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(57) Abstract: The present application relates to a peptide or a derivative of the peptide, a pharmaceutical composition containing the
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RGPS HE . 25 R BT A WA H{E(g)(£SD). Graphpad, EHE % £
SAT(0=T)o R 40 b5 3t BG40 ##t#p << 0.0001 ; 2 25 40 5 AR AL 40 - % +%p<(.0001 ;
#4505 <20.001; **p<0.0l, ns: L% FE L

B 26 7B T F£4E0 10 ¥ £/ ZBERBRAYZREDFLHTFR T S K
FH 1 RGP B, 2R E AN B E(g)(E£SD). Graphpad, ¥ H
FHEPIO=T). BEA I 5B MA: ###p<0.0001; %M 5 A 4 .
#45%p<0.0001; **¥p<<0.001; **p<0.01; *p<<0.05. ns: LHTFE L.

B 27 T T EEH 10 P A DEERBIYERER T LB AR NE S K
B4 RAGPARTR MR, 25 R BT AR BE(g)(ESD). Graphpad, £ H
FHEPIO=T). BEA I 5B MA: ###p<0.0001; %M 5 A 4 .
#xkkp<(.0001; *F*p<0.001; **p<0.0l: *p<0.05. ns: LIt FE L.

B 28 b T %40 10 F A&/ RBER B ZREDFLHTR T S K
B F 8 RAYMARSR AL, 45 R 2T AHARR RE(g)(XSD). Graphpad, % H
EFENpH(=T). BA A 53 BM: ###p<0.0001; 4254 5 A 4.
#45%p<0.0001; **¥p<<0.001; **p<0.01; *p<<0.05. ns: LHTFE L.

B 29 7 TR0 10 F A& BMERABITEREDPLEHTR = F K
E5H 14 ROGMAERIRIE. 4R 2T AWARA H{L(g)(ESD). Graphpad, ¥
BE 7 290 Mn=T7). BEARE 53 BE: ###p<0.0001; 4hm 5 A4 .
#45%p<0.0001; **¥p<<0.001; **p<0.01; *p<<0.05. ns: LHTFE L.

B 30 = T EHB 8 PADREYAMEZELT RBEREPLETRRS
Ak 69 UAR A IS0 AB A BT 18] 69 AL £ R B A Ui R 1A (g)(E SD). Graphpad,
¥ REHESH(0=3). BA L 53t B4 ####p<0.0001; 4 2h4 54 A 48
#xkkp<(.0001; *F*¥p<0.001; **p<0.0l. ns: L4t 5E L,
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B 31 T8 TE#EH 4 F AJ003-40 A RMIE 37CFE 0 i+ HPLC
ST E

B 32 TB T =M 4 P AJ003-40 EARLIE 37TCHE 24 )8 HPLC
ST E

B 33 T~ T EEH 4 F AJ003-24 AR 37CFE 0 i+ HPLC
5T B,

B 34 7~ T L5 4 F AJ003-24 HEARLIE 37°CHEF 22 /)-8 HPLC
ST E
BARE T X

RAE S A BLE, & WAL B A A R PiE R TEE. KA
el . A BOH. HARXRFQOIA R FAEAHILT ¥ 2 2E
ARRE “A7 K CKRE” B4, B, RIFFAMRGE T, THATHA
B A BT B KB P P B AR F AR T ME,

MRAE B A A, ASAiE A KB BT B H ARG B ARAAR LA 8% 49
WAL o M FAARBHEARAAR R, H7T ARIEE T K FFF K52 49
PH R AR AENR, ZRER KT o E A NT & RF FAUREK
AR T XRBRENRIAALA K. —famT, AL ARG LF KT
R AT, s, A2 R Rg 2 KRB A4, m LA
AP ERR A, RIAEF AL, AL AT A B ARFA 5 KiE—M LA
R P B AR A E B R AA RBFEMAOHE A L. £ ARG KES
ESZNEXGFERLT, RIEZ ALY, ARIFHG T XA A,

AR PR, Rk “Af/RB” @F=ZAMFFAL: (DA; 2)B; UA
B)A F2 B, £#& “A, BHA/RK C” @LiELAHHFL: (DA; 2)B: 3)C: (A =
B: (5A # C; (6)B #= C; A (T)A. B A= Co £k £ 658 LT AR £ 1,

FE RSP AE B, REECIRHIR ZH” R T ENFHZ B EAH M.
Blde, “XAY bRzt 8 a. b, ¢, di el fL g Z4HE—" £ X T KA
Za.b.c.de  f, gZfFE—, YETUZa, b, ¢c. d. e, f. g2 fE—,
X 69k A4 Y 69 F T AR, BT ARE, ZHEZTFik.

fE AP AE R, &AM 42 (Cunningham f= Wells,Science244,1081-
1085,1989) A1 T %5 & 3t F A R A9 Ik 69 F M (Pl dn 5 TBEIR a8 T AR89 22 &3

10
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Fo A )Ae K ABEAE R 69 FR R, AR TadiX s R BR AT IRK . 7 AR 3%
TR NIZD T HE AR, HAEBPF R 05T 69 240 F M vAs 2 5ti%
T oy E AT XA AE A A R AR IR K

de KLPTR, K& “847, “aa” ATWRTREAMEGTEIL,
HA T F A TRHER

AT R, Rig “B—WH” ZHEBADEF R K ELR) AP £t
EARPMZE R B A AR SR A48, A LB FATAB K. Kk, Bl—
PEAAILEG R EARKE LA, B, BT AHEEINGANEN
BEA 100%B — M, AABERARKEIRE], —RFETURTEARE
B R ZT DB — P, 4o Blast(Altschul 4 (1997)Nucleic Acids Res.25:
3389-3402) . Blast2(Altschul % (1990)J.Mol.Biol.215: 403-410) .  Smith-
Waterman(Smith % (1981)J.Mol.Biol.147: 195-197)#= ClustalW.

BR R EAT 4 S

AWFRME T —A @ 4% A SEQ ID NO:1-34 P 4945 & — A~ 2] 49 1k 2,
474,

APIFRET - 4% g LA KT IAKE SEQ ID NO:1-34 W é54L &
— NP R R AT A, E—EEE T AP, BAKFIRNKEG SEQ ID
NO:1-34 P a9ESZS—NEH 1. 2. 3. 4 &5 MEFRRK, £—REHF X
b, BHRFRNAS SEQ ID NO:1-34 + #4941 & — /58 H & £ & FRAKH
B EREY 65%89 57 Bl —MH. LA EY 70%4 57 B —H. B8 ZY 75%
WFZIR—H. BHED 80%% TP Rl —K. BAHE D 84%489 /75| Bl — k.
BHEZEV 5% FIR—M. LA E) 90%4F 7R —H. LA E ) 92%4)
BB —HREHE D 95%8 B 7B — .

APFRBET MUK N R35F C RFGAFOLETANT REART
BAREG X T 89k /AT 44,

Gly-Ser-Cys-Ser-X1-X2-X3-X4-(D-Cys)-X5-X6-X7-X8 E|

AP XTP8E 343 Cys 2% 9 12 D-Cys Hm—x9F 1 &4, D-
Cys K& D B F A8, @ AMARKRZ 4y -7 KEMKEE, PRI H
FTA4E) C RN HBARARBN, B X1 A Thr & D-Thr, X5 £ 8 Ala,

/f,]\
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Val #= D-Val ¥ &£ & —4, X2-X4 F= X6-X8 #Et i s A& —F A%
BR o

f—E e AP, TR A T P89 X1 A Thr & D-Thr, /£ — 3855 X,
oOTE R T P ey XS5k A Ala, Val A= D-Val P9 fF 5 —A4~, £ —R L8k
KF, FTEX 1 P4 X2 & & Pro. D-Pro 4= Hyp P 894 & — /10 £ —

7 X P, A X 1949 X3 &£ 8 Pro. D-Pro #= Hyp ¥ 894 & — />, 15:
A Aw, TR X1 P8 X4 £ 8 Ser. D-Ser. Ala #= Aib P é91% EA-—/\O ¥e3
— A X P, R R T P8 X6t 8 Ala. Leu. D-Leu. Ile. ABu #= Nle
POEE N £— %L T X P, TEKX T P8 X7 £ A Tyr. D-Tyr, Ala,
Trp. Phe A= Bip #4941+ & — /4~ A£— 2 E#hkF P, PTAXNT P X8t A
Ser. D-Ser. Ala, #= Om P 894£Z—1,

f—EZa G AP, EERAEARFERARGNTREA 1. 2, 3. 4 K544
EBMEFRA. EANTFH—AEEPP, FTRBLARTRROX] B LA
RAERFERARGXT LA Z) 65%8 F P F—H. £AH E) 70%48 5 5| F—
WoBAEY T5%0F 7R —H.EH E Y 80%49 5 7Bl —H.EH E ) 84%
WFZIR—H. BHEY 8% F IR —E. BAHE D 90%489 /75| Bl — k.
BERED N%GAFINE—HRERHED 95%49 75| B — .

