection

Treatment should be initiated by and remain under the guidance of an appropriately qualified specialist in
transplantation.

Initial therapy (2 to 3 months post-transplantation)

The usual dose regimen for Rapamune is a 6 mg single oral loading dose, administered as soon as possible after
transplantation, followed by 2 mg once daily until results of therapeutic monitoring of the medicinal product are
available (see Therapeutic monitoring of the medicinal product and dose adjustment). The Rapamune dose should
then be individualised to obtain whole blood trough levels of 4 to 12 ng/mL (chromatographic assay). Rapamune
therapy should be optimised with a tapering regimen of steroids and ciclosporin microemulsion. Suggested ciclosporin
trough concentration ranges for the first 2-3 months after transplantation are 150-400 ng/mL (monoclonal assay or
equivalent technique) (see section 4.5).

To minimise variability, Rapamune should be taken at the same time in relation to ciclosporin, 4 hours after the
ciclosporin dose, and consistently either with or without food (see section 5.2).

Maintenance therapy

Ciclosporin should be progressively discontinued over 4 to 8 weeks, and the Rapamune dose should be adjusted to
obtain whole blood trough levels of 12 to 20 ng/mL (chromatographic assay; see Therapeutic monitoring of the
medicinal product and dose adjustment). Rapamune should be given with corticosteroids. In patients for whom
ciclosporin withdrawal is either unsuccessful or cannot be attempted, the combination of ciclosporin and Rapamune
should not be maintained for more than 3 months post-transplantation. In such patients, when clinically appropriate,
Rapamune should be discontinued and an alternative immunosuppressive regimen instituted.

Therapeutic monitoring of the medicinal product and dose adjustment
Whole blood sirolimus levels should be closely monitored in the following populations:
(1) in patients with hepatic impairment

(2) when inducers or inhibitors of CYP3A4 are concurrently administered and after their discontinuation (see section
4.5) and/or

(3) if ciclosporin dosing is markedly reduced or discontinued, as these populations are most likely to have special
dosing requirements.

Therapeutic monitoring of the medicinal product should not be the sole basis for adjusting sirolimus therapy. Careful
attention should be made to clinical signs/symptoms, tissue biopsies, and laboratory parameters.

Most patients who received 2 mg of Rapamune 4 hours after ciclosporin had whole blood trough concentrations of
sirolimus within the 4 to 12 ng/mL target range (expressed as chromatographic assay values). Optimal therapy
requires therapeutic concentration monitoring of the medicinal product in all patients.

Optimally, adjustments in Rapamune dose should be based on more than a single trough level obtained more than 5
days after a previous dosing change.

Patients can be switched from Rapamune oral solution to the tablet formulation on a mg per mg basis. It is
recommended that a trough concentration be taken 1 or 2 weeks after switching formulations or tablet strength to
confirm that the trough concentration is within the recommended target range.

Following the discontinuation of ciclosporin therapy, a target trough range of 12 to 20 ng/mL (chromatographic assay)
is recommended. Ciclosporin inhibits the metabolism of sirolimus, and consequently sirolimus levels will decrease
when ciclosporin is discontinued, unless the sirolimus dose is increased. On average, the sirolimus dose will need to
be 4-fold higher to account for both the absence of the pharmacokinetic interaction (2-fold increase) and the
augmented immunosuppressive requirement in the absence of ciclosporin (2-fold increase). The rate at which the
dose of sirolimus is increased should correspond to the rate of ciclosporin elimination.

If further dose adjustment(s) are required during maintenance therapy (after discontinuation of ciclosporin), in most
patients these adjustments can be based on simple proportion: new Rapamune dose = current dose x (target
concentration/current concentration). A loading dose should be considered in addition to a new maintenance dose
when it is necessary to considerably increase sirolimus trough concentrations: Rapamune loading dose = 3 x (new
maintenance dose — current maintenance dose). The maximum Rapamune dose administered on any day should not
exceed 40 mg. If an estimated daily dose exceeds 40 mg due to the addition of a loading dose, the loading dose
should be administered over 2 days. Sirolimus trough concentrations should be monitored at least 3 to 4 days after a
loading dose(s).

The recommended 24-hour trough concentration ranges for sirolimus are based on chromatographic methods.
Several assay methodologies have been used to measure the whole blood concentrations of sirolimus. Currently in
clinical practice, sirolimus whole blood concentrations are being measured by both chromatographic and
immunoassay methodologies. The concentration values obtained by these different methodologies are not
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interchangeable. All sirolimus concentrations reported in this Summary of Product Characteristics were either
measured using chromatographic methods or have been converted to chromatographic method equivalents.
Adjustments to the targeted range should be made according to the assay being utilised to determine the sirolimus
trough concentrations. Since results are assay and laboratory dependent, and the results may change over time,
adjustment to the targeted therapeutic range must be made with a detailed knowledge of the site-specific assay used.
Physicians should therefore remain continuously informed by responsible representatives for their local laboratory on
the performance of the locally used method for concentration determination of sirolimus.

Patients with sporadic lymphangioleiomyomatosis (S-LAM)

Treatment should be initiated by and remain under the guidance of an appropriately qualified specialist.

For patients with S-LAM, the initial Rapamune dose should be 2 mg/day. Sirolimus whole blood trough concentrations
should be measured in 10 to 20 days, with dosage adjustment to maintain concentrations between 5 to 15 ng/mL.

In most patients, dose adjustments can be based on simple proportion: new Rapamune dose=current dose x (target
concentration/current concentration). Frequent Rapamune dose adjustments based on non-steady-state sirolimus
concentrations can lead to overdosing or underdosing because sirolimus has a long half-life. Once Rapamune
maintenance dose is adjusted, patients should continue on the new maintenance dose for at least 7 to 14 days before
further dosage adjustment with concentration monitoring. Once a stable dose is achieved, therapeutic drug monitoring
should be performed at least every 3 months.

Data from controlled studies for treatment of S-LAM longer than one year are currently not available, therefore the
benefit of treatment should be reassessed when used long-term.

Special populations

Black population

There is limited information indicating that Black renal transplant recipients (predominantly African-American) require
higher doses and trough levels of sirolimus to achieve the same efficacy as observed in non-Black patients. The
efficacy and safety data are too limited to allow specific recommendations for use of sirolimus in Black recipients.

Elderly

Clinical studies with Rapamune oral solution did not include a sufficient number of patients above 65 years of age to
determine whether they will respond differently than younger patients (see section 5.2).

Renal impairment
No dose adjustment is required (see section 5.2).
Hepatic impairment

The clearance of sirolimus may be reduced in patients with impaired hepatic function (see section 5.2). In patients
with severe hepatic impairment, it is recommended that the maintenance dose of Rapamune be reduced by
approximately one-half.

It is recommended that sirolimus whole blood trough levels be closely monitored in patients with impaired hepatic
function (see Therapeutic monitoring of the medicinal product and dose adjustment). It is not necessary to modify the
Rapamune loading dose.

In patients with severe hepatic impairment, monitoring should be performed every 5 to 7 days until 3 consecutive
trough levels have shown stable concentrations of sirolimus after dose adjustment or after loading dose due to the
delay in reaching steady-state because of the prolonged half-life.

Paediatric population

The safety and efficacy of Rapamune in children and adolescents less than 18 years of age have not been
established. Currently available data are described in sections 4.8, 5.1 and 5.2, but no recommendation on a
posology can be made.

Method of administration

Rapamune is for oral use only.

Bioavailability has not been determined for tablets after they have been crushed, chewed or split, and therefore this
cannot be recommended.

To minimise variability, Rapamune should consistently be taken either with or without food.
Grapefruit juice should be avoided (see section 4.5).
For instructions on dilution of the medicinal product before administration, see section 6.6.

Multiples of 0.5 mg tablets should not be used as a substitute for the 1 mg tablet or for other strengths (see section
5.2).

4.3 Contraindications
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Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Rapamune oral solution contains soya oil. Patients allergic to peanut or soya must not take this medicine.
4.4 Special warnings and precautions for use

Rapamune has not been adequately studied in renal transplant patients at high immunological risk, therefore use is
not recommended in this group of patients (see section 5.1).

In renal transplant patients with delayed graft function, sirolimus may delay recovery of renal function.

Hypersensitivity reactions

Hypersensitivity reactions, including anaphylactic/anaphylactoid reactions, angioedema, exfoliative dermatitis, and
hypersensitivity vasculitis, have been associated with the administration of sirolimus (see section 4.8).

Concomitant therapy

Immunosuppressive agents (Renal transplant patients only)

Sirolimus has been administered concurrently with the following agents in clinical studies: tacrolimus, ciclosporin,
azathioprine, mycophenolate mofetil, corticosteroids and cytotoxic antibodies. Sirolimus in combination with other
immunosuppressive agents has not been extensively investigated.

Renal function should be monitored during concomitant administration of Rapamune and ciclosporin. Appropriate
adjustment of the immunosuppression regimen should be considered in patients with elevated serum creatinine
levels. Caution should be exercised when co-administering other agents that are known to have a deleterious effect
on renal function.

Patients treated with ciclosporin and Rapamune beyond 3 months had higher serum creatinine levels and lower
calculated glomerular filtration rates compared to patients treated with ciclosporin and placebo or azathioprine
controls. Patients who were successfully withdrawn from ciclosporin had lower serum creatinine levels and higher
calculated glomerular filtration rates, as well as lower incidence of malignancy, compared to patients remaining on
ciclosporin. The continued co-administration of ciclosporin and Rapamune as maintenance therapy cannot be
recommended.

Based on information from subsequent clinical studies, the use of Rapamune, mycophenolate mofetil, and
corticosteroids, in combination with IL-2 receptor antibody (IL2R Ab) induction, is not recommended in the de novo
renal transplant setting (see section 5.1).

Periodic quantitative monitoring of urinary protein excretion is recommended. In a study evaluating conversion from
calcineurin inhibitors to Rapamune in maintenance renal transplant patients, increased urinary protein excretion was
commonly observed at 6 to 24 months after conversion to Rapamune (see section 5.1). New onset nephrosis
(nephrotic syndrome) was also reported in 2% of the patients in the study (see section 4.8). Based on information
from an open-label randomised study, conversion from the calcineurin inhibitor tacrolimus to Rapamune in
maintenance renal transplant patients was associated with an unfavourable safety profile without efficacy benefit and
can therefore not be recommended (see section 5.1).

The concomitant use of Rapamune with a calcineurin inhibitor may increase the risk of calcineurin inhibitor-induced
haemolytic uraemic syndrome/thrombotic thrombocytopaenic purpura/thrombotic microangiopathy (HUS/TTP/TMA).

HMG-CoA reductase inhibitors

In clinical studies, the concomitant administration of Rapamune and HMG-CoA reductase inhibitors and/or fibrates
was well-tolerated. During Rapamune therapy with or without CsA, patients should be monitored for elevated lipids,
and patients administered an HMG-CoA reductase inhibitor and/or fibrate should be monitored for the possible
development of rhabdomyolysis and other adverse reactions, as described in the respective Summary of Product
Characteristics of these agents.

Cytochrome P450 isozymes

Co-administration of sirolimus with strong inhibitors of CYP3A4 (such as ketoconazole, voriconazole, itraconazole,
telithromycin or clarithromycin) or inducers of CYP3A4 (such as rifampin, rifabutin) is not recommended (see section
4.5).

Angioedema

The concomitant administration of Rapamune and angiotensin-converting enzyme (ACE) inhibitors has resulted in
angioneurotic oedema-type reactions. Elevated sirolimus levels, for example due to interaction with strong CYP3A4
inhibitors, (with/without concomitant ACE inhibitors) may also potentiate angioedema (see section 4.5). In some
cases, the angioedema has resolved upon discontinuation or dose reduction of Rapamune.

Increased rates of biopsy confirmed acute rejection (BCAR) in renal transplant patients have been observed with
concomitant use of sirolimus with ACE inhibitors (see section 5.1). Patients receiving sirolimus should be monitored
closely if taking ACE inhibitors concomitantly.

Vaccination
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Immunosuppressants may affect response to vaccination. During treatment with immunosuppressants, including
Rapamune, vaccination may be less effective. The use of live vaccines should be avoided during treatment with
Rapamune.

Malignancy

Increased susceptibility to infection and the possible development of lymphoma and other malignancies, particularly of
the skin, may result from immunosuppression (see section 4.8). As usual for patients with increased risk for skin
cancer, exposure to sunlight and ultraviolet (UV) light should be limited by wearing protective clothing and using a
sunscreen with a high protection factor.

Infections

Oversuppression of the immune system can also increase susceptibility to infection, including opportunistic infections
(bacterial, fungal, viral and protozoal), fatal infections, and sepsis.

Among these conditions in renal transplant patients are BK virus-associated nephropathy and JC virus-associated
progressive multifocal leukoencephalopathy (PML). These infections are often related to a high total
immunosuppressive burden and may lead to serious or fatal conditions that physicians should consider in the
differential diagnosis in immunosuppressed patients with deteriorating renal function or neurological symptoms.

Cases of Pneumocystis carinii pneumonia have been reported in renal transplant patients not receiving antimicrobial
prophylaxis. Therefore, antimicrobial prophylaxis for Pneumocystis carinii pneumonia should be administered for the
first 12 months following transplantation.

Cytomegalovirus (CMV) prophylaxis is recommended for 3 months after renal transplantation, particularly for patients
at increased risk for CMV disease.

Hepatic impairment

In hepatically impaired patients, it is recommended that sirolimus whole blood trough levels be closely monitored. In
patients with severe hepatic impairment, reduction in maintenance dose by one-half is recommended based on
decreased clearance (see sections 4.2 and 5.2). Since half-life is prolonged in these patients, therapeutic monitoring
of the medicinal product after a loading dose or a change of dose should be performed for a prolonged period of time
until stable concentrations are reached (see sections 4.2 and 5.2).

Lung and liver transplant populations

The safety and efficacy of Rapamune as immunosuppressive therapy have not been established in liver or lung
transplant patients, and therefore such use is not recommended.

In two clinical studies in de novo liver transplant patients, the use of sirolimus plus ciclosporin or tacrolimus was
associated with an increase in hepatic artery thrombosis, mostly leading to graft loss or death.

A clinical study in liver transplant patients randomised to conversion from a calcineurin inhibitor (CNI)-based regimen
to a sirolimus-based regimen versus continuation of a CNI-based regimen 6-144 months post-liver transplantation
failed to demonstrate superiority in baseline-adjusted GFR at 12 months (-4.45 mL/min and -3.07 mL/min,
respectively). The study also failed to demonstrate non-inferiority of the rate of combined graft loss, missing survival
data, or death for the sirolimus conversion group compared to the CNI continuation group. The rate of death in the
sirolimus conversion group was higher than the CNI continuation group, although the rates were not significantly
different. The rates of premature study discontinuation, adverse events overall (and infections, specifically), and
biopsy-proven acute liver graft rejection at 12 months were all significantly greater in the sirolimus conversion group
compared to the CNI continuation group.

Cases of bronchial anastomotic dehiscence, most fatal, have been reported in de novo lung transplant patients when
sirolimus has been used as part of an immunosuppressive regimen.

Systemic effects

There have been reports of impaired or delayed wound healing in patients receiving Rapamune, including lymphocele

in renal transplant patients and wound dehiscence. Patients with a body mass index (BMI) greater than 30 kg/m2 may
be at increased risk of abnormal wound healing based on data from the medical literature.

There have also been reports of fluid accumulation, including peripheral oedema, lymphoedema, pleural effusion and
pericardial effusions (including haemodynamically significant effusions in children and adults), in patients receiving
Rapamune.

The use of Rapamune was associated with increased serum cholesterol and triglycerides that may require treatment.
Patients administered Rapamune should be monitored for hyperlipidaemia using laboratory tests and if
hyperlipidaemia is detected, subsequent interventions such as diet, exercise, and lipid-lowering agents should be
initiated. The risk/benefit should be considered in patients with established hyperlipidaemia before initiating an
immunosuppressive regimen, including Rapamune. Similarly the risk/benefit of continued Rapamune therapy should
be re-evaluated in patients with severe refractory hyperlipidaemia.

Sucrose and lactose

Sucrose

https://www.medicines.org.uk/emc/product/1368/smpc/print 2020/10/19



Rapamune 0.5mg coated tablets - Summary of Product Characteristics (SmPC) - print ... Page 6 of 17

Patients with rare hereditary problems of fructose intolerance, glucose-galactose malabsorption or sucrase-
isomaltase insufficiency should not take this medicine.

Lactose

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose
malabsorption should not take this medicine.

Ethanol

Rapamune oral solution contains up to 3.17 vol % ethanol (alcohol). A 6 mg loading dose contains up to 150 mg of
alcohol which is equivalent to 3.80 mL beer or 1.58 mL wine. This dose could potentially be harmful for those suffering
from alcoholism and should be taken into account in pregnant or breast-feeding women, children and high-risk groups
such as patients with liver disease or epilepsy.

Maintenance doses of 4 mg or less contain small amounts of ethanol (100 mg or less) that are likely to be too low to
be harmful.

4.5 Interaction with other medicinal products and other forms of interaction

Sirolimus is extensively metabolised by the CYP3A4 isozyme in the intestinal wall and liver. Sirolimus is also a
substrate for the multidrug efflux pump, P-glycoprotein (P-gp) located in the small intestine. Therefore, absorption and
the subsequent elimination of sirolimus may be influenced by substances that affect these proteins. Inhibitors of
CYP3A4 (such as ketoconazole, voriconazole, itraconazole, telithromycin, or clarithromycin) decrease the metabolism
of sirolimus and increase sirolimus levels. Inducers of CYP3A4 (such as rifampin or rifabutin) increase the metabolism
of sirolimus and decrease sirolimus levels. Co-administration of sirolimus with strong inhibitors of CYP3A4 or inducers
of CYP3A4 is not recommended (see section 4.4).

Rifampicin (CYP3A4 inducer)

Administration of multiple doses of rifampicin decreased sirolimus whole blood concentrations following a single 10
mg dose of Rapamune oral solution. Rifampicin increased the clearance of sirolimus by approximately 5.5-fold and
decreased AUC and Cnax by approximately 82% and 71%, respectively. Co-administration of sirolimus and rifampicin
is not recommended (see section 4.4).

Ketoconazole (CYP3A4 inhibitor)

Multiple-dose ketoconazole administration significantly affected the rate and extent of absorption and sirolimus
exposure from Rapamune oral solution as reflected by increases in sirolimus Cmax, tmax, and AUC of 4.4-fold, 1.4-fold,
and 10.9-fold, respectively. Co-administration of sirolimus and ketoconazole is not recommended (see section 4.4).

Voriconazole (CYP3A4 inhibitor)

Co-administration of sirolimus (2 mg single dose) with multiple-dose administration of oral voriconazole (400 mg every
12 hours for 1 day, then 100 mg every 12 hours for 8 days) in healthy subjects has been reported to increase
sirolimus Cmax and AUC by an average of 7-fold and 11-fold, respectively. Co-administration of sirolimus and
voriconazole is not recommended (see section 4.4).

Diltiazem (CYP3A4 inhibitor)

The simultaneous oral administration of 10 mg of Rapamune oral solution and 120 mg of diltiazem significantly
affected the bioavailability of sirolimus. Sirolimus Cmax, tmax, and AUC were increased 1.4-fold, 1.3-fold, and 1.6-fold,
respectively. Sirolimus did not affect the pharmacokinetics of either diltiazem or its metabolites desacetyldiltiazem and
desmethyldiltiazem. If diltiazem is administered, sirolimus blood levels should be monitored and a dose adjustment
may be necessary.

Verapamil (CYP3A4 inhibitor)

Multiple-dose administration of verapamil and sirolimus oral solution significantly affected the rate and extent of
absorption of both medicinal products. Whole blood sirolimus Cmax, tmax, and AUC were increased 2.3-fold, 1.1-fold,
and 2.2-fold, respectively. Plasma S-(-) verapamil Cmax and AUC were both increased 1.5-fold, and tmax was
decreased 24%. Sirolimus levels should be monitored, and appropriate dose reductions of both medicinal products
should be considered.

Erythromycin (CYP3A4 inhibitor)

Multiple-dose administration of erythromycin and sirolimus oral solution significantly increased the rate and extent of
absorption of both medicinal products. Whole blood sirolimus Cmax, tmax, and AUC were increased 4.4-fold, 1.4-fold,
and 4.2-fold, respectively. The Cmax, tmax, and AUC of plasma erythromycin base were increased 1.6-fold, 1.3-fold,
and 1.7-fold, respectively. Sirolimus levels should be monitored and appropriate dose reductions of both medicinal
products should be considered.

Ciclosporin (CYP3A4 substrate)

The rate and extent of sirolimus absorption was significantly increased by ciclosporin A (CsA). Sirolimus administered
concomitantly (5 mg), and at 2 hours (5 mg) and 4 hours (10 mg) after CsA (300 mg), resulted in increased sirolimus
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AUC by approximately 183%, 141% and 80%, respectively. The effect of CsA was also reflected by increases in
sirolimus Cmax and tmax. When given 2 hours before CsA administration, sirolimus Cmax and AUC were not affected.
Single-dose sirolimus did not affect the pharmacokinetics of ciclosporin (microemulsion) in healthy volunteers when
administered simultaneously or 4 hours apart. It is recommended that Rapamune be administered 4 hours after
ciclosporin (microemulsion).

Oral contraceptives

No clinically significant pharmacokinetic interaction was observed between Rapamune oral solution and 0.3 mg
norgestrel/0.03 mg ethinyl estradiol. Although the results of a single-dose interaction study with an oral contraceptive
suggest the lack of a pharmacokinetic interaction, the results cannot exclude the possibility of changes in the
pharmacokinetics that might affect the efficacy of the oral contraceptive during long-term treatment with Rapamune.

Other possible interactions

Inhibitors of CYP3A4 may decrease the metabolism of sirolimus and increase sirolimus blood levels. Such inhibitors
include certain antifungals (e.g. clotrimazole, fluconazole, itraconazole, voriconazole), certain antibiotics (e.g.
troleandomycin, telithromycin, clarithromycin), certain protease inhibitors (e.g. ritonavir, indinavir, boceprevir,
telaprevir), nicardipine, bromocriptine, cimetidine, and danazol.

Inducers of CYP3A4 may increase the metabolism of sirolimus and decrease sirolimus blood levels (e.g., St. John's
Wort (Hypericum perforatum), anticonvulsants: carbamazepine, phenobarbital, phenytoin).

Although sirolimus inhibits human liver microsomal cytochrome P4s0 CYP2C9, CYP2C19, CYP2D6, and CYP3A4/5 in
vitro, the active substance is not expected to inhibit the activity of these isozymes in vivo since the sirolimus
concentrations necessary to produce inhibition are much higher than those observed in patients receiving therapeutic
doses of Rapamune. Inhibitors of P-gp may decrease the efflux of sirolimus from intestinal cells and increase
sirolimus levels.

Grapefruit juice affects CYP3A4-mediated metabolism, and should therefore be avoided.

Pharmacokinetic interactions may be observed with gastrointestinal prokinetic agents, such as cisapride and
metoclopramide.

No clinically significant pharmacokinetic interaction was observed between sirolimus and any of the following
substances: acyclovir, atorvastatin, digoxin, glibenclamide, methylprednisolone, nifedipine, prednisolone, and
trimethoprim/sulfamethoxazole.

Paediatric population

Interaction studies have only been performed in adults.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Effective contraception must be used during Rapamune therapy and for 12 weeks after Rapamune has been stopped
(see section 4.5).

Pregnancy

There are no or limited amount of data from the use of sirolimus in pregnant women. Studies in animals have shown
reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Rapamune should not be used
during pregnancy unless clearly necessary. Effective contraception must be used during Rapamune therapy and for
12 weeks after Rapamune has been stopped.

Breast-feeding

Following administration of radiolabelled sirolimus, radioactivity is excreted in the milk of lactating rats. It is unknown
whether sirolimus is excreted in human milk. Because of the potential for adverse reactions in breast-fed infants from
sirolimus, breast-feeding should be discontinued during treatment with Rapamune.

Fertility

Impairments of sperm parameters have been observed among some patients treated with Rapamune. These effects
have been reversible upon discontinuation of Rapamune in most cases (see section 5.3).

4.7 Effects on ability to drive and use machines

Rapamune has no known influence on the ability to drive and use machines. No studies on the effects on the ability to
drive and use machines have been performed.

4.8 Undesirable effects

Undesirable effects observed with prophylaxis of organ rejection in renal transplantation
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The most commonly reported adverse reactions (occurring in >10% of patients) are thrombocytopaenia, anaemia,
pyrexia, hypertension, hypokalaemia, hypophosphataemia, urinary tract infection, hypercholesterolaemia,
hyperglycaemia, hypertriglyceridaemia, abdominal pain, lymphocoele, peripheral oedema, arthralgia, acne, diarrhoea,
pain, constipation, nausea, headache, increased blood creatinine, and increased blood lactate dehydrogenase (LDH).

The incidence of any adverse reaction(s) may increase as the trough sirolimus level increases.

The following list of adverse reactions is based on experience from clinical studies and on postmarketing experience.

Within the system organ classes, adverse reactions are listed under headings of frequency (number of patients
expected to experience the reaction), using the following categories: very common (=1/10); common (=1/100 to
<1/10); uncommon (=1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); not known (cannot be estimated from the

available data).

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.

Most patients were on immunosuppressive regimens, which included Rapamune in combination with other
immunosuppressive agents.

Urinary tract infection

the varicella
zoster virus

tuberculosis);
Epstein-Barr
virus infection

System organ Very common Common Uncommon Rare Frequency not
class (21/10) (21/100 to (211,000 to | (21/10,000 to known
<1/10) <1/100) <1/1,000) (cannot be
estimated from
available data)
Infections and Pneumonia; Fungal |Sepsis; Clostridium
infestations infection; Viral Pyelonephritis;  |difficile colitis;
infection; Bacterial |Cytomegalovirus {Mycobacterial
infection; Herpes infection; Herpes [infection
simplex infection; zoster caused by |(including

Neoplasms benign, Non-melanoma |Lymphoma*; Neuroendocrine
malignant and skin cancer* Malignant carcinoma of the
unspecified melanoma®; skin*
(including cysts Post-transplant
and polyps) lymphoproli-

ferative disorder
Blood and Thrombocytopaenia; |Haemolytic Pancytopaenia;
lymphatic system |Anaemia; uraemic Thrombotic
disorders Leucopenia syndrome; thrombo-

Neutropaenia cytopaenic
purpura

Immune system
disorders

Hypersensitivity
(including
angioedema,
anaphylactic
reaction, and
anaphylactoid
reaction)

Metabolism and
nutrition disorders

Hypokalaemia;
Hypophosphataemia;
Hyperlipidaemia
(including
hypercholeste-
rolaemia);
Hyperglycaemia;
Hypertriglyceri-
daemia; Diabetes
mellitus

Nervous system Headache Posterior reversible
disorders encephalopathy
syndrome
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system and breast
disorders

(including
amenorrhoea and
menorrhagia)

Cardiac disorders |Tachycardia Pericardial
effusion
Vascular disorders [Hypertension; Venous Lymphoedema
Lymphocele thrombosis
(including deep
vein thrombosis)
Respiratory, Pulmonary Pulmonary Alveolar
thoracic and embolism; haemorrhage proteinosis
mediastinal Pneumonitis*;
disorders Pleural effusion;
Epistaxis
Gastrointestinal Abdominal pain; Pancreatitis;
disorders Constipation; Stomatitis;
Diarrhoea; Nausea |Ascites
Hepatobiliary Liver function test Hepatic failure®
disorders abnormal (including
alanine
aminotransferase
increased and
aspartate amino-
transferase
increased)
Skin and Rash; Acne Dermatitis Hypersensitivity
subcutaneous exfoliative vasculitis
tissue disorders
Musculoskeletal Arthralgia Osteonecrosis
and connective
tissue disorders
Renal and urinary |Proteinuria Nephrotic
disorders syndrome (see
section 4.4);
Focal segmental
glomerulo-
sclerosis*
Reproductive Menstrual disorder |Ovarian cyst

General disorders
and administration
site conditions

Oedema; Oedema
peripheral; Pyrexia;
Pain; Impaired
healing®

Investigations

Blood lactate
dehydrogenase
increased; Blood
creatinine increased

*See section below.

