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SBEAT | 10%ELE | 1%~10%%% | 1 %%
W . M| RB. KO | Ne. A1
o [ k| B B
BHER H PRI 5500 P
R ST
Mg 7 1 LDHNN | i ( 2
AV NV B I
7B AL, I
% O flb|m 7 IeG - R
=1 APTT %t

7 LV7F £

> fLfE

H2) MO FEROFEBMEIL 1 %EKiETH o720

. EREANDERE

— A E R CILAERBERENMET L Tng 2 e 28
VDT, BEOREZHE L 2N SEEICES
j—;u):ko

. iR, ER. BRIFEFAORS

Tl ST HEIR L C v B T
LawnwZ e,

TEAR ] RE 70 di AT UE. ARHKI P G- 1 Pl ORI #%
Th o Rk 8 HENIE ) AiEE A WD X )R
%fé’t (B EER (5 v RO 5 F) Tik-
faIBHEM 2 &AM EFEESED SNz L O
LD D)

REG PRI MIT S L2 &, (BWER

Y WY N F ¢ 2=

(79 b)) 2B PICBAITT 5 2 LA &
nNTwib,)
¢ READHRS
fmﬁaﬁz\ H $$f§pq SN, FL. RS EEREAL
JEIZPE D B %%%@$% BT, KHAE
®EE %& N LR E AN A N e a7y
ﬁdﬁitfwﬁw(ﬁﬁﬁ%# wu

FEER MR LAE (2P S AT A B T A R
bwf R ARER IR, #Hra R T ELR ISR
EMEITHET L Ty (EHREED 2,

.@Er5

HEFT lilﬂf/
RN
ﬂt&‘?ﬁ‘o to
HWEHRGPFE LA
WEZT) o

BB KT0ng S 1 H# 5 S T
WX BEEZOSNLIERITFICEDS

v MR R AL

. BRALOEE

FRIZ A PTPREOEFNIPTPY — M2 HHL
D&LT%%?%&O?TTé_&OWW/—
-3 { BN @b‘ﬁéﬁﬂiﬂﬁiﬁi*ﬂiﬂ%\ﬂ)\ L.
ﬁ AL E R 2 L CHERRSIR K5 O EE 2 A PHE
EORTAZEHEINTNDS)
ZDHOEE
7 v b AW RRERBRTIE. 0.5mg/kgl)
LFOHAETHEOEEITHEDPRED b N72iEh,
Smg/kgfm (WHEEOHFAN) TR T EEIRE. K
TR OCMmMEERT A M AT0 VEENRD L, Z
TS THEOFIEREDMER T L7ze SO DR
IAREEIC L 2 MAEEARIA A S 7z,

(¥ 9 5 5§

meRE

FEAT PR T B AR K25, 5 X 1E10mg% 1 H 118
PCAE#E ¥ 5- Lt & & MR ISR 1 ~ 2
Fﬁfﬁ“ﬁ(ﬁ%fé’: *‘Lto MG K 0w R (55
B?JZ(.:BE[ E) T%Cmax& U‘AUCO—M iﬁﬁfﬁ ll:f&lJ
LcHmL f:o WA G- K O 58 IRE D AUCo-2m b 5>
LEME L 72 BRI .6~2.6TH > 7200

—a— %598 (N=3)

—Oo—EHKE [15BH] (N=3)

mepTA~NOY LZEBE (ng/mL)
w B
o o

0 4 8 12 16 20 24
BE5%ER (h)

EATHER B EE A OngE 1 B 1 ARAEORSLEE 20
MBS

EITHEEREREICAHF2.5. 5.
L ZOEYEERINT X — 5

10mg% 1 B 1 AIREZOHRS

G
S ) e
/f;@fﬁ;} 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 (gnl) 151248 315340 49.4%14.8
AUCo-24n
(ng-h/mL) 85.2+18.7  211%£50.0  401+51.6
Tmax (h) 1.92 1.98 2.02
s (1.00~1.98) (1.93~1.98) (2.00~2.20)
JE
IR (C”}af; 16.8€1.33 57.6=17.6  65.9+1.40
(Day 15) A%zcm
0-24h
(ngh/al)  14EAD 543189 713

