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DA ESEit s B i S AN BORRHE T U EH G, AT — B NIRRT %, XSS REOR T #
FAEAR R RVEE A, REBIXRERHT AR T R R EAT TR .

BRISERES, RIERIT AT A EERW . WIERRSLRAERTIARIT, % @HIEm. Wik
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AVROLRIEIR, BUBHAE R R s B(OYRMFB « WERROLEER, B, SEBOREEIREIER; 2o
BH BRI RAEARE LB BB B AR DG [ — e MR
il b SR ] L S ) R A S H Attt 5 8 PR 46 55 R«

DCM TR

DCE 1.2- & ke

DIPEA N.N-— 7R AE L

DMF N,N-— L H i

HATU 2-(7-B AR T = 0M)-N N N N'- Y B L IR 7S 4 i R e
NMP N- 3 g P e

THF IE=RR|

AHE BT T —REMFHI M EY, IRITHEE . ARRORSPEIR DT VR B 2R i BT 5 7
A A — AT T .

&R AR RBRA:

AR AR SRS 1 LR — Rl 2 R 2 ROR

(D EpPe Ry, ARBLEYIXT GLP-1R A EGRABEE ;

(2> ANBRAVEKRAA LRI R, AR PFaRAa REFK D RTERE

(3> NRAEALARERM, RRBELEERA IR EICR .

4 ANRIEAZHERY, AR ST A R R R EE.

(5)  ZAIIGRY, AHRELEYTCHEE K KRG, 22t RAT.

i U

B 1 et 10 (ea 100 BRERE GEREZ: 60°C) HIRiE.
B 2. el 8 (a8 MtkiiaEn: GREZ: 80°C) IR,
B3 seitaf] 15 (eEP 65) RIHEERE GREE: 80°C) ML,
K 4. UG 4 FOPREE IR IEE .

ARz =R

TS BARSTf, PR . SRR, G ST A T B A R B AN TR A
RIRNE . T A S AR I B SR R SR ER T7 V5, 8 R R LA R AR I R ) R AT
At. BRARSATE N, PR E A Tl SR A AR S AU WA G B S S IE) . BeAE,
AEAAT 5 Fric 2N AL B A5 I 7 vk AR B T A T A R IR i e i o S s R SE it 75 v 5 7
BRI .
PAR AR B 7 AL A P PR i 4% St 181

A WAL B P 2 ) S AZ R E IR ONMR) B/« 5 B FH €3 (LC-MIS)« B/ A3 A € i (HPLC) 5%,
[N PR E (HRMS) SR E . NMR I 2 48 FH 14 28 /2 Bruker Avance neo 400 MHz GR/E: 60°C)
Z/F1 Bruker AVANCEIII 600; LC-MS i 11X 2% 42 Agilent, 1260 Infinity 11-6120/6125MSD /1 Waters
ACQUITY QDa; HPLC f#i [ 1% 552 Waters ¢2695-2998 ({fif4E: Waters XBridge C18 4.6*250mm,5pum;
FEIR: 40°C; #id: 1 mL/min; JHK: 216 nm; JsH A: K (% 0.1% =8 LFR); gt B: FE; HRMS
% A 2% Aglient Accurate-Mass Q-TOF 6530,
2B S A P P RCAE JRR R Bk I el AZE g B SRR, mla T DR i R A AT 2 A i T vk
R
wEFIL: (S)-2-(4-9-3,5-ZHFEFE)-4-FE-3-(FEEE)-2,4,6,7- 11 %-5H-HEMEH:[4,3-cIHEmE-5 SRR T
B (hEEL4-A) BIERR

,N\ 'N\
F N — N - F N o N
“Boc “Boc
HoN HN

BX(S)-3-RFE-2-(4-8-3,5- " H R F)-4-H £ -2 4,6,7-VU E - SH-ML M [4,3-c ] E-5-FRBE AU T BE(150 mg)
VT THF (5mL), SRJ5 AR 45(62 me) FIANE, (32me), ZIEHEEH /NG« /K40 mL)FH:H 2.8 2. 8530
mL*3)AEH, GIHFAYAE, TR TEG, KRG, 8BS (EAk: AR OEE=1: 1, &L
) P AfA 1.4-A (115 mg), ESI-MS(m/z): 389.2[M+H]*.
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R 22 (S)-3-(3-(4-5-1-FF - 1 WG] - 5282 SELARDR MR - 1 - 388)-2- (4-9-3,5- R R 3)-4- i 3-2,4,6,7-
PU-SH-MEREF[4,3-c|be-S- 3R T B (P 1.5-A) BIERR

N N
F‘©~N' stept C Step 2 FAQ"SJ:P, Step 3 F‘QN):\,/;\‘
NH “Boc —> B
Y 0, oC
N

N \) F )
o) o
BE—: (5)-3-G-Q-8ZE)RE)-2-(4-5-3,5-  FFERIK)-4- FH-2,4,6,7- W &-SH-MERE[4,3-c| L BE-5-
R T ERRE R
HY(S)-3- 2 3E-2-(4- 33,5 — F S 2538 )-4-FH 322 4.6, 7-DU - SH-ME A [4,3-c]iE e -5-FRER AL T BB ), A2
R FIRER(734 mg) 1 DY 200 (40 mLYIMAFIBIEN, IMAZZF(1.6 ), TNFRE 60°CHIR: 8 /N [
SRR, HREWIMAZIK@0 mL)K, FH 28 ZBE0 mL*3)ER . AIEHE, KRR T
Iﬁk}: FPER S . SR ER R4 (ECk: 2B aBE=3: 1), 537 ¥(700 mg), ESI-MS(m/z):
480.2[M+H]*;
BB (S)-2-(4-5-3,5-=FEHKFE)-4- FH-3-(2-FACPKREDK-1-F)-2,4,6,7- 1 & -S H-MEREFH: [4,3-c | IEBE
-S-RRBT BRNA R
B B — 72 40(700 mg), A1 N N-—FF 3L FHBERZ(10 mL)IIAZIBEIE N, N NaH(88 mg), =iRfiHE
4 /NI RMVER)E, FEIREWHIIAK@EOmL), HH AR AERGOmL*3)AER .. &HHANAH, HIGKERER
BN E RS . L AR BT B aifh GECHE: AR ABE=1: 1, {3~ %(300mg), ESI-MS(m/z):
444 2[M+H]*;
SB=: PR 1.5-A FEE
BUPBR R4 (60 mg), 5-IR-4-3-1-FEE-1H-M|P(62 mg), BULIEHI(24 mg), (1S,2S)-(H)-NN -—
FEEIA O H%(18 mg), W61 me)F — S /SH G mLIIAZIBSH A, ZRE T, IHE 120°CH £ 4
NI o RSEEE RS PRI, FHREYAIMAK@OmL), FFH 8BGO mL*3)#H T 3B, SIFANAE, FEL
IR BT 15 J5 1 PR 4 o KL R VAR Z AT 20 B 44k (IE e 28R 2FE=1: 2D, 19 F P [AJ4K 1.5-A (50 mg),
ESI-MS(m/z): 592.3[M+H]*.
H&B3: (5)-3-3-(3,4-=&-2H-[1,3] FEBRIH[3,2-b]5[E-9-FE)-2- & AR-2,3-—&-1H- BRI -1-FE)-2-(4-98.-3,5-
RIS -4- FI3E-2,4,6,7- VIS -SH-HEME[4,3-c]HENE-5- SRR T BE (REK1.5-B) BIER

§: >IP | QB
NO, Step 1 Step 2 HN
/©/\/ N\/\/OH \)

BB 3-((5-R-2-HEFE EE)H-1-BENE

A4 5-3R-2- T OK I (100 mg) AI3-ZFHE-1-AEE (144 me)iA T ZEE(10 mL), SRS I EKER DU 5 A TR
(1g), EIRBEEUNT G, IMATIEAIN(G0me), FIRBEEFE NN, INE/K6mL)E K, SRR, JER
TG, TSR ERENT (ZRZED 487 9(78me), ESI-MS(m/z): 290.1[M+H]* ;

BB 9-]-34-"5-2H-[1,315EE2[3,2-b]W ML KA Bk

F B (78 me) VA TRCT BERK(15 mL/5 mL)E S BRI+, IMAZENM (6] mg), 85°C/R S
/NI, K40 mL)FRE, H ZPR ZB8G0 mL*3)AHL, A HUAHH G KGRBRAA T, 1uE, RAG V. i
LA EWN L (2R ZER 137°70(54 mg), ESI-MS(m/z): 253 2[M+H]* ;

BE=. FRMEKLS-BRAR

IUE BB 7= (54 mg), (S)-2-(4-9-3,5- — B O A )4 P 3-SR -2,3- T -1 H-IK -1 32 )-
2,4.6,7-VU S -SH-MEME I [4,3-c| L iE-5- R R AL T BR(47 mg), BLALTFAT(8 mg), (1S,28)-(+)-N,N'-"F%E-1,2-3F
O T HZ (12 me) FIBRFR A1 (87 mg)iA T-N-FH LML P& e B 2mL) F,  ZUARS, 130°C RN /I, e N5 TR
Ja, ROV BE MRS, SR ETaid Cmik:. 28 28=5:1 1324 a1%1.5-B (27 mg), ESI-MS(m/z):
614.4[M+H]*.
il &H4: (S)-3-(3-(3,4- & -2H-[1,3[FEEREIF[3,2-b W5 k-8-F)-2- 4R -2,3- — & -1 H-BKME-1-36)-2-(4-98.-3,5- =
R )-4- FHE-2,4,6,7-TUSL-SH-HEPE[4,3-c LB -5-RMRAU T B (RIEIE1.5-CO AR
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N=
N~
(i

S E R 1.5-B, Lh4-iR -2- 5 25 % F I (100 mg) Jy J7 K5 21 o 8] 4 1.5-C(24 mg), ESI-MS(m/z):
614.4[M+H]*.
HIEBIS: (S)-3-(3-(2,3- & -[1,41FEBE FH[2,3,4,7i ]| -8 T )-2- 48 £R-2,3- & - | H-IDK MR- 1 -k )-2-(4-98-3,5-— FH
HRE)-4-FE-2,4,6,7- T 8-SHMEHEFR[4,3-c -5 RBRHT B (P EELS-D) AR

N
Br F N
Y Br 7 Br =
N Step1 N, Step 2 7 Step 3 o N‘Boc
\N — N — N\ —_— YN
H o " OH N N \/)
- K/O 4
N\
N

(o]

BHE—: 5-R-7-5%E-1H-BIBER AR

B4 5-1R-7-FAE - 1H-M (200 me) VA T — S F (10 mL)H, 0° R =1R1bIH (440 mg), iR EELN
NS, I7KE@OmL)A R, —&EHHG0mL*3)3EH, LKMERM T, ik, Ml TERgE. Frismet:
EHr QECKE: ZMRAER=5:1) 4 F5-18-7-F25-1H-15M:(150mg), ESI-MS(m/z): 213.1[M+H]*.

