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2023 SR EHAYFESIRES (New Drug Therapy Approvals 2023) , IEZIRESELT, 2023 =
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1.1-1 3E[E FDA SRR R IMEAYISEE (2023)

B R/&: 2023 in review: FDA approvals of new medicines https://doi.org/10.1016/j.drudis.2024.103966
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12

Neoplasms
12

& FDA- {New Drug Therapy Approvals 2023 )

2024528, FEINMPART T (2023 FELMEFIHRE) , Hh, AERIMCEZRIND
1448440, HUBMEZIY) GLE35.98%, BRGERILFZSERNDA 186/4FH, HUBEZYI L
22.04%, 55, B2020F (HmEMEEDNE) (BEH275<) Lk, #lEF20235K
BISAmMSRARE LT, WRI07/MEREE, HPHRMES SRS, BiK719%. R,
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SWAE, AACR BENNEREEIR

BAR
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1.2-1 BEHF-HHIEIRE AACR FiTHE4E

il

ERi&: https:/synapse.zhihuiya.com/homepage

BEF AR, “BEF-HEBRE BEFRITOTNT: 1) ZGREURRAND FE
> ADC > Bafy, > XU71; 2) HERBI 5 ROSEARIR A EGFR, HER2, PD-L1, PD-1, KRAS G12D;
3) HEERD S N2 ABREREE. kB8R, UKOFEF). IREFIZRET. RIGhrEm.

MERHEFRILABR Y, NeREEE. R, REHIINZY), HFESEaingniml
RN, ERBEFNRER G, EECERE TIRAIM A RRELKID. midF— N4k
R R, ESHRERLYILRESET. TISRIEEIIEIG NG M.

H—E XA TIRE , A EEHENSENRHTHER , X9 EGFR, CDKA4,
USP1, KRAS-G12D, CDK9, FAK, CDK2, TEAD, CDK6, HPK1. p53. ALK, BRAF, KRAS-
G12C. TNIK, mTOR, BET. Akt. Chkl. PARPI. IDHI. KIF11, Bcl-2, WEEl, PARP7,
Bel-xl, PD-L1, HER2, AR, RACI, VEGFR2, KRAS, FGFR4, ABCG2. EP300. EphA2.
ANXAI1. IL-18, ADSL. NUDT21. PPARS, ATF4, CDK8, YESI. LIFR, WRN, SRC. STING,

ENPP1, TESC. CD24, RBl. GMDS, MEK, D2-receptor, HSP90, SMARCD3, CERS2,
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FOXMI, FLT3, ROR2, DCK. PLK1, SMAD3, hMELK, STAT3, TRIB2, CXCLI13, PI3Ka.

ROCK2, EZH2, CSF-1R, PRC, EWS-FLI1, MRP1, MDM2_ 4-1BB, MAO-A, 17B-HSD5,
c-Met, XPO1, PARP12, PKC, FGFR2, PARG, HDAC9, CDK12, TLE1l, Yb-1, TNFRSF19,
TOP2B., AHNAK2, CDl16a, Telomerase, GNAQ, SLC39A14, NAE1. BMI1, LPARI1, ERa,
AXL, mTORC2, EIF4E, CCR4, HDAC3., CREBBP, RET, NTSRI1, KIF18A, ALDH3Al,
LIF, CLPP, SMARCA1, KDMI1A, PSMA, PI3K. ILK, a-adrenergic, CXCRS5, 11B-HSDI1,
COMT, PJA1, nNOS, Mcl-1, Hsp60, APN, SMARCA2, CK2, ATM, PIKFYVE, PPARa,
PNP., PR, EIF2AK4, ALPKI1. vimentin, Aurora B, RBM17, SPHK2, mTORCI1, menin,
Chk2, SLC29A1, KLRGI1, MLHI1, PRKDC,
[E75 /AR 2023 FF AACR FRBHIBRAE, B EACREERE—FEEZRIE

AEMBERMIER. BRmMHENRRIVER. KW EEREZER, RELRD 2
HiZ )9 1 BRmFmdH T, ISR HAF AR JREA, TmitH E R LA BRI T4 USPI,

\

PARP7. WRN., EED. ENPP1. PARG. Mcl-1, SOSI1. POLQ. PERK, BHIKA¥LM, &

PREFEIE R S RIS AR R e




2.1 SRESEIEIS

BEEDE, RIEEHNMEFERPEA— M EERERTIIAZNMETE, (BSK
PMNEERIAEREN, SEBSRIESEERST. HIEIEHET DNA EHFHESRYEIRR
KTRENERFRE, RtriHSXEEREEEREGIRENS—IERE, Mkt

HARIENEAME, MARIRERMAR.

Gene [Geﬂ [ Gene ] [ Gene] Gene Gene

A A B

< v v < i
survival survival

E2.1-1 S§EEtIEICER

X

\m_

i

ERR: EEF- (GHETSUE AT™M HIHEFIEFEHRS)

2014 5, £IRFE—MKIEGRETE ICIRITAEZIY) PARP HIHIFIBAIINF 4L
BTariPEE, ZfE, TIHE TRIA GREST EiSHAFZaIE. PARP HIFIX),
RILERIG T 25 A RIRD, BLESRHLZ 24,

BT, BSRARESHEL, Bk PARP 4b, B —E0IEREEI 7T RIS AR




AN, BfKa0 ATM, ATR, CHK1/2, DNA-PK, WEEIl, RAD51, PRMT5 %, BEEHAFAIART

AN, BRFFRYS U EE mIE R T A=, BfKU0 USP1, PARP7, WRN, PARG,

KIFI8A, POLQ. MAT2A, PKMYTI %, RIBRE, THEXIERDIERHTEANMERINAE.

SRR T,
BEEN. i
MRMEZR: B, &
. BEKRIE~Y

|
DNA# (S [ owmowr |
e |
BT 25 = [
E S W 5

WETT Va1 B - momesen

v— — “
i i = [ grem
DRI A7 [ mHmmumnm |

'
SSB repair or BER HR <— —> NHEJ

I> I><1

PARP
P P
] II I ATM <—> AIR PARP
| QPCHLKZ ' c:m l %
g NN DNA-PK
XRCC1 | ) i
DNA ligase Ill pe3 “CDC25A l
l Artemis XRCC4
GL S G2 M .
P21 —| CDK2 3> cpK2 ©
ATM ATR
CHK2  CHK1 -

WEEK1

E2.1-2 GREFGERIRFAIERS T

BRR: 885 (GREFLSE ATM IHFIEFETRS)




2.2 USP1

22.1 AR

ZERERIEEOR 1 (USP1), RERBGLARIAFFAXRRBEERZ —, BRCA1 EER
PERYAEEARETE HR (EEMSHIISEM S EFERM, £ BRCAl RGEMARSERTE
ftt DDR &R, M SEUEMEXS PARP HIHI5ISE DDR HNHIFISUR.

