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[0056]

[0057]

[0058]

" "ot

azacyclododecane - o, a0’ ,a” |« - tetramethyl - N.N’ \N” N” '
tetraacetic acid, DOTMA). 1,4,8,11 - PUEZIAHDULE - 1,4,8,11 - (PR AR)
(1,4,8,11 - tetraazacyclotetradecane - 1,4,8,11 - (methyl tetraacetic acid), TETMA).
£ VU LB (ethylenediamine tetraacetic acid, EDTA). 1,3 - NI HR
(1,3 - propylenediaminetetraacetic acid, PDTA). —ZKEVTUN SR (triethylen
etetraaminehexaacetic acid, TTHA), 1,5,10 - NN’ ,N" - =(2,3 - — K H
D) - =4 #3(1,5,10 - NN’ N - tris(2,3 - dihydroxybenzoyl) - tricatec
holate, LICAM). 1,3,5- NN’ N’ - =(2,3 - “FEHORHI RO &SRR ,3
5-N,N' \N” - tris(2,3 - dihydroxybenzoyl)aminomethylbenzene, MECAM), M
6 - JJFHHES (6 - hydrazinonicotinic acid, HYNIC), PLMHR/D—DEELNEH
T AR B A 2 R 4H PR ) 2 /D — AN B B

25077 30, BRIR S e, A —2s ey, BRI X 5
B, A0 U, PR RIS, FERLEXCHER , Rl dx
IR & - B, SR Aty A, R HE S
BEo AE—2esi s A, R SRR S, R R e 2R
SRR, R PIANR T 2B 5 R A EE

TE—BE 505 7 U, e e CD13mARis IR . & —2850hE 75U,
FrdsmdE vt H ek . e, BbE . B, B, M. FLEUE. PR
WL R, FENBGE. S8, arAEYE. B . RO R
EER L WL N, Sl Blake. SiEla. DEWE. B, B
Dol . e SRR BRI S . HERRAE . . £
TN . EICANE . AHA N BB PR . TN . RIS SRa
JenssE AR i A A 2H . AE — 205 20, Fridieeie v B eh UM . P B
- HURIRE . B . S el AR/ NIRRT E PR T A AL
ST AN, PRt H e E R B A B R A A

TR EINGRIME, HHEEESIARNTENE ., NCD13Z kB A H
SROSEAN ST, B R mtE, JF Hal MO A S b RR A AR PN
SENICD3SAR, W PET ARSI 73 22 2 i,



12

WO 2024/046469 PCT/CN2023/116515

[0059]
[0060]

[0061]

[0062]
[0063]
[0064]

[0065]

[0066]

[0067]

[0068]

W ARRIT IR EZ R, SRR FIeYT HAR,

SRR AR INGRIME, MR 2 IR A TR I 2o il 8 5 B
o AE—RESfE TR, ACHRIE AR 2 M R B, R F TS A A
EHHCDI3SZARIIEIEIR I 1 DAY . fE—2esE A, AHER
SAREEFIIELT . FRE MRS A, BAARENNANME.

SR 2B AR AR B T IR R IE B I R BOR TR s, DA &5 &
B AR AR SR 0], AR A BB RS A 5 R AH TG, 1
AT .

PRI

FEEAHESIR 22 Bl E A, WFAICHR NS K

PREIn 2 57179 - 2 H AR (Fmoc) PRAF LN 28— N EUEIR (Cli 2 CTCY
NEIBONE 2%, TN TP CMEE IR/ NN . S DCM,  JIA2 % IREEN,N
- B R OMBER R S AR ERRIONI [ Fmoc (R I, 7E
BT I, A eyclo (XXX XX IEAA T, X! X, X, XX
o AXCPUE AR 2R A AR

AR R N3 Y N — AR . 3nY HHBTU(O - K %M - N,N,N
©ON' - MRS EBRE) M 10on 2 EDIEAN,N - —[NEOHER, &40
WA THE & SO 5Sming ARG FHDMEBBEZRBOS s HHIAAR AR B o IIN2% IRBE
DM F— MR N I Fmocff 5L, DMEPERARGES . Wk
KT IRIT A