- EHT T, TEKRRETEDESEARATHELEE—ANFT]:
SEQIDNO: 1-5. SEQIDNO: 10-16 #2= SEQIDNO: 20-34, BA & FEAX
4 SEQIDNO: 1-5. SEQIDNO: 10-16 4= SEQIDNO: 20-34, & —fkik
A E A X, PRI ALATAE 484 SEQ ID NO: 26 S EA T IAKEY
SEQIDNO: 26, f£—4k k8955 NP, Pk R L4744 8,4 SEQID
NO: 28 REAH K FIAE SEQIDNO: 28, A —&EiEMFE#H 5 X P, FF
WK R HAT A4 0.4 SEQIDNO: 32 KA A KRFEA4 SEQIDNO: 32,

f—EZu G AT, EREFRFERAGEPILA 1. 2, 3. 4 X 5A
ARBRARTIRNR, £A—REHkTAP, LELARTFTRAGFINEEARE
FFRARGFIER EY 65%09F 3R —M. EHEY 70%89 5 7| Bl — k.
BEAEZEV 1I5%6 57 R —%. EAE) 80%49 5 7R —H. L8 £ 84%4)
JPRIBl—E . BAHE D R5%MFFI Rl —M, A E D 90%8 7R —H, &
HEY %G FFNE—HREHED 95%49 75| B — .

12
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fE—REHRGT P, TALT A 5P KL &4k A LT aE & —F
RE MG BRABRSIG., KFRARIAK. RABRIRL P49 2,

AR P AE A, Kis “IR” 248 A B Ak 542 — A2 M 75 AR 8910
e HEANARAZ/MNUALERERS T ARMKHY LK. £ AP LR,
RAEZ ARG ETXAAFTE, EMNRE KR ZEMRRAGKAG AR
By LB, TR RREY . K ITeBOA RGBT REAFELE
R, OIEEARRT B A8 S A k(4= Fmoc Ik & p i) Fo i A8 6 ak ik o

AP RE, SRRETELGEERTREERBAN K355 C X
RO FATRY, Pl KIKAG N K3 T 4589 5 — AN SR ER 0 3 — 43 R AR,
IR GG N KomFr 4569 % AN RAB A F 2 8 AR, KIKAY N KanF 4549
FEANARMRA S A2 BB, A £,

ML, e RARBGE F MG, RARS RS KT I EFHN
N Ksz/8 3%, REARBINRSKFT0E FH C Rab/BR L%, EAL
e R, RIECATARZS " 15 09 R8T /2 4 32 X4 F 2 AR QAP 4o il 1T 72 55
RERFAER TR, TR KIBF R mELA RN ERRLATE
Y b9 PR 5T o

BRI FAE R, K& “NKi#tdh” 15692 4 mie R A PAR(REA) P 49
BB R AT REAT E MG ET A 5T o

BEALFTXTRIERAN, “ALR” 5 “ALARKL” BAHMR A X,
Fao R B AaRARz M@ miiEn, Ao TALE T HER
BT AR K, R A E9 RIAABR 3Bk SRR IR AL

AP R, R IR 49 L ARAnLE B AT 2 4o T

A AR %5 2FZEEE

H 2R Gly G

# AR Ser S

W EUR Cys C

7 2R Thr T

i Pro P
B AR Hyp

RN Ala A

M E PR Val \Y
2-R A FTHR Aib

S Leu L

Ft e 2R Ile |
2-B AT ABu

13
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JE 58 R Nle
A% 2R Tyr Y
N Trp W
RA R Phe F
IR 28R Bip
B 2R Orm
WU BR Sar

RARAERY, MTH AR, HEAFHERT. RIEF IR, AP
WP TR R FER ARG N L-MAE, e SR —FF, AP IR R 2%
AR KRN K)VELE, AREAKRC KR)ELHH XNE R,

AR PO RKE AL OIERARAAR, AR AR SAUR b &) &
KRR EAH P E R e 69°dE & & 0- A A BR/IE R AR A AR

AARALMRAE AR, AR, HAR, TAMR, FrAR, LAR,
VAR, AR, KAARKR, BAR, CAR, FWRAR, WARKR, A4
BR, RARM, RABI, B5RABK, SEBE, WHARK, AR,
“AER G a- A BRI R AR RARBR GBI T A I RER, AR, A% AR,
BAE AR, HURAR, WAMAR, RAMARKHyp), HLAR, KA
AFR(Chg), o-F &-iE TH#R(Aba), 3T A7 A B(Cha), # XL TR (Pba),
EREIBpMA, AL, RERAMARKOREARAR, LAR, F&A
PR o B& A BR 4 O-12 ALAT & 4, S-h AL 6% 3 Bk £ 8%, B4 £BR 89 O-FLBR A5,
VAR K R R IR 49 D-F MK,

BRSPS, kG “HT447 e R EPTRAIKG Ea E3t 7 &
R AEAR . FRF RARBR B A/ R R BR 7R L P 6 A AR ! 13269 F 4.

T AP AR I, KB 8 A BR 1546 "0 Ak £ & 318 R T N-K 551546
C-RFH G Fo MBS 46, “ RARMBAF” 09 7 RO EER T RAZAL ., R AL,
i, Bhi, BRIk, BRERIL. BhAgfb. EEEL. EEAdk. A TRk,
B AL, b AL S5 AR

BAPAE AR, “RFARERRN” BT TURE N - R AEREL
5 — AN E R AR 5 25 Ay e/ S ARAAAL 5 P R 89 RSB BUAX,, F K 89 T e
PR AL A AP TUT R # e 6 AR BB, AP AR Y LRI A
A AT AT Fo by o XA 09 PR F IR AP 4o T AR VAT 28(a)-(e) P 49— AN &
HEEBRAR —2m69 5 — AR BRI () DG 7. JEAPE R BIARE R L BR 5%
# : Ala, Ser, Thr, Pro #= Gly; (b)#r f = 89 M £ A ER 5% I R Bt Asp, Asn,

14



WO 2024/259977 PCT/CN2024/073896

Glu #= Gln; (¢)ww W a9 Mtk 2 K AR 7X A . His, Arg #= Lys; (d) XK MGH5&. 3k
Mk A ALER R A Met, Leu, lle, Val #= Cys; (e)% 7% R AR X : Phe, Tyr 4=
Trpo

AP AL B, RRER IR AR T ) A I ST KAR RN BR 7R AL o 89 2
AATIB L S GG AEAT 5 I E B, BB RR Tk, A, ik FF
BomEA . RE BEAE. BA. A mE. fA. Bk e, AL
ik XA

ZHHER. AEBAR, BImE

ARFRBET M EZBFR, ZEETRBDRNTFATRGKRRLATAE
Zp

HEAPAERN, “ZHEFR” BT KE BT R R B EZH
AR89 % AR 1% L1348 0 T 09 B LE A, B T B L35 Wik Fo H 45 69 RNA,
R O3k Ao F 4209 DNA. €& 3540 A F A NAE Al Ao/ R FH 30151609 2
HER, ARKMGAIRT X6 ZIRFER . ALk S BFMRA— 2 R AL 4HiF
TP, AT XA, QREiEelF S M R4 DNA 44, R4
TR R

APIFRBT — A REAK, BEALEBRKRBERAZLRANTTEN ST

PR o

APFRBET —FmE I @I, %8 Lm0 ANTFITAN S AR R
AP i BT R 6 R SR,

AAL PR, “18xmia” AVEEE SRR LTS R BT
e mp, CMOIECHIE LN R EmB ALK, BEImAOIERE., B
F XA A A,

Hihm b

APIFRGET —MHnmbdh, L5 ANTFATEGKRE AT EN, WU
B 5 LA ay Bk R

AWIFLRET —MAHdadth, L5 ANTFHRGRIEITES.
SHEFR. A BRARSIARBANFTITLGE Lo, ARLHF LTS
HARKR .
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I KT R, Ri& “Hhiniaodh” 48 KNk L w548 5 54w
AR, AR R SRR BERL AR e/ K R GRS, B
Wi A B TR R £ A MK, KAURP B AEERAKG S/ 5 X, &
FHAATRRT, KTES LR ES. Mozt IR, AR, IR,
k. B, IR FEER