Tmax I Rfl (F/ME~IRAME) . Ml PR = i
B PR A AR L2 4 ) T LB A MR D R L ’jﬁﬁl 10mg% 1 H
1R UEREIR G- L7z b &, 2 ~48BIZ BT B 5 2 IR

B & O bRl 1229.1~41 .5ng/mL. N T 7 IEE®
R 136.6~7.8ng/mLCTdH - 7252

*XF (P74 b—ILEE) EDHRDILE
TERER I AH] 5 mg XL 5 8isE 5mg (EIIZ BT 2 KB

2R 3ngThb,) *HEREOERS LR, AUCoun
DA 35 1 D90% 15 HE X [1130.8~1. 260 HiPHN T dH - 72
VARN ﬁ%&f?}f@AUCo—mnCilo%T&<\ Cmax320% &> > 729

HEADT—%)

50 -
—— 774 h—JLEE5mg (188)
~ 40 A —O—PEgE5mg (188
£
£
u
hso—
X
g
o
1 20
<
H
iy
10 |
—5
00O T T T T T T
0 4 8 12 16 20 24

BE5 %A (h)

R AICKH 5mgR I3 EIFE Smgz BEEOHRE L & DM
UREHERS

RERBAICKSE 5ngRITDEEE Sngz BEEORS LA L EDE
MENREINT X — 45

SEYEhE T4 = h—)VEE kg AT L
INTA—=4 (N=53) (N=53) (9095 X )
Cmax (ng/mL) 32.0 25.8  0.80(0.75,0.86)
AUCo-1441 (ng-h/nL) 238.3 214.3  0.90(0.85,0.95)
BB LA -2 (i
T 74 = b= VERIIHT B HEE ORI



. BEORE

fRHER N ICAH 2 SR RN RIS L&D
Tmaxid, ZZJEEICH R TL7BGHMEE L2, h
A, Cmaxid54% KT L. AUCkinl322% X T L
720 MERNRBFEIBINGZIZHG L7z & 12 RO R
HoN., Tmaxi ZBERAIC T 1B L. Cmax
13429% 18T AUCointlZ32% KT L 720 Trold 28 5 HE,
W G A LA I OMBR B AR L% © 2 2 35,6,
405K VB9 6 TH Y., AFIZLDETALNE
o 7zo? MEADT—%)

. B

IANT Y A ZDMERFEATERIZIREE IR L, PR
A3 5ng/mL2 55,000ng/mLicB4hn L 72 & &, MERZAT
FII83% N H27TW% LT L7z (i vitroD T — % )9 &R
#10mg/ H # 4% 5- L7z & Z DU ICAH Y § 2 R
Tld, MERFATERIIRIB0% TH - 720 BHERA L U th
FEEONHEREE LA I 5 HBRE 2B 5 % E O
BHIITA% TH - 72,9 MEADT—%)
. R
I ANEY) A RFFEE LTCYP3AUZ L > TREFENS (n
vitroDT— %), BRALEZ ICICER L -1 ) AR
FHEREORSG Lz &, =0 4 AFEISERE LR
ELTIEICHEEL, ZooF RS E LT3/
DIKELE L OBER S 2 N OIIKRIC & B 2 DB
BARR T+ A7 7 F TN ay) AR E Y
HEANDTF—%)

. BE

BRALEE ICHCIERE L T ) A Rk HERROHR S

Lizk &, &5 LR 080 % 3 F i 12 HRM S 41,

PRANZIEA 5 B3Rl S ize b, REUEPIR
ZALRIIRI S N e 2o 720 HEADT—5)

. THeEREE

BAIZB BT, TART Y 4 AR 1 AT e fE =
12& Y BEF L, #8EF (Child-PughZ¥2 9 AA), |
J& (Child-Pugh%y#82 5 AB) K OEE (Child-Pugh
SR T AC) OIFHERERE Y A3 5 BEE IS AR
10mg % BRI S L 72 & E DAUCHulE. FFREED IE
FEhRWBREOFENZEN 1,665, 3.3f%. 3.6 TH 7Y

