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5 ARIEAUR SR 1 - 4T — TR (1) 5 7 , Forp Bk 29 A & b e ] — R ke B /D
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Bz Tt F 6L & mTORSIN IR B 28 B RN BRI LURTT R T

[0001]  ZRFHEAE S 5 FRO S FRE I FR O HA220204F03 18 H |, Hi1i %5 2020800345439
(PCT/US2020/023366) , A& W45y “Be N ite A A0 SrmTORFIIARIFFIAN A 25 1 FOAA K IR AR 7
PIN o

[0002]  HICHIERIZ LS H]

[0003]  KHHIHEERT-20194E3 J119 H 22 AU “BE M e F A0 SrmTORI AR F1 25 1 Y
HRIIRL LGS 1 ST H 5 62/820, 842 FIIT-201943 H 19 H R R “ 1)
THRT T I ER 5 R AL A7 i SE NI FR 1R 5 62/820, 838U L e AN A 5 T H
(1, Hrpdg— R 5 HH AL

B Gt

[0004] K FHFE K FHT B it FH A0 EmTORA I RN 1 25 11 AN K RIURLI) 21 15 P Fh ke 1
N H TG AR 2 Ky AR T, HAAOAR B I A9 (0 SmTORAM AR 71170
EEliEAY SRS Y/R

BREAR

[0005] iy FL W el F s 2 4 2 F (TOR) S — b 5y , E 01 P EO 2 A0 34
GE ~ PICRIARIA FR) & F A s B2  mTOR AR 17 224, (O 2 2= , n) A 280in Ty it
LU TAE A 2 M o PFZomTORSIARIFH , EE QTR M 2, ELRVKIRVEZE , I A ZIR0UE 5, He
PTG PEFNFNIA A 1% BRI )2 5 S R SAERNDRUBRAR , JEH AT R AN IR, bE
Rz T e

[0006] PRI, ARA5Udnk 5 22 PACaHE FR) £ 5 m TORAI A 770 X0 PR U ) 71, 122 761 75 7 Je FHIN a2 A
SERIRH/ BAN 2 SIRRA AT 232 (R FSON, EE AE B T it FHIN o 1B 55 22 A (02 mTORAII A1 51
FOLATIURE A AR , 2 TR TR, B e PRI, O EL AT DA 2 B AL R/ BB ik
1t AN S S AR BN AR S A i XU

[0007]  ZRSCHRE K O FT A HE AR 6 1 6 ) BIs RN A1 ) 2 ] FR O AT P A i
5IAEUFFNATE

b ES

[0008]  ZNHREERHE 7RI T MR BRI 1, HE TG A AR N i B3 45 B rmTORAT
RN 1 I ARRIIURL Y 25415, Horh 258 215 P mTOR I 1 ) 1 S A e FH 2
0. lmg/m* Z )1 0mg/mHIF & o 7E—LE S5 5 2, 25804 A W rpm ORI 7 1 F g g 2
%) 1mg/m” 2 231 0mg/m* (R F o 7E—LE 520 77 20, 25940 4 W hm ORI 371 (1 1 Ky 24
Bmg/m’ {71t o

[0009]  FEARSEASCHr AR AT —FHT TR — 2850 5 2UH , 29l S it — 20 o Fib
[0010]  FEARMEASC IR A5 TR —28 50 5 2, 2584l &4 i it H— kel B
D AT 2850 T U, 29 A S AR R i IR AR — 2S00 5 S, 29 S =



CN 120267635 A ﬁ'ﬁ HH :I:; 2/36 71

JE PR -

(00111 AEARYE AR AT — R FE I — 28 S 5 U, P e e « AEAR IR A SO ikt
AT — R I — 2ot 5 2, O e R A -

[0012]  FEARIASCITIR Y E— R EE R — 28 5005 U, AR

[0013]  KH T t g HERE A 28U om ORI sk = M RAURE A S 5k, ELAdi i M e
IO A0 S mTORJIAR 771 1 25 FH IO AN AKRIURLIT 254 51 o A — 285006 )5 2UHR , mTOR STl
FUR AR 2 A — 28500 5 A, 29 A Stk 20 (O - A — 28 50t 55U, 25820
EYRZI0. Img/m* % £910mg/m [ 7] i o £E— L5 i /5 S, BEAL LR A4 121
[0014]  FEARIEASCRr i AT — M5 R — 28 5 5 5, 29 A S A RBOR TR~ 1)
FLAAKT29120nm AEARIEA SR L — R0 i — 225065 U, ARBTRn 045 I
A BB ImTORIN A o AR A S i RO s — 28520t 5 U, B R A H
E A AR A R AT — P B — 28 57 5y mTORIPARIFALE A S 258« £ AR
A SRR AR5 TR — 2 5 75 5y mTORSIARI S P b =< -

[0015]  IKFRSIAEESE 1 —Find 51 5 R H = MAR 294151, HA04E :2) (05 mTOR
SIEBIFART A 2 RO ANORIBORE, Fb) A o £ — 285 52U, st B iRk Tk YL 5
2B WIGRR 7o ZEM A AR U HEOi N SRR R N - S -D- -7,
N 2 2 BBl TR o A — 2RIt 5 IR R » £E — 285 5 U R v b o £
— LBty N, 252 A mTORIPRIF Ak By 2 D 2yBmg /m1 o £ — RSt 5 U, 24
2R 5 P PmTORATP I AR 5k %2 /D £950mg /m1 o 75 —28 55t 75 5CHp, 294 S Fp R
RIS EAR A KT 29 1200m . 44— 50 5 50, 29 S P ARk BT 0 FH 1 25
IR ImTORIAR o 20507 U, A A SR I A R AN A oA 28507
2, 2SR I mTORAAFE A By 254 o A — 28 50 /5 U, mTORII A2 v s
o

[0016]  IKFRTSIESEAE 1 HITWIANA R N it HI A0 4% £ S mTORI A RN 5 45 A M K AR
A SRR, 2o B 0T a) S THIE XA AL S Wi 20y =, FIo A AR
TRRITA RS 5 Flb) 53 B 2510 2 RO TR 2= IR PR o0 B 1, FLrh oy BRI RSB 5 S TR 24
WA E R AR TR & , NI B A A 20 A 5P« A — 285l 5 U, 2k B v
S, TS EO R I BT S v S TG SR RE AR AR O 29 A S M MR B s HA
AT o A2 — 2500t 7y AU, 2R EL I 2O AL k2L A T o A R R — 2 5ty U
m ORI A BT 249 o 35 1 (1) — 28 51 /5 U, mTORAIAR AL a5 2=

[0017]  RFRSEEE AL AR AR APk B R &, TR o - (£ 2L
IS5 A Rt 2 AR P SR IR T E A BT o A —2E S 5 U, 101
k2 R R Gk T 2R BRI B 5

B (&1 35¢ BR

[0018] &1 s 1AL F 0224/ NI 2T (SC) B bk A (TV) Jite ) 54577 Henab - H %5 3=
(ABI-009) JF B KR4 AR FR ) A I 2 iR

[0019] P28 R T AL IR 022 168/ NI B2 I (SC) mlemitbk P (TV) Jits FH Rl ek nab - 25 21
(ABI-009) JF B KRR A AR FR ) A I 2 iR
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[0020]  [KI3'5 7R T AEjit IR 02 24/ N B2 1 (SC) s B ik Py (TV) 1t FH A 5 Fnab - SR & &
(ABI-009) i H I R B A 4 A Fh A El b s 2R

[0021]  E4P R TAERFEZ B (subQ) sk N (IV) Jit 557 Fnab - F1A%45 2% (ABI-009)
AR, Gt S ph 28 R AR (AUC) Tz

[0022] &[5 RAERZ T (subQ) Bk Py (TV) Jit H B 75 S nab - F51145 2 (ABT-009) J5241k
168/ N A FRE S (- IRD skl CF D Hi B bias R .

[0023] &6k T T (subQ) sk k Py (IV) jit H 75 S nab- F51145 2 (ABT-009) J5241k
168/ NI A FRVCMIE () sl JHE CR D A s A e 20

[0024] K7\ R TAER B (subQ) skigik A (IV) Jits R 5 Einab - TR AR 2 (ABI-009) 524
B 168/ NIRRT CE D siegeie CR D FRir aimh a2 R

[0025]  [E[8IE x T LAL. Tmg/kg\9.5mg/kguk 1 Tmg/ kg7 F it FH BLIK B2 T 45 Znab- E IH %S
2% (ABI-009) f524 7281120/ N A BRI ek 2 1 0 el b 25 200 B B i TR I R A

[0026] 9 R 1W R HASFIATT ALH R BRI B A (R 2 2 B 2 o3 T LL e

[0027] 102Kk H 55141 (0. 9% Eh7K) IR TR o AR B B A1 2L i AR T 12
T (SC) IR G RIAEANNE CREAFTL RS8R T E K 0) FIgk B .

[0028]  [E11,22k H 55241 (HSALEO. 9% #h/KH) K FRBZIRIMARNE BT AR K B (SC) Y
A DAE B 2R G SAEANI I R GRSk 387 (B) FIFLE 0) i

[0029] & 12022k FI 55341 (ABI-009, 1. Tmg/kg) AR B2 IRAOARZNE B9 B 7E B M 414
(SC) A DA Bl MR G A AEAIIIR T CREAFT) 38R 73R B) FIE R 0) .

[0030]  [&] 132K [ 55441 (ABI-009, 5mg/kg) FIARFR B kAR SRM: BL Ao 52 (SC) Ry
TEST BT A RGN T (£ 57 35) M/ NRBEE AL (A5 3k) o Fe i (B) ML RZ (D) A
e

[0031]  [&]14;25K H 55441 (ABI-009, 10mg/kg) [ A FR B R A B B FliZR B (SC)
TRE T REAINIRE (k) FIEAIEX O, (A fisk) « R B7 (B) FIELE (D) AN

[0032] P15 K [ DAL, 7Tmg/kgbmg/kguk10mg/ kg FHHABT -009M] A Fr FHa i I 71~ F- 34
eSSV O

[0033]  [RI16%5 0% T 7 FHER /K (B 14H) ABT-009 (llkid 12 s 4524 ~EEMAJE (rapamune) (11
JKiE T ; 56 34H) ANABI-009 (BZ P igfs; 55441) ALHHE0- 15K 2 Ja AJHF4masas /N S AR AR A
FUPR g AR SR

[0034]  [&I17 RAE FEE 7K (B 141) JABT-009 (kg 12 s do4) b (o Mk 46 3
) FIABT-009 (57 i fs ; B 44R) ACFRO0- 15K > i N 4mse /NSl A R RS R AR TR /N BRUT)
REAR .

Bt

[0035]  ASCHR 1 HIT R N ite FHANASCO R AL S it T ik , L An Ao 549 2 mTORT1 i 751
(e dnbn s 22) Al E EE ERAAKRIUR I ZH B0 o £ 55— T, AR Bt Tl 52 P e
A Em ORI F] (b A s 2) Al 8 B A ARURL O AL 54 , K545 280 FmT ORI 751
(b dn e a2 s R 2, LU Wl BB < OVE T il R 2R 5 7k AR D3 — 51
ASCHRBE T AERrmTORIN R 771 (bt Al a5 30) MBSy vk, AR R M el At 5
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mTORFIPH 7 (b 4 ek b5 2R) 1 & H AR 59 .

[0036] AR B TR T BRI T i, R R T it H B3 95 A0 SrmTORJI ) 551 (b 4n e A 2
20) M A ARRI I A5 o A28 525 5 2 B S AT o 7E— 28 S0 hE /5, 3
T HAMTOREIE AL (aberration) e IBARAE N MAEATIBTT « /£ — 285050 )7 50, 96
AT 2RI AT -

[0037]  ACSCRFEME TilE A T NREHEMRNAGY, B AMAEY, Hemas
mTORFP ] (L ATER AR 22) AN B P ANKIRT , AT X Rh AL S 5 1 o £ — 5 T, 41
GRS FH T30 T U 4L A s A AN / el s 41 S ke e e —Fhl 2 Fi
TR o 125 AN — Pl 22 sl mT DA B8R o R A7 A v P DA R B = A iR, Lo e
IR T NS 2 R IR AR R R/ s gt S nakase

[0038] 74 —J5Th, ASCHRAE T T B2 T e A A SO AR I 29 S e B e
BIESA THRIC A SR 251 = FN S A AR IRITAR E B B Do &
29 = MIA IR E I AT AR o Bt , b o BRI BB R el sl 5 [ sl e v TR 25 59
FTEAER IR G WITTE R A 29 S e B AT LR S i, HOm] DA B pfe
FFAEN RN 2 5, BE B ARk IS N T BB A S W R T i 2 MR ASGA R T
{5 FH A SR AR I 25 ¥ R T e B0 4 0 -SrmTORJI AR 70181 141 28 1 I A K Bk ) 4 S i
2.

[0039] ENX

[0040] NV Y ERfE , AR IR FIA & B 5 T AN S it 5 A “p - 5 TN S b 5 Al
J RN/ B A b D TR ST ALK

[0041] AR A A, B & A AT L SmTORMHI 7 (bb a0 i & &) “H1 ¢
(associated)”, B, S S H & A HImTORIIH 71 . “FH% (association) ” Bk,
P (associated) ” FEASCH DA— s X I HLEBSEMT /K41 A P hmTORIR R ] (bb
WA ZR) AT A/ SR B A A, R 5AS BEANASYHELL, A& A
mTORYIPIF (b A IS 22) BEA 5 BT /K A i, ) & E AImTORFP 751 (kb 2 b
52 BN “FEIRIT” A A5, A5 2 A /K B - EmTORIT I 7] (Bt
Wb 2R FasE , P A P RImTORJIIHR 5] (Eb e hi e 22) AHC o 91 , 1148 1 AimTORAIH1
FURT DAL TR B KR X AEASC hdE— 2 iR

[0042] X “AUEW0” HO— b M T DA REASCRT b A i) 9P 41540

[0043]  ASSCfd FHIOARTE “G200 (effective amount)” JE 8L DLIETTHE & BE R i e
JFILE AN 2R RN IR RN/ Bl IR I —Fh il 22 R (b S s 415 Wi i o AR &iie iy
PEARIY, AR T ROk 2R, B R RE TS 5 B il 22 ) R LAk B =2 96T
S8 o AT AR it I — Rk 2 Blia 7 IGO0 1 28 je A 80e: , I LA 5 — Pk 22 Rl
G MDA B DAE RO 45 T AR A 59 (Bl an, e S 2 M A EANA G 1l
REIAS B MR AR el AT 25 0 45

[0044]  UASCHTAE FHY, “nab” ®RERGKMRL (2 F1 457, Ifl “nab- BIAE R £ H&E
FURRUE I P 0 25 2R MK ATURT il 771 Nab - TR A2 2B MR nab- P8 2 50wl Sy o kT 1
R o= 0L, 140, W02008/109163A1.W02014/151853.W02008/137148A2F1W02012/
149451A1, 'EA 145 H il 5| A AT E AL .
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[0045]  GUACSCRT I, “2527 bl Resz ()7 ak “2o8iy AR I S e Ay bl
5 TASE AR AL, 10, iz 6T OF e 2 B A b A 50
eGSR EA 20 5 LA 55 75 305 [ ATAT 2 2 AN B2 A= s sl A B E
25 b TS M A R R A e e itk Je e B A A I SRR v AT/ ok A i A Hh 9G]
B 25 B Rt A TS R A FE R

[0046]  GASCHTRE I, “VR89T (treatment) ” 5k “VA7Y (treating) ” & —MRIGA #a 10Ek
WIEEI 25 R (BAEIRIRES 30 1051 « AR B W, A3 2 1 sl B2 I R &5 SR e FRH
ANBRTPA T — ek 22 B s G2 A F s 5 RS 19— il 22 PRAE AR DRI [ R B S R
(I, SO sl A L2 os FD R FOUSS sl e 2 i (AL (B2, A8 L TRl sk HE 2 95 1Y
2R BRI ) AR 2R S S I [ 0 Fee S RS R BRI 22 i (RS0 ik
BB IR IR P T RS R — Pk 22 R 25 W ) AR LR I 1 JR R e AR TR
A/ SR A o AF— 28 508 5 50, S9R9T A R — 32 A A RESRAHE L 5 S oA 32 76
7 I H A SR AR AERAT L , J657 B S A S — Fhak 22 FRE R M E v A 2 D
£310% 20 % +30% +40% 50 % 60 % 70 % 80 % 90 % + 95 % 1k 100 % H I F—{H . “VaIT” ik
BRI IR PR A R AR W5 1575 18 T X a7 T I R — e 21

[0047]  ARiE“G Kk (recurrence)” . “H & (relapse) 8k “H k& (relapsed) ” & 45 7EIm KV
TR T IR R E BR324 o« 2 W e AL RS Bl Ry P A P AR A &K

[0048]  Rif “XEIATE (refractory) "ol “Dilk (resistant) ” R HENTTETT I8 AT SN [P FRAE X
[00491 RV YR ASCHEIR AL B S50t 5 20 R AE “Hy e ST TALRR” R/ Bl A
Hpee S AR

[0050]  HEAbEE K “2)7 WEAME s S EHE OFH i) Nz E s S BOR St Bl , 42
S “AIXT AR s X7 A .

[0051] ARl I, 4 M “ANE” FAME S B0l i S TR AT A L
SR, 2T ARy XA SR A 1207 1 TR 7 XPAONS R -

[0052]  ASCHIFTRIACR Sk il A B B0 30— (@) 7 “— (an) " M1 “PBTik (the) " HIHE
BOU BRAE L NSO EIRRILE -

[0053] K7 NI sk

[0054]  ASCHRME TRz AL Gt Za Al S 5 1 2 A S Y FEmTORIPHI AL
WS ZEMEAEH .