BB 8-I-2,3-TE-[1LAEERI[2,3,4, hil BB R

A4 5-1R-7-F8 - 1H-M5) E(150me )7 T-NN- R IZ20mL) ', A T-IR-2-5 258102 mg) ,
SR NAANNEE, FHEZT0°C, 4R N2, K100 mL)#RE, FH 42 2,85 (30 mL*3)ZEHY, ﬁmifaﬁﬁ
ToKBREREN T, L8, IRGEA N .. RS2 2tk (ECkE: 4R LBE=10: 1) 138-1R-2,3- "5 -[1,4]
EEEIE[2,3,4]95 (100 mg), ESI-MS(m/z): 239.2[M+H]* .

PB=.: FHELS-DIERR

ZWRhAA1.5-B, LL8-1R-2,3- ~&(-[1,41FEEEI2,3.4, kil (100 mg) A JE BHE F)h[i]141.5-D(30 mg),
ESI-MS(m/z): 600.4[M+H]*.
BI&H6: (S)-3-(1-(4-5-1-FH-1H-BIE-538)-5-84R-1,5- & -4H-1,2,4- =R ME-4-3E5)-2-(4-$8.-3,5- — FEF
&)-4-H1%-2,4,6,7- lmi SH-MEREFE[4,3-cIibne-5-RBH T B (PEELS-E) BER

Step1 F Step2 F
NBoc —_— @ Boc _.ep AQ' >/\'\? Stepa Q\
/
HN N‘N

N

BB (S)—2-(4—ﬁ—3,5—:$§$§)—3—(((2—(?Qﬁ)ﬁi)ﬂﬁ'¥§)ﬁ§)—4— F3E-2,4,6,7- T4 -SH-MEME
FF[4,3-cIMEmE-SFRIRIUT BEHI B B

BU(S)-3- 2 3E-2-(4- 93,5 F BE I 3E)-4-F 3£-2.4.6.7-DU S - SH-IE R T [4.3 -] -5 - R AL T BR (S 2), IR
HR = ZB5Q.57 ) IMAEIFHN . BT 90 °Cpy The RMNEEH G IR, LR 27, IMABEF
TR ER(2.4 g), *FHIZETHNR(634 mg), T 50°CHEHE 2h. SN L5 R G FEIR, I1/K(100mL), ZF8 ZFE(50 mL*3)
RO, MR REFEEN (Edki: ZBR4BE=1: 1D 877954 ¢), ESI-MS(m/z): 4752[M+H]*.

BE T (S)-2-(4-#-3,5- S R4 3-5-EMR-1,5- 28 -4H-1,2,4- =M 4-Fk)-2 4.6,7-J1 & -5H-
LRI [4,3-c|ERE-S-FRIREU T BRIKA R

BUPBR—RI7=Y1(5.4 2), u&EF'E(mOmL)jJu)\%U%#ﬁW, T R BN ) R BRI (SM, 4.5 mL), =i
PEE 12 he RMNEHRIG, WUER 2 KER2 B, /K100 mL), &3, FRE2~P0HE, 4.2 ¢). ESI-
MS(m/z): 443 2[M+H]*;

PH=: PR&ELS-E FHER

SR 1.5-A, LIS Y100 me) A JE R, 18 2] A1 £ 1.5-E(42 mg), ESI-MS(m/z):
591.3[M+H]*.
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BIEB7: (S)-3-3-(1-FFHEE-4-55- 1 H-W5| - 5-3)-2- AR -2,3- & 1 H-BKIE-1-28)-2-(4-9-3,5- — I 3 )-4-
FR3E-2,4,6,7-DU-SH-IEEFF[4,3-cIHEDE-SRIRHS T B (FIHEL5-F) &R

N
F F F N N
B .
N//\/©/ I Step 1 ; Br step 2 - OYN Boc
X — N
N <

I o™
4

BB 5-BR-1-FRREE-4-5-1H-B R A Rk

B 5-{R-4-5-1H-P5[ (1 @), IATAZEER(0.8 ), TC/KEEFRHW(0.85 g), HRMERE(0.73 g), WREREN(1 g), 1,2-
ZROHEQOMLIMARIBIE A, INFET0 CCRERERI /NG, T8, SR &R, K@OmL)BE, T
BREBFIEENT (ECkt: LFRAEE=5: 1D 1877908 g), ESI-MS(m/z): 254.9[M+H]*;

BB PRMELS-FINER

ZW P EARL5-A, DB — 7290220 mg) FI(S)-2-(4-R-3,5- — FF L JE L) 4- 1 RE-3-2-A M -2.3- — & -
TH-BKPE-1-55)-2.4.6,7-PU 2 -SH-IE P [4,3-c ML IE-5-FRE U T ER(200 mg) v E AL, 15 2)H [E]{K1.5-F(250 mg),
ESI-MS(m/z): 616.3[M+H]*;
HIEBIS: (S)-2-G-FHAE-4-FHEE)-3-(3-(4-9-1-FF -1 H-BE-5-F)-2-84R-2,3- 28 -1 H-DRME-1-2)-4-FF
3-2,4,6,7-T4%-5H-WEREF[4,3-c AR -5-FRERAU T M (H R 451.5-G) BB BR

E
Br, 1 i i N, N'N\
step1 step2 step3 F N, ; ) step4 NN,
> “Boc HN Boc
HN =0
NH, NH, HN, HN
NH,
F N N
N F N’
step5s = N. step6
N
F
NP /ﬁ/p

N
/

0
)
/

PB—: 3FRE-4-REENE R

B 3-JR-4-F K% (10 g), IAAEMER(S.9 g), BEFRHF(39.1g), BEMREL(1.2g), =ZKIEMBE(1.4¢g), FZEQ00
mL), 7KQ20 mLYMIAZEIBEES, BEDEEIAR FIME 100CHH: 15 /. RN HRE, mKQ00
mL), ZMRZEE(150 mL*3)FEH, WIERGEHEENT(ECkE: LR LBE=10: DZiiS =% (6.9 g), ESI-
MS(m/z): 152.1[M+H]*.

BB 3-HRAE-4-FEE)FHER

HBOPBE— 1745900 mg), WRERFEB0 mLYIIARIBE S, 7E0°C T i AS R B /K 7(0.12 M, 60
mL), O°C FHFEI/NES, BETE0 C NI MAN R EFR A W(0.33 M, 50mL), 0°C FHHE RS/,
MR G, IKA50mL), INEAIEEAKERApHES, INZ B Z8Q00mL), HIERREANEY, 4
Z, L I E IR RGBT BB SR EMNT(E Ok : R ZBE=1: DZELAE 7 45(210 mg), ESI-MS (/z):
167.1[M+H]*-
N BB=: (S)-3-BE-2-G-HRE-4-WAEE)-4-FH-2,4,6,7-N1E-SH-HEMEFE[4,3-c [ HEIE-S-FRERSUT B
[=]

52

BOP B~ 0(190 mg), (2S)-3-FJE-2-F HE-4-FANIRE-1-FH AU T BR(227 mg), L BEGS mL), #HER
KEBEWERM, 100 v LIMARIGEEF, 7ES0C PR .. RMEGRE, BERGEHEET(ECK: O8R
ZFEE=3: #3258 mg), ESI-MS(m/z): 387.2[M+H]*.

BB (S)-2-G-HAHE-4-HRERE)-3-G-Q2-ZHEEZE)RE)-4-FH-2,4,6,7-W & -SH-MEBEH:[4,3-¢]
BERE-S-RMRBUT BRI A R

HBOP =P~ 90(87 mg), — & F L mL)IIAZILSEH, K =822 mg) FINN-— 5 2 2. % (58 mg)
BT &AFECmL GRS, SRBEEUNT, fn2,2- —HFHEELNEO4 me), FEEBERP . KM
)5, hiKQ0mL), AZEH Q0 mL*3)ZER, BIEKRMESHEN(ECK: JRAER=1: DAt~
1(85 mg), ESI-MS(m/z): 518.3[M+H]*,

BB (S)-2-3-FFHZE-4-FFEEE)-4-F H-3-2-FAR-2,3- = - 1H-BEME-1-38)-2,4,6,7- T - SH-TE B 3
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[4,3-cImEmeE-5-FRIRHUT BKA B

BOCBRIURI =080 mg), — & HAERR(35 mL), DU mL)IMA BN H, 7E60°C FHEEL/N,
BB EER, = O@4Tme), R T BRGS1 me), =ERMBHERN . RNERE, WERFES
FENTQECKE: LR AER=1: DAL =P5(65 mg), ESI-MS(m/z): 454.2[M+H]*.