Description of selected adverse reactions

Immunosuppression increases the susceptibility to the development of lymphoma and other malignancies, particularly
of the skin (see section 4.4).

Cases of BK virus-associated nephropathy, as well as cases of JC virus-associated progressive multifocal
leukoencephalopathy (PML), have been reported in patients treated with immunosuppressants, including Rapamune.

Hepatoxicity has been reported. The risk may increase as the trough sirolimus level increases. Rare reports of fatal
hepatic necrosis have been reported with elevated trough sirolimus levels.
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Cases of interstitial lung disease (including pneumonitis and infrequently bronchiolitis obliterans organising
pneumonia (BOOP) and pulmonary fibrosis), some fatal, with no identified infectious aetiology have occurred in
patients receiving immunosuppressive regimens including Rapamune. In some cases, the interstitial lung disease has
resolved upon discontinuation or dose reduction of Rapamune. The risk may be increased as the trough sirolimus
level increases.

Impaired healing following transplant surgery has been reported, including fascial dehiscence, incisional hernia, and
anastomotic disruption (e.g., wound, vascular, airway, ureteral, biliary).

Impairments of sperm parameters have been observed among some patients treated with Rapamune. These effects
have been reversible upon discontinuation of Rapamune in most cases (see section 5.3).

In patients with delayed graft function, sirolimus may delay recovery of renal function.

The concomitant use of sirolimus with a calcineurin inhibitor may increase the risk of calcineurin inhibitor-induced
HUS/TTP/TMA.

Focal segmental glomerulosclerosis has been reported.

There have also been reports of fluid accumulation, including peripheral oedema, lymphoedema, pleural effusion and
pericardial effusions (including haemodynamically significant effusions in children and adults) in patients receiving
Rapamune.

In a study evaluating the safety and efficacy of conversion from calcineurin inhibitors to sirolimus (target levels of 12-
20 ng/mL in maintenance renal transplant patients, enrollment was stopped in the subset of patients (n=90) with a
baseline glomerular filtration rate of less than 40 mL/min (see section 5.1). There was a higher rate of serious adverse
events, including pneumonia, acute rejection, graft loss and death, in this sirolimus treatment arm (n=60, median time
post-transplant 36 months).

Ovarian cysts and menstrual disorders (including amenorrhoea and menorrhagia) have been reported. Patients with
symptomatic ovarian cysts should be referred for further evaluation. The incidence of ovarian cysts may be higher in
premenopausal females compared to postmenopausal females. In some cases, ovarian cysts and these menstrual
disorders have resolved upon discontinuation of Rapamune.

Paediatric population

Controlled clinical studies with posology comparable to that currently indicated for the use of Rapamune in adults
have not been conducted in children or adolescents below 18 years of age.

Safety was assessed in a controlled clinical study enrolling renal transplant patients below 18 years of age considered
of high immunologic risk, defined as a history of one or more acute allograft rejection episodes and/or the presence of
chronic allograft nephropathy on a renal biopsy (see section 5.1). The use of Rapamune in combination with
calcineurin inhibitors and corticosteroids was associated with an increased risk of deterioration of renal function,
serum lipid abnormalities (including, but not limited to, increased serum triglycerides and cholesterol), and urinary
tract infections. The treatment regimen studied (continuous use of Rapamune in combination with calcineurin
inhibitor) is not indicated for adult or paediatric patients (see section 4.1).

In another study enrolling renal transplant patients 20 years of age and below that was intended to assess the safety
of progressive corticosteroid withdrawal (beginning at six months post-transplantation) from an immunosuppressive
regimen initiated at transplantation that included full-dose immunosuppression with both Rapamune and a calcineurin
inhibitor in combination with basiliximab induction, of the 274 patients enrolled, 19 (6.9%) were reported to have
developed post-transplant lymphoproliferative disorder (PTLD). Among 89 patients known to be Epstein-Barr virus
(EBV) seronegative prior to transplantation, 13 (15.6%) were reported to have developed PTLD. All patients who
developed PTLD were aged below 18 years.

There is insufficient experience to recommend the use of Rapamune in children and adolescents (see section 4.2).

Undesirable effects observed with patients with S-LAM

Safety was assessed in a controlled study involving 89 patients with LAM, of which 81 patients had S-LAM and 42 of
whom were treated with Rapamune (see section 5.1). The adverse drug reactions observed in patients with S-LAM
were consistent with the known safety profile of the product for the indication prophylaxis of organ rejection in renal
transplantation with the addition of weight decreased, which was reported in the study at a greater incidence with
Rapamune when compared to that observed with placebo (common, 9.5% vs. common, 2.6%).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via the Yellow Card Scheme at: www.mhra.gov.uk/yellowcard or search for MHRA
Yellow Card in the Google Play or Apple App Store

4.9 Overdose

At present, there is minimal experience with overdose. One patient experienced an episode of atrial fibrillation after
ingestion of 150 mg of Rapamune. In general, the adverse effects of overdose are consistent with those listed in
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section 4.8. General supportive measures should be initiated in all cases of overdose. Based on the poor aqueous
solubility and high erythrocyte and plasma protein binding of Rapamune, it is anticipated that Rapamune will not be
dialysable to any significant extent.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, selective immunosuppressants,
ATC code: LO4AA10.

Sirolimus inhibits T-cell activation induced by most stimuli, by blocking calcium-dependent and calcium-independent
intracellular signal transduction. Studies demonstrated that its effects are mediated by a mechanism that is different
from that of ciclosporin, tacrolimus, and other immunosuppressive agents. Experimental evidence suggests that
sirolimus binds to the specific cytosolic protein FKPB-12, and that the FKPB 12-sirolimus complex inhibits the
activation of the mammalian Target Of Rapamycin (mTOR), a critical kinase for cell cycle progression. The inhibition
of mTOR results in blockage of several specific signal transduction pathways. The net result is the inhibition of
lymphocyte activation, which results in immunosuppression.

In animals, sirolimus has a direct effect on T- and B-cell activation, suppressing immune-mediated reactions, such as
allograft rejection.

LAM involves lung tissue infiltration with smooth muscle-like cells that harbour inactivating mutations of the tuberous
sclerosis complex (TSC) gene (LAM cells). Loss of TSC gene function activates the mTOR signaling pathway,
resulting in cellular proliferation and release of lymphangiogenic growth factors. Sirolimus inhibits the activated mTOR
pathway and thus the proliferation of LAM cells.

Clinical studies

Prophylaxis of Organ Rejection

Patients at low to moderate immunological risk were studied in the phase 3 ciclosporin elimination-Rapamune
maintenance study, which included patients receiving a renal allograft from a cadaveric or living donor. In addition, re-
transplant recipients whose previous grafts survived for at least 6 months after transplantation were included.
Ciclosporin was not withdrawn in patients experiencing Banff Grade 3 acute rejection episodes, who were dialysis-
dependent, who had a serum creatinine higher than 400 pmol/L, or who had inadequate renal function to support
ciclosporin withdrawal. Patients at high immunological risk of graft loss were not studied in sufficient number in the
ciclosporin elimination-Rapamune maintenance studies and are not recommended for this treatment regimen.

At 12, 24 and 36 months, graft and patient survival were similar for both groups. At 48 months, there was a
statistically significant difference in graft survival in favour of the Rapamune following ciclosporin elimination group
compared to the Rapamune with ciclosporin therapy group (including and excluding loss to follow-up). There was a
significantly higher rate of first biopsy-proven rejection in the ciclosporin elimination group compared to the ciclosporin
maintenance group during the period post-randomisation to 12 months (9.8% vs. 4.2%, respectively). Thereafter, the
difference between the two groups was not significant.

The mean calculated glomerular filtration rate (GFR) at 12, 24, 36, 48 and 60 months was significantly higher for
patients receiving Rapamune following ciclosporin elimination than for those in the Rapamune with ciclosporin therapy
group. Based upon the analysis of data from 36 months and beyond, which showed a growing difference in graft
survival and renal function, as well as significantly lower blood pressure in the ciclosporin elimination group, it was
decided to discontinue subjects from the Rapamune with ciclosporin group. By 60 months, the incidence of non-skin
malignancies was significantly higher in the cohort who continued ciclosporin as compared with the cohort who had
ciclosporin withdrawn (8.4% vs. 3.8%, respectively). For skin carcinoma, the median time to first occurrence was
significantly delayed.

The safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
patients (6-120 months after transplantation) was assessed in a randomised, multicentre, controlled trial, stratified by
calculated GFR at baseline (20-40 mL/min vs. above 40 mL/min). Concomitant immunosuppressive agents included
mycophenolate mofetil, azathioprine, and corticosteroids. Enroliment in the patient stratum with baseline calculated
GFR below 40 mL/min was discontinued due to an imbalance in safety events (see section 4.8).

In the patient stratum with baseline calculated GFR above 40 mL/min, renal function was not improved overall. The
rates of acute rejection, graft loss, and death were similar at 1 and 2 years. Treatment emergent adverse events
occurred more frequently during the first 6 months after Rapamune conversion. In the stratum with baseline
calculated GFR above 40 mL/min, the mean and median urinary protein to creatinine ratios were significantly higher
in the Rapamune conversion group as compared to those of the calcineurin inhibitors continuation group at 24 months
(see section 4.4). New onset nephrosis (nephrotic syndrome) was also reported (see section 4.8).

At 2 years, the rate of non-melanoma skin malignancies was significantly lower in the Rapamune conversion group as
compared to the calcineurin inhibitors continuation group (1.8% and 6.9%). In a subset of the study patients with a
baseline GFR above 40 mL/min and normal urinary protein excretion, calculated GFR was higher at 1 and 2 years in
patients converted to Rapamune than for the corresponding subset of calcineurin inhibitor continuation patients. The
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rates of acute rejection, graft loss, and death were similar, but urinary protein excretion was increased in the
Rapamune treatment arm of this subset.

In an open-label, randomised, comparative, multi-centre study where renal transplant patients were either converted
from tacrolimus to sirolimus 3 to 5 months post-transplant or remained on tacrolimus, there was no significant
difference in renal function at 2 years. There were more adverse events (99.2% vs. 91.1%, p=0.002*) and more
discontinuations from the treatment due to adverse events (26.7% vs. 4.1%, p<0.001*) in the group converted to
sirolimus compared to the tacrolimus group. The incidence of biopsy confirmed acute rejection was higher (p=0.020%)
for patients in the sirolimus group (11, 8.4%) compared to the tacrolimus group (2, 1.6%) through 2 years; most
rejections were mild in severity (8 of 9 [89%] T-cell BCAR, 2 of 4 [50%] antibody mediated BCAR) in the sirolimus
group. Patients who had both antibody-mediated rejection and T-cell-mediated rejection on the same biopsy were
counted once for each category. More patients converted to sirolimus developed new onset diabetes mellitus defined
as 30 days or longer of continuous or at least 25 days non-stop (without gap) use of any diabetic treatment after
randomisation, a fasting glucose =126 mg/dL or a non-fasting glucose =200 mg/dL after randomisation (18.3% vs.
5.6%, p=0.025%). A lower incidence of squamous cell carcinoma of the skin was observed in the sirolimus group (0%
vs. 4.9%). *Note: p-values not controlled for multiple testing.

In two multi-centre clinical studies, de novo renal transplant patients treated with sirolimus, mycophenolate mofetil
(MMF), corticosteroids, and an IL-2 receptor antagonist had significantly higher acute rejection rates and numerically
higher death rates compared to patients treated with a calcineurin inhibitor, MMF, corticosteroids, and an IL-2
receptor antagonist (see section 4.4). Renal function was not better in the treatment arms with de novo sirolimus
without a calcineurin inhibitor. An abbreviated dosing schedule of daclizumab was used in one of the studies.

In a randomised, comparative evaluation of ramipril versus placebo for the prevention of proteinuria in kidney
transplant patients converted from calcineurin inhibitors to sirolimus, a difference in the number of patients with BCAR
through 52 weeks was observed [13 (9.5%) vs. 5 (3.2%), respectively; p = 0.073]. Patients initiated on ramipril 10 mg
had a higher rate of BCAR (15%) compared to patients initiated on ramipril 5 mg (5%). Most rejections occurred within
the first six months following conversion and were mild in severity; no graft losses were reported during the study (see
section 4.4).

Sporadic Lymphangioleiomyomatosis (S-LAM) Patients

The safety and efficacy of Rapamune for treatment of S-LAM were assessed in a randomised, double-blind,
multicentre, controlled trial. This study compared Rapamune (dose adjusted to 5-15 ng/mL) with placebo for a 12-
month treatment period, followed by a 12-month observation period in patients with TSC-LAM or S-LAM. Eighty-nine
(89) patients were enrolled at 13 study sites in the United States, Canada, and Japan of which 81 patients had
S-LAM; of these patients with S-LAM, 39 were randomised to receive placebo and 42 to receive Rapamune. The key
inclusion criteria was post-bronchodilator forced expiratory volume in 1 second (FEV1) <70% of predicted during the
baseline visit. In patients with S-LAM, enrolled patients had moderately advanced lung disease, with baseline FEV1 of
49.2+13.6% (mean +SD) of the predicted value. The primary endpoint was the difference between the groups in the
rate of change (slope) in FEV1. During the treatment period in patients with S-LAM, the mean +SE FEV1 slope was
-12+2 mL per month in the placebo group and 0.3+2 mL per month in the Rapamune group (p<0.001). The absolute
between-group difference in the mean change in FEV1 during the treatment period was 152 mL, or approximately
11% of the mean FEV1 at enroliment.

As compared with the placebo group, the sirolimus group had improvement from baseline to 12 months in measures
of forced vital capacity (-12+3 vs. 7£3 mL per month, respectively, p<0.001), serum vascular endothelial growth factor
D (VEGF-D; -8.6+£15.2 vs. -85.3+14.2 pg/mL per month, respectively, p<0.001), and quality of life (Visual Analogue
Scale - Quality of Life [VAS-QOL] score: -0.3+0.2 vs. 0.4+0.2 per month, respectively, p=0.022) and functional
performance (- 0.009+0.005 vs. 0.004+0.004 per month, respectively, p=0.044) in patients with S-LAM. There was no
significant between-group difference in this interval in the change in functional residual capacity, 6-minute walk
distance, diffusing capacity of the lung for carbon monoxide, or general well-being score in patients with S-LAM.

Paediatric population

Rapamune was assessed in a 36-month controlled clinical study enrolling renal transplant patients below 18 years of
age considered at high-immunologic risk, defined as having a history of one or more acute allograft rejection episodes
and/or the presence of chronic allograft nephropathy on a renal biopsy. Subjects were to receive Rapamune
(sirolimus target concentrations of 5 to 15 ng/mL) in combination with a calcineurin inhibitor and corticosteroids or to
receive calcineurin-inhibitor-based immunosuppression without Rapamune. The Rapamune group failed to
demonstrate superiority to the control group in terms of the first occurrence of biopsy confirmed acute rejection, graft
loss, or death. One death occurred in each group. The use of Rapamune in combination with calcineurin inhibitors
and corticosteroids was associated with an increased risk of deterioration of renal function, serum lipid abnormalities
(including, but not limited to, increased serum triglycerides and total cholesterol), and urinary tract infections (see
section 4.8).

An unacceptably high frequency of PTLD was seen in a paediatric clinical transplant study when full-dose Rapamune
was administered to children and adolescents in addition to full-dose calcineurin inhibitors with basiliximab and
corticosteroids (see section 4.8).
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In a retrospective review of hepatic veno-occlusive disease (VOD) in patients who underwent myeloablative stem cell
transplantation using cyclosphophamide and total body irradiation, an increased incidence of hepatic VOD was
observed in patients treated with Rapamune, especially with concomitant use of methotrexate.

5.2 Pharmacokinetic properties

Much of the general pharmacokinetic information was obtained using the Rapamune oral solution, which is
summarised first. Information directly related to the tablet formulation is summarised specifically in the Oral tablet
section.

Oral solution

Following administration of the Rapamune oral solution, sirolimus is rapidly absorbed, with a time to peak
concentration of 1 hour in healthy subjects receiving single doses and 2 hours in patients with stable renal allografts
receiving multiple doses. The systemic availability of sirolimus in combination with simultaneously administered
ciclosporin (Sandimune) is approximately 14%. Upon repeated administration, the average blood concentration of
sirolimus is increased approximately 3-fold. The terminal half-life in stable renal transplant patients after multiple oral
doses was 62 * 16 hours. The effective half-life, however, is shorter and mean steady-state concentrations were
achieved after 5 to 7 days. The blood to plasma ratio (B/P) of 36 indicates that sirolimus is extensively partitioned into
formed blood elements.

Sirolimus is a substrate for both cytochrome P450 [lIA4 (CYP3A4) and P-glycoprotein. Sirolimus is extensively
metabolised by O-demethylation and/or hydroxylation. Seven major metabolites, including hydroxyl, demethyl, and
hydroxydemethyl, are identifiable in whole blood. Sirolimus is the major component in human whole blood and

contributes to greater than 90% of the immunosuppressive activity. After a single dose of [14C] sirolimus in healthy
volunteers, the majority (91.1%) of radioactivity was recovered from the faeces, and only a minor amount (2.2%) was
excreted in urine.

Clinical studies of Rapamune did not include a sufficient number of patients above 65 years of age to determine
whether they will respond differently than younger patients. Sirolimus trough concentration data in 35 renal transplant
patients above 65 years of age were similar to those in the adult population (n=822) from 18 to 65 years of age.

In paediatric patients on dialysis (30% to 50% reduction in glomerular filtration rate) within age ranges of 5 to 11 years
and 12 to 18 years, the mean weight-normalised CL/F was larger for younger paediatric patients (580 mL/h/kg) than
for older paediatric patients (450 mL/h/kg) as compared with adults (287 mL/h/kg). There was a large variability for
individuals within the age groups.

Sirolimus concentrations were measured in concentration-controlled studies of paediatric renal-transplant patients
who were also receiving ciclosporin and corticosteroids. The target for trough concentrations was 10-20 ng/mL. At
steady-state, 8 children aged 6-11 years received mean + SD doses of 1.75 + 0.71 mg/day (0.064 + 0.018 mg/kg,
1.65+043 mg/mz) while 14 adolescents aged 12-18 years received mean + SD doses of 2.79 + 1.25 mg/day (0.053
+ 0.0150 mg/kg, 1.86 + 0.61 mg/m?). The younger children had a higher weight-normalised CL/F (214 mL/h/kg)
compared with the adolescents (136 mL/h/kg). These data indicate that younger children might require higher
bodyweight-adjusted doses than adolescents and adults to achieve similar target concentrations. However, the
development of such special dosing recommendations for children requires more data to be definitely confirmed.

In mild and moderate hepatically impaired patients (Child-Pugh classification A or B), mean values for sirolimus AUC
and ty2 were increased 61% and 43%, respectively, and CL/F was decreased 33% compared to normal healthy
subjects. In severe hepatically impaired patients (Child-Pugh classification C), mean values for sirolimus AUC and tq2
were increased 210% and 170%, respectively, and CL/F was decreased by 67% compared to normal healthy
subjects. The longer half-lives observed in hepatically impaired patients delay reaching steady-state.

Pharmacokinetic/pharmacodynamic relationship

The pharmacokinetics of sirolimus were similar in various populations with renal function ranging from normal to
absent (dialysis patients).

Oral tablet

The 0.5 mg tablet is not fully bioequivalent to the 1 mg, 2 mg and 5 mg tablets when comparing Cmax. Multiples of the
0.5 mg tablets should therefore not be used as a substitute for other tablet strengths.

In healthy subjects, the mean extent of bioavailability of sirolimus after single-dose administration of the tablet
formulation is about 27% higher relative to the oral solution. The mean Cnax was decreased by 35%, and mean tmax
increased by 82%. The difference in bioavailability was less marked upon steady-state administration to renal
transplant recipients, and therapeutic equivalence has been demonstrated in a randomised study of 477 patients.
When switching patients between oral solution and tablet formulations, it is recommended to give the same dose and
to verify the sirolimus trough concentration 1 to 2 weeks later to assure that it remains within recommended target
ranges. Also, when switching between different tablet strengths, verification of trough concentrations is
recommended.
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In 24 healthy volunteers receiving Rapamune tablets with a high-fat meal, Crax, tmax and AUC showed increases of
65%, 32%, and 23%, respectively. To minimise variability, Rapamune tablets should be taken consistently with or
without food. Grapefruit juice affects CYP3A4-mediated metabolism and must, therefore, be avoided.

Sirolimus concentrations, following the administration of Rapamune tablets (5 mg) to healthy subjects as single doses
are dose proportional between 5 and 40 mg.

Clinical studies of Rapamune did not include a sufficient number of patients above 65 years of age to determine
whether they will respond differently than younger patients. Rapamune tablets administered to 12 renal transplant
patients above 65 years of age gave similar results to adult patients (n=167) 18 to 65 years of age.

Initial Therapy (2 to 3 months post-transplant): In most patients receiving Rapamune tablets with a loading dose of 6
mg followed by an initial maintenance dose of 2 mg, whole blood sirolimus trough concentrations rapidly achieved
steady-state concentrations within the recommended target range (4 to 12 ng/mL, chromatographic assay). Sirolimus
pharmacokinetic parameters following daily doses of 2 mg Rapamune tablets administered in combination with
ciclosporin microemulsion (4 hours prior to Rapamune tablets) and corticosteroids in 13 renal transplant patients,
based on data collected at months 1 and 3 after transplantation, were: Cpinss 7.39 £ 2.18 ng/mL; Craxss 15.0 £ 4.9
ng/mL; tmax,ss 3.46 £ 2.40 hours; AUCT ss 230 £ 67 ng.h/mL; CL/F/WT, 139 + 63 mL/h/kg (parameters calculated from
LC-MS/MS assay results). The corresponding results for the oral solution in the same clinical study were Cminss 5.40 £
2.50 ng/mL, Chaxss 14.4 £ 5.3 ng/mL, tmaxss 2.12 £ 0.84 hours, AUCt s 194 £ 78 ng.h/mL, CL/F/W 173 + 50 mL/h/kg.

Whole blood trough sirolimus concentrations, as measured by LC/MS/MS, were significantly correlated (r=0.85) with
AUCryss.

Based on monitoring in all patients during the period of concomitant therapy with ciclosporin, mean (10“‘, goh
percentiles) troughs (expressed as chromatographic assay values) and daily doses were 8.6 + 3.0 ng/mL (5.0 to 13
ng/mL) and 2.1 £ 0.70 mg (1.5 to 2.7 mg), respectively (see section 4.2).

Maintenance therapy: From month 3 to month 12, following discontinuation of ciclosporin, mean (10", 90'"
percentiles) troughs (expressed as chromatographic assay values) and daily doses were 19 + 4.1 ng/mL (14 to 24
ng/mL) and 8.2 + 4.2 mg (3.6 to 13.6 mg), respectively (see section 4.2). Therefore, the sirolimus dose was
approximately 4-fold higher to account for both the absence of the pharmacokinetic interaction with ciclosporin (2-fold
increase) and the augmented immunosuppressive requirement in the absence of ciclosporin (2-fold increase).

Lymphangioleiomyomatosis (LAM)

In a clinical trial of patients with LAM, the median whole blood sirolimus trough concentration after 3 weeks of
receiving sirolimus tablets at a dose of 2 mg/day was 6.8 ng/mL (interquartile range 4.6 to 9.0 ng/mL; n=37). With
concentration-control (target concentrations 5 to 15 ng/mL), the median sirolimus concentration at the end of 12
months of treatment was 6.8 ng/mL (interquartile range 5.9 to 8.9 ng/mL; n=37).

5.3 Preclinical safety data

Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to clinical exposure
levels and with possible relevance to clinical use were as follows: pancreatic islet cell vacuolation, testicular tubular
degeneration, gastrointestinal ulceration, bone fractures and calluses, hepatic haematopoiesis, and pulmonary
phospholipidosis.

Sirolimus was not mutagenic in the in vitro bacterial reverse mutation assays, the Chinese Hamster Ovary cell
chromosomal aberration assay, the mouse lymphoma cell forward mutation assay, or the in vivo mouse micronucleus
assay.

Carcinogenicity studies conducted in mouse and rat showed increased incidences of lymphomas (male and female
mouse), hepatocellular adenoma and carcinoma (male mouse) and granulocytic leukaemia (female mouse). It is
known that malignancies (lymphoma) secondary to the chronic use of immunosuppressive agents can occur and have
been reported in patients in rare instances. In mouse, chronic ulcerative skin lesions were increased. The changes
may be related to chronic immunosuppression. In rat, testicular interstitial cell adenomas were likely indicative of a
species-dependent response to lutenising hormone levels and are usually considered of limited clinical relevance.

In reproduction toxicity studies decreased fertility in male rats was observed. Partly reversible reductions in sperm
counts were reported in a 13-week rat study. Reductions in testicular weights and/or histological lesions (e.g., tubular
atrophy and tubular giant cells) were observed in rats and in a monkey study. In rats, sirolimus caused
embryo/foetotoxicity that was manifested as mortality and reduced foetal weights (with associated delays in skeletal
ossification) (see section 4.6).

6. Pharmaceutical particulars

6.1 List of excipients

Tablet core:
Lactose monohydrate

Macrogol
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Magnesium stearate
Talc

Tablet coating:
Rapamune 0.5 mg coated tablets

Macrogol

Glycerol monooleate
Pharmaceutical glaze (shellac)
Calcium sulfate
Microcrystalline cellulose
Sucrose

Titanium dioxide

Yellow iron oxide (E172)
Brown iron oxide (E172)
Poloxamer 188

a-tocopherol

Povidone

Carnauba wax

Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammonia Solution, Simethicone)

Rapamune 1 mg coated tablets

Macrogol

Glycerol monooleate
Pharmaceutical glaze (shellac)
Calcium sulfate
Microcrystalline cellulose
Sucrose

Titanium dioxide

Poloxamer 188

a-tocopherol

Povidone

Carnauba wax

Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammonia Solution, Simethicone)

Rapamune 2 mg coated tablets

Macrogol

Glycerol monooleate
Pharmaceutical glaze (shellac)
Calcium sulfate
Microcrystalline cellulose
Sucrose

Titanium dioxide

Yellow iron oxide (E172)
Brown iron oxide (E172)
Poloxamer 188
a-tocopherol

Povidone

Carnauba wax
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Printing ink (Shellac, Iron Oxide Red, Propylene Glycol [E1520], Concentrated Ammonia Solution, Simethicone)
Oral solution
Polysorbate 80 (E433)

Phosal 50 PG (phosphatidylcholine, propylene glycol [E1520], mono- and diglycerides, ethanol, soya fatty acids and
ascorbyl palmitate).