[0055]  fF 2055 7 X, Stk 17— Fh TR 2ost mTORIR 7] (bb 4 iz 2) 1Bk
FEAMRIEE AL QO i S OE IR sl IR 41 200 U7 7 25 T B S B T B 4s
AU EmTORFPHF (Lb A e bAEE 22) A A& H KR 259, L anZsWp 2 &) o AE— 2
S A AR B2 ZH L A b R TR

[0056]  fF 205 7 X, Stk 17— Fh A T-KA 2ost mTORIP 7] (bb 4 i 2) 1Bk
BRI T 1 2 AR R N i A RR KR A5, e AN Sl S 24K
BR B EmTORIPA I (b AN iR 220) A as A, Forp m) i 1053 25 s I mTORA il 771 (bb 4
FRIATEZR) FOZNKBTR mTORIIHF] (Hb 4neR A 20 O EN 20 . Ing/m” 221 0mg/m” A T:
—{d, DA E e
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[0057]  fF—2850j6 1y 50, 1200 T AR AR AR TP mTORFIIR 1) (bt 4 ey M 20) A oK
-,z AR RN ] RS G S TORAP 771 (bb A i 22) AN 8 1 I AKBURT (R £ 5
W, LE AN 2o A5 o« AE— 2 506 77 20, mTORI I 5 (bb 4ndr b 22) IOk E 1ng/
ml.5ng/ml.10ng/ml.25ng/ml.50ng/ml.75ng/ml.100ng/ml150ng/ml=k200ng/ml H{1) 2 />
A, DA EATE RS o A — 285005 )5 CH AR AT TR -

[0058]  fF—285it )y 2 rh , ARSCEE B 1T IRST AR TR B 1 7 7, AR Ir AR B N T
45 00 2 mTORIIPH TR 1 25 1 AR IOR ) 50 51 o A1 — 28 506 75 SUrh , 25920 5
FRmT ORI U ARt T 290 . Img/m® 2 291 0me/m” , LB 4124 Img/m” 5 21 0mg/m /1 71} k.«
AE AP A PR A P St 5, 252 A M rhm T ORI 5 371 10 ek D U e FH 240 5me /m 1) 771

=

H o
[0059]  fF 2855 7 X, 20 Sy mTORFRA ) AT 5 s BV (R 7K (1A, =
TR AT B2 1SR RN B 2 mTORAIP I FIAKUR AL S RN i F 22/ AR b T
R Rl ki 52 7 E B E I ZKOY o fF —28 56 7 2Urh , s N2 5 29 SV B
I LEER )22

[0060] L5055 5 H , mTORAP I FIZA KR 2H S5y hmTORFP I (Ebn, B 20)
IR EALEZI0 . Tmg/m] F1Z5100mg/m1 27 [7], SHEHI 0250 . Img/ml & Z)50mg/m1  £J0 . Img/m1 &
2150mg/m1 .20 . Img/ml £ 2J40mg/m1 . 2J0. Img/m1 & 2J10mg/m1 . 5{ 20 . Img/ml = ZJ5mg/ml .
215mg/ml 2 2J100mg/ml «Z)5mg/ml £ 2)50mg/ml « 2J5mg/ml & 2J40mg/ml . 2)7 . 5mg/ml £ %]
100mg/mlZJ7.5mg/ml & £)50mg/ml 27 . 5mg/ml & £J40mg/m1 HH [FAT—A, DL L H R {E i
YO o A28 5056 77 A, mTORAIP LA 2H 5P rhmTOR AP 751 (Lb an R iz 20) [k
% /Dbmg/ml 7. 5mg/ml \ 10mg/ml 5% 20mg/ml FH [{fF— .

[0061]  £F 28505 77 X, mTORFIH LA AT 20 7y Hhm ORI 771 (bb anEa b5 22) 1Y
AL MT—YEEIN - 290 . Img/m* £ 2)5mg/m* . £)5mg /m” 4 2] 10mg/m* 2] 10mg /m* 4 £
20mg/m”ZJ10FE£)30mg/m”\£)107E 4J45mg/m” . 2J10ZE £)60mg /m” « )20 E £J30mg/m” . ZJ20 5
2)45mg/m” £J20 F £160mg/m” . £J30 % £J45mg /m”  £)30 % £)60mg /m” . 5% 2] 45 % £)60mg /m”
AN AT 1 o AE I BB R 52756 75 2Crh , mTOR Il 2K SR 41 45 4 Fm TORAI ) 7]
(b AR 2 A R AE 290 . Ing/m*FNZ) 10mg /m” 2 JR] o £ Jy— AN B PR R 52t 5 =X
Hh, mTORJ I 7140 K kT 4 2 P TORF AR 77 (Eb A A 25 2KR) 1945 20 46 20 Img /m® A1)
10mg/m* ], b 4n5mg/m”.

[0062] 2055 /7 X H , mTORFIIH FIZA ATk 20 1 (EL e M 3=/ 1 28 VAR
AW eI 26 2o R H AR TR — IR R— IR R = KRR R— K
FETLUR— IR RN IR — IR AN TR REDY JH =2k (Ee e 28 K I 85 1 W 8FT15K)
T = A — R R ] — Rl = A R R o A — 28 5 77 2P, m ORI 7 AN AR 4H 5 1)
(Fb iy e 22/ E & A APKRBR 5 1) VLAY RE2 R —IR VB3 — IR VR4 T — IR V36 i —
IR BES i — Uit FH o E— 8 St 75 5, mTORAIPHI FI AR S5 (b iR i =/ A &
FIARKRIURT 20 5) LA /D 2085 F TR 29K W BIRAUR VB IR 6 Rl TR (B, B R—2R) Fh AT
— N o AE 285y SR, BRG] Z RIS TR/ N 2964 H W34 HL 1A HL 20K 15,
RALARABRAI2ZR VTR IOR IR BR TR KRB R VAR 3R 2 KB LR 7E
—2E 5 75 2, RO P 2 RN RN R T 201 8L 2 i 3 V4 B 14> H w2/ H 3 H

8
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H 5 H 64 H84 Hal124s Ao T—AN o fF— 2850 5 b, 45 2575 S50 AW o A —
BE 5t 5 U, R ONE FH 2 I AL AN R T 29—

[0063]  mTORFPHHIFIAKIIRL 20 54 (LB AR A 25/ 8 4Ktk 40 5) 11 T R DA
PER—BUER O], EE AR 1A H B2 T4E AE — 285756 77 2, mTORJIP I 7 Ak Rk 41
G CE RS 2R/ A& A PKRER A A Y) /£ 20 2£)2.3.4.5.6.7.8.9.10,11.12,18,
24.30.36.48.60. 7255841 HHIIAE— I A BN T o

[0064]  FFAu] iR 415 Wy i B SR 700 T DA FE A 2573 J65 751 a7 0 741 Iy 741
FUA RN BGT N CAE MoV E T TR 2 25 BT 1 A AN ST e R A, Db a2
IR RIS 0T T ORI L BB S o 18 AT ARG 50 o RISt i P AR R s g it i
P BRI IR JR R S P 3 £ 250 B s OB A o B FFISAS PT DA BRI 741 FLAK 7 pHER M IR
S, BIAATRTR B HEERRIE/K L ZUERE TR — Ll | R R

[0065]  AREFEA 45 2575 ZEEL 4N BT SHE I B 45 2575 107G T AT LAEE 2 24 JE ] (b
W1.2.3.4.5 65 BHEZA I, Lb an291 - 104 B0 1- 74 9T 1- 5 0T 1 -4 F 0T 1 -3
A o A28 5y 2 AR E 45 2500 ZE MR T R R DA AN EE A Y.
FE—2E5 g S AR E 45 255 R T S g (B, JemlbE) = DA =A%
AT A o

[0066]  FE—LE5 a5 2, AN AE RIS I 2 A7 AE TR o AE— 28 506 7 20k, i R B A
F/D 21,2, 38k4 ] o A28 5 77 P IR N B D £91.2.314.5. 6 H BB ] o 7
— BB S 7y S CH IR R R 2008 Fe v AR EE S N TR B (914, 7592 Al e A AR A
HHEIETT 2 AR R 298k 20 2790 % .92 % .95 % 97 %) -

[0067]  {E—LE5tE 5 Uk, 29l A UiE ] —K

[0068] 7 T ite FHhe e

[0069]  ACHATS SR, Sk A BE FHAEEL , B2 D e H] B A EmTORIINH 1/ 11 2 VAR BURL 1 24
W IR EH B e A S VAT A= ) BV IO o A — 28 50t Uk, ARG ErmTORAT A S R
B ALK A ST LA BIE 24078 5 T8 U A7 » e Tt o 1Al
GBS KA QKB A I — AN S T T — R 12 B S B i
VAR E 1 T E TR I TR A S 2 g 0 B R AR 1 B BRI E %0 B e
VET RSP vl PO RN ] IR B AL, SRS B T Z R B B P e TG % e Bl
T AT D AL T ARER S (] S ek D P B R A L DA B R A e R g B A — B
SR TR A AR 4510 40, 2 1 OB AR T s I BT R dLS wh e D 3R,
T BON R A A S P B 5w T P B R AT Be p

[0070]  [Altt  AKSCREAE T TR M i AL S0 2E B, be i 36 B8 SrmTOR Il 71 A1 1 25
I AKIURL I 29 AL 6P « AR I ARG & Tl E S A TEIE L 69
SRIG eI Z AL G PR N e THIE A S . — 51, 2R S A TP
NI S (BIIASCHE AR L w5 B anyd T IE U 25 4L S ) I 25 = A1
O AR AR — 5 T, % B BTG 50 B 2 = R = 1 o B o 2 B 1)
Rl ek o BRI Esh se v fn/ el s e T 25 A0 S W R AS I iR TR & s T i A
M 25 5 AL 25l 5 W ml DAE 5 T B2 B e 2, an o A — 265106 75 2K
R R R TR S A 2 = T RS o A 23y 2Urh e b0 tudh AR e
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HAY I TR RE R HE HH O HERT o 8 — 285075 5 5CH 3 S i i G ] 0 07 S i 2R bt 1
TR e IS S, Lo an iz Mg Er
[0071] APt T RS E N T MM a sy, AhZz4aama s
BT IE RN S8, T R R o a5 A A TR IR IR M B 2 = (&
AW W) R AN o3 BT, By B RS sl 38 sh s viRn /sl s DR T- 1 25
YA S AT E R TR TR, N ITE B 250 S5
[0072] - —2850in 5 U iR B A4 B T DL AE R 4736 B (guard) |, iZ 3P a< B P I
oy BRI B ANERR B 8] o A5 — 20 5 7 2, FE IR B Bl oy B 2 0 MR EE RS R B 3
SN AT R T X, BEh B LA e v SRk sl oy -
[0073] L5 5 U, 2o B B AR T T I 1A 18 BRI S /i o A — 285065
H IZ BB S T S A N SR E B A T I S v o B NS a2 580k
T el B KHEE
[0074] L5 5 Ak Se it BB i 25 G R i i A A )
45 B ErmTORFINA 71 (Hb AN R 22) A 2 A R ANARIDRT , 125 E@ﬁ’\?@“ﬂ;ﬁ;ﬁm%
WIS Z5M) 2 S A BT TRINIA TR ZE o) B 29 = MR iR = W v R s BT, Hohay
lzﬁffFEl’J?F&FT%li?ﬁmﬁﬁQ’J%éﬂ/\%ﬁlﬁﬁ(ﬁ(ﬁlﬁﬁ(wm , WITTTE B A IR 25 2H &5, Horh
RRAUR-PmTORFNRI T (b A ER M5 22) (57l 290 . 2mg 2 £)100mg . £J0 . 2mg 4] 10mg . £
10mg £ 2)20mg  2)20mg £ 2)30mg « 2)30mg £ 2)40mg « 2)40mg & 2)50mg « 2)50mg & 2)60mg « 2
60mg 2 2J70mg « 2 70mg £ 2J80mg « ZJ80mg 4= £190mg « 2J90mg & ZJ100mg P [ fF—A>, B EP
T R o
[0075] L5 Jy A, Bt 7 —Fh B 1 ] B 45 A Erm ORI 771 (b a0 F A s
22) M & E I AURBUR I 29 20 SR 2 20 A S St b 120 B e 2
7§$f§'€ﬁ3ﬁﬂ/ﬂ Y S IN ZW E A BRI IRINTA TR E o B A E MR IR = 1 #
SrBatE, B BRf R bR $171<EI/JQ’Jlf@éﬂ/\#ﬁlﬂﬁﬁlﬁ/ﬁﬁﬁ(bb o, I S A 1
Q’J%éﬂ/\%,/EEPQV‘]#%W‘_LF{MTOR?W%U?' (L anER M 22) B M 290 . 2mg 2 2)100mg 2
0.2mg E2J10mg . 2)10mg F 2J20mg « 2)20mg &= 2J30mg « 2)30mg = 2J40mg  2J40mg &= 2]50mg . £
50mg £ 2J60mg « £)60mg £ £)70mg « 2 70mg % 2)80mg « 2)80mg & £)90mg . ZJ90mg 5= £J100mg H[11)
A, A E B o i o A — 28 5050 5 P, Wi 1 e R AR T A  FLE L S L 2
(pullulan) B JTTIR 5o ZE W A0 A LW H 00 N - SRR  JRHE N- S B -D-
e FUBERZ 32 2R et
[0076]  ASGASRME T AT IR R E B N it A SRR A S0 J5 1 o AE— N
PR IR S 5 2 2 A S B S T A & 2 A S s a5
I 2R R T AR o £F — DN ERR B s 0 5Tty =0, B2 e P 5 ik
BT B NIiE 25 S AR R R sk sl o Bt SRR e N R B DA T &
WA AL YA TR B AL 2530 2H 51 DATE 4 1 A R SRR NN S DA 4 10 ) s M
ﬂﬂl)ﬂ/\ﬁﬁﬁ Rk
[0077]  FRiBITHIBIRA
[0078] AR A 1 I R ANRE B AT 1697 AL an A B — Bk 2 M o 71—
BE 55t )7 T, i sl A M Bk = Hs s HRAX h 22 3R i 2ok (AR B Bl aE Fh g — Fif

10



CN 120267635 A ﬁ'ﬁ HH :I:; 9/36 71

EEZER

[0079]  T.ffim )k

[0080]  fifiym Hs (PH) s&—FHANT B Hs T D AR I 25 AL « PHAE IR ED /127 1 2 SRR
205 W1l 2 Jpk He K1 30mm - Hg sl vV A ~F ¥ il sh ik Fs K T-25mm Hg o 2% DL ZaimanSE A,
Am.J.Respir.Cell Mol.Biol.33:425-31(2005) .

[0081]  FEAR AR AR — s 10— 2 500 5 CH  RRa 7 T — Pl 2 A e 4%
il s o AE—2e 56 5 U il H @ 2k s He (PAH) R & MR Bk s e (TPAH) st A& 14
JiliZhik s He (HPAH) < 2590155 255 S HOPAH. 5 45 40 4l 2305 A AR S I PAHLA M 5 5 R MR OV E
SR FEAR D PAHHR AT —

[0082] sy =, M He 2 ™ SR (M s ik s s o A8 — 28 558 5 5 Hp il He 2
SR AL IWHO] DEEVET T T T Luk IV Bh ik = s o /5 — 2 56 75 20, il F 2 WHO L A
VET TR K = i o £E—28 55675 UH, il e S WHO DD eI T T TR Al Bl ik e s o A — 28 55
J7 A H it Fs 2 WHO LD sE R IVt sh ik i s

[0083]  HRANfILE AR

[0084]  HHAX LR ARG , AR WX 2 RBRAT , & SE LR s A 2 R 4
(ONS) [P Rl A5 1 11 G5 AL Bk D RR 1 — ARV 22 AT

[0085]  fr—2E5it s U, ONSPEATE IR BT o A1 — B8 3005 5 Uk, ONSPR A 2 i BT B
YNIRE o A — LS5 TUH , ONSPRE RS S IR E « 75— L85 it )5 sCH , ONSEEASE B BUAR B A
R (an, Rkt B B A R) o285 75 20, ONSERAT 18 F 4571 PEREAAE T ied
WEVEXZESAE LA AE I 45 A E (Rett syndrome) Bl SRR IFERIG A4 A Fl 2 &
A o

[0086] LBy 2 , ONSPEAT T IR AE o £F — 2850 7 s UH MR TR TR
18857056 75 U, AR T K5 30 K N A 2 /D5 U A A EE AR T R %A —
JR TCHR KA o A28 506 7 X, 1205 Tkt — 25 s A Ae T 38 R e 711
[0087]  /E—LE5E /5 sUH , CNSER AR IR BT BRI o 75— 28 50 U, R BT i) 4 i geg
SE R MR ST BEARIIRE o AF — 20500y S CH R TR AR SR e Hr e Wi P i Jo B4 g o 75—
BO Sy SO M ARKRRL i T G 2 1T C a8 12 Wit R4 i TR 1)
B

[o088]  ZR I fAPEAT

[0089]  ZBHI ke KL BOUZANI R AR 4T aR % TP AEATPAN, 2Rk kit 2 5 HAth 4
MO ThRE , Anan e s M5 S s A2 E R Ak

[0090] A PLFIASCHE AR ) 5 iR I6 Ty A 2ok Ao (B, 2Rk RS 1A, B35
{EANPR T A L O B R AT S JH R AT A B i UL ~ 205 42 35 B 42 s
A R A BRAT TEE SRR « P W AR B AT 2 A FE AT W PR AN S IR S (L A
AR o A5 28 S0 5 R, S 2R AR SRS 1 A B A 2R AR DNASE A AH SRS o 71
— LRy U AT SR AR SRR A AT X R SO AT o AE — 28 55 )5 5
W, B R RS AT 1 A A A DNAZE A A IR o £ — S8 50T A, AT 2k fk
AP RFIA BT Lei ghZE G AE, LE WE: Rt L N Lei ghZR G AE - £ — 28 56 ) A,
LeighZi G b2 2 L LeighZi G E /DA M Lei ghZR Bk il A Lei ghZR 5 IE o /18
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ST A, B 2R AR A DB R A MELASZE 5 IE o A — B8 5006 7y 20, R 2Rk
PRAESBEAF A A NARPZE S AIE

(00911  WTDA A Tk i 75 10677 A PO B RS A, fu 3E (H AR5 400 45 250000
FEAHSCIEAS (B, — el 22 Al 2 Fh S s O A A 2 S RE) « S ) 25 e MEAH SR
FRE AT AR ITURRE im0 2R AR UNRE 1Rk PR 2B R R £ B AL

[0092]  ASCATAR 5 T T LA M ATAT— ok 22 M E 1 - 28 A 2R ARE DS SR 14
PRI — el 22 PR IR B A SRR AAH S SRS I AR ) — Tl 22 Ptk TR KA £k
PRAR B AT AR — Fh ok 22 BEIR L 187 BBAT 2o AR S R R A AR (1) — Pl 2 FiiE
PR BGE AT R ARE BT I A AR 1 — il 2 FRE IR, DA M E IR B AT 2R A B 1)
AR — el 2 PR 1 A TE -

[0093]  GrASCRT A FIIY , ARaE “CoRI AR SRS AN LRI RS AS” & 15 Fh 2Rk PR D RE R i
5 RE AR Bl Bt « R AAAR S ERT T 5 |2 25 Fh A 24 I RE IR o SR A SR B A I E R
BRE, B, LRJC ) U ZE e & AE B RO 5 IRl 2 SRR/ N IR LR
I PRI~ OIE AT RBURT R UAE A1 o b AR S BRi E DR ™ B A B M AE S A 2 LA
HHZ .