Kb g ARSI MRS, BINBR, SRS ARSI I —E &(
e IE 21 omLIER) M PIER (B 30% = S FEMT70% — SRR, =%,
TEEE

TFRNEMR, SRS A EER P N K B SR AR, BRO. 18D, REIA R
PFEIIENEZ IR T S0

KRB HIDCMIEAR, TIA20 Y EHJPyBop, 1004 =AIDIEA, 455%CE ]
MBI, Beltz RAERTT, 1581 A IR AR ERIR
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[0069]

[0070]

[0071]

[0072]

[0073]

[0074]
[0075]

[0076]

[0077]

[0078]
[0079]

[0080]
[0081]

E R R IE D20 (195 % = SBR(TFA) . 2% & Ml . 2% =SSkt
Bt 1% KA, M EENIRERs, E% R 120min,

BRI, SRS FIERT AR R BT R, BLO. THPE, BEIBEFRER
BRI B IR =

TSRO e HPLO) SiC Z IR F S, i1, JE AR ta - Bk
B LC - MS)IA E AR 457 & .

RS CD13E A RIPEA

WAL AT, #fE SRR DA K B Z IRAEHT - 108040/ R HH &S &
PSIvEN

NAHE IR AN A HT - 10800557

NEFHEATRZRIN 2 HT - 108076 1A 10% Jo i i BEIAA- IS FBS) AN % B 2 -
FEE R PUEZINGibeoDulbeccoll R Eagle 577 L OMEM) I RS 7, Afifia 7RIk
FHEIREEI7°C, 5% COMPEHINEH, &3 - 4 RFT—IRAERETR . S0 RT
24/, BT AR 96 FLAR TR (BEAL5000N M), 7R IR FE NG EE . S0
T, ImLRIPBS VFHrER IR ve 4R, AR KRR,

Cy3u AR 2

SIREGIL - 28EMK (A4 BIAISEQ ID NO:1 - 28f>r, DA N4 BIFRAPNI -
APN28, EFRAPN)ERELBHII I EME(FAIANSEQ ID NO:29FR, VA FFRKES)
TEDMEFEIRH 5 Cy3 - NHSTE R & MY, 1B HPLCH s 4l 2 5 a5
1 - 28HJAPN - Cy37 KB LRI RIKES - Cy37ER

ZEIERACFEAT - 108041

PRes FON RRERAN, HRIERDE R 6 ML RIKES - Cy328 IR,

4384 3125 wmol/L, 6.25w mol/L. 12.5wmol/L. 25w mol/L. 50w mol/

L. 100w mol/L4, EENH6 ML,

FHEEEBI - Cy3 2 IR HT - 108048/,

37°CHF B 30min/i FIPBSHE2R, MY (& BB 488nm . HUL I K:520nm)
DR N S B A RIS HT - 108040 JERINKES - Cy3uYEIRAITE I

o]
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[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

FRHANANIIACCK - 8 10 w LIFFE 4Hi4h, ] ARBFRMSGEL (R J9490nmy)
L CCK - 8 IERFH S o R 4u i 2 5 i B iR 2

HKREHBEE 3R, WESHHT - 108040 IKES - Cy33E kIR Rk
.

AN SHEHIIAPN - Cy3Z8 YEIRALFEHT - 1080400, HHAEAPN - Cy35¢
JERRARR EEEARIEHT - 108041 iR L B BIRIKES - Cy3 2 EIRATIREEIRIE

37°CHF & 30minfm FIPBSHE2IK, S CHEAM Ch ST KA488nm . Bk BiA520nm)
P IAH PN 23R A ORPEASHT - 1080405 IR N APN - Cy329 6k
Y=gl

FRHANANIIACCK - 8 10 w LIFFE 4Hi4h, ] ARBFRMSGEL (R J9490nmy)
L CCK - 8 IERFH S o R 4u i 2 5 i B iR 2

P N 2 N APN - Cy32 IR KES - Cy3 5 YOI 1R AR 4 S HY
K (Relative cell uptake, RCU),

F APN.Cy?