B AwIET, ik Q’Jﬁhéﬂ/\%]—]—b{ﬁﬂﬁﬁ&ﬁ]ﬂ: WHTE B0 Hhig iz
e 2L X FOMA, TARALEETRRTHN, KE. R, 4. &
1. B oR. #ER. BRAL. RER. Bk, L. @ﬂi%}%\ I NG N
Bl RALL ki, BIRLL CREAL AT EHAARKF

AR PAE FIE, RiBCHF L4209 387 603688 Ao ak 3h Ao sl i 25 o
L EgBR Ao pk A B A ER L BT . LEPaBERRT: T
OB, RAAMRE, RPRA. Rapfd, s AN/, R
ﬁ%&i\%&ﬁ\@mﬁﬁﬁ\%ﬁ%&\Hé%ﬁﬁﬁ\L:@%
TR, RTH BRI, ABHEBRE. AAHBERE. ADBEHERE.
7] BA @E\HAﬁrﬁmW@ E. A/ E s, 208 1dh/i8udh.
Asbldh/ sty - R LM, FRME. MTH_MHE, -
B, e, TRAARLE., R, 2-FEmRA, lﬁ&ﬁﬁiﬁ\ FH R 3L
JUFR Y., IR, T, A i/sm g /5 = ESRER

HEHE= &ﬁ\&%&&\xﬁﬁﬁ\ifﬁﬁ\@gﬁﬁ\WA%Wﬂ%
ZRACERE . &Y e w2 R B R A A BT R 8. R P a4
A RMET: 42, AFEBR. 55, M2k, —Che. TRk, HRBR. BAR,
#. BT, Tk, £7. . fLTE_ﬁ%FU’f%” \*W%ﬁﬁiﬁéﬁﬂﬁﬁiéﬁﬁi%ﬁ,
Blde FRBREPPFHLE, X T AL L # 1. Handbook of
Pharmaceutical Salts: Properties, Selection and Use by Stahl and Wermuth (Wiley-
VCH, 2002).

RiB“HE LT HRARE ﬁ%#i?%i%ﬁ%\ﬁA%&ﬁ%
Bl iR RS BRI R . ARER . WA A BRI R EMH, P RAELK
%‘V‘]#ﬁwXiﬁklﬁfkﬂ‘éﬁﬂk’xiﬁwﬁﬁ&lﬁ\/ AR B2 IRAE, R T A
PATH AR FAERBARESFH AN OHECAR>MENEL LLHA
“IETNT, FETRTREAF. TR LT O EARG AR
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B — L E PG 4, PleilE. RHEREE, K, Pl RhfD
BEih, HEERALTAY, PlewB PRI L T, CRFELTRTRE
feF; BARAEER: £F; I; B4 BRHUMN, Plhe T T Gl Fl £,
, Pldefe A, M. i, 2/?7\17 MALH., T RBAAKRE S, =
BE K, Plied 87, % ABE, Pliethid, 38T, HEEAR 8, B,
Bl BR LB Fe A ARBR U85 A6 BoP 7, Pl A B R A, 3
By RABRAK; FHEK MEBREBIR: T, BRELPER; ﬁ ik
SRR R R AR RMA; EBR; LR, AER; BLER; A
ER EeRFL RRRR AR BN AR EER; KEN; 3
AR ALK RAR ABFR A@ERA, RERN; B4k BEA Ao
EHMBRPERAGEC LEFOMERS R, REETEE,

A&, KRGS A *x

AP FRET ANTAEGKREAITEDRKNTFH LG S 54
B & R T 697 KA 6 B b 6 Rl &,

AP FLRME T ANTFITEGKRELT A . KANFTFATEY SR .
ANTF TR GG F R B, RAFTPTR )18 LM R A NTFT TR ey han &b
ER &R T 87 7me 44+ ey A,

f— R X, TER LR TE7Rm a5 TIiEH.
WUPREST, ARRCGEST. MUES. $AES. oIk, B, B0, RIERE
LT XGEH . ERBLAIERT NP, TERBEOA TET ARG
Wi R T EHRER,

e — 52367 NP, PrfRm ek R TR OBz K fm 5 A2 095%
Joo B—3FEHTXNP, FTERROIENERR I KRR R, £—LFEHk
XY, PridRim a7 51 A2 eI . FEAR R R BAYER R, LFape
s BRPEIA TRALBEAVER. BRERA. TREZIAR. FER
Ja. IRHIEAPEAR. FRRADABREBAR. OFLBAER. ST A
AR, PEHERRA. HWIIRGER. WEBRTER. ZIERBERF
A5 TR

g
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AWigit— F R T AN TFAT R AR KR AAT £ 40 AN TFAT K
BR . AT PR &9 R R AR AN TT P iR 69 48 £ om R Sk AN T BT i
S, LA TEITERRGME,

e — e NP, k& s a1 B T ek O B2 sk Ak m 5] A2 699K
Mo B—3FEHT AP, ARG EERI R ERER, £—LFEHk
XY, PridRim a7 51 A2 eI . FEAR R R BAYER R, LFape
s BRPEIA TRALBEAVER. BRERA. TREZIAR. FER
Ja. IRHIEAPEAR. FRRADABREBAR. OFLBAER. ST A
AR, PEHERRA. HWIIRGER. WEBRTER. ZIERBERF
A5G TR

R FEk T AP, ﬁg%&ﬁmi%&%m%%A%k u%ﬁ?&
B PURES. #BEGESN. BWIREH. #REH. ok, 2V
R L H AR, BRZGEHRT P, ﬁfrgﬂk%@;\tmi%’x%e@%
Ao ME KT R A

APFRET A TETRRBG T ik, A EkQIERAIE 2Kk
R T7 A K E GIARYE AN T TR GG IR R AT £ RARE A N T TR A B 4n
iR

$¢%£ﬁ#7m%%ﬁ%%%ﬁ% % H RO R LE £6 R H

BT R A E AR AN T AT AR R AT £ 4. SRR, &K EUK,
mLMkiﬁ%$/%ﬁ LR A e,

e — e NP, k& s a1 B T ek O B2 sk Ak m 5] A2 699K
o B—RAET AP, TARRBOLIEPLEERA L ENRAE R, £—HLFEHh
XY, PridRim a7 51 A2 eI . FEAR R R BAYER R, LFape
ﬁ\@%%ﬁﬁ\%%%%éﬁﬁ“%\ﬁ%ﬁﬁ\ﬁﬁﬁzﬁﬁ K AR
. IRMIER T ERR. TR EARAER. 84 LBARAR. B A
ARERRA. PHEAR. S RGER. WRBHRTAER. RiEERERAF
A5G TR

B—RREHTXP, FRKREITEDRFE HHBELSHET L#‘aﬁ?&
F. DUREST. BRES. MIRES. #HAES. vk, B &0,

@-F
&
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BB H AR, ARENERGT P, TRKRREATESRE B
40 S M8 i BT R AR

AL FMEAE, Kig “TRXE" 0EN, Wwhikahdh, Ka-ailah
Yo, By M. L R FL DRSSl R KRARBER)R A KL
A (B4 KIZIE, BARIZA2A).

BRSPS, KiE “577 7 RIGHE B R E R B REFFER, RR R
FEAE &R B E D — AP Is R AR A RE): REE MR E 5% &M REFF 40X
0 2 — R I A R R A AR,

AR PEAE, Rig AT ARNE” /AL TAESZEGOHE
TIRE, FHRAPHRARGTRBYE, RZEASHEFHMWEEAR
BAKABE R F &I, ALPTEGRRAITEN. SHFR. RAEIKR, 3
F ARG SMEETA ANER A LB FORREIT A4, ZHFR,
EEBAR, BIMmERBHMEY: BHEZ; BRNEROTENE: 5
BEGFR A ARE R GHRRI: 89T B EEST L 8769 g et
FATHITEIMR; EEFZRFRERAE, 1278 AMUBHRA R
VA LT AT

XA ANTRRREETES . ZHFR, AR BRI E L mIe TR
&M E T ALER T ANTFGHHBSMm, Rigfe 7 H(A AL
Z I RZRNAEFTEE), BB A a8 & A 556 7 XA A AN TT 6y —
S

K 2]

AT & 45H BT R P Fe)RIERZHEAME LT, L PR diFsit
B0 & AP mBF A TR, RIZIEROR, CIEANIR TR, %1
BARE AP FORF LR, AP FORPCRMEIMAZLKELRE, B
o, AARBEEHARAR B GINIRE], T AT 25K 69 55 56 0) Mol & FF 2
TAAEH, MAEHHAPHGER. R, T FLFEY, ATRHAE
PR T 3 ka3 fe A LS M) B FA L