[0094] KA ZRRLAAAHSCRRAT I P AT TR PRI e R SR T / Bk — Pl 2 A IRt o3
BN ERRLRA T — AR 2N A — 23 5 2P, R 2R AR A D FREAS Ak
FE VLN —Fhk 2 F: F5 I B IR RS  ARUR RS LS - i 42 s
AR i AL S SEAC R A SR T Z A« H HE % AR AT 12 M SO Fr b ol I IR SA (L
T o AE 2500 7y U, B SRR AR SRS I MR G LA N — el 2200 L3I0 B T
BREAG  JFF AR A AU B AS ULI A28 28 A BB 22 ot Lo ol S U R (BT o A — 251
T 77 2, B 2R AR SR )M AT DL — Mk 2 TEE T L I RE 3 AR AT
T8 JE R RS W PRI sl B TR S PR AS o A — 28500 5 U, JR A b A DR A A
Z /D A LG R A — 25 5 2R, AT SR A DB AG A k2 /D B A A HE SR A A
I A o AE — 25T 7 TCH, BB ZRR A S A AR 2 /D FBA e 228905 42 2 B A2 A
A A —BE ST Ty A, B ZRR AT 1 AR 2 D AT U AP 842

[0095]  JRITHREN T ik

[0096]  ARSCATIR I 5 ik T T I6 Ty AR I A AR — A s 2 A R A (B
TSC1.TSC2.RPS6.PTEN.TP53.RB1 . ATRXEKFAT1) Ab LA mTORIEIG RS o 78 — 28 57 Jit = 7
FEAEIRTT AETSC240 FLAT mTORIE I 22 (1A R R RE R 7 7 o B T AE— Nk 2N 25 A (1)
NTSC1.TSC2.RPS6.PTEN.TP53.RB1ATRXEKFAT1) Ab H A MTOREIE AR , 7 PAE Bl A it
AR VB AT R 5 A TIR T o AE— 28 5006 5 =, B T-AETSC2 AT mTORJI M
BRIEBENRIATIRT -

[0097]  /F—2850it s b, A DA A SRR 1 5 TG T AN A R ({1 2nme 391 / Bk
MBI , I AIPEComa , {51 4nRE IR/ oM e i , 90 AN e A e T ORI i, B0 54k
) L BARIIAMABE T PG 380 ) A4 B S TORA AR 7 AN B (A 2R Ao R A S
F BT AETSC240 FATmTORIIE W A K e B AR TR ST o A5 — 2050ty = UH, AT DAk
ARSHTIR T 67 AR AR e (BN SRR/ sl Ra i , I ANPEComa , 151 Qs IR/ Bk
NCPESRAE , 49120 R s mE AN e TFORIRAE , 90 S ARR) |, B G ) AR B N T FHAE S 1
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540 ErmTORA 1l 7 RN 28 R 25 O AR IIR O A5 9, Horh ANMARZETS C24k A mTOR I
A7 A8 5 5 A, TSC2AL HImTORTE M A2 AR TSC2HA [ SR AR o A — L8 5t /5 5 UHT , 258
A e H BB i AR TC M SRAR TR ZAT RN XA o AF — 255 /5 3, TSC24L fmTOR
OIS AR B RE BAZ IR AT R (SNV) o £E— 250 Ji /5 20 H, SNV 972 F1 C1503T . C27436G
C5383T.C3755G.G760T.C3442TG880AT707CA4949G 1) 584r , mitli A 55 1405-1409.1960-
1970.4999.5002. 352152085238~ 5255\ [IfF—" 8l 2 S FLR o £ — 28 56 7 U,
TSC24b I mTORFE I A2 AR TSC211 45 DIESAL 7t o A — 28556 /5 U, TSC2AL mT ORI My
AL DRI ICIEAE A — 28505 20, TSC2H I mT ORI I A2 F FE TSC2 1 I AR Rk /K-
FE 2576 75 2, TSC2 P A mTORIGE e A2 E0 4% FH TSC24m M 1y 25 13 0t A WF A8 15 14 /K~ o 78
— 657 5 U, TSC2 A mT ORI W AR E FE TS C2 44 S M e o AE — 28 515 /5 5, mTOR
FERIFA ) S 298 o AE— B8 52075 2, mTORIINR 2 TR A 2 22 sk AT A=W A — 28 5
J7 A, mTORAIHI 2 TR AR 2R o A — 285006 5 U, AR FoE A E e (B A TS A58
) o £E 2855 2o, A b FH RO AE 20 A W hmTORI 1 71 (0 70 290 . Tmg/m* ZE 4
100mg/m” (B4, 290 . Img/m* % £510mg/m* £)10mg/m* 4 £50mg /m* £)50mg/m* 4 2J100mg,/m” .
£)75mg/m’ E £)100mg/m?) « £ —EE ST 5, %0 A R A AR B N s PRk Bk
GZIPIE SRR B L — T R TA] o A5 — 2L 306 5 s S e [ R A2 N 40 Wi 1
B PN RS S LIRS IR ST LIRE s (LAM) < i 47 s « 2 s 22 208 5 4 e e e
St~ AR S O B L IOV RHERAE « POIRE S I TR )L R A4 i 25 A=) (PEComa) 7 ATk
EUIRE RN 22 G Ve BB IR o AE— L5 5 10D JRE S PEComa » £E—38 52 5 o, TCiS e
PEBTAMT , 2T HAT TSC2I 4 (B4, TSC25847) Skt B M ATIRST o A28 300 U,
M HATSCIMFAE (514, TSCIRAE) .

[0098] 1 —2L 5y A SR B T iR AN AR s (B, IR/ sl SRR , 181
PEComa, 51411, R TN/ sl S i, 4804 e sk ST AS B T AR PO , 1811, S 4k9Re) 1 771
AR AR R it FH A 280 (045 10 mTORIIHI 7 AN Ak 25 (1 4R KR (20 A5, Horh
ST HATSC2MAE (BN, TSC284E) SKe B MMAIHA TIRTY - A8 — 2300 77 X J it 1775897
AMATSEEIE (51 QnRep SR/l SR , BUUNPEComa, 51 GRRGE SN/ sl SR , (81120 Jeg s
RIS BE TR IEEE , I SSAAIRR) 15 1k, B A AR I e 1A 380 1 B0 47 2 B mTOR I
FIFFIREAAE A IAKERI AL 54, Hoh i ta) A TSC2W AR (I, TSC2284%) |, Fllb) H
AHRPS6HEFAE (5] 41, RPS6 Zmh ) &5 11 5T O M AR g (1 /K (4, 7552355236 . S240H1/ 5k
S24ARLITREIR L) ) e B MR TIA ST o« AE—2E 50t 5 20 B4R TR 7 MR TR e (B4
W AR/ SR AE , (I ANPEComa , 451 4RRSE ST/ i MR FRE , 491 4n i AN BB T R i
E , BN 15 1, RGN N it H A R0 1 B4 B SrmTORI I A AN 28 A 1 11
PRSI A S, Horh i Ta) HATSC2E AR (5140, TSC2RAE) |, Filb) AR ATSC154E , 14
BRI TIRTY o A2t 7 20 32 4 TR AR IRRE (B 9T/ o e e
51 4nPEComa., {5 aris AR/ s S i , 1810 40 SR oM AN R TR SRRE , 90 An S A9eg) 19 7
W BRE AN R R e P AT 2808 10 A A mTORI R F AN 2 Ak 5 1 O AM K kL I 45
Horh 3 Ta) HATSC2IAE (5140, TSC29¢77) , b) A ATSCLEAE , Flle) HATRPS6HFAL (5141,
FHRPS64m A% (185 F BTN IR AZ R KSF) (B, 7555235, 5236 . S24071/ 5k S244 4L [ A TR
1) , eI TIRTT  AE—2E 505 P, YERPS6AL AmTORIET 5 A% FU Fh A R 11 S6 (pS6)
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I FAEARAS (B, 7352355236 . S240 M1/ 5l S244 XL (BRI AY) o £F —2E 5000 )y =k, R 4E
e F YR SRAR TG X GRAR R S AR TR SCORAR o AF — 2855 77 X, mTORFIRH 71 32 1)
S 25 o A — 28 5 /5 T, mTORFPRI 7 H b a5 28 sl AT 2R W o A — 28 5t )y =0
mTORFINHIFI 2 PR A% 3R o AF— 20500 5 =P, iR o A B (B AImis B8R ) oA —
U5 5 3 RO O E 4 A P hm TORSI AR 7l 77 M 290 . Img/m®ZE 29 100mg/m” (151
1, 2490 Img/m* % £510mg/m” « 2J10mg /m* 4 #50mg /m* « £]50mg/m* 4 £100mg /m* £ 75mg,/m” 4=
£5100mg/m°) o £ —28 50t 5 3, 1% T AR A I AMARE T e A Bk & M 2
J SRS RS 20— R RN A] o £ — 2852057 2R, JeshiE 126 1 JRRIBR A 228 PN 00 s 0 PRI
FUIRE IRV S0 LIRS0 (LAM) < 47 s T4 s B 208 S B A i S s Db« 120
S5 TE S P B I RHEAE « AR < I B B L B AR 4 25 22 (PEComa)  FE -Gk Z &
PEBBEIRE A — 22506 /5 20, AE /2 PEComa o £E— B8 556 J5 2D, JCie e A I an ey , &
T A TSC2MR AR FIRPS 6 A K B MAFEA TIRTT -

[00991  fF—285je 7 Arh, S TR MR BREEE (A, e TR/ sloRe g e , il
PEComa., 51401, i SYVRT/ sl Ma P S , 490 0 Fei oM SIS B - ARV, 9114, SEAARe) 1 5 1%
BAERAMARBZ T it P A0 0 2 B s R e =T AR - 8 A I gDk R 20 i, HLrh 2
Tra) HATSC2MAZ (BIENTSC2284,) |, Filb) HAT HIRPS6 4t ik 1 it A IR AR R A 7K (431
4N, 7 FES235.5236 . S240711/ B S244 L I BAIR 11) e MR TIRYY , L rp ki A 21
SRS Z S AT A FE 290 . 1ng/n” % £)100mg/m” (40, 2J0. 1mg/m* & £
10mg/m*. £J10mg/m* % £J25mg/m* . £25mg/m* = £J100mg /m” . £J50mg /m* = £J100mg /m* . £
75mg/m*FE £9100mg/m?) , I H Lt 20 A Wl I — Uk B2 R A, R 20w A, SRS Pk 8 40—
JE IR TA]

[0100]  fF—285j J7 Arh, S0 TR MR BREE (A, e TR/ sloRe g , il
PEComa., 1401, i SYVRN/ sl Ma P S , 490 0 Fei oM SIS B - ARV, 9114, SAAR) 1 5 1%
BAEFAARBZ it P A0 0 2 B s Rl HAT AR AN 8 A I AR T 20 i, HLrh 2
Tra) HATSC2MRAZE (PIANTSC284E) , b) AFAGTSCIZRAL, Mle) H A FHRPS6 4% E5 [ iy
e AR AR (L 7K (2, 7255235, 5236 . S240F1/ 5k S244 R IR 1) BB M TIRYT , H
AR it FH A 2 A b R A2 R B AT AR M 7 2 10mg /m? 2 29100mg /m” (9141, 24
25mg/m* % £J100mg/m’+ £J50mg/m* 2 £ 100mg/m"« £)75mg/m* £ £ 100mg/m”) , H H 4145
BB — KB N, BS9SRI R B 20— T I [H]

[0101]  fF 285 /5 2, RPS6 2 At 1) 25 171 it (M IR AR R A 7K P iR 11,56 (pS6) [ FT
PERAS A — 28500 5 5 UH , 525 2L, FHRPS6 AT & 11 o 1 i AR i R A /K- 2 i
iE RSN S6 BRI o AF— 28505 )5 =rh , 228 A0 205 AR B 2H 2 A — S0 50 )y
o, S SR FR B A E R 7 — D MARBIAHR 2H .

[0102]  fF—285yi 5 = rh 2 8t 7 —MasT LA AR (91 anns A/ sl i , 1
WA TR AR AE , AN SR B AR 57 , G AE I Z AR R e
A0 I B4R B ErmTORIINRI ) (5140, i e 30) ANEUAZE A (BIan, 2R 1) BRIk Y
HEY, Hh G MMEE A TSC2I AR (BN, TSC2284%) o fF — B85ty o, MR B
TSC1284% .

[0103]  fF—2850je sk, F2 4t 1 36T I M AT TSC2 98 AR AR e R B MAEA TIRT T 1)
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Ty, HAias T SFE AR N it T B AE £ S TR R e AT AR AN B A A AR 1)
LA, Tt , SO RO AR AL A rh R A S 2 s AT A B 4 10mg /m° 4
100mg/m* (f5I 411, £925mg/m* £ £J100mg /m* £50mg /m* £ 2] 100mg /m* £ 75mg /m* £ 2] 100mg /
m?) ,  H AT % 4 A e B — vk e e, B 208 ), SR B 20— R IA)
1E 25055 20, MAA HATSC1584E

[0104] @ ACHITE I R0 T 98 T R E ] DUE A 108 H TSC1 . TSC2.TP53 . RB1 . ATRX.
FAT1PTENANIRPS6 1] e R AL H AT —Fok 22 Fm TORIEE i 22 (AT v i , FIRPS6 o £ — 1L
S5 A JREREAE % I TSC1 . TSC2 . TP53FIRPS6AE—N LK Ab LA — ik 22 Fim TORIEE
M A% o A — 28 50T 7 2, S e AERPS 640 FAT % /D — FimTORBEIE I 42 HAETSC1 .\ TSC21k
TP534b H AT % /D —FmTORBIE IR AZ o /£ — 255t )7 A, B iEAERPS 640 HL AT %5 /D —FfmTOR
s IRFAE I HAETSCLEk TSC240 AT 2 /D —FmTORHIHE AL -

[0105]  /F—265j 5 2 SR N SR o A5 — S S0 5 R, e e IR R

[0106]  FF—E5iji Jy 2, JE e MR I o 7F — S 5ty 2U e e R I o 7F —Be sk
T )5 A H e A AN BE TR JRr M R

[0107]  /E—650 )5 sUrh A iE 1 F JRBR AR IN 20 W0 1 5 A VB  FLIBRRE R 1
T HILRE S (LAM) < i 270 P  FFF e « B 20088 VB A e < s IDeaee « 1 5 P Bes < OR S R}
JEEAE PR LS P L R A2 A=) (PEComa) < A7 ibREJRE AN 20 A 14 e IRe o

[0108] {1 —Bu5jE 7 X, e iE /e PEComa o £F — 2850 75 sUH , e e JIPEComa o /1 —
B8 5 77 S SR A R R PEComa o £F — 28 52 77 X, PEComa j2& 12 it & 1
PEComa o {E—28 576 75 U HT, PEComase I [i A& 14:PEComa o /1 —2E 576 75 U HT , PEComasg:
B I & 1 PEComa o £ — 28 5075t /7 A, PEComa s Jiifi )5 & P PEComa o /£ — 285 )7 X rh
PEComa & 72 i & 1PEComa .