MEADF—%)
NEIZBWT, =T A AQHEYBIREI 0§ 5 JHFHE
REREE D EEIIKET STV RV,

~

. BREEREE

[ B 07— & & TR HISR Y B REMAT % 92
LR, 2LT7F=02) 75 A (25~178mL/
min) BFAFOR»FOEH 2 )75 A (CL/F) (2
ML TEELRPEZRIZTE LW EAURIBEEI N/,
EADTF—%)
. ERETOEYERE
[RGB E O 7 — % & M\ CREE R SR B RE AT 2 52
L 7oA. EE (27~85i%) 1 ARFIOCL/FIZx L
THERWEERIZTE RV EDTRIEB I N7z
(MEADF—%)

. MNRTOEYERE

INB OB REALAE (2R S b 2T I A A A A A
H O (3~17) WCAK RS Lz &, RREMED -
D o5 (1.5~14.6ng/m) & 5 7 (0.5~
20.8ng/mL) DO MIZHEILBIRABRIED SN2 &
5. NBIZBIFAZ )T v AR RICHE LT
BHNS % 2 & AR S 7z (HEADF—%)

[E% PR B% 5]

. EREMBEMREREENRE L AEIHERERERR
B (BFz80 R0 ETERShA-ZESHLE
BER) Y

ZA=F =T NIEY T 7 2 =TI L BRIERCHET L7
TR O B AR 2 o SRS R BRI O T
TT I Raext L L CARKI10mng % 2208 K5 128 1 &%
O¥#5-%47- 72,

AEMI061 (HARNEBEE240 % & o ARk F L
HAHRED395.9%) AT NT ) L A8 (27261) Xix 7
T R (13861) (ZEAEAET I Sz, 3 ZEERM

*k 3.

HHTH LM EALLYIE (PFS; FfE) (X, =X
Oy AAH401n B, 79 RELTr HTHY., T
T RELILKL TN A AHETHERPFSOIER
DO LNz (N —FIL 0.30. 5% EFEXME 0.22
~0.40 ; MSKCCY A7 iz fg s Liz@ghla s s v
7 #5E p<0.001) o

(% 2 M AT O 7 — % 1 20074E10A 1y b4 7)

100% M= FH =030
95% 5 # [0.22, 040]
809 DL
$ 401% H
.. 1877 H
€ oo ! T 75 > 0 Ol <0001
£ M
el ¥
3
2
a o t(v‘ .....
20%
wl T
: : : : : : :
0 2 4 6 8 10 12
at risk Time (months)
wmm (» A) 0 2 4 6 8 10 12
IO LA 272 132 47 8 2 0 0
T7ER 138 32 4 1 0 0 0

T P REGFMEZBEAOHEICE IS REERLEFHED
Kaplan-Meierffi#3

. BHRASBEEBREENRE L AFNHEEEREE

KRR (X280 /-tHRI8 ECREIh/I-ZET
RIEBEER) ¥
YIBRANE & 72 (LB PE o MR M b BRI B (R4
LA <) 2R RICEBLFFEEOHHTCTCT It
RERBE L L CAK0ngZ 22 L CIFEEOWw
TN~ CEIROKS 217> 72,
AEMI0F (HARNEBEZOFAZ &) KT ANT) AR
Q0761 X7 T KRB (20361) (ZEEVEA BN
ENTzo EEFEMIEH T 5 RBREALER R 5E 123
DLPFSIE, = XT ) A AHIL.04n A, 79 R EE
4607 HATHY, 77 RBELIEL RO A REE
THEZPFSOEED O 5N/ (ONF— K 0.35.
95% 12 #H X [#] 0.27~0.45 ; ®iiGE O F & "WHO
Performance Statusz @ & L 72@Rla 75 » 7 R%E
p<0.001)

(R TR T — % 20104E2 AH v M4 7)

100%

A= FIE=035
95% ¥ [0.27, 045]

80%

60%

40%

T T T T T T T T T T T T
8 10 12 14 16 18 20 22 24 26 28 30

Time (months)
at risk
W (xH) 0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30
IAOYLA 7 189 153 126 114 80 49 36 28 21 10 6 2 0 0 0
ToEA 203 177 98 59 52 24 16 7 4 3 2 1 1 1 1 0

BRECEMOHE ICE D  EHBEAEFHB OKaplan-Meier
BhER

BAET X EGEBHORERIEREEZHNRE LS

DHEERERERHAR (BFE280-1HR245ETE
B h - EEHRIEEHR) -
ERBp 1A DHER2ZEHTL P Y — LV RIET7F A b
V= VRS 0 BT AT M U SRR M 0 PR 1R FLAE
BELWRIL, TXFEAZRY VORHATTCT I E%
xHEHE & L ORI Omg % BRI H RS 2175 72,
Eit72460 (HARNL0661% & Ee) AT NT Y 2 AHE (485
BI) 37T AR (23961) \CIAEBEIN I SN,
FHFMIEE T A GBRELEMOH E 12D {PFS
. T AT AAW6.93 A, 7T KRH2.834 HT
Y, TILFRBFLROBLIANOY) AABTHES
PFSOIEE NGRS bz O — FIk 0.43. 95% 1218
X[ 0.35~0.54 ; NGRSO H %
OCMBEBO ALY BHIRT- L LB 7T~ 78
5E p<0.0001) o

(PRI T —% (20114E2 v b FT)




5.

100% 4 A= R =043 Kaplan-Meier > itfifi
95% F#X M [0.35,054] T A

t
g

Probability (%) of event

..........

0 6 12 18 24 30 3‘6 12 48 4 60 66 G 78
Time (weeks)
at risk%#
wim (a) 0 6 12 18 24 30 36 42 48 54 60 66 72 78
IATYLAA48 398 294 212 144 108 75 51 34 18 8 3 3 0
JoeA 29 177 109 70 36 26 16 14 9 4 3 1 0 0

ARBEIEEMOHE ICE D  EEEAFHE DKaplan-Meier

Bl REEMEH T 2 A (0S ; hifE) &, =
NOY A ARES0.98% H. 7T b RBE26.555 HTh o
72 ONF—FH 0.89. 95%1E#AX0.73~1.10 : P15
WIRE IS 9 2 B0/ B R O OB &1 IE
BIRT-& L@Ra 75 v 7 BisE p=0.1426) o
(OSOIMIRHTED 7 — & 1 20134E10H 5 v b4+ 7)

. FEETARRAEAE R IS ASIE Y > /NIRE B IEAE (C £ S Bl

EHIEHEY BEENRE L -ENHERERERKRS
B (AXxzs5oH /R »ETRESIhEZZEEHRE
BHER)?

FEET R LAE SO ZAIRFEME ) o SIRE S I E LB ) B
Scml LB IME RSS2 R, 790 KR%E
XPRRHE & U CARAIIOmg % BE 21 HAR %5 217>
720

AEM18H (HARNEBERZIOB %2 &T) o) L AT
(7961) XiE 75 bR (3961) IZMEEAEIT I SR
720 AERGOPIMEIZ3L.0 (#iFH : 18.0~61.0) TH -
720 EEFHMIIEE TH 5B MmMEHIBIHIEIZX 3 5 2%

L, =T L AR4L.8% TTEREEOBTH D

T RELRBEL TN ) A A THEEIZE N>
7o (BEVEAALR OB FEERER TA» AL O
42 X Y ERI{L L 72Cochran-Mantel-Haenszel ® 1E.
MERE p<0.0001) o

E3) f?}f}\%’élﬁ V) 2 2SR 95 A (2 R 5 YR I M A R R AR
HEEMELEICH S EXTEMRME HinlERE 2 X5
R &L EREREER

(1) FEEIMERLEICH# 5> EXTEMRMEMRIERE 2 1

RELVAFIHBHERRR (B TERSQEM
FEBEFEER) Y

FEETVERLAE 2 PE S AT B R 2 A AR A k)
KA, AH (BEHES Ong/m 1 H 1 83030 H #%
5. Mo 7iEEZME L5 ~15ng/mLx HIZIZ& 5 &
ZIRE) & F—RRNREORS L (5= #ipH1.25
~17.5mg/H) o

GERP28BIC = NT ) A AP L STz, FElohk
fE1X11.0 (F#BH © 3~34) MTHho 7o FEEFFMHEHE
O AT BRI 2 A IR O e RIR A O RFEZ LI,
N—= AT A YFRIZHRYLfEL.74 (FiPH : 0.49~14.23)
P THo72DIZR Ly 6 HEE S A Je150.93 (#ipH :
0.31~7.98) cw*TdH Y, FIAETO.80 (HiPH : 0.06~
6.25) c®D A B M/ B L7z (il Wilcoxon
signed rank#%E p<0.001) o

(2) $EEEBEMLEEICHE S EXTEMRMERERE 25

REUVAFNHEBIHERAR (HFR10rETEESH
E_EERIERHR) © (B8)

FEE A LE 12 PE D B2 1 enbl B oo LT A R
MR E B E A2 R, 7T R e IEEE L L CHERR
BR%E 1 mg™ (BAMA 84 Smg/m/ HE, b5 7 4R %M
% L 5 ~16ng/mLa HAZICH 5= % E) #&EKZIC
WHBEORS 217> 7 (5= 1 ~22ng/H) .
BETEIAS = N1 ) 4 2T (7861) X3 7T & R (39
B A EN T Sz EREO P ILEIZ9 .5 (HPH
0.8~26.6) M TH oo EEFMIAE TH S ELRT
B v AN Lk 3 A R ERIE, T ) A AR
34.6%. 77 RHEO%THY., 7T REELLETL
TIANEY) AR CTHBEICE o7 (EIEAILEE OB
FFEERAER CAPAEBHOAEIZ L ) EHMLL
7zCochran-Mantel-Haenszel D IEfER5E p<0.0001) o

k% 1,

st

i
[r3

b4

FTH
5T

[N

H4) ARERCHA S MR HRERSE Ingl 77 4 = b —
FE& OFEYBRE L BT 2 HBIEBS L T2,

HE5) AFOARR SN BIEHEIE, 3.0ng/m>TH S [
ROHE] omESHE

(2 3h % 2]
miEEIER
In vitroiBRIZBWT, =XTY ARG R -5
o T P ST I 5 ik o> B8 A B L 7200 F 72
vivoERICB W T, =X AR iFe bEEM IOk %
BIEBA L 72~ 229 [WREREBH~ 7 A% KO
[F] AREESFEAL 5 b330 o fEEEATE % 0] L 72

. MEHEBEER

In vitroRREBRIZ BT, T A A B A B E5E R
F (VEGF) K OVHE B e st fa B e 12 L % e
I BB AR PN B AR 0 BB A& FH R L 720% F 72, =
01 A R GIEBHE 2 & OVEGFEA % [HE L 72.% In
vivoRRERIZB VT, T ANNT) A AT~ T AN TREAR
L72VEGF&H F ¥ v /N — NI B4 % BHE L 72,5
B16/BL6 2 7/ —<#ifa 2 WM L 72~ A1lB
W, AT Y A ZIRREAL K OR RS AL o JE 955 11
BEE WD ST

. TSCEETFRE~YI XY 31EH

IO A A, RS O B R EEF & &2
5 LT 5 Tuberous sclerosis (7SC) #IZTFD 9 B
TSCI#EAET % MM CRIBS B~y ZADEFER
Brik L., BN Y BRILS6 &I T 872,90 F 72,
IR ARG, TSCOBImT 2 ~NTUTRIEEE
<7 A TH SN BHEBEIR 2 JIH] L 72,1