MR AE 5 A LR, TN e PR B 69X R A= LS 3 R T A aE i T
PFRATOH A Foh. RAES AL, TN EBE LGB 8 HENG LM+
AT,
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EaB 1 FIREE SR E AR

ARTHRA 709 Komk b, i@ 2 Ak AJO03 #4177 AR 2. & —1{2 & 3F
RARALBBIEUR B2 EmAEM, WP ihitd—SkiLedh,

AJO03 94 A% : 1A Fmoc-Ser(tBu)-wang A5 ( K #E & & AT A &
N B ARG, A AL [ mmol, ARG N E LK B 48 R & () %
EERRENBEARN ST, AR T RALHLKRBIK 30 24, BA
DMF(= P &£ ¥ BIE) %% 2 Ko Ao 20%%"/DMF Bk MK, HRAE S H
. BRI R ERIG, 1 H DMF SuiMIE 6 2k, B4 3 54, BRi%
SAkF 7], B FEERSIKEIRAK C K358 N KRB AABIR £ AR 0
R, MREAn g ARar #AER . 454K F(HoBt. DIC), R % 1 B, 44
R E 4 % J5 I DMF %A MHE 3 k. 8 Wt iT48 &8 (AR 47 - ik -45 &k
&), BPEOAEEEZMN 20%% /DMF %k, #HiTBARY B2, DMF %
BRGNP B BR RA N LR A AR AT 48 B R o K 48 A IR 69 77 ik i
A8 N AR BBAY 48, AZBETZZRAA ALK, F 20%% 7
/DMF i B %k N K 3569 Fmoc AR, 1A =3 F b A= P BE A4 I8 24T
LA GE, ®BGET AT TR XFEIEYE TR MRS b R, ARBUK
MAEEZ, 8B 1 RIMIE 10 24 2B, R4 2k, 2Rk
7 7 TFA:EDT:TIS:H20=90:5:2.5:2.5, ®AM G N E ik, H@ERE 3 )
WAL, REKEER, RAKRAGFTERT ARTER R, PART ARG
1B RE AR 815, Ao ER, SHHS, BRRMMBKTIE, %4
AP RERTABELSS, BFRRAETTFRIR, RARFREEKES,
PR ALK R IERRG, e Na S B4R R ALK B 4T1% % Ik B AL A B 69
R L. BAL 30 o4F, AR HPLC #4iT A Z BN, RE@ANIKRFE
Mtk F C AL LERR E . FARAT G ZIKERIERTIES, 11K 48
Bk e &k BT B bl WEF e S RRIE N A B R AR A R TR
HATHRTF, RARFIZ LKA T,

Sk ikl Lk S0k AJ003 HARARZ —5, HR Az
Fmoc B8 % k& M BEA R FFE M, 555 C R VABIR 2 R4 5K,
PriE MAAE A Rink Btie-MBHA M E. Bk g8 il sh ¥ 84S B AR
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LKy, B IR M RMEERRIITNBLL, RELAETE
BRRFEFZAE TG, RE#RPIPERGKFENLEE L PTHE.

-

21 BMAEIILEE

SEQID No | %%k %5 % k3

1 AJ003 GSCSTPPS-(D-Cys)-VLYS(3,9 ik —#f4#)

2 AJ003-1 | GSCS-(D-Thr)-PPS-(D-Cys)-VLYS(3,9 rk —#i4%)

3 AJ003-4 | GSCS-(D-Thr)-PPS-(D-Cys)-VLYS-NHx(3,9 s —#i4¢)

4 AJ003-5 | GS~(D-Cys)-S-(D-Thr)-PPS-(D-Cys)-VLYS(3,9 5k —#4#)

5 ATO03-6 G-(D-Ser)-(D-Cys)-(D-Ser)-(D-Thr)-(D-Pro)-(D-\Pro)-(D-Ser)-
(D-Cys)-(D-Val)-(D-Leu)-(D-Tyr)-(D-Ser)(3,9 s —54%)

6 AJ003-8 | Sar-SCS-(D-Thr)-PPS-(D-Cys)-VLYS(3,9 mk = #i4k)

7 AJ003-12 | ASCS-(D-Thr)-PPS-(D-Cys)-VLYS(3,9 sk —#i4%)

8 AJ003-13 | GACS-(D-Thr)-PPS-(D-Cys)-VLYS(3,9 sk —#4k)

9 AJ003-14 | GSCA-(D-Thr)-PPS-(D-Cys)-VLYS(3,9 s = #i4k)

10 AJ003-16 | GSCS-(D-Thr)-Hyp-PS-(D-Cys)-VLYS(3,9 s = #i4t)

11 AJ003-17 | GSCS-(D-Thr)-P-Hyp-S-(D-Cys)-VLYS(3,9 ik = #iéi)

12 AJ003-18 | GSCS-(D-Thr)-PPA-(D-Cys)-VLYS(3,9 s = #i4k)

13 AJ003-19 | GSCS-(D-Thr)-PPS-(D-Cys)-ALYS(3,9 sk —#i4%)

14 AJ003-20 | GSCS-(D-Thr)-PPS-(D-Cys)-VAYS(3,9 m —#i4k)

15 AJ003-21 | GSCS-(D-Thr)-PPS-(D-Cys)-VLAS(3,9 sk —#i4%)

16 AJ003-22 | GSCS-(D-Thr)-PPS-(D-Cys)-VLYA(3,9 ik —#4#)

17 AJ003-24 | GSCS-(D-Thr)-PPG-(D-Cys)-VLYS(3,9 s = #i4k)

18 AJ003-25 | GSCS-(D-Thr)-PPS-(D-Cys)-Aib-LYS(3,9 s = 5i4k)

19 AJ003-26 | GSCS-(D-Thr)-PPS-(D-Cys)-GLYS(3,9 & = #4%)

20 AJ003-27 | GSCS-(D-Thr)-PPS-(D-Cys)-VIYS(3,9 s —#iék)

21 AJ003-28 | GSCS-(D-Thr)-PPS-(D-Cys)-V-ABu-YS(3,9 sk —#i k)

22 AJ003-29 | GSCS-(D-Thr)-PPS-(D-Cys)-V-Nle-YS(3,9 s —#i4E)

23 AJ003-30 | GSCS-(D-Thr)-PPS-(D-Cys)-VLWS(3,9 sk —#i4%)

24 AJ003-32 | GSCS-(D-Thr)-PPS-(D-Cys)-VL-Bip-S(3,9 5k —#i4¥)

25 AJ003-33 | GSCS-(D-Thr)-PPS-(D-Cys)-VLY-Orn- NHx(3,9 & = 54k)
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26 AJ003-34 G‘S9ST(D'Thr)'Hyp'HYP'S-(D-CYS)-V-NIC-Blp-Om- NH>(3,9
R ERLAE)

27 AJ003.35 | GSCS-(D-Thr)-Hyp-Hyp-A-(D-Cys)-V-Nle-Bip-Om- NHx(3,9
)5&‘ nL ﬁ?ﬁ)
GSCS-(D-Thr)-Hyp-Hyp-Aib-(D-Cys)-V-Nle-Bip-Orn-

2 AI003-36 | \p,3,9 = )

29 AJ003-37 GSC;()D -Thr)-Hyp-Hyp-S-(D-Cys)-V-Nle-F-Orn- NH2(3,9 &

IIL
30 AJ003-38 GSC;()D Thr)-Hyp-Hyp-A-(D-Cys)-V-Nle-F-Orn- NH2(3,9 &
IIL

31 AT003-39 G‘S#CS~(D Thr)-Hyp-Hyp-Aib-(D-Cys)-V-Nle-F-Orn- NH2(3,9
R ERLAE)

32 AJ003-40 GSC;()D Thr)-Hyp-Hyp-S-(D-Cys)-V-Nle-W-Orn- NHx(3,9 5%

IL

33 AJ003-41 GSCS-(D-Thr)-Hyp-Hyp-A-(D-Cys)-V-Nle-W-Orn-  NH2(3,9
R ERLAE)

34 AJ003-42 ;SCS L(E%)Thf)‘HYP'HYP-Alb-(D—CyS)—V—Nle—W—Orn—NHz(3,9

*D-Thr: D & 5 KR 3,9 R ZAEE: BRI F =5 d F A0 00 AR BRI 2 1) A5 s Z 5Bt

E#F 2: BLUABWRETFERARMN S K ERFZ O FF

BLI 2 —#F 3R K, C R K AL BLI AWERS L @A T HE5
BALAFE e E S, BTSN FEREN, AN ELEE
# 4(ka R kon)A=fE B % 4(kd R koff), MARMedbsE bk E, H@idins it