[0109]  TSC2HMRN L EERE 1 V45 1T MBI AE 285 1 A5 U BRI LA 175K 160 . TSC4
PPP1R160FLAM. TSC2# a1 H1) TimTORCLE S A& FAE N S TSCLE S —iB o ke fE M.
{25 75 S AR B A\ IR 411 GRCh38 . p24 4%, B AL U TSC2 BE PR AL IR - 4/ 1t it
Genbank &1 5NC 000016. 105 5E , 165 Heta R IE Ml BE - 1A% H TR 2047936 2% H IR
2088712, B A= AITSC2RL AU 542NN 1o TSC2IL MR AL 1] e A AE 42NN b P —A
aATATLH A, B E & AEAETSC2IL I FRATAT N 25 5k AE 4R AL X

[0110] ey 2k, By AU TSC2 28 [ [N 2 2508 11 A1) FH Genbank 1 5 NP_000539. 2
U E o A8 T AUH, B AT TSC24E F (M 2 B R 41 HH Genbank &1 55 NP_001070651 . 1
YT A28 5 U, BP AR TS C24E N 2 25 R 741 HH Genbank B 5NP_001107854 . 1
01111 2055 5 U, Gy AR U TSC2 25 1 1Y cDNAFAZ IR T 71 F Genbank B 5 NM.
000548 . 3% 7E o A L85 /7 Hh , Gy A= U TSC24E5 11 c DNAF AR 177 41 FH Genbank 11
SNM_001077183 . 1E5E o /F—120 50 /53U, gy A U TSC24E 1 1Y e DNARIAZ IR - 41
GenbankZ 1 5NM 001114382. 155,

[0112] 2650y A, T AETSC240 H AT mTORMBE I A2 KR e B MR T IR Y o AE—
B T, TSC2A AImT ORI AL AU FRTSC2M0 28AL o FE— 2L 5 i 5 b , 2848 1 F %
DL RAR JCRAL T IEAT TS MRAR o AF—28 5T 75 5, TSC240 I mTORIHI 42 £
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FE AR AR A (SNV) o £E 657 5 50, SNVAU2r 126 [ C1503T . C2743G.C5383T C3755G
G760T.C3442T.G880A.T707CA4949G[1] 577 , Bk A #51405-1409.1960-1970.4999.5002.
3521.5208.5238-52557 [ F— Bk 22 IR R T B 2K

[0113] et )y 2, SRASE N AR o AE— 2855 7 S UH, TSC2AL (1 mTORJE S I Az
SEINREBR L AR o AF— e 5 5 T, TSC2AE A TORE WA (U Rk 4l Aok o £ — 551t
UH, TSC2mTORIE IR A2 U FHTSC2(14% DIELAR ¢ o A5 — 2857755 5 :UH , TSC2AL [ mTOREI
A2 U FETSC2IM IR AE Rk KAV o £E— 28 556 7 2UHH , TSC2AL I mTORIEE W 4E €4 HH TSC24
B IR A BRI AR TE K

[0114]  off At 1156 (RPS6) A S6  AZMH AR fhe A1 28 1 B 5 B 4R 7 , /NI 4081
LR LI60S T FELH B o 33X BT It F A FIRNAFI K 2980 Fh &5 M AN [ 110 85 19 ST ZEL A o 12 3 1A
SRR AR (1, 1245 A2 40S VL 040 9y « %45 A T B T AR A (1 T SBE S ik »
EEAZ A R O T 3 SR, B R R O R A 1 A Co 22 S FR B AL 1)
T BRI R 2 M S, B S AR KA R e 2k ARG 2293 240 o A AR K AS I
M SR, o AR 11 BT T DASE o 4 2 I X mRNA P 2 5 3 SR 478 o A e A R RT3 o 1%
X T GRAAZ R AR (I R SE RS SR 2 R 22 N T ABRSE R 20 B 3R A L (R
[0115]  fF — B85zt 5 s rf, BF A= R RPS6 KL IR [ A 8 [ 41 i i Genbank B 5 NC
000009. 12% & , R4 AL NI YGRCh38 . p1341%E, 95 Heta fk 1 ) 5 _E A% H TR
19375715211 19380236 - 1 AE HURPS6 3 K fu 3561 NI~ - RPS6FE LA [ 584 FT A & A=A
6N S HIE— DTS, 5k E AERPS6 3L A F AT PN & sk AR R X

[0116]  {F—2o5jit s, By A= RIRPS 645 [ [ & 3L 1R 7 41 FH Genbank 210 5 NM_001010. 3
U5

01171 fE—2e57)E 5 Xrh, 3L T 7ERPS 640 H A mTORBE W A2 K e B AMALHA T IR ST o fE—
B 55 5 H, RPS64L AmTORIBLTS IRFAE (0 7 FHRPS 6 2 At 1 25 1 J51 O MR AR B IR A 7K~ (81
5L 3ES235.5236S240F1/ 1k S24 44 I BEIR L) o FE—LE5i /5 2CH , FHRPS6 4 A% 125 (T
I A BEFR AL 7KV S BETR 11 S6 (pS6) [ BHTEIR S o £ — 2850 /5 U, 525 4L,
RPS64i 11 & [ 1 IR A2 i R A /K Ve H S I S6 [ B R (. o AE— 2850675 U, &
AR AMRIAR AL A 2850 Ty U, S AR R B R RE N S — R
(AR 412 o AT A ) THORY (1 5 S6 H I R A TR EE &5 A I TR (91140, [ 24 /ESer235H1236
T TR AN AR IUAZ A VA28 11 S6 1Y) N TR KT R4 PEAG BRI (L I SO AR o £ — B8 it 5 5
i R S A A RPS 61 #e ik 7K o AE — 28558 /5 7 UHT , RPS6 AL mTOREE i 4% £
FHRPS6 1M AL Fe ik 7K F- o

[0118]  mTORJIIF

[0119] A2 )7 s AR 15 TR A FE R it FHmTORA I 4R KR 4 50
mTOR Ay R ILRE 3 - i (PI3K) /Akt (F5 I JATEB) 1S N 22 208/ D s iR Fr 2
TR, RNANRR A TS G N SO SBR[ - AR P 2 A e ) 22 K I mTOR 1
FE A, HmTORIPIE I e ik e A= 1 S o i 1 o

[0120]  THMAEFZ (mTOR) HINH FLEh PR GAFR M e R R e FK50645 585 1 12- TR &
AR 1 1 (FRAPL) AR EERR) 2 f7AE T AR &2 5 PmTORE 541 (mTORCL) HImTOR
2502 (mTORC2) FR A E MU 22 5418 / 75 2 i 35 - mTORC L FHmTOR s mTOR Y2 AH I
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1 (Raptor) I 7L 2P ESE I SECT 345 18 (MLST8) \PRAS40FIDEPTORZ! ik (Kim&: A,
(2002) .Cell 110:163-75;Fang: A, (2001) .Science 294 (5548) :1942-5) mTORC1EERY T
PO EZE SN B R R CEmESERANBE SRR A KA (B 2 VBB ANIE (b
QEEAFIDNASR ) o 2 BEER AT VR LR F i M Rag MIRagulator (LAMTORL - 3) [ (% 5%
SAEmTORCT, A KA Al & (BN, s %) £ Akt 54 5 2nTORCT, HAHTSC22 257%
P, PATIBmTORCL (14t o AT 261 , {FRATP /K- S B TSC2Y) AMPKAR 1 IS Allrap tor (1A TR
£, PLk/DmTORCHE 585 H o

[0121]  JEPEMTORCI A VEZ DA 200N, B dE i MF#EAs (4E-BP1AMIp70 S6H)
(IRERR I TRNAT B 58 - EIE I 3] (Atgl13 ULKL) WA A M) % A DA M o SRl , S5
R IR . IR, 24 4504 AN, mTORC1IE P E4n it A= K-, sl & £ ik Rk
SAEAFIN , mTORCLIE AR/ A i 7

[0122]  wTORC2FHmMTOR . T Es AU TORFEAH (RICTOR) GBLANHFLBDH N Sk (1
E AN E/ERE AT SIND 4. 58408 X T Filis S MmgniThaeffmTORC1
(S 0130 A8, 2T mTORC2AEY)Z=I1) T AR /D « mTORC2188 1 HIEE - W2 B 54T
e B 1 WRhoA Rac1.Cdc42 814 [ 1 Co (PKCao) A 4 By ZR4H 20 . L 2 W2 8], ATk
mTORC24H 45 s 2h 8 A B S I ELAIETE A (Jacinto®E A, (2004) .Nat.Cell Biol.6,
1122-1128;Sarbassov A, (2004) .Curr.Biol.14,1296-1302) .ix 75 HHmTORC2:@ 1+ (L 3t 25
FIBEECa (PKCor) BEER 1 A2 I BEIR A0 M L F g e v K BELA M RhoAFIIRac LHGTP £ 3
Az LS A 22  mTORC2I Y 13X B85t AR K 43T LI M A

[0123] e /5 2, mTORJIPHH A ZmTORCL ¥4l 741 o 45— 26556 77 2Urh , mTOR)
F5EmTORC2[¥I AT 77 o AE— 2L 5775t /5 2, m ORI 71 72 mTORC L AImTORC2 5 IR 1o
[0124] - —2E575 5 2, mTORAPH I A A ST 258 o B ST 254 10 S 45) G 4% (AR T
T 2 B P 5] (temsirolimus) (CCI-779) RAESTH] (RADOOL) Hifk 55 ] (AP-23573)
] (MK-8669) b 5CF] (ABT-578) (M & S A]FID 7 5 7] (FK-506) o £E—LE 51056 /5 2
rh R S 250t 5 IR 2P BER] (CCT-779) VRk4ESH] (RADOOL) Ml 5] (AP-23573) (HiAR 5
w] (MK-8669) W Ath 5] (ABT-578) (ML L Eml Hith 5e 5 w] (FK-506) o 7F —28 5005 77 20,
mTORFNH 7 AmTORBIERHIHI 7, bb ance-115kCC-223.

[0125] ey 2, mTORFIPHFLE R AR 2R . TR IRES e KA R A3, S
FKBP- 124 531 45 4 mTORC 1035 mTORSH 1 -

[0126]  /F—26500 /5 U, mTORIIPH 28 H S iAaas 2% (P4 27 5ER]) \BEZ235 (NVP-BEZ235) |
LG E] (R HRADO0L . Zortress.CerticanfllAfinitor) AZD8055 HH & T w] (AR A
CCI-779MTorisel) \CC-115.CC-223.P1-103.Ku-0063794.INK 128.AZD2014 NVP-BGT226.
PF-04691502.CH5132799.GDC-0980 (RG7422) Torin 1.WAY-600.WYE-125132.WYE-687.
GSK2126458.PF-05212384 (PKI-587) .PP-121.0S1-027.Palomid529.PP242.XL765.
GSK1059615WYE - 354 Rk B =] (th AR s a])

[0127]  BEZ235 (NVP-BEZ235) Ay kw3t Zs i1 284, HAmTORC LR 30045 71 (Roper T2
A,PLoS One,2011,6(9) ,e25132) ARAESR ] THIHE 22 1940-0- (2- L3 fiTAEw), FH.
4L AR EME AFKBP- 12, HiZ 82 &t J7&mTORC1 . AZD8055 & I fiHImTORC1 (p70S6KFI4E -
BP1) fER L I/ NGy 1o 30 B BRn I 5FK50645 4585 A TE A A0/ Ny 1+, HL 24 mTORYF B
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{EmTORCLE S, BH 1E HH0E « PT- 10340l b5 2280 (mTORCL) & A& MnES
K1/ (Knight %8 A, (2006) Cell.125:733-47) -KU-0063794 ) LS ARSI RN TR 4861
PER T AR HImTORCLAESer 24484 BERZ (LI /N3 F- - INK 128,AZD2014 . NVP-BGT226 .
CH5132799 . WYE-687 143 Bl 7&mTORC {11 /N5 - kil . PE - 04691502403 fHlmTORC 1 7% 14 . GDC -
0980 A4l L P T3 BEANTORC LI T IR AT AR IR /NGT - o Torin  1;2mTORFAT R/ INGT -
FPTHIF - WAY -600&mTORAYA R  ATP 3 A MR R BEME A0 551 . WYE - 125132 2mTORC1FJATP
AN LI  GSK 2126458 E-mTORC [ 30| 71« PKT - 5872 P13Kau PI3K y FImTORI1 5
WO E A7) . PP-121 /&PDGFR Hek .mTOR . VEGFR2 . Src FIAb 11 22 BEA RN 71 . 0ST-027 &
1C5043 51 K 22nM A6 5nMIFmTORC 1 AImTORC 21 128 B FIA 2O R I 71 Palomid 529,24
ABCB1/ABCG2ik = 55 M1 71 AT R GF Mz i VEImTORC L1 /Ny -3 5] (Lin%E A,
(2013) Int J Cancer DOI:10.1002/1jc.28126 ({EENJRIHTHL ¥ ik) - PP242 A P EmTOR
FH 5 o XL765 mTOR/PI3k A mTOR v p1 100 pl10Bpl10 v Flp1108 K8 F 45 5 .
GSK1059615/2PT3Ka«PT3KBPI3K&PI3K v FImTOR[I T (K AR H 3 71« WYE - 354415
HEK293 4} (0. 2uM-5uM) FHHUVECZHI (10nM- 1pM) HmTORC1 . WYE- 354 J2mTOR[ A 2801 4
SEPEFIATP 5 e PRSI 1) o M B =] (MBS ], AP23573 , MK -8669) Jhy e Fe P EmTORINH 51 o
[0128] APk A4

[0129]  ASCHEA I mTORIN I AR R A S B HE R & (& My U oy R
PR -2l R - 280 mTORFIPT T (BbanFr RS 22) AEE E b nig A8 5 140
KR« IKIAVE ZE 10 25% (BB AR IR R 20) AN K BURL A 91 4451 4, US5916596 A3 US
6506405B1;US 6749868 B1.US 6537579 B1.US 7820788 B2AIUS 8911786 B2, VLMK
US2006/0263434A1.US2007/0082838A1 FIW02008/137148A2FH /N T, HAF— 5105 51 TIPAFL
FEPRFHFNAT

[0130]  ASCHIA T —Fhl &9, Lk 29459, Ho AR5 6 SrmTORFNH 1A 1185 11 120
SKIWURT - MTORA I 74152 126 F PN AL 20 F A s 2R 2 1 (mTOR) (WAL S 25741 o £ —1E
St 2, mTORINA LS A E 25 (WA PG 2 5 m]) sl 2D /E — 285006 75 U,
mTORFN I FE ) S 258, HAuFE R A 2R o B S 25 S 35 AR
WP 5E] (CCI-779) kAESI] (RADOOL) \Hifgh 5] (AP-23573) Hi#H5E ] (deforol imus)
(MK-8669) W fth 5] (ABT-578) M 32 m] Fifth e 5L =] (FK-506) o/ —E8 50 /5 2, A1) 5L
W 241k F3A 2 50w (CCT-779) JR4ESIH] (RADOOL) Hifgs 5] (AP-23573) Hb#g 5] (MK -
8669) Mt 5] (ABT-578) (MLt 325 ] ANt e 5] (FK-506) o /285t /5 wCHT , mTORT ]
72 mTORIIEEEIIE 7, EbA1CC- 11588 CC- 223 o ££ 2855 2 , mTORFII 228 F PR A 3=
(V42 2LH]) \BEZ235 (NVP-BEZ235) ik 4E 2L w] (PR WRADOOLZortress.Certicanfll
Afinitor) \AZD80553H 2 Ei ] (W HCCT-779FTorisel) .CC-115.CC-223.PI-103.Ku-
0063794, INK 128.AZD2014.NVP-BGT226.PF-04691502.CH5132799.GDC-0980 (RG7422) «
Torin 1.WAY-600.WYE-125132.WYE-687.GSK2126458.PF-05212384 (PKI-587) .PP-121.
0SI-027.Palomid 529.PP242.XL765.GSK1059615 WYE- 354 b5 ] (bR ARSI ) .
[0131]  fr 285y b, 25 St — 2 B4 T8 T BIE W A S W s ik
/B G A A AR e M — sl Bk 22 sl o A8 — 28 5006 75 50, 12 53 AN — s )
ke 22 A ) EO FEA o W AT DU AE AR T B0 . i L 2 R AT Ak e o R T DL 25
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Q0 H TS R OB SR 22 20 A 2 Bl vt Fh A — e A2 — 28500 5 U, 2 )
AN — P el 2 At B s H &R IR, 75— AT TR A s R Tl TR e R
MERIZWA &1, %25 & P B AEa) A0S mTORFINHIF] (b e i 20 A e K
UKL, Ab) K.

[0132]  /E—e500E 5 sUh , SAN SRR A1 A AEEE B DA R indl &4
LPRIRLFSUE VR AT A — 2850 7 S, S ANS BN AL S PAEEL Bl & A e
LD S T ERE R V) TOPOR {8

[0133]  /E—2e5 5 s Urh Bl LAA R08e i 29 AL S W R A 1) B AFAE o AE —ER SJE
TUH, B2 m R AR L FE AR N DN B AR 2 e T s AR LA S e e P Vs sk
[0134]  fE—e5E 75 2k, MKk 205 W K1 e IS A AR ARG e FH i i FH
R I I A B, A — 25 T 2, BITERLE B2 I F HA S e
mTORAIP TN 2 25 1 IARKII0RL , T BB ABSEARAE B B i ARk 41 & 2 Je BEE I &
AR R AFAE .