FASSIESE, USPI {£ BRCAT EESRTRIMYES LIE, USP1 EEHIXAFIL DNA NS
RURNE, RIPEHIR, FHE#H BRCAI HRIEMIBRIEE. BPREHDE USP1 SSMEHINE
12, FFB&(E BRCA| EEREMMNEER, B5R 7 —MERETIRER.

55, BRCAI fRFAEIAHERHAMENT PARP HDEIFIMNTIZ Mol e RERMEENSI: HR B8
AOREMEHIXASE, HXEHISHATEREM PARP HIHEIRIFUERY BRCA HRIEMIEE
2=, (BEESHIISEM ERN PARP MIFIFIFTEARIERS USP1 HIHIFIHAER. HR,

B p53 £EER 1 IBAIKE HR AI PARP HIHIFIUIEEIERT USP1 HIHIFIEETE.

Fitt, USP1 iIFFIEEIF & B XFHERE PARP HIHIFIMIZIMERY BRCAT FRRAT
ffez,
Ub Ub
b & FANCI FANCI
Ub | CRL4% | Ub Ub Ub
PCNA ‘ﬁ pcyiA m:'c.nz %" FANCD2
AN\ \ 7 N\ A\ \/4 A\ .\

DNA repair

‘ FA complex
\ w FANCI
PCNA

FANCD? RADS lAPl

2.2-1 USP1 &5 DNA 1RIHIEERMEFR
ERE: #5548, 2024. DOI: 10.16438/j.0513-4870.2023-1076

222 Y&
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BEEESF-MAERE, BYERERBANUSPL, BEER: SSIRRMES 15,
HIT@EM 3 A, IGREBIEEM 14, IRRRIGEF 13 4, ZYRIINERGEF 4 4, IEEREH
21

HERAEINME, BAESEEZHWERBRAT. Exelixis, Roche Holding AG, REYEEE
(BEB)BRAE. mREIRBUIERAE. FITEMRKRDBRAE]. Satya Pharma

Innovations Pvt, JTHVETEARIFIARNDEIRAE]. Debiopharm International SA &,

10 National Center for
Advancing ...

e

9 Debiopharm CmwEm [
International SA X --- .IIE:F?_EH_ T 1 EEEEEESRL
®FT-3171:-" @ML323- 7"~ ---- =
et o Tl
AN Ty . @USP1 inhibitor(Simcere Z...

Debi :—-‘o432
8 It EmEIERR . © I.O-'-
HERAA

“._ @SP-002 (Simcere)

T e iR
@ AT-012(Asieris Pharmace... -~ "\ pepeqg [ =
! SeapL2302, 7 pra——

. @SIM-0501
7 Satya Pharma | USP1 inhibitor(Satyarx P...
Innovations Pvt Ltd. NI T
' USP1 inhibitor (Satya Ph...

| @1SM-3091
| 2 Exelixis, Inc.

..XZP.-692:1.I 5 ‘e _KS:O-_AQ:TQI_:. ¥
6 SRR i : ' o
RS

UsP1 inhibitor{Shandong . . .

< @IMP-13 -l N
. N o ®ISM-3091 "
[ ] USF_’1 inhibitqrfShanghai - :

..|Sr\.1(][](]309.1- == . %aﬁi{bﬁf@if&‘é‘ﬁ 3 Roche Holding AG

5 EREREUERE
=l

4 EERE(ER)ER

F]
2.2-2 HFESERIRIARTIEETHAHRE)
EFR: https:/synapse.zhihuiya.com/

REZFEAEESF-FAOBHRE, RR-BUES, BRBANBRUSPI”, ZARSWILE

“AACR”, 2024 FFHIHIKER 6 RiEEE, 2023 FFF0 2022 FRR | BEE, BIANTRAT.

2K 2.2-1 2024 &F AACR &£ USP1 IBXEE(EE
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FS BiFEERE nia

Abstract LB271: Synergistic anti-tumor efficacy in olaparib-sensitive and -resistant models via | }SEIcEBIAE

1
simultaneously inhibition of USP1 and PARP BRI BRAE
Abstract 7145: Identification of Debio0432 as a potent and selective USP1 inhibitor for cancer therapy Debiopharm

2

International SA

Abstract 7146: HSK39775: A USP1 inhibitor for the treatment of cancers with homologous | JBERIEASEH

3
recombination deficiencies B BIRAE]
Abstract 7147: ASN-3186 is a potent and selective inhibitor of USP1 for the treatment of BRCA1/2 | 4T EZRHSAS

4
mut and HRD+ cancers HDERAE]
Abstract 4527: TNG348 is synergistic with PARP inhibitors in tumor models with elevated replication Tango

5
stress Therapeutics
Abstract 7149: Discovery of a novel USP1 inhibitor: Targeted therapy for BRCA-mutated and PARPi-

6 Aigen Sciences
resistant cancers

2.3 PARP7

2.3.1 RN

PARP(Z5¢ ADP-1ZiEER G HE), 2 17 FEERIERSRE, BT IRBISIRBH DNA
FEMm#EE, £5 DNA 8. ERERELEF—RYMEEE.

PARP Z& 53 AT NNFZE : polyPARPs #1 monoPARPs, PolyPARPs 15251~ ADPR(ADP-ribose)

DFHORFINZEIERRS, SEADPR A LUX
(=]

LEIFENRAL, FBEEZ T, monoPARPs (i@
IHE— ADPR 5 FR(E(D

PARP7(TIPARP)Z—# monoPARP, EFEfc KRR, HREFEEAMBILE AT
KEET. ZTAREE, PARPT EARBEESEETAEREIER, 53218 18T
HETIRS RNAIRIEERF, SR PARP7 B LUER A MBS E PizBR (G Rias sa17 Bl
SHESHTHE-BIFN-PRIRIX

12




PARP7 EIERARTRIEEHAS, E—RIIMBETIESRK. SEMAREERSER

B, MERIFEAIZERFERSED TBK1 NS0 1B IFN BIRflR ST R AR, BT
MRETFAFETET RF-3, ARZMUAARRASERILERFES, (2 [FN-o #
IFN-p RUEER, HMASHEIARE. BERARE. MEARSREARIRBIMR(EARRE. |8
ERIAR) PARPT TEEMEPFESRIZESRA0(FA, BELE IRF-3 RUBEER(L, SRMORELE 1 Y IFNs AY
e, BRI IEAIRBIFIE SR,