HoA R FHF 1 (Kp)o BART HERZK NTA RS GREZAMNKE TR

&, BME&aRETEE 96 3Lk, A3L 200 uL 49 PBS, ¥ NTA # & %5 M
BEJ 15min A L, ¥ & G a9nAChR F PBS ## % 5 ug/mL, aczujn 200
UL o A4S % Ik Bl PBS IS 45 . 342 W8 R JZ | & 2I{RAR K 24 1000 nM,
333.3nM. 111.1nM, 37.04nM. 12.35nM. 4.115nM. 1.372nM, H= /5 H¥
Aa—APBS HAE R B R A BIL, FENELLKE, LA NTA HAEE
¥ E G a9nAChR, Bl mmBA-FHAL, RE IEL’fT?@E(:\ 5min. &% 5
min i$ 2, & B LR FAEN AR S REANFTFA LR, ZHREREE o7
nAChR &) FFa 42N 3 A2 K K5 a9nAChR 48R, R A¥E G a7nAChR 49
REOKREN 20 ug/mL. 4= TF & 2. 3 B, BLI E304M 7 /W &8 38 % Kk
Emdh Hi&atEih, AATHEKTRNE S, £k F A H BLI 364
n Y E—4 53”—:/{4*%%@1 REZMKR SRR GFF 7 &£5F A BLI =32
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BT AL EMEREAMREREOFRY, Adiit il 5R&E a5 E/
B EZIKEATE LR ERFLERGMHE
% 2. ZMIkE a9 nAChR & G FA A KM 4 R

EEQTA % k4 A SEQ ID No KD 15(M) R?
AJ003 1 4.480E-09 0.9668
AJ003-1 2 8.597E-08 0.9582
AJ003-12 7 3.164E-05 0.907
AJ003-13 8 6.692E-06 0.8692
AJ003-14 9 1.394E-05 0.7426
AJ003-16 10 3.532E-08 0.8284
@OnAChR 1= 100317 11 1.097E-07 0.9197
AJ003-18 12 4.264E-08 0.7964
AJ003-19 13 3.173E-07 0.8726
AJ003-20 14 1.632E-08 0.9347
AJ003-21 15 5.142E-07 0.5396
AJ003-22 16 1.634E-07 0.9068
# 3. Mk E a7nAChR & & £ Ao /1 M 23
feZxaEA % Kt AR SEQ ID No Kp 1£(M) R?
AJ003 1 2.232E-07 0.8646
AJ003-1 2 2.202E-08 0.8363
AJ003-4 3 3 378E-07 0.9225
AJ003-5 4 4.004E-07 0.9354
AJ003-6 5 5322E-07 0.9223
AJ003-8 6 6.420E-06 0.826
AJ003-24 17 1.398E-05 0.9479
AJ003-25 18 4.665E-06 0.9572
AJ003-26 19 6.829E-06 0.9285
AJ003-27 20 3.232E-07 0.8957
AJ003-28 21 6.898E-07 0.7547
AJ003-29 22 6.738E-07 0.8916
o«7nAChR AJ003-30 23 2.780E-08 0.8435
AJ003-32 24 3 751E-07 0.9059
AJ003-33 25 3.998E-07 0.8112
AJ003-34 26 3.597E-07 0.9317
AJ003-35 27 1.425E-07 0.88
AJ003-36 28 4.080E-08 0.9165
AJ003-37 29 6.867E-08 0.8223
AJ003-38 30 1.867E-07 0.8901
AJ003-39 3] 4.099E-07 0.8756
AJ003-40 32 4.645B-08 0.8453
AJ003-41 33 1.095E-07 0.855
AJ003-42 34 2.116E-08 0.8103

A 3: ARSI dn AR R MR S AR F R
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K8 F ¥ R IEBIE, ENEN B S S AT R R ik P &y KR S TE R
ABE P 0 M R AR T e xS dE TR R A2 B AAB BT TIERREA
Kt FORRIIKMATN, ofTrth. #RSZKA LS T RE
f24 2 mg/mL, BRACKEHEA 1 mg/mL B R A ERTE, FEZAR
200 #AF E ik A D HRAE A BT RE 4. PRIR 300 A AR H (A EDTA K
HE R T AR W e £ 48R IR 8], 485 SBI-P-HUO011-100 mL)#= A\ £ 300
WA TH, ETHSMAC, 12000 4/ 540, B S0, RRELFRZAA
PUE B e, BRI 200 AT B RAE AR af e, BARE
%50k 10 mg, %5 mL AR ¥EAANL P IRIREG, BI300 MALH S
Tk 69 do 5 e N B 300 A T, ET & SH4C, 12000 #/545F, #HS 55
A, BRI LR R LB LR, BB iR 200 9T £ ik AR DRAE A B
0 min B ] ZAfob. W5 LRI E T 37CRBMMET, LAMNH K%
£ B 0 min B Al & 3%4F . P Ak AJOO3 4= AJ003-1 B4 & 4 0 min. 5 min.
10 min. 20 min. 30min. 1h. 2h. 4h. 6h, 10h. 12h. 24h, &Mk AJOO3-
34, AJ003-35. AJ003-36. AJ003-37. AJ003-38. AJ003-39, AJ003-40. AJOO3-
41 A= AJ003-42 BLAE &4 0 min. 10 min. 30 min. 1 h. 4h, 6h. 10h. 12
hy 24h, HA 5 K6 2 F14Fs0 945 o #7301 1347 HPLC 247, iR i
Ve g R R F B @ B I, EH R A F RS A winolin 3T E
A B IRARSEFE ZEATAM . AJOO3 #Fou B A £ B K F AR, M\ b RS
A FG B AJO03-1 2 AJ003 %Ak % 5 12 7 RBR A A D-A 7 £ BR 49 £
A, AJ003-1 5 AJO03 AALLIk B A £ — AN R A A G X A, 4= B 1-10 AT
T, AJ003-1 894R S o JE F R IR 4 10.8 h, 7AH) Ak AJ003-34, AJ003-35. AJ003-
36. AJ003-37, AJ003-38, AJ003-39. AJ003-40. AJ003-41. AJ003-42 #R#k
R F RIS AR 61.9h, 453 h, 65.3h, 71.0h, 26.7h, 43.0h. 84.0 h,
30.0 h #2 61.4 ho ARk A, B RAALRGETE, A7 A LMK
AR AR S AJ003-1(5 AJO03 P48 2 — /AR ABR)HL, AT HA
TR2FRA,

P 4: AJ003-40 A= AJ003-24 49 fo K A7 M F I

#ZE %K AJ003-40 F= AJ003-24 7 Al A AR fo 3 A N H W 4% R 5,
B4l A 2mg/mle &I 300 KA LIk K Ae N B 300 T, E

24
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T HBOH4°C, 12000 45/ 47, BSOS 5 n4b, BB EFIR A A MIEBRLIE,
Pk iR 200 I ZigAa D AEHR Sk 0 D EFEFE] B S, FIERE S K
iR ETF 37TCREMAEFE, %Ik AJ003-40 F 24 /) madia] &R B 300 %
HFHH ZIKe N 300 A TR, BT HSH4C, 12000 /54,
BS S kb, BRI LF R A A AUEBLIE, KRR IR 200 MO ik AR R
e H %k 24 N ebet ] S A S . Sk AJ003-24 T 22 (e )RR 300 %
FHAH S Ik e o m N B 300 A T, BEFHSMAC, 12000 #/5 45,
BG5S oAr, R LER AR, BRI 200 0T £k
A %Mk 22 o aFaF ] S A S . R ASS Ik 0 B Fe 24 ) BF A S 347 HPLC
SHr, 4B 31 A28 32 BT, %Ak AJ003-40 FiEdmAndy 0 ) a+ad 1514938
Ak 3] 24 ) BHEY 11829.51, 7224 N BF R 20 mARE MR R 21.9%: 4 B 33
o8 34 B, %Ik AJ003-24 & @mAndy 0 NI 49 746.80 FEAKE] 22 /it hY
26745, £ 22 PNEA TS @RERER 642%. 5 FIK AJ003-40 4atk, %
Ik AJO03-24 &g ik & & b 3L AJ003-24 240 3 A5 = Mtk AJ003-40 % £