6.2 Incompatibilities

Rapamune 0.5 mg coated tablets, Rapamune 1 mg coated tablets, Rapamune 2 mg coated tablets

Not applicable.
Oral solution
Rapamune must not be diluted in grapefruit juice or any other liquid other than water or orange juice (see section 6.6).

Rapamune oral solution contains polysorbate-80, which is known to increase the rate of di-(2-ethylhexyl)phthalate
(DEHP) extraction from polyvinyl chloride (PVC). It is important to follow the instructions to drink Rapamune oral
solution at once when a plastic container is used for the dilution and/or administration (see section 6.6).

6.3 Shelf life

Rapamune 0.5 mg coated tablets

2 years.

Rapamune 1 mg coated tablets

3 years.

Rapamune 2 mqg coated tablets

3 years.

Oral solution

2 years.

30 days for opened bottle.

24 hours in the dosing syringe (at room temperature, but not to exceed 25°C).

After dilution (see section 6.6), the preparation should be used immediately.
6.4 Special precautions for storage

Rapamune 0.5 mg coated tablets, Rapamune 1 mg coated tablets, Rapamune 2 mg coated tablets

Do not store above 25°C.

Keep the blister in the outer carton in order to protect from light.

Oral solution

Store in a refrigerator (2°C - 8°C).

Store in the original bottle in order to protect from light.

If necess! ry, the patient may store the bottles at room temperatures up to 25°C for a short period of time (24 hours).

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Rapamune 0.5 mg coated tablets, Rapamun%1°mg coated tablets, Rapamune 2 mg coated tablets

Clear polyvinyl chloride (PVC)/polyethylene (PE)/polychlorotrifluoroethylene (Aclar) aluminium blister packages of 30
and 100 tablets.

Not all pack sizes may be marketed.
Oral solution

Each pack contains: one bottle (amber glass) containing 60 mL of Rapamune solution, one syringe adapter, 30
dosing syringes (amber polypropylene) and one syringe carry case.

6.6 Special precautions for disposal and other handling

Any unused medicinal product or waste material should be disposed of in accordance with local requirements.
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Oral solution

Instructions for use and handling:

The dosing syringe should be used to withdraw the prescribed amount of Rapamune from the bottle. Empty the
correct amount of Rapamune from the syringe into only a glass or plastic container with at least 60 mL of water or
orange juice. No other liquids, including grapefruit juice, should be used for dilution. Stir vigorously and drink at once.
Refill the container with an additional volume (minimum of 120 mL) of water or orange juice, stir vigorously, and drink
at once.

7. Marketing authorisation holder
Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles
Belgium

8. Marketing authorisation number(s)
Rapamune 0.5 mg coated tablets
EU/1/01/171/013-14
Rapamune 1 mg coated tablets
EU/1/01/171/007-8
Rapamune 2 mqg coated tablets
EU/1/01/171/009-010
Oral solution
EU/1/01/171/001

9. Date of first authorisation/renewal of the authorisation
Date of first authorisation: 13 March 2001
Date of latest renewal: 13 March 2011

10. Date of revision of the text
06/2019

Detailed information on this medicinal product is available on the website of the European Medicines Agency
http://www.ema.europa.eu

Ref: RA 14_0
Company Contact Details

Pfizer Limited

Address Telephone

Ramsgate Road, Sandwich, Kent, CT13 9NJ +44 (0)1304 616 161

Medical Information Direct Line Medical Information Website

+44 (0)1304 616161 www.pfizermedicalinformation.co.uk
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BE%ERE (h)

EITHEREEEICAF gz 1 B 1 AREEORELLZEZD
MmeREHRS



ETHEEREEE ICARK2.5. 5. 10mgZz 1 B 1 AREZEARS
L& ZDOEYEEBINT X —5F

B
/\l,;wf{y 2.5mg(N=3) 5mg(N=3) 10mg(N=3)
Tmax(h) 1.98 1.00 2.00
(0.98~2.00) (1.00~1.95) (1.92~2.00)
5 Cmax
o gy 151%2.48 3152340 494148
AUCo-24n
(gl 832187 211%50.0 401516
Tmax(h) 1.92 1.98 2.02
- a (1.00~1.98) (1.93~1.98) (2.00~2.20)
A
g Cmax 16.8+1.33 57.6=17.6  65.9+1.40
(ng/mL)
(Day 15) AUC
0-24h
(gl 134201 5132189 711£113

TmaxidH gl (/M ~ e Kl) o Il + R 2=

B PR LA L2 PR ) B S DA E R AR A 10mg & 1 H
1R RERETR G Lz b &, 2 ~48HI BT B35 2 Bri
F DI O R YLl 1229 .1~41 .5ng/mL, ML b T 7
JE DIl 136.6~7.8ng/mLTdh > 72,2

KB (774 = b—IVEE) EDEIERDER

BRI N ZAA] 5 mg U5 s S mg (EIWIZ BT 2 ARGEHI%

X2 &U‘ 3 mg’C‘\?) E)o) %%lﬁln"ilﬂ&’—i— L f:ff‘%%\ AUCo 140

DA T35 . >90% 15 X [H130.8~1. 250 HiHN TdH - 72

5. 3 HEE DO AUCh 1t X10% 4% < . Cmaxi320% - 7209
HEADT—%)

50 -
-7 7 4= h—JLEE5mg (188)
~ 40 4 —O—EfE 5mg (1 88)
%
£
o4
;Eso—
X
g
=
o 20 4
%
H
+
10 |
—0
00 T T T T T T
0 4 8 12 16 20 24

BEHEEE (h)
RFERL A ICKHE] 5ngRIT D EEE 5ngZ BEEORS LA L0
hIREHER

A ICAE SmgR TS Smg & BEBORE L L EDFE
MENREINT X — 4

S EhRE T4 = M—)VEE ke AR
NG A—% (N=53) (N=53)  (90%1EHEIX [H)
Cmax (ng/mL) 32.0 25.8 0.80(0.75,0.86)
AUCo 14 (ng-h/nL) 238.3 214.3 0.90(0.85,0.95)

Sl AP

T T 4 = b= VERIIK T B ORI I

BRPREHBREE 1 mg & AHIDLEE

TERERE N ER PR SABREE 1 mg 3 ARH] 5 mg % HLARE O 5 L
oAb R ERIED AUChunlE 8 %5 <« Cmax!348% 5
o7z MEADT—%)

R A (CERAREERSE 1mg (X 588) RIIAH 5ngz BEEOR
BELEEDOEYBENI A -5

S TE ik R B gt EN]| ST e

NG A—% (N=22) (N=22) (90%EHHEIX )
Cmax (ng/mL) 42.3 28.7 1.48(1.35,1.62)
AUCq144 (ng-h/mL) 250 231 1.08(1.01,1.16)

BB LA 2 i

MARANZ 3T 2 BRI ERSE O R 1 L

2. BEOEE
RN ICAH 2 SR ARENZICES L &0
Tmaxid. ZEJFEEIC L RCL76MEMEIE L 720 T
A, Cmaxid54% KT L. AUChinld22% X T L
7oo ARHRME BRI G L7 & 202 AR OKE A
Ao, TmaxiT ZBREFIZ AT 12 L, Cmax
0i42%1&T\ AUCO—mfGi32%1&T L 720 Tield ﬁﬂﬁﬁ#‘
 We G A UL T MR G AL L% © 2 2 35,6,
405K V3960 TH Y, AFIZLLrETALNL
o tze? HEADT—%)

*3%k(1

*3k(2

. B

IR AADMERFEATRIZIEE AR L, Mg
A% 5ng/mLA> 55,000ng/mLIZ BN L 72 & & IMEREAT
83BN H27T% M L7z (i vitroD T — % )09 &R
F10mg/ H # %5 L7z & S OMP iR ICAH Y 5 2 R
T, MERBBATHRIIFI0% TH - 720 fEHER A K U
HEEONTRREREE 2 A 9 2 8RG8 1T 5 & A
BEIINTA% TH - 72,7 HEADT— %)

. O

IANTY) A AFEE L TCYP3AL X » TS5 (i
vitroDT— %) Y BRAER ICICIERE L 7o) A A
FHEREORG Lz &, 20 A ARG EISRELE
LT ICHFEEL . oMo T2H# L LT 3/
DIRIBACAR R OBRIR S 7 b > OHIKGIRZ X 5 2 FEOR
BRI T + A7 7720 a) AR &9

HEADF—%)

. Bt

BALEE ICHCIERE L 7o X0 ) A Rk BRI S
L7zk &, %5 L2 EE D R980% 13 3 1o Hkilt S
PREICIZR 5 % 0sHEl S I 7zs B, R OFE IR
AT S e 2o 7202 (HEANDF—%)

. FTiReEREE

BN BT, TART ) A RO I EE R e s
12X ES L, 8 (Child-PughZ#i27 9 AA), H&
¥ (Child-Pugh%y#i 2~ 5 ZB) K " (Child-Pugh
7 9 AC) ORFHERERE % A 3 2 B (2R H] 10ng
ZHEEOHG L7 X OAUCkE. RO IEH
TWERE DOFNEN 1665, 3.31%. 3.6/ Tdh - 7.0

FHENDF— %)
INBIZBWT, TAT Y A ZDOFEYBYREI RT3 5 I
REREE O BTG STV v,

. BREEEE

[EHE Bl 0 7 — & % o TR HIERY B RE AT % 52
LR, 7LT7F=027) 75 A (25~178mL/
min) EARF O FOEE 7)) T T A (CL/F) 12
WL CHEEBEREEZRITS W EATRE SNz
EADTF—%)

. EEE COEYERE

ETHEEH O T — ¥ % A TR F Y B RE AT % 5

L 7o dEH, AEEE (27855 ) 1ZARFIDOCL/FIox L

THELRPEZ MITE LW EAURIE I N/zW
FHENDF— %)

. MNERTOEMENRE

ANRBOREETEREALEE LA D L2 Bl 2 A
H (3~17m) WIAH G Lok &, RIS/
D oG (1.5~14.6mg/m?) &I b7 7k (0.5
~20.8ng/nL) DMIZHELLFIBERIRO HN/-Z &
Mo, ARIZBITL 70T T 2 ATEEERIZ AL
THIINS 5 & L AURIR S 7z HEANDT— %)
MR T ETREETTERALRE L S TAD AR SAEEH

(2~578%) (7 74 = F— NG Lz &,
LA S 72 ) OF G TRIE(L L 720 b T 7
3. SRR 2ULE) o/NRICHARTERFGE (12
Rl DM S, KRS O
7T T AIEEREO N EERKE L) BWI &
AIRIE S 7z

(E& PR BX #&]

. BEBRMEMREREEZNRE L S THAERIRBER

HEk (BEZ2E80 R0 ETER SN -ZEGHRE
BEAER)
AZF =T NIEV T 7 2 =TI X BTHRETHITL 72
MO EMIREEE 2 R ICEELRHREORET
TT TR L L CARH10mg % 225 IR 1258 H 4%
D?&%‘%?ﬁ") f:o
AREH106 (H AR NBEE248 % & MRS I
HMMBOREA395.9%) A=) o AR (27260) ik
T REE (13861) |ZMEMEAEIAT ) S, FEEFHIM
TH H CTd 2 7 o L (R EFAfA% RS 0 ) 52 12 D < dgd
AN (PFS; pgefif) (X, =0 2 284,017
H. 792K R¥EL.87T» ATHY., 7T REEL LKL
IO L ABETHERPFSOLENED L7z (N
F— N 0.30. 95%EHEXH 0.22~0.40 ; MSKCCY)
Ay xR E LizREia 7 v 7B p<0.001)
(%5 2 AT D 7 — % 1 20074E10H 1y b4 7)



100%
80%
Z 60%
E
2
€ 0%
&
20%
0%
T T T T T T
0 2 4 6 8 10 12
at risk# Time (months)
R (x H) 0 2 4 6 8 10 12
TNOYLR 272 132 a7 8 2 0 0
T 138 32 4 1 0 0 0

AL P REGIMEEBOHE ICE S EBEBELEFHBO
Kaplan-Meierpfi#g

2. ERENSBEBEEEENRE L LEREHR
(1) BEER>BEEREENR L L AL NEERERER

KBk (X280 /-HR18H»ETCEREShAZET
RIEBEKER) ©

YIBEARE itli%?&@ﬂfﬂﬂﬁw U ES B (R
LI AR <) 2RSS ﬁiﬁ?&fﬁ(i‘@ﬁ‘ﬁﬁT“(“f? +
R % kAR & L“CZI—‘%'JlOmg%%EEH#% LLFEHDOW
TN — 5 CHEBROHES %175 72

G106 (HARNBRELWB 2 &8) R Na ) LR
e (20761) Ux 7T LR (20361) 12 MEEAET
ANz FEFHMMEHE Th 2 RBEEEMOH 2123
S PEFSIZ, =T ) A A#ELL.04 . 75 2 R#E
4607 HTHY, 7S REEEL L O 2 A8
THELRPFSOEENHO SN/ (O — FH 0.35.
95% 1 HE X 1] 0.27~0.45 : BB #E O A & K CWHO
Performance Status% @ & L z@5 0 75 > 7 MiE

p<0.001).
(et EYRATIF 7 — & 2 20104E 2 71 v M4 7)
100% 4 INIF— FI =035
95% XN (027, 045)
- ¥ Kaplan-Meier s 4
M IR0 AR 1045
: 4607 A
\4
= 60% Fy EOpfii <0001
P v =
14 .
2 Y
g 0% v
& -
20%
LAS W
-
0% v
0 L6 8 10 12 14 16 18 2 2 24 2% 8 3
Time (months)
at risk#

M (»H) 0 2 4 6 8 10
LAWY LA 207 189 153 126 114 80
TIEHE 203 177 98 K9 52 24

ﬁgﬁﬁlﬁ&mw*ﬂﬁtzﬁﬁ(#ié
HLE - MEEAMREEEEEXNRE L ZETIHEE
BEHRERRR (BXA2a0H MR »ETEHESH
- ZEERIEERHR) ©
ﬁw+/4br@ﬁ®ﬂﬁﬁﬁﬁﬁ»%/4Fﬁ@ﬁ
2 BE3E T B AT WER DS 22 v THALAE S & TR 3SR
&3 2 @A b B OUIBRARE £ 72 13RO MR N 5
WEE BT 2 RICEBRLFREEOH T T IR
B S L CARHIIOmg % Z2iEIE D L I3 EBROWT
N — S CH ARG 217572,
AEP30261 (HARNERLIB % &) AT NTY AR
FEO(20561) iz 7T v REE (O76)) (2 HEEAEAEIRT
SNTze FEFHMTE H CTd 5 7 b L] (R EF %R o
HEIZED (PFSIE, = Na ) A ZX#11.01v A, 75
LR3Iy ATHY, TILRELILKL =T
AABECTHERPFSOEREDSBO S (0N — Kb
0.48. 95%1Z#EIX [ 0.35~0.67: Y~ NAZF T F

TV X BRNGHROE M, FIEIEEIRAL. K VWHO
Performance Status% @ & L/7-@Hla 75 > 7 ME
p<0.001) o

(AR ERRATIE 7 — & - 20144110 1 v b4+ 7)

12 14 16 18 20 22
49 36 28 21 10 6 2 0 0 0
6 7 4 3 2 1 1 1 1 0

E4F B DKaplan-Meier

24 2 28 30

5.

S FIE=048
95%{RHIXI (035, 067)

f w0 ;
g N Kaplan-Meier 1 fi
. . TNEY LA 1107 A
4
s © E 3915 1§
50 .
1 y . @5Ia 7 7 > 2 #5EDpfi = <0001
30
S 20 4 ma iJ nUJ DL

S0 | —=— oy sm)
0 ] e 7‘7 K (97H)
S — T T T T T T T
0 5 4 6 & 10 1 15 18 21 24 27 30
Time (Months)
it risk%
i ( 0 46 8 10 12 15 18 21 24 27 30
LA 205 168 145 124 101 81 65 52 2 10 3 0 0
77K 97 65 39 30 2.4 2 17 15 1 6 5 1 0

IR REGTFAEEEAOHEICE DS EEELEFHHEO
Kaplan-Meierf#&

. BFETRIEBEORRRIEREEZNRE LS

IHERERERRAR (BEAE2E80 R4 ETE
S hi-—E5HRIEEER) 7
ERMGMEASHERZIEHCTL POy — L XIE7F A b
V= VAZIRPUME O BT EAT Y O d iR o B AR R FLIE
BEEZWNRIZ, TXFE A2V OHTTT IR %
xHIREE L L CARKIOmg % £214 128 AR 1% 5% 17 - 72,
ART72461 (HARN10661 % & i) ASTNT 1) 2 AR (485
B XAx7 TR (23960) |ZEEMER BT Sz,
FEFMIEH T 2 GBRFEEMOH E 12D { PFS
&, T A 2E6.930 . 752 RE2.83 AT
HO, TITELRBELLELIZNOD) AAETHEER
PFSOILEAGED S 17z (N — FIb 0.43. 95% 151
X[ 0.35~0.54 ; At 3 2 B oA &
OCWIEIEROFIEZ BT & LzEhla 77 v 7k
% p<0.0001) o
(PR D 7= — % 20114E 2 HA1 v b4+ 7)

SN — FH =043 Kaplan-Meier®*{13t
95 %R [035,054] - A
7

it
®
=

% (485)
- TIEF (23961)

Probability (%) of
s
5

= & 2

..........

Time (weeks)

at risl

. FEEMEREAEAE IS FMSIE Y >/ NIRE B AR E

() 0 6 12 18 24 30 36 42 48 54 60 66 72 78
o) AZ 48 398 294 212 144 18 75 51 34 18 8 3 3 0

JIeA 239 177 109 70 3% 26 16 14 9 4 3 1 0 0
ARRBEEEMOHEICE D < g EFHRE OKaplan-Meier
HhiR

FIREHIE H T 5 2AEFHH (0S5 mdefE) X, =
N A ARES0.98% A, 7T KEE26.55% Th o
72 ONF— R 0.89, 95%fEHAXH0.73~1.10 ; P4
WIRIE I B B O B O o A 55 TE
PIRT-& L7z@Ria 75 v 7 BisE p=0.1426) o
(OSOFBHIFENTED T — %+ 20134E10H /1 v M+ 7)

[t 3ok i}
EHEEY BEENRE L -EIHERERBRR
B (Bxzs50 RN »ETRBE I EZ_EE5H#HH
B Y

VR ALE SIS ) > SR AR AE (21 ) B %
Scen E OB EMIRIEEE 2RI, I8 RE
RPHETE L L CARAN Omg & BE (21 H RO 5- 247 0 72,
ARH1186 (HARNERZIB % &) AT Nu) A AR
(7961) ik 77 KRB (396) (A ETT S
7;0 AEHEO R YLEIX31.0 (EEFH - 18.0~61.0) @ TdH >
T2o FHEEMMIE H Td 2 BIE A IETIE 63 5 2%
K\, T A AR41.8%. TTEREO%TH .
TR L TZRT ) AAETHEILES -
7o (AL OBERFHEE I T A AEFH O
A2 X Y ERIL L 72Cochran-Mantel-Haenszel ® 1F
fERRE p<0.0001) 0
#3) M SPEY) > IR 5 BERE (A ) T I 5 M O e U AR
ﬁﬁﬁ‘l‘ﬂiﬁi(t (5 EXRTEMaME finiEsE &3t
RELUFBRAR

(1) BEMERLEICH S EXTERRMERRESRE £33

REUAFETHBHERAR (B TERSQ/ZEM
FEE B FER)
ﬁﬁ'ﬁ PEREALAE (2 PE 5 B AT BRI A I 2 k5
« RE (BIREHES. Omg/m?o> 1 H 1 LR H %S 1
E }‘ F 7 ME L 5 ~15ng/mL % HAZ %55 & FH)
% [ — BN RO G- L7 (B 5= #iPH1.25~17 .5mg/H ) o



ARt =R T ) A AN S, SFlo
fiE1311.0 (§fipH @ 3 ~34) W Thorz, EUFHMIHHE
O AT EH R 2 AN AR O i KR 2L O R AR LI,
N—= 274 I IEhRE]l.74 (FEPH : 0.49~14.23)
e TdHo72DIxt Ly 6 7 F B SIEhgE0 . 93 (i B -
0.31~7.98) cw*TH 1. HHEMET0.80 (#iPH : 0.06~
6.25) c®D A B A /NERD S vz (il Wilcoxon
signed rank#5E p<0.001) o

Hk (2) FEEIMERLEICH S EXTEMRMEERRESRE 23

*% 6.

RELUEFDHEBHERRR (HER100ETERSO
E_EERIERER) Y (B88)
MR LAE 12 PE ) B 1 enbl Lo BT E MM E
MRS E 2 0 RIS, 7T b RERREE L CHRR
BedE 1 mg™ (BAG &4 Sng/me/ B, I b 5 7§85
Zl5E L 5 ~15ng/mL%& B IZ¥ 5= 2 R ET) & Al
BICHE AR OHG %17 - 72 (5= 1 ~22ng/H),
ARNLTBIAS =T ) 5 AR (T861) JIx 7 T 1 R (39
B0) IRV A ST Sz FERO AP YLEIX9 .5 (FEF -
0.8~26.6) MTHo7co FEFMEHNTH DL ERT
EURAE M S AR (29 2 BRI, N1 ) A RTE
34.6%. 77EREORTHY., 7T RELILETL
TIAREY) AAFETHBEICE» o7z (IEALIREO R
FFEERMEILC AP ARBHOF I X ) BRI L
7zCochran-Mantel-Haenszel® IE#EME p<0.0001) o
E4) RS lngk 7 74 = b= VEEDOSEYFHREICRI L
Tik [BEwEhE] omHSE
H5) RAOAKGE S N-BBHEE. 3.0mg/m>THh 5. [HE
R OH#] OmEBH
AL ICHE D TAPARSRIEREEHREL

FETHERERRR (X280 HRBHETE
WS h-—SERIEEHR) Y (52%)

MCADPAEOEF I HIC L S 2HEM FoL Y
A 2 T4 T SEVEIIHIRD R AT S A2 A B PERE AL AE
WZBE ) CTAD AR ISTE BEEXNRIZ, TILR%E
MRS LT, 1~ 3HEOMTADLAEDOB AT T,
T 74 = N —VoriksE? % 4R & CYP3A4 X IZPgpih
EH OB O A M5 L2 (05 K TCYP3A4
X FPepiF B A Ot Hd Y - 9.0mg/m’/ H. 105 LI 118

A CCYP3A4 I PapiBE Al OPEH S D °8.0mg/m2/ H

185 DL I TCYP3AAX 13PepF A o Bl & 1 -
5.0mg/m?/ H. 105% Kl TCYP3A43 13 Pgp it #l o fif
7% L 1 6.0mg/m®/ H, 10#% D\ _F187% & i TCYP3A4
N FPgpiFa o P A% L :5.0mg/m/ H, 18 L. ET
CYP3A4X 1ZPgpiE#l O bt 7% L : 3.0mg/m®/H)™ T
WAL, Dgidmp T 7iEE 2 ELIK NS 7
FETIE3~7ng/nl, & b J 78 TIZ9 ~15ng/ul% H
BECEGEZMHE L2, 77142 =)ok
7L REEARICHEDRI RS 217>/ (R 5EH
KNI 7BE2 ~l4ng/H, BT 7HE 2 ~32mg/H),
Gat36661 (HARNEHISB A &) AT A AR
(b5 78 11760, = b5 78 13061 Lid 7o ¢
AR (Q1960) VRS EIAH T S e, EdRo T gL E
1310.1 (&fipH : 2.2~56.3) % CTdh o 72 FEEMEH
T&H 550%Responder rate (TAMNAFRTFIEDOFEI
HEAIN— 25 4 ¥ H550% LB L7480l
A) 1F, TR A AT TEET28.2%., T 7R
T40.0%. 77 £ REETI5.1%THY)., 77 KBEL
HEL T FhoINa) AABTOEEICE» - 72
(R AL EE O 4RI £ 0 B RIE L 72Cochran-Mantel-
Haenszel D 1IEAEME, I~ T 7 #p=0.008, & N J 7%
p<0.001),
1 6) AFERTILEEYE R AR 5 N5 FEIEIL, FETEREITG
Z &) Z ORI — KL Th D LR S
NDEEERE, T_XTRGRIEL A LTI L E LT,

H7) ARBRCHH ST 74 = b= VagHdRt T 74 =
b — VEEDAE RS EIIR SN TR,

HE8) ARADAKEIN BB HEIE. 3.0ng/m*TH D, [
EROCHE] 0ESHE

H9) ARAIOHMESE SN D B -5 7L, 5 ~15ng/mL
Thbo, HERUHEICEES 2 EOER) OH
ZH

[ % & 2]
. iESER

In vitroiBRIZB W T, RO ) ARk PR -
B 2 PR R M M R O BB & B L 7.0 F 72, i
ivoIRERIZB VT, T A AlFe bEGHAOE
BIERAE L 72~ 7 A% [RIEBRBH~ 7 A% KO
[ RIEBEA T v o0 OIEEEGE % B L 72,

. MEHEBEEER

In vitroiRERIZ BT, AT ) 2 AL A Rz 345 K
T (VEGF) K OHE SRR MESF MmN Fic kb e

Mk

o
L2 -

o

M E RN B2 A O ¥l & TR L 72" 72, T
) A X ESI D & OVEGE A % [HE L 72.% In
vivoRIRIZBWT, TARTOY A ALYy AR TR
L72VEGF& A F ¥ ¥ N—NOMAEH £ % [HE L 72,2
B16/BL6 2 7/ — < fifax MM L 72~ A28
W, AT Y A RIREERAL K OHEAL E AL o JE 5 1fiL
TR 2 A ST ®

. TSCEIZFXRIBEYY AT B1EH

IARUY A A, AEETERELAE O R K@ (=1 & 2
5 1T % Tuberous sclerosis (7SC) #fnT 09 b,
TSCIME{ET % MM CRIBS ¥/~ ADEFH
BriLk L., N0 VERES6 2T S 8729 F 72,
IARIY) LA, TSC2EET 2T R TRIASE
<A THR SN D BIERIEK & P L 7z