BEAN: M 1.5-G KA

ZIPER 1.5-A RGP, BL5-R-1-H 25458 - 1TH-15| (39 mg) F0 B8 40 (50 mg) N iR
Bl 35 HPEAR 1.5-G(40 mg), ESI-MS(m/z): 602.3[M+H]*.
HEB9: (S)-3-(3-(1-FF P 3 I - 4- 5 - | HH- WG] -5 8 )2 -4 AR -2, 3- — & - 1 HL- e - 1 -3 -2 - (4-9K-3,5- — I B
F)-4-HH-2,4,6,7-PUS-SH-MEEFE[4,3-cIHEnE -5 RRHUT B (FFEEELS-H) KA

N\
F N
O,
F N
T

ZI A LS-FIRIA R, DUR R LG (200 mg) N JE k), 49 291 [A]441.5-H(90 mg), ESI-MS(m/z):
630.3[M+H]*.
BIEB10: (S)-3-(3-(1-FF R Fe-4-FF -1 H-W| -5 )- 2- S AR-2,3- & 1H-BRIE-1-3)-2-(4-9.-3,5- 3k
H)-4-FFH-2,4,6,7- 1 & -SH-MEEEH[4,3-c|HERE-SRBRF T BR (P EMELS-D BER

N\
F N’
% o >;Q“ “Boc
N
ﬁb
4
N\
N

4

Z R AR LS-FI A R, BAS-TR-4- FF & -1-H-W5| (140 mg) A JERE, 43 3[R 441.5-1(48 mg), ESI-
MS(m/z): 612.2 [M+H]*.
&1L (S)-3-3-(1-FF A E-7- B F-1H-| e -5-38)-2-8(4R-2,3- & -1H-BE M- 1-3E)-2-(4-98(-3,5-
)-4-F3E-2,4,6,7- VY& -SH-MEMEH[4,3-cHEmE-S-RRHUT BE CHEELS-1D AR

4

Z IR AR LS-FRE R, S-1R-7-F 55 -1-H-W M (150 mg) A EoRL, 3 29 [a]{£1.5-J(280 mg), ESI-
MS(m/z): 612.2[M+H]J*.
Hl&B12: (S)-3-(3-2-FFRZF H-4-98-2H-15| -5 )-2- 8 AR-2,3- Z&- 1H-BRME-1-3)-2-(4-98-3,5- " R
H)-4-FFE-2,4,6,7- 1 & -SH-HEEH[4,3-cJHEIE-S-RRHT BB (FEELS-K BER

Z A 1L5-F FIER, (3.15 g)hEkL, 133191 [A4K 1.5-K(4.20 g), ESI-MS(m/z): 630.3[M+H]*.
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BIEH 13: 4-9-1-FE-1H-BB-5-5E ChEME 2.1-A) AR

F F O F
Br NH,
N —_— — 0y
N N N
/ / O /

BB—: N-(4-5-1-F - 1H-W| 8538 1,1- ~ R H TR AR

B 5-¥-4-5-1-F1 25 1H-M5 M (150 mg), — KNI AZ (142mg), X R ZEPIE)E (60mg), 4,5-3L
(AR B HE)-99- = AR A4 B (152mg), BRPRHA(429mg) MM EVREE A, N H 2K (20 mL), MNFAZE
130°C i 4 /NI RN EEHRJE, BEIRAIMAFIK@AO mLYN, 2 ZEG0 mL*3)3 8, &IEaHIH, K
R TIG, TIEkaE. 4 E (ECk: 4B 4BE=5: 1D 5 BA2~%(120 mg), ESI-MS(m/z):
330.1[M+H]* ;

BB P& 2.1-A BER

P BE— =120 mg) A BN, I DYZURIREAK S 10 mL, VKIS P IR (200 mg), =
BRI . RNERE, ARBRESKERE pH N 9-10, 48R 4830 mL*3)FEE, &IFaNAME, K
BRERAN TG, IR, SKENT (ECki: ZMZmE=5: 1D 2583 FEAE 2.1-A (42 mg), ESI-
MS(m/z): 166.1[M+H]*.
HIEB 14: N1-ZHE-1H-B -5 (PRME 2.2-A) BBk

NH N
h h
Y 1-H - 1H-W5[PE-5-% (150 mg)¥A T THF (5 mL), 28)5 IR BE(160 mg)FIANEL (81 mg), = iR fiH:
P/ o RS, MUK 40 mL)FEH 2.8 2B G0 mL*3) A B, AIFE N, TKBRBRA TG, 1HTIEK
45, BAENT (ECkt: AFRAEE=5: 1D 4 BE 2 F AL 2.2-A (103 mg), ESI-MS(@m/z): 162.1[M+H]".

SEHEB 1: 1-((S)-5-(5-((S)-2,2- — FF P& 2H-WMEM-4-25)-1-((1S,28)-2- - 1-(5-EAR-4,5- =& -1,2 4 TE—
-3-3R)FRPAZE)- 1 H-W| - 2- 3 3E) - 2- (4-9-3,5- — Bk IR Bk )-4- I EE-4,5,6, 7- WU - 2 H- ML 3 [ 4, 3-c b - 3-28) - 3-
(- 1H-BEs FE)R (LEW 1) AR

0
o)
HO. [ H
N N N_o
F N N N o (¥ E N
= N F N F N N-O N [ \
NH. Boc = N = __NH NN H
! _ . . B
N ¥ Y Step3 Y ) (F
/ H ; NH NH N-O
N N 1

ssg ey o
/ / /

BB (5)-2-(4-8-3,5-ZFFERE)-4-FE-3-(3-(1- FZ-1H-5|ME-5-38) IR F)-2,4,6,7- VUK -SH-HEREH:
[4,3-c|MEBE-S-FRERHUT BB R

HY 1-H -1 H-15 E-5-8% (50 me) T 5B (S mL), 2REIA =) 330 me)FI = Z1% (68 mg), =ik
PPN S5, FEIN(S)-3- 2 2E-2-(4-58-3,5- — F B R 58 )-4- HH K22, 4,6, 7-VU & -SH- ML R JF: [4,3-c L BE -5 -2 R
AT BE(127mg, 0.34 mmol), RN FRMAL K. KMEEH)E, I17K@40 mL)JFAH & LG mL*3)FEHL,
HIE M, KRB TS, iERgs, SMRENT (&b HEE=30:1, A 2583~
(153 mg), ESI-MS(m/z): 548.3[M+H]";

BB (S)-1-2-(4-5K-3,5-ZFHEEIRE)-4- FH-4,5,6,7- T 8- 2H-FE I [4,3-c HE0E-3-2K)-3-(1- F -
1TH-W| M50 IR A R

HUL B —RP=0(153mg) ¥ T BRI —E AR P M, 10 mL), =RBEEFH/N . RNERE, H
PERYE 54330 P ICHLSS . 105 mg), ESI-MS(m/z): 448 2[M+H]";

BB=: 1-((S)-5-(5-((S)-2,2- = F I IS -2 H-HEI-4-3)-1-((1S,2S)-2- - 1-(5-FAR-4,5- =& 1,248
W3- FR)IR P )- 1 H-BI - 2- B ) - 2- (4-9-3,5- S 2R3 T )-4- I 3-4,5,6,7-PU -2 H-ME 4, 3- | e - 3-
FE)-3-(1-FZE-1H-] 535 IR

BUG I R Y5(50 mg) A1 5-((S)-2,2-— H FE P & - 2H- At iR -4- 35 )-1-((1S,28)-2- F 3E-1-(5- %A -4,5- — &~
1,2,4-M8 — -3 IA U 2K )-1H-M5 | W-2- 3R (46 mg) ¥4 T /K DMF (2 mL)H, 851 HATU (85 mg)fl
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DIPEA (29 mg), M ZE BB RMEEH G, MK@E0 mL)FEAH 28R B0 mL*3) A , & IFE U,
ToKBREREN T )5, 1L sE ik 4n, 2T (& ke : I EE=20: D B3 25 165 mg), ESI-MS(m/z):
841.4[M+H]*; HRMS(m/z): [M+H]* Caled. for CasHaoN10OsF: 841.3944. Found: 841.3950. HPLC {3 & i 7).
18.820 min. LM REIERIE ("HNMR (600 MHz, DMSO-ds)) 444 IE#f .

SEHE 2 3-((S)-5-(5-((5)-2,2- - VAL DU 2FL-EMH-4-25)-1-(15,28)-2- F - 1(5- QAR -4,5- 41,2, 4 =it
35 FR G 2E)- 1 H-BIWR- 200 2- (4-980-3,5- = M )-4- FI 35 -4,5,6,7- DU 2 FL-ME I3 4, 3-cTHE R -3-38) -1
HE-1-(1-FE-1H-BR-5- )R haW 2 NER

/

ZWS 1 77k, DLON - R TH-M -5 (PRI 2.2-A) (50 mg) N ERHMS EML S 2(60
mg), ESI-MS(m/z): 855.4[M+H]*; HRMS(m/z): [M+H]" Calcd. For C47HsN1oOsF: 855.4101. Found: 855.4098.
HPLC R A]: 19.002 min.