RCU =

KES-Cy3

BEEMERL, B AG RIOEEEDIN AR AR S tol1 - 28 ERIR R B A
A, VARG R IR TR EHIAPN - Cy35 AR T LRI KES - Cy37
JEIRIIART A SR B, PAKES - Cy35CIR M AmIs By 1.00 5 H i
B

(RPN 5 A B S IR PARD A R
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HE 1 KE5 | SEQID NO:29 cyclo[NGREK) 557.56 1.00
&HEF 1 | APN1 | SEQIDNO:1 cyclo{NGRDK) 570.61 0.65
# | ScHEf2 | APN2 | SEQIDNO:2 cyclo(NGRYK) £18.70 2.58
1 SeHEtl 3 | APN3 | SEQIDNO:3 cyclo(NGRTK) 556.63 3.14
i@l a | APN4A | SEQIDNO: 4 cyclo{NGRFK} 602.70 2.91
SHEF 5 | APNS | SEQIDNO:S cyclo(NGRTKE) 685.74 3,29
LM e | APN6 | SEQIDNO:6 cyclo(NGRTKV) 655.76 2.72
% SZHEf 7 | APN7 | SEQIDNO:7 cyclo{NGRTKF} 703.80 0.56
SMEBI s | APNE | SEQID NO:8 ¢yelo(NGRTKG) 613.68 1.14
SEHER 9 | APNS | SEQIDNO:9 cyclo{NGRTKY) 719.80 5.03
SCHEM 10 | APN1D | SEQID NO: 10 ¢yclo{NGRTCE) 660.70 0,77
SRR 11 | APNL1L | SEQID NO: 11 cyclo{NGRTCVY) 630.72 0,92
? SRR 12 | APN1Z | SEQIDNO: 12 cyclo{NGRTCF) 678.77 0.82
SCHEM 13 | APNL3 | SEQUD NO: 13 cyclo(NGRTCG) 588.64 0.49
S 14 | APN14 | SEQIDNO: 14 cyclo(NGRTCY) 694.77 1.05
SEMEF) 15 | APN15 | SEQID NO: 15 cyclo{NGRTKy) 719.80 4,43
4 | M 16 | APN16 | SEQID NO: 16 cyclo{NGRTKy) 655.76 2.17
SR 17 | APN17 | SEQIDNO: 17 cyclo(NGRTKF) 703.80 0.49
R 18 | APNIB | SEQIDND: 18 cyclo{NGREKY) 719.80 2.83
Seilif 19 | APN19 | SEQID NO: 19 cyclo{NGRTkY) 719.80 412
i 20 | APN2O | SEQID NO: 20 cyclofNmeGRTKY) 733.83 0.78
? SEHER 21 | APN21 | SEQID NO: 21 cyclo{NSarRTKY) 733.83 5.68
SERERI 22 | APNZZ | SEQID ND: 22 cyclo(NSarRTKy) 733.83 4.98
SEHERY 23 | APN23 | SEQID NO: 23 cyclo{NSarRTOrnY) 719.80 1.20
SRR 24 | APN24 | SEQID NO: 24 cyclo{NSarRTDabY) 705.77 0.57
#H | SEMEf 25 | APN25 | SEQID NO: 25 cycla{NSarRTeY) 708.79 0.72
6 | S 26 | APN26 | SEQIDND: 26 | cyclo(NmeGRTDabY) 705.77 0.41
LB 27 | APN27 | SEQIDNO: 27 | cyclo{NmeGRTOmY) 719.80 0.37
e 28 | APN28 | SEQID NO: 28 cyclofNmeGRTCY) 708.79 0.62

R OmFoREEIR; DabFor2,4 - “ A TIR; SardorILEL; Nme
FORN - HE - RAWER:; &/ NS7RAED - 25K,

FILAEZR], schefie, SopeBls, Sobapla. SOdls. Skble. SThEflo. S
Bi15. Shefilte. Sk, SKhEBi1. SchEpiet. DA RG22, HAPN -
Cy35 N CIR A 4R I 2 /Do LA BIOKES - Cy3u ORI 4D AR
M5 PA L, Hrpsosetlo. SCREFlssEfio. S, AR STER22, H
APN - Cy35&)CRRAAD AR 2 /D WKES - Cy35 G AN R4
A o SCEHI9ORIAPN21 - Cy3 5 YRR ZH IS HE IKES - Cy35E ORI

Y
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[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]
[0099]

[0100]

[0101]

IR £95.036%, T SBI21FIAPN21 - Cy32e YRR AARN 4RI RNy
KES5 - Cy37 AR EUR 25,6815, AFXEEINIRAEAZE: BIA Wt i 4n
e

MERIFT I, 81 g ey clo(XIXPXXIXX O HIEAA :

- XA DR RATORE, AT XUEN - FEE - RAWE, HCy3e kT PAsk
T AR AR R

- XA DL HERRENLERR, ATLRAS R = BAEN g i e . Hrpx o]
PRIV, H.Cyaue eI FT PASR TS B s AR 40 B

- XUTDAZE F IR . BRI . MR R AR IAE, T RAR R = AE
X HHRR R . HR X R AT DR R IE, BRI P DALEL - 5%, H.Cy3a€
BRI PAZRAT B8 s A AEDR AR

- X DLEMER, MR TXOREERR. 24 - “8E TR, SortEmR, H
Cy3u IR T PASR 388 i AR 4 R

- XA DAL H S EIR . AR . MR s iIAE, PRI mi AR,
AR . HP xR DR 2R, R AT LURL - BRI, HCy3sdt
R T RASRAT B s AN 4 B o

TasE ST

SE R A METR 37°C) I & A 7T 5L B 15121 FUEARAPN2 U EL B il AU EA IR
KE5(1.0 p g/mL) 75/ NR MK B PBS IR E M, AR FIERITRIA AT 1mL /N
TEH, ARIMERIFEOR, 0.5h, 1h, 4h. 24hA48h, REME Z9WH R H 0%,

FKHPBSTENFAMER FRL . SILC - MS/MSEENE 2590 5 INFRIIE AL, 3L
PHAB A 25k EE - T L
ghiiansko,

(221 AL B2/ S PRSI RS MEGEL Y B 5 2508 A
EpEs

AT (%)
oh 0.5h 1h 4h 24h  48h

ik %
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[0102]

[0103]
[0104]
[0105]

[0106]

[0107]

[0108]

[0109]

[0110]
[0111]
[0112]
[0113]

[0114]

. A m e 100 94.81  89.37 80.23  39.75 1242
Lb a2 45 1
PBS 100 9910 96.62 9144 7339  42.73
L ANERLEE 100 9971 9870 9556 88.63  87.46
Setady] 21
PBS 100 99.82  99.07 9834 9355  90.63

HIAEE], AEBTEEBBNAIEAIR, Sk B/ N 2K B PBS AR SVE
IRBE A = AR 5 o R B, @ e T B s

P3IEY/ A

1.APN21 - Bn - SCN - NOTAHIEH.

AR 121 FIEAR(APN21)3.8me(5.18 w mol), 1150 w LINDMFJf#, 155
APN21FJDMFER . $56.5meffIN,N - —FNELIZDIEA) (52 w mol) 7S JIZIVA 1
APN2IVEIRH

DFFEUNOTA - Bn - SCNEE=#hi££52.9me(5.18 wmol), FI50 w L DMFIAT#E

IRz A FRNOTA - Bn - SCNIFIRZE SR N EAPN2IER R, KRR
EYAE =R P4/ N

TS BORAR IS EATHPLC) 73 B4, S AR Efml s C1stE, imahiR
MBBEEBEDE , N 4mL/min, HAE1853 NS % LG N50% LI

5)18 I e SRR AT AT E T . IR TR (BST - MS)TIE £ R
m/z[M+H]"=1184.87((kF3: CyHouNLOw, 1HHEAT FH1183.54), FUEKE &
w1

6)Rr B b=t o s T A AT

2.APN21 - PEG, - DOTAREGabrC L

1) FH1.5mL{J0.25 MBS ER BATRAR0.75 w mol AUAPN21 - Bn - SCN - NOTA,

2)KF4mL 0.05MER RV 85 L AEas, AP GaCls,

3B mCHEERIMGER, JIAZIAPN21 - Bn - SCN - NOTAFRH, E60°CHI
BT B/ 10min, 3K73%Ga - APN21 - Bn - SCN - NOTAZR&W), FiiS2lfiES
Yy, WSRO S TR A E EAR G, 2EE>97%, BT EEIA
anE2,
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[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

AN, FANDL IR S a8 Ga - APN21 - Bn - SCN - NOTAZ &Mt 7
BN RIS EL B 1% Ga - KE5 - Bn - SCN - NOTAZ S WAL B2/ Ga -
CG6 - Bn - SCN - NOTAZAEWI(EAL “CG6” Et8IT 4 Meyclo(CNGRO)HIER
fIk, UISEQ ID NO:30f7R).,

3. NP4t P S MR A R AR A

IEHNCHRE(18 - 25g, 4 - 68, n=3)EHT - 1080Z1ff1, 200 w LIERE:
SRR BRI v/v, 1/ DIREH, A2 < 104 T/ IMRAH R T fE
NSz R, WEEEL10mm, AR TEY S APET ST .

4./ NUZERYNEE R S R AT B AR (PET/CT)

PET/CTAIE G F/ N E I NovelMedeal PET/CTHIRX AL 5t it
ITo HAEAESHL O BRI AR )2 50 B KB 91 5mm,  AEARE A DA A2 Al
e BB N1 .8mm,

MTCGOH, TEFHEBEE T, $4£93.7MBq(100 w CHRIELEI2H*Ga -

CG6 - Bn - SCN - NOTA Wit FEH#IkiT 31 = HT 10808/ INRIAN o Elik
TEE0.5. 1R2/NN S, 23 BIERAS 155 P RRSPET/CTEI.

MTKESH, (BRI &, Ki£J3.7MBq(100 w CHRJELEHSIN I Ga - KE5 -
Bn - SCN - NOTAM & Wi Ak S = HT 1080/ INSUARIN o Bk
0.5, VFI2/NIFE, 43 kA 155 PRI PET/C TR

MTAPN21EH, FE s AREE b, Kr£3.7MBq(100 w Ci)H) 5215121 /1) Ga -
APN21 - Bn - SCN - NOTAW &1 FEEHIKT 5 ZEHT1080 PR/ NR AN o 7
BRIEAT0.5 1A/ =, 53 AR5 BRI E S PET/ C TG

KFAPN21FHITZH, Kf£93.7MBq(100 w CiHY S EH5121 #)*®Ga - APN21 - Bn -

SCN - NOTAMIARFRICHINGRIR MK 15me/ke) i T = HT 1080788 /N (55
Hn=3)0.5. 1HI2/NNJ&, 53 AlRS155 BhRUESPET/CTEIE

T MREBANEBB, HUEE*Ga - CG6 - Bn - SCN - NOTA(CG64H), Uit
#*°Ga - KE5 - Bn - SCN - NOTAKE54)., {7 4**Ga - APN21 - Bn - SCN - N
OTA(APN2120) DL M AL 54%Ga - APN21 - Bn - SCN - NOTAFIAFRIZHINGR
JRAPN21FHIT ) T HT 1080 R /MR, 7E7E5S0.5 A2/ NN 5 R ASPET/CTHE
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[0125]

[0126]

1%, VAMARIE®Ga - APN21 - Bn - SCN - NOTATE S E THE ARG .
KI3AFI3BAT R, FEAPN21BEMTZEAT, “°Ga - APN21 - Bn - SCN - NOTAM{E =
SREEARES TARPHBMIAPN2IAH I B 4555, 1f R KESAH ME S 9RE, it
UFSAENGRK AR CD 1357 &R “Ga - APN21 - Bn - SCN - NOTAREFIHE Sk
FHIT, 7REIUFIA®Ga - APN21 - Bn - SCN - NOTARX CD135Z &SR M1,

PETHICTEMG A FINMSoft TAFRE AL UK TR, Bl g v i 2HEk
wr H R R A b aD/ g, B B MR R AR I e 2T
SRR ) R ) R A

ST DO AR R s e 2, ARE LU E AR FR T SR Py
VN4 N o NS A R4 B NS R TEH DE il o  DEe RCIE [ SoM T GV R S = e 2] =
TARRTE T SRR RIVEE
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BCRIZEK 3]
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FURESRAS
— IR, HEFEAE T, FAReycdoX XXX XX, HH,
FITIR X Ry R A
Frd x> H 2 RSN EIL ;
FTAX IS R 5
FIrAX e B R EIR . BEEIR AP ZR T 4 Ak 2 5
PR iR H.
FTAXCUE H IS SR . 2SR . S RFT AR AIAH .
USRI R BT iR I ERIK, B AEAE T,
FITAX L - SRRBRED - SR Eie; H/Ek
FITAXONL - BRI ERD - B SR .
USRI R sl 2Tk O PARE, HARIEE T,
FIAX L - RACHER ;
FITIRX L - FERR 5
FITIAX L - SRR 5
FITRX L - e s H/Ek
Pt X ML - B AR 5
A, FTRXUHL - KM, Fridx2halEig, kX AL -
FEEIR, FTdXAL - &R, JrdX AL - &R, HAAX
L - B8
A, FTRXUHL - KM, Fridx>hHER, kX AL -
M2, FrifxX AL - &R, FridxshL - MEmg, HATAXS)

i
)

A, FTXUNL - ARG, A ALEER, FTidsxe L -
FERRR, X AL - &R, FrdxXehL - #iElR, HAmdxeh

L - Ak
—ME 5, U
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[BCFIZEK 6]

FURIEEK 7]
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FUMER 12 3T Fr iR A

R, RIATARERIR; PAK

G, ARBCAT R RS
ISR AP A E &1, HRHERE T,

PR T hR O R, H/sk

RS EREEH: 1,47,10 - UEZEA 25 - NN/ N
TN SRR, 1,47 - ZEAAESE - NN N - =R
L CWOEE -NNN N N - A, 1,4,8,11 - PUR
FIATIULE - 1,4,8,11 - PTUZFR, 2,27 - ((6-FFE-1-(4,7-H
CEHED) - 1,47 - =%t - 1 - Bcbe - 2 - HECR B &
e 1,4,7,10 - WREZRER 6T - 1,4,7 - Z4IR. WAFER (S
AR HERR . NN - W - AT -NN - 224
B2, 1,4,7,10 - UEZEAT 6 - o0’ ,a” ,a” ' - POFIEE -
NN N" N ' - PUZRR, 14,811 - PURZRERHPUEE - 1,4,8,11
- (PR . BB 1,3 - NI ORR . = WDulE
NOR. 1,510 -N,N' N - =(2,3 - "IN - Z485%
YL 1,35 - NONTONT - =(2,3 - R AR B R A TR
Mo - WHAERG , AMARE—DBEZANABIReE+, i
S RAEP I ZE D — D H AR,

kM, ATAREATERE,4,7,10 - PORZADAH 48 - NN’ N
"N - PUZER,

UAURIESR VR FriR EAIR . BACRIEOR 4 54T —Frk &
Yy, R, HS BT RO B & 24 a
PR A

— MR A R, HAR R T, B
BRI R4S &5 AKX
BT, ShE e B &/ E S .
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BCRIZEK 8]

BCRIZEK 9]

[RUMER 10]
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VSRR 7 A R RS R AZ R U7, FARREAE T, BT s 1A
ZEHH"Se. YSc. “Cu. “Cu. “Ga. ®Ga. “Tc. Y., "In, 7
Lu. 2Pb, 2UBi, MPAHTALRMIAHRIE DA
UAURIER U ME— IR IERIR . AR RS 26— FTid i E &
Wy SRR EOR 7 AT — PR R R AZ R I, AR A e
SE PWoEE . WPEEER . P EIEInTT B T RER 2 Hh
F I 5

FIEM, FTAEELE F SRR . . B, A, B
Wiee . FURE . OPELR. FER. FENEE. EUR. sIYIR
e B B R MR . B, . . £
W Hlale. SlpEE. D8R, B, e, R,
. R4, B, SRR . DR . ZTEMER
. R4 R OB PR TR RO
Ram s MO P2 B 4

USRI EROFT iR g, HARFIEAE T,

A e D13 S ks H/ek

P dEE e F TN . RS . IR . A5 B
AN e e A PR I A RO 4H. o
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Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CNABS, CNTXT, ENTXT, VEN, WPABS, DWPIL, CNKI, 73 /7, WANFANG, EBI, NCBI, 7 /¥, BAIDU, ISI Web of
Knowledge, PUBMED, STN, HE %4758 R4, China Patent Biological Sequence Search System: ZZ iR ) EE
ARBER AT, BEF, BEX, FRE K, UK, ZHKEEN, APN, CD13, $£EL, NGR, cyclo(CNGRC), cycloNGRTKY),
NGRTKY, NSarRTKY, cyclo(NSarRTKY), K &EiiE, HER, MLE0R, ER, AR, TR, BER

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A CN 112079900 A (INSTITUTE OF NUCLEAR PHYSICS & CHEMISTRY, CHINA 1-10 (in part)
ACADEMY OF ENGINEERING PHYSICS) 15 December 2020 (2020-12-15)
entire document
A CN 103483422 A (FOURTH MILITARY MEDICAL UNIVERSITY OF CHINESE 1-10 (in part)
PEOPLE'S LIBERATION ARMY) 01 January 2014 (2014-01-01)
entire document
A CN 103948947 A (NANJING FIRST HOSPITAL et al.) 30 July 2014 (2014-07-30) 1-10 (in part)
entire document
A CN 104984371 A (SHANGHAI JIAO TONG UNIVERSITY) 21 October 2015 (2015-10-21) 1-10 (in part)
entire document
A CN 114773433 A (BEIJING CANCER HOSPITAL (PEKING UNIVERSITY CANCER 1-10 (in part)
HOSPITAL)) 22 July 2022 (2022-07-22)
entire document

Further documents are listed in the continuation of Box C. See patent family annex.

Special categories of cited documents: e

document defining the general state of the art which is not considered
to be of particular relevance
document cited by the applicant in the international application “x”

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

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)

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

“0” document referring to an oral disclosure, use, exhibition or other being obvious to a person skilled in the art

means “&”
«p>” document published prior to the international filing date but later than
the priority date claimed

document member of the same patent family

Date of the actual completion of the international search

15 November 2023

Date of mailing of the international search report

21 November 2023

Name and mailing address of the [SA/CN

China National Intellectual Property Administration (ISA/
CN)

China No. 6, Xitucheng Road, Jimenqiao, Haidian District,
Beijing 100088

Authorized officer

Telephone No.
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Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A US 2015045302 A1 (OSPEDALE SAN RAFFAELE SRL) 12 February 2015 (2015-02-12) 1-10 (in part)
entire document
A WO 2012045719 A2 (MOLMED SPA) 12 April 2012 (2012-04-12) 1-10 (in part)

Form PCT/ISA/210 (second sheet) (July 2022)




INTERNATIONAL SEARCH REPORT International application No.
PCT/CN2023/116515

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed.
b. D furnished subsequent to the international filing date for the purposes of international search (Rule 13zer.1(a)),

D accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the international
application as filed.

2. D With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this report has been
established to the extent that a meaningful search could be carried out without a WIPO Standard ST.26 compliant sequence
listing.

3. Additional comments:
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Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

Invention 1: the technical solutions of claims 1-10 that relate to the X* being glycine, the x* being threonine, and X6
being tyrosine.

Invention 2: the technical solutions of claims 1-10 that relate to the X* being sarcosine, the x* being threonine, and

X6 being tyrosine.

Invention 3: the technical solutions of claims 1-10 that relate to the X* being glycine, the x4 being tyrosine, and X6
being tyrosine.

Invention 4: the technical solutions of claims 1-10 that relate to the X* being glycine, the x* being phenylalanine, and

X6 being tyrosine.

Invention 18: the technical solutions of claims 1-10 that relate to the X> being sarcosine, the x4 being phenylalanine,

and X° being glutamic acid.

The same technical features of inventions 1-18 are: X! being asparagine, X3 being arginine, and X3 being a cyclic
hexapeptide of lysine. First, the preparation of the cyclic hexapeptide is a conventional technique in the art. There

is no evidence in the present application to prove that, in the cyclic hexapeptide, X! being asparagine, x? being

arginine, and b'e being lysine are necessary and sufficient technical features for exerting the technical effect thereof;

that is, it can be seen from the application document that not all the features of X! being asparagine, x? being

arginine, and X3 being a hexapeptide of lysine can solve the technical problem of the present application. Therefore,
inventions 1-18 do not have a same or corresponding special technical feature, and thus do not comply with PCT
Rule 13(2).

»

D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.: Invention 1: the technical solutions of claims 1-10 that
relate to the X2 being glycine, the X4 being threonine, and X6 being tyrosine; and Invention 2: the technical solutions
of claims 1-10 that relate to the X2 being sarcosine, the X4 being threonine, and X6 being tyrosine.

D No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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