. {ER%RF

AT LA, MAA L2 7 4) THLHFKBP
(FK506 binding protein) 1212454 L 7z.® =X )
A A EFKBPL2OHE &KLY ¥ - AL F = FF—
PTHormTORE BINMICIHET L EE 2 5N TWD,
mTORIE. p70S6% F— ¥ [ M4E-BP1% V) v Eifb %
LI E o TERABESR T HE L. Mlgoki, i
T ST 5,

IO A ARG SN Y 29 K UHEES v
39 DIERG 2BV Tp70S6F F— ¥ A HE S, =X
O AAZHRGESNEET v N OERIZB W T4E-
BP1D ) ¥ FALASIHE S 41725

(F#hE 2 CBEd 2 EMEFAIEIR]

0/\/0H

a1 A Z (Everolimus)
(1R,9S,12S,15R,16E,18R,19R ,21R, 23S, 24E,
26E,28E,30S,32S,35R)-1,18-Dihydroxy-12-
{(A1R)-2-[(1S,3R ,4R)-4-(2-hydroxyethoxy)
-3-methoxycyclohexyl]-1-methylethylf
-19,30-dimethoxy-15,17,21,23,29,35-hexamethyl-
11,36-dioxa—4-azatricyclo[30. 3. 1. 0]
hexatriaconta-16,24,26,28-tetraene-2,3,10,14,20-
pentaone

CSKHSSNoM

= - 958.22

K EHB~REGROH KT, =% 7 —)b (99.5) 12
IR <L KIIEE A BT RV,

o [ 3B % 4]

Fan ) A7 EHEI 2 gD B EYICE/RT S L

(=2 %]

77 4= b—JUEE2.5mg 305 (Wi 7V I =7 APTP)

77 4= b—JLEE5mg

308 (W 7V 2 = APTP)

1)

2

N>

3)
4)

[ Z 3 i#k]
Okamoto,I.et al. : Jpn.J.Clin.Oncol.40(1) ,17,2010
(CERJ00122)
PR - ER R R R BR O (M2302545%)
(20190281)
FEPVEHR 77 4 = b —VEE B mg & A ERSEDE AR
[EE (CERU00066)

AR - R ERSE Lmgl 77 4 = b — IV EE 5 mgDH
HNAFTRALZEY) 74 (X211338%) (CERU00076)
HPEE  AFoRE (21203850 (CERU00025)
PSR - PHI-TX1) A A QIR 2 B B T
(CERU00005)
Kovarik,J.M.et al. : Clin.Pharmacol. Ther.
70(5) ,425,2001 (CERMO00127]
AR - In vitrof il (CERU00026)



9)

10)

11)
12)

%3%13)

14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)

25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
33)
39)
40)
41)

42)
43)

44)
45)
46)

2 DWW OME [CERU00006)
R © R B B REREAT (CERU00027)
AEROREG (M230455%)
TR - BRI R B RRBR ORISR (2240785%)
(CERU00055)
AR - ERS L F R AR ORISR (Y2301545%)
(20190283)
FOV) (CERU00029)
Missiaglia,E.et al. : J.Clin.Oncol. 28(2) ,245,2010
HEBONMIALIE) (CERU00056)
FEPVERL - In vitroBEBEGEIIGWER (7o~ % — Xl
TERERE © In vivolE IS EEENHIER (BB M AR)
(CERU00032)
PrE
) In vivolBREIEREINHIVER (e A9
i
(CERU00035)
FEPEES
TR In vivol BB PNEIE N (8 _F R EKB-
(CERU00038)
FEERE I vivo BB HEAMEIE (B Caki- Ll
H$EBONAMIRE) (CERU00057]
PR © I vivolEISIETHIEIEN (= A ba s s K
(CERM00998)
Boulay, A .et al.
LR - In vivolEEE AN ER (N B8 GH3HN
(CERU00042]
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W (TTP) BOER (/RG> IS I B P v i
B, BB E . FER 2 B T 5) Hom
RN REEDR S L bbb I ED D D,

1111 g RSR FEEMR%. HEX) (0.6%)
BEIZE 7B E SN TV 5,

11.1.12 fEREBE (0.1% Km)

11.1.13 LEREFE (9.9% : LBHLEE TOHE)

B OBIEE BV T, LERIEEI bR
ZEND D, [8.THH]

11.1.14 SM¥E (1.0%). EREOHEE (2.1%) X
HE HEARY)

[8.8%:H]

11.1.15 FHERRRAE (0.1%A:i) . REPFRARMAREE (0.2
%)

11.1.16 SUMEMFIRESEAERE (HEAH)

SR ZHELT 9 A NP IR e, (KRR EAE. MO F A
PEMTZ L O MR XA RS20 b A1
3G a2 Rk L, B REEIT) 2 L,

1.2 2O OEIERA

B%LLE  [19%~5%Kih | 1%k | BUEART
K O eI
VSR - - - i
R
5 T T LR
BT (FA K
. AT T VD
A - lmmEAr| -
= = L Hh. 5
R v
> Hn)

B Mg L IRERAE KA ) Y Al
(16.0%) . S\ 5 PR IR I
RFRY|HaL AT JiE -

YARREE | 10— L .

ANE)

) FIfE
e EOLT . )
MR - Tl - -
P TRk WA
Wk | - _
HEmRE

TH G WGIE, |B . LA
BBk CE Sl 2 -

e

i
1 1
e
FER| WA RE. R B
i w . ki
RO EFE L T | T I R
T - W, S |We
b %
HER I =
RUEa| - -
i
BROR| _ mm s 7| -
B F= B
= R [ 2 R
KOS -
R
P ¥ R T B B
&
* €O SHLTER

) LRSS T O

E

14. BREDEE

14.1 FEFIZFEFOEE
PTPAHDOEHIZPTPY — M 258 H L TR
LHXO¥ETLZ L, PTPY— boEMICL Y, 18
WHLA SR ER AR L. HIZEmEle B I L
THEFE 55 OTE L GIEL T2 L H 5,

15. ZOMOEE

15.2 FEERAREBRICE D 15
7 v b ez ERER T, 0.5me/kgll b
D= THEOTREIZEEN RO b /z1Eh, 5mg/
kg (GHREOHIAN) THTEBRE. B8k
Ol 7 A b A7 0 VEREFEA L. ZIUIHE-o
THEORIBRVIKT Lz, 2o opr RIIAKREIZ &
5 BRI A A 5 7zo

16. EMENEE

16.1 MehiRE

16.1.1 BEEOHRE
TR HE R A 240012 AFKI0 . 5~4mg % HAR CHARE O S- L 72
& & Al R G A LIRE I TR il BE LD L 72,
IR, KHE (0.5mglt Ulmg) TIXHIAM O
fEr—% (EEBRREUEOM) P hhrol/zoR T
E o205, 2meik G TIE38.5 5. 8KE. 4mgfk
WECIE34. 92 7RI CTH VL 1ZIZFE UMEE R L7z, Y
BENT A= FIZUTFTOEBY THY ., #£58 & Cmaxk
CAUCOBIRIEFIEE AR LY (HRAD T =%, 5H
Jitk  LC/MSH)

S
X
K
#+
=]
b
8
T
¥
0.01 . N —
0 12 24 36 48 60 72 84 96 108 120 132 144
REREER (BRE)
ARH DY B HE KA OTE G5
NG R—% 0.5mg 1mg 2mg 4mg
Trmax (he) 0.8 1.0 1.0 0.8
(0.5~1.0)[(0.5~1.0)|(0.5~1.0)[(0.5~1.5)
Cmax 5.2+1.6| 9.3+2.0 | 18.3+4.8|33.2%6.9
(ng/mL)
Cmax/Dose | 1 3.3 3] 93420 | 9.2+2.4| 8.3+1.7
(ng/mL/mg)
AUCO*(
(ng - he/mL) 20£14 | 47+17 | 117449 | 186+33
AUCo-+/Dose
(ng - h/mlymg)| 4027 | 4717 59+24 | 47%8

[RBAENFHEHERIRE S LT, LBITIX].5mg (i
3mgE T). BEMTIIL.5mg. M TIZ2megTdH 5.]
(Tmax(dH e (FEPH) . MU T =SD)

16.1.2 REZEOHRS

LREOEBMEEICRAEZ Y 70AR) vOo~v (70T
<Y a yEFIE L L IZ1H2E S L 22 A oS e
X, 4HH F CIoEEREBICELE L, iR E o B
WGt OBEHEED2~3ETH ) . TmaxidFH51~2
RIS S L7z, B, DBIEEEICARF0. 75mg i O
1.5mg% $5 L7452, 3K 16 H H ORI OEH
IRFESEMBIRE NS A —F IZUTOEBY) ThHo 7z, BigR
L7 %8 L T, Cmax®IZZ NN ok 5= THI0K
U#520ng/mL. AUCT*I1Z#80% N160ng - hr/mL. *
72PTF (¥—2-1 7 7iEZEH) 13580% & &iE L Tw»
7259 (EANOT— %, Gk ELISAH) .



- A% 0.75mg/ Al A% 1.5mg/Inl,
i L2 LF 20l 5

w7 2% A0 3#AH 64HH 25HH 37AH 648 H
%L 22 23 20 20 20 14
Cmin®

4.7£2.64.9+3.04.5£2.4 10.0+4.3 10.2£5.2 9.8+5.6
(ng/mL)
Tmax (hr) 2 (1~5) 2 (1~5) 2 (1~5) 2 (1~5) 2 (0~5) 2 (1~5)

Cmax™ 109438 0.9+4.3 105448 199+8.6 13.6+6.8 218+124
(ng/mL)

AUCT 79+30 82+43 80%39 15963 158%60 164=87
(ng-hr/mL)

Cave™ 6 6495693667433 133553 13.125.0 13.7£7.2
(ng/mL)

PTF (%) 89%36 7740 9667 77%35 70+40 85%32

(Tmaxid el (FEF) . ML 74 £SD)
16.1.3 RIEEOHRS
(1) FHBEBEEE Y 70AR) O 70T LY
a Y BH (CsA) & & B ITARAI . 5mg/H % BlgsHE L L
T1H2[\%5- L. KFIOFGiMh b7 7i#E (C0) %3~
Bng/mLIZHERF T 5 & ) I G R 2 Lz & ol -
TTREIUTOEBY TH-72Y (HRANDT—% ., 4
# )i LC/MS/MSH) o

. | 5 7 ik
R (R R LT
3H 3.442+1.2880 (n=60)
7H 4.711%1.4692 (n=60)
14H 5.113+1.2745 (n=57)
17 5.155+1.3885 (n=57)
24 5.450+1.8292 (n=57)
3% A 5.349+1.4998 (n=55)
49 J 5.380%1.2988 (n=55)
67 A 5.497 +1.5206 (n=55)
75 A 5.295+1.7832 (n=55)
94 1 4.897+1.1407 (n=54)
127 H 5.050+1.3027 (n=53)

(2) HHEBMEZICY 7 OAR) O, 70T LY
3 VA E L L ICARRIL. 5mg/ H & BAG R L LC1H2M
G L-BokS 1y HHOEEIRERYEE $F 4 —
LT LB H T, Cmaxidfldng/mL. AUCTIZH
90ng - hr/mL. F72PTF (¥—2-1J 7iMELEs) 134
120% CTH - 722 (HRADTFT =%, 58l : LC/MS/
MSE) o

KA OIEY BYE/XT A — 5

AF10.75mg/[l, 1H2E#5

17 HH
%L 11
Cmin* (ng/mL) 4.31%1.25
Tmax (hr) 2 (1~2)
Cmax® (ng/mL) 13.5%£3.5
AUCt (ng - hr/mL) 90.7+17.7
Cavg® (ng/mL) 7.56+1.47
PTF (%) 123+32

(Tmaxi& el (1601) . T =SD)
16.1.4 REEEORE
() FPRIFBHEHICS 7 00 AR L & b MRS
ARAI2me/ A BRI & L LRI L, ARIOF
k5 TIIE (CO) %3~Sng/mLISHERF 3 £ 3 135 B
R L7 & & O b5 7 RIEREL T O & 5 Tdyo 7210
(HAAROGHEADT— 5, PHik | LO/MS/MSH).
AR REHT%) L ™

SFI Ml + R (R
534 4.2+2.20 (n=121)
635 4.2+1.94 (n=132)
27 /1 4.6+1.86 (n=132)
37 A 4.9%+2.10 (n=134)
49 F 5.1+2.46 (n=131)
6% H 5.0+2.13 (n=124)
94 1 5.0+2.18 (n=121)
127 H 5.1%x2.12 (n=118)

Q) FHAMRFRHES Iy 70 A AL E L IZAKI2mg/
HA G HE S LCLH2MHES L 2O BA6 » A %O %E
FARREEYBIHE/ NS X — F 1ZL T D & B 1) T, Cmaxidfy
15ng/mL. AUCt3#100ng - hr/mL. F7:PTF (K—2
-7 7 EEEE) 1389110% TH - 72,

KA DEYRE S5 X — 5 AHI1.0mg/ A, 1H2[a$%5-

6» JH
Bl% 9
Cmin* (ng/mL) 6.30+1.98
Tmax (hr) 1 (1~8)
Cmax® (ng/mL) 15.2+4.11
AUCt* (ng -+ hr/mL) 101+18.9
Cavg® (ng/mL) 8.42+1.58
PTF (%) 111+47.2

(Tmax(FH il (FEPH) . MU Tl +SD)

B N O RS 1% -5 o0 Il Fp 1 Z ELISA ;. LC/MS
%8 5 WVIZLC/MS/MSH: TllE L7zo 7238, 3~32ng/
mL O {8 FE i BR C L 2 ClE L 7R R I EE T
Ho720 (ARASFIRLOHNEANIGIO T — 5 . A
LC/MS/MS#) o

16.2 TRYX
BB E A F0.25~25mg CRECIR G- L7z &, K
FlO M AR G- R~ 2B T — 2 1 E L7z F 720
KRR OMAERE X, 0.25~15mg? A F I TIld Ik
BILCHIML 22 (HEADT— 4 ),

16.2.1 BEEOHE
RHN & BRI EEIRAICIRA T %2 & AHlOCmax L Y
AUCIEZEERER G- & H_ENZ160% I 16 %K T L 72,
NG FFRANBICHZ B720, KAORBIZEETIZ
ZEERED VTN —EDFEMT TIT ) LEDXH 212 (JHE
ANDOT—=%). [7.15H]

16.3 2%
KA O IMERFFTH (5~5,000ng/mL o FiFH T 1 i 124K
S 5) 1327~83% T o 720 B AL O O
FERERE S 12 BT 2 M E AR EFIIHNTA% TH ) |
BRMEZICBIT A ERMOGHER (Vz/F) 13342+
107LCH o 72108 (HEADT— %),

16.4 X35
AFNEFE L TCYPIAMIZ Lo TR SN D (n vitroDT
— %), BERMEEICUCER L 720 A A% BEHR
Beh Lok &, 2RO A AFFTISREAE LTl
WAHTEL . 2O E2 A & LT3 oKiRibE RO
BURT 27 b 2 OISR X B2HOBBRER 7 + 27 7
F N ) A ERPBIE SN BHEADT— %),

16.5 Bttt
YU AARY Y EEE LT L ERARE I HEHERAR
HaHEG Lz 2A, BUEDIZE AL (80%) I
FAFCHE S, RHRICIE S (5%) AHEES
720 BB SRR OFEAME P RE RIS N 2o
729 (HEADTFT—5),

16.6 HENEREHT 2EE

16.6.1 BHEeEEEE
BT B 2 BAEBROEAEREE (Clerean #iH |
11~107mL/min) (&, AH O BREIZEEE RITS 4
Ho 72 (HEADT—%),

16.6.2 ATiREREEEE
rh&ERE o R (Child-Pugh/b3H 2 5 AB) #H$ 5%
BESHIZ BT 2 AHOFAUCIE. B ASHI DY
AUCL W b 2f5&E Do 72 AUCIE. IIIEE Y VE ViR
o7 ubor Uy e EOMBER L, MiET VT
IVEELrEAOMBEER L, Y IVE Y >2mg/dL. 7
OOy URFH>1.3INR ez 2IERE) L7 v
73 v <3.5g/dLIZF NS T AT IE. RH O AUCH
BN LD b &< A2 AP RD SN (EADT
— %) EEOIHRERZE (Child-Pugh%$H 2 7 AC) O
EEIHGET LT v, REOAUCIIH T 5 8 1ddh
EEONTHERERESE L MEP TN ETHL EEZBEND,
[7.5. 9.3 ]

16.6.3 /NE2ZE
BREEZICBWT, BEOER (1~165%). AEmE
(0.49~1.92m?) R UMEE (11~77kg) IZHBIL T, AH)



DOCL/FSEARMIZHINL 72 EHIREDOCL/FIX10.2+
3.0L/hr/m*Td Y . JHRFEHIZ30 £ 11 TH o 7Y
NEANDTFT—%5),

16.6.4 =&
16~70 D EBAEZ 2B VT, FERBINEE ) AH O
BOZVT Iy AOKTIE, 1EH7200.33% /NS 0o
728 (EADT—4),

16.7 EMHEEIER

16.7.1 > 70X KY >
R NI2B1 2 x5 L LT, AF2mge ¥ 70 AKRY) O
~Aruxr<Y a yHl (CsA) 175mg# HlnlfEH S
L72& A, BHIOHAE G2 AR TERFDOAUCIE168
% (FiPA46%~365%). Cmax!382% (FiPH25% ~158%)
BimLzY GHEAOT7T—%4),

KA DOIEWBEEINT A —F ENEE Y CsABEH
Tmax (hr) 1.0 (0.5~1.0) | 1.0 (0.6~2.5)
Cmax (ng/mL) 11.6+3.3 20.5+3.5
AUC (ng - hr/mL) 74+26 19347
Tz (hr) 25.2%8.2 29.0£4.6

(Tmaxid i (FEFH) . BIXFHME +SD)
YIUAR) oA TN a YERFIO%E LR
WO G% % TV A HEFHTE AR Z 246 % K512, 7
F X R, AHF0.75mg. 2.5mgXiE7.5mg# 1 H 1[E28 H [ pf:
MG L8 &, Y70 ARY v OEYEIRE I 5 AH]
BEHOREREEBIA LN D720 GHEADT—5),

27 uARY [ #5510 B #5280 A 510 B [#5280 B
Ll INEEE T o | AAI0.5mg| M
i Ay | CoAMA | CoAB |

N 13 15 | _| 15 15 |
Tmax™ ()| (; 07 5)| (1.0~1.6) (1.0~3.7)| (1.0~1.6)
Crmin™ 119+48 19+27 |1.08| 12655 | 118=41 |1.02
(ng/mL)
Cmax™ 1y jooeasg | 1203317 | 1.17| 949201 | 1.210+186 |1.31
(ng/mL)
Cavg” 06+88 | 3563 |120| 310£38 | 36872 |1.19
(ng/mL)
AUC 300841060 | 4,496+752 | 1.20 | 3,716+691 | 4,419+861 | 1.19
(ng-hr/mL)
PTF (%) | 324250 | 310443 |0.99| 280=112| 301239 |1.21
vy aAK) [#510 H %5280 B F510 B #5280 H
v O F B oo | AFI2 5mg| It oo |AFI7 5mg| Tt
ig‘/\f’:])(_y CSA—[FME ﬁ?ﬂi CSAleﬁ‘l ﬁ_}ﬂ

N 15 15 | _ | 15 15 |
Tmax™ (b)) 1.7 5| (1.0<3.1) (1.0~1.5)| (1.0~2.0)
Cmin® 1240 | 187+21 |140| 14530 | 16768 |1.12
(ng/mL)
Cmax™ 12274180 | 1,705+260 | 1.41 |1,2742475 1528309 |1.98
(ng/mL)
Cavg™ 300460 | 496%55 | 1.26| 303+89 | 453+118 |1.17
(ng/mL)
AUC 4,783+723 | 5,046+660 | 1.26 | 4715+1063 | 5.437£1.420 | 1.17
(ng-hr/mL)
PTF (%) | 25+4l | 305226 |L12| 280%8 | 312¢90 |1.16

KBS NBBHEIZIHE L LT, LB TIEL . 5mg (i
3mg¥ T). BB TIX].5mg. B TII2mgTdH 5.]
(Tmaxixhdefii (FEFH) . L F4E £SD)
IS 1HE (CsAHM) 10 25280 H (RAIBEH)
DIHERT,

PLEX ) ARAE Y 7028 > o REIHR%RED S
T UARY Y EROEAE, AR ORNEERILL/2
~1/BIZBATEBENDEDH DL, LoT, Y7 IAE)
OMEEELT L8612 RAEOMERGPLETH
HeEZLNDL, [7.4, 8.25H]
16.7.2 HMG-CoAETBIRMEH (SiEMERS)

TEFE N & R RICAHK 2mg & 7 S IV/NA Y F »20mg X iE
KH|2mgk 7T NA Y F 2 20mgk WA fEARS Lk &
(B1201) . AH T O Z A5 D HEFH 0 S B HE 2 [ R A 12
BEERFBIRD SN D o720 BHEADF—5),
16.7.3 270U LZR

MEFR B R R ESBI 2 0t R & L, AH3mg/ H L EHESEO
Fruayax FG5HMA~100H) & 25WIEEE Lz
ya) AA FESIHE~37 A 1IHHE L) BEES)
PG Lo & REOBMM L BTy 20
NADIYEREICEAX otz T2, WE LY S

_6_

T AALBA LS EORFOEYTIRE L, EikRD
Fora) AREBHLE XL RIZRBETH -2 (FHE
ANDOT—=%)o TNOEOMRLY ., KENXS 701) AZAD
EYBEIIZLALREET, £/ 70 A AOHRHE
EAFKIOFEYFREICKS BB L EVWEFZ BN,

16.8 Z DAt
16.8.1 BEE L SMIEIERIC. EEERRBER L OBRF
(LIsHE)

FBLORLE S £ G ARH 2 1.5mg/H (20961)) & 2\
(¥3mg/H (21161) TlH2MHG L7z & & OBIER6 7 H
B OARF OF3Md ~ 7 79 (CO) 1, ERTHERS
A7 ARG BSOS B OS I RG> D JEBLE 2 B L T
720 BEADT =5 ),

ES IR SNk
~ 7 7 (CO)
(ng/mL)

=3.5(3.6~5.3|5.4~7.3|7.4~10.2|10.3~21.8

PRI A SIS 1

e 6o

69% 80% 85% 85%

/AR A

(<75,000/mm?) | % 5% 6% 8% 9%

(BH#%iE)

(1) BRELAMERRERVUEESRERE L OMG
BB RAELE (606]) %x%ic. AHI1.5mg/H % H
IS L L CLH2EHRS- L. KHloFHmd b5 7 g
(CO) #3~8ng/mLICHEFFT % & 9 1 G= 2 0E L7z,
BAitc12n AMAR 2 &5 L L 2ok5s (hJefE)
1£1.48~1.50mg/ H OHPACHERL L. AHFOFHif b 5
TR (CO) 3. 12& AE3~8ng/mLIZT >y hu— L&
Nizo SEIIMA & T 7 & HHRE B L2 ERCHERS
N2 MWEMEOS, JREH 7L T7F =, malL &
T U= )VIIE . AV IS B K OFER0E bR % O S8 B3R
TR 2 B IR ST W» e n? (HAADT—%),

(2) BEE L 2MIERRERVEEEREEE L OBF
HHLEBALEE 2 0 RICAA L MigH=]L . 5mg/H (H
T b T 7 EE3~8ng/mL. 27761) & %\ id3mg/H
(B ~ 5 7#8E6~12ng/mL. 279%1) T1H2#5-
L7z EoBMEL2, ABRORKOFSIN, ~ 5 71
(CO) 1. IHFEA T L /- EMCRERR S 7 2 OIS
RER/ 7V TF =i, EabA7a—)viidE,. 8l
BN L ORI (b R D SE BRI L T e (B
EADT—%),

AFIL.5mg/ H )L U'3mg/ H#ED
BREIRAT 53

FAOTHIT L 57 . [

B (C0) (ng/mL) | <3 | 370|678 |8712) =12
S A %

CRERL R o | sow | 5% | 8% | o1%

S (o

T Tyl 7 | 4w | o | 5% | oz
o e 7 T LI | 6% | 64 | 7% | 8%
Al A (n=529) | 57% | 28% | 28% | 38% | 64%
BRI (n=513) | 0% | 7% | 11% | 13% | 20%

(FF#51E)

(1) BEELAMERRERUOEEERREEL OBR
ARIFRALES (14260) 2 A 512, A#12me/H % BIGGH
& LCLH2MEER S L. AFOFHId b7 73 (CO)
#3~8ng/mLIZHER§ A £ O IS =2 P L2, B
%127 ARMARK 245 L2 L 2 o%58 (hdufil) 132.00
~2.50mg/ H OGP CTHR L. RAIOFIs b 5 7 5
(CO) &, 1TE AE3~8ng/mLICT > Pa— L&/, F
Wi b7 7 LB A E L AR TR S L E
EMS. REH 7L T7F= U, malL A7 u—)u
JiE L BTG IS L O FEA B PRI O 58 BLER |2 BTREE 72 1
BEERED SN THARWY (ERAROCHEADT—5 ),

(2 BEELAaMERRERVEEEREEE L OBERF
FHBERTREAI AR (24561) % % RIZARH % 2mg/ H C1H2[A
BGBtG L. RAIOFIh 7 7 (C0) *3~8ng/
mLICHERE 2 £ ) ICRSREZHET L2 & EoBE12,




AHEoOXRKOFih b7 7iE (CO) (k. (2L A L3
~8ng/mLIZa >y ba—VENTEY ., HEXEL AR
THER S N BMIEMEUS, JREH, 7 LT F= VI &
IV AT U= )VIIE, BIEERAS B CRERE I RGO 58
BRI EIZEO ST Wn? (HEADTF— %),

17. ERPREIE

17.1 BEHHRVORLM(CET 25

(LF1E)

17.1.1 BHE DR (B253:5)
FHOBRHEZ 2SR LeAREB TR, EiEEy s
ZAR) oA s )Y a EE] (CsA) RUEIE
R ARV ) & BRI L 22 ARH (58 Hi L. 5mg/ H
O3mg/H) OFMER OZeE, HiERECsA L BtH
L7z7%F 47 (AZA) 1~3mg/kg/H & L L 72,
ISHLTA#EIZ X 2 7 L — F3AD Lo 24 K6, AT
BREEL G A 0 ) BEIEM UG . B GEEAE . JETCdsE
BB D % 2 WAFHIE H 067 H 05 B4 4
SEHIE R & L7z,

FRHMTE H 258 (B2537# %)

A ([5E | A# (B2
A&E1.5mg/ | FI&E3.0mg/ | AZA+1EiE
H) +iEidEsr | H) +iEdEs | =CsAHE pfii
CsAH CsA%f (n=214)
(n=209) (n=211)
WA 0081
©r F) 76 (36.4%) |57 (27.0%) |100 (46.7%)|<0.001
0.037
R THERE &
n7r7L— 8 0.003*
3A (ISHLT)|58 (27.8%) |40 (19.0%) | 89 (41.6%)|<0.001°
Yo &riE 0.032¢
il S
LT R TR
Eg%iﬁ% 14 6.7%) | 11 (5.2%) | 16 (7.5%)| n.s.
HEE
B e 4 (1.9%) | 8 (3.8%)] 6 (28%)] n.s
T 13 (6.2%) | 14 (6.6%) | 12 (5.6%)| n.s.
JBERAANGE 0 0 1 (0.5%)| n.s.

a: AH (EEME]L. 5meg/H) +E#EmCsARFvs. AZA+E#E R
CsAE, b A¥| (FEMES.Omg/H) +HE#ERECsATEvs. AZA+
PR CsARE. ¢ @ AF (EEMHEL. 5mg/H) +iEdERCsARE
vs A (FEA®3.0mg/H) +EH#ERCsATE (ZMEIC L 20t
%, p=0.05). n.s. : not significant

B Yr7uAR) YoOHEE, kT 7EE (CO)
UL O HAZHB PN E 2 X ) ISR L7z 0 1~48
250~400ng/mL. 1~6% H : 200~350ng/mL. 7~24%
H :100~300ng/mLo
FEREOIF N7 7 (CO) 2N OERITIRT .