SEHEB 3: 1-((S)-5-(5-((S)-2,2- = FF UL 2H-MEME -4-3E)-1-((1S,28)-2- FF3E-1-(5- B AR-4,5- —&-1,2,4 E ¢
‘S'E)%WE)'IH' "gl %‘2'%)'2' (4_ﬁ'3 95': $§$§)'4' $§'4 ;5 ,697' EQ'ZH' HH:@# [4 53_c] u&%'s'i)_l -
BI3E-3-(1- i EE-1H-B -5 -30)IR (L& 3) BB

2oy,

= N

o N H

YN N
NH -0

T

0 7 N\
N 3
/N
SIS 1 P75, AGS)-2-(4-98-3,5- — F JE 38 )-4- 1 3 3 B4 3)-2,4,6,7-PU & -SH-FH PR 3[4, 3-

cbrE-5 R BT Bs (R 1.4-AD (50 mg) 9 RS 2ILAED 3(63 mg), ESI-MS(m/z): 855.4[M+H]*;
HRMS(m/z): [M+H]" Caled. for C47HsiN10OsF: 855.4101. Found: 855.4100. HPLC f£ & 1d]: 19.101min.
SEiEBl4: 1-((S)-5-(5-((S)-2,2- = FE: JUS - 2H-ME Mg -4-3)-1-((1S,29)-2- - 1-(5-FAR-4,5-=&-1,2 4 BE
'3'§)m§)-1H- “gl %‘2‘%)'2' (4'ﬁ'3 95': EF%%E)""' qﬁlg_4 95 9697' lmﬁ-ZH- mt@# [4 ,3-C] %%‘3'5)'3'
(4-9R-1-FFE-1H-B-S-E)R (e BB

Q
N\
= N
N H
0. >
NH H N (0]
F QT’ (o} ( ha
y NH N—-O
N 4

N
/
BRI 1R J7 7k, DA4-S-1-FREE-TH-T8 M-S CRRIEJA2.1-A) (50 me) A EURHE E16 4 454(53 mg),
ESI-MS(m/z): 859.4[M+H]*; HRMS(m/z): [M+H]" Calcd. for C4sHasN10OsF2: 859.3850. Found: 859.3843. HPLC
PREGIT IRl 18.912 min.
SCHEM 51 3-((19,29)-1-(5-((9)-2,2- = FEE U &L 2 H-MEWE-4-3)-2-((S)-3-(3-(4-9R-1- I - | W WeE- 5. 5 2- AR
DR RE-1-38)-2-(4-9-3,5- Z LA B )-4- 1 B5-4,5,6,7- DU -2 - WL B[4, 3-c | WL RS- 5-35%8 )- 1 F1- VB -1 - 2 )-2- Y
EHWE)-1,24-BR-5AH)- B (EW 5 MER
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b C NH
N-Boc stem Stepz AQ

.
F \[’\) N Y\) I v NYO
/N /N ﬁ—o
N
/

BB—: (S)-1-(4-3R-1-FF 2 -1 H-T| M _5-5E)-3-(2-(4-$R-3,5- I L BE)4- I 3£ 4,5,6,7- U] &5 2 H- W s
[4,3-c Mt 3 -3 ) e gt - 2- T 1Ry 6 B

HY(S)-3-(3-(4-57e-1- F 35 - 1 F-P)| -5 35 ) 2 LA IR e b -1 - 322 )-2-(4- 33,5 — R B S )4 F B2 4 6. 7- 1
S -SH-MEMEFF[4,3-c|ERE-5-RIR AU T B CPIAAR 1.5-A) (66 mg) Tl — S 5E(10 mL)MAFIBEE A, A=
BOMG mL), REMTERMRE. RNERE, BEARSE, HaAEER > Badith (CEF R H
FE=10: 1), BFF=¥(50 mg), ESI-MS(m/z): 492.2[M+H]*;

BB AW S HER

B 5-((S)-2,2-— F FE VU S -2 H- Mtk IR -4-F5)-1-((18,28)-2- F 3E-1-(5- 5848 -4,5- —F-1,2.4- 8 — W 333
F)-1H-15|WE-2-3R (93 mg), 71=uNN FFEFRRZG mLMAZIBEMA, A HATU(125 mg), = ZB%(56
mg) NG — 1Y (54 me), =i FHEE 6 /NN . RNEEHR)E, RSN INK@0mL), HH LR LERGO
mL*3)AE, SIHEHAM, FHIKRER TG kg, Mg Ersaith (& . FEE=20:
1), BEEY 5022 mg), ESI-MS(m/z): 885.4[M+H]*; HRMS(m/z): [M+H]" Calcd. for CsgHsoNoOsFa:
885.4006. Found: 885.4001; 'H NMR (600 MHz, DMSO-ds) & 11.80 (s, 1H), 8.25 (s, 1H), 7.58 (d, J= 8.8 Hz, 1H),
7.54 (s, 1H), 7.50-7.44 (m, 1H), 7.40 (d, J= 8.4 Hz, 1H), 7.31 (d, J=5.7 Hz, 2H), 7.27 (d, J = 8.0 Hz, 1H), 6.94 (s,
1H), 5.68-5.63 (m, 1H), 4.39-4.33 (m, 1H), 4.09 (s, 3H), 4.06-4.02 (m, 1H), 3.96-3.86 (m, 2H), 3.66-3.60 (m, 2H),
3.18-3.10 (m, 1H), 3.08-3.00 (m, 2H), 2.90-2.80 (m, 2H), 2.32 (s, 6H), 1.75-1.62 (m, 4H), 1.55-1.52 (m, 3H), 1.29-
1.22 (m, 5H), 1.21-1.16 (m, 7H). HPLC {£ & 5fd]: 20.381 min.
B 6: 3-((1S,25)-1-(2-((S)-3-(3-(3,4-Z&-2H-[1,3FEBR I [3,2-b W5 e -9-3E)-2- S fR-2,3- = &- 1 H-Bk -1 -
H)-2-(4-9-3,5- — FIEE T )-4-F 5-4,5,6,7- T & -2 H-HEE[4,3-c LB -5- 3 FE)-5-((S)-2,2- — B T -2 -k
W-4-3) -1 H-B]Wk-1-38)-2- FRIEFR R 3E)-1,2,4- BB 54 H)-BH (L&MW 6) ERR

SR ST S I 7%, A(S)-3-(3-(3.4- & -2H-[1,31F8W%E I [3,2-b ]| ME-9-F5)-2- AR -2,3- & - L H-IK M- 1 -
FE)-2-(4-58-3,5- T HIFEIRIE)-4-H E2.4.,6,7- DU & -S H-IE W[4, 3-c ] e -5- R T lg (P El4A1.5-B) (27 mg)
N ERR F1L S Y16(43 mg), ESI-MS(m/z): 907.4[M+H]*; HRMS(m/z): [M+H]* Caled. for CsoHsiNioOF:
907.4050. Found: 907.4058. HPLCEEAIIIA]: 22.250 min.

B 7: 3-((1S,25)-1-(2-((S)-3-(3-(3,4- " &-2H-[ 1, 3FERR H:[3,2-b 5] M -8-3)-2- S fR-2,3- 4 - 1 H -k -1 -
H)-2-(4-9-3,5- = FEEE)-4-F H-4,5,6,7- T8 -2H-ME B [4,3-c L BE-5-FRFE)-5-((S)-2,2- = FF Z JU & -2 H-ME
WRi-4-2) -1 H-W5] - 1-3)-2- R IR 3E)-1,2,4- BB S(4H)-B (LB D AR

0

Z SIS 75, LA(S)-3-(3- (3 4- " -2H-[1,31HEBR FF[3,2-b 15| -8 )24 AR -2,3- - LH-BKME-1-
F)-2-(4-5-3,5- T HIFIRI)4-H H 2.4,6,7- DY -SH-MEME [4,3-c] M BE-S-FRER T B (P aE4AR1.5-C) (24 mg)
HNIE R ELEY7(10 mg), ESI-MS(m/z): 907.4[M+H]*; HRMS(m/z): [M+H]" Caled. for CsoHsiNoOsF:
907.4050. Found: 907.4044. HPLCAEEEfIa]: 22.262 min.

SEHEB 8: 3-((1S,2S)-1-(2-((S)-3-(3-(2,3- =& -[1,41FBIBE 3 [2,3,4-hi | WG] ME-8-FE)-2- 8 AR -2,3- & -1 H-DKIE-1-
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3)-2-(4-9-3,5- R E)-4- 5 -4,5,6,7- T & -2 H-MEE[4,3-c L WE -5-FR 3K )-5-((S)-2,2- — I ZE U -2 H-WE
W-4-28) -1 -5 - 1-3)-2- R IR TR ) - 1,2 4 B —E-S(4H)- TR (LB 8O HIBRL
Q

(o]

ZRRSFERISHI T, PAS)-3-(3-(2,3- & -[141%EME 1 [2,3,4-hi V5| ME-8-3E)-2- 58X -2,3- & -1H-IKME-1-
FE)-2-(4-5.-3,5- W FE I )-4-FF 5L -2,4,6,7- VU S -SH-ME PR IR [4,3-c ML e -5- R IR AU T g (P [E]441.5-D ) (30 mg)
N ERHE E1L S5 Y78(42 mg), ESI-MS(m/z): 893.4[M+H]*; HRMS(m/z): [M+H]* Caled. for CasHaoNioO6F:
893.3893. Found: 893.3884. HPLC{#EEMf[A]: 20.210 min. 'H NMR (400 MHz, DMSO-d6, 80°C): W.FE2.
SEHER] 9: 3-((1S,28)-1-(5-((S)-2,2- = FEE JU -2 FI-ME I 4-F8) )-2-((S)-3-(1-(4-98-1- F - 1 VB e -5 -3 )-5- 4K,
£R-1,5- 2% -4H-1,2 4-= R -4-FE)-2-(4-98,.-3,5- — FA LT )-4-FFE-4,5,6,7-T & -2 H-NE M [4,3-c R -5-53%
FE)-1 8| Wk-1-38)-2- F IR THE)-1,2,4- B 54 H) - (LEW9) KEk

Q

RSB SI 75, LAS)-3-(1-(4-98-1-F 5E-1 H-P5[E-5-58)-5- 58 40-1,5- “ & 4H-1,24- = M-4-J8)-2-
(4-58-3,5- - F R AL 4-H 2,46, 7-DU S-S H-IL M I [4,3-c L e -S- R A T g (R IAMALS-ED (42 mg) A&
RS EIL & Y9(13mg), ESI-MS(m/z): 884.4[M+H]*; HRMS(m/z): [M+H]* Calcd. for C47H47N11O5F2: 884.3802.
Found: 884.3812. HPLCEREA A [H]: 20.090 min.

