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B 24 10nM #75 % E )7, C H30nM #if5 % E A s

Kl 4 ARG SEER 3 HlAFHIERT 3R E AV S0 R SRR B B4 AL LA TR R
b, Hodr A NXTERARE A, B ONEHFT R E AR A

Kl 5 ARG SEIE 3 HlAFHIERT 3R E AV S0 R SR LB S4B B TR
b, Hodr A NXTERARE A, B ONEHFT R E AR A

K 6 N#H7 &K E % VEGFR 3K mRNA F£iLHI50H .,
HARSEHE 7 2
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FEMLAE N S A0 MO AT T 52 1) 22 4 B2 D Al ORI BRI N e 4l e i /sy, RIERF R E 4T 764l
HeL 2R PRI RE T EAT B LA B AR AR

#iri % E (Cucurbitacin E) WH#HAE R E, N—MIUR=n5b 59, 2040 T 5
PR, TR AR S EEY) BRI B R A K. HAk e O
C3HyyOs, B FEMWIE 1 Pron. M# & E BRIEAERE, AR 0T & BIA ™ il Bk
K HILA J7 i #4331

T M B A B S 1R N SR AR B AT i 52 (K 22 Ak B2, BREH 2 E AR 1KRIE T N i iR
HH R A Ao
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Peietls, AFIGELL 3D 4TEIHAS % T &3 R E WAEM ST EHISCE.

Peiettls, VMRS YA BN 57 3R E FEE H 70 HE Dy 0.001-0.1%,
B404 0.001%. 0.005%- 0.01%-. 0.015%. 0.02%. 0.05%. 0.06%. 0.08%IK 0.1%.

H#% E fill i 29 A/ s Y - R EERT B T30 97 I B A A R A el
RHTEHALSBE. BIFEE8E. OMh. "o, OUBIL. WIS AR,
VA ZE PR KA % 5518 2 LS B AR AS B R I BTG

NTH BT EGENIEEARTERNEE, I A 2RSS fip - g ng. mk
P ERTE DU SERER R K SEG B 1E T o s IR S E Tk, W B, X%
N R T R B s

LT sei@l hpr &SRB EEWT o, flaw: 5 R% E WHIEE
EXTRASYNTHESE 2v#); CCK-8 il B[R4k BRI H BT A7 PLGA (poly
lactic-co-glycolic acid, RILIR-FIE AMRILEY)D WE 1L KRBT ST AIT, PLGA 45
TN 1075, HPARE ZERNERLAN 70:30, LR SWFARTIET UL LA %,
BT F A J5ORF BT I W T i dgy, TS AR . BATR SRt o) it Al PR B AL T 48 K
SN TR RS, A5 A CLRF-2000-11.

Sl 1 B R E ST IR P R 40 M E AR

1. . Z9¥)8EEseat KA CCK-8 J7ik. CCK-8 Jyififdt—Fifrifan iz i thtaik
B 2 4 M I BB R S T ik . SRR WST-8[fL 244 s 2-(2- F 4R ik -4- i 3 28 0 )-3-(4-Tig 2
IRHE)-5-(2,4- TR R)-2H-PY e BN ER ], FEHFERIA 1-FR A FE-5-FR W R SRR IR Y IR
(1-Methoxy PMS) F¥I1E F T 8 2 i o 1) e S0l s i HLAT s BE KV PRI 28 0 R B8 ™), AR
F IR R B AR S TR A P BCR BT L o DRI TR O — e R AT 4 M 3 B A B
e

2. ik BRI BN ea.hy926 4B R 4% HE 3000 40 /LR T 96 FLIRH, i
WEGFRMNRE S, RN S A AFKRE SR E (1,3,10,30,100,300nM) [J$5772EMEH 72
/ANIE, SRFEREFLINA 10uL CCK-8 iA5f], & 2 /N, EFRAC F 490nm Abisz H RS fLH
TR AR EL AR R 2 )R EEOE IR 5 65.45nM (R 2 Pl ). AR L 45 i e
50nM BAF g P R 4 AT 52 1K) 22 4R