Y7 UARY Yol b7 7iEE (C0) Ol (B253HER)

HHO TraAR) yolh b7 7iEE (C0) (ng/mL)
HEHE R CsATE HEHE R CsATE

1AH 220120 n=167 226+132 n=167

17 HH 270119 n=163 255+111 n=159

67 H H 201+109 n=112 185+87 n=115
12 AHH 16684 n=99 14870 n=94
24 HH 15092 n=65 13755 n=58

(I ~ 7 7 B L34l + SD)
F/o, MEZ L7F = ER OSBRI, AZA+HEHE
ECSABOBEE L) b AF Z I HERECSA L IFH L7 8E
DI WEMEZR LI, TOFRPSL, KA 70 AR
VLo CHFE SN L EHE AT 2 2 LAURIEE
ND, ZOEBE, 70K vy a2RET A LICK
STHETHEEZZONLH, Y7 OAK) »olfidf b
7 7R (CO) AR D3% HRNZ175ng/mL% T [H % 55
A 67 H1212135ng/mL% T 0 2 354 f U6 % H iU
100ng/mL% T[] % 85 & O.LBAEEE O KA D512 0
WTIERONT— 7 Lan,
BIVE I ZEBUBE S 13 A# L. 5meiET69.9% (146/20941)
B UAFHI3mglET73.0% (154/21161) Toh -7z (244 H
DOEED . ERFEWER X, AHIL. 5mght Tl [ MmERRE A iE
4280 (20.1%) . EFRIMAELSH] (8.6%) . M/MRIRAMEL6

Bl (7.7%). ERREEREL6H] (7.7%). AHI3mgh TH
MERIEAREALB (19.4% )« /INGEAE2961 (13.7%)
ERRIMAE2461 (11.4%) TH o7,

(B1#iE)

17.1.2 EREMHEHE (A120255%)
FHEBHEL 2N RE LZARRBETIE, BEY 2702
R)roxA4rar< )y a %K (CsA) EBFH L7
AFK] (PG M &L 5mg/H . BELMA b7 7 #%E3~8ng/
mLA MRS 2 L) 1 Gm 2 ) ORI R OE e
., H#ERERCSAL LI 72 /) —VIRET = F )L
(MMF) 2g/H&ERER L7 BTN OEIERE RV
EVHIBONT ) X~ T H R JT I U TR L7z,
EHE AT L AERCIERE S - AR RO (S2ETBanffo7
I X D). BAEE B, ETSULBRR A RE O 22
LHAFHIEE GhRA ) OBMELI2, HBEOFHE
A FEEHMEEE & L7z,

KAHIGIE B 24 (A1202358%)

AH) (BtAH 1 34 y
1.5mg/H) +#i MMFT*,%S%CSM#
CsABE (n=61) n=
n (%)
R 127 ) 7 (11.5) 7 (11.5)
Gl AE LERT
TR S 7 AR 3 (4.9 5 (8.2)
s
LN BEH 0 (0.0) 0 (0.0)
T 0 (0.0) 0 (0.0)
BRI RE 4 (6.6) 2 (3.3)

B, CSADH®EIE, Y7 u XK Yol s T 7R
(CO) ASLAT o HEEHIPNZINE 2 & 5 \ZFET L7z BAfAD
H~1#H :100~200ng/mL. 2~3% H : 75~150ng/mL.
4~5% H : 50~100ng/mL. 6% F VLK : 25~50ng/mLo
LB~ 7 7 (CO) 2 FoRIIRTY,
TrUARY) Ol T 7iEE (CO) Rttt (A1202585%)

AH O | vraAR) ol b T 7#EE (CO) (ng/mL).

e 5- 1 AH) (BAfEME]L. bmg/H) +ifiCs AR
LAH 247.5 (107~512) n=59

17 AH 191.0 ( 90~450) n=55

37 HH 130.0 ( 57~301) n=54

6» AH 104.5 ( 43~221) n=54

9% HH 73.0 ( 0~146) n=53

125 AH 63.0 ( 0~145) n=52

BRI SS BB EE 1. ARFIHETI5.1% (58/61%1) TH -
72 (127 A% . E2EIEHIE. SIRIMLAE26(] (42.6
%) SMHEEZE18H1 (29.5%) . F&E N OV INLE 451351
(21.3%) THo7z
17.1.3 @SB MR (A2309:58)

B RBEEEZ R E LARRB TR, HEY 0
R)ro<xA4r7ar< )y a Y85 (CsA) EBFH L7
AF] (=L 5mg/H (BEEIMF b7 7% #E3~8ng/
mLZHEFFT 5 &9 1 Gm i) KOG ®E3me/H
(HiEifdh b5 7 E6~12ng/mLE HiF 5 £ 5 125
W) OFERIREEY . EiERCSA LB L
7e3a7x /= NVEEF MU AESE (Myfortic © EINAR
ARE) 1.44g/HERB L 720 BTG EIB L &L
EVHRIROND) X~ T R i )T HE U TR L 72

FERFERE B X EANRER (A1202388%) SRALETH D,

K AHTE H 2 (A23097305#%)

ARH) (B | AH (BAG Myfortict
#1.5me/H)| 3me/H) | i) o
+HiECsARE | +HECsARE "‘<n:277)
(n=277) (n=279)
n (%)
BEATS 125 H)| 75 (27.1) | 60 (21.5) 70 (25.3)
BREELERT
MERR S - AavkdE| 48 (17.3) | 38 (13.6) | 50 (18.1)
FEHHE BEA 13 (4.7) 13 (4.7) 9 (3.2)
A 8 (2.9) 9 (3.2) 6 (2.2)
BRI AANRE 12 (4.3) 6 (2.2) 9 (3.2)

Y7 UARY YOl T 7 (CO) o BRI E
WaER (Al20285%) LRLTH %,



EREoIfH b 7 7iE (CO) #LLTORIIRTH,
Ly aAR) Yol b 7iE (C0) O (A230055)

S0 Ty uAR) yolft s T 7iEE (C0) (ng/mL)
?Qggﬂ g 7&%” (ﬁﬁ ﬁWEI 5mg/ [[) $f§” (Fﬁﬁﬁm%Bmg/ D)
+iE CsARE +if i CsARE

1 H 185.0 (13~571) n=265 | 179.0 (20~596) n=266
17 HH | 161.5 (32~705) n=244 | 162.0 (25~887) n=245
3x HH | 110.0 (25~469) n=221 | 112.0 (25~808) n=218
6» HH 75.0 (12~502) n=200 74.5 (24~241) n=188
9% HH 48.3 (20~136) n=196 43.0 (19~274) n=192
12» AH| 45.5 (11~350) n=191 43.5 (20~176) n=180

N AECIE S C 1))
BIVEM S BUEE 12 . AHI1 . 5mgET70.4% (193/274%1)
Te OARFI3mghET76.3% (212/27861) Tdh -7z (247 J
OFRH . ERFEWERIZ. AH Sme#ETldmaIL AT
—VIMAEL4. 6% (40/274B1) . NEEEEEL4.2% (39/274
Bl) . EPRIMAELS.9% (38/274%1) . AHKI3mgh: Tl
MAEL6.9% (47/278%1) . 2L A7 0 — ) VI%ELS.5%
(43/27861) . R EHELL.9% (33/278%1) TH -7z,

(FF#%4E)

17.1.4 EBEE£EFEIHERR (H2307R5)
HERFREZE 2R e LARBTIR, BEy 2700
DA EPEH LA (BGH®2.0mg/H. BEEMmF - Z
T3 ~8ng/mLA MEFFT A L ) IS RERAE) OF
SR O e E, Ry s 0 AR LE L, &
BARANIBAESRGAD SIS 2 G L7z TN LRI
BARVECHIROMME, N2 ¥~ 7 % Rk ki
CCHH L. MMFO#% G- 3BHHEGEE TE Lz, B
B L AMCHERR S N BEIEM S (Banffo740 412 &
). BHEITEEHL, B0 0 7% 2 BATHIEE GhEAR+
53) OFAEL2» A#OFERA % TEEHEE & L7z,

HERME H 24 (H23073080)

A (BAG =

2.0mg/H) +jia sy 7 0 A AR

' A=DINS - (n=142)

(n=142)
n (%)
SIEAYG (127 H) 7 (4.9) 8 (5.6)

HEREELERT
RS N-ENIE 3(2.1) 5 (3.5)
il SO
TSR BEAE 0 (0) 0 (0)
T 4 (2.8) 3 (2.1)

B, o) AZA0 I, ¥ 70) AADIF b T
T (CO) LU o HEHIPHIZINE 2 X 9 \ZFE L7z,
Al » A LI @ 3~b5ng/mL.

EBolif s 7 7iEE (C0) #UToRIIRTO,
yruy) AAQIMR NI 7iE (CO) oitlfiitE (H2307#5k)
Fo0) NADIF b T TR
(CO) (ng/mL). A#| (BItsH &
2.0mg/H) +#EY 7 1) 4 AHE

6.3 (1.0~21.3) n=125

FERI 1% D FE B 1

S5 HE (REIO#E5 2 51EH)

22 HH 4.8 (1.9~13.0) n=131
3»J1H 5.2 (1.3~11.3) n=133
6 HH 4.6 (0.7~12.5) n=126
9 HH 4.0 (1.0~10.2) n=122
12»HH 4.3 (0.1~10.1) n=121

(M ™ 7 R rh el (FERH))
FIE I S BUBEEE 1E . H AR NGB % & & KA T57.0%
(81/14261) TH-7z (12» BADER) . ERBIEMIL.
P BRI A REL2H (8.5%) . BlRILAEL2E (8.5%). w5
L A7 = VIELOF (7.0%) TH-o7z,

17.1.5 B EMHEEER (H2304:K5%)
IR R EE 20t R & L2 ARRBETIZ, ey 270y
DA LG L72AH (BiGH =2, 0mg/H. BEIMH ~ 5
7R3 ~8ng/mLAEMEFFT S & O IR EATE) Of
MR O e E ., EiERE Y 20 AR EE L, &
BAFNIBA L4 5P 5% MG L7z, Wi dalE R
B ARVE 2 H L OMME % EHBER € o 2% U CEH
L. MMFO¥ 53 M4 E ¢ & Lz, E8 % FMH
AR R R R 3 BR (H2307380) LML TH 5,

HAHE H 285 (H2304305%)

ES NGRS
2.0mg/H) +ms 7 |y 7 0) A AR
SR § (n=243)
(n=245)
2xH | 2420 | 122 | 249
n (%)
RA A5 16 (6.5) | 24 (9.8) | 23 (9.5) |29 (11.9)
B BB
THER SN2 7 (2.9 |11 (4.5 | 17 (7.0) | 18 (7.4)
PR S
FERHTBERG 6 24| 967D 302 72.9
e 9 (3.7 |12 4.9 | 6 (2.5) | 10 (4.1)

B, AH (BIBHE2 Omg/H) +HES 70 4 A%
TOY 70 AADQIF b T 7iE (CO) o HEZHHIZ
AR AR R SR (H2307385%) SR TH 5,
FEoIF ~ 7 7RE (CO) *FORITIRT?Y,

yrua) AAQIMH bT 7R (CO) DitilFahe (H2304735%)

Z ) AADINH kT 7 EE

FEHHT% O FE IR o (CO) (ng/mL). #AHl (Bl =

2.0mg/H) +iEs 7 1) 4 A%
SHHE (RFlOFEG7»5H1HH) 8.2 (1.7~26.5) n=184
27 AH 5.7 (2.0~28.0) n=186
3»HH 5.2 (1.2~18.7) n=186
6» 7 H 4.8 (2.0~15.1) n=160
9% HH 4.8 (1.9~16.1) n=151
124 H H 4.5 (0.8~10.6) n=135
187 HH 4.4 (1.0~10.8) n=127
245 1 H 3.8 (0.7~15.3) n=109

(frp b 7 7 EE e (ERH) )
RV SEBUEE L, AHIBETT0.6% (173/24561) Ta -
7z (245 Ho%G o E4RIEE, HImEkik e 2261
(9.0%) @ IMLE21% (8.6%). wARIMIELSH] (7.3%).
BEAA1861 (7.3%) T o7,

18. EExhIKIP

18.1 fERHRF

18.1.1 FKBP12IZ#E A L 725,

18.1.2 In vitrolZ BT, mTORIZFE % 21T Hp70S6F F
—EiEM bR HE LY, Fo, ANO) ARG LT
v POFKRILY) > 7 SEROPT0S6F F-— LI MK T L7277,

18.1.3 IL-2/2 U'IL-1512 & % & hCDARGMETHIfL O HE5E, TL-6
KAEH 72~ 7 ABAIEANA 7)) F—< RO B, 7 2R
MF 2 & 2 7 2 M8 T8 5 il o Bl & 2 v 2 Ui L
tzs,zsilo

18.2 In vitroSe N HI{E

18.2.1 ¥ AR FOREGY »/3BKL (MLR) % &
L. FEFEPUEIC X0 58 X2 THU o Bl & ) L 722,

18.2.2 Trinitrophenyl-lipopolysaccharide. N-2,4-
dinitrophenyl-f-Ala-Gly-Gly-AECM-Ficoll . I° & 7 Y 7R flL
Bk (SRBC) (29 %~ 7 ABMIFLO Sei SIS & 0 L 7220,

18.3 /n vivosiZim{E R

18.3.1 7 v MEEMAOFA N — P o g T A &
DI L7 WA s E RS ()~ SEIOREIR)
L 725

18.3.2 SRBCHE~ 7 Z |2 B\ THISRBCHUMA E AE BAlIE
WA L 222 /0. AUEBIIF Y 7 F v & 5l
L7 =27 4 WA B\ THURAT O 5% 90 L 720,

18.3.3 7 v MR U =7 A VIV OREFBIEET VIZB W
TR OEENME TR L7225,

18.4 1BMEIEHERCHIRI(ER
Z v b O O SR RBIRFE AL E 75V 12 35\ TR AR
B ORI 2 H) L 723259,

18.5 YV ORKRY > EDHEFEDHR

18.5.1 TNT Y ARETZTOARY YOBHICEY, v
AOMLRAFIAYIZ FHE S 7z,

18.5.2 7 v M ORFEFMLOBIEET IV, Ty M RUT =
7 AV ORBEMBHE T VIZBWT, TANT) AAL Y
7 AR) OFFRICE Y BhER ARG OER &AL
S 7 AR UG OUEEVE ISR RATTRO & 73759,



18.6 BRIEEMHIER

IO AR, 7y PEBIRASV - VBEETV, T
ZRBIRPTCAE T )V, v HFHEHIRAT >~ b ETIVIC
B THAE PR A 2 3 L 722570,

19. AR ICET 2E{EZEME

— 4 R
AR LA (Everolimus)

==
(1R,9S,12S,15R 16E,18R,19R ,21R 23S, 24E , 26E ,
28E,30S,32S,35R)-1,18-Dihydroxy-12- { (1R)-2-[ (1S,
3R ,4R)-4-(2-hydroxyethoxy)-3-methoxycyclohexyl]
-1-methylethyl} ~19,30-dimethoxy-15,17,21,23,29,35-
hexamethyl-11, 36-dioxa-4-azatricyclo[30.3.1.0"]
hexatriaconta-16,24,26,28-tetraene-2,3,10,14,20-
pentaone

53K
CssHssNO1s

o
958.22

LERIN
HE~REOORET, =% =)V (99.5) [ZETRT
L KIZIBEAEBIT RV,

AL

CHs
CHs ¢~

20. MFVEDEE
R BRE #5720, PTPREOE TRETHZ Lo

21, ARREM
R A 7 EHETE 2 e B EYICHEET 52 Lo
COTBHEIC 5 (T B 14 RIE DI
EINTOBRBIZER SN TB 5T, BEEmO THRO
TWBHZ EMpn, BUENGER, —ERDERIZRE T— 4
RSN D T TOMIL, SAEBIZ 3R BRI AE 2
FEfiT H 2 XD AFEHEZ OB RIEHEILET 2
LE B RHNOREMERENIECET 27— 4 & 5.1
[ZUEEL . AR OBIEMHICVELRBEEHLL 2 L.

2. AE
(B —5F 1 51 §80.25mg)

60%E [10%¢ (WifEi 7 VI =7 APTP) x6]
(H—F 1 B> 50.5mg)

608t [10%E (M7 )V 2 =7 LPTP) X6]
(Y—F 1 5 >$20.75mg)

60%E (1088 (Wi 7 VI =7 APTP) x6]
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— FLAC B 5 HE 5
Bk - RIRIRE oYy LREE 874291
DR « 34F 0

I E

7 ’ \ IJ l l z ﬁ'] m g ARES 22600AMX00763000

e
0 . ARE B A 20144E 12
AARERS Rapalimus® Tablets 1mg = i

) EE-EMEOMTEIC LTz L

I e
11 AFI, AR GRS B+ 5 K £ D
DHLETHEATHI L,

1.2 RFD/EICKY . MEEMEENEHONTSE
Y, BBV TERTICE =HIARE S TL
Do BREICERL TIXBB, MPREEE, RHEEFDHEK
FEIRISEBT HE BT, BREMRUVRSRIEEH
BICHACTIREZRET 6 &, £z, BEMNRD
SNFHBICIFTBEUNGREEZTI LB, B5H#
BORAEICOVWTEEICRET S &, BH. DR
1239 HMECTIREDRMEICER L TIX, ZHLOF
BHEEHEBICEATFBEERT S &, [7.2.
8.1. 9. 1.1, 1. 1. 15 1]]

1.3 FRVAILRAEY YT DEETIE, FF DR SHRH
PICHERIAMNILADBESRILEEL, FTAEAMLE
CICESMREMNLNH D, AFIDREHMMF IES
BT®RIZ, EHMICHEEREZTOAE. FXRY
A NLADBEEFEHICOBIROCERDORRIEET S
&, [8.2.9.1.3. 11.1. 28]

2. BRROBHIZIBELLENI &)
2.1 AFIORKAY XiE > a U A AR UEEoE oA

Bod 5 BHE
2.2 R XATIR L TV D ATREE D & B & [9.4, 9.5
%]

23 U F R LRV L [10.1 3R]

4. HEEXITHR
OV v/ \IRE i REE
OTRDHEAM VINERE
DonNERE () URESFR) U UAREEE. T
NLJR. ) D NEHRERAE

5. FEEXIIBEICEET HFE
(Y UINIRE R EE)

5.1 RBNOMERICH 1= - Tk, JBAEFBHE HEEHERE R
T IEFE MR AR BT A EED U o SIRE
fEJE lymphangioleiomyomatosis (LAM) SZ2WrAiYELE 425
BIEESH SN BT e LT H L,

(RN VIINERE)

5.2 RBNOERCHI= > TiX, HA KT U EBBITHETE

PHiEn-BEENGLTH L,

6. AARUVHEE

Y DR RE R IEIE)
W, RAIEY e ARE LT g 2 1 H m
54 %, 2B, BEORIEICK VBTN 52, 1 H
[E] 4mg ZHE X 72N &

(EERM) VNERSE)
HEE, vr Y ARE LT, RRERED 1. o' 2L EOLE 1T
2mg, 1.0m? RiEOHAIL Img ZBRAAHAEE L, 1 H 1 [H
BO#E95, gL, W b T 7 RESCEEORREIC
FOEBERBEZFHGTLN/.1H 1 E4mg 2B RN L,

1. RERUVAEICEET 2FE
(HheesE)

3. AL - MK 1.1 @R OBEZ IR A 285 LizGa, mhiRE»
3.1 #ARk N3 5 & OWERD D, E L M HREZ R T
HEhEk sy >u A Alng D89 AFOELG R, B5% UFZEEREOWT
(18EH) np—EETHZ L, [16.2%H]
2 LR e
N BHAFuoRay fERELT—X BLTF MEEORBLY 27 BREEINT 5 AlaeEn H 5, ME!
e L Z%T?ygfy‘*yryg ﬁé{gzg FEPREAFEHL U 7235813, ER, BHEEITIG T, M
B ¥T v, ANy baTza—), TOBRZEZBE L, IREIPIETHZ L, [1.2,
LK, Re Ry, RYxFL sy 8.1, 9.1.1, 11. 1. I&R]
21—/)L8000, NV =F L F Y a—) N i
20000, KU AFLTFLL (160) HY A T BTHEA S A K 5 IR - ik oD H %2
¥Fyvrarvry (30) FYa—nu, ®/4 HE R & 50 A 5%
LAV RY v, WL T L MEE BRI CHg TR | B Sk
3.2 HEIDMIK DRFEDOH
& - B BEOEXRE 90 JIE OD i PRAEART™D JERD G ET D £ THRIEL, JiE
ZRODL (AEAE | ROLFEEZRD G ICIIERE
1 - WD) HEREE T 5,
< BLI FEEORAIERT | AROEGEZHIEL, FHAE U
S ERDS (HEAE | THELAWI &, 2L,
JIZRIN KR H Y, BEFR RRLE L, hOBEREOFL
1 i (::) FIEEET D) MWERNERMEE D b Eb 2 &Il
I SNFHAEDR, BEPILHO
B D OG- & T
[ERES #79. Smm b
N B 4. Tmm EamEg»T  BE | 5L
& | #9360mg VAN A AR G
A= — K L B N s A

HID)

[EAVICA ST N



7.3 HEEDL BEOHHERENHHBE T, K5E
BAENLRGT A &, [7.4, 9.3.1, 16.6.15
]

7.4 HER, BIERORBENEDNDHE. RS2
HHERE RS THEAH DO IICYPIAM L IP-HE A
WA AT TR L 0P 2856 %, AR O MR
FEICEBE MET 2 N TRENDEAICIE, AFID
e b 7 AT L, 15ng/mLUNZ B2 L LTH
FEZMEISsZ L, [7.3, 9.3.1, 9.3.2, 10,
10.2, 16.4, 16.6.1, 16. 75 /]

(AT ) VNEERER)

1.5 KA OG- BIthH» S 1~ M Il - 7 B2 H
E L, 15ng/mLLINZHZ E L TR BEEZFAEST5 2
L,

BELEANEER

o

1 EMERRES SRR E D ZERH D) B
oD ENHDHOT, BEBRMARTK O 5 Bth
BIEIUTFTOSICEET AL, F2, BFICHL, &%
Wk, IR PR A D BRI SR S B B b FAITIE,
EHICHAET 2 L OICEET 52 &, Jeds, /NRICK
T D MIERCTIRE D FEHEICEE L ik, W EoF e &
WIRIZ L D AFIEEBETH L, [1.2, 7.2,
9.1.1, 11.1. 1&#]

1 B ERARET

MOEBCTIR A 2 S0 L. Wamk, PEULIRIBE, 8 EE D R

JEROF L O T, 5B A& A B E I W

HT L,

2 B 5Bk

TEIZHERCTR A 2 FEii L, o Bag it Rof %

BEICEET S 2 &, Kk, MRS, FEEE O RR

SERD A B BE T, g, ERELKOEOMOEY:

B 72 SRR 3 B) 70 A ChRA S =B Acid, REE

FRBODBW A BB L, LEITRC CHgRERE (i

JEwEES) [DLCO] | FRSRARFIESE) K ONBINIO MR

ErERTH L,

8.2 AHIOSGEMEERICE v, M@, EE, VAL 2dH
DUNERE U & B B Fn R 0N R BT B
TLHRHREMERH V., BRFRVA NV AX ¥ U T OEH
SIIHBsHUF et D BE I BV CBRIATFR 7 A L A DT
HHALICE DI RN 5D Z LN b5, KEIES
LY HRTANVA, FEESENFIEMELT 2 TREM:
NHDHDT, REEEIZTNL > TR A VA, ik
HEORROG WA FER L, ARG 05 ) 7L & &
LTHL &, AFEG PIRGE OIS T
FodEdo2 &, [1.3, 9.1.2, 9.1.3, 11. 1.2,
11.1.5, 11.1.6&8]

3 ORI G L0 MY oS, B (KR
) EFRBTDHAREMEN S D O T, EIEERE O
WIEETSHZ L, [16.2. 28]

A KEBECLVIREREN DD ZERHDHD
T, ARG BIARITESICIEERE L IR L, 5
BRENZLNHAZ, WY H Y, iy
ZEM L, MEIZ LY @R MAE AR & 5595 7 Ei
YL@ A4TH 2k, [11.1.8&MR]

8.5 AFIFEIZL Y, ABIRBREDRBENNH 5, S
T BRFIZB W TRE XA BRI F] (BEhy)
BHEEINTND DT, MRS EE CTIEAR D&
H&diE L, BRE TIlT oW 2 it 45 =
L, Fio, TOMOFMEFICBWNTY, AIGEBRE
ORBEEE L, PHRIOREIR 25800 5 2 L B2
F LWV, AMBRHCIEBLERZ +oIciTv. BRESRD
NG A IIRIE L, WORLEETTH Z &,

[11.1.9, 15.2. 1Z]

8.6 BARNHLOLNDHZENHDHDT, AHIFGMIMHEE

IEMICIREAZNEL, BENRDLNGEIC

IR R E 4TS 2 L, [11 1. 108 8]

. BEOEEREETHEBICEHT HIE

1 EBBHE - BEREOHLEE

A ICHEREEROSEE
MEMEMRENE, BEkT28Thrnd s, (1.2,
7.2, 8.1, 11.1. 1 B/]

9.1.2 BLEFEHLTLIESE
TN X 0 RYENE LT R ENRH B, [8.2,
11.1.2, 11.1.5, 11.1.6 ]

9.1.3 FRIMNILA FEREDBRERIIBTEEZET HEE
AFN OB 5 R SOL B H-R T H%RIiT. EEIRICITRSRE R
EEITH 2L, TR A N ADFEIEMECOBAESSRER D
HEWCERTH &, BT 28R b5, 72,
HRTANAX Y VT OBHETIE, AAIOERSEFIC
FROANADBEIEMEALZ AT, HFARENGELTIZED
AREMENR B B, [1.3. 8.2, 9.1.2 ]

P aeEE RS

3

3
EEE
BEBZYENLEGTLIZ L, MPERENERTHE
Thnd b, [7.3, 7.4, 16.6. 1 &M ]
9.3.2 $2E (Child-Pugh 4748 Grade A) DiFHEREIEE EE
MAREN EFT28ENNHD, [7.4, 16.6.1 &[]