SEHE 10 3-((1S,25)-1-(2-((S)-3-(3-(1-FR P-4 -9 - L H-VB| k-5 - 2- 4R -2, 3- - 1 -k -1 -3 )-2- (49
3,5- T HEER)-4-F3-4,5,6,7- 1] &-2H-ME IR [4,3-c [ e -5-FR 3 )-5-((S)-2,2- I SE DU -2 H-WE g -4-3) -
1H-W|B-1-38)-2- IR K #)-1,2 4B -5(4H)- B (LE% 100 KIER

0,

R
4~

SRS ST, PA(S)-3-(3-(1-FA P 2 -4- - 1 H-P5 -5 - ) - 248 AR -2, 3- — - 1 H-BK MR - 155 )-2-(4-
P35 LRI -4-F 32 4.6,7-DU S -SH-T P[4, 3-c ML E-5- R PR AU T BE (hIEIA1.5-F) (250 mg) Ak}
231510196 mg), ESI-MS(m/z): 909.4[M+H]+; HRMS(m/z): [M+H]* Calcd. for CsoHsoN19OsF2: 909.4006.
Found: 909.4008. 'HNMR (600 MHz, DMSO-ds, 60°C)45 % o~ T B 1+ . HPLCAEBE 18] : 21.060 min.
SEHER 11: 3-((18,28)-1-(5-((4S)-2,2- A ZHIF T IE-4-38)-2-((49)-2-(4-9R-3-FF W EFE)-3-3-(4-5-1-FF
PRI M-S - )- 2- S AR IR MR- 1 -3 )-4- FF k-6, 7- — & -4 HH-ME W 3 4, 3-c Iobb e -5 -3 B Wk - 1 -0 ) -2 - FRV B3R PR 2 ) -
4H-12 4B S B(LEY 6D E R
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Y Neo
p \\F
N-O

% :
F Nl ~

F N
ol
N

N

/ 61

WS BIS I 77, LA(S)-2-(3-FRTH 2 -4- 2K 2K )-3-(3-(4- 98- 1- FHY - L H-Pg -5 - 058y -2 AR AR -2,3- & -
LH-BRME-1-3)-4-H 02 4.6,7- DU S-S H-IE eI [4,3-c [ e -S-FRER U T Ba (P 1A1141.5-G)(40 mg) A JE R 5 21k
EY561(41 mg), ESI-MS(m/z): 895.3[M+H]*; HRMS(m/z): [M+H]" Caled. for C4oHssN19OsF2: 895.3850. Found:
895.3846, HPLCRFEEIIE]: 19.834 min.

SEHEB 122 3-((1S,28)-1-(2-((S)-3-(3-(1-FF 75 2 FF 3k -4-9- 1 - PG - 5.3 - 2-8R(UAR-2,3- = 48 - 1 H- DKM - 1 - ) -2- (4-
W-3,5-ZFFEERE)-4-FE-4,5,6,7- IR -2H-MEREFF[4,3-c [IEBE-5-FREE)-5-((S)-2,2- Z R P & -2 H -FE I -4-3E)
-1H-W|We-1-38)-2-F R H)-1,2, 4B 548 ((LEW 62) AR

(0}

F N,
e
Foy-N E

oy T

N/

N

62

SIS SH T7 8, BAS)-3-(3-(1-FRTA 2 FY 2455 - 1 H -5 k-5 ) -2 44K 2,3- & - TH-IR M- 1- 58 2-
(4-58-3,5- - F R L) 4-H 2,46, 7-DU S -SH-ML R (4,3 -c b e -S- R BR AU T g (P IR4AC1.5-HD (50 mg) A&
RS EI1L &162(40 mg), ESI-MS(m/z): 923 4[M+H]* HRMS(m/z): [M+H]* Calcd. for Cs;Hs:N19OsF2: 923.4163.
Found: 923.4170. HPLCLREHETE]: 21.515 min.

LHER 132 3-((1S,2S)-1-(2-((S)-3-(3-(1-FF P Fe-4- B k- 1 H -] k-5 %) - 2- (AR -2, 3- & - 1 H- DK 1 -3)-2-(4-
$-3,5- I EFEH)-4-F He-4,5,6,7- T K -2H-MEBEH: [4,3-c] b B -5- 33 )-5-((S)-2,2- 3 P, -2 H - WL I -4-
) -1H-WWE-1-3)-2- IR )-1,2,4- B 54H)-B (&9 63) HIERR

(o]

Rge
s

SRS, LA(S)-3-(3-(1-FR A 2E-4- - T H-1g - 533 ) 250 4X-2, 3- - TH-BR IR 1-2)-2-(4- 98-
3,5- IR IRIE) 4L 2,4.6,7-DUA-SH-IE ML IR [4,3c 1ML BE -SSR ERAU T B (RIEIR1.5-D (83 mg) N EEHF
Fk &7163(82 mg), ESI-MS(m/z): 905.4[M+H]*; HRMS(m/z): [M+H]* Calcd. for Cs;Hs3N19OsF2: 905.4257.
Found: 905.4266. HPLC{REE S [E]: 20.586 min.

LHER 14: 3-((1S,2S)-1-(2-((S)-3-(3-(1- 3R H - 7-FF -1 H-B| e -5- 3 )- 2-4AX-2,3- 48 - 1 H- K- 1-38)-2-(4-
W-3,5-ZERER)-4-FH-4,5,6,7-TUS-2H-HEEH 4,3 JHETE-5-FREE)-5-((S)-2,2- Z F 3 P &.- 2 H- WL A -4-
) -1H-W5W-1-38)-2- IR 3E)-1,2 4-TE—E-54H)-B (6B 64) HIERR

H
< N._©O
o \*f

N-O
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ZS S, LA(S)-3-(3-(1-FR T 2 -7- 5L - L H- Mg R -5- 8 )-2- A AR-2,3- & -TH- K MR - 1- 25 )-2-(4- 38t -
3,5- THIFE AL -4-F 32 4.6,7- DU S -SH-MEME I [4,3-c L IE-5- R R AL T B (PIAA1.5-1) (140 mg) A JERHE
LA P64(130 mg), ESI-MS(m/z): 905.3[M+H]*; HRMS(m/z): [M+H]* Calcd. for CsiHssN10OsF: 905.4257.
Found: 905.4251. HPLC{RBEHTIA]: 21.285 min.

SR 15: 3-((1S,25)-1-(2-((S)-3-(3-(2-FF A 2k F 2 -4- 95 -2 H -5 e -5 - ) -2 -4 AR-2,3- = 4 - 1 - DK R 1 -2 ) -2-
(4-9R-3,5-ZFEEH)-4- FH-4,5,6,7- 1 & -2H-HEEEH [4,3-c[HEBE-5-FREE)-5-((S)-2,2- Z FF 2 U &, -2 H- B g -
4-F) -1H-15]We-1-58)-2- IR 5 )-1,2,4-BE _ME-54H)-B (LB 65) HIERR

(o]

N
. s
L0, 15
F N S < N (o]
BV e
N\ e
<{7 N 6

SIS ST T7E, LAS)-3-(3-2-FR P E-4- 9K -2 H- B k-5-28)-2- 8 AR-2,3- 4 - 1 H -k ik -1-38)-2-
(4-9R-3,5- " I ZE T )-4-F 3E-2,4,6,7- P E-SH-HEREIF[4,3-c HHENE-S-FRIRBUT B (1 IE)141.5-K) (3.71 g) N JE
RAF R A65(5.22 g), ESI-MS(m/z): 923.3[M+H]*; HRMS(m/z): [M+H]* Caled. for Cs{Hs:N19OsF2: 923.4163.
Found: 923.4169. HPLCH#£EE I [A]: 20.656 min. 'H NMR (400 MHz, DMSO-d6, 80°C): JLIZI3.

23 ) AR S S 5] B 4 g i, /ERES G Srik g A A o ik, IR SR T I R &, S5k
R FRAEHAE R

HARH, ZWSciaf] 1, F/aiss &Sk ic B &7k, fIEEE TRtk e, a0 KRR
PR

i “itt ESI-MS(m/z)
11 0 839.4[M+H]"

IN\
:é}N T
OYNH ﬁNYH\fO
(o]
NH \-0

4
N

oy

/

12 839.4[M+H]"
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13 827 4[M+H]"
m 839 4[M+H]'
15 827 4[M+H]"
16 840 4[M+H]"
17 828 4[M+H]"
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18 853 4|M+H]"
19 899 4|M+H]*
20 899 4[M+H]"
21 939 4[M+H]*
22 887 4[M+H]"

A, BISIRG S, FUEL & SCRe R BIR 6 7, BAE) T I LA, G RS OR
T

EEEETES | ESI-MS(m/z) |
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23 897 4[M+H]*
24 897 4[M+H]*
25 885.4[M+H]*
26 897 4[M+H]*
27 885.4[M+H]*

65

Ascletis EX2004
Page 67 of 108



WO 2025/131043 PCT/CN2024/140920
28 898 4[M+H]"
29 886.4[M+H]"
30 911 A[M+H]"