[0135] L5t 5 2k, 2540 &) (A5 B3 Srm ORI AT 1 85 1 AR kT ,
A R 1 S mTORIPHIFIE R L H200.01: 1241100 1o 75250006 ) 0, 459
BAE AL S mTORIIPA 7 (b A FR RS 22) AN & AR, Forb 20 54 B85 1 S5 mTOR
I (e A A 22) I EE R EE oD 2918 Tk AR (RN 21 12 £918: 1. £92: 1 £ £J15: 1,
293 18 2912: 1. 2494 1 E2910: 1.2495: 12499 19 LHAT—A) AE 2855y A,
HEYEHE S EH RS R EAT A P A S E gk, b 58 B a5 & A
AR AN E R N 2918 Lok AR (RAEFIN2y1: 158 2918: 1. 2492: 15 24915:1.43:
12 2912:1.294: 158 2910: 1. 215 : 12299 L2999 : L E—) o« fE—285 056 /5 2UH , mTOR
FRHRFF) (LB anER A as 22) B 10 & sk

[0136]  fE—25jE 7y U, A S IR ks (b angior vk B Ak T-£91000,900.
800.700.600.500.400.300.200.150.120F1100nmr [ifF—F (1 V- 34 B A2 sl M B2 o A1 —
B 5t S ORL A3 AR A B AN KT 29200nm . 42850 Ji 5 5, Rz~
P A2 ok I E AR AE 2)200m % 29400nm 2 [A] o /£ — 285005675 20, ORI I~V ¥ B AR s AE L
AL Z)40nmE £)200nm 2 [A] o £ — 28I T TCH, AARBSURIY 1324 LR O A2 49100~
120nm, 14129100nm . /5 —E8 5575 TCH, JORLI- V- Y 40E B /IN Tk T 120nm . £F — 285
W77 2 Ok I S B2 29100 120nm, 431 4129 100nm. 76— e 5006 77 20, Wikr 12
AR B o B SRR (1 5 TEAE AT 2 LRI, 4914, D8 06A (DLS) B2 #L
T 5 T WO BRI AR o R Rk AE 1S0224 1 2RI7255WT - Eh &Gk gt , FEBrbRAE L 4140
(1S0) 2008F17E M Bh A GG 13 FHARE , /- Y #F AR 7] (Malvern Instruments
Limited) , 201 14F A —2E56 75 2UHR  BRRr & 0 205 b AR ok i AR B A A
K (Dv50) o

[0137] AR W ZH S T LAEmTORIIPH AR /K PR B TE I, Lb Zim ORI 771 By
270.1%E27200mg/ml . £J0. 1% ZJ150mg/m1 . £J0. 1 E£J100mg/ml . £J0. 1 E £J50mg/m1 . £J0. 1
F2)20mg/ml 21 £ 2)10mg/ml «Z2)2mg/ml £ 2)8mg/ml . Z)4 % 2)6mg/m1 12 5mg/m1 H [ fF—
AFSE KR B TF I o AE— 28 5 7 2UH , mTORIPHI A o /D £)0. 2mg/m1 \ 1. 3mg/
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ml.1.5mg/ml.2mg/ml.3mg/ml.4mg/ml.5mg/ml.6mg/ml.7mg/ml.8mg/ml.9mg/ml.10mg/ml .
15mg/ml20mg/ml .25mg/ml . 30mg/ml .40mg/ml .50mg/ml.100mg/ml . 150mg/ml 5£200mg,/ml 1
"
[0138]  fF 205 /7 X, S S TR (Be 2 o T-) 20 5, AT DAR A L
BT B /K PAE B B0 ErmTORFII T A1 £ 1 A AP0k RO E K PR A T i £ — 28
S )T A, H APl A e R TR SR AR AR (Fb kM) 2S5 W) o A —
BO s 5 s, A A e P VAT (PE i T80 TR TRgy AR (bE ke 4169
[0139]  fF—2850i /5 =Urh , A 4fmTORAPHIFHI (b an el i 22) RUZAR Ik 5 4 1 (Ebdn
ANHEEHBA NG AEE) 4G B, (80 /6250677 200, A5 Y S gesih M
EPAURIE 2 (B0, i3 Ak rT e A /AR &2 S 0 T2 X0 IOmTOR I 711
(banmRiE ) , A E D 4150 % 60 % 70 % <80 % 90 % 95 % 599 % H1 T —
I TORAPH A PR IURLIE A o A — 2850 )7 0, AUk Hh (mTORAM I 771 bk 4n e
R M BCR THLE BRI 2950 % 60 % <70 % 80 % + 90 % 95 % 599 % H1 [ {T—
F oA 205y S, KR A RS G L 5T o A — 28 5 )5 S, AR E AR AR
EAREREMR CE AR A ST OmTORFPH 7 (b 4 e e ) 1A% .
[0140]  F 20505 /7 X, S S 2 A SRRSO AT ELA AR 53 93 Hh Y G i 1
EA, EhiZAaWh D 2950 % .60 % <70 % 80 % 90 % 95 % 299 % HIT— & 1 15
P S AR R 3 H
[0141]  fF 2850556 75 5, mTORAPHIFI AR 2H S b A 28 1 (Bb 2 B8 A el AL
Ti F R 1) AMmTORAP ] (bb anE iz 22) I E L N 2918 15 BE/IN, b anZ9 15 : 1k B/, 44
WZIN0: el /N A —20 5050 7 Aorp A S Ph AR e (b A B A el I A E ) Al
mTORIPHIF (b AN IAE 20 BRI E AL 12218 1. 4)2: 18 4)15: 1. 2J3: 1 £ £)13:
1\ 2)4: 158 2912: 1. 295: 122910 : IPE—T VBRI N o £ —28 506 5 50T, H S P a0 Amt
Ry A A AImTORFPA 7 (Fb an a2 ME R L N £91:2.1:3.1:4.1:5.1:9.1: 10
1 158 /NPT —35 o AE— 2050 ) 0 A S b A (b A A A el AL 2R
1) FmTORFIPA T (b anEE b 22) M E L DDA ME—A A1 1 E24)18: 1. 41 : 1 £ 4)15:
1.491:1822912:1.291: 12 2910: 1. 491: 1E2299:1.491: 1 22498: 1. 241 1 247: 1. 41: 1 &
296:1.291: 1 82295: 1. 2491:12294: 1. 2491: 1 22493: 1. 41: 1 52292: 1. 491 : 1 221 : 1,
[0142] ZIKKTEJ&E’JQW#%WUTMM?&%U%‘J (Fe i Vs TR 510 A7 4E B BT A B
ABIES BT, L A A I o Sl 1 AR AR A AT T AR AN T 7K R ik A T 6
IR R 7K B BRI AEA2E IR 22 M I 5 11 B AT AR 2R P TR WA 8 2% A R 24
A R ZR PR 5 R S AT e 22 M S IR S FLIRE o
[0143]  fF—2850gi )y =k, 2527 L TRz AR s En Cbm AR E RS A
HH) « AEF TR RICRITEE S B 25 1 o £ — 2500567 0, AR R A A E A
175 A A A 205 5 b, A e A A&l .
[0144] /\Lﬂli%lél 1 (HSA) J&M_ 65K = 5 AT PR BRR 2 1, I H 585 Sl SRR 2H ke o
HSAE I 2% Fh s (a1 5T, T HL AR A2 FR 117080 %  HSAP 2 52 7 41 i AL
BT — MNP IREE (Cys 34) M ZR (Trp 214) o B 28R BRIk A
HSAVATR AT PG AE T I A AR (0L, #5140, Tul lis, JAMA, 237 :355-360,460-463,

\N\
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(1977) FlHouser®E A\, Surgery,Gynecology and Obstetrics,150:811-816(1980)) AN 5
A2 ki i — ke TR 7 B A J Lm IHLL R i (30U, 0, Finlayson, Seminars in
Thrombosis and Hemostasis,6,85-120, (1980)) . % 5& | HAb & A , b A iig A& H .
BERAE N R RO T AR Y 1, il an, AR X s e e S AR AT FLE RS 00 b
Fe s (FE R IR AR IAED o NI & HSA) BB 2N g0KE G058 (IR
JEH 8, EHSAPI IR PERCAR) | FHah T 241 25%, JCH & PR 0 B Kk 54
(GoodmanZi A, The Pharmacological Basis of Therapeutics, Z59fik ,McGraw-Hill New
York (1996)) o fEHSAINE 5 AW TTAFNITTAFREZ T AN ot M a5 S0, B e R 4n
KNP K 42, A1 2 1 BT T AT HE I R A RIS 2 BR IR L , ‘B 150 A MR B AR AE O B
HE (WP, Fehske® ABiochem.Pharmcol.,30,687-92(198a) ,Vorum,
Dan.Med.Bull.,46,379-99(1999) ,Kragh-Hansen,Dan.Med.Bull.,1441,131-40(1990) ,
Curry®: A\ ,Nat.Struct.Biol.,5,827-35(1998) ,Sugio® A ,Protein.Eng.,12,439-46
(1999) ,He% A\ ,Nature,358,209-15 (199b) fliCarter®: A\ ,Adv.Protein.Chem.,45,153-
203 (1994)) - L2 W/ E M E 2 AN TR 25 S HSA (Z WL BI4N , Paal®5 A ,Eur. J . Biochen. ,
268 (7) ,2187-91 (200a) ,Purcell®: A\ ,Biochem.Biophys.Acta, 1478 (a) ,61-8(2000) ,
Altmayer® A ,Arzneimittelforschung,45,1053-6(1995) fliGarrido® A,
Rev.Esp.Anestestiol .Reanim.,41,308-12(1994)) .

[0145] A/ —B650E 7y sUh , ASCH AR AL S W A (B AN SR YER, tean
A BRI R CEC BRI, 4% Cremophor EL® (BASF) ) o fF—285j /5 H , mTOR
FRHIFIRR A A (Fe i Ia R 3R/ R AR AL A ZAR EAS A S) 58
TEEPE S 2B mTORIPHI AR 21 59 (bb AnE AR 22/ 1 2 ANKIRL 4L 54) Jite ]
AR, GRS Wb Cremophor B3 1T P I FAS 2 DA S S AR Fh ) —Fhiek 22 sl
PET, M S “BEAR b ASE Cremophor” 5 “FEAR FAE RGP FAI” o £F— L8505 7y A,
mTORIP TN ARSIk 259 (b Qndi DA Es 25/ & ARk 415 90) 5 /N 2920 %
15%10%7.5% 5% 2.5 % 51 % AT — 5 A ALV ) ol 5 T 1 711 A — 28 5005 5 =X
W, A DR A A E H LG A8 A2 505 20, AR A EA S -

[0146] ARSI B & H R AR IR S Al sy A b o £E 2852
Tty =, S Y s S DA EEmTORIPHIFH (bb 40 e 45 22) AeE A /KM E R IR I &L Y F 4R
1, BN, R A B TR (B QIARUE AR IURT B TR0 [TE X« £ — 2850 75 =, B
B AR PR T mTORFPHIF (b an e bhEs 22) A 7K PEAN BT TR SR i o TS ok 24
EY, B A R R T mTORIP I 7 R AR 1 R/ INFH 25 B

[0147] R TORAPIHIFH (b A MHas 22) PRI ETFAAKYEN BT (b 203 m] DL ek
DU FRAEK I TR, EE AN ZE /D £90.1.0.2.0.25.0.5.1.2.3.4.5.6.7.8.9.10. 11,12,
24.36.48.605k 72/ NI HR A —35 , A /KPR S “FRiE 7 o B e i A~ —E
WA THEHE MR GBI «iH (HA—E) fEE RS (b == (b an20-25°C) siid ik
S (B1an4°C)) R PEAl R TFRAASE M P10, A RAE B BTS2 R B N % E T
VRO I IR AT WA Bk (8 FH 10005627 B A B e Wi 22 B 1) 2R Bt i ok A 2%, U A7
T IRRRE N o R FTLALE It it a5 - 1, b an 2040 °C al B s T B et AsE 1

[0148]  fE—2es s 2k, 1 E DAUE DAEEmTORIN A 71 (b ansf A e 22 PA— e ik faE
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LE KM TR A LA o A0, A m ORI 7 (b AN s 22) 1Tk SN 290 1%
100mg/ml , AFEBI 0270 . 1 E Z)50mg/ml 20 . 1 &£ 2920mg/ml « ZJ1 E %) 10mg/m1 - é’]ng/mli
£)8mg/ml «Z)4 % £)6mg/ml 5 Z)5mg/m1H T o £ — 285005677 2P, mTORYIIH 7 (b 4neR
I 2) IR E hE /D251 . 3mg/ml 1. 5mg/ml «2mg/ml+3mg/ml  4mg/ml.5mg/ml .6mg/ml .
7mg/ml .8mg/ml.9mg/ml.10mg/ml.15mg/ml.20mg/ml25mg/ml.30mg/ml.40mg/m1A150mg,/ml
HE—5 A 28500505 =0, VR DA O i PR s 14591 (b 2nCremophor) 5 A7
18, MBS S sl A FAE S 5] (b 4Cremophor) o
[0149] 26500 )5 b, IAE WA S BEFEZL0. 1% E2)50% (w/v) (B0, 2
0.5% (w/v) \235% (w/v) ~ZJ10% (w/v) ZJ15% (w/v) \2920% (w/v) ~£J30% (w/v) ~#J40%
(w/v) \BeZ50% (w/v)) ) H A5 5 LU, AT A A & dh £00.5% £ 4
5% (w/v) I8
[0150]  £F—2E5075 75 5 H , mTORAP I FI LA AR 20 5 b 1 28 1 S5 mTORA I 741 (kb 2
MR 22) R LE O (45 12 A v (YO mTORA TR 771 25 5 At , sk ph 4 sty o S5 2 s AN ]
1) F 45 A AImT ORI 7 20 A2RAR A0 1 85 11 S5 mTORIINTH T (Pb anEs s %) I sE B b, (i
12 1 S mTORFREIF (P 4y iias 20 (U EE LG (w/w) H20.01: 15 29100:1.£90.02: 14y
50:1.290.05:1F2920:1.290.1: 1 22920: 1. 241 : 1 22918:1.292: 1 £215: 1. 493: 1 &%
12:1.294: 122910: 1. 295: 1 2299 15k 29 Lo A —2E50 0t 5 20, 85 1 S mTORAHI 71 (bb
WM ER) P E L 2918 Tl B /N 15 1l B /N 14 Tal /N V13 Tl B/ 12 1 B
JINGTL: T /INGT0: 1 B /N9 1l B /N8 Tk B /N 7 1l B /N6 : Tl /N5 1Tl /N 4
LR B/ VRIS 1l B/ NI — & A — 20506 5 b A e b B f b A B A EA
1177 4 ) SmTORHPHIF] (b anEa b 20) PUERLLPL ME—F: 21: 18 4518: 1. 4)1: 1%
Q/]15 1. 24911 822912:1.491: 12 2910: 1. 491: 12299: 1. 491: 1 22498: 1. 241 1 £247: 1.4
F296:1.2491:12295: 1. 491: 1 E2294: 1. 2491:152293: 1. 2491 : 1 £292: 1. 41: 12491 : 1,
[01 511 Ar—2850i )y =, A8 A e v St 22k (b a0 ) 1hisca w2 1 sl E
o AE 250050 )7 50, B 1 (Cb @A A A B8 D B9 & AT 8 ReRimTOR
fil 7 (Cban i 220 B2 N 2 A —Fhak 2l e« ARoE “BeArme I, b an gz e ]
mTORFIFIF] (b AER A% 22) B — Mk 2 Bl /E A S FRPRAR IR  THER sl S I mTOR A il
FG IS — Mk 22 FHAS TR SOR , DAK T3 A m TORAIP I I A b X A (tbﬁﬂﬁiﬂ ST
PP TS R ) S R A o X EIPE P A 45 0 20 B e ) e mg i BB N
SEE FRIDK ORI T K 28 I~ B2 SR TRISH Tl e 28905 2 Sl S ke = 14 i A ot B B Y e
KIMARTE B INS: KL B o SR, 1X 28 G R PR I, I FL AT DA AR5 R S 259
(b anER i e 22) A HoAth @I 77 sk @ 4 &
[0152]  fF—28550 6 5 2, ARSI (mT ORI S AN K STk 20 5 ¥ (45 0 - mTOR A1) 741
(tbandmads 20 AR CEmA B & BSOS B & B IR, A gk~ F
KIHARA KT 292000m o £F—28 556 7 5, AR mTORFPHIFIAAEUR A S ¥ B FE
LrmTORFPHF (ELanERMa20) A A A CLUA B8 B E I B8 ) ARk, Hor
RRIBURLI VB EARA KT Z9150nm o £F—L8 55 77 A, AR SRR A mTORAIP | 7 K R
HEYEEESmTORIPEIF CbandmmndE ) ME & CbmA B&E B s g H&EH) 1Y
ZASURT , H A GRS -34) LA A K291 50nm (41249 100nm) « /L85 5 2, 45
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KIURL A~ F ek Y E H A2 29100 - 120nm, BiIA02) 100nm. £ — 285 Ji f5 X, A SR 1
mTORFPFHIFIA AR A AP B (L & R IR 2 A A& G A IE A58 5D KN
Kr, FLA RO (24 B AR AN R T2 150nm (BIA12 100nm) o fF —EE51 06 5 T, 9Kk
FIF B A B2 29100~ 120nm, 4514129 100nm. 7 —2E 57 Ji 5 2, AR A I mT ORIl
FUASRR A S5 5 R IAE Z A B &= E LA NTE B8 E) APk, H gy
KR - IR B N 2102 29150nm e £F— S8 52t 5 20 A, A SR [mTORAIFI 71454
KR S BREASENE R AE R CEanAIIE A& R) F9RKERL , Hrh 4K
RISk A1E B 20402 29 120nm.,

[0153]  fF—e5 i /5 2 , AR SR OmTORIIIH 71 4N KUk 40 A1t 475 £0 2rmTORAI 1) 51
(tbandrmaas 2 fasE A CEamA B & B LT A& ) ARk, 4 S dt—0
FIRRI , E TP KR Y B A2 AN K T-29200nm  7E— 38 523 5 20, AR AR HmTORL
LA AIIRL 5 P A0 45 E0 SmTORYI AR 771 (bb an e A A 20) FlE &2 B (Bban A\ A 25 sl AL
5 B AR, Frh S Wit — 2 e dm i, o 9eRER Y B R AR T2
150nm. £E 285t 5 A, A SRR [ mTORFP I FI AR AUk 2 59 6 4 B0 5 m T ORI i 751
(tbandrmaas 2 FasE A Cbam A B & B LT A& ) KRR, Hrh 4 S Pdt—0
AR, FE R 2 B AR AN K T-29150nm (I 411259100nm) o 76 —2L 5755 5 50, 4K
TIURI AT sk EE L2 N 29100 - 120nm, BI40£49100nm. 4255756 75 rh , AR FImTOR
JHI AR A S R E S S R A A& A G LTS B & H) B2k, 5
HR Gt — 20 R RERE , LR RO I S AR AN KT 29150nm (1 4129100nm) o £F—28
ST T AR ORGP E I B N 29100 - 120nm, 14129 100nm . £F — L8 52 /5 5
i ARSI [ mTORAP I Ak 4 S it i mE Z M A B &S b AnE =
B ) BARRIRL , Forp 20 St — 0 G RERE , L rR AARAOR 1) 4 s B EL AR N 210 2 2
150nmo AF—2E 52t 5 20, A AR FOmTORJIIH 7N AR 20 A5 ) fu B A0 Sy e i i = A
FEH G TS B &) BIAPKEURL , AR 4K B0 1)1 2 s M B AR N 2402 2y
120nm. 72856 5 X H, KRBT 1) Y sk 5 1E BLE 29100~ 120nm, 1141124 100nm.
[0154]  fF—e5 i /5 2, AR SR FOmTORIIIH 71 4N AUk 40 A1 £ 475 £ 2rmTORAI 1) 51
(tbandrmads 2 FAaE A CEam A B &E AL B & ) BIERRIBRL, Hrh 4Bk i~F
PIHARANKT2)200nm, H A2 &9 9 & E AmTORFPHI I H L A KT 299:1 (Fb 2y
9: 18k 2Y8:1) o /£ L3t J5 20, AR [ mTORAI I 2R AR 20 57 B 4 €2 5 mTOR I
HF Fe i mads 22) M EE E CE A B8 H e LTS B & 5D FI@PRERL, Frh Ktk
M B ARAK T 29150nm, H A 415 F & H AmTORFPH IR B R b A K T299:1 (b
W29: 18 298: 1) o AE—2E55tE 7 2 AR IR [ mTORFP | I M Aok 4 S W & F
M =M E & A Cean AT A& A IPRKERL , Hrh KRBk - E S B AR T4
150nm (I 4129100nm) , Frp 4 A9 (2 A FmTORIPHIFIA B H L 299 188298 : 1. fF—
G 55 S AKEURL O~ A e B B M 20 10nm % 29 150nm. 7F —2E 576 /5 20, 42K
WU A B P B ) 29 40nm 22 29 120nm o 7AF — RSt 5 20, K0k )~ 40 s 40 L
1%%3100-120nm, 412100nm.

[0155]  fF—e 5y /5 2 , AR S AR OmTORIIIH 71 4N AR 40 A5t 475 £0 2rmTORAI 1) 511
(tbandrmads 2 fasE A CEam A A& B LT A& ) KRR, Hrh 4 S Pdt—0
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AR, SRR 3 B AR AN A T-29200nm, L 414 b 118 1 AimTORA I 7 5
AR T 299: 1 (Fbin2)9: 1552981 1) o fF—28 57ty A, A SR [ mTORI A 140 K i
RGP B35 SrmTORIPHI ) (b andyhaas 20) FE & Gk A A8 H sk A s B )
IR, Hrh 2 S it — 25 A Fhi, b 4Rk i~ 24 EL AN KT 29 150nm, Horhigd
W U R TORIP AR FI A B AR T-299: 1 (FbAnZ)9: 15208 1) o AE—18 5 7 2\
ARSI [ mTORP I I KRR 20 5 B4 B0 Srm TORAIP I A1) (b i s 22) A a5 A
(Fban N\ A A MG A ) FgRERr , T 4 S Wit — 2 o fihi, Frh Kok 1)
SR 29 150nm, Hrp A A 8 A AImTORIIFI i b A K T 2990 1 (BbanZy9: 1
A8 1) o AF RS T A, A SRR I mTORI R FI MK ks 20 S Wy o is 0 2yl i &
FINAEA G A Mg AE ) gk, i 4 5t — 2 ik, o gk i
VI EARA K T29150nm ((F14129100nm) , H A 24154 11 & 1 AImTORFR ) 771 2 ek bk 2
9: 18k 28 1o AE—285 /5 2, AARSRL 1~V B sk S4(E L2091 0nm % £ 150nm . /1 — L8
ST 2, PRIORL T~ Yk M B A 2040nm & £ 120nm . AE— 25056 77 2, 4K
R sk 5 E BLAE 29100~ 120nm, B1141124100nm.

[0156]  YE—3Esjif 7y U, A IR FmT ORI FI Aok 4 S W is U 5 5 A A
(tban A\ B8 A sk A TS B8 HD 456 G0, B89 mTORIRHFI (b a0 22) AR
RI o AE—28 55 20, AR [ mTORAP I AR 2 S et e & 5 Bl A
1 ek LIS & 1) 454 G, B0 1mTORIEIF (b an s haE 25) gk ik, Hor
YPKITRIIT T BLARAS KT £9200nm o £ — 28556 7 2 AR IR (K mTORI | 771 40 A ks
HAEWEHEE S AEE Cen A m & A sk INTE A& D 456G @31, 85 1mTORAH] 5]
(P AR A as 22) B ANRIIURE , o F AR ABORL - 38 BLAR AN KT 20 150nm . A — 28 56 75 =
i ARSI [ mTORAP I AR 4 S it e 5 aEn Cbwm A & A sk A g =
A g5a B, B89 NImTORIHFI (bb a0 A% 22) NAKRIURE , F A R (1~ 32 L
%0 2910nm % £ 150nm. /2856 /7 A, ASCHEIAR mTORIP I I KRR 20 S P B s B
SHAEA Cbwm A AE A G AEA) g5 a0, ) ImTORAN S (b an R hass
20 [NAPRKRRT , F A ZPARSBRT) - 24) B A 2)40nm % 29 120nm . /2850 75 2, A
W mTORIPHIFI AR 4 S aff s 9 A A&l CbmAIE A& D) 4a (il &
B B FR RS ZZ I AKAIORT , F A ZPRSIRT )~ -4 B AR AN KT~ 29 150nm (511412 100nm) o /£
B 55 TCH AR I m ORI IR Al S B a5 5 A A& b AT
FIE D g G G, 80 R ZI0APKRBURL , L FR KRR 1 A LA M 29 10nm % 2
150nm . £F—¥8 52t 77 2T, A AR FOmTORAIIR FI AN AR 40 S B E 5 5 AN &
(Fe@ NS B8 2D g S (B0, B8 10 TR AR 2R I AKABURL , FLrh PRk IR~ 4 B
HZ)40nm % 2)120nm . A-—E SR A, PKRIRLIA -3k AME LA 29100~ 120nm, 451 41
Z1100nms,

[0157]  YE—3esji 7y U, A IR FmT ORI FI Ak 4 S s 5 5 B A
(tban A\ B8 A sk A TS B8 HD 456 B0, B89 ImTORFRH I (b an i ihs 22) AR
ki, FA A At — 20 B AE R  AE — 23005 U SO [ mTORFP I F 4 KR 41 59
S SAER R BEES NG A& R) 465 a0, B HmTORIR 7 (Hk i
TR 2 AU, Frh St — 2w as b, o 9o BRI Y B R AR T2
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200nm. £ —2E 55 75 2, ASCHEIAR FImTORFII R FI K BRI AL S e S 5 AEA (b
WA A H NG B8R 466 (a0, B8 rmTORIHIF (b AR Maes 22) AR,
Hrh St — 2 b, FrR Rk 1~V 2 AR A KT 29150nm. /£ — 28506 75 = UH
ARSCHEAR mTORIPHIF LKA A S B E S5 AE R Cem A A& [ e A0S A&
FD g5 (B0, 4% ImTORIPHI ] (bb N PREs 22) KRR, b S it—0 s
W, F A KRV P B A2 29 10nm ZE 29 150nm . £F — S8 5t 7 2, Ak frmTORSL
AR A SR E S S &R B A AE P S LE A& ) 465 G, f )
AmTORIPHIFY (b6 A hAEs 22) WAk , Horh 4l S ¥t — 20 i, Frh @Rk~
KB AN Z940nm % 291 200m e £F—28 506 7 S, AR mTORFPHIFIAAK R 0 S
S5 ANAEn CCmAMFAEE) 4G B, () H RS 2= @Rk, Hf 4
Edt— A FEAE , Hrh ROk -3 AR AS KT 29 150nm (B4R Z)100nm) o 7AF — 2550
J5 A AR AR ImTORIN I A APk A S a5 A A E R b s A& R)
gty (BN, B30 ISR MAE RGBTk, Hrh 5Pt — 2 3E R, Hh gk rg-F34)
FLZN2)10nm % 2 150nm. /£ 28500675 20, AR [ mTORA I 2R AR 20 5 ) fu 45
AESANEE R G AITE F&E D) 466G an, B 5 S RNk, i 4l
Witk — 25 R ERE , R PRIORT I~V 4 B O 20 40nm % 291 20nm . £F— 2850 75 20, 4K
TR O~ H ek M B A2 29100 - 120nm, 14127 100nm.

[0158]  YE—3bsjif fy 2N, A IR FOmT ORI FI AR 4 S W s &5 5 & A
(tban A\ B8 A sk A LTS B8 HD 456 G0, B89 mTORIRHI I (b aniEihs 22) AR
ki, Hrh 5 A N ImTORAPHIFI R LA R T 299:1 (b an2y9: 15k 28 1) o fF—1E
ST 2 A AR FImTORIN I SR A S Em S S A& A Cbin A AE A
NI A D 4G (BN, B rmTORFRH 7 (b @nds hAss 20 BUANKRURL , b ARGk
B B AR KT 29200nm, H 259 E 8 A AmTORIP I I B i b K T-299:1 (b
W299: 1 298: 1) o AE—2E5E 7 2 AR IR [ mTORFP I FI AN A Ok 2 S R S
I b A ARG A& R 466 (a0, B4 FmTORIHIFI (b andiiaa 2 1Y
YKIIRT , P KBRS 2 B R 29150nm, FLih 20 A B 4 F AImTORAIIHI 71 7
FEIEAKRTZ9: 1 an9: 158298 1) o AE—Ee 5T 77 20, AR mTORI I FIZHA
R AEmaS S aE N Cb A A& AN A& E) 466 an, 80 ImTORAp
il 77 (b anEE A ES 220) IIARAIREL , FoFh KR V- 24 B2 291 50nm, Hrh 415 (85
A TORIIHRI IR L AR T-299:1 (b inZ9: 1502981 1) o E—BE5ht /5 TP, AR
ImTORIPHIFI AR 2 AP B E S 5 A B E R Ch g A8 R 466 @, f )
(1 FH IS 2R I ANKAIURT , FL R R ORT 1) 124 B AR AN KT 20 150nm (14129 100nm) , F R4
Hrh AE A RS R E R N9 158298 : 1 AE—2 5 77 2, KR~
o E BN 2910nm 2 29150nm. /8 —E8 50075 TUHT, AKI0RE 1) 124 sl Y B 200 £940nm
& 29120nm. £ 28575 5 T AKETRT 1~V kB E A2 20 29100 - 120nm, 451412 100nm.

[0159]  YE—3bsji 7y 20, A IR FmT ORI FI Aok 4 S W is U 5 5 A E A
(tban A\ B8 A sk A TE B8 HD 456 B0, B89 mTORFRH I (b an i ihs 22) AR
ki, Hrh St — 20 e iEa , o A& 2 & A A TORFPAIFII BB A KT 299: 1
(Fbn#)9: 185298:1) o AE—L8 505 2UH AR I mTORIP I I AR AR 4 5 ) B 3
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SHAEA Cbwm A AE A G AEA) g5 a0, ) ImTORANE 7 (b 4n R hhass
22 NALKRRT , A A At — 20 dml, A 4Rk 1P B B AR A KT £9200nm, Ho
AP B M TORIPAIFI ) E R L AR T299: 1 (b an£)9: 1528 1) o AF—LE50 16 /7
TH ARSI AR I m ORI FILP AR A AP B a5 5 A E E b A& [k AT
FI D g a G, 89 MmTORIPHHF (bb anFR A% 22) IARKRk: , Hh A&t —2 |
FEME | ELrh ROk S E ) B AR AN T 29 150nm, FE 404 1 85 A AImTOR i 71 pr 7+
FEART299: 1 (FEAn2y9: 152981 1) o £E 230 )5 2UH , A ST [ mTORI I 2 Ak
HAEMEHEE S AEE Cen A m & A sk INIE F& D 456 @31, 85 1mTORAH] 5]
(P AER AR 2R) BAKRIRL , o LA Wt — 20 0, b Rk -V 2 B 2
150nm, H A AA Y (& A AmTORAPHIFI 9 B bb AN KT 299: 1 (Bban£9: 185k 298:1) 1
— B Sy A AR S AR I mTORFIN I IR Bk 4 S B R E & 5 A A& GbanAun
TH D gna (Flan, B30 E IR KAk, b 4 APt — 20t i, b gk
WKL A B AT 29150nm (B 4129 100nm) , Feh 4l &b & A i 20 E R L
NAI9: 1K 28 1 o AE L85ty TUH , AKURT I~V 4 s B A2 29 10nm % 2] 150nm . £
— RS RO AR IURT A3k E ELAR N £940nm ZE £9120nm o £E— 85 5 2, 44
KSR 1) -2k BB B N Z9100- 120nm, 1 4129100nm.

[0160]  fF—LBsz 5 2, A SR [ mTORINHIFI LN KR 41 A Py it B 2t 2 1
(Fban A\ B4E A sk A NITE F 4 D Fa i OmTORJINE] 7 (Eb anFRbHaE %) 4N AIBURT « £F— b5
Jit6 75 2 A R B mTORSI ) I AR R L 4 5 P s 0 Sl A28 1 (B A A& ek
NS E 48 H) AR FImTORIPHH I (b AR MRS 22) [ARKIURT , Kok I 4 B2
KT 2)200nm £F 2575 T0H AT [ mTORIINH F AR 4 &5 9 15 60
PR A b A A E IS A ) FaE mTORIEIF (Eb an A 52) Mgk, 2
FRAPRITRT IR~V Y AR A KT 29 150nm . £E—28 570565 20, AR [ mTORAI 1) 71 2 At
R G EE S AEE CbA B8 A sk A NTE B8 H) A€ HImTORFPH Y (bbandy
MAES Z2) FIAKIURL , FCFR AR IURL I~V 24 B AR AN AT 29 150nm (B 4129100nm) o 7F—2E 57
J5 AR ARSI A mTORIP I A MKk 21 5 P A s B 2l A\ A2 1 (Bb an A A1 4
1) AU I ER IH 2 22 ARk, FE PR~ -3 B A K 1291 50nm (514129 100nm) .
(E—E0 5005 5 2, KRRV Y Bl A B2 20 10nm % 29 150nm . /£ — 2850 JiE /5 U,
SRR IS s P BLAR ) 2940nmZE 291 20nm. 2E—E8 5755 20T, 4Kk S ek
{H B2 N£9100-120nm, 71 4125100nm.

[0161]  fF—B85zj 5 2, A SR [ mTORINHFI LN KR 41 A Py At B 2yl it 2 1
(Fban A\ B4 A sk A IE F4E ) F2 i OmTORINE] 7 (b andbhas %) ghkmitkr, Forh 414
Wt — 2 A FER o AE—SE S5 5 2P, ARG AR [ mTORA I 77 4 K ks 2 &5 ) 0 140 2 18
o A A GBI B &S B LTE F 8 ) F2UE rmTORIPHIF (b AR 22) 1A AKIRT,
Hrh St — 2 b, Frh Rk 1~V 2 B AN KT 29200nm . £ — 28500 5 5 UH
ARSI ImTORIPHIFIAK Rk 4 S P A B o A Cbn A\ B8\ s A Inig A&
1) A2 FImTORIP I F (b6 AN TR AR 22) HUARKASURE , Fh A St 20 fu i, Forh 4K
RIS B AR KT 29150nme £F—28 57575 2UHT , A I mTORFR Al I KUk 4 54
AFEEAEA A& B & A UG F & ) FE R mTORAPHF] (b B ads 20)
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MR ARIRL , Hrh 2 S Widt— 20 G, o R IBR 1~ F 24 LA KT 29 150nm (5140 %)
100nm) o 7 —E8 52 75 20, A SCHEIAR ImTORIP AR AR KR 21 A W s 0 Sk A\ A iE
1 (CE AL A2 ) FRE B B A ES 22 I ANKIIRL , i 4 5 Wt — 2D B fiop , FHorh 4K
TR SE 2 BN T-29150nm (51 40£9100nm) « 46— 575 75 50, 4Kk 1~ 24k 2
H BN 2)10nm % 2)150nm. £F—2E 57075 20H , AKA0RE 1)1 5k 4ME B2 N 2)40nm % 2
120nm. 7856 5 X H, KRS0 1) ¥ sk S51E B % 29100 - 120nm, B1141124100nm.
[0162]  fF—LB8sz 5 2, A SR [ mTORINHFI LN KR 41 A Py At B 2y it 2 1
(Fban A\ B4E A sk A IIE F 4 A Fa i OmTORIE] 7 (b anFabhas 22) ghkmitkr, Forh 414
Y (A A TORAIIHI I BB L AR T299: 1 b inZ)9: 152481 1) o fF—L8 5t /5 0
ARSI ImTORIP ARk 21 S P s B ol A Cb A\ A& B s A Inig A&
1) FEUE FOmTORAP I 71 (bb 4n ey a5 2R) A AN KR, Horp KR 1 F B AR R T4y
200nm, H A2 S W & E A TORIPHIFI B R EEA KT 299:1 (b anzy9: 15k 28 1) o1&
— B Sy A AR S A I mTORFI R I K ok 4 A B G ol A& b A
B ML & )R8 FImTORANH] 7 (b 4ndRmAas 22) FIAKIRL , Horh AR R i~
PIHARANKT2)150nm, H A4 &9 3 & E AmTORFPHI I F S b A KT 29911 (Fb 2y
9:15RZY8: 1) o AE—1E 5 Jit 5 20, A SR FOmTORIIHI 2P AR £H 5 F0 6 U 5100
E Chn A AE A s NI A ) FasE mTORINEIF (bb andi A ) M4k Bk, Hrh
PRIBRII ) B A A 20 150nm, H A2 S (88 5 Am ORI B LA K129 1
(Fbn#)9: 185298:1) o AE L8505 2UH , AR I mTORYIP I I AR AR 4 5 B i
P A EEE CC TG B8 5D FE 1R RS ZZ KRR , F A 2R (1~ 32 B
BAKT2150nm (F141£9100nm) , H S Wb A& QRIS R W E R A9 1504
8: 1o AE—2ESE 7 A H , AR -2 sl BB A2 00 291 0nm % 2 150nm o £F — 28 5775t /5 5
HP ARKIURT S s P B AR ) 29 40nm2E 291 20nm . £F— 28 57 75 20, 2R IBURL K 34
ok I B2 29100~ 1200m, 4127 100nm.

[0163]  fF—BB5zj 5 =i, A SR [ mTORINHFI LN KR 41 A Py At B 2t 2 1
(tban A\ B4 A sk A E F4E ) Fa i OmTORINE] 7 (b andbhas %) ghkmitkr, Forh 414
Wptt— 2 R, o A A Y (A 1 AmTORIIEI I TR L A A T 2991 (b ingy9: 15k
£8:1) o AF—B8 it 5 T, A SCH AR [ mTOR I 72 K ikr 41 A W B0 0 it 8 1
(Fban A\ B4 A sk A INE F 4 D Fa i OmTORINE] 7 (b andbhas %) ghkmitkr, Forh 414
Ypidt—20 it A ARk -2 B A K T 29200nm, H i 4159 rh 45 U R ImTORATP
FIFE R AR T 299: 1 (b nZ9: 1582498 1) o fF L8506 /5 =i, AR 1mTORI
AR S e iE B Sl & b A 8 e AT & D Fe0E mTORA
7 (B AnE A a2 ARk, Horh Al St — 20 i, L GRRRI B B A K
T2)150nm, HFH A &Y 9 & E A TORFPHIFI U E LA KT 2991 (Fb 29 15k 28 :
1) o 2857056 5 SCH  ASCHE AR mTORIP I K BTbr 4l A P e ds B 2l B8 e (b
N B H AT H 8 ED FUE mTORIM 7 (He andy As 22) gk, b4 59t
— AR, TR 1 A B ) Z9150nm, o 2H S rb 4R P R ImTORAM A 7))
AR T 299: 1 (Fbin2y9: 1582981 1) o 52857t )y A, A SR [FmTORI A 120 K i
KA SRR Sl A A& CEa AT A8 E) BRUE N R IR Rk, Hrdl
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Edt— Pt FERE , Hrh RO 3 AR AN KT 29150nm (B 40£9100nm) , Hrh 4154
S EMENSZNERL N9 15048 1 45— 50 5 T, 4Kk 11 2k )
H BN 2)10nm % 2)150nm. £F—2E 57075 20H , AKA0RE 1)1 25k 4E B2 H 2)40nm % 2
120nm. 7856 5 X H, KRS0 1) 2 sk 51E BLE 29100~ 120nm, 1141124 100nm.
[0164] /85706 75 UHT , mTORAP I KU 25 W B ffinab - B AR 38 o /12— 2L 500
75 7CH, mTORFP I FI LN KR 4 54 s nab - H5 AR 22  Nab - TR A ES 25 @k A 11 &5 1 USPAS
SE A EE AR 22 1057, AT DL B B S A Ao . A B SR R RN E
FEE A8 1 A9 1o Y HiefE S /KPR T BT EL a0 . 9 % S BN SR Bk 5 96 1 At 4
WHRIN , nab- TR AR 250 58 TR 55 32 I ARUE 1 IR AR B T o J AR B T R [ AR IR 1 72
(BRI M ZI 100K o K WHAS By v T-7K i nab- F5 185 22 7] DAEYS B WA REIR (0. Img/m1 HY
MA7S 2 AT AN) R SE i (20mg/m1 F5 AR ZLak AT 2B M) 10 w5 Uk Ve Bl N S5 A, (04551
NZ2mg/ml &£ 2J8mg/ml , 5k & Z)5mg/ml .

[0165] Tl ANKIIURL 2H S IV T3 20 AR T o 9140, v DA =y B9 B0 (B, R
AP R R AIER) IR 25 B il S A mTORINH ] (bbanFr RS 22) A aE e (b Imig A
EHE A HER) 9K RRL £ a3 £ 755,916,596 36,506,405;6,749,868.6,
537,579.7,820,788%18,911, 786, LA N ZE[E % F] /3 H-52007,/0082838.2006/0263434 FIPCT
HI1HW008 /137 148HIA T 11X 57

[0166] {10 5 < , KrmTORFPHHF (b AR S 22) I fRAE A LA, O F BT PR iAo
N AR ARG WA s A R AT VAE 26 & EER A A AT LUK
I3 BRIt — 20 ¥ TG o Bl A AT LA A S 40 401 i T Tk U IR 771, DA R AR Gk E )
AP B an, AHLAEF AT DLE S sl e/ OB (antb2h1:9.1:8.1:7.1:6.1:5,
1:4.1:3.1:2.1:1.2:1.3:1.4:1.5:1.6:1.7:1.8:18k9: 1) »

[0167]  mTORFPH LA R ZH S i HAth 21 55

[0168] AR ARk AT AAFAE T B4 FAR ) e SO 71 AR sl A e 7511
AP AN, Jy 1 0 B INARKIEUR ) 03 CFRL SRR mi s M , P DA IO R eey 61 FL e
(I3 o SXAF AT 51 FLART (1 A 50 B AEAEANR T FR IR IR R 8 2 SeU IR AR  H
RS AANER AT RS 25 SRR A HRR L Re 2 SAUIHRR L 2 IR S5 4 s IR (1 LR Bl M
HAFEIL T ONEENE OR ) MRS, FEARE N i IR IR - XA Eh IR Ask IS IR IEL AR« A< Aot
T TEH B A58 JI P ML AR A I B 17 7 P Ak JI P LAk ot JI Pt e Pt e M e FOEL i A0 T P14 A D0 A e
W NEEEIHGR (stearoylarachidoylphosphatidylcholine) I FRARRef s B AR o -tk
NEAUFEL -o- — S E MRS NEMEIL AR (DMPC) B EL @IS AR (DOPC) 1 5 M L ik I ot
JIEfL (DSPC) S A K IR BENE (HSPC) ANIHAMAR A S o 1 61 FL g [ 5 T 9 P 77 sl LA 57
WA A AERAIGH, 140, A R A R B N Eh 55 .

[0169]  fE—285it s b, 2 S Wid S T N o AE— 2850 7 =0, Al i S e i
FLshIbb dn, AE 2 s e I R IR AN B A — 26500 7 X orh A Wit & T4
FAYE ]

[0170] S A SRR R A S0 B4 (B AP T U A 2B SRR L b
HEREE TERY BRI I B ER 5 PR L g TR MRS EERR 5 i A4 22V SR LA g
BEI 724 22 K ERKTAIR R R PR 24 25 RO TR FR B AT S R R S TR 18 A
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3 TR ER BE A Wt o 750 T DA 53 AN Kb B0 45 Ve 791 R 90 LA SRR T A / kB 1S
il

[0171] &S TR Nt R Hl A G s K MR E /KM SRE e R S, HEmT A AT (o 1 511
USRI MRAE A OB A5 2% 135 A BRIV BT , DA S AT DA G B 71 B 711
SRR ASUE SRR B A KPR B VR JC B B 7 TR 50 T LA T B 77 e ok 20 77
WA AR LSRR N AT DA SR T G 5T ) &40 T A7 , A0 T
TN NG BRI AR FMB ARK o I I P TR T AT DA ER T s 270 1) I TR R A~ RO 751 R
apillialk

[0172] e )y = R SN BT 294 .5 2 299 01 pHyE |, (s B 01£95 . 0
FLJ8.0.2)6. 54T . 5FA6 . 5E AT OFp AT F HIpHIEHE o 75— 250056 5 = K2 &
i pHIEC AR/ NT- 296, R BIAS/ N T 296 . 5. 7558 (b anZ8) Wik TE—3 . th il DLaf i
ISR B 5K U A bE an EHmR AR S P S IR

(01731 {7

[0174]  fr—2es0j )y =0, Btk 1 R] 200 B R stR &, i, 3697 AR o
I3 A AR B B — N A s, ARG G TR N e T mTORA G 7 2K R0k
HEY CLadR S 2/ A B AP 2 S 8) (kA7 7R/ sl |, 9T BAE—28 5001
Jr A 2P EFE T BN it m ORI FAI AR 4 A I R B o A — 2856 7
PSP BARAR P A SR AT 5 T T A A5 R 2 T DAt — 2 s e e
TRIT BRI R o A2 AL AR S Fh AR AR 0 BH 518 i e bR el 0 6 0T (914, it
A e BRI R Tui , E AR AT uE I 45 (N, i s ey A i B4k
) e R UAEESZ 1

(01751 AL IR G 86 Sl i 2 b o S E i B AR AR TN R 1
I SR RE (BN 253 1 Mylar® sl Wk 48) 25 3275 6] DL B R AL 3 AN s, Be
S RIS B o IR A R iA R 1 il , LA is /N (Bl ans2 /) - 1
MR R

[0176]  SmTORIMIFIAKIIURL ZH S il TR S A B A5 18 3 B8 O 157l AR 2T 56
AT PUIETT B AR5 S o e AT LU BT CRE B e (B, 2575 B A2 Bk
VB FIE o a0, AT AR AU A A8 50 mTORIIIR I A ok 40 59 (b R i =/
FE FAKIRL AL A1) FOURI 6, PAFE REK A B TR B R B B AR I A 3 76T, Be it
JH V8RR VIOR IO T IR V12K V13K 20 3 4 /5 .6 i <814 .34 H 4 H5 M H. 71 H .8
A H 9 H el K TR PR AR —A o 38 S8 F] LB S 25 B A7 51 e A mTOR AU a1 AR kT
HEW) (Cb AR IaE 2/ H 8 AOKRRAL &) A w1, H R PAAE 2555 (Bldn, B e
2 M A 2555 s A I R E .

[01771  BFIE AT DAE— 2 B 48 5 A mTORFIP S MK R0kr 21 S 10 2hE v o i B 5 ] DAsdE—
A REREE A S

[0178]  =JjtEfd]

[0179] 1@ S5 DL AR HIME S HEG] AT DA S G M AR A 17, X B ST (91 A A 375 1)
AR ST A FR B BRAE DA SRSy 1 B 4 T B S X AE AN R R
PR A A TS ) B  EARA S LA oA AR AR TS e 50 5, (HE AR
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“¢52t3%73*ﬁﬂlfﬁﬁj§ﬁ@ﬂ%%1 AN BEAK I RIRS s AE B IE AT, ARG ARA R
ATLAAR R 2 A A AR AT e o Ffz§ﬂ¥ﬁ¢ T SR A S A 75 1 AT DAR DR At
%%mﬁﬁ%%ﬁﬁﬁ

[0180]  SJiEfhl1: {-Sprague Dawley (SD) KEHIEZ AN KNS Z5ABI-009)5 1 25450 /)
S0

[0181]  WEMESDAREREZ T (BP, “SC” 5k “subQ”) sk ik A (1V) $252 B B inab - IH 7 %
(ABI-009) o iZWF7T TR EEAE ISR 1H o 5 3R KO R (A1) ARLE , 7E AR ArT IS R) A B
NSRBI B AR ok S

£ 1. KBAFEFER ABI-009 B F &
i | KR&RS PR R @7 R %2 55 B B )
RUNR)

1 3 [ESEY) SC 0.5 ml/kg 168

2 3 ABI-009 SC 0.56 mg/kg |24

3 3 ABI-009 SC 0.56 mg/kg | 168
[0182] 4 3 ABI-009 SC 1.7 mg/kg 24

5 3 ABI-009 SC 1.7 mg/kg 168

6 3 ABI-009 SC 5 mg/kg 24

7 3 ABI-009 SC 5 mg/kg 168

8 3 ABI-009 SC 9.5 mg/kg 24

9 3 ABI-009 SC 9.5 mg/kg 168

10 3 ABI-009 v 1.7 mg/kg 24

11 3 ABI-009 v 1.7 mg/kg 168

mwﬂ FERE N BT NTE SR ABT - 009 , AN RTINS ek 4 i FR A ER i 25 3 R BE - 4
IR ESAE N A2 FI3H

F 2. £ ABI-009 i 2 G BB RIRE

[0184] ABI-009 0.56 mg/kg SC | ABI-009 1.7 mg/kg SC ABI-009 5 mg/kg SC
[P SD [N T [SD [N FigfE [SD [N
(hr)
0.25 14.70 3.66 3 24.63 4,74 3 21.40 5.39 3
0.5 16.77 3.66 3 30.93 6.37 3 19.20 6.92 3
1 22.53 4.27 3 40.23 6.55 3 30.17 5.91 )
2 37.40 10.02 3 56.67 1.62 3 61.73 9.81 3
4 28.37 4.58 3 72.60 14.10 3 86.60 26.54 3

[0185] 8 22.70 5.22 3 40.57 3.56 3 149.70 | 84.47 3
24 6.95 1.29 3 11.80 1.80 3 24.17 11.65 3
48 4.13 1.10 3 5.75 0.80 3 6.87 2.04 3
72 4.57 3.51 3 7.32 5.96 3 3.59 0.27 3
96 1.89 0.52 3 2.37 0.80 3 1.80 0.54 3
120 1.40 0.44 3 1,75 0.60 3 1.48 0.29 3
168 1.01 0.28 3 1.18 0.19 3 0.90 0.39 3
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£ 3. 7€ ABI-009 i FH 2 I BB RIRE

ABI-009 9.5 mg/kg SC ABI-009 1.7 mg/kg 1V
i fa] | CPHME | SD N FI{E | SD N
(hr)
025 |51.70 [3120 |3 149.00 | 16.64 |3
0.5 3783 [817 |3 93.00 |10.75 |3
1 6493 743 |3 6630 |5.48 |3

o] |2 11627 [36.19 |3 40.07 859 |3

4 171.67 | 4957 |3 3480 |085 |3
8 289.33 [70.88 |3 2213 |38 |3
24 3003 |48 |3 8.85 146 |3
48 8.93 120 |3 4.66 153 |3
72 5.09 208 |3 2.95 085 |3
96 2.58 084 |3 1.78 042 |3
120 1.76 044 |3 1.39 036 |3
168 4.09 506 |3 0.87 030 |3

[0187] A A\ B, 4 NI4T B850, S kP it FHAALL , B2 1 i 3SR 17 A4
FFEE , dnph £~ S (AUC) TR~ o B2 X0 . 56mg/kgJABI -009/ 4= 5 TV ABI-
009111 & (1. Tmg/ke) 1/ 3ANMARY 25 s o It —20 | B2 N it FHBAIR T 2k B 1 e R i
(Cpyyd » HAELE IR BRI N A (C ) o BRI BE T ABT - 009514 2 B AN A HH (¥ R
75 A Mg KFRIAUC

£ 4. KRS ABI-009 MifH 254830 12
[0188] B’ SC SC SC SC v
7 & (mg/kg) | 0.56 1.7 5 9.5 1.7
C x(ng/mL) | 37.40 72.60 149.70 289.33 149.00
C sesm(h 2 4 8 8 0.25
[0189] ) _
AUC 860.8 1451 2734 4813 962.6
(ng*h/mL)

[0190]  Sjta{fI2 : 4 KB H it FH 2 T ABT - 009 F-) A= o3 Al

[0191]  {EABT-009(1BZ I (subQ) ik (TV) idefzjite FHJm 24/ N Bl 168/ NEF (BFFE % T2
WD), AR B AR IR FF ISR AR 2H o AR5 CEPREARTIIND 6 CLAIEANIT) AR 7
(AT FdEoR T e S 247N 80168/ NK, 5 25 2 A0 e R R SR Ok
[0192] Bz M2 S EUERT AR RE 5, CFm Py 0 O JH - JHPRT i e i ot =%
3 A1 o BN ARk P w23 A OB AR L, ESZLL0 . 56me/ ke 1 iR T Jits FHRE RS ™ A= 55 VA
1. Tmg/ kg &k i ik A Jte FEARHEARS L - BT o AR R 4 )i T P, At O  JEFJDE TR
Jhr, BRI R S B A2 4/ NI B 168/ NN 2[RI AR I e o SR, R EEA124 811687 )N
I IR RSAE -

(01931 Dy 1 3t — 2 el W1 TR A e S IRN LV 0 A 2 IRV 28 57, R R EREA T 1ot — 2P i 5
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¥ PA1. Tmg/kg 9. 5mg/kguk17mg/ kg7 im [ AR R T Jite FH 5 5% tnab - FR A% 25 (ABI -
009) o 7124721120/ N AL LK FRIF IS 4 AT A 2 o AR AR RO A ) TR 00 i 7
MA7S 25U WIS AT HE IS , WA 21 i E I 25 237KV R B AR A 8 o 2 AU, R AR
T A ZR I LR T 2%, B AR 1 Tmg / kg IR =i 75 B, I A2 22 7K AR A
120/ NI PN PR R R, BEAE ScARF R 2 2t a2 ILEI8.