®
~-

®
~-

[o-)

o=}

© © o

9.4 £iEREEHET HF
TR FTRE 7 PRI I, e G- IR P R O 546 T80 70 <
L 12 K, EURRHTE AT X O EET S 2
[2.2, 9.5 B8]

9.5 1143
TG SUTIENR LW D TREMED & 5 bl #5- L7
WZl, Ty MIBUIAE - BBRBEAICET IRBRICE
W CHEARHELE I B OIR TR B DL T CL WIS, R
RE R OBE L MG Ee o BN, AEAEAR R oW, MRV
EOMRM, WONZFE UTHEE OELIRE R O R o8
MAHEEhTVWD D, [2.2, 9.4 BM]]

9.6 2317
TG EOF MR O HRBOREELZE L, LD
MEEUIPIEERFTT 22 &, B (7> ) TR
AP ~BITT D R BESNTVD,

9.7 /NR
(Y DR ARE FRIESE )
IS IR AR D BHE A2 MR L Lo AR O e & et b
U 7= BRI AR S0 L CTuheuy,
(HAM) VINEKRE)
IRHARER, #HrER, ILIE., (REREHE 0. 6m® A D 5h
W NRE SRR E LA RO REMEZ B L
A7 sy T DA GAYAI AN

9.8 EEE
— R AEBEEENME T LTV 5,
10. #HE1EH

AFNL, APPSR CYPSAM ([C L v &sh, F£7=,
AFNL P-PERAOKETHY . AFIHIED CYP3A4 %0
ET D, CYP3AM UF P-HEEAMED 5 WVIXHEFEH AR
T HHEAEOFFRIZL Y, RFOFEYBREICHE L KT
7, CYP3A4 3L P-PEEAESD 2 W ITHEER 2/ T 5
AN DOV TIE, AL OFEIRITTE 95 U3 Y 3% 3K A & K
I 572 Ea#EE L, CYP3A4 X1 P-BEE A2 MIFE
THANE ORI ATRER RV BEIT D Z &, [7.4, 16.4 %
]

10.1 $fAEZEE (BFELAEWVC L)

RS - HE

BEFF -« fE bR

o Hik B2
DTy (s | e Tk | G iE T
HBEMRLAU I F | UVIF U2 | THEY T F
o, mEBEARL | 75 LRETS | v A BT
WIS T ENE | BERRDED | D & 8 A

RYAT 7 Fo f | THHALRWD | L. Wt

1 BCG %5 L, EHHbT
[2.3 ] AT REME S B
2o
10.2 FAEE (BERICEET S L)

S , i ARAE AR - W -
ol HEE J7iE fEbelE T
T ARY v RAH O f g | AH o EE
HNT T LEGA] | EXN ER T2 | F (CYP3A4 %)
INFTE A BENWRH 5, | B’EAEIND
=NV FRT 256 | B 2 bh
_RFRI WZIE, KA ZW | 5

PLE A BTHILE
Thaty—n | EETDHEL
A4 hFaFy— | i, BEOR
% RN A )
b hatry—n | 8BL, BIER%
RYVary—n | Bic+oEE
£ 5L,

~7 a7 A KR

LRI

T Ap~wA v

Vg
77 Aua~A
L

AR FIFIINR

Tuaxs ) SF

VATV

B — )L

rusr 7 —¥iE

#

U ke

[ e
T LN
[7.4, 16.7.1,




P BUTETR - i
R He B AR T

FLEH ALK | RKEFO ACHK |V RFELOD
e S 27 | 38 fiF. Cuy 2% | CYP3A4 PHESE
AAKRFIW Y hFE | 6. 4fFIC B/ L | ik,

% 7= & DOHEMN
(7.4 B8] 5,

I A D
BEZET=X
V7T Hh
CHHE IR
% 18 (5
L/MWﬁ%ﬁ
o EET
Zu_é:

SHT X UF | RFIO AUC 2 | AR
INURZ2N 21% L5 L=

(7.4 8] L OBREN D
ﬁ%#é%

s
; B
D%
IR
%

(EACECR

R PO o o T R I o

¢
S|% me b & 3¢

TL—T T = m¢ JL—F7 )

Ja—R fﬂkﬂ#é —Y VY a—R

[7.4 5] BEARNH D | BEHE ORH

DT, ARAIRA | BEHE % BLE

RRiXfR Rzl | 52 &1

Bz L, LEZ BN
)

TUVATYy | MERELE O | BEEAT
PHARESR AR | BIEME A R X
T 2 A
ZRAL TV
5 BRF T, I
EEE (B,
Mg, &, WHSA
DHEIRSE) % %%
ETHY AT
NEEDBZ
b s,

77 By AF O MR | Zh s oREHF
Vo7 TF ERKTT 5 | oK # 8%
PLTADAA ZEWHDHOD (CYP3A4 %)

INNR=BE Y | COHHHT LY | FEERICK

T )V EX | ACiEBmE |0 KA O
—L DHEEENE | BEEIND
Tr=h A Btz EE5 | &3 260
[7.4, 16.7.5 & | ZAICORME | 5,
] JiE R R R
a3 O
T HEEITIE,
ARAFN O B
S EE R B |
REND D Z
&%%%#5
ZE,
pe =Rl N ) A%’J@ﬂﬁl#ﬂﬁ% tAra vtk
Y v (St.John’s | ENIK T4 D | U Yoot
Wort, o hVa | BENNS D | #EEFEFHENE
—V R U—RN) & | OT, AKHEE | HIZX 0 ERH
AR RixE A 3o | ORGP ELE
[7.4 5] FRFXFIV VY | ShdEBR
GHEREMEE | bhb,
BLZRWED
HEETLHI L,
11. EEHA
W@MW%#%bbﬂé:k#hé@f Bleix 7
1TV, BESEOONEHEAICIIEEERIET 57 L

@&ME%Mo_

1.1 EXAEER

1111Eﬁﬁﬁ§$<3%@
Sk i%r$<WWx SRAEMRRE S, R MR 2% & 1
5 PAZEME RS 3R | IMARHEIESE) OREBIE T TRV |
HELCHELTIC Eotﬁm#*énfw7[127281
9.1. 1 &M ]

11.1.2 BREAE (63.3%)
ME, BEEDDVIET AN A LD EERRYYE ik
(5.0%) . WiiE (BEEARED), B (0.8%). JREKEYL
(0.8%), BEBR, ke alo~A a s 7V 7Y,

11.

EB (T AKX AL« N—)L) UANVRREG, CWV (A »
AHa oA NNR) Y, B~ LR (W TTRL HEAR
). #IEZ (2.5%) %] BRI TLZ LN
%o [1.3.8.2,9.1.2, 9.1.3, 11.1.5, 11.1. 6 ]

1.3 HIEERE

AN (78.3%). THI (46.7%). Bl (17.5%) ., W&Af
(5.8%) SE23m % TR bbnfw7

.147+747#/—(EV7W

T4 7%~ MEVEIE, WM 5 S O mUE
FISHRHSDONDL LD,

L5 ETESREEAERE (PN (HEERH)

HEATHES B R ERE (PML) A 5bh D Z ENH DD
T, AHI ORI P R OVRIRIE T %I EE OREZ
TCHER L, ERkE \%@r%<ﬁﬁ@ DU fi2 JBRAEE)
B %@f&#b%bnf A%, MRI 1T & 2%
%w&omﬁ%mﬁﬁ%mott% Bhaefik L,
ﬁ@ﬁﬂ%%ﬂﬁ:tcBQ\QLZILLZILL6§
]

1.6 BKOMILREE (BHEAH)

8.2, 9.1.2, 11.1.2, 11. 1.5 /]

LT KRR

RRYMEFZAE (10. 8%) MK (3. 3%) . LEFERRHTEE (2.5%) |
fEAK (0.8%) EndHbd I END DT, HIRSED
HENRBO LA X, LDEX, D= —, i CT
MEEITH & L bl, 52T 57 Sl R E%
1T95Z &,

1.8 IREREE

malLA7Fa—VIIJE (9.2%). & ~Y 7V +EY FiE
(4.2%) . TREBRFIE (4.2%), M= L A7 a—/LHE
(3.3%) . mlRIMAE (2.5%). HEEEH (0.8%) H&4£EL
LAREENH D, [8.4 & M]

1.9 BlSRETR R

AMETRIC B Z RITTAREMENE 2 D, IREAR
(3.3%) KROBAHFHikIC an%@&@ﬁb%%a@
AVSIRIE A B, R . R~ =7 . WA EEERE (V)
?ﬂ%ﬁfT%)%#b%bn%:kﬁbéomﬁ\
15.2.1 &#]

110 BiEE

R(8.3%), x7 m—EREMERE, FROEIME R BRI
WAL, M2 LT F =28 (DT b EARE) %
DobhoZ LRb D, [8.65H]

A1 REREE

SIR (26.7T%), STERRBIE K (22.5%) ., 395 (21.7%) |
FIPHETEZ (4.2%). £ DHIE (3.3%) HFAH LD D
ZEnbh D,

2 zothoEIER



BT

5%LL E 1~5% A 1% A3 R
Y | SRS MR, B | AT
JiE (25.8%) |[#&%e. EBXGA *7‘ BHE R,
L RER Y, A~ | tiREE . H
(15.0%) |/, A | WIESS. JBH
12N é%\ Fill g e %, MERRYE,
NHEAZ K. BEBESE, | BfER, B
Sl %, MEREHAK
VHIE, SE
P, MR,
FhifE, Rk
P ERGEERG
%, MER RS
i i Bk
W - SE. U LSER
U WDAE, A
N\
| BAEEE A Y 7 i | & REE fLE & I
P
¥ | SEW FHRAE, &y | RS, &
| (217%) | &Mk, BREE | RHUR, FOE
| EREMESD | W R AR
EJA RIYMERE =
2 — /N F—
i FEIESE . HRRL | AkNE
e, ERRG
JEE. AR
¥ o B DO SE HHim, B
. HERPK
D+ | T Hif, @,
il NI
ME | ERGEOZR | s, & ERES Bt
% |E Mo, Fs b IR R
(24.2%) |5, Mt 4, KRS
. IR J“ e i
(14.2%) . mBAL A
. Ik (ﬁ
(11.7%)
I (R
%’E 1 PEn
eV
AL | MEJm HAERE, | 38 IR,
B (11.7%)  |Jd. AR, | 0 OSERIE,
RN, O | MEEARTRER, | s, DRE
B, B | AL, Bt Jin, HAEE
mEsE, o . /INEEA MR R
%, T | %, Bk, &
. AR | SRS
Jif
I R R L 5 R 273
K|z 0 SRR [SLNTEN
JE - T, | PE - RER
HF RS, L TR AR AE
fiikiis BE. OTGRCIRME | it JTCH G
., BHImE | BIE. T 05
JERRIE, B2 | MERGB. &IF
., FEOL | FRER, &
'y Wi, BT
Mg, A
. SR
e | Ak RIER ., M vﬁf“ A Fi A
K| EEIE | M. B . B RE
B, K
T\ U e 97
P
. PRAEFEZR I | i fR
R %
AR | RHRIA R | ARREEE, | | S Eimmg, | R
B (15.8%) | AR, ARGE | RIET=H TiE
%, ARWNEE |, PARRE
JiE, JESY W BN
Y. RBLEE
P 1fiL
— | FENE D 9% iE JESS TN %ot
e | (19.2%) A TR SNV
|, FE B, RE, PR
(12.5%) JRMEERE, O
WA, B B
SN N k)
{:’5:7 Pt
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rg‘mL)

M0 L ZRA

40 —

30—

B ER | ImERBOR | 4F H Bk A /RS

A | A ASTHY |4 JREA. |0, REHY
N, ALTHEE | Al-PESID, 1L |40, AmEkE
M. EBER | RV ey | R
b M ~NESE Y

W, CRPEY
. y-GTPHY
. LDL¥EIN

13. BE®KRS

13.1 fER
HME T 150mg & 5% RSN A2 A Ul N 1 Bld 5,

13.2 &
AFNIARBMEDME < . RIMEEESREOEARES RN E
W b, BITERDT LN EEZ BN S,

14 FRLDEE

14.1 EJFIZABEDFEE

14. 1.1 PTPEIEE D IRANZPTPY — F B E Y H L CARA T
HEo¥gEy AL, PIPY— FOBEEIZEY | B
A ERDSEERNE A L, I EF Z L CHERR
MRFEOBEBEREGIVEL IR THZ LMD 5,

15. ZDHh0EE

15.2 JERGRRERERICE D  1E#R

15. 2.1 AFNL, mAEHAE, SRHESERARIEm & OV %
P 2 FRENED & 2 — I O HEFER 1 D PEA: % [
EF 2% (in vitro) O T, AEHEEARBORREMENH
52, [8.5, 11.1.9%M]
15.2.2 =7 A% W75 AR RRER 2 3 T RFHRE R &
ORI R ME (IR OB NS I H 7=, [8. 3B [ ]
15.2.3 T v MZBWT, T2 FXT o U IR
B & EZ BN DG OZER - A T B % 0 A5E
FR~DOBENHERAE CORBETRDODOLNTEY
Eﬁﬁfﬁ)ﬁ%@&%i‘é%ﬁk?&ﬁﬁﬁ%ﬁ@@?%%&b%zhf
WwanY,

15.2. 4 $h# 7 v b W =48 R K ERR O & 53R I
BT, BB TORE RN TR ORER &L
OBHETHCE DOIEEAGED BTN DY,

16. W BYAE

16. 1 1fn i pE

16. 1.1 EFIRIERF DI EhhE
AFl omg/ B CEFEIRIEICH D B AN > SR 7 EE &
#F 10 BHZAH 2mg ZBRBHERS Lz & 2oa2mb R
TACARPREE 1T, % 5% 2.75 BRI i e i 1y
?AwML%ﬁL\ﬁ%*ﬁ%m¥ﬂ4l7ﬁﬁﬁbot

(FEERARE

nr?q 4 |'D :"e.

TEFIRIEIC D D BT, AH 2ng ZBBEHRG LI &0
Al PREKREOHRE (LX) &3EWEIE T X —
2, UFD LB Thol,

Conax toee  tiz CL/F Vo' F Coninma

—— AUC:
(ng/mL) (h) (k) (mL/h/kgl (L/kg) (ng/mL)

(ng-h/mL)

224 27h 477 276 156 a0 82
+ +

% E + + + +

94 073 40 122 il 65 L1

FEErg s AL

16.1.2 M ~5 7 EEOHER

REHFE 0.6 m* LA EO/NREETe#ANE Y v VE R RS
FH 11 FICAH] 52 WMBEE L, il RZE B T 7 5
FEERRE L, BMBAEL LT, AF 1 H 1E Ing (K
FEFE 1. om® RGH) U 2mg (RFE AR 1. om? LLE) Zf%
Afh L, 2ok, BiEMp F T 7H#EE%S 5~16ng/nl &
LT, BE5BEZHEETMELE (RRBEGEIT 1 B 4ng),
A b T 7R, 5 2 7% T Sng/mL B % .
52 % £ CHEMS b T 7B AR L,

F 1 MPREMEN T 7RE
1 2 3 43 | 1238 | 248 | 523
% % % % % %
5.4+1.8/5.6E1.6/5.511.8[7.4£2.0/8.41+2.28.9£3. 3
(1) () [arp) (a1 (s | o i)

S

XN

R

[FE [p. 0£1. 75, 5 1. 6[5. T2 07. 3 1. 5[8. 312, 5/9. 6£3. 4
LOom* | (84 | (8% |@K) | @) | B#) | (74
Lk

R

[HFE 6. 62, 1[5. 82 0f5. 21. 3[7. 613. 6]8. 81. 5| 6.6(2
Lom* | (36D [G#) | GED |G | GH) i)

Al

S AEAER S, 2 B OIS (ng/mL)

16. 2 IR
TR 24 BICASERE M EE & Z2RE I S OV HE I A48 I
ERICHRBIEE L-E A, ERTRERE TIE th
Coax OV AUC 3 ZEHL 32% (19 43) . 65% J TF 23% 4
mu®, GrEATF—%) [7.1 58]

16.3 9%
b bR HIEZ#&R S v U 52D (BEHETER : F
PIE) X, RMERT T 94. 5%, MmMIET 3. 1%, U o%Ek
T 1. 0%, JHRIER T 1. 0% CTh o 7=, 2ifn /M SErix 11. 1
ThH-7-?, (in vitro F—%)
TEHERR A 27 BICAH] 15mg ™ 2 HEKOKRE L &0
A,/ M 106 Th o720, GFEATF—#),

16. 4 3t
AFKNT CYP3A IZ LV IRHICRH &, F7- P-HEEAD
HEETH D, KAOTEELRBIL, CYPIAIZL D 0-it
AFMELIERE L. KBRILICk 2@ TH -T2
11>,1z>0 [7. 4. 10 ;5%]

16.5 it
TEEERR A B MC ik v Y AR HERS Lo L &
DR OFE D ~OPRIL, THEN 2. 2%, 91. 0% T
Hot= W, GHEATF—%)

16.6 BENEREHIT HEH

16.6.1 FFiaefEE B
15 FE PR RE R B2 (Child-Pugh 4y %8 Grade A)13 i,
oy & S TR RE R 9Bk (Chi1d-Pugh 434 Grade B) 545,
PR B R 5 R (Child-Pugh 53%8 Grade C)9 i,
JIFHERETE B4 BR A 27 Bl & /4T, AIKIEH 15mg ™ % L
mIge G Lol &, E, PEE, EEITHERS RS
TIE, B IEE W EBRE & i L T AUCoZ T hEFh
48%., 96%. 210% K L, BT s V7 Z 2 A (CL/F)
IEENZEI 32%.36% .67 %I L.t 1L EH 25%.,
89%. 168%EF L7- 10  (SAEANF—%) [7.3, 7.4,
9.3 2]

16.7 EWMHEEER

16.7.1 YLF7E A .
faEER A 18 Bl ARG 10mg P & DF 7 ¥ L 120mg
ZHBEIOFHEE Lz & & B 5T EASARIED Crp,
Toax L OVAUC 32 L1 43% . 29% K OV 60% 0 L 72203
ARIEIZONTFTELAOEYEEIEEL RIS 2o T
9 (7.4, 10.2ZM8]

16.7.2 NI v
fERERR N 25 BNCAIRIEA] 2mg, 1 B 1 [AEXTRIL
180mg, 1 H 2 MZ KBRS L& &, BMEs Lk
ARKID Cpags tuax S OVAUC24h NZFNF I 134%., 8% M
6% MU, S () XTI )LD Cyay LOVAUCI2h 23
ZFREN 46% KT A8%HANN ., toae 23 24% LT LT 19,
(7.4, 10.2 /]

16.7.3 =V R~ A
fERERR N 24 BN ARIEIEAl 2mg, 1 H 1 ElIE Y R~ A
T2 800mg, 1 H 3[EZXEHAFKE LI-L &, Bk s
L HEARRIRD Cpoy S OV AUC 239 4 51T, toax 1T 40% 5800
L, =V 28943 0D Cuyy toax KO AUC BENZE T
63%. 29% K TN 69% N L 7= 17, [7.4, 10.2 ]

16.7.4 r h=ap >y —
TERERL A 23 BI1lC 4 b 25> — )1 200mg/ H . 10 A RIS
P 5o s AR A bmg ) 2 HEIGEM& G L & &, High
B b L EEARRIED Craxe toax LY AUC B ZNE I 342%
38% LN 990% N L7=A, ARIFiL s hat Yy — oIk
MBI A RE S 2 hv o721, (7.4, 10.2 B

16.7.5 V77w
HEHERA 14~16 BllCY 7 7 > 'S 600mg, 1 H 1K
BEHRGHICAIRH 20mg ) 2 HEEIGFAKREG L&,
B G- & BE_ARIED Crax L OVAUC BENZI T1% LY
82%AE T L7223 tuee (2T 2 BEITZRD SRS 7219,
[7.4, 10.2 /]

16.7.6 > 7 xRy
faEER N 24 12 ARFRSEH] 10mg ™ & 27 1 AR Y > 300mg
(100mg &1 7&)V) ZHEIFFAES Lz & =, HMES5IC
FEARARIED Cpay S OV AUC 23 VLI 512% J DY 148% 38N
L7, A3y 7 o 2R Y v oy dhfelc 284 kT
S0 T, 2 AR 22 Bl 7 1 2R Y 2 300mg
Bi[a]$e 5. 4 RGOS (omg 2 4% 5 L7z & &, Bk 5
& AR D ooy B ONAUC 1T AT 33% B8 L 7= 20, [7. 4,
10. 2 28]

TE) AFNOARAEZ, 1B 1 Ing ((RREHE 1. 0m’ R

O/ X 2mg B S L, K dmg TH 5,

17. BRERRLAR

17.1 BHNERVREHEICET 5HR
(U 2 NIRE B IEE )
17.1.1 EFRARSE DHEERPRGEER (ELEEER)



U VSRS RREE B 89 B (e, BARNEBE 24
Bl Ete) ZRBIC, 7B RBEEL ESBEI
ITREM b RGEABR (MILES 8R) %320 L7, AFIULT T
AR EZEWER UIRBZ DT ORGTROKRST5 2
LU CRKIBIMAHET 2mg/ H) . AFNEEBE1Z, i k
T 7N 5~16ng/ml. OFPHZHERFT 5 & 5 HEME
L7, #5 1 FM0 1 & (FEV,) OEEIEROLEY
THY, KAMEE 77 VAR E ORFHEICB VT, #E
FINCHEBRZENRD B (p<0.0001),

FIVEM X 97.8% (45/46 1)) IZF8HL L 7=, E2RFIEMIX.,
A% 63.0% (29/46 i) . T 56. 5% (26/46 fil) , &
I M OV 43.5% (20/46 1)) . L 41.3% (19/46 1)

ThHotm W,
F1 W5 1EMCBITS FEVEDZ( (mL/A) (ITT
£, 0C)
| BERZE [95%
AFEE | 7T v REE | FEXE] Y
P{[ﬁ b)
NR—ZF A2 | 13574400 | 1378446
9 (ml.) (46) (43)
BH 125 A |1383%£394 | 1272414
#% (mL) (41) (34)
o 19+124 | -134+182
A& (mL) (41) (34)
BEY L/ | 1.1+2.0 |-11.842.0 12.9
[7.3, 18.5]
A) (46) (43) P<0. 0001

SEHE RS (B . B IR HEE I AR RS (BI3%)
a) FERNCHE L7z 2B D 9 HORKKE

b) FehHRE. B (H) . W B G RE L OB AR & BEESR .
R N O A A R R L LImRERET L

17.1.2 ENERKRHAER GEERHER)

BARNY > RS M NESE R 63 61 (21 i) 2 %41z,
% fiiak 3 [FIFEE FRIE B Mk (MLSTS #BR) % 9k L 7=,
AHN & IR SUI BB DT O CRNEET5 2
LU CRAIBIMAHET 2mg/ H) . AFNEEB1Z, i k
T 7N 5~15ng/ml. OFPHZHERFT 5 & 5 HEME
L7z, #5 24O FEV, O X3RO LBV THY | #
&0 B%EHEXMO FIRE L, FHATCERE L irAR R
Z LRV 24 5 ARLEL T,

BIVEMIZ, 100% (63/63 1) IZRHL L7, EREIEMIX.,
F % 88.9% (56/63 i), FMEEAZ 49. 2% (31/63 f)
B D RIE 46. 0% (29/63 1) . F&95 41. 3% (26/63 f31]) |
FHiE 39. 7% (25/63 B) . T 34.9% (22/63 f5l), X9&
BERFE 2% 30.2% (19/63 ) Th -7 9, (GRERK T8

F2 WhE 2EMICBITD FEVEDZ( (mL/H) (FAS

£ )
N—2T | 524 —_— b
. o b & i %
A{ 7 A% =
1794467 1834469 434253 0.7+0.75
0 1 (44) [95% 5 X [ ]
(56) (44) -0.7 ¢c) ~2.2

EEME AR (150 o B A AR (1)

a) JHiFERERR A A S M1 & B <

b) W (H) #EEZR, HBREEZEEHR L LICRGDIRE
FIv

c) HFAMRE L7 & OFFRRA A=-5.3 mL/H

(EERHEY) VNEES)

17.1.3 FMEFEHRAR
UL oERE, ) Vo IERE T T — N DR B 11 Bl &
KIGUIAKI 1 B 1E] Img (KK FE 1. Om®* R45) X% 2mg
(R 1 om* LA L) ZBithE L L, BfEmh b5 >
PR A 5~16ng/mL & LT 52 HHE LT, #&5 52 %%
DIERYRZE DFRNERIT 54.5% T, FATICHEE L= BEE
(5%) Ioxt LABEICE D >T- (P<0.001),
BIVEMIZX, 100% (11/11 ) 12 REL L7, EREIEMIX.
NS 81. 8% (9/1141]) , SYERRE G 4 72. 7% (8/11 ) |
T 45.5% (5/11 i), EXGEREYE 36. 4% (4/11 f1) |
MR, MHEEZE M OB 27.3% (3/11 fB) . KA.
Rz)%z%‘%%ﬂ%ﬁ ko VA R4 18.2% (2/11 fi)
ToH-o727,

F 3 PUCHIEZ B2 O MRT BEHEIC L D
5B 52 ¥ 1 O ARG D FE 5

Bi%k %)

FSEE S 11

CR (5E27%h) 0 0.0

PR (843 28%h) 7 63.6
SD (%) 4 36. 4
PD (#17) 0 0.0
F5h = (CRHPR) 6 54.5
95%CTY [23.4,83. 3]
P fE © <0. 001

# 0 MRT W% CEEADRZ SR L= b O % CR, 20%%#8 % 5 fi/IN %
FLTmHDEPR & LT,

a) b ELYE SRR L72 PR O 1 6IZIEZ N & L CHEER
b) Clopper—Pearson {12 X 0 HiH
o) THURE. AEAKUET 2. 5%

18. EpEHE

18.1 fFE#RF

18. 1.1 RAlX, LAMTH 51 2mTORDIEH By 7215 M4k % FHL

EBFHZ LITL 5T LAWWEIB B ES 7) vis

EABLE L, HAEH DG0/612> & SHA~D 4T & | 4
52 & THIKHEE 2405 L B X BT 52829

1.2 RFNE, WRE B TH 53D PISK/AKT/mTOR & #

BEEEZIEIT 2 2 L Ick > T, VRN

HEHE - WEE IR R . 5 PN R HI Y A 1 o S ERAm ] K

g%%6me@yyﬁmmﬂWﬁ%%ﬁt%zgnt

18.2 AREM R - HIRRIEGE - sHEEDINFIERA

18.2.1 A&, in vitroERIZI VT, LAM B M HEREL
L 7= LAM S35 BRI oo #5023 L 7= 2,

18.2.2 AFNL, ~ 7 A LAMET/VICIB T, il ok
T ON il ZE N A O3k A4 L 7= 29,

18.2. 3 LAM 1% TSC s KIMNE CTiL, VEGF <Cfilikl
HEAGEE, BREKEZR T~ N v 2ARXZ0TaT 7 —
ENINT DA, AANT LAM FIE T TSC s+ KR
JZBIT B VEGF KN~ R w7 AA X7 aTr 7 —ED
BN L7z 220,

18.2.4 AFNL, in vitro RERIZEBW T, b b+ BE M NMILE
NEAMREOEEMETH L U v ENEME, B Y >
REFHBFEBFD Y ENEMEE R~ 7 2O E
PN 2 JER AR e oD 138 578 - i EE A AR LSl L 7=, 72 AN
b b USRI O A & B L7z 22028

18.2.5 A#NZ. in vivoRRBRIZBW T, ==/ a1k L
FARFEETaA L N TV aNy RERIEY v/ N IR
B, < U A MENKIERIERE, ~ v 2 FIRGEL O~ T
AR M RIS A R O BB T T L T, AR &R
Ob LITEERNZES L&, Znbo@EmET LT
Ir BT SRS O FE A2 i L7z, F2, AAT NS
OREGMEO Y N EHESCHE HEEZ IS L

28),29), 30)

18

19. BB ICET 2 EIEFHHMR
—4 v U AA (Sirolimus)
b%4 -
(1R,95,12S, 158, 16£, 188, 198, 21K, 23S, 24E, 26 F,
28F, 308,325, 35K -1,18-Y b K ¥ -12-
{(1R) —2- [(1S53kR 40 -4-t FaFi-3-2 k
v rzantir] -1-AF LTI} -19, 30-
A MF 15,17, 21, 23, 29, 35-~F Y A F)L-
11,36-UAF¥-4-7H ~ U7 v [30.3.1.0%7]
ANFY MU T 3 2-16,24,26,28-T KT -
2,3,10,14,20- XX A
63\%1\4 : 651H79N013
oy fE 914,17
i

HsC

K BEORREEOBRETH D,
AKETHIT LD T 5,
B RLT9C (K1)

21, APBEH
Y U IRE R IEIE)
EANTOESHERABO TRONTWD Z &b, —&
BOIEFNAR DT —Z NER SN D £ TORMIX, 2HEF]
X RICHERAREREZ T 52 LIk, AFIFEH
BHEOERBFREITIET S & Lo, AAlOLREERL D
BRMEICBET 27 — & 2 BHICIEE L, AHI O EfE
ICEREEAH LD Z &,

22. A%
30 & [10 & (PTP) X 3]

23. FEX@EK

D fERNEE: Ty MR- JRIREAICE T 235 (2014 45
7TH 4 H7KFR, WEEEEMIE 2.6.6.6.2)

2) El-Hashemite N, et al.: Cancer Res. 2003; 63(17):
5173-17.