HARML, WS 9, A/slis & STk ic 8l &7k, SIS 82 TN a, 45 RRIEEdE N

T

e [GHR ESIMS@/7)
31 0 882 4[M-H]"
,N\
:é}u s
0 N " N H (o}
F Y )Y 0 ﬁ\( b
N N-O
7
N\
N
/
32 5 870 4[MH]"
IN\
F N/ I \
Y o I F
7 N-O
N\
N
/
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33 882.4[M+H]"
34 870.4[M+H]*
35 882.4[M+H]*
36 870.4[M+H]*
37 883.4[M+H]*
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38 871.4[M+H]"
N
F N
E N
0
N\/
N
39 896.4[M+H]"

HAAdh, ZWSCifl 8, R/ & crkhic sl & 7%, #l&e 3 F i e, ik R R

¥

Ins ZERg =0 ESI-MS(m/z)
10 0 893 4[M+H]*
N
F%}N’: [
o N %HYO
(o]
N \-6
N 4
Y
o]
41 911.4[M-+H]*

LE

HAkls, ZWSEH] 10, M/BE5 & SO IC B #0575, &858 7 reay), S LSRN

EEER LS

| ESI-MS(m/z) |
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2 921 4[M+H]*
3 907 4[M+H]*
v 0 895 4[M+H]"
15 907 4[M+H]*
16 895 4[M+H]"
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17 907 4[M+H]"
13 895 4[M+H]"
I 908 4[M-+H]"
50 896.4[M+H]"
51 942 4[M+H]"
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52 943 4[M+H]"
53 942 4[M+H]"
54 942 4[M+H]"
35 930.4[M+H]"
36 931.4[M+H]"
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57 930.4[M+H]"
58 956.4|[M+H]*
39 923 4[M+H]*
60 937 4[M+H]*

W 1. FHEEFERRR

{# Fil GLP1R-cAmp-Luc 401, 5 32L& 0% GLP-1R [F3E01E . 1) il DMSO #2186 &4,
TR B E RN AW . MY DMSO ¥ EH s EHRIR N 10mM (W, ATl
ZRWEYIH DMEM 85752 (i, Puromycin®, Hygromycin B*) W& EALHIRE 1250nM, 5 &5
AR 3L 7 MIRFERBE . 4 FH 1 BE 96 FLABMIRE 771, K GLP1R-cAmp-Luc 401 1x10%/mL % FEHEF+,
AL o0uL ML B KA EMIKATS 7 MRERERILIN 10uL, 2l &Y sEhs TAERMMIRE S
125nM, 418 T 37°C, 5%CO, UM 348 4hs 2) &L 100uL £/ PBS #F % 300pg/mlde
ZH A, TAEIREAN 150pg/mL, =R E 30min; 3) AL IIEEEFIRIL (PerkinElmer, Nivo) 547
KRR HEM RS S {8 GraphPad Prism ERT 5 GEBEITALEE, 15 ECso {Ho

AR HRINA YR B IFH GLP-1R #Eh e, RIE &9 B /N T 55T 20nM 3305 P (ECso s
FRELAEDEA /N TET 10nM HEEITEN (ECso, FMIERMEMEEG /N TET 5nM HSshistE
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(ECso), HEREHLEWHEA/NTET 20M BBEEhENE (ECso), EMEMUEGWHRA/NTET InM 1
BahiEtE (BECso). IS RIS L R FRFTR.

HEWRST | BEEHE (ECso: nMD HEDHRT BEHE (ECso: nM)
1 A 6 A
2 A 7 A
3 A 8 A
4 A 9 A
5 A 10 A
61 A 62 A
63 A 64 A
65 A LY35029770 A

HVE: A fRFE EC50<10nM.

W 2: DARARGRAE
RIEBNYI: ICR /NRMENE, 22~25 o)l B AL st 4@ R B L B ARG R A 7
ISP IR: ICR /NRAREE KN E B 4 T2 AW, 1E4525 5 min(fU#HK)s 15 mins 0.5hs 1 h. 2h.
4 h.8h.24 h.36h.48h. 72h AN RAMAFER, B0 3 M3, LC-MS/MS ¥t &2 %, K Winnolin
AT SRR Cly IR 2] Trp. WERHA] Tmax. WEIKE Cmax. 25 aH4E FHEIA AUC %2502
kIR 2 mg/ke; DHREBFE: 10 mg/ke.
W Jrik: RAEAVELRITLE)S, LC/MS/MS RFEHT &= 01T,

AR S R A I R D IR 25 R, RBIMEL AP0 PK 2500 B FRBHIH, 5 LY 3502970
L, BAEGRZRSI R, R, B O R it g

iv (2 mg/kg) po (10 mg/kg)
{Jﬁﬁfl:% AUCinf Cmax Tmax (h) AUCinf
(h*ng/mL) (ng/mL) (h*ng/mL)
8 7706 5377 1.33 41197
TE: 24h FIRTIIETR
S iv (2 mg/kg) po (10 mg/kg)
fl:% Cl AUCiuf T1/2 Cmax Tmax T1/2 AUCinf F
(mL/h/kg) (h*ng/mL) (h) (ng/mL) (h) (h) (h*ng/mL) (%)
10 92.7 21599 10 8197 1.67 |9.56 103132 95.5
e 72 /NI A5 AR .
iv (2 mg/kg) po (10 mg/kg)
W& Cl AUCins Ti Cmax Tmax | Tiz AUCins F
(mL/h/kg) (h*ng/mL) (h) (ng/mL) (h) (h) (h*ng/mL) (%)
10 102 19736 7.14 8197 1.67 | 7.77 95629 96.9
e 24 /NEF RS I 45
iv (2 mg/kg) po (10 mg/kg)
&Y AUCins Coax g4 AUCint
(h*ng/mL) (ng/mL) max (h*ng/mL)
61 7077 5103 1.00 42906
e 24 /NIRRT 25
iv (2 mg/kg) po (10 mg/kg)
& AUCins Cinax Tmax (h) AUCins
(h*ng/mL) (ng/mL) (h*ng/mL)
41 7207 4557 1.67 43702
e 24 /NSRRI Z5
73
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iv (2 mg/kg) po (10 mg/kg)

W& AUCins Cinax Tmnax (h) AUCins F
(h*ng/mL) (ng/mL) (h*ng/mL) (%)
65 17341 7807 1.67 85040 98.1

e 24 NIRRT £ R
iv (2 mg/kg) po (10 mg/kg)

/pﬁ/ﬁ\ffhj AUCinf Cmax Tmax (h) AUCinf F
(h*ng/mL) (ng/mL) (h*ng/mL) (%)
LY3502970 10268 2660 1.17 23822 46.4

VE: 24 /NIRRT 45

R 3. KRAERGRRAR

SLEEN: SD KEMENE, 20~25 o) 5 AL s gE s R L L i s R A IR A F .
R SD KREREFK. EBA T2 MEY, £4487. 15min, 05hy 1hy 2hs 4h, 8h, 24h
REPRAEMAES, BOaSEiME, LC-MS/MS KAk &0k &, KA Winnolin A% 122 34 Bk 2 2 1
T1/2. VEMFE] Tmax. IR Cmax. 25074 TR AUC 2245055
k. 2me/kg, UHRIE B FIE: 10 mg/kg

AR S EA R D RG ZMEae, R~EMEIL &Y IO PK 80507 FRB AL, 5 LY
3502970 FHEL, EAFEHRIZE) 2R, R, B R IR I At

&Y Cumax Tmax T AUCins
(ng/mL) | (h) (h) (h*ng/mL)

8 2947 2.0 3.86 24500

65 3190 3.33 7.47 31480

LY3502970 | 1006 2.0 6.86 9190

HEH4: DIO C57BL/6 hGLP1R/M R MR EZ M5t
L5 H i FIFEX SRS PAT LY 3502970 1€ 0.3mpk 7 T H#E B 45 T HERE/N B Dok 22 24 2%
2R3

Zh¥) CMJg: C57BL/6 NJEALEZERE (hGLPIR) /MR ;

BRI 6 FHWE: TER: MEVE NSS4 A e e
Tkl (60 keal% Fat), HHATREEES AT 12 F, shipik=EILT)

40g VL .

3% A
H | &4 | A YR | BB | S| BR
il H i KR4 |4

%] | mg/kg | mg/mL | mL/kg | 75 | 4

Y| x| &

ot
G1 | Vehicle 5 (o 0 5 ig | qd | 10%  DMSO+10%  EL35+15%
Gz 110 3 103 0.06 ig [qd | PEG400+65% (100mM HEM-NaOH
G3 | LY3502970 | 5 | 03 0.06 e [qd | 2l pH=10)
E: g URER: qd REBER—K.
4R35k

LZRTRE /N R, FRE R H AR — R (AN EERRAERD R, KIERENES &0/ R
FEHp.

A5 H [ 52 I 18] s A /N BRAR R, /N AR AL R, & 5 /N RARYE 7 415 DL IR DL R L 45 7
FHRLZ59) -

HS D ROEE, HEARERE, .
5. RIREER: EESLHE 18 K5, M4/ RAEEARLEIITEHI 04T, ML Vehicle 4, Ak G
W10 BUAS T B ERMREZE (WEY 10 P IR E K Z54-20.2%, p<0.001); AHLL LY3502970 4
(LY3502970 B3R E K Z-151%), AKALEY 10 B T BF BFRMBME R (p<0.05).
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TEIEBEL 255 20 KIG, WHH/NSAREERIT G041, AL Vehicle 4, A ZHILAP) 10 B
57 SEFMRHIEEZ R LAY 10 TR 18K 3 H-20.3%, p<0.001); A1 EL LY3502970 41(LY 3502970
FIP IR B K -15.7%), ARLEY 10 IS T8 E HAR IR E R (p<0.05), 1A 18K ik LA

4.