Extracellular
functions

* ARTC5 Cell membrane
ARG ER stress

ARTC2 response

Endoplasmic

reticulum  ARTCH Nuclear
Antiviral PARP16 transport
response PARP16
PARP7 PARP11
Nucleus
PARP9 _ .
. Cell signalling
EABEIU DNA repair, and protein
PARP12 transcription, Telomere degradation
replication r lation =S
PARP13 ef 'Tat 2 eIgrLina‘“ ° INKS1
ARP1 NKS1
: S TNKS2
PARP3 PARP1
Ribosomes Vaults
Translation Gt '
; PARP1 PARP4
and RNA regulation PARF
‘ PARP7 C QQ
PARP16 §§

Stress .
granules

o) °

O L

Golgi apparatus Mitochondria TNKS1 PARP12

Trafficking NEURL4 PARP13 PARP14
PARP12 PARP15

2.3-1 A[3 PARP YFEIRS A4S S

BIS3E: Cell. 2023. doi.org/10.1016/j.cell.2023.08.030

232 YA

—_
=

BEEEF-MOERE, SERERBAPARPT, MHER: &SIGARMEA VI
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HA, I@PR V1T EBERA 1 4, IGPR T HBEA 1 4, ERISmAR 11, ImERETGAR 4 1, Z5YIRI

Bkfmfh 134, AE(ERmIR 4 1,

HAATAM, BRE Ribon Therapeutics, PUJI|EHPEAFFIWERAGRTEAT. AED

BRHIZERDBEIR/AE]. Jacobio Pharmaceuticals, Duke Street Bio. FEEZFRIFIRZGYIHR

PIT. Azkarra Therapeutics, FEZRAZ, FITENRBRMDBIRAT. RNEFEARZE

RAEE,

HE
15

EEH FmAR

2.3-2 PARP7 AEMER= AL DT

EFFERIEILE

B R https:/synapse.zhihuiya.com/

IEFE1/280

BLBIEZSF-MABRE, BR-BUESE, BXBANLERPARPT”, FARRINILE

“AACR”, 2020-2024 F[i5F AACR FIYEEXRIE, BIRINTERAT.

< 2.3-1 2024 & AACR £ PARP7 HHXHEEER

FsS BidRERE

HAFU/&iY i

Abstract 7588: Discovery of NSP-5033: A novel and potent PARP7/12 dual EREMAZA AR
1 AACR 2024

inhibitor =

Abstract 4535: JAB-26766: A small-molecule, orally bioavailable PARP7 bR B2 A
2 AACR 2024

inhibitor with high potency and selectivity BREAT

Abstract B072: Induction of PARP7 creates a vulnerability for growth | AACR_APCR | University of Virginia,
3

inhibition by RBN2397 in prostate cancer cells 2023 Charlottesville

14




Abstract CT109: First-in-class first-in-human phase 1 trial and translational

4 study of the mono(ADP-ribose) polymerase-7 (PARP7) inhibitor RBN-2397 in AACR 2023 Ribon Therapeutics

patients with selected advanced solid tumors

Abstract 2154: PARP7 inhibitor RBN-2397 increases tumoral IFN signaling
5 leading to various tumor cell intrinsic effects and tumor regressions in mouse AACR 2022 Ribon Therapeutics

models

Abstract 381: Elevated PARP7 expression in select cancers identifies a target
6 AACR 2021 Ribon Therapeutics
population for RBN-2397 therapy

Abstract DDT02-01: RBN-2397: A first-in-class PARP7 inhibitor targeting a
7 AACR 2020 Ribon Therapeutics
newly discovered cancer vulnerability in stress-signaling pathways

2.4 WRN
2.4.1 BEENE

DNA fi#lighg, R—37 DNA B RNA SHISEFREIECISEETIENEE, 12585
57 DNA §4%l. 188, %R, EHEURGNNESSHERAEERE, TAFre e
P EEEZAUER, ILFkR, BARAN, XLTEHEMEREFRIT WRN RIEEEATEME.

WRN 25RESEYFISTE, GIE DNA RIGIES. ntuds:, B, BERALRSE, H
#1 WRN 7£ DNA RABIESFRWERRENHIARE/RN. B DNA RIGEREZE
S, Ras. REUCEHFEMMAENTSHATRESR. 5. BIHEET DNA Mz
%,

Ft533RRH, DNA MMR RPEERY MSI IREZRig7ERds: WRN BEEEGFER WRN £ERfE, &
REBRRBEUN, SEEIEFTT. BAFRIET RNA FHFARF CRISPR-Cas9 &fk WRN &

MpEARETIET, &7 WRN 2 MSUHEMEMERN—NEESHRESHER. 55, WRN F
ITEEREATR KR, 5 2024 & (NATURE) RUERIREXRENRAK.
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Helicase core

| |
Exonuclease i RQC HRDC NLS

956 1064 1142 1235

SE SRR AR,

€

R-loop
o DSBR II:IIIIIIIIEI.)' -SI;}m -
i 8
i 576 g g o 8- RNA > .
*‘—* e NHE)/ alt-NHEJ 3%% 553 &
T APBI zi\:ﬁm %‘[ﬁgw m%— g L ‘éﬁ’" 1 ATR pathway activation
l — . A @ TIRrA o @@O@ T lgf,}
' g I
7\ :::jio‘l@ l (@T&%‘% 5@ 1{ { BRCA@ w
5 s ' T ; RadS|  qupugigr
lncorpo::ilgl]le(:ll:;:teo pta‘?ceh repair) TR mlﬁm Rad51 ‘\i
Synthesis and unwinding + l W
(g feh sopit) I

Matching with homologous ~ R-loop resolution
DNA sequences for repair

E2.4-1 WRNIVEB S SEYI=INEE

EFiE: ChinJ Mod Appl Pharm, 2023 September, Vol.40 No.18

242 Y&

N \

BIEEF-MOERE, SYERERBAWRN?, WHER: SSIRKMED 18,

IEPR T AR 2 4, ImPREUARAD 8 1, ZYIAIIMEREA 5 4, JFEH@M 4 1

AT, BB Novartis, Roche, Bayer, ZfyE8E(ER)BIRAE]. ENEEL (D

MBRAE. HMBEEESRIREIRAT. ZFAVEABRATE

16




15 IDEAYA
Biosciences, Inc.
14 Syros
Pharmaceuticals, Inc.
WRN Inhibitor(Syros Phar
13 Beactica
Therapeutics AB

1t
-
bR

e

1 Novartis AG

WRN Inhibitor{Beactica T.