SSHEf] 2 B R E RIS A R4 EAhy926 BB LR

1. JH: FEFB &M EHS (Engelbreth-Holm-Swarm) /)N 5 AR H b #2453 21 10wl VA
LR IRY) . =TT, BRGNP EAEYEIEREET AR, 1R SWRE)
VA M L R BB SALL, ST L R RS BRRT 23 A ARV E L, LA A B A P /. Matrigel
AR, L P B 0 3 R A PSRBT 8 25 100 L8 T R S
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2. i BB 24 fUIR L, T 37°C, 5% CO, HEFRFEIRE 30 40t Ht
BESLINNAH [FARAR B 40 M F0 5 AS R FE AR 7 R E I35 4E s00uL, 1225J. T 37°C, 5% CO,
IR R 16-18h JAfE AR T WERE TE GO0, TH RS T AECE IR ET Gt oy
Bro

WO T RS LR A 3 o, Hodh A RTERAL CGREGT#7 &K E), B A 10nM w75
FZEA, Cl30nM B & E 4. MW RARAERE ALK 16-18h J5, 40IEH KT
LRI, AREFURTEMAR, BAMRERE VI L, B EERIR
i, BT LVE . SXREEML, BT ER E G, N RS IR OB R
WRATHA RAF I = 4E M2t 250, ULIIEATT R E AT LUEE N B2 40 Mo i g T i

Sl 3 #HFER E AME SR SRR H %

(1) PLGA+TCP+ifj = 2 E V&7 I il

FREX 5.0g PLGA H1 1.25g TCP BT 100ml BeFF o I 50ml 1,4- %753, $dp i HE
fift. 7EFTENZ BT, FREX 20mg #H & E BT 1.5ml B0, A 500ul 1,4- S SFEH
VsfE, 7EINE] PLGA/TCP ¥+, 4.

(2) 3D 4TER

O I EHEA, WK T N 20mm>x20mm<20mm 5K, A2k STereo
Lithography (STL). # STL (/5 A Aurora 3 H AT 7 ZV18], &t B2)EE 0.12mm,
4 B, command-line interface (CLI) 3 ff.

@ WEITHSH: BPE 1 REBIFN CLI X, S cark BAFH, TEE RS
SEN: THIE L 20mm/s, HRHETSEE 1.00mm/s, XHJZEE 120um, “FHFL7E K/ 500um.

@  JEEIARE . AR T & PLGA/TCP/CuE VARG E, 45 ok, B da bl 4E
600cp-700cp JLIH N .

@ ATEIERE: 3D JTEINLAIREFA E-30°CJa, BREHMBIRHG, S B RHG
SITEINER:, AR B ST BAT, BT FRAE-30°C 4 N k4T, DUMRIE
E S REZL Y e IR