WA 5: X hGLP-1R #EF/NREESFFHEHNE PGTT) HAHR
1. I HM: KA hGLP-1R 3 E: /N R B 46 T ARFIE 2R EWIE, 8 2R/ R
TR BUAT i AN [ AR ] LR P S0
2. R C57BL/6JSmoc-Glp1rem2hGLPIR)Smoe /N 63 - Jfd:, 239 fiA5 .
3. R WIETFIRRIEE @ ASEK 16h Ay, e /NRIERRIUNE(E, SR FBEML 2015 H Bl g Fi /)y
SR E G st oy, AT H.
4. RIS T HEMNEB S TZANEY, HEAEFIN 10mLkg, EEAEE (vehicle) H[FAIRIFI%
R T 2.5% DMSO+10% Kolliphor® EL+15% PEG400+72.5%( 100 mM H 2 #R-NaOH & #H3i , pH=10),
#5245 5 60 min KR /N RAR FL 1% 2 g/kg MEETEST Gip) BATREETL VESHMARUN 10 mikg, WEARER AN
0 . TYRERI M EAHEIG 15, 302 60 A1 120 min 0 5 ML HE(E
5. BARSHW T

= FIE | BTHRE | HBER
H5H L) s me/ka | mg/ml mL/kg BEHFR | BBEHAR
Gl vehicle 6 0 - 10 ig. HLR
G4 &4 10 6 0.05 0.005 ig. AR

6+ RILE R
MR MAE R SR, 78 0.05 mg/kg FIE T, L&Y 10 HF/NRBEAAS 15, 304 60 AT 120 min [fil
PHE 2 RS, BT vehicle 2 (P<0.05, P<0.01, P<0.001), MpEghss FHATESERE R, 5
vehicle 2 ELE:, 154 10 2H/NBHE 64T 5 AUCo 120min G i & PR (P<0.001), Z5 R U RATR.
T2 AUC(mmol*min/L) (Mean+SD, n=5)

BFA) fS(min) | G1 G G4 (4b&4710) 0.05mg/kg
0-120 1790.5+176.4 949.6+87.6

RIH 6: X 44 LR BEEAE F I 22 0PGRS

L iRES H 1 ANBI 8 E R A O VR IR 22 48 6 75 2% A T 5 32 LA J 2 o Y6 B 7 RO R
TEARANR I B 2T ACFASI T 23R B IR BN 44 NS RBEIER, AR 32 &5 i
B R 5B BOE PRI E I = AR AR DG 22 4

2. B ZRNEY 10 (IR fE—IRE 10 uM (Eta BS07EH FIHRR 9 12 pMD B,
RrIURE 44 ANEL RS &L THIE FHEOEENTER

3. WREPER: B BUN HERCAR T S SR IS AL A6 23 4~ GPCRs (ADORA2A. AlphalA.
Alpha2A. Betal. Beta2. CB1. CB2. CCKa. D1. D2L. HIl. H2. op-delta. op-kappa. op-mu. MI.
M2. M3. 5-HT1A. 5-HTIB. 5-HT2A. 5-HT2B Al VIA) . 8 M Fi#iE (nAChR-Alpha7. Cavl.2
(Dihydropyridine Site). GABAA (a1B3y2). hERG. NMDA (MK-801). 5-HT3. Na*fl Kv) . 3 Mgk
(DAT. NET 1 5-HTT) PAK 2 MZ3ZE (AR Fl GR) KIS &1E . A5 S35 184k &%t
Eta 2R BN IESUEH . RSN SR ISZ IR AR 7 A B R 520 .

4, IR

FEMRIRSE 10 uM B, LA 10 FE5—RE 10 uM (Eta BEa07E H RIBRIR N 12 uMD 1, Xt 44
AL U A G EERIER 6|3 <50%) SEEIMER (MEhE<50%) .

FEMHERIRE 10uM I, LY3502970 %} Ca?*-L.SHT2B Fl op-delta H.A 2 FF flFmiil/E F G 2>50%)
A BB 2 5 DA O AT 1 JE B XU

PLE, AR IR et 7 sCHEAT T 3. B, ARIARE T BRI A AEA K PIFRE
MFENZ A, P Ef e, SRSk, St WA SERLHKNRIEE A,
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" F E R
1. X (D P&, HorR R, BAR iR eiZy s E 2.
(R%)m (R®), (R (R%,

|—1L2 L3

Lg Lsxy R’
I

Lsys f

(R®%)q
@O

He,

WA EE Coas RIS, 3-12 UM I, Cora 725 5-12 TUAR T HE;

B EH 3-12 JGAI . Coua 735, 5-12 Tt 052

W CIkH 9 JuRMIIE I 5

U DIEH Coas I, 3-12 TUARIREE, Cora HEE. 5-12 Juge Iy 2,

W EIEH Caas BRI, 3-12 JUARIEE. Cora HHE. 5-12 JUAE TS

RO BRI BN MO % &L IR X3, ARdE. SR, Ik, SidE. JUE. AACEE. -ORY. -S(O)R?.
-SOx(R*).-C(O)R?L, -C(O)OR?L, -OC(0O)R? . -N(R*!)R?) -C(O)N(R*)(R?) -N(R*)C(O)R?2, -S(O)N(R*)(R*?).,
-SONRMR?), -NR*HS(O)R2, -N(R*HS(0)R?2. FUEMH —AEEA (a1, 24, 34 40 54
6 M 7 NEL8 A REBHURILL R ] Crekidt. Cre bt Cro &, Coolfidh. Cog I, Cao 3
KERE . 3-10 UM, Cora H2E. 5-12 TOR 52

WA R SEATATEREN E T — Y BT IE BT 3-10 JTOARM B BT IR 5-12 o 55, Ak
(IR B IR R BB — M A (B, 2 . 34, 4400 54 64 7 NE 8 ) HEE .
OB EAE. WA, S, FUE. AAREE. CrebtdE. CrebtfA e, CowoMbtsh. 3-10 JLARIFEE, Co
14 77 3R 5-12 TR J5 FE I 5L A UG

R R BECH U 43 B 7 0k 5 2 i ARIERBURII BL N ] CrebidE. CreSifiAE . Coo Mtk
CosHRIE. CaroIhfedt. 3-10 JUAIIE . Cora 555 5-12 JUA4I7 R FTRATIR B FR A A S — A
WMEA B, 24080 34 4400 54 64 TAEL8 ) IBE R AR, Ak, AR, SEE. EUEE.
B, Crekidt. Cre iRt CoslhidE. Cos BB, Cao Pkt 3-6 JUAMIEE, K. 5-6 U5 AN
HUAREE i AU

R® BN MO AL . K3k, AR S, k. SR, #/UE. AU, R¥. -OR™, -
SR*. -S(O)R*. -S(0),R*. -C(O)R*. -C(0)OR*. -OC(O)R*. -N(R*)(R®). -C(O)N(R*)(R»). -N(R*)C(O)R>.
-S(ONR*)(R®). -S(0)NER*)(R®). -NR*)S(O)R¥. -N(R*S(0)R>;

R, R® BECH U 73 B Lk 5 2 i AT BRI BL N 2] CrebidE. CreSifAE . Coo Mtk
Coo ML Caro I fidt, 3-10 JLAM I Cous 5. 5-12 JUFTI5 RS FTRATIE B2 AR A B — A
WMEA W, 280 34 4400 5. 64 TAER8 ) IR R, AR, Ak, AR, HEE. wEE.
AR, Crelidt. CreftB L. Coslhidh. CoohhAt. CarFRkERE. 3-7 JUAFRFE. I, 5-6 TTASEN
B S e B

ROFECH PN M7k B . R, R 248, 2k, ik, sk, S, sUReBRrILs
TEM]: Crebifh. Crolifi A Crolilidh. Coolfith. CooHFE. CaroMbiFE. 3-10 LA, Cors 7
B 5-12 TR DA TR B R FE R A S I B ) — N E A (B, 248 34 4485
A6 TAEL8 AN ATEUAL R B ML g R ATEUAN

B R S EATATERM R T — AT IE BRI 3-10 LA ERESATEREURT 5-12 o5&, Arik
(IR B IR R BB — M A (B, 2 . 34, 4400 54 64 7 NE 8 ) EE .
OB EAE. A, SR, JUE. AAREE. CrebtdE. CrebtfAEE. CoooMbtsh. 3-10 JuARIFEE, Co
14 77 3N 5-12 JOA% J5 FEI 5L A U

ROVAE B ST ik T B FBRAE . B AR, SR, FUE. EAQEE. R, -ORP. -SRY2,
-S(O)R2, -S(0):R"2, -C(O)R"2, -C(O)OR??, -OC(O)R?, -N(R"?)(R"?). -C(O)N(R?)(R?®). -N(R*?)C(O)R?.
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-S(O)N(RP?)(RP). -S(0)N(RP?)(RP?). -N(RP)HS(O)RP. -N(R*»)S(0)R?;

RP2, RO}GICH B 43 ) 7 ik B & T AREBURAT LA R 2R Cre bl Cre bt S Cog Mt
CooBRIE. CaroBhfedt. 3-10 JCAIFIE . Cora 555 5-12 JuAeI5 5L, FTRATIR B R R A AR sl — A
WMEA B, 2 3 4 54 6 TAES ) IEE R, ik, JAE. HAE SAE. FJUE.
EREE. Cishidt. CrelEIE. CoslfifE. CosMIE. CoroAkERE. 3-10 JERMEE. Cona J72E. 5-12 JUH
7 5 ) R A T A

Re BRI BN AT Mk H AL I 3R, Fedd, k. AHAE. FiAE. EUE. AMEE, BURIREURRILL
TEM: Crebidt. Creltfit. CrelihZdt. Coslfidl. Cos . Crio bt 3-10 LRI EE. Cors 5
B 5-12 AR Ak AR U F8 AR RS UL B ) — M ez A (ltn, 240 34 4405
AL 6 TAEC8 A ATHUAL S B AT A R I