FHA) 5 FHMBET RN RO BEMKAER —FE T RN RE
P

180-200g 49 SPF (Specific Pathogen Free)Z& SD At K R (L& F 1+ X &
B A BT R sh4h 2B ), B Y RARE K FARE, H R AR A AT
KR mbR BE, DRI E 2 R A2 R B K, & T KEAREER
TEFREEE, LA KRB GIEMEA 1mg/mL, &R KKHFREEE
HHEH 2mgkg. HEANEAZIE LA 4k, AL L 3. 5. 7T R#EATIENE
EA. MMM R T O BA KR LR IR R ET . RIE SRR
W, AR FIEE, 23 15 RALGRRBAAENARL TR, REH542
YK BCE MBI RAEAME R, BEE S RIRE NS G5 it
Fhanitry, B TR 4T, £4 P82 QXA RH TR RAEELY
M, RAMREARBERREAL S GheA, £F 1. 3. 5. 12 RAEH
R K R#ETLH, APAEALHF 1. 3.5 R4 X4 1he 25h, 4h,
5.5h i@ iE-F kAR K R A B AR R, M KR AR AR S BT 5 AU R i 49
FBAL, BAHE 12 RAANT Y R4 6 4h F2 Th K FSTHUAR A58 7% R
1HHAE, 4B 11-14 T, 2246 4 REBETFNFERER, &K AJ003 £1%

25
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BAS 4 h AREREAL LA B Ea4mEN, BiTd4h GHMEL S
A PR BR3P .5 AME S M IK(AT003-34. AJ003-35. AJ003-36, AJ003-
39, AJ003-40)%, AJ003-34. AJ003-36. AJ003-40 2 415 1k 1249 3 /™,

12 R Th 48R 547, LA AJ003-36 A= AJ003-40 694493 & £ 43 4L 0t i) 4
K, THELZE Th, LMK S e fa b dim &+ L e 28 25 a) Buk
T &5 ek, EAREE —% fa bk 25 & 35 E ARG R 3 S . AJ003-36 F=
AJ003-40 TAE MRS T B &#— TR KHBEEAGR) Z4E R 5
F 195 ek, Eﬁ%ﬁ%@ﬁ HEaFxBHEWEREGHG, EaF%
FIEEE F AN RR. B LSRR ZMAIZE 404 549 SD MR KR
BT AR, BT R LEESEEECESEA A ZREEFNT SA
PR VAR F K AJOO3 Fe Bk 25 &I Ok A 2R A G4 A s R R R &
B, HR TG A8 BT EAS R KR G B R R MUARIR BIA, HARATIT

A 5 ik AJ003-36 F= AJO03-40 TTAE Alkit 5 T B & #—F A,
4 MBI R R — AR TR AR T £ R

48 3 Hh % X bl 3 HE | LHME
%llﬂv(iﬂé)) 2 wrag | O mg/kg((:; mL200 | ¢ o L 4k
(Géﬁ wy |HEEK wFizg | Ome kg((;)“ mL200 | g o 1:kAd, 4k
3‘3 P 2548) etk HA 30 mg/kg 8 7 13k, 4k
S:JOO3 gy | AJ003 BT i 1 mg/kg 8 R 1 kA, 4 ok
%003_3 4 | AT003-34 & T ik 4t I mg/kg 8 R 1R/, 45k
(GA61003-35) AJ003-35 BT S I mg/kg § P |1k, 45k
8«71003-36) AJ003-36 BT A 1 mg/kg 8 R 13k/d, 43K
8‘%003-39) AJ003-39 BT i 1 mg/kg 8 R 1 kA, 4 ok
8«91003-40) AJ003-40 BT i 1 mg/kg 8 R 1 kA, 4 ok

Ep 6: BB RBIFNTRANE T EHMRKKRAER TR

¥y 3£ 180-200g 49 SPF #& SD #tt K R (L& T+ X £ F A58 LA 3
NEEI), LN RE—ALL, BEY KA RIARE, H AR RL
A KR RRS ;%li]’fﬁ PIRIRE 2 A BA 2 R Ko, & T K RARYE

26
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I BRI, R R AN HIEE A 1 mg/mL, &R KKFRM
f2iE A2 A 2mg/kg. A BARIN LEH 40k, »AE 1. 3. 5. 7T R#tfT
MEREEST. MR B R T G B K FUEA LR B FA B0 . ARAE
BRIRIE, LA AINERFEHE, 214 15 RALREMBALERRL TR, 7
ERTREESBEIGEHET RREAMERS, HRBER S EFREANL LT
KT hdmisry, BheT & S g, MERE 15 XI5, ERESNH)
Wi s, Y %%14\%1214k 5% %% 2h. 4h. 6h,
8 h 8L -F kARG K KA B AR, AR K R A A8 R I 8] AR 5ad
%@ﬁom%,ﬁliwoﬁésa% 52hEIT A F IR R, Bk AJO03 A
VAP 4h ARBEA Miab A 2 EWMARERE, BT 4hBHRENRD
A LE LA R E M. 2 AMERAMIK AJ003-36 F= AJ003-40, HAKF &
0.5 mg/kg 48 7a FPE 58K AJ003 49 1 mg/kg W4A R MY, FEE L
K E 8 A8 2 A ST T AR AJ003. 2 AMEZR AR AT003-36 F= AJO03-
40, EZHME 1.5 mgkg 4R EREKLTHEAES LRI, B4ARZRAEL
% 8h B HEA WAL IR A R FHAR S M,
R 5. CEMBECST MALE B RE FE T A2 SR E A T E R

48 %) Hh W EN & Wik | L HME
= E /% .
g_,lé(ﬂ) B /3] ALK | LTES 0 mg/kg(0.4 mL/200 g) | 8 A 1 &%/d, 14 &
Go(EA ) | AmEK | K TEM | 0mgkg(04mL200g) |8 R | 1:k/d, 14k
G3 g ot @ : ‘
(P 25 42) Emetk | EF 30 mg/kg g8 A 1 &/, 14 R
G4 N g s sb
(AJo03 ) | AJO03 | kA | mg/kg $ 2 | 1k/d 14k
G5(AJ003-36 U o
By | 0036 | KT izt 0.5 mg/kg 88 | 1k/d, 14k
i6(AJO£;) 36 AJ003-36 | LT x4 2 mg/kg g8 A 12k/d, 14 %
)l
G7(AJ003-40 . .
By | 00340 | KT izt 0.5 me/ke 82 | 1K/, 145%
ig(AJ Of;) 40| Aj003-40 | iz 2 mg/kg 8 R |1k, 14k
)l

FHP:T: BRI AALTRENARANE THELERXMKRARANERE
ey
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BRI AR 5% A BAAERIREEHN 1 mg/mL. #EMAE R C57 #ubk /)&
(M F R R B A A A FR A 8)) ok IS T2 4T RV Al 482 4 10 mg/kg. A
PEAF R R E O BBALIES 5% B BRI EE— AL AN KRR IR
&, HFA DR 3 RMEME, THFHME, ERBRAAMEMNyE. HBE6
Bt BN A H(ELELH 1 k), HAELHES 05, 1. 2. 4,
6. 8 h M Atdm A, 4= B 20 BT, £%4#%E05h, 1h, 2h, 4hiX 4
ANEFIE L, PEbEEh SR Ak, FRIK ATO03 VA BRAR BRI K AJ003-36 @9 1K &
BEAREMEEAMANLIY A R E MRS, £ 6h I, FIk AJ003 5
A AL R A RE M, AP R MK AJ003-36 494K P & R Rl = a1
EEBELER A B EHARELE, £ 8h i, FIk AJO03. AJ003-36 491K 7] &
MR R EN, MEAHRAMKY T, BT L0 5EA
ML A B EARFM

26 WA LT R A

415 ik RN ME Hk | BHRE
%la(;;ﬂ)é i 382K K FiE4 | 0mg/kg(10 mL/kg) | 8 A 1A, 1k
G(iEAl 4y | ALK K Fi4 | 0mg/kg(10mL/kg) | 8 1A, 1k
G3(fap2h) | Emeik EEH 60 mg/kg(6 mL/kg) | 8 R 1/, 1%
G4(AJ003) | AJ003 K Fiz#t |2 meke(10 mLkg) | 8 R kA, 1k
%ﬂAm?;) 36 AJ003-36 K FE4 | 1 mgkg(10 mL/kg) | 8 A 1k, 1k
Eﬁﬁgg% AJ003-36 | K TFiE4t |2 mgkg(10 mLikg) | 8 R 1A, 1k
i7}(lAJO£;) 36 AJ003-36 K FE4 | 3 mgkg(10 mL/kg) | 8 A 1k, 1k