AT FTEEHRG, BN SR E TAR BN, AESEZG AR T 72
NI, FERARE R AT LA

SSHEBl 4 B R E AR SR S SRR S B BRI ML TR R

KT NI B br A RN A CT (SkyScan 1176) $13#, B e 806 bR
RTFHURF L, HTTHEMSEL 998F (Resolution) F2% (18um), JE:#s (Filter) Al 1 mm,
HLJE (Voltage) 60kV, Hijii (Current) 400 pA, “PYJRZIE (Frame Averaging) 2 K. M H]
NRecon 3AFHE B mombr A 4EE], AP 4@ X, % (Preview) &, 4t
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— R E KR (Minimum or Maximum for CS to Image Conversion): 0.00-0.10, &4 Fr
AHEXIH (Reconstruct ROD, HEMETE . H CTAn B EIE S4B (Analysis
ROD, & 755 (Thresholding) 7y 40-255, 1#% 3D KRR ¥ T EE.
IR B A E GBI SRR s A A A TE s ] 4 PR, Horp A xR
H CREHHTR E G B, B RS R ELELAR . EhalbLEL, A
2 EEVE SMRISTZEae ] AR B S B s A LS TR R
LB 5 3R E AR SR SRR B BRI AL T B T AR
N AN A CT (SkyScan 1176), BIREBCEHARA T YRS 0, 1T HKSEL,
3HEE (Resolution) H12% (18um), JEIEEE (Filter) Al 1 mm, HLJk (Voltage) 60kV, Hi
it (Current) 400 pA, “FIJIZIE (Frame Averaging) 2 /K. ] NRecon B4 5 22 A% B 326 ¥t
PR YER, PR gEE X, T (Preview) il &, 4 B KE {1 Fl (Minimum or
Maximum for CS to Image Conversion):0.00-0.10, ¥ FrAHE # X1k (Reconstruct ROD),
A INE I MRIEAT. B CTAn BAFGE BUE 840407 E (Analysis ROD), BETN &
(Thresholding) 7y 63-255, ##% 3D 7 AfrBEAT 23 b ml 4G I b 453 467 B 3 AF B )i AR A o 2
(Percent bone volume, BV/TV) . M4 K AR 5 KR bRt 2, 73R ohii 17 &
BB . 5% 3D R DR RGN AR 3D HEE A,
w2 E EME SR SO B S AL B O R 5 B, Horh A DRt
H CREHHTR E G B, B RS R ELELAR . EhalbLEL, A
# EAEWE AR S A5 8 B AT 3 S SR AT E T B
SKHEB 6 TR E RBEN B4 hy EA926 A 5% K H I RIE bk
K hy EA926 40l ffi £ 6 FLAR 1, ¢ & S AR, i 30nM #7273 il T[] 17 6,12,24,48
/N AxyGen [F) RNA $2EUAR Sl B EL RNA, W30 mRNA SN ¢cDNA, it
VEGFR2 #7514
Sl 3N BE: 5 -CTCTCTCTGCCTACCTCACCTG-3 ' 3 Flif: S
-CGGCTCTTTCGCTTACTGTTC-3" . fi /fl SYBR-Green Mix kit (Takara) 5Z/f] Roche LC96
9t B PCR ORI VEGFR2 2 AT 14246, #8577 % E X VEGFR2 Z:[Al mRNA KX
PRI 6 frox, B BoR2ga] IR RIS N B AR KR 5324k VEGFR2 (3855,
FEHA N R, 28 RIRRAERI T 2 B AL L8 AR A O 1) B DR e dk AT 4 1 58
B
H R E 2RI RERY], TRERAGHES 2 E X A5 kA A o 2 1 UL s
MR, BE— DR N SEBGAIE B AR B 5 B B ML A DL BB R B ER], X2
H TG =37 % E nl{2#t VEGFR2 fIRIE Eif.
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BUFIEER A5

1. #/7% E LB #1697 M8 B A AN @ AH OSI0m I 25 W A M 1= A4 Rk b i) 2
PR df " & E AT o gu s P JZ T

2. HEEBCMESR 1 Frd Ik, HEEAE T, Frd#is R E MASREART
50nM, LA & T 30nM.

3. BN ER 1 Prad &, HRrEAE T, iR #i &R E 4 A a s s .
PR W 8 4 AN BN YA KL

4. FEBOMEZR 13— WA g, HAFMELE T, Pk I8 3 A 2 A Rk
RAMETHLABEAR. BHESEEE. B0, OO, M SZHARAREE A
B PZE R INKE R BUER B R L AR A R AR R

S FERBUORIE SR 4 Brid A &, HEHEAE T, Bk &3 846 004 B0k B & b
Fa 51 & 4 s

P, P i 5t O dos B0 45 Sl ot M0 O e Kk I A A S e B A% T

v R TR T ILE B A A R R POR Y, AR T, Pk ) 3 i

FrE B M2y bR 52 i B AR A

7. R BB R 6 ik i H T8 97 IE B A R TIR 254, HArIEAE T,
Frdk Zip i ) B EHE ). BIOR . BORLR . BRZEA. JREGN . BRI DR, BE
L G B 5 )

8. — M H TR IT ML B AEA R AH SR AR F A BE, HARIRAE T, BHA X
SR E.

9. FHABUMZER 8 Frik i H TR 97 A8 3 A AN R AH R o I AR W e I A L, HL Ry
LT, FridEWERME Y EMER &7 Me, ik EMEN & 73038

10, #%2 HUBCR ZEK 8 B¢ 9 Firadk i H T8 97 L& BT A AS @ AH S8 I AR M B A 8L,
HAFEE T, rd#ir R E VLH B ES . ORI 7L

10



PCT/CN2018/121847

WO 2020/042449

%

N

4

BERIY:S

e}

x
@

1

gEus

k3

= {
v ¥ + T q 7 1
% = Z % 2 2 F
S - 'S

VL o)

K 2

8
¥

CuE

1/2



WO 2020/042449 PCT/CN2018/121847

FO0E-02

z
%

i

i
e

200802

15002

100802

EGER2JGAPDHE L

b
{74

S0E-03

Q0000

2/2



INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2018/121847

A.

CLASSIFICATION OF SUBJECT MATTER

A61K 31/575(2006.01)i; A61P 9/10(2006.01)i; A61P 9/00(2006.01)i; A61P 19/08(2006.01)i

According to International Patent Classification (IPC) or to both national classification and IPC

B.

FIELDS SEARCHED

A61K;A61P

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CNABS, DWPI, EPODOC, SIPOABS, MOABS, TWMED, HKABS, TWABS, VEN, CNTXT, CJFD, CNKI, CA, MEDLINE,
R E 2545 FIEHE %, China Medicine Patent Database, 7 E 7% 3 ##, Chinese Pharmaceutical Abstracts (CPA), EZ] 4%,
ECOO, FE# A%, BAIDU SCHOLAR, 554K, DUXIU ACADEMIC: (3§75 %, MEFANE, MEFHE, mE, 40
PN, FRIRE, WA, ODALEM, 505, MRS, (SCIEER, BT, B HEAR, &, BKE 4, cucurbitacin, blood vessel

formation, blood vessel, vein, cytotoxicity, myocardial ischemia, coronary heart disease, collateral circulation, fracture, bone,

angiitis, angitis)

C. DOCUMENTS CONSIDERED TO BE RELEVANT
Category™® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X KR 20170019639 A (YANG, D. G.) 22 February 2017 (2017-02-22) 1-10
abstract, claims 1-7, and description, paragraphs [0037]-[0047]
X CN 105168432 A (JINAN XINGYI MEDICAL TECHNOLOGY CO., LTD.) 23 December 1-10
2015 (2015-12-23)
embodiments 1-4, and experiment 10
X CN 10516839 A (JINAN XINGYI MEDICAL TECHNOLOGY CO., LTD.) 23 December 1-10
2015 (2015-12-23)
embodiments 1-10, and experiment 1

D Further documents are listed in the continuation of Box C.

See patent family annex.

Special categories of cited documents:
> document defining the general state of the art which is not considered
to be of particular relevance
earlier application or patent but published on or after the international
filing date
document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)
> document referring to an oral disclosure, use, exhibition or other
means

> document published prior to the international filing date but later than
the priority date claimed

w

wyn

later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be

considered novel or cannot be considered to involve an inventive step
when the document is taken alone

' document of particular relevance; the claimed invention cannot be

considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

* document member of the same patent family

Date of the actual completion of the international search

04 April 2019

Date of mailing of the international search report

24 April 2019

Name and mailing address of the ISA/CN

National Intellectual Property Administration, PRC (ISA/
CN)

No. 6, Xitucheng Road, Jimengiao Haidian District, Beijing
100088

China

Facsimile No. (86-10)62019451

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)




INTERNATIONAL SEARCH REPORT International application No.

Information on patent family members

PCT/CN2018/121847
. Pat(.ant document Publication date Patent family member(s) Publication date
cited in search report (day/month/year) (day/month/year)
KR 20170019639 A 22 February 2017 None
CN 105168432 A 23 December 2015 None
CN 105168396 A 23 December 2015 None

Form PCT/ISA/210 (patent family annex) (January 2015)



EFrteERIRE &l F iR 5
PCT/CN2018/121847

A EEAST A
AB1K 31/575(2006.01)i; ABIP 9/10(2006.01)i; AB1P 9/00(2006.01)i; A61P 19/08(2006.01) i

IR ERR T A 2028 (IPC) B R I 122 8 [ 2240 ZE RN TPC R A /328

B.  RERE
TR KRR ARBR LSOk (BRI PR R S 25 5)
AB1K; A61P

AL A AR AU A 09 B AR IR PR BE SCHR LA AR AR 2R SCR

FERE s R I 21 9 R it e (RO e R A4, A AR &RAA) . CnfE A )

CNABS, DWPI, EPODOC, SIPOABS, MOABS, TWMED, HKABS, TWABS, VEN, CNTXT, CJFD, CNKI, CA, MEDLINE, "[EZ
YERERE, TEHECH, EACE, AEYASE, F¥AGESE, IEFENE, LEHE, 0E, 4
B, BMEWE, WRE, OUUEL, O, EERR, MISUEER. BT, BB, &, BB R, cucurbitacin,

blood vessel formation, blood vessel, vein, cytotoxicity, myocardial ischemia, coronary heart disease,

collateral circulation, fracture, bone, angiitis, angitis)

C.  iAEINH
% SISO, WEN, JEAEETE A FAUR B sk
X KR 20170019639 A (DONG-GWON YANG) 20174 2H 22H (2017 - 02 - 22) 1-10
B RURURIZER 1- 7L 359 55 [0037]-[0047] B
X CN 105168432 A (ﬁzﬁi E?ﬁ?ﬁﬁﬁﬁﬁ/\j) 20154F 128 23H (2015 - 12 - 23) 1-10
STHEE] 1 - ARSI
X CN 105168396 A (@zﬁi E?ﬁ}ijﬁﬁﬁﬁ/\j) 20154F 128 23H (2015 - 12 - 23) 1-10
SRS 1 -6 R0 S I 51
s 4 scpeeckargmsbam. IR R
x B FCPHE R AT, ‘T EREERGAR AN, SN, T
oV o e A e M I A
“Ar KT BARSEMFR T I B — R A S0P \
ayn fEH) E 21z HAARE
wp e R 2 R A A BT S i R B A N R R BT R RRRS AT
oL TR SRR SO, SOh R A — B S Y7 ASEARERISOH, PSR — R LR A A I
L SR ARSI LY, e A RS BIXAREE 2 3 A U AR o 1 5 0t B E A
AR BN A Bl
o PRIVLATE. . ERERE TR AT sy FRRE R
wpr A B T IR i B R T TSR M0t Ak B S
E R A R 25 52 G B8 I Bk 2 2 7 A0
20194 45 4H 20194 47 24H
TSA,/ CNIF) 2 B R 2 bt ZHE R
[ E R AR RR (ISA/CN) B I
o[BG ST HEVR X B0 THRPE TR ES6 S 100088 w
#£ES (86-10)62019451 kS 86-010-62411102

2 PCT/ISA/210 (5527) (20154E18)




Rt 7 A
RFRBEERINES PCT/CN2018/121847
KBt i 3 G RIS e R R s
KR 20170019639 A 20174 2H 22H o
CN 105168432 A 20154 128 23H I
CN 105168396 A 20154F 128 23H ¥

F PCT/1SA/210 (RIREFIFME) (20154FE1 H)




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - claims
	Page 13 - drawings
	Page 14 - drawings
	Page 15 - wo-search-report
	Page 16 - wo-search-report
	Page 17 - wo-search-report
	Page 18 - wo-search-report