12 Roivant Sciences
Ltd.

'@ WRN Innibitor(Roivant Sc.. B
11 Nimbus ; y A i L HR‘Q_?E" 2 Roche Holding AG
Therapeutics LLC ) ;e Tl : '
. @WRN Inhibitor (Nimbus T... X ; ' 1
‘ ;¢ S . ®RO-7589831 |
10 Ryvu Therapeutics ! i i |
: @ WRN Inhlb\lor(R_yuu Ther...

SA
L T N ' @VVD-214

9 Xpose Therapeutics . @ WR_F‘! mmD“_Gr{XP_OSE The.._ .~ I

ol i - WRN |ﬂhiDitOFfVi\"idi0ﬂ Th...

Inc. KPS .-
@ZM3329 - o N 3 Bayer AG
8 SRR L ePHOT T ez

‘. @GH1581._____--'"  @Ism9342a
- o ML216", _ ’

7 SMEaELREE SR

RS NSC-617145 -~

™ @ NSC-19630

5 National Institutes of
Health

[E] 2.4-2 WRN REMTERFmffR 510

B R https:/synapse.zhihuiya.com/

BEBEIESF-FOBRE, RR-BUES, BXBANERWRN?, ZARSIN %

“AACR”, HEXIREEEEPRT 2024 F, Hit4HEkKE, BERITERAT.
2% 2.4-1 2024 £F AACR FF4 WRN BXREER

H#d

Fs RSHERNE HBF)/&iR N

Abstract 7602: Discovery of GH1581, a potent and selective WRN

inhibitor as a cancer therapy

! AACR2024 | EDEZS (FM) BRRAT

Abstract 5921: PH027-1, a potent and selective small-molecule

WRN inhibitor that targets MSI-H tumors

? AACR2024 | FHBAELRIEERAS

Abstract 7278: Discovery of a novel WRN inhibitor, ZM-3329 that
3 AACR 2024 szl
efficiently inhibits MSI-H tumor growth

Abstract 5942: Discovery of WRN inhibitors as targeted therapy in

the treatment of microsatellite unstable (MSI-H) tumors

4 AACR 2024 Ryvu Therapeutics
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2.5 PARG

2.5.1 $ERNMA

RIS _BIERZIERN (PAR) , EEZARASRIRE _BESRIMNESRIRE
T EERIZAER BN T, EMERRRFELRNERBIIX IR RAE CRITE, By
EELMEEREFERNED. ERXEBS5ZIZIRTRE: —£2 PARP, B—XNERREXE
RIS BRERE —BERIZNEKAEES (PARG)

DNA WfZEE PARP, PARP IRBI DNA $ERROFS5ZEEE, ff PARP j&EL, FHENSHL
PAR, (FEBESHHEXAIKERR PAR {4, HTTAGE DNA EERSE, MBHKIZIHHY PARP N
KA 75 DNA BI5EFI70, M DNA B, (F DNA (ZSEELURERGEN, IRFHES
DNA $#tR[; &=, PARG [f# PARP #ZEEH LAY PAR, (EEIREZRIRSUSIOH, TTE
MEEITE.

PARG RIEMIFINREEZ, MSSMEEEE. Lo RPBANETR. KB, o
£, HIESETF] DNA EEFTE, EMFAI PARG FIIME. RIE. BBRENRRFEIR
PRECRZIER.

BEMFIEE, IPREMRANREREERARAIMEERT PARG HIHIFIEUK, 8
Bt BT DNA EfliRRSHER ISHAIHHEERISHIES, PARG HIFIFIEIH DNA
SHIRFSHS AT,
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Inactive PARP1

pADPTr

Recycling

Inactive PARP1
— — e
Compact chromatin Accesible DNA
Activation Dissociation
protein

+NAD T protein

pADPr

]

Chromatin openning

Automodification
2.5-1 PARG ETZHERNAY PARP BUIETT

EFiR: Biomedicine & Pharmacotherapy 153 (2022) 113504. doi.org/10.1016/j.biopha.2022.113504

252 IR

B EEHF-MOERE, ZYER-BREAPARG”, WiLER: SlaRMERD 1H,
&P I HAGRR 2 4, IGPRBIEFR 5 4, ZYIRIIMTEREM 11,

A B/H M, BN 858 Therapeutics, IDEAYA Biosciences, Modulus Discovery, /M|
I EYEARFY B IR/ E]. Dana-Farber Cancer Institute, Nodus Oncology. FoRx Therapeutics.

Satya Pharma Innovations %,
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8 Satya Pharma
Innovations Pvt Ltd.

IRt
-
iR

PARG inhibitor (Satya Ph... .-~~~ '

7 FoRx Therapeutics 1 858 Therapeutics,

AG  laEEE | Inc.
' @FORx-06-428 .-~ s
. @ETXA94TT,
6 Nodus Oncology R oo
Lid.
. @ IDE-161
", @PDD-00017273
5 Dana-Farber Cancer
Institute, Inc.
2 IDEAYA

©._eSyxatss
. T Biosciences, Inc.

4 fuEEEER R
EEREE

3 Modulus Discovery,
Inc.

2.5-2 PARG AEMER=RiAR D

BB https:/synapse.zhihuiya.com/

BEEBIEES-MOERE, RR-EBUESR, BRBALRPARG”, FAEINIE

H#X

“AACR”, HEXIREFEEST 2024 &, Hit 2 HiRE, BEAUTERR.
2% 2.5-1 2024 &£ AACR 52 PARG HEXEEEE

FS BiHERE HAF)/ &Y s

Abstract 4533: Identification of DAT-2000A, a novel potent PARG
1 inhibitor that selectively inhibits PARPi-resistant and homologous- | AACR 2024 It EEDRISEIREAT

recombination-deficient tumors

Abstract 2083: Discovery of ETX-19477, a novel and selective
2 PARG inhibitor with high potency against tumors with underlying | AACR 2024 858 Therapeutics

replication stress
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2.6 POLQ

2.6.1 #LNE

F POLQ EEmASAI DNA BREEE 0 (Polo) , FIRETE DNA SEMRAIBHIESIREF
RIESE(EA. BRIAR Polo JLMERERARE, FHFEREEHSEEREEX.

B AR ASSEMEIETH Polo RAKFRI: BIFENM. 5. /NF. BEREHERN
MRS FEEPEHIGITERIA Pold BH, HEXSBELEFREESEMEX, Polo 7EiE. #
RN HR FRIGHIPEBRMMTNRIIKERERS, Bifit, K8 70%HNFLIRERS Polo
T RIKRHILE,

Pol6 KiES PARP1 8 RADS1 FY4EEEI1E c-NHEJ B¢ BRCA1/2 HR FRFASLIAEHAIE
EIRNE SR, Eith DSBEEER (#/40 BRCA1/2, RADS2 1 ATM) 5 Pol6 tHiF/E

BTERIGRETER R

(A) DNA double-lstrand break
A

ZERS

DNA end protection 1 Short range end resection
1

Y Y
I TR

Exposure of microhomologies Long range end resection

'
| cNHE)

Ku loading

Ku70/80

End processing

(MHs) RPA coating
= o — — 000~ 000
MRN/CuP PARP RPA
\ \

Annealing of MHs, flap trimming, RAD51 loading

Artemis g 3 gap filling POLQ-.-.-.-"""-" strand exchange
— =t
—=t ——— -
MRN * DNA-PKcs '
Ligation Ligation
L1
L|G4—XRCC4.+ Hg;IrXRCC'I ' ‘
Il

Smallindels

(B)

Replication blocking lesion

7

"
—_—

VA

Single-stranded gap

MH-flanked deletions Accurate sequence restoration

Unproductive HR X

@ RADS1
L —
N
-

sl -—X.
/N
DSB

- pOLQ

-0®
-
TMEJ

e
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& 2.6-1 POLQ 7£ DSB &5+ HER

B FE: Trends in Cancer, February 2021, Vol. 7, No. 2 https://doi.org/10.1016/j.trecan.2020.09.007

2.6.2 YIFTR
BEERS-HAERE, MER-EERBAPOLQ”, MILER &=

PRI TERSS VIT R,

mAR V11 BREFR 3 4, |

mAR 1 HAERA 1 4, IGERETGERD 7 4, ZYRINEREM 1 4, IEFER
g6 AN,

R AT, BIRE Artios Pharma, GSK. IDEAYA Biosciences, JorazilEEFARA
5. Repare Therapeutics. fi/NZIHENELSRHB IR AT, B ERIKE. Johnson & Johnson,
FEGRIAFSE,

15 NYU Langone
Medical Center
14 Rhizen

IR

Pharmaceuticals AG < @NYU012 ER -
13 Pfizer Inc. .'RF'-'15_‘0_81_ -\ o “E’:*_%ﬁ . B ,ART-%B )
’ s - 1 Artios Pharma Ltd.
-\ lesremm [
12 REGRIAY - Vestreray -

"\ s

"\ @ART-812

DA 7 T AR NN,
11 Johnson & y o XNTTT] @ ART4215 L
Johnson M S S A g s L
D eRTXABTY L AN ooy N
AV B N \ @ ART-6043
10 mRERAF ‘@SMUCX1 | |- - S :
TV L L | GSK-4524101 |
9 FNE A ERR &S X 10T '/ ®GSK-101
RASTRAT] L--nt T - 4 2
S @RTx1617, SR S
8 University of ) RN s - CSEI01Ra 2 GSK PIc
Southern California SO eFEEER L. - .
_ S @RTEABI -
T-’Vars.lty N . =2 RP—346? == - v - -
Pharmaceuticals Ltd. ‘. @ "-t. SIM-0508 --- 5.
Ao Tl e ezZma2sn-T T
& Thomas Jefferson ‘. ®@RP219,/ - .-

University @RP6685 -

5 Repare 3 IDEAYA
Therapeutics, Inc. Biosciences, Inc.

4 TEEZEESRL
=

2.6-2 POLQ AR =i A DT
EF&: https://synapse.zhihuiya.com/
REEBIEES FFRBRE, BR-EUESE, BREANERPOLQ”, FASIERE
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“AACR”, HEXIRETEEST 2024 &£, Hit 3 HiRE, BN TR,

2 2.6-1 2024 £F AACR £ POLQ HEXEEER

FS BIRERE HAFU/2iY na
Abstract CT169: First-in-human, phase 1/2 study of GSK4524101, an oral DNA
1 polymerase theta inhibitor (POLQ1), alone or combined with the poly(ADP-ribose) | AACR 2024 GSK
polymerase (PARP) inhibitor (PARPi) niraparib in adults with solid tumors
Abstract 4539: ZM-2311 a novel and highly potent Pol6 inhibitor demonstrates
) AACR 2024 FeEadl
synergistically anti-tumor activities in combination with different therapeutics
Abstract 4532: Discovery of DAT-1000A, a potent Pol6 inhibitor that significantly
IERAEED
3 enhances anti-tumor efficacy in combination with PARP inhibitor in homologous- | AACR 2024
RHRBIRAE
recombination-deficient tumors
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F=8 RME(EPE=-EED

3.1 $EA9MER

ZifizKixER (polycomb group of proteins, PcG) , RFRWEEGHEAHERADZ
—, 'B5 Trithorax 8 (TrxG) 1HERE, IR WAERKIIRERXRERNRIL,

ZIIPHEIEEY) 2 (Polycomb repressive complex 2, PRC2) , 2 PcG EHNEEEEY)
Z—, TEHHEEHRERBES (enhancer of zeste homologue 2, EZH2) | IRIR/NEAEREE
4 (embryonic ectoderm development, EED) . SUZ12. RbAp46 FNiEBNTE AR,

PRC2 NMSLEERH H3 TEREER 27 i H3K27 W=FE(, XEERTRNFERRE
BERAgARE, TE PRC2 BEIELIR PRC2-H3K27me3 MR EIRSSSHEENRES

BYIRER. PRC2 R A FERIEZMIARAVAR, BISHIH] PRC2 MATIAZHPHIBhEETE
RIER.

B, HARERMET PRC2 N—NEEHD EZH2, EF I EZH2 A TIER/LE
MERNRSHIERz—, HEA=RA L. 5 EZH2 IFRERISTE, ARAREER
FE&Am5S—751E EED, FEEMEHING H3K27 BEMUIRSASGR, LUK EZH2 RIZ(EFRRY
STEAKEE, #HTESHNEMARIISRHEYLR.

(A) PRC2 complex (B) PRC2 complex
Me

SAM

(‘22 ) EZH2 ] EZH2 (ezr2) EZHZ

SAM “ ERZ ReIA/B E2F1 (I1GFIR )
¢ = = .

target

f‘ 4 / y % gene ’ Cyclin D1 ’ ' PTTG‘I ’ ’

'

. Poor . Prostate ER-positive - i
Metastasis immunity Drug p ER-negative Colon Adrenocortical lymphocytic
prognosis " resis tance @ cancer breast cancer breastcancer  cancer  carcinoma

Drug Discovery Today
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[ 3.1-1 EED $ERiEXESBIEILH M IMERXE <

B Ri&: Drug Discovery Today d Volume 29, Number 6 d June 2024. doi.org/10.1016/j.drudis.2024.103986

3.2 AR
BYEES-FHERE EREREED"AI, SRimETIAMERAIRA VI EE, ImR
TEFRGRFREET 4 4, IGERAIGEM 7 4, ZYRIMNERSEM 2 1, IEFEHEF 5 4,
RS, EYMNEARIN Novartis AG., Fulcrum Therapeutics, Astra Zeneca PLC, AbbVie
%, EREFRNTEED,. ESEEARKEIRAT. MEREARB(L®BRAE. M)l
HEERTAREEAT. EEREREYWELSRHBRATE,
ENFESE, MYERBEAIIEBIRERIFIRE. SIRE. . BEE. IR8HK B 4
FEMEES., (R oM, LiAmMR EED BREBmZ5H5h, i£8 EED-EZH2, EED-PDEJA-
PKR XL/ 22482547

nE
7

IEER BmER 5] EF1E toEr1/288

EETRNR
3.2-1 EED $E A= RSE

B FVR: https:/synapse.zhihuiya.com/homepage

3.3 EHHR

BYERS-HAERE, BATHRR-SHOR, DT ER. “KEE". REE
BAFIER N EED”, H32 1477 (LR, t—PRBRIERRE HFANIRFINER",
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https://synapse.zhihuiya.com/target/a3665680167e3786956beb726bb33103
https://synapse.zhihuiya.com/target/2203d03ddfcf329bba369eecf583f346
https://synapse.zhihuiya.com/target/2203d03ddfcf329bba369eecf583f346

“EE, “RINERIB . “PE”, KHEFEERN 667 14, BERE, #—TRBERDIEE K

B, TN, WESERIEER 84 HRRIE/113 REFIBR,

XI_EREERFATONAT: 1) 1E 10 F, TRRBERARIBRRE, B 2017 FHRLE
WIATEEEFIERTEEE > 10 14, 2020 FERIBHEXRFNEE; 2) TFHRBA, PEEXMNLE
BREAEYELSRIAIRAE. FERER LBZ5HRRET. BN MEELEIRAE.
SIVBEARIARD)BRAT. LERITAZE. PEISFXE. RELSHFTRRNE
[RAT. BREHBHWSRAT. tFRBLEEDATABRAT. BMNAZE, EE
[X40 Aclaris Therapeutics, C4 EANE]. HREETAE. FHEHT /AT, Trident Labs, 32

B ZERIET AT, iZ7IEFIRE. Exo Therapeutics, Mass General Brigham, Chroma Medicine

12
. sl
6
3
2016 2017 2018 2019 2020 2021 2023

2014 2015 : : 2022 2004
3.3-1 8/ EED ¥ 10 FREAHIBERNME (RREFMHIRE)
BEHR: https:/synapse.zhihuiya.com/homepage
3.4 RERGYREFIEH)
TR LA N IGARIERHI= G BR1733 Afl, FRATIASEER.
BREEF-MABIRERR, 2023 FHIRELT AACR F2 T TiZz@MEinER, @8
79 “Abstract 6271: Discovery of BR1733 for the treatment of SWI/SNF deficient or highly

vascularized solid tumor”,
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AR AI T — M ATAT7 SWISNF fRCEGS MESLIRTERIZSY) BR1733, HARZE

BH, EZH2 RUELERZSIA) DLBCL FHIMERIMRE, MIFFARY EED R BR1733 BEG5H
ZUPH PRC2 BMEMENE. BR1733 EESHMEEISRRIMHTBAVESREINZEE, FENSH
B fHiEHH MR CDX AR R EBMIHIER. Lo, BR1733 IREDHIIMEIMESER,
FHE HCC 1 RCC EREMENWLARMEN CDX HEPE/RHEEIIDHIER. Bl

BR1733 IE{E#1T 1 HBIRARITEE .

BR1733(EED) Target/cancer

WDRS Target/cancer _d"

FBXW7 PROTAC/cancer —_—
RFWD2 Target/PROTAC/cancer I

El3.4-1 BERESEMmER

EIFIR: hitp://wwiw.brbiopharma.com/about/?162 html

ERUBEEALTN—HMEEWERH, CN115703799A , iR BRTFSENLEYD.
HEIET5ERNA", HEARN LETEESRIRARAT", BRnzEAEFENERRE
N LREE, ZEFRERAERNR 2021 £ 8 B, FENXAERATHTIE 2023 £ 2
R.

FRANIARRY QOB AHHY EED 1005, LARER EZH2 fHEIFIRIMIZS 4RI, H5 EZH2
T ER RIS I B AT EM ERIRIUER

BT AR S MBI E RIS A ZBIRH EYIIRE T4 10 &, 1L
Hh, XEALEYES EED ERERR, BEEREFAETREL.
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CN115703799A

EXEBUEY. HAESIZRNA

RRER
RSB
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PDF
EHlfhiE
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siBEs
EESR
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FHaEE
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o 0D
wE A
FREAFT—RESERUAN, HREHER RN
R, Bk, KRBT —RNRIFROES £
EEUAY, REFrasENRnRvEsn  rd Y N
£, MO RRIBIRE T B ATNIBIESE, N N
SELEUANNEAMUREUANETE G
aff SEEDERH/MPRC2EAS AVIEBIIER P
FERTERNEIEE. 15
RIAB (Panapal) ~

RAEE: MEREIFNEEDIDEF, LARREZHADBMNOMGIEEE, 75
EZH21DI B FA IS SF a0 EH EFERAR,

ARESCAMENRRISESE S EL A AMIES TE068, s, X2
WEMESEEDEOREAN, REEFOSIREL.

3.4-2 LFl CN115703799A EE(=EFE
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EME STINGBIRIEE S-ENPP1

4.1 BN

AMZEER EERSER RS /R5BS _BEES-1 (ectonucleotide pyrophosphatase/phosphodiesterase-1,
ENPP1) , BRERBARMAIIMZETRERTRES/BER _Balsa R R,

MREIETE R AR E AT R EBIFE X, ERFIEIEE eI LAMSL AR, e
LUBSHESIRRENARIMZEBRFEM. ENPPI HIANRKBEBRRAN—D, REEY
SETRE S BRI e (IR, ARBIIRERNRE RGN AIENS S8R, M
L ERRZEHDHEIRS, ENPP1 EIXMRMORERARIEIERE T MEMIE. ARz
EL15ERIESE,

5, BEMARAI, ENPP1 BRERECEIRSEIN, EAT@BISRIN cGAS-STING RFTAEF
Fl. cGAS 2—FHiE[E DNA 588, FRNE/R DNA [GEE cGAS-STING B8, ZIBIEAN
NERARENELIENSTIE DNA AORRAHENIRSR, EaERENIESIRAT DNA F1/~4
MAPERERNE. SEMEREARN DNA BENMEE, «GAS aSHESHA «GAMP,
cGAMP {FAEIRESTIAIENEIFR: BN, cGAMP EiiE STING BIRERM; AEBSD
9 cGAMP #ERIZEIAMEI, (EATIAREMIBRESES, NMELE STING BIEHEMR
B, HRAI ENPP1 S7Kf# cGAMP, {ERMEEELE cGAS FARYERISSHAL AR
.
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SLCI9AI1
import
~J

Exosomes

N

Genotoxic stress
Tumor cell

Cell-free
DNA

QlRFs IRF3

Cytoplasm

Type | interferon EIL-6, TNF

4.1-1 ENPP1 5 STING =ZE1BI&AXEL

Nucleus

B FiE: Clin Cancer Res 2023;29:2184-93 doi: 10.1158/1078-0432.CCR-22-1681

4.2 BHYHE

BYESF-HAGRE, ERERENPPI"AI, SRIREFAMERAI

PR THE, it 3
MM (5958079 RBS-2418, SR-8541A, TXN-10128) , IGFRERIGMA 1 1, IGARRIARFR 13
1, RINEREM 4 4, IFEFRRFR 3,

ARSI, ESNERIN Angarus Therapeutics, Stingray Therapeutics, Translational

Genomics Research Institute, LigaChem Biosciences, Katholieke Universiteit Leuven, Avammune
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https://synapse.zhihuiya.com/drug/4f5c769738cb4a80acb63819c5748b75

Therapeutics, Riboscience LLC. Txinno Bioscience &; EREMNIERIHEEAFIRAT.

PERIFR. WRERBIRERRAT. ARETEYRIREIRAT. RYEEEB IR

AFE,

EMNESE, MELRERNEE. NES. BV EoE, DIARMER ENPPL &

¥BAAZ5Y5h, 1A ENPP1-STING, ENPP1-PARP-PD-1 Z5EIR4E/Z4E254),

10 Katholieke
Universiteit Leuven

e
mmEm
i
s
\ e
iEmhn B
\ s [
Nsrveng
ey
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' a'SR_-3541A e LSO
" Y~ AG-3365(Angarus Therap... : :
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6 Translational
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1 EREIEFESERE
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5 Angarus
Therapeutics, Inc.

4.2-1 HERAET 10 BTHETHARHE)

B FVE: https:/synapse.zhihuiya.com/homepage

4.3 EXHE

B EESF-HOERE, EANEFRER-SROER, 23T W8ar. “KEE". “tna/iE

BRFIERCNENPPL”, 238 960 LR, t— P15 IERRE Y H MR 1A

SEEP, WONERIR, B, SRR 536 . BHE, M ERHMIEE

B, T, WEIERIEED 88 BERIE/105 FERIER,
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X LIAZERATOITIT: 1) HEBRERIN SR ATEM TR NBRB/RNER T

K 6 FEAFREN, BRRLIBRIBEXAAE; 2) EFIRBAZEMKXEES Stingray
Therapeutics, Volastra Therapeutics, EREVIRHY AT, BHEBHIBIRRELE. RHAW
WEENEFRERRAS, FEMXKEEAEREFELGERAT. AW RDER
~E. AAEABRAE. WRERDIREERAT. FERIFR LSHMHARMA. LiE
BIZAYMARTFRROBRAE. FEZBRIAE. Insilico Medicine, HiMNEEEYREAR

REF,

SRS

SIS

[ [

THiE

25
20
15
m I I
5
; I M I
2018 2019 2020 2021 2022 2023

2014 2015 2016 2017

E2RFsHLR, SRFEFUMHEEsETHORERE, TH: NR02FTHFE0USEEER, BFOTUSE0128THsFETLIG2T,

4.3-1 /L ENPP1 XK 10 FRIGHIRIB/ENEE (RIREFHEIRE)

B HIR: https:/synapse.zhihuiya.com/homepage
14 REBUR ST
YD LUAEN IRRM Y ERAYF 58 RBS-2418 /965, FF&RZNE)/I Riboscience,
IBEET-HBBIREWE, 2024 & Riboscience F AACR FEE£AF T IZEMERDER,

HHE J9“Abstract 2472: Inhibition of ENPP1 catalyzed ATP and cGAMP hydrolysis and in vivo

antitumor efficacy of RBS2418 in the Hepal-6 and GL261-luc syngeneic liver and glioblastoma

mouse models”,
IZBAFRIESE, RBS2418 2—FhsmsuEiE MRy ENPP1 %I, SEfEHIEH] ATP #1 cGAMP B
IKfR, X Hepal-6 #1 GL261-luc RIEREFHEFREEMEENERILERHTIESR.
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FFRAA, RBS2418 FERIMNER XU ENPP1 RUBSIENME, XY ARIMEERSSFMNE. N&

SLIGEER BN, RBS2418 AR EHIFIFMELER, KA A, Bin/\EHI e EER,

HIUESE RBS2418 AIREIEIT A S B R E R N SE I BT8R,

Study Title NCT Number Status Conditions Interventions
Expanded Access RB52418 Trea NCT05683470 No longer e Expanded Access in ¢ Drug: RBS2418
tment available Pancreatic Cancer

Evaluation of RBS2418 in Subje NCT05270213 Recruiting e Advanced Cancer e Drug: RBS2418
cts With Advanced, Metastatic

Solid Tumors

4.4-1 RBS-2418 RIS R
ERR: https://clinicaltrials.gov/

ERILA Riboscience ATJII—HHUEHEFI/H]. CN114040915A, TR VF/AIMLERR
FERAPREBRATR — BelS 1 DHIRIRONGAZ S EATEY, BiBEAJ Riboscience LLC?, BHRNZE
FEFERNEEREN LEFER", ZEFRINTNEIERRER 2019 F 4 B, 2021 FFHANEERK
BER, FENAEIRAF N 2022 F2 A,

BSR4 B ENPP1 BEF0 cGAS/cGAMP {5 S @I kiR e A R B A SR i
%, FHDEIRAEM AR SRER? AMaFA ENPP1 HIHIFIF] cGAMP/ =BABRIZE K AR
A, LUaT SZEBEKEHE. =HBIZERD. cGAMP Si%E BRBERER K FIEEAERAY
RAEMERRS, S E s R ERE K R EERAEER? .

BRARN REFNARM T —HEENORIEY, HF a b, d e AJLUR CHEL
AN, FHy M zALUZE N CR7, ZUEWRT LR —PER T RERN. L, ZEFIX
PR T —MEIFZNEMRTE, URERZUEMNEGESY. ZHUEMEESH
EVnEE, LTRSS MRRE .
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REBEA [ Patsnap Al | A

ANfEFIFBENPP18§F0cGAS/cCGAMP(E SiBfE FiIRASE NGNS, 7l
FEERIRESEL MEFFAENPP HDEFICCAMP/ =RIEZE /X ERIDE
#, LUSTSHEBIKT S, SHREBEEELY. cCGAMPEZE SESEEK T
CIEXRREITESR, NSRRI EREITK T EEXNER?
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B 4.4-2 EF] CN114040915A EEEERNE
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FHE ZEMNMRMN-PERK

5.1 ¥R

SRR, FRE. R=EF. WA, HFERERE, WEM (ER) ARERERT
ERITBNEAAXERE, SHEABEMEIS (ERS) . 7 ERS j5, MMIEEGE=MBLMHEHE,
FRRARITBEARL (UPR) . BZLFMIF UPR FERH FHMBERF=MERES (PERK,
ATF-6 F1 IRE1) N&, {E{ER#PH] mRNA EHEFIEGE. B+ PERK 2 UPR FRERICHALE,
tERTENESERER.

PERK B F ER R E, 2 UPR RUARRSEE, #illl ER FRITEEBOIRE. £ ERS
™ PERK EUEBEERIL elF20 Eim/> mRNA FUENE, FRIEFSRIERRIRABEREN AR
PEMIA. BT IDHIERBEAEHES,, BERLAY elF20 MBI INGRASEE RE T ATF4 9 mRNA
ROEME, ATF4 Rix LRSESREREIE, NEWHERRER.

ATF4 7 ERS [SEBLE C/EBP FlIRER (CHOP) , fE/S, ATF4 #1 CHOP HiEIFES ISR
AT, BE, sERAFTINaStRNEHERNFRX, 5, CHOP KBS ESHMEAT
EFHRE(SHMAMAET, 40 Caspase-3, X, PERK-elF20-ATF4 ATLAEIS &R X ESIRET
iHIEEE (XIAP) , BEIF Caspase FEHESHIAET, B, PERK FABISBEE{LAY
BAD HiEHUBATEH B HiEMERE/BILE Bel-xl, Bel-2 RIRIAKE, TREEETERRY Fas

RiX, ERIPE(E Fas BESRTRIBURNE, RIEFUBTIFRA.
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ER lumen

C-‘% ¥ generated uremic

V- .
re1@Q) BP ATFG? PERK N toxin, TMAO

misfolded misfolded misfolded proteins
@ proteins proteins é}é
(ﬁ IP " Gut microbiota
O)' BiP

Cytaedt ‘ P B P ) Cytosolic kinase
£ g Transport to Golgi / C domam
mRNA R e C lic Ki
*processing e ——\ eapT ytoso ic Kinases
7\5
TS eIF2a
XBP1u o?do\o Dissociation - Metabohc
Proteolytic P . reprogramming
rocessin rotein
£ d (ATF4) translation
XBP1s ATF6-N Selective
Translatnon

Epigenetic

mor ] |

CHOP modifications
GRODON | MDD d"lul' GN\DY/

Pathway-
shasitte Chaperones ERAD complex Translatl_on Enhanced innate
pech ERAD complex Chaperones attenuation immune response
triggering Lipid synthesis XBP1 Apoptosis (Trained immunity)
factors and Transcriptional activation Autophagy
functions Lipid metabolism
5.1-1 AERMMEETI EF IRE1-ATF6-PERK {55 1B
B &3&: Pharmacology & Therapeutics 255 (2024) 108604 doi.org/10.1016/j.pharmthera.2024.108604
52 AR

[ /\-L-l_ 2

BIEEF-HIERE, EREERPERK A, HRiR=HEMER
NaaFh (9579 Hibercell B HC-5404-FU & Nerviano Medical Sciences B NMS-812) , II&FRE]
A 5 AN, YIRIBEREM 14, IFFER TR 3 A,

WAAT/HM, EYMEAIN GSK. Hibercell, NMS Group. Chordia Therapeutics, Deciphera
Pharmaceuticals %&; EIREMANFEEZRIF b EDEWRAHATAT.

EMESE, MEnRERuNiEitE. BE. SHgE. FFaRE. SiES. R
¥ EAE, HARTR PERK ERELSZAYI4N, X EIF2AK4/PERK . EIF2AK 1/EIF2AK4/PERK

IRE1/PERK XL/ 80254,
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6 Aston SCI 2 5=11]

i -
@ AST-05X 2T

lEFR2E
EFR3EE 1 Hibercell, Inc.

gk "\ @HC5404-FU

5 FEEFRFRES
£ S e iy

@ IMB6G/

4 Deciphera . DFT’QOM'.

Pharmaceuticals, Inc.

7 @ NMS812

@ CRD-1367799

3 Chordia

Therapeutics, Inc. 2 NMS Group SpA

5.2-1 HEZAD 10 B9 (BETHAHRE)

B FVR: https:/synapse.zhihuiya.com/homepage

5.3 ERmE

BIYEEF FABRE, BEAEIRE-BHRE, PBTEa, “K@a, raE
BAFZER N PERK”, $3RE 1457 (&R, t— P ZIERIRE /S H AR AR
“KE. “BUMNERIE. “hE", WERKEN 822 4, BERE, #—PEEANDRER L
B, T, WEERIEET 76 BERIE/98 FKEFIER.

X EIRERBATONTIT: 1) 2B RENERRISRAIEIEHE] 2005 FLART, BELARIE
ERRE, BINEFE 2011 FHAEFHILS, 2020-2023 I 3 FHNEFRIBMAFR (X
) 5 2) ERRBAEENEIAT, BMINE=5%5%. KRBT, Hibercell, F
FEREMRIBRREAT. EXRERAE. BARNHNEREREAT. ERIRHEBIR
NCIE
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[l 5.3-1 #E PERK I 20 FRISFHIBARNEE (IRREFMIRE)

B FVE: https:/synapse.zhihuiya.com/homepage

5.4 KFRGURETZH

Y EMLAHNIEARTERAYFmn HC-5404-FU J9fl, FFRZAE]JI Hibercell, B—2B3LT
2019 &8 Biotech &), ENAEERIHEME, FRMTANEHRNE, AETIHEIEEZT
mEAPEEANIGRR. HC-5404-FU, BRIlIEARRSHEAIGKR 18, SI3MAEiRE, TMREWL
SRR BRE. BHRE. )\ARFE. BES. B, ZEMIRISET FDA KIