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B GG I HARAIED Craxs - tmax L WAUCHSZ M NA3%. 29% S U°60% 3l L

7o, AR INTF T E L OB R RIS hr o729 [74, 10228

NZINI

fRE B A 25BN AR A 2mg, 1H 1 & X583 )0180mg. 1 H2[H % RSN 3%

GL7-k &, Bl & IARARIEDCraxs tmas L PAUC24h 5 ENZ1134%. 8%

KO116% ML, S (=) XF 783 WD Conac & WAUCI12h25E 21146 % % 048 %

B toahS24 %K T L7219, [74. 10251]

yzavqf4sr

FERERE A 24B0 1S AR B A 2mg, 1H1R E =) A1~ 4 ¥ »800mg. 1H 3% 4

PRS- L7z & &, H S & HARARIED Coax L FAUCHFIAREIT, tmant 340 % 38

ML, TV 2834 7Y DCraxs tmax L TAUCH ZNZN63% 29% I 169 % 1

muzem, [74. 10221]

hary-n

R A 23600 b 25— v200mg/ H 10 H BB G- A S AR IR 4] 5m g™

EHOGEHES Lzl &, B G & HARAHEO Craxy toax L WAUCH ENLE N

342%. 38% K UM990% BN L 7225, AL + a3+ — Vo IEW BRI R L K

1EE ko2, (74, 1025H]

UyarreEY >

TN 14~166112Y 7 7 » € 2 »600mg. 1 H 18] KAEH: G- H IS AR i5) 20m g™

ZHEGER G- L& &, Bl G & IARARIEO Coax L TAUCH ENZNT1% K

U2%MET L72A% tuad TR F 2 5 BITRD SN o 7219, [74, 102 ]

SOUORKY >

FEHER A\ 24812 A3ESEH 10mg® & ¥ 7 1 2 K1) »300mg (100mgH 7 )v) % Hifh|

PERES- L7 b & B 5\ ARARIED Coa L FAUCHE M EN512% I 1UM148%

BIML 7225, AL 7 0 2R » OB E RIS hh ol Tio0

B A22BIZ 2 7 1 2R Y ¥ 300mgHi & G4 A Omg 2 i Lz & &,

B G- & ARARIED Cras L OPAUCIZIEI33% 1 L7220 [74, 102211]

1) AHFOKZMAE, 1TH1EImg (AREIIERIA1.0m> K O/MNE) id2mgn 545 L, i)k

AmgTH %,

16.7.2

16.7.3

16.7.4

16.7.5

16.7.6

17. BRPRRIE

171 BHMRORLMICET 35

() > IR E BRREAE)

1711 ERRHFEE IEERRER (LLEHER)
Y USRI ERE B8R (Lbldctk, HANBEAN A &) 2RI, 75
AR BAC MG ATRE B M (MILESER) % 920 L 720 ARHI X
137 7R ZERERCTNAOFRMTRIORGT5 2L &L (KAIBG
JHiE2me/ H) . ARFEG-RE b N T 7 A5~ 15ng/mL o i P & AEHE S
5 &) M L7z HGVEHOIBE (FEV) OEEE0LBY ThHY, A
FREEL 7R L OFHBICBW T, HEFWICHERESRBD LR
(P<0.0001) »
FIVENX97.8% (45/4661) (B L 70 ERREEMIZ. H1N%63.0% (29/46
Bl). THIS65% (26/4661). ¥ M U EH435% (20/4661), 1&HA41.3% (19/46
Bl) Tdho72,

F1 HBE1EBICHIBFEV(EOZEIL (mL/B) (ITTE£H.OC)

T 7
AFHI T 7F R [95% 15 HE X 1>
P
N5 o0 1357400 1378446
(mL) (46) (43)
P12 1k 1383394 1272414
(mL) (41) (34)
e 19+124 134182
11420 ~11.8+20 129(7.3, 185]
& (ml/A) (46) (43) P<0.0001

FEHEAR 2 (PR 16T 3 (3l A = AR

s L7220 5 B ol KAk

b) e GRE B (). W & 350 & OZSHARI % SERD A, B B Ol 2 8 i 2R & L 72
RERRET IV

(%)

17.1.2 ERERRKRFER (GFEHRRER)
HANY &SRR B #6306 (blictk) &3 %I0c, Stttk I IS
Mkl (MLSTS#UBR) % %20 L7z AH %2 B RN BBV TP O LM TR
5352 L e L (RABGHRE2me/ H) . RAE G0, 1k b 5 785
A%5~15ng/mLOHPH % iR % & 5 R L7z HG52EMOFEVIOM X1
EKDOEBYTHY, MEDB%IFHEXHE O TRAEIE, HHICRE L 2R %
Y 24n B2 L T,

HITEE. 100% (63/63%1) (238720 TREIEMIZ. 11P9%88.9% (56/63
B) . SAIHEE249.2% (31/6301) . L5 %9E46.0% (29/63B1) . 569541.3%
(26/63%1). FHi39.7% (25/6301). TH#i34.9% (22/631). SHIBREMN %£30.2%
(19/6361) Td-7:9, GRERHE T )

K2 HBE2FEMICHTBFEVEDNZEAL (mL/A) (FASER)

N=254 v | $&5245A% b e
(mL) (mL) (mL) (mL/H)
0.7+0.75
1794670 1834+691 43+253 =
(56) (44) (44) Sy

TR B (BIBO . 83 i = B (B

a) MBS REAR AR I 2 B <

DB (1) ZBEERR. #BE 2 ARMR L LREWRET W
o) FHTREE L 720 & OFF A AR A =53 mL/H

(RN D NERR)

17.1.3 FMAFEEHRHAR
U SR, ) 2N RE U T =N A9 O BB LB & KR ACAH L H 1 Img
(REIFTLOm>A) Xd2mg (REHRLOM2L L) & B E L, B
T 7iREA5~15ng/mLE L CH2BME G L7z, $k5-52:8 % OEEMHE D2
WEIE545% Ty FRNCREE L2ZBIE (5%) 1Sk LA IS A > 72 (P<0.001).
FIEE. 100% (11/1180) 2Bl 720 ERmfEMIE, 1M %81.8% (9/11
B) . SEBREN %72.7% (8/1161), FHI455% (5/1181). F5%#E%%$36.4%
(4/1180)« JEHE. WHEHZE M O 844527.3% (3/1181) . SA5SC g8, MM e, 9%
dii. WOV H RS 4182% (2/1161) TH o727,

3 HRYFEZEELOMRIERHIEICL DR 5 RIA2BHDEMREDERE

Bil%k (%)
FOE T 11
CR (52&Z%)) 0 0.0
PR (&B5Z%h) 7 63.6
SD (Z3E) 4 364
PD Gft17) 0 0.0
5% (CR+PR) 6 545
95% CI? [234, 83.3]
Pt <0.001

# ¢ MRIMHE TREMIHLEAE I L7z b O ZCRy 20%h EofihEZ /R L7z d O %PRE L7z,
rpl AR HE (G L 22 PRO1BNE IR D)) & L CHR

Clopper-Pearsoni: (2 & 0 43t

TIRUE. AR 2.5%

a
b
c

18. FExhEIE

18.1 fERHEF

18.1.1 AHliE, LAMTA SN mTORDIEE W HIEMHAL 2 FE T 5 Z L12& - T LAM
SE AR R 2 7 W ARE A BLE Ly SRR O GO/Gl2 & S~ o7 % 3
42 2 & TR A JIHI3 2 L 2 5N Tn B2,

AANE WRAE B TA SN B PISK/AKT/mTORE M O W4 G2 MIfl§ 2 2 &
W&o Ty U SN B o G - BRI A PR ARl D - 0 5
B & Op70S6 kinased V) ¥ BALMIBIEH 2R3 L E 2 /s ),

18.2 BREFA - Mia1E5E - BEOMFHER

1821 AHNL. in vitrokBRIZ BT, LAMBE D S IR L 72 LAMF- 15 Bl o0 845 %
ol L7222

AHNE, 77 ALAME F WIS BWT, MiHLEE o B % O e 22l iRt o 95K & #0
L7220,

LAMAIN A TSCiz TR M TI1d. VEGF R iMLEkAE, K 2124~ +
Yy 7 AXyuTaT 7 —ErHNT %A%, AANILAMANL L TSCEE TR IBMITE
2B BVEGFRUR M v 7 A A5 0705 7 —X OB %R L7220 2,

AFNE in vitroRRBRIZ BT, MU AR OMEAILTH 2 ) ¥
NI, b b Y oSETIREA RO Y 2N O v A i
VAL B2 B G 00 1 5t 2 SR PEARAFVE LI L 720 F 720 AAN e b Y > 88 R A
D % P L 722 20 29,

RAN in vivoiRBRIZ BT, TV Y a3 MLLAARETUL ¥V h TV any b
EINEY VVENEIESS < A M N ER A, < ARG RO~ Y
A GRS VR S5 A R A 0 45 55 € 7V © ARAZ RIS L SRS L
el &, TROOBPWE TN TH SN EHTLORG &2 IH Lz 720 AH
E TS DRESEHINL > ) > 7 ST AR LT AL & B L 7220020,

19. BB ICEET HEEFIFE

—fg4 1 > a ) A& (Sirolimus)

b4 1 (1R, 9S, 125, 15R, 16E, 18R, 19R, 21R, 23S, 24E, 26E, 28E, 30S, 325, 35R)-1, 18- &
Fu¥F2-12-{1R)-2-[(1S, 3R, 4R)4-t FuF ¥ -3-X b F T I 7 unF v )Lv]-1-
AFIVIF V=19, 30-9 A+ F T-15,17, 21, 23, 29, 35-~FH A F)b-11, 36-V 4 F
F-4-THF )71 [30.3.L049] AFH YT IL5-16,24,2628-T b T L2
3,10, 14, 20-~> ¥ % ~

53 F3% - CaHuNOy

Syt 914.17

18.1.2

18.2.2

18.2.3

18.2.4

18.2.5
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21.2 FENTOHRGERABO TROENTVES 2 EN D, —ERDIEBNARD 7 — ¥ Hi%
RENZ T TOME, Sl & QRGN A% ST 2 2 L Ic k), AHIfE
HEBFHOBE ISR ILET 2 & & b10, AAOREERVHNEICMT 57 -5 %
FLNCIUE L AH O IEM I LB B2 5 2 b,

(Eaty > NEREB)

21.3 HAANTOHGEHEIHO THRONT WD Z Lrd, WAERGEHR, —E DRI
127 — & BERM SN D £ TOMIX, AR % KRR 2 i 2 2 &
LD, AHOWHBEOWRERAE RS 2 & L bIS, KA O L OH R
BT 57— 2 RINCIE L, AAO@EEFHICLELRIEEL#H LS 2 &,
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