[0194] SB35 A7 B nab - R A 2 =Kok ) 771

[0195] K425 & A FA 2B nab- B 145 25 (ABI-009) il 751, € 1 oA i) ) AT a5k ol
5] o IR W T8, 9 HARJE DA Img/m1 %2 40mg/m1 E5 W15 22 (10 Rk 15 /K BB K SR 5
B R TR AE40°C MR A 15K,

[0196] & E e, T/KEA IR sk im0 4 B & BRI S YDA S AN TA] .
[0197]  FIHB DI B & AR SR/ sl P A I AR st o TR N Tite
PR 75

[0198]  SJEf4 : AESDRERH EE R N 25 Z5ABT - 0095 1 &R HE2A AT 5T

[01991  HF5TAY H IR 21 AR £E SD R B A B 45 ABT - 009S C: S 7 S 57 1) A 22 4 M A
PR  MZLIR R N S AAAE DA B o 1l 2T BRAZ AT 12K H TSR I 5 SR A
rm I RSN TEIAAIE o

[0200]  fjF5Efti ] 715 4R EE 160~ 18014 Sprague Dawley (SD) Afi o KFABI - 00974 iR
LESR KA DA 25 % (10mg/ml) |, SR Jm 220 AEHSAO . 9 % R /KA MR DAME 25 K N 53
(f&FH:1.0ml/kg) »

[0201] A W50

[0202] ¥4 KFR Sy b4, T 3 A Z W ISR, 48 KRR EE TR N8 25, 4 KR, 7
R4 (FEH TR .

x5 WIT4A
| KSR ROA [fil|& fIsEEE [
1 3 0.9% 57K SC - 1.0ml/kg f#F 4 K 1
[0203] P 3 HAS 7E 0.9%zh7k T SC 90 mg HSA/kg W, B4
3 3 ABI-009 SC  [1.7 mg/kg J4
ul 3 ABI-009 SC |5 mgkg
5 3 ABI-009 SC 10 mg/kg

[0204]  SC=j7¢ R4+

[0205]  FpAS A SN EAR B PRI R AAE , HAS A SRR S BN G IR
[0206]  EAEK U HESZABT -009FZh# (3 3 ARIBAL) TS AT e 4 i RES, , FE AT TR i S
EORIR

[0207) AT S A4 i e i 2 S0 , it S W R AG 7 T ok B SR S A 1 B
JERAE it PR S e PR AR

[0208]  B.SufET

[0209]  1.45 2500 &%

(02101 571X FEMUA50 . 9 9 AR /K IAIRORITFED . 9 % Bh KIS TRI HOHAS o S i ABT -009
(il k2 #C345-001 , Fisher bk #51394.2) 99 11 4 1« TR as 2R LB 491, HS AV i
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e BE H90mg/m1 o FEAN/ NI IUABI -009 (C345-001) 54597 . Amg TR MAES Z 187 4mg A\ [ 25
FH.H20% GrifolsAHE HFRHA (200mg/ml) FREHSAER 7K VAT -

[0211]  X}T-ABI-009%5 2514, 1 /e 2l 45 10mg /m LY ABL - 009fif 57 , SR il FTIHSA- #h 7K
VA TRCRE 26 25T R 2 BT FE o R 1/ VL 100mg [ ABT - 00974 fif /£ 10m1 140 . 9 % Eh /K LA
£ 10mg/m1 VAL -

[0212]  jF 1 FHO. 6m1fHJHSA-0.9 % Eh/KFR0 . 6m1 R (10mg/m1) KAl 45 5mg /m1 [
ABI-0097A78 , LA £ 55 44H 195 . Omg/m1 [ VAT o 183 110 . 6m1 [JHSA-0.9 % £h /KA HR0 . 3m1 (1)
SEAZIIIABI-0097A7% (5. 0mg/m1) Al 75 1. Tmg/m1 [FJABI - 00974, LA 75 2534111 . Tmg/ml
(VAT -

[0213] 2.4524

[0214]  REAFRPRIE , PREE, AR08 B2 =41 (SC) Jite FTIABI - 0097  HSATS I AN £
IR BFAR—IR FEERA T GEETIR) -

R 6. DA
0215 prew—— e - (I Ey—
02181 o TR ROA [Emgke) & % & WEikF
(mg/ml) (ml/kg)
1 0.9%%h 7K SC 0 0 1.0
HAS 7£ 0.9%zh7/kH SC 0 (90mgHSA) 0 (90 mgl.0

[0216] HSA)

3 ABI-009 SC 1.7 1.7 1.0

4 IABI-009 SC 5 5 1.0

K] IABI-009 SC 10 10 1.0

[0217] R RAG 7T — R OR SR S 5 PR (I PRAARAE DA R SRS i S S0 B2 T S R SR o R
ZIRRIN P B ARAE AR E 21 o W PR ER R WG HE  HH BT« M R GUEAR K R 5D
NLRETRNE S, DA SATATT AR A S 70 S (R ARAE o« AESCIHE S 2 iU 2 I, s A7
KRG IR

[0218] 3. BESLIKER RN #T

[02191 T FIABI-009747 7 IR (553 ARI54) WG BRBRIR I Hh i, DALE SRR it P RIS
FES RO T OK2EDTASS F (BE 1 IBR AN US4 1, 75 - 80 °C 1 F H A A7 7E bR ic 1Y
Eppendor {7 H, 0 AT R IS 22 Ak B .

[0220]  {1EE29 RIIR L R AL i, (BE4 T, 2525 K i HIABI - 009596 /INI) 5 BT A1 ZhW 51 Jite
LRI o At ) 2 SR AU TR SR A A At DA 3 AT B A2 25 7K1 o SO Mg il JF 0
E IR AN E B, FHER A PABR 251008, 53 BB 53, IR SR bRt i s 7k, I A -
80°C T PRAT 1K T ABT 009747741 (553 AFNSZ) AUV IR IMIRAE A AE T VK Fis i BIBAS o1
1L LC/MS/MSTE FHBASL AT FR AR 2 A L 25K

(02211 Fr i a2 SRR 1], ¥ SClits FH DX 3 i B IR AN LRz R IR VI, DA s HeE L ¢ 0E
TR T, DAB Rt 4L U520 AT A AEARAE o 5 - T4 i 28 E AR ] 1 1R BR R A
BEAT AR SR BRI 8 AC R AN (block) (— N (sTide) VIR, H T AKS
FIMEEL (HE) Fetty o fi Y BB R 2 A AU BB B2 A V) o AR AT Y
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TR P2 R0-5 (0=AFAE/1EH , 1 =85, =121, 3=rh )&, 4=l , 5 =) . @5l t
K56 3 M AN R R~ 3494547

[0222] C.,n

[0223] 1.4 5&M

[0224] 4 KWL IR A AR I AARNE AR E 5518 o 28 VIR R e W T L R P 42 R Ui
PR A2 RGBS AL MA %%, DA RATAT I f)@%ﬂi%ﬁzﬁ% TN BT o AE H AT
3737& (1.7-10mg/kg, 751) F, KE 27K JHSAFIABI - 00945 255 IE & , AEWTF0 B Hh A
ZE B RN BBAAIE -

[0225] VA RE IR (<20%) , - ELATA 1R 7 A mE s TR S A g i (R T) - 55 KR,
KERIM321.7-10. Omg/kg T E P B T 4TABI-009.,

F 7. BIT KRR ER
% (g)
) NEHE IR FBESK IR BBREITREB21RELR
14 1 181 187 195 202 207 210 213
0.9%h 7k 2 200 196 206 210 214 218 D28
1 mlikg 3 187 191 193 201 204 209 219
SE- 14 (189 191 198 204 208 P12 220
SD 9.71 4.51 700 493 .13 493 7.55
H2 4 182 188 196 201 210 R12 D22
HAS 7£ 0.9%%ZhS 197 200 208 214 221 226 239
ke 6 173 180 188 199 207 R11 216
1 ml/kg S (184 189 197 205 213 216 026
SD 12.12  [10.07 [10.07 B.14 [737 839 11.93
[0226] #34 7 191 189 192 199 207 206 215
'ABI-009 3 186 189 186 193 199 200 209
1.7 mg/kg 9 186 188 189 195 205 205 D12
(Y (188 189 189 196 P04 P04 12
SD 2.89 .58 3.00  Bo6 K16  B.21 3.00
£ 10 195 193 192 196 200 199 208
ABI-009 11 181 182 189 193 195 198 202
5 mg/kg 12 196 197 190 195 P04 P02 208
SEE{Y (191 191 190 195 200 200 206
SD 8.39 7.77 1.53 153 W.51 2.08  B.4e
%54 13 182 179 182 183 191 192 198
'ABI-009 14 188 180 187 189 193 198 197
10 mg/kg 15 190 183 189 193 198 195 204
e (187 181 186 188 194 195 200
SD 4.16 2.08 3.61 503  B.6l 3.00  B.79

[0227] 2. JRsEitk
[0228] >k F SCHite X I 1 5473 At/ E AR [T 2 [ R B SRt g A T 2 SO B o B
JURARE At P 2H 2P0 B 2 A R i L T DX 1) 288 M i A S U AR i s A N4/ T
JEFREE B X P Rl A
[0229]  EAFLAE Jepkt b EI"J JF HARFE A 15 4H 25 0% SR R ek 40 i 1« B I AN 214
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i

B B

B A TR AR A A 2 08 4 AR DA Bmg/ kg (GEAZ, 5L /DI 1A Zh¥) F110mg/
kg G541, B 2| I B AR ILIFT A 3 51) s /K SV IABL - 0094bHE I s A i Fh M 4%
FIERSE, T Eh /K (BB 141) JHSA (B5241) Fill. Tmg/kgHIABI-009 (55341) A 51EEAIE . 5 W #10
B 14 . SHSAAIAAEE , FUfA fermi fl e 10mg / kg [IABT - 009/ s /s HY A B AL v (P=

0.02, thu5e) -

R 8. IR R E AR

| E R, FREZE  REERE. WERE. TRZ
1 0 I
) 0 |
91 41(0.9%Eh7K) 3 0 1
L 0.00 1.00
SEM 0.00 0.00
4 0 2
5 0 3
%5 2 H(HAS £ 0.9%%:7Ki6 0 3
1) BTN 0.00 D.67
SEM 0.00 0.33
FE X5 1 40 0.01
¥ p
7 0 |
[0230] g 0 2
% 3 41(ABI-009, 1.7 9 0 I
mg/kg) A 0.00 1.33
SEM 0.00 0.33
FHT SRS 2 4 0.05
[ p
10 0 2
11 1 2
5 4 41(ABI-009, 5 12 0 D
mg/kg) B 0.33 2.00
SEM 0.33 0.00
4R 2 410.37 0.12
[ p
13 2 3
14 4 3
95 5 41(ABI-009, 10 15 D 7
mg/kg) A 2.67 2.67
SEM 1.00 0.00
FH X 5 2 £10.02 1.00
[0231]
i p

[0232]  j I e JA I DX I TR o A PRI TR R AL R AR SR A e e £
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KINZAZE AL H w2 g R AN i A R 5  AERT A TR T A SR 2R &
RYEANBI I, /ELAHSA (BE241) ANPL10mg/kglJABI-009 (55541) 1GI7 INZ# I, 341553 i
o A T 1. Tmg/kg FIAG A TRABT - 00971 5 (G341 , WEAF o S Hes /K S ooy M4 (BB 1
2H) AR - 22 DL ZR8FINEI9 o 5 3R /KR FRAHLEL , HSAZH (55 240) vl 22 20 10 mn T i A MR 2 o i
I (P=0.01, th46) I RER 25 = EOE I a8 B AUNLS B & E SR .

[0233]  ZEIE10- 1471 BoR T & K EIORERIEH 221G

[0234]  X}T-ABI-00973¥7 41, i 45 ABI - 009 &= (W BG I, SRS sk A7 A S5 A AHSC I HE
{E1. Tmg/ kgl P AR UABT -009 N, Jayifsyd S o2 1 2H £ 2 15 R /IO FERAR AR 5 T DA
10mg/kg ¥ 711 57K ABL 0097457 B A SEATEE T 2120 28 PR An i el i J ™™
[0235] 3. AR =AM 27K

[0236]  ZEAFRiES 2 BT (B55.9413.17.21.25.29°K) , % FABI 0097437 4L (BB 1R [1 61
FUERAN) W B IS A IR , A FHLC/MS /MS J5 15185 BAS i 0 o« AEFR O R T %%
DI AESCH R 4K, KRZ AR IS R A L 257KV i 24412 - 20ng /m1 [F)7EH N - ABI - 009
10mg/kgH (55541) HH P B Sml e e B o X PO SR (1 S PRUJC TR A AE & SR T, S TR
DIKAUK AEAE B =i I ABL - 00955 4L iz R 41AE B2 P A 4ht BoR R T = B
Y, 21 Bz Jeps 28 T GERELASABT - 0091 1 W - S 35 K- 25 st B .

£9. BHBRAMEKF

K % 3 41(ABI-009 1.7 mg/kg) | %5 4 4H(ABI-009 5 mg/kg) | &5 5 ZH(ABI-009 10 mg/kg)

D |#3-7 #3-8  |[#3-9 [#4-10 [#4-11 [#4-12 |#5-13 #5-14 | #5-15

5 3.1 2.38 2.56 |45 3.63 6 3.28 837 |4.54

9 5.56 7.91 416 |6.42 4.57 7.67 | 19.1 193 | 4.64

13 [292 3.1 3.35 183 5.97 9.8 49 6.64 |3.87
[0237] 17 | 4.02 13 2.04 [1.58 3.64 9.7 11.4 6.79 |148

ALQO

21 | 0.24 1.69 339 | 3.44 3.63 4.8 201* 6.83 |5.27

25 |5.32 2.18 3.06 |7.03 4.5 19.7 |3.28 834 |56

29 |3.04 3.17 277 |51 3.64 9.03 |4.34 469 |92.8%

A | 3.760 6.793 7.683

SEM | 0.5736 1.005 1.139

[0238]  XIFHEANABI-009765 T 4L, ZEMT T I AR A B 25W & T, IR b R s 2 A 1ML
7KV PRAFRRUE o FE 8 ABT - 009 771 2 OB N, F AR 22 14045 1 240k i 2 e AR g 34
B 51, Tmg/kgHJABL-009414HLL , 7/EABI-009 5mg/kgfy4l (P=0.06) F110mg/kgHJ4l (P=
0.01) HAE B S oK (E15) .

[0239]  HZ {2 Mm% (1.7-10mg/kg, 7)) I, KFRAEABL-00945 Z5)m 1E ) , fEMFFT
T R FR AL SR B K B R 2 2 PR 2 45 SRR A ) S AR S i R S s M AR AIE , A1 I ABT -
00975 (10mg/kg) N HIBLFRE % IH I HOEASE TR A 2 MR AN I il B & fh S 25 FTHSA S [
o 1. 7mg/keglIABI-009 GAVRIK L. Tmg/ml) o H 2L ER 7KOouH R P S 25 o S B« A
SCTF AN e B W B M 25 8 o B 5 AB - 00971 & 5 i , TR 5 = A 1M 25K ST

[0240] S50 BoR, ik B N, KERAEL. 7-10. Omg/ kg 7B N 4= BHifl 52 22 B 1
ABT-009. Jeifs iy, 5 1. Tmg/m1 3 BEAIABT - 009787 52 K 4 o T2 7 B /K S 3A MZE B AN
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RS2

[0241] 575 : nab- F5 AR Z PP UM TE T 7T

[0242]  JEAT T —T0RAST , AZE A4 e RS AR INBRUABER0 o Eb A 1 IR A1) e i 7 2=
(FH1PF e (Rapamune) ) FERIKN B N @721 Inab- FH AR 2 (ABI-009) PTG 14 -

[0243] @R GET D Y5 M ATCC® (CRL-2233™) 2545 (11SNU- 398 (TSC25)k [T
N ARID) |, H 8 F /N S 0 A 2T 4 B 4 43 B B2 A RPMT 16408575 3L 11
T5em BRI, %R RN S AT 10% B LTS , FEAESTC N AE IG5 % CO,HEL 7 - 7E80 %
ANIC A B A B 21 50em [y A e R L I B o Al AR K PASRAS A5 LU
FRUEELL X 107 (BN X 10°) SRR AR -

[0244]  K£20 S TCIRBRRER RIFRAE T S #1998 - o 757545 20 % Matrigel® 10 . 1m1 BFR
ARG R K R R R T S R (BRI ELL X 107) .

[0245] 97 S LR FUA BT (MR~ ~ 100-150mm’) o B S5 44 .

[0246]  ZE14, B FH5 /NG, il i ks i e 2 K B R 20k, 46 1

[0247]  Z5241, G5 F/NGR , il Bk 12 DA 7 . 5mg/ kg 4252 ABT-009, 4 JH 20K , FF£326 ]
A R G y15mg/ kg /wko

[0248] 28341, fufif5 LU/INR, i 1Rt T DA 3mg / kg e 32 T A S 2%, B3 52K, FFE6 Ji o 7
75 22 SRR 15mg/kg/wk o

[0249]  Z544, W3 F/NGR, il B2 N i lA7 . 5mg/ kg4 52 ABT-009, 4 JH 20K , FF£26 ]
TS R G y15mg/ kg /wko

[0250] AT CNEAEE AR U ) |, A5 8 =2k O — R =R 1), B 38 T e
I T] A, I 706 e 2 24 R s 212, 00 0mm” (R 55t KBNS 28 11 o B8 A0 SR (KR 2 o ALK
FEAHAT IR o AT S TR 1) R AL S T R A

[0251] &5 5 W S0 IEAE BEA T H B AR A A 28 JHvRs (AR 45 SR (A E M B I PR e 2
SEM) BL&57E MER10H . 52K GE 14D AL IR AEKAH] (TGT) FNTG AN £h/K Ay PIE H Rk
HAEFR10 S5 R Ah S g 16T

10, BITHREFREK
BT REL 55 1 4LCRHIR) P2 B34 a4
#E |SEM | |SEM |[¥){i |SEM |¥ff |SEM
1 149.2 | 16.8 1346 |10.9 1226 | 145 1159 |[223
3 253.6 |28.3 2020 |29.7 1829 |20.0 1420 |43.6
5 3235 |37.0 2224 |39.7 276.7 |43.2 167.6 |67.2
[0252] 8 530.6 |62.9 1859 |30.2 367.9 | 68.6 1262 | 47.9
10 789.4 | 87.8 2745 |484 537.4 | 94.6 162.8 | 68.8
12 1010.8 | 118.8 |381.7 |55.2 666.1 | 104.0 |195.1 |95.0
15 11429 | 136.1 |465.7 |68.9 786.6 |1202 2175 |106.3
TGI NA - 66.7% | - 33.2% |- 89.8% |-
FHATEE 1 4169 P | NA - 0.0006 | - NS - 0.0001 |-
{1
[0253] 55RO FREAAHLE , 15me/ke/wkiF) ER A RIS TR (55 34H) - B0 B 1 i A=

) (TT 3329 ,P=RL3) A5 M2 FIIHAUABT 009 Kk i i) (452401) SHETGT 2 25 T
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FIREEPETE REXS SR/ IRAITGT 66.7 % , AN IR EFIAJEP=0.0016)  #R1f0, i B2 T &
ZHEHIIABI-009 (BEA4) 7= A= o w25 1 Rg AL KM (TGT 89.8% , A £h/kK X 41 P =
0.0001 , AEN IR EE M5 22P<0. 0001) .

[0254]  FEAEAIRYT A AR EL B 5  AEATAT R T AR SR 2 1 B A o (A E ik
52 010%) o BIEE15K, FEER KON FRAL GE14H) Fh BRI BB IR, BRI T 41 (68
2-440) BB 15 R PRI T sl B Ik o AR EE 25 SR B A5 e T

[0255] K2, {ETSC2EREHAISNU - 398 A\ JH- 41 Mfs S5 RHES AL/ NSRS i, 54 1) 25 1 v 11l
TP EARLL , A K N B T 8 T I ABT - 00952 A5 1 25 B = i oI v 1« B (i 5
k2 HIABT -0094HLL , B R I AAUABT - 009 H A BRI A 20 AE AT IR T A PR 2%
B A sl AR TR
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