. 1ER%F

IO AR, MBENA L 74 v ThAHFKBP
(FK506 binding protein) 1212454 L 72,2 =N 1)
LA EFKBP12O AKX ) v - AL =V FF—
¥ THAIMTORE EIRWICHET HLEZ LN TV 5,
mTORI. p70S6% +— ¥ K M4E-BP1% U v B3 %
CEIE o TEHEAK TG L. MO E. BiH
BT 5,

IANOY AAEHRGINE~ T A9 FOHEES v
h30 DIEREE I B Tp70S6F - — ¥ HE S, =X
0 AARFRGEIN3IET v b ORESIZ BV T4E-
BP1D) ¥ FEALDSHHE S 7z %

(FxhE B8 2 EMEF AN R]

CHs O
CHs Hoe™ H:C

HsC /Il[

sz~ A A (Everolimus)

(1R,9S,12S,15R ,16E,18R,19R 21 R, 23S, 24E,
26E,28FE,30S,32S,35R)-1,18-Dihydroxy-12-
{(1R)-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*°Jhexatriaconta—
16,24,26,28-tetraene-2,3,10,14, 20-pentaone
CssHssNOws

1 958.22

Ao~ RECOBET, =& /7 —)b (99.5) %
IR <L KIZIEE A EEIT 2V,



*% [ 58 & 4]

RIEY) B AS B AR 1t 0 B 36
EHIBHEOBW . ALFIEFNREE L 72 BRI X > TORMT -
fEHENE & LB, BADY A7 ZEIZONWTHTFICEHT
& LR - R - FEEAOWLIERO L & TORHW
bD LS, BENTEICH o TUELIEELZHELLZ L,

TR N 53 WA R 455

1. BERTFHR, —EROEMIIRL T— 5 DERBSNL FTOM
. ERERE S RICHHRGERE Y EBT 52 L2k KH)
FHBEZOEFIEREIRT L L 12, AR OREM R UHE
BIEICEET A7 — & FRENCIEE L. ARF oI I LT %
BEEZH#ELL &,

2. AN WAES OB, AL R L RIS L o T
B - ERHESND L LI, KHID) AT FEIZOWT T4
ICEHTE BEN - EEKRE - FREHIOV 2370 LT
ODHEACEND L BHEHRGEICH > THERBEEZEL S
k.

FA ST I FLIE
FUEOZM, LSRRI R L EMIC L > ToRMS - i
EnprlEHic, FHOYRZHEIIOWTHHHICEHTED
FERT - MR - EEEAMOVLERODL ETOARHNLR
559, BENRGEICH o TRELBEZHELLZ L,

FEEVEREALAE (A 5 B A N IE M OSREERVEREALAE (2L ) BT

I e A 2 A e
FEEIERIALIE OB, B RE L2 E RS X o TO R -
EHENL & LB, BAEDY) A7 ZIZONTHTHICEBT
& DR - IR - EHEAIMOWLERO L & TOHRHWN
L LS, BERGFICH > CTHLELRBELZHELLZ L,

(@ %]
774 = b—JLEE2.5mng 30%E (T 7V =7 APTP)
7714 =b—JlEE5ng 308 (T 7V I =7 APTP)
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5) #PEER  BHI-ZNT Y A 2D MH 56 IS 5 E
(CERU00005)
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TEAERL - In vitrofEBHIEIHIVER (A b a b KRS
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FPVER  In vitroEBEGIEIER (7 u~ ¥ — PIEHIGE
AR - T A b u s RFEEILEMCF-7HER) (CERU00072)

15) N EH
16) #LAEH

%% 20)
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*%34)
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(CERU00031)
23) PG In vivolBESHEFEINFIER (4 LR EKB3LMM A k)
(CERU00032)
24) FEPVEEL  In vivolE I HETEINGEIEE  (KIEIEHCT116MM AR HR)
(CERU00033)
25) ALPVER: 1 In vivolESETEINEIER (i ASA9MI AR
(CERU00034)
26) *EPVEEL © In vivolERSIETEIIHEIER (I NCI-H5965M k)
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29) FEPVEEL  In vivolEBEATEIIRICER (v b BEEEALRE)
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32) FLERL  In vivolE BB THIENHIVE R (AR A 2 BE 55 BON
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