B RE S ENTITERN R T — & AR 3-10 ORI EESUTIER B 5-12 Jode 05 5, Frik
IR B TR R BB — A (B, 2 3 4400 SA 64N 7AE8 N EE
. RAE B AR SE. JAE. EMRE. Cuelii. CehtfE. CroIPliss, 3-10 JTHIAE. Co
14 5 A 5-12 JUAR 5 FE I R (A1 T LA

ReVERIR B STk F AR, 3R, FRAE. &R, AR AR, FUE. AU, R, -OR2, SR,
-S(O)R%, -S(0)R2. -C(O)R%. -C(O)OR®, -OC(O)R. -N(R)(R3), -C(ON(R?)R?3). -N(RHC(O)RS,
S(OINR(RSP). -S(0)NRARP), -NR2S(O)R, -N(R)S(0):R;

Re2, RS GRCH B 23 SR M B & I AR R LA R 2] Crebifh. Cre bR Coo Mt
CosBIE. CaioPRhERE. 3-10 JUIIRIE . Cora 5HE. 5-12 JUARTTHE; FTIRATIR B $8 A4t IR E sk — A
WEA I, 240 34 400 54 6 TAE S A A ZE. Bas. &A. A, I, FH&.
EREE. Ciohidt. CreliE A, Cosliift. CosBit. Coio Ik, 3-10 LM E. Cons 72, 5-12 JUk
7 FE B A T AR

RGEERCH PN M7 e B A . X3 Ak, 0k, Ak, ik, sUk. FAUZE, -ORY. -S(O)RY,
-S(0)%R, -C(O)RY, -C(O)OR ., -OC(O)RM, -N(RM)(R?). -C(ON(RHR®) -NRMHC(0O)R?. -S(O)N(RI)(R?)
-S(0)RNRMYRD), -NRMS(O)RZ, -NRMS(0)REZ, FEEY —ANEZA (Fl, 24, 34 40054
6. 7AE 8 AN REIRAILL N R : Crekidh. CistEIE. Cro i, Coslfizt. CosEE. Cio B
JEAE . 3-10 JUARIRIE. Cona 5AE. 5-12 JuAR 734,

B RO S ENTINEEN R ¥ — &R SRR IUCE 3-10 JoRMEE. (B 3-7 o b s fik
AR 5-12 JuaR 05 2, Frid AR B PR AR A BB — AN sz A (oll, 240 3 44 54 64
TAES A EEI. R FRiE, &, A, Sk, JUE. AR, CuebtsE. CrelidEE. CaoMibt
FEL 3-10 JUARFREE . Cora 77 5N 5-12 JUI% T7 FE R 2k [ I BUAR

RY, R AEIHBU 43 ) o7 ik B & s ATIERBUR I LA R B ] Cre bt Cre i S CogMfiFE,
CosBIE. CaroPRhEdE. 3-10 JUIRIE . Cora 5 5E. 5-12 JUARTTHE; FTIRATIR B $E A4 B E s — A
BWEA I, 240 34 400 54 6 TAE A A E. ik &E. A, FAE. FA.
EREE. Crelidl. CiehiE. Coelidh, Cos . CoieAbTEE. 3-6 JUAINE. FRHE. 5-6 U5 HM
B S i B s

REFFHH B MO I B A T, =3, PR, 2. M. Zidk. s, HAE. R4 -ORH, -
SR, -S(0)RM. -S(0);R%. -C(O)R%. -C(O)ORH . -OC(O)R%. -N(RH)(RS). -C(O)N(RH)(RE) -N(RH)C(O)R%.
S(O)NR¥)RY). -S(O)NRM)RY). -NRM¥)S(ORE, -N(R™)S(0):R%;

R, RO IR H BB 43 Ao bk B & s ATIERCARI BL R Cre bidE . Cre i EE Cop it
CosHIE. CaroPRbERE. 3-10 JUIIRIE . Cora T HE. 5-12 JUATTHE; TR B $8 £t B E s — A
WMEA W, 2 34 440 5. 64 TAER8 N IR R, AR, Ak, AR, HEE. HUE.
FACEE. Crekidt. Cre R, Coelfizh. Cos Wi, CarFfdh. 3-7 JUAIIE. K. 5-6 JUARTTHA
AR S i A5

Re BRI B MO Mk AL . 3R, R, SR AR, Fidk. R, EAUE. -ORel. -SRel. -
S(O)Re!. -S(O)Re!. -C(O)R¢l, -C(O)ORe!, -OC(O)R®!. -NRHR?). -C(ONRHR?). -NRHC(O)R.
-SS(ONRH(R?) « -S(O)RNRHR2) . -NRDHS(O)RZ . -NRHS(O)R?. -C(ONRHS(O)RNERHR?) . -
C(OIN(R®HS(0)1R2, -P(O)RHRZ, ML —PEZA (B4, 2 34, 440, 54 6. 71ES
A REIMARILL IR Crebidts Cre i, CrelihZat. Cosliit. Cos Bt CooFbTEE. 3-10 70
FIEE. Cors H2E. 5-12 JUH 7 AL,

AN Re 5 e TAT 0 SR — T AR AR 3-10 JooR M B BRI U 5-12 T 05 2%, ik
{RIE B AR R EURE M — a2 A (an, 24 34 4 5 64 7hE8 ) A,
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OB, Ak, A, SR JUEE. FACEE. CrehtdE. CiehtAEE. CoooMpikE. 3-10 oM AL, Co
14 7 551 5-12 JUAR 5 BE I L A1 T AN

Rel, R BECH B 23 SO M B & I ARIE BRI BL R3] CrebifE. Cre bR Cog Mt
CoeREL. Capo ke, 3-10 JTCAFRE . Coa 535, 5-12 U5, iR B8 AR B Eigk — 4
WEA BT, 2400 34 440 54 6 TAES A IES. KiE. A JAE. AL SiE. &
HL EMRE Crelids, Cie bt Coolidt. CoolEE. CooIMIisE. 3-6 TLHRME. KE, 5-6 U4y
FE Y B R P HUA

R R BN S Ok A R, 2. A S, WA, . FAE. JHAME. R, -OR¥, -
SR, -S(O)R, -S(0):R**. -C(O)R*. -C(0)OR ., -OC(O)R . -N(R#)(R®T). -C(OIN(RH(R). -N(R*H)C(O)R,
-S(ONR)(R=)+ -S(O)NR#)R)+ -NR)S(O)R* . -N(R*)S(0)2R** . -C(O)N(R*)S(O)NR)(R?) - -
C(O)N(R*HS(0):R5. -P(O)(R#)ReS;

R4, RS GRCH BB 20 BT Mk B & s AR BRI LA R 2] CrebifE. Cre bifA RS CogMfiRE,
CooHIE. CaroPRhEdE. 3-10 JUIIRIE . Cora T HE. 5-12 JUARTTHE; FTIRATIR B $8 A4 B E s — A
WMEA W, 2480 34 440 54 64 TAER8 M) MR, AR, Ak, AR, HEE. wUE.
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According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED
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IR E L LTR_EYRIZ R R AT B0 R, ZhIULHE TR Ra; BUR; B #O0E; B H; M1
FRMFLEH, structure of formula (I); LAV FEEH, structure of formula (IV); BAR & #)45F4, specific compound structure.

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

E WO 2025002250 A1 (WAYNE BIOTECHNOLOGY CO., LTD.) 02 January 2025 1-14
(2025-01-02)
description, page 1, lines 28-30, page 10, line 17, first compound, and page 20, lines 5-16

E WO 2025026270 A1 (SHANGHAI HANSOH BIOMEDICAL CO., LTD. et al.) 06 February 1-14
2025 (2025-02-06)
claim 7, line 1, fifth compound, and claims 15-17

X CN 109790161 A (CHUGAI PHARMACEUTICAL CO., LTD.) 21 May 2019 (2019-05-21) 1-14
description, paragraphs [0022]-[0051] and [0075]-[0079], and paragraph [0995],
compound 67

A CN 116003403 A (YAOKANG ZHONGTUO (BEIJING) PHARMACEUTICAL 1-14
TECHNOLOGY CO., LTD.) 25 April 2023 (2023-04-25)
claims 1-8
A CN 116390926 A (ECCOGENE (SHANGHALI) CO., LTD.) 04 July 2023 (2023-07-04) 1-14
claims 1-62

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

*  Special categories of cited documents: “T later document published after the international filing date or priority

«A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand the
to be of particular relevance principle or theory underlying the invention

“D”  document cited by the applicant in the international application «X” document of particular relevance; the claimed invention cannot be

considered novel or cannot be considered to involve an inventive step

“E» earlier application or patent but published on or after the international -
E PP P P when the document is taken alone

filing date
“L” document which may throw doubts on priority claim(s) or which is “Y” document of particular relevance; the claimed invention cannot be

cited to establish the publication date of another citation or other considered to involve an inventive step when the document is

special reason (as specified) 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 “&” document member of the same patent family

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

Date of the actual completion of the international search Date of mailing of the international search report

14 March 2025 14 March 2025

Name and mailing address of the ISA/CN Authorized officer

China National Intellectual Property Administration (ISA/
CN)

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

Telephone No.
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A EP 4262873 Al (THE CHINESE UNIVERSITY OF HONG KONG) 25 October 2023 1-14
(2023-10-25)
claims 1-10
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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.: 12 (in part)-14 (in part)
because they relate to subject matter not required to be searched by this Authority, namely:
Claims 12 (in part)-14 (in part) relate to the medicinal use of the compound and a stereoisomer, tautomer
or pharmaceutically acceptable salt and pharmaceutical composition thereof. The designation of the subject
matter thereof relates to a method for treatment of the human or animal body, which falls within the cases
set out in PCT Rule 39.1(iv) for which a search is not required.

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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