K] 8: B AT RIFN SR SHKANARER

B A4 5%E BARSIREMA | mg/mL, EEE R C57 Hutk ) R
(LEL A A DA RN SR EH BT A 4EHR 10 mgkg. T
PESTRE 3w O M BRI S% B BRIk, B AL RN R AR IR
f, HA DR 3 kmBME, TH-FHE, BRBRAAMENLyE, &BET
LB HEIDRBITLB(RELG 1K), FELBEH 05, 1. 2. 4,
6. 8h MMk IA FMA. B 30 TR, &% % 0.5h 745, AJ003-36 4254

28




WO 2024/259977 PCT/CN2024/073896

A Mk, PREMMRBRBAFIRIK, FEAIFRERF, witha
AJ003-24 F= AJ003-25 3% A TA& )N A9 AR R 1A . 5L90 % ik AJ003-36 T
VAR BB R B Al g AR RALTT TR, M £k AJ003-24 F= AJ003-25 T
At 28 R IZ IR IR

k7. PRBIMAT RBER RBA WL

a3 %k 8B X M= ANt | LHME
GI(% &4/ N R D .
%} 1 41 Ak | ATiEs | Omghkg(l0mLkg) |3 R |qd, 1K
G Am) | AmAAK | RTFiEH 0 mg/kg (10 mL/kg) | 3 R qd, 1k
G3 g S .
(AJ003-36) AJ003-36 L ER 3 mg/kg (10 mL/kg) | 3 R qd, 1k
G4 s B "
(AJ003-24) AJ003-24 R FE4 3 mg/kg (10 mL/kg) | 3 R qd, 1k
G5 s B "
(AJ003-25) AJ003-25 R FE4 3 mg/kg (10 mL/kg) | 3 R qd, 1k

F 9: KA CCIAAR TN AR FZ THE&EAMKAANERENR
PRI RS, B AR TR NG R AP 2 % PR SR
SD KR A B AP ZmIE A RARA 2 %8 CCICIR MR PEARGR AL, SNI(4
BAb 2o F kB4 SNI A, SNL(AAP 2 B 430 SNL A,
CCD(?F' ) N5 AR AW 42 oF i AR 18] 3Lk B 2 k8 R #E«w?éw)Wk%o H£F, CCI
AR ok O 28 A T RAY SRR R, hit— Pt w2545
% B 69 hLd) BOR v AR A% A k(L BE 4, Medical Information. Jan. 2018. Vol. 31.
No.l)o ASEM P4 M a2 CCIER
MRt g, 34 SD KR A 10%7J<a FUEE A 7 3 RIR % P8 100 g R
F 03 mL R EMIEHAREE, HITFRER, AFRTIOHF KRR
o B, RIFFILA, R F & 4-0 ST A AP 274530 =38, 9] % 1 mm,
F%ﬁé\ﬂm’] Bk, THhHRREEZTH oG LM FRGBORE, &R
x%k#hg, FRE T-10 R AARRBAYATE, THE—ANALEE. &
10 R AH M KR RJRRRE, R KA 3 RRBRE, +H-FH1AE,
R RKARBAS TN E, B 8L B FEHITL Y, RFL DS
2h. 4h. 6h. 8h WW/ANKFIA] & AT KRR JRIR BAAR D]
hth#g 1 X, B 21 i, £2hAe4h faH-Emeik, 2Kk AJOO3
VA BAE R A IR AT003-36 891K B = ANFI 2 5 A mAnkg B F04h
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EM. £ 6h B, Bk AJOO3 5 A AL XA R &M, MR AJ003-
36 BIRF B AR T AN M ERAMILE T S E4 R ER. £ 8h i, &k
AJO03 F= AJ003-36 a9/ H Z 4 5AEA s Aark R A R E P, MR AJO03-
36 89 AR EMHN HR A WL A L EAR M.

B E 4R, B2 T, &£ 2h A 4h, FaEHE AR, Bk AJ003
VA BAE R A IR AT003-36 891K B = ANFI 2 5 A mAnkg B F04h
&M, £ 6h A= 8h A &, £k AJO03 A= AJ003-36 91K 7| &8 5%
AL A 2FM, MR AJ003-36 49 AR T A HEA M
PR R EA RS

b 7 R, w23 i<, /£ 2h A= 4h, MHEHER K, BIK AJO03
VA BAE R A IR AT003-36 891K B = ANFI 2 5 A mAnkg B F04h
EM. £ 6h B, Bk AJOO3 5 A AL XA R &M, MR AJ003-
36 KPP B AR EMN ERAMILE A T EHRENE., £ 8h i, Ak
AJO03 F= AJ003-36 a9/ H Z 4 5AEA s Aark R A R E P, MR AJO03-
36 89 AR EMHN HR A WL A L EAR M.

Bh% 10 X, 408 24 PR, &£ 2h 4= 4h, A2 E 5 24k, 0k AJOO3
VA BAE R A IR AT003-36 891K B = ANFI 2 5 A mAnkg B F04h
EM. £ 6h B, Bk AJOO3 5 A AL XA R &M, MR AJ003-
36 KPP B AR EMN ERAMILE A T EHRENE., £ 8h i, Ak
AJO03 F= AJ003-36 a9/ H Z 4 5AEA s Aark R A R E P, MR AJO03-
36 89 AR EMHN HR A WL A L EAR M.

Bh% 14 X, 4o 25 PR, &£ 2h 4= 4h, A2 E 5 24k, 0k AJOO3
VA BAE R A IR AT003-36 891K B = ANFI 2 5 A mAnkg B F04h
EM. £ 6h B, Bk AJOO3 5 A AL XA R &M, MR AJ003-
36 KPP B AR EMN ERAMILE A T EHRENE., £ 8h i, Ak
AJO03 F= AJ003-36 a9/ H Z 4 5AEA s Aark R A R E P, MR AJO03-
36 89 AR EMHN HR A WL A L EAR M.

% 8. KK CClIEARL A
48 %1 B | BBHFX il 2 B | LHRE

GlI(= G @/
B8 28)

AWK | K TE4T | 0 mg/kg (1 mL/kg) 7 A qd, 14k
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G2(AEA 1) AER | L TE4 | 0mgkg (1 mL/kg) 7R qd, 14 %
G3(a Pk 2h) Lok | EF 30 mg/kg (1 mL/kg) |7 R qd, 14:%
G4(AJ003) AJ003 HFiE4t | 1 mg/kg (1 mL/kg) 7R qd, 14k
2?;%;;?36 AJ003-36 | R TFi4t | 0.5mgke (1 mL/kg) |7 A qd, 14 %
3:6;(%—02;)_3 6 | AJ003-36 | K TFizst |1 mg/kg (1 mL/kg) 7R qd, 14k
?%7%?;?;)_36 AJ003-36 | L TFiE4t | 2 mg/kg (1 mL/kg) 7R qd, 14 %

FEHAB) 10: ) E AR ARAYE RAER RN TR B F E T AEEEMKAR
ik EH

MRAFRE 4, H A C5T7 Mk BN TR 5E B s A AR TR 8)) = A

SR LA T TR AL, M) R AR T, AR -ATRR
*ﬁ%f‘#’«&«&ﬁ%%ﬂi#%?(ﬁﬁ"34& BR(LEB)VATR ), Lm N EK
J2ix SHARAE A & TO0mg/kg. AR ZARA G, KRB KA R
{, A EAK PR ETAILMALRNE GIRBGE, AT k42 AR
R4 B, Jmi%f°‘%%%&%%m@%%%m% 7 R
3RRBBAE, RATHHE T, R R R REETRAS RS HIEIT,

BHHE 1R, a‘a?c%’%9 a4 25 2’773‘?751&4T th, #FLHB 0h, 2h, 4
h. 6h. 8h ZANE A &3 47 B R HAEAR R, 40 B 26 PT=, £ 2h
Ao 4h, FEPEZH L O AR, &%AMBM&&@&%%AMB%%M?EL
N ZAEBEAEMILF R ENHEREN; £6hFf 8 h Ao L, &
Ik AJOO3 HAERI4AARL A L E M, MR AJ003-36 491K+ & =4 =&
I SRR LA B E AR E