3)&W§H vﬁxﬂhr B
H A& THE R 2.6 65D

4)&W§M 7/%@w T 1 5 AR R
(mME7H4E% $%§Hw24 32@

5) Sanchez CP, et al. Pedlat 2009; 9: 3

6) FEPNEEL : MLSTS at@% Eﬁ TG

7 tENE WW1MLWﬁﬁ%%@+#E

8>ﬁwgu ENSIEORE (201447 B 4 HAZR, B
FEEEMYEEE 5. 3. 3. 1-3)

9)&W§H MmERF DA (201447 A 4 HARR, HiE
BEHMEEE 5. 3. 2.3-1)

10) Zimmerman JJ, et al.:

(20144 TH 4

J Clin Pharmacol. 2008;

48: 285-92

11) Crowe A and Lemaire M. : Pharm Res. 1998; 15(11):
1666-72
) FEPERL R (2014457 H 4 HKGE, WEEERBMEEE
2.5.3.1.2)
) FEPERL PR (2014457 H 4 HKGE. WEEERBMEEE
2.7.6.2.6)

14) Zimmerman JJ, et al.: J Clin Pharmacol. 2005;
45: 1368-72

) FEPNERL “/“/D?‘T‘E.L\ L ORI EAER (2014 47
H4E% AHPURHESE 2.7.6.2.7)
ﬁ:lﬁl(gﬂ' ’\7/\ JVE DR AEIER (2014 4F 7 H

45% FHERMEEE 2.7.6.2.8)

N)ﬁW%H:IUXUv4th®%%mEWﬁ(mM
7T H 4 BRR, RS 2.7.6.2.9)
) HNEE: har Y= oA BELER (2014 4
TH 4 H7KFR, MEFEEMIE 2.7.6.2.10)
) HENEEL: V7 B E ORI AER (2014 4
TH 4 H7KFR, MEEEREME 2.7.6.2.11)

20) #ENEERL: 7 AR L ORI EIER (2014 4F
TH 4 H7KFE, MEFEREME 2.7.6.2.12)

21) McCormack FX, et al.: N Engl J Med. 2011;
364(17): 1595-606

22) Goncharova EA, et al.:
277(34) : 30958-67

23) Goncharova FA, et al.:
31(12): 2484-98

24) Goncharova FA, et al.:
73(3): 778-88

25) Huber S, et al.:
771-7

26) Boscolo E, et al.:

J Biol Chem. 2002;

Mol Cell Biol. 2011;
Mol Pharmacol. 2008;
Kidney International 2007(71):

Angiogenesis. 2015 Apr;

18(2): 151-62.
27) Goncharova EFA, et al.:
4(154) : 154ral34.
28) Zheng N, et al.:
(76)2014; 99-103
29) Boscolo E, et al.:
3491-504
30) Kobayashi S, et al.:
726-33

Sci Transl Med. 2012;
Current Therapeutic Research
J Clin Invest. 2015; 125(9):

Cancer Sci 2007; 98(5) :

24, XHBEBRERUVBELNEDE L
)= T =< EH IR v— o —
T 104-0033  HRTHARH 9 X 87 )111-17-24
7Y —& A ¥ : 0120-003-140

26. HERFTEESF

26. 1 8EBR5E T
J =L T 7 — e At
HORET S X ) 1] 1-17-24

NPC2020XXXX (YERK H)
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Z 30 D AGE (M) 1.8.2 ZhResUIhR, ML O E (8) OBGERML

1.8. 2 EEXEHR. RERUVAE () OHRERRL

RO T 750 LAAFEL mg DYRATSCE (2020 4 7 ASGET, % 8 i) ZHric#E oA H Lz b
T, BRI SCE () OB ZRL# L, AHGEICRLIAE LT () ICTRLE, €0
TS, RERAL A TR LT,

1.8.2.1 e ITHE
1.8.2. 1.1 $hEERIFH R D EHEIRH
4. ZhRE IR
OV > R i e
O FFLOEERIE ) v/ VE AR
U B (Y Ea), U o NEIE, T D, U o VEIRIRIE

(BR EARHL)

KHFEDEIRT — 2 Xy r—U1%, FHIEREE U CTARAISER (NPC-12T §E : 73U A AFE 1
mg) ANz TEEIAPE ) L R BRI 5 NPC-12T (1 U L R) OARNE R OV 2 kst
T 5 Lk 3L [E HE MAHE AT 2865k | (NPC-12T-LM, LA TIMEkER)) <5.3.5.2-1>, ZZEE
& U CARAISER B OFERIA 2 e TERBIEIAE - ) o VRIS T 2o m ) ARDOREMER
OV e 2 BT 2 2 sk SL R FE B Mk ERER ) (SRL-CVA-01, AT TCVA #Bk)) <5.3.5.4-
1 2>0 2 R RAE POICHEE LT,

IMARERCIE, EEHARMEY o NERBABE 3~325 0D 11 6] (B4 6], et 76)) Z xR A
bEAlZ 52 MG L, AR OFNER LM ERE Lz, FEEOWERIZ, U o V& 1 5],

U U NEREIE 9 ], T— 296 LB Th o7z, EEFHMEEB L, FREEZESOHEICL D
5.BRAh 52 % OERIREORF L Uiz, ZOfR, FEFHMBHEB 2B 5 B 8hHIL 54.5%

(95%(EHEIXH] @ 23.4%~83.3%) ToH V., AFINEIGHEY L NERBIZAR TH D Z MRS
Niz, F7=, PT-INR, APTT, 747V /7>, TrF hur v, D-FA~—0OREIZH LT
EFACT DIEFI D vz, TR, #EHRE. N, B 2o ol s . BEHARTTIX
4/11 Bl B 5B AE 52 % CUEXHIER) 1/11 FITIEA LTz, TRBRIIM I i 2 38D 7 B
6 DS H3H (50.0%) IZBWT, EEZROEELZRDT, Kb I ALNTZHEEFRIION
R, WNT, JIERREXR Tﬁ&oﬁﬁ\Lxéﬁﬁwmfkb\ﬁgﬁﬁ%$ﬁ_i%x\
B JE G K VBT R DSFB D DT, BB/ & et E2 R LTz,

CVAREBRCIE, 20lF3 A3l HAT —X vy AT HE LT, EHAMLE - Vo VEREBR
FO~TLED 77 H (551 33 61, 2otk 44 B1]) 2 xPBRIC, ARG L OERIA 4 53~848 H fi#&
5L, RROZEMEROEMMEERT L, 7o, AW EHPHRERETH Y | 2020 4 12 HBIE
HLRBRITETH TH D, REONFIL, U SERE 526 (U EHE 24 1, ) 2 NEEIE
20 fBil, F— A5 6 5], U o NERRRRAE 2 ) . IREIEDS 11 61, BARAE 5 B, RS TIRE A
oI CTholz, ZOFMBE TIL, ARAEER SUTERIF Z 52 WG L1z & EOREDRES)
FX60.9% ThHoTz, TDIHIH, VI EREBOBEITE T 2555044 52 % ORNFEIT




S0 AAEE (M) 1.8.2 ZHEXIIZhE, HEEOHE () O ERIL

50.0% (95%fE#HKM : 23.0%~77.0%) THV ., IMRBROZEFE L RREOFKR TH -T2,
T, MR, 747V 2 DE A —DREFNTKE L TIEFEALT DIEFINFED BT,
HeH2 <R AL TRE, #EBHME. Ap. B, TalE &k 2ootiid, 2hznk
HBRLARTTIX 11/75 BICEE®O b e DIZxt LT, #5552 % CUIHIER) (ZIXF 24 3/46
B, 1/46 BilE THA LT, BGAMRICHILOFNZIT>72 24 fld 5 6 13 6l (54. 2%) 128
BEROBIL, BN O T 12 BERICHKZRD, TOH, BEVHOTIE 100 #% E THEOMH
MERBDLZERBE LT, b I AONEEAEEFGIL, ONKE, KN T, SEFEEELT
bolz, BELAFEFRITPRAA, BER, LUz, BRI ORuiE, BR &K D
WUSE, ODARENEO LIV, £DH B, LN 4 4] (FERAE, BUmAE, IR & ORUILAE, LA
%) Tholz, FEBNEAET, BOEMREREZ AT 2EE LR L L 2BET L.
ESNTHANE B2 bie, ULEDZ ENBREMEIT OV T, BEMIIXRA 2R M%7
L7z B2 bnen, BEORE, BOEMERE AT B84 BR e L2 & & b
L., BEICESTHERAEFRRLROONZZ L0, AEIEFERTDICH--> T, BEL
DESEDEEMEZ LR 2 S B SN 0E A 5 2 L ARO biL, FIEFOHRBED
HEEBEICRGTOILERDD EZ X DN,

F7o. VBB TH DY 7 YEERIEIE IM B ORI REBICE EN TITW RN, U
PERERE ROV v NETE & AR EER T DB ER N LY XBiC, vr U ARIZLDY
VOEREEDOEIMEN R E SN TWD (2.7.3.2.3.6) Z b, UL o EHLRIEICR LT
AENIOFIERBEFS N7,

LDz &t REIOEEXIIZREHIRIEY L VEREDO Y B, U L oVEE, U o EE
fE. T— DI, U NEHLRAE & R E LT,

1.8.2. 1.2 ShEEXR (I RICREET 5 FE DR TEIRM

5. ZWRE ST RICEIE ST 21EE
(U 7 IR A IEAE)

5.1 AR 7z - TiE, EAIHEE HE MR B S IR o E R A 2T B9 2 SR AR g
PED YU N RE FHMESE 1ymphangioleiomyomatosis (LAM) R HAESS 2 238 | HEE2 W &
N-BEEd%e+52 L,

(HEIEPE ) o VB ER)
5.2 AKIOBHICHI- > TUE, HA RIA L 2 BEICHREZM SN BEEIRLETH L,

(R EFRAL)

AKHFEDORREXIIRR TH DHRME ) o NERBIIZRRBRER Z 2T 2KETHY . U~
PNENE, U NERERE, T D, U o NERIRIELISMT . TR U L STRIESS R Y N
FER ENEEND,

U o oNERE, U o NEIERE ROV T — NI OSBRI, TEHRME MR E - E IOV T O
FHAMISTEE R EREAE K OVBRIEOMFSE ) (FFERFEE =MFH D) 2 ko TRk S v, &
& - M - VNS BHETA R4 2 20TV ICIRE & (BT LN V&




S0 AAEE (M) 1.8.2 ZHEXIIZhE, HEEOHE () O ERIL

B) ZWrEAEL LC, BigR2Wr, JWERE. o AR, BARERENFERICORSATWDS, £
7o, FEHR TIX. EXRY oo BEEmWEA) (FEEHEDR 278) U L NEIEIE, T —
L9 (FEEEER 277) L L THREINTEY, B4 R4 L OBWEEICIZ, fEEEns L
TOMBPEZBEERTEH I TS (2.5.1),

U U REPERIEIZOWTIE, B A T4 0TIk, Uo7 YEORREE - PAZEICHE S U VYV RN
JEO EFORER, UV NEOFER IR ) L oNRORHE X THREEEXLRTRY, U
PNEPERIER Y oNERERE, U o NEE S ARSI DRI EEI R Rl s TV D,
Tov VUNEIRIED 9 B, IERENO Y B TEZ D T Y o NEIRRAE | 130N R R E
FISICHE SN, ZWOFFI&EY 2vrENTWD,

A KT A 0%, FEEHH K OVNRIBPERERN OB W L EEZ G E L, oM Th o Z
EMBITA RTA BRI D K52 I RICEET 2R AR E LT,

1.8.2.2 HiERUHE
1.8.2.2.1 HEARUVHEDHTERRL
6. ALK O &
(U 7 SIRE A IEAE)
WH. RACEFEYa ) ARELT2ngx 1 B LEROKGT S, 2, BEOIRREIZX
DIEEHT 52, 1 H 1A 4 mg RN &,
R Y B
Wi, vu Y AAL LT, KRS 1.0 L EDOBRAIT2 mg, 1.0 v’ RiEDOHEIT 1
mg P EE L, 1 A1 EREAO&REGS 5, UEiE, ih ~7 7RESCHEEORIEIZLY
TG EZRET 523, 1 H 1[04 mg ZIRNT &

(R EARHL)

1) Bt EORE

AENOFERL O ERIE, I RO 82 O E L,

T b, IMREREF RO HELROHEIL2.7.3. L5 IR LZE BV BB EL 2 ng OBk
RFO AR ERE 1.0 m* LA EDSEE) T 1 mg CRERIFOMERAE 1.0 m REOHS) &L, &5
Bfate, EMRICMAREZIE L, b7 ZHRED 5~15 ng/mL 7225 X 5 ([THEZ L 72,
7220, 1 HORKRMEIZ, 4mg & Lic, /o, REEEO FRIZ, 0.6 & LTREL, 2
X, EWNAAOBRRER TR K OE M ESHER ST RE SN B EN 1.0 i H7-0 1.6
mg/HTCHHT2Z b, /IHETHLIAF 18 (1 mg) TIX0.6 m® LFHE IR LITHES
Wb DO THoT,

HEEL 325 b7 7EIL, KEY, ~LX— CEi S N7 EHETEIRE IS - IRE 58 2 515
DEFFRFBRTIL 10~15 ng/nL LRESHTWER, UTOHEZEEB LT, YiklRicBIT5H
RS 7L, 5~15 ng/ml ERE LT,




S0 AAEE (M) 1.8.2 ZHEXIIZhE, HIEAOHE () O ERIL

OENOEEFEIFFE (0403 3BR) <5.4.2-3 B> (2BWT, U o YEREEZGRICKRE SN
ARBRCITHEE N7 ZIREED 5~15 ng/mL &FRE S 4L, AR OZRMEN TR INTZZ &
@B ARTEEAGED Y v R [RE FIEE 2 x5 & LI-RBRICB W, B R 7 7L 5~15
ng/ml & S, AIMER ORISR SN TND Z &

Z OFER IMFRER CII 5B 52 % U LR O TR (CR XX PR) 1% 54.5% (95%153
FEIXM : 23.4~83.3%) L7 b KEIDY L oNVERBICKHLTHITH S Z LS ivie (%)
ORI 5%k D A MAIRE @ P<0.001), AREFEHNCHAD &, [0.6~1.0 m* Kiifi] DBFD
ZENHIL 100. 0% (3/3 #1) . [1.0 m* L E]DBE DZEZHIL 50.0% (4/8 ) L. FEGIEITA 72
WRWT IS BEIMEE R TR Th o7, ks, [0.6 m* K] DEF TV ehoTe, —FH, B4
PEIZOWTIE, IMARBR Tl b K< A O FFRITIANK 81.8% (9/1141) THY . KR

SUBRREE 2 12.T% (8/11 f51) . THIKUEEN 54.5% (6/11 fl) . AGEREG 36. 4%

(4/11 ) . MEJR. WHERZE, BRI OVRIRA: 27.3% (3/11 ) 72 ETh o7, KHl& D
KEBMENEGE TEP, PILICEST-AEFLIT 16 (SBEEREER) OB THIEGEL)ICE
RL7z, @R (40%LL L) TRO LN AREEOAFFLRIL, [0.6~1.0 m’ K] TIiX
EXA, BB ONONE T, [1.0 ML BT, T, ONE, SBREEER L ORTH
o7, WTNOERERHEEX BN THRAEDOAERZORBUIRD bhieholz, £12, &
& L7z CVARRBRCIE, 4 77 Bl AFIR G HIEICE > - A EFLIL5 6 6 fHoRE L, TONR
IR ERRESE . MEREN I, BUISE, BRKR OVOARET, FECICE A EFGIL 2 4 2 1
(i fe, BR) IO bhehy, FIRBSEHA T, BBENRERA AT 2BEENL L LIz
EEMERT AL, MESNZH#HENEB X b, AEFRRIEITERTEOENI L HRE
DEFRERRIIRO bz, IMBBRIZEIT 24 T 7RETIE, 5546 1% TS
ng/mL 8 %, BeGBRMA 12 % T 7.4 ng/mL, #5428 WHET9.5 ng/mL &720 | 1ZIFZED
LoUL TR BAMG 52 G £ THERR L. (2.7.2 £ 2.7.2-2), U EORBRFEENS, KFIDOY
INEBBICKPT AIEE N T VIBE A 5~15 ng/nlL & 752 LIxRYTHDLEEZ N,

Z 2T, BARANOFIAFRE2 IR T — X TSV CREEM SR B R =7 L &2 V., 16
Wi 7 7R (5~15 ng/mL) (ZEET HEGEHEA MG L7 (2.7.2.3. 1), (RABHERE 2 Rk
L. REEEEXST LTI alb—va raTolcfiRf, £ 1.8.2-1 0B EFIREICE
5 N7 7REOFRRAEIL, [0.6~1.0 m* A ] OPEERE TIL, 1 mg/HHE L TH5 ng/mL ZH X,
2 mg/ G- T 11 ng/mLAHEE T EA Lz, BB N7 Z7iRE (5~15 ng/mL) (ZiET HHERE
DOEIG (THRMEOMEE) 131 mg/ BiEH 45. 7% Th o7, FEERIZ[1. 0~1.5 o’ Kiifi] OHERHE
T, 2 mg/ B EOFGENME L7200 2 mg/ BHRETT ng/mL (22 LT, BN T 7REIC
ETHEBREOEES 2 mg/ ARG NRbE»-7, [1.5 MU EIOWERETH, 2 mg/ &5
T5 ng/mLIZELA, 3 mg/HIEE T8 ng/ml &, X VFEEIZHERAZHFEECE L LRI
Too TR N 7 7 IREICET WA OIS, 3 mg/HEED48.6% L @ o7-28, 2 mg/H
BH5TH 4. 0% 10T 2 & PllSnz, Zh OO TRIFERNG . ARFIFEH] T ORI EIX




S0 AAEE (M) 1.8.2 ZHEXIIZhE, HIEAOHE () O ERIL

RFREAEN 1.0 m* L EOPERE TIiE 2 mg/H., 1.0 m® RIHOEBRE TIX 1 mg/ BB ZY EEZD
i,

% 1.8.2-1 BRAEEFICAFIFEF 1 B 1 AEAKRESELI-LEEDEMPI O LARBED
BEREMEFREETILICE DL VI aL—Y a3 vEROEYN

R R Cuin,ss (ng/mL) ™! 5~15 ng/mL DB
2 AHIOL S B o
X5 (m?) Median 90% Percentile EIE (%)
1 mg/H 5.72 0.930 - 20.0 45.7
20.6~<1.0
2 mg/H 11. 4 1.86 - 40.0 41.7
1 mg/H 3. 58 0.566 - 12.1 31.5
21.0~<1.5 2 mg/H 7.16 1.13 - 24.2 50.1
3 mg/H 10. 7 1.70 - 36.2 43.2
1 mg/H 2.76 0.489 - 9.09 20.6
>1.5 2 mg/H 5.51 0.977 - 18.2 44.0
3 mg/H 8. 27 1.47 - 27.3 48. 6

Cuin,ss: TETIRHERFD N T 7 IRE

*1: RHERSEMENERAS T T M HEDN T, 3L LB &4 100 1], #3400 FIAER ST, Cuinsse Cainss P
Median TN 90% percentile, TRIEIRDBEE DEIE ZRKDT=,

*20 Cuin,ss DAFIOTEFIBIRE (5~15 ng/mL) IZH D BEOHIE (TRMEOHE)

Source: <5.3.3.5-1 %> (Addendum report)

2) ERHBEORE

IMARERIZHIT D 1 AORKRHEIZ 4 ng/ BIZHIR L7223, PR (-20% LA EORFEE(LER) 2R
L7EBNITWNT S 3 mg/ B TREIZPRICE > T2, £72. 3 mg/ BEETSD (RE) ThoT-
FEFIZ 4 mg/ B F CH & L7EGNIWVZ2S, MAREIE 10 ng/ml 282 2 b DDWT G PRIC
FELT, WMEOREIIH/BONTWARNo7, ZaMTIE, a4 ng/HE TORE, HDHWIT
N7 Z7HE 15 ng/mL £ TIEREHTHoT2 EEZX DM, LIEFITIX. 4 mg/ H TAHI & OKGFEER
DERETERWIFRZFIEL TV, 72720, 3 mg/ ARG T F 7 ZIREN H218 B2 57200
JEBI S o722 b, DX D RIEHTIT 4 ng/ BEHREGTHERITIHDH LELT-, BRAT
134 mg/ HEABZ HHEEENUEL RDBIUIHF LN TWRNT LN DERREERED 4 ng/H X
RUELEZT, oB, BEBOMEITI LT 7IREZIERES L. ER%E 15 ng/nl LEXELTWD
ZEMD, RREHBEOREIILEL LN E B L0, E50 5 MR DR 5H3 1 B
T 5 TOHMD, EFIRE~OBITHIM & mAHE COMENRZ 68 T4 MU E23ET 5
Tl HDHIn, TOM, BEITHERO N T VRENRHRECRA LT Z L 2D,
L7emoT, g REGE% 4 mg/ HITRE L T Z &%, @mEEORERENFZ/D L CHahkES
DITITMERHE L EZ D,

LIEXD | BRELHE - HRICBWTARAOARMENRD biv, R M OIAEMEITR
HTholeZ EMDEREITRE THDL EE R, L, AR OMAREITBER., BHENT




730 D AGE (M) 1.8.2 ZWRESUIRR, MIEKOME (R) OB ERNL

HATY R (H) DREWTCD, EHRRIEMREDOE=2 Y 71280 AFOHEOHEH

TNV THD LB 2 BT,

1.8.2.2.2 AiZRUBEICEET 5 FEDR TR

7. AEROHEICEE T 2R
(#hredkim)

7.1 EHENEOBEZ AR Z G Liza, RRENENT 2 EoRERH L, KE LT
MAREZHERFTE 5 L9, AAORERHNL, &% UTZEERFFOWNThr—EELT 52
&, [16.2 ]

7.2 RFIOMH b7 7 RESCE G BEOBANIE, FMEMEMEEROFBLY 2 7 38807 5 w6
PER D, MR ENFE LI2GE 1, Bk, @EEISL T, U TORZEEE
L. REFFIEd 52 &, [1.2, 8.1, 9. 1.1, 11. 1.1 &R]

VB PER R DREE - Pk B2
FEM 5.0 Al A%

HERERNE TR ET RO R D7 & G-fik e

W DEGFFIERTD 23805 (B [JERDUET 5 E TIRE L, EROLEEL RO

AETEIC SBER L) AT G- TR S 35,

HE DRGSR 23802 (BHE | AMokEE2diE L, FRE LTHBLARWS &),

ATEICBENR B | IEsRFEA | 272 L, JERDUGE L, 22 O1a EOF SN ER

%) PadsbEbsd LS Ga DK, BhHILR]

D DO G HEAREE T 5,

i BT BAWELYET S | FEHIE
(% - NLFPRER 223 5)

1) K, PR A, FEEGE

7.3 WG EEOEEERENH S BE TIE, HEEZEFENOHBTAZ L, [7.4,
9.3.1, 16.6.1 ]

7.4 HER, BWEHORBENRDONDYE . IHEEEEN 2B ITRET556H 2V
CYP3A4 SIE P-FEER BT & KETHA L T 256 %. AAIO M FREICR B« KX
T ENRTREINDGEITIEL. AAloMmd N7 7REZRE L, 15ng/mL INEZHL L L
THEEAHREGTL2 8, [7.3, 9.3.1, 9.3.2, 10, 10.2, 16.4, 16.6.1, 16.7 BH]

(EEVRIE ) o 7 SRR

7.5 ARIOEEBIE S 1~2 BMEICmT N7 7REAZRE L, 15 ng/mL UNZ HZ & L T#
B &2 52 L,

(R EAR L)

FR L7280 IR CTIlX, AFIOLKS-BRA% ., EMOCmPREZAEL, b7 7REN
5~15 ng/mL & 725 X O ICHEZ R URBR 2 30 L7-, ZOREER. itk OZ 2D e
N, £7-. AFOMPEEITBER. BENTHLAT VX (O BREWZH, EMRRER

_7_



F %0 KWABE (M) 1.8.2 ZheeUdhE., HIEKUHE () OREIRIL

WREOET=2 Y 72XV, IMRBRCHE Lz B H b7 7 RE (5~15 ng/mL) % HZIZ
KAIOHBEOEETHENLETHD EEZ NI ENLRE L, B, AKRBEREICBNT
X, M R 7REE 5 ng/mL LA EICHERF S D &9 1T ICE BT D EHIR VN E B 2 D
D Z DD EBERTIE FIRMEDOR EXRRIT 2Tz,