By 4 R, #%35%9% HoyERITEY, RBFELHB 0h, 2h, 4
h. 6h. 8h ZANE A &3 47 B R HAEAR R, 4o B 27 FF=, £ 2h
%MLmﬁ%%maﬁ\&%AMB&&&@&%%AM&%%%?%;
AR HRAEALHH R EWHAREN; £ 6hAf 8 h A&, &
Ik AJOO3 SRtk A S E M, MR AJ003-36 491K F & =AFl=
I SRR LA B E AR E
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HHE 8 R, HBEA WL T ERITLY, #BELHE 0h, 20, 4
h. 6h, 8h ZANE ) B3t 47 ) B R R SR RAEAA N, 4= 28 A=, £ 2h
Fa 4h, FAbEZE &5 Ak, Bk AJOO3 VAR AR 2R 7 Mk AJ003-36 494K+ & =
AR ZE SRR EAALIHE R F 4L MEMN; £ 6hA 8 hAATNE S, &
K AJOO3 F= AJ003-36 494k 7] =40 52 A n Atk % A B F M, B 25 & AJOO3-
36 89T B AR E A HAR AR b B B F AR E M,

BthE 14 X, mBAIONLHZEHITHYH, RBLHE0h, 2h, 4
h. 6h. 8h ZANEFE] & 34T/ FUR KRR EAEA N, 40 B 29 Ff-<, £ 2h
Fa 4h, FAbEZE &5 Ak, Bk AJOO3 VAR AR 2R 7 Mk AJ003-36 494K+ & =
AR ZE SRR EAALIHE R F 4L MEMN; £ 6hA 8 hAATNE S, &
Bk AJO03 HAEAN R ARL A R E M, P H R AJ003-36 491K B ZAF &
I B AN LA B F AR E M

Y2 A AR TE T AR AR M 22 R, FHk AJO03 £ i%AE AP 4 h
MR AL B S XA REN, BI4hBHREFESEAMILE L
HEFM. FEARAMK AJ003-36 49 & F F AN G 2~8 h HAER 40 HE
B R EHFREM; AJ003-36 69K FI E A % 8 AR B HAZRA a4tk ik A
BEMER, RALZEI RSN R MAgLA B F4HA R EME; AJ003-36
89 = 7] = 284 R E PR T e b 28 5 B 1% SR IR 4R AR R UMK AJO03-
36 BT TR T 80T W AE R A R GIAT 2T

9. DR SRIAAT IR S TR
285 R N bl A EELE: HHME

Gz au/xBm) | £®HEK | L TFTEH | 0mgkg(10mL/kg) | 7 R qd, 14k

G2(#: i 40) AREK | K TESH | 0mgkg (10mL/kg) | 7 A qd, 14k
G3(la b 2h) Lotk | ER 60 mg/kg (6 mL/kg) | 7 R qd, 14 %
G4(AJ003) AJ003 T4 | 2mg/kg (10 mL/kg) | 7 R qd, 14k
G5(AJ003-36 5 "
(& 40) AJ003-36 | L Fiz4t | 1 mg/kg (10mL/kg) | 7 R qd, 14k
G6(AJ003-36 o "
b )8 ) AJ003-36 | X TFix4t | 2mg/kg (10mL/kg) | 7 2 qd, 14k

G7(AJ003-36
= R = 4)

AJ003-36 | I TFiE4t | 3mg/kg (10mL/kg) | 7 A qd, 14X
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A & KB

1. —#P VAN Kin 2] C Ksmb 5 aa F AT REARFRAG AT
QKR AT AEY,

Gly-Ser-Cys-Ser-X1-X2-X3-X4-(D-Cys)-X5-X6-X7-X8 EN|

£,

K1 P8 % 342 Cys #2% 942 D-Cys i — x5 -F 1 —#isE, D-Cys
REDARFRAMR, ALXRALZ A “27 KEKE, AEARKRKIEITEYS
8 C Ksph s BARARBEE, B X1 % Thr & D-Thr, X5 & & Ala. Val #=
D-Val P 894F & —A, X2-X4 A= X6-X8 1K st b 2 30 A 45 & —Ab R AR,

2. ARFERANZK | FrRa kR AT 44, L PArE X228 Pro. D-
Pro #= Hyp ¥ 494 & —/~, X3 # & Pro. D-Pro #= Hyp ¥ &9 &—/, X4
i B Ser. D-Ser. Ala #= Aib ¥ 894 &—/A~, X6 &£ A Ala. Leu. D-Leu.
Ile. ABu#= Nle ¥ 89/ &—A>, X7 & A Tyr. D-Tyr. Ala. Trp. Phe #=
Bip P 894 & —A, X8 £ & Ser. D-Ser. Ala. #= Om ¥ 69HE & —4

3. RIBARATER 1 &2 TR L TAY, Lo gl TeEE
—/~F7): SEQIDNO: 1-5. SEQIDNO: 10-16 ##= SEQIDNO: 20-34, £
A A F B4 SEQIDNO: 1-5, SEQIDNO: 10-16 4= SEQIDNO: 20-34;
T AERR LT EHOL SR AUATOEE—AFF]: SEQ ID NO: 26,
28 #2 32, BAHKFTIAH SEQIDNO: 26, 28 4232,

4. ARBERAIE K 1-3 PHE—RT LRI EATE Y, AP fiTEds
Pt kAR EL 6,83 B AT 89 & — AP & S A5 4h . fURBRAS IR, IRF 2R
BOX.. R ARBR AR AP 89 A ILK

5. —#hipn bdh, O AARIBEAAIE K 1-4 PAE—IR BT K 8 Ik R AT
A VAR HF LT g e Bk,

6. MANIEK 1-4 PAE—RATE KR EATE IR BAN TR 5 ke
il SR &R T8 R ReHhih T ey &,

7. =R BT ERBO T, AT ROESAHIE Z09 51X 5 H
BIT R R ZORFE K 1-4 PAE—RPTE IR R AT A SIAAZK S5 Prk
ahdm b4,
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8 ARIER A &K T ik &) 7 ok, b Pk IR & AT £ 458 i LT 24T,
PUP RS, AFMGEST. MRS, BNEA. IR, 2. M. RIRE
252589 7 XGe M

9. ARIBAAIEK 6 FTiL ) & ARERA) &K 7 ATk by F &k, HPAr
WIS OLIEWTT S AT G TR . AERRIE B BAY 28R, LB ER. BT
B wRALERPER. BRERR. TREZKRA. LERR. BHE
R TR R BIARTR . A RILRETR AT A 42 ST
FERR. BAIARER. MWRERERR. BAERRE R FIEABESR
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% Ik AJ003-40 £ A B3 37°CHEE 0 /) iF HPLC 47 B i

pxe

i
* i3

2 N
k3 T 3 kY DA LA DA DA I N SN RN N W Y T Rt e N
8 Y 8§ 8 WP 0 W B R TR T AIIHER

N O

X PR BRI 1] (o8 e T AR WETHTAR 5 B (%)
9.82 206.92 1.24
10.63 15147.85 90.60
16.68 255.68 1.53
16.95 274.27 1.64
17.78 834.25 4.99
31

% Ik AJO03-40 £ A B 3 37°CHF 24 ) iF HPLC 47 B i

203 & 8 & ¥ 8 0§ D §F 12 1) t4 15 48 17 IR 4D OB 2% D FY 26 2% 2% 0T OF & A 31 E O N A
AR B B ] (oD e TH] A WETH AR S B (%)
9.66 112.52 0.72
9.89 1072.23 6.87
10.69 11825.89 75.72
12.98 1319.09 8.45
13.97 883.54 5.66
17.78 403.84 2.59
32
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% Ik AJ003-24 £ A B3 37°CHEE 0 /) iF HPLC 47 B i

AL

-3
TR 3 & & & F R S 10 11 10 S8 48 8 1R 17 94 18 20 91 22 UX 26 98 38 UY SR Ov A% M W 22 a8 W
ARSI AR B B (B e TH] A WETAAL S B (%)
10.737 746.80 100
33
~ S o —> a2
% Ik AJ003-24 FE AR 37°CHF 22 ) i+ HPLC 247 B &
1
™
N
0
N
A
i
S SRR R : § 3
£ 02 0% 8 & & T & 9 19 11 £2 1R £ 1% 2 1F 5O 10 20 2% 22 NN B¢ NS O 2V M 2% M M & 8 oM »

X PR BRI 1] (o8 e T AR WETHTAR 5 B (%)
5.399 46.83 7.13
5.558 140.15 21.32
10.927 267.45 40.69
11.715 202.83 30.86
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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. I1 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.: 7-9
because they relate to subject matter not required to be searched by this Authority, namely:

Disease treatment methods (PCT Rule 39.1(iv)).

The international search will be performed with regard to the amended subject matter that might reasonably
be expected as follows: the use of the peptide or a derivative thereof of any one of claims 1-4 or the
pharmaceutical composition of claim 5 in the preparation of a drug for treating pain.

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).
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