S0 AAEE (M) 1.8.2 ZHEXIIZhE, HIEAOHE () O ERIL

1.8.2.3 & Xk

1 MAENE - MEEE - V) o NERE BIETA KT 2017 (B 2/R2017 43 H 31 H)

2 Vpk 25 EEE JRAET BRI AT R BB A MR BRI IR S TERR MR E - i AT
TEAZOWTOFREMICHE  BE FREFAE L NRRIEDOWIIE) e REE  —HFHX

3 /NRIBMREERRE R 2 — B o NEHRIRE

4 Adams DM, Trenor CC 3rd, Hammill AM, et al. Efficacy and Safety of Sirolimus in the
Treatment of Complicated Vascular Anomalies. Pediatrics 2016 Feb;137(2) :e20153257

5 Hammer J, Seront E, Duez S, et.al. Sirolimus is efficacious in treatment for
extensive and/or complex slow—flow vascular malformations: a monocentric
prospective phase Il study. Orphanet J Rare Dis 2018;13:191
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B R
BEHEOEER () BT RERIL ... 2
B L 2
B R 2
3.3 R R . 2
3.4 B D AT BB T AT 3
3.4.1 APHIE « B EE D B B 3
3. 4. 2 R R 4
B3 4. 3 AR e D o 4
B A A B 4
3. A b AL o e 4
3 A 6 N 5
R = o P 5
3. 0 A B oo 5
3.5, 1 BRI R (B LU T ) 5
3.5.2 PR (DRI B T D T ) 5
3.6 B E R 7
3.6, 1 B R BT o 7
3.6.2 Z DM DBIER .« 8
3 T R G 10
B T L R 10
B T B 10
3.8 T DT 10
3.0 DM DT 11




S0 AAEE (M) 1.8.3 M EOEE () IZBT 2% EMRIL

1.8 3EALDERE () ICEHT HRTERML

BT 8) KAAGE 1 mg OIRFMSCE (2020 427 ASGT. 5 8 i) ZFracsiZEEIC A Lz |
T, THHAEMY VBRSPS D ARKI OB B B K OWESN SR D 1% D vz 1 e &L
LR (R) 2B, ki, APFEICRLIEREL TH () ITTRLE,
1.8.3.1 &

AHFEICBWT, NNEEERHRICEENDZ EMnD, 8 1ITH (%) 12T 1L 2 THIZ/hE
D CT MAEDERIZ DWW TIBM LTz, ZOfh, BREEZET 287 ERITG AT RN,
BT\ ET N EFH T o7,

L
L1 AANE, Kﬁﬂ&@««[@{iwG:+"iﬁ%ﬂ;&%ﬁ’)[ﬁﬂi®?b ETHERT DL,
L2 AFIORTIC LD EIMREAED HRTH D | MNCB TR R > = pis

HEINTND, &5:@ iww\@&l%\%ﬁ£®%%f%’ﬁﬁﬁékk%’
B 5RO G-I EMAN G CT A L2 FEMT 22 L, £z, BRENPBD LN

TRE SR AE 21T 9 & & bIZ, BEMBEO AIRICOWTIEEICHRE T2 2 &, @@W¢ ,,,
(ZxE3 2 IR CT WA D FEMEICER LTI, 2 EOR S L BRI L 2 2 BT 5 2
L, [7.2, 81, 9.1.1, 11. 1.1 ]

L3 FRUANAF Y U T OEETIE, AKHOFRGHMFIIFR T AV ZOBIEEEEZ AT,
FFARENOIECIZED WRENDN B 5, AAIORGHIM T ST G TRIZ, IR ATE
BRREZITO 2 8. RV A NADFHEMEAALOEECER ORBUEET 5 2 &, [8.2,
9.1.3, 11.1.2 ]

1.8.3.2 &%

ﬁ%%%ﬁéﬁtﬁ%%i%%hfnﬁmt@ BIICRET R EFHIIR D o7,
 BEROBEIZIIRE LN L)

2.1 RFNDORS T v U AAFHERIZKT LIBUE OB O & 2% B

2.2 WM SOTIER LT D ATREME D & D &tk [9. 4, 9.5 BR]

2.3 BV TFUERERE LW & [10.1 ]

1.8.3. 3 EELGEKXKIE

U 2 S RE R IESE [, EEATE Y VIRV T L, BHRT & B 5 E I 22 s CT
BENSMLETHD EEZ DN, U VERBEREOEERIT LAM BH X0 [RERT/NE L5 L2
BT Ehn, NRICH U TIE CT REDOHIHRBIRIC L 5 U 27 L WEMEMEED U X7 &5 E
L7z BT, BREOFEMIZOWTEEICRNT 2L ER’H H LB 2, 8. 1 HIZ/NLO CT A%t
THEEEZBMLT,

k. HEIRME Y Lo NERE A RIS L LTz NPC-12T- LM 3RBR K OVEIAPEM AT - U o SR f 4 ot
5 & L7z SRL-CVA-01 RBRIZ 31T 2 ME MR B DA HFERORIUTNT b A ENRD T,
Z DM, FTICRET REFHII R D o7,




530 AAEE (LM) 1.8.3 /] boikE (8) ([T HRERIL

% o

1 FEMMEE E@mRERREZE L2 LD D) BDHLDONDL ZENHLHDT, 56
.

HE R AR

TEET R O G-BABIIL T OEICIEE T 2 &, E7-, BT L, Bk, PR IR 8% o
MR SHEIR 2N B S b - AT, EHIGEKET S L0 18T 2 &, 2k, /NRITK
T DM CT MEDEMICEE L T, ZMEOAREEYIRICE AR FIEEEETHZ L,
[1.2, 7.2, 9.1.1, 11.1.1 K]
.1 B 5 BAAART
iR CT Fade 2 5k LU, nmk, PRULIREE, FEEOERKRIER OF M L O, RGO
BEEEIHBTLZ &,
.2 BHBARTR
TEHARN IS CT A Z I L, MORFEHROFRAEEICBIZRT L2 &, &k, IR
. BEFORKRIER DA OB T, B, B &K O Ofth o =5/ 72 R IR A3 i B 7e
BRE TN SN HA IR, MEEREEOZK 258 L, LEIZG U CMgiER®E (it
JEHRE ) [DLCO], BASRARANESE) M ONBMOEGMmA LY FiET 52 &,
AR OGREIHEERIC L0 . MIE, @, A VA DD WIFFRIZE 2 EYES B g
Gl FBSUTEALT 2 RN H 0 . BRIUFR D A VA X v U 7 OFBF XL HBs Hrlifatt
DEFIZBNTBHRFR T A NV ADFIHRMALICE RN D bbb Z b5, KA
BIZXY, WFRUANVA, fEZENFHEMALT D RTEEMER S 5 DT, KFIFE G- T
R AN, FEZEORBRGOR WA R L, KA G ANIEY) 2 0AEE LTl 2 &,
ARFIF G- I EGE O R B SOTE CHEE T 52 &, [1.3, 9.1.2, 9.1.3, 11.1.2,
11.1.5, 11.1.6 ZM#]
AR EIC KD Y N, IR (RRCE) 2RBLT DA REMAH L0 T,
MRS ORBUITEE T D5 2 &, [15.2. 2 ]
AFBEIC L VIEEREN D 5bND Z N DD T, AFIEGEIER T E M E R
‘AFEM L, IBERFENAONGEIE, MR, EHEfEEAFEm L, HEICX
VR ER A 2 5 570 R MEZ1TO 2 L, [11.1. 8 M
AHEEICL Y, ABIREREOBZNRD D, WS CHIBHEE IZB W TRE WA 5
BEBRG (BOER)) DNHlE SN TWD DT, BESEREE CIIAF oG 2 Ik L, Bl
FETICH 72K AR T D2 L, £, TOMOFMFHIIBNTH, AUEIRERE
DEBEEE L, FIRTORELM 252002 Z ENLEE LV, AUERHICIZBE 2 01247
VW, BENERO LNTGAITIIRIE L, @UARALELZITS Z L, [11.1.9, 16.2.1 &)
BARDH LD ZENHDHDT, AAFEGHERITESHNIREAZHE L, BEHR
RO LN EITITEY R LE AT S Z &, [11.1.10 ZH]

1.8 3 AREDNDERERIT HEEHICHT IR
1.8.3.4.1 BHHE - IEBRFOHDESE

B o BT 28 - I MG DAL TR We D, Fic IR E T N EFIHTI R0 o7,

9.1 BOHE « BEFREED & 5 BE
9.1. 1 MBI 20D 5 BE

9.1.2 JEYYEE AL TV B EHE

MM R BN RIE, BIELTA2B8FNNH 5, [1.2, 7.2, 8.1, 11. 1.1 &&]




730 D AGE (M) 1.8.3 i LOEE (58) (2B D E iRl

CEHEIHIC LV IEYYEN LT A2 BZAH S5, [8.2, 11.1.2, 11.1.5, 11.1.6 ]
9.1.3 PR T A NVA, FERSEDORBYSUIEEREZH T 5 B4

AFN OB G IR G T RIT, EICHEREREZITO R E, FRTVALVAD

FHEMALOMEIEIR OB BUCIEE T D Z &, HIR T 2B8Zhn b5, 2, R

TANAF Y U T OBFTIE, AFOFEGHFFIHR Y A VAOFIERLEZAET, IF

RENGIHTIZEDLWREMERH D [1.3, 8.2, 9.1.2 BM]

1.8.3.4.2 TRl ERE

ERABET LM RERITE SN TWRWED, B ICRET N FHH IR o7,

9.3 JFHEEREF A

9.3.1 H%&pF (Child-Pugh 23¥8 Grade B) DL LoD ATHERERE B
BEEBEZYBOOEGT 2L, MPRENEATIBZANS S, [7.3, 7.4, 16.6.1 %
H]

9.3.2 ¥RFE (Child-Pugh 43#H Grade A) DATHEREMEE BE
MHREN ERTH2BZNRH D, [7.4, 16.6.1 B ]

1.8.3.4. 3 £IEREZAY D&

EE BT LRI LN TN, F-ICRETREHIHE IR -7,

9.4 HIHREEH T HHE
UERRFTREMEZR 2o PRI iE, BB RO G4 THAD < &b 12 BRI, @Y 7208 417
I X OEEST L L, [2.2, 9.5 5]

1.8.3. 4. 4 1457

BHEEZETHHE-RIERITEONTOVARWED, FICRETREHIH IR o7,

9.5 Ifh
i SR L WA ATREE O & D &ctElcid, 5 LARnwWZ &, v MBI 518 - B
FEAIZET HRBRIC I W CTRERHESE FH B OIREE &L T C, ARSI RS &% OVBE
eV o, AR IEEOWBA . BREEORME, WNCFE L L THET OB{LIEIE X
OEROBIMPAHEESNL TS Y, [2.2, 9.4 5]

1.8.3.4.5 #=2%L%

EW B L8 HRITE SN TV RN d, iR ET R HIHEI R o7,

9.6 .o
B EOFRMER ORI BOA ML BE L, BAOME TP L2 BmeT 52 &, @)
Wil (7> b)) TREILFA~BITT L2 @GSN T D,




730 D AGE (M) 1.8.3 i LOEE (58) (2B D E iRl

1.8.3.4.6 /NRZF

ARHFEIZBWT, KREREFED 0.6 m* DL EDO/NLEFE (R/MEkN 3 7%) 2Rkl L72Z &2 HIk
DR AELAT L. (2.5.4.13),
9.7 /NREE
Y R R MEE)
18 AT DIBE xR & Lo A IME R O EZFRIE & Uz AR R BR ISR LTy,
(HERME Y v E IR )
AR EIR, FAER, AR, REREAD 0.6 m’ KOs i X 3/NE 24 & LAz
RO ﬁ%hﬁkbtﬁ%ﬁ%ﬁ%%bfnﬁm

1.8.3. 4.7 &

B AT L7 RIIE LN TR W=D, IR ET REHIE IR -7,
9.8 mlnE
— PRI AR RE DM T LT D,

1.8.3.5 tHE/EH

BH 2 B D= RIERITE DN TN, Fii iR ET N EHIE I 2o T,

10. tHAEAEH
AAENT, AP ISR CYP3M IZ LV RS, £7o, AANIP-FEEAORETHY ., K
FIBERS CYP3AM Z[HET 5, CYP3A4 T P-HER A E H 2 WIIFHEER 263 236/ &
OPFRIZ LY . AR Oy EhREIZ 8% KT T, CYP3A4 XX P-HEE A FHE H 5 VI E(E
RZE2HT HHEANON L, OBFRICEE T2 UL Y ER 2 RE ST D0 EE2EBE L,

CYP3A4 313 P-HEER IS B % AT T 3RA & OOFHIX AIREZR RV BET 5 2 &, [7.4, 16.4 %
]

1.8.3.5. 1 tRAER (ERALGWNI &)

BH 2 B D= RIERITE DN TN, Fii iR ET N EHIE I 2o T,
10.1 PFAZES (DFH L2 &)

A E BRIRER  $51E 715 By - faRAT-
BT T (EREFEAERLAY | REMH T CTEY 7 F g2 | RENH T AT 2
7 F v, WREHEAR LAY T | BT HERETARBEN | TUEERET D L
V. ROERVAU I F o W | BHDHOTHH LN JEL ., WRMEE H S
BOG %) & I AREMNH 5,
[2.3 &H]

1.8.3.5. 2 AR (FFRICEET S &)
B a BT DI E RGO TWRN D, T ICRET NS T o7,

_5_
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1.8.3 i LOEE (58) (2B D E iRl

10.2 PFRAEE

OEACEET S22 L)

AU 3 — L5
~7nu 74 RRIAEY

=1

TV ARIA T
g ) Aan<wA T
LS
A7 IR
A= AR A
VAFU
B — )
a7 7 —EHEH
U hFeENn
AN
77 7L B
(7.4, 16.7.1,
16.7.2, 16.7. 3,

16.7.4, 16.7.6 ZH]

HEHI4 5 BRAIEAR - HEE 515 s - A T
AR AFNOIMAPREN L7 T D820 S | AFI ORISR (CYP3A4
HV T BEEHUA Do PFHT 225G, AAlZET |5 BHEFINLEEX
UNTFTE L LTI EEEBETDHELBIZ, BEOR| BN,
=HTEY e EEICBIZE L. RIERRBICH5
NTNIV HETHZ L,

PUELE A
T af ) —)u
A RNTary—i
7 hatfy—n

FLEeH ALK
Wy« XY 2T LENLIK
my -V e
(7.4 2]

AFND AUC 3 38 {5, Coax A 6. 4 fi51 I
FLIEOHREDRDH D,

R fFRWIEE 2R E OIS 5
Z &,

LU ESTOHT EA . AKAlO
MHREZE=X 1) 7T 5 EERE
OIREAHEICBIE L, RWEARELC
+oEETLZ b,

U R EILD CYP3AM [HZE
YEFIZ L 5,

ST RN
AN
(7.4 /]

AFHFND AUC 23 21% b5 LTz & ot
NdD, T 2561TEEDOREL
HEEICBIZE L, AFORIERRBLIZE
B LLEITS U TARAI OB 584 i Hi
T5HZ L,

BEFF A




T LAEE (M)

1.8.3 i EorEsE (&) |

2B D BUEARML

TL—TIN—rTa
— 2 [7.4 ]

AHRNOMAIREDN EFTDB8EZ0NH
DT, AFIRARFIECE 2T 5 Z
ko

TL—TT)N—=I 2 —
A DIMEE OISR % [
EFAHAZLITL A ELEZ
bhbd,

TV FT v R
P S BH 1)

MR & OBFEEA VR ST 5 38
FlaRM LTV BE TIE, mE7E
(Bm, HE, &, WEOMRS) %
RIET DIV A7 BEELBENND
Do

BEFF A

R SN <4
Vo757 T7F
FLTADAA
TN B
T x /) N)LEH—)Lb
TJrz=
(7.4, 16.7.5 ]

AROMHIRENMETTHZENH D
DT, JFHT25EIC i%%i@ﬁﬁ
MR fEREE B DA OAEHRT
52k, %@%%ﬁﬁ%#éﬁA
1. ARFNOHHEDTT T 5 FTREMED
bHZEEBETHZ L,

T OIEH OISR
(CYP3A4 %) FHEAEHIC
£ 0 ARFIOHMEAE S
ndEEZLND,

AT A XY VY
(St. John’ s Wort, &
YheVa—rX-U
—F) SR

(7.4 2]

AR OMHPRENMET T HBEN0H
LT, AEEGRIEA I T4 ¥
VY UEaARMEERL2NE S EER
THZ L,

tAIUF XY VIO
REBERFHEIEHIC LY
AFN O HEE S D
LEZBIND,

1.8.3.6 BIYEA

BHREEZBETHHR2HERIZEO N T RW), Hi7-lc

ETANEFEHIT RN T,

11. EIEH

WORIWERNRH Hond Z ENHDHDT, BELTHITITV.

B SRR LY

i

BeHEZRIET 57 e AuEEITH T L,
1.8.3.6.1 EX%IZREIER
ARHFEICB W THZICE LN RFRICERMRE T & L E X SN EIER 2B L ORIERSEE

ZHOH LT, #HiclB

Bit SNZBIEMIE, BEROATH ST,

11.1 ERZ2EIEH

11 1.1 MR E (3.3%)

VR MR (Wfifgde, SEAIME MR,
JES) OIEFINAETTEY .,
9.1. 1 ]

8.1,
11.1. 2 JEYYE (63.3%)

) .

A (0. 8%) .

B

W%@%(Q%@\

s B VN2 2 £ 5 PHIED
WA CHEIZE S TR HE STV 5,

AR SR

L BigE (BEEER
ﬁﬁ%a®74ﬂﬂﬁT)7W

. iR E
[1.2, 7.2,
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1.8.3 M EOEE () IZBT 2% EMRIL

11.

11.

Ye BB (mFAHE A2« R—=)L) TA ARG, OW (FA M AT AV R) G,
Bl L2 (WS BEEARR) . RS (2.5%) %] BRI UTELT L2 &

WD, [1.3, 8.2, 9.1.2, 9.1.3, 11. 1.5, 11.1.6 /]

11. 1. 3 H{bEREE
HN%K (78.3%). THI (46.7%). #ly (17.5%). WErE (5.8%) A3 mSHE TREw
HILTW5,

1. 1.4 7F7 4 7% — (BEERH)
TFT7 4 Tx T —, BRI, @SN EREOMBUESK SN H LD Z &R
Do

11. 1.5 #ATHEZ B EMGE (PML) (BHEEAH)
TS B AERE (PML) 235 5bhvd Z EnRd D DT, ARAIOIREM & OVE
%%T%i$%®% oIl L \%ﬁﬁi\wﬁﬁ%<ﬁﬁﬁ\m%%ﬁxé§
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Bk 24-2-Bl4
JAN (HA%) ol AR
JAN (3% 4) : Sirolimus

C51H79NO13

(1R,9S,125,15R,16 E,18R,19R,21R,235,24E,26 E,28 E,305,325,35R)-1,18-2t Fr %
2-12-{(1R)-2-[(18,3R,4R)-4-t FuFx I -3-A hF 7 B AF i )L]-1- A F )L F )L}
19,30-Y A b ¥ 2-15,17,21,23,29,35-~F % X F/1-11,36- VA FH-4-TH LU v 7/
[30.3.1.049]~FH L U 7 22> %-16,24,26,28-7 b 7 T.>-2,3,10,14,20-~2 X 4

(1R,9S8,125,15R,16 E,18R,19R,21 R,23 5,24 E,26 E,28 E,30.5,32.5,35R)-1,18-Dihydroxy-
12-{(1R)-2-[(18,3R,4R)-4-hydroxy-3-methoxycyclohexyll-1-methylethyl}-19,30-dimet
hoxy-15,17,21,23,29,35-hexamethyl-11,36-dioxa-4-azatricyclo[30.3.1.04%] hexatriaco
nta-16,24,26,28-tetraene-2,3,10,14,20-pentaone
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WHO Drug Information, Vel. 8, No. 3, 1994 Recommended INN: List 34

International Nonproprietary Names for
Pharmaceutical Substances (INN)

Recommended International Nonproprietary Names (Rec. INN):
List 34

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Phamaceutical Substances [Off. Rec. Wid Heaith Org., 1955, 60, 3
(Resolution EB15,R7); 1869, 173, 10 {Resolution EB43,R9]], the following names are selected as Recommended
International Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary
Names does not imply any recommendation of the use of the substance in medicine or phamacy.

Lists of Proposed (1-65) and Recommended (1-31) Intemational Nonproprietary Names can be found In Cumuiative
List No. 8, 1982,

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales recommandées (DCI Rec):
Liste 34

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure & suivre en vue du choix de
Dénominations communes Intemnationales recommandées pour les Substances phamaceutiques {Actes off Org.
mond, Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.H3)] les dénominations ci-dessous
sont mises a I'étude par 'Organisation mondiale de la Santé en tant que dénominations cormmunes Internationales
proposées. L'inelusion d'une dénomination dans les listes de DC| proposées n'implique aucune recommandation en
vue de l'utifisation de la substance correspondante en medecine ou en phamacie,

On trouvera d'autres listes de Dénominations communes intemationales proposées {1-65) et recommandées
(1-31) dans la Liste récapitulative No. 8, 1992,

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.):
Lista 34

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund, Safud, 1955, 60, 3 (Resolucisn
EB15.R7); 1969, 173, 10 (Resclucién EB43,R3)], se comunica por el presente anuncio que las denominaciones que
a continuacion se expresan han sido seleccionadas como Denominaciones Comunes Intemacicnales Recomendadas.
Lain¢lusién de una denominacicn en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del emplec de la sustancia respectiva en medicina o en farmacia,

Las listas de Denominaciones Comunes Intemacionales Propuestas (1-65) y Recomendadas (1-31} se encuentran
reunidas en Cumulative List No. 8, 1992,
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sirolimusum
sirolimus

sirclimus

sirelimus

somatosalmum
somatosalm

somatosalm

somatosatm

spiroglumidum
spiroglumide

spiroglumide

espiroglumida

sprodiamidum
sprodiamide

sprodiamide

esprodiamida

suritozolum
suritozole

surilozole

suritoczol

(38,6R7ESR10R,12R,145 1 SEV7E1SE 2 S,23$,26R,27R,3435}-9,10,12,13,
14,21,22,23,24,25,26,27,32,33,34,34a-hexadecahydro-8, 27-dihydroxy-3-[(1 &-2-
[(153R4 A)-4-hydroxy-3-mathoxycyclohexylj-1 -methylethyl]-10,21-dimethoxy-
€.8,12,14,20,26-hexamethyl-23,27-epoxy-3+ pyrido[2, 1 -c][1 4]oxaazacyclohan=
tiacontine-1,5,11,28,28(4H,6H,31H)-pentone

(FENSENTE19E(35,6R.9R,10R,12R,145,21 5,235,26R,27R,34a5)-9,27-
dihydroxy-3-[{1/A)-2-(1 S,3R.4Hj—4—hydroxy-a-mémoxycyclohexyl]-1 -méthyléthyl}-
10,21-dirnémoxy-G,S,‘l2,14,20,26-h9xaméﬂ1y|-9,10,12,13,14,21 122,23,24,25 26,
27,32,33,34,34a-hexadécahydro-23,27-époxy-3H-pyrido[2, 1-c][ 1 A4loxaaza=
cyclohentriaconténe-1,5,11,28 29(4H,6H,31 H)-penfone

(35,6ATESR10R,12R,14515E17E19E,21 5,235,26R,27R,34a5)-9,10,12,13,
14,21 ,22.23,24,25,26,27.32,33,34,343—hexadecahidro—9.2?-dihidroxi-a-[(1 A)-2-
[{15,3R,4R)~4-hidroxi-3-metoxiciclohexil]- 1-metileti-1 0.21dimetoxi-6,8,12,14,
20,26-hexametil-23,27-epoxi-3H-pirido[2,1-¢][1,4]oxaazaciclohentriacontina-
1,5,11,28,29(4 H,6H,31 H)-pentona

Cs1H7aNO13

somatotropin {Oneorfiyncus mykiss clone ptGH-1l isoform It raduced)
somatotropine (isoforma |l réduite issue du clone de Oncorhyncus mykiss ptGH-|1y
somatotropina (isoforma Il reducida del clon ptGHIl de Oncarhyneus mykiss)
Cas2H1524N266 029058

(FA)y-y-(3,5-dichlorobenzamido}-&-oxo-8-azaspirc[4.5]decane-8-valeric acid

acide (R)-s-(B-azaspiro{4.5]déc-B-yI)-4-[(3,S-dichlombenzoyl)arnino] -5-
axopentanoigue

acido (R)-y-(3,5-diclorobenzamido}-5-oxo-8-azaspiro[4.5)decan-8-valérico
C21Hz6ClzN20y

aqua[N.Nbis[2-[(carboxymethyl)[(msrhylcarbamoyl)memyl]amino]athyl]:
glycinato(3-}}dysprosium, hydrate

aqua[N,Nbis[z-[(carbcxyrrémyl)[[(méthylamino)carbonyl]mémyl]amino]éthyl]z
glycinato(3-)]dysprosium hydraté

aquo[N, Atbis[2-[(carboximetil){{metilcarbarncil)metil]amino]etil]=
glicinato{3-)jdisprosio, hidrato

C1eHz10yNs 0. xH20

3-{m-fiuoraphenyl)- 1,4-dimethyl-A42-1,2 4-tnazoline-5-thione
5-(3-fluorophényl)-2,4-diméthyl-2,4-dihydro-3H-1,2, 4-triazole-3-thione
3-(rm-fluorotenil)-1,4-dimetil-AZ-1,2 4-triazolina-5-tiona

C1oH1pFN3S
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OIRFEIC LV W EIET 225, 1 H 1[04 mg 2722 &,

B DR E

HIRABLOE | Hl4 : 780 L ABE ] mg
TGy « & | A%y - eV AR J3E 1 mg
AL Hi[n] & 52k
EL7) 5 BhEE LDso AN )
S (mg/kg) (mg/kg)
~ A B 500, 800 | >800 (MEiE) |HRMe T, #YEHM|, JEEHMET
FRURIN | 40-250 | >250 (MERE) | R oG, HEIE, IREe T EE, &
LT
Z v b o 500, 800 | >800 (MEME) |FEHE72L
F RN 250 250 fFT () | eSS, ARTTEH. AEPER. TS
>250 (i) KT, BOEE (Bf)
KR 5730t
5 5 Bh& e MW B 5T
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Inhibition of the mammalian target of rapamycin impedes Kidney Int 2007;771- N
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lymphangiogenesis 777
AKT hyper—phosphorylation associated with PI3K mutations in Angiogenesis. 2015
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. Apr;18(2) :151-162.
malformation
Low Concentration of Rapamycin Inhibits Hemangioma Endothelial Current Therapeutic
= 199- - % -
4.2.1.1-3 Cell Proliferation,Migration, and Vascular TumorFormation in Mice liesearch(17063?2014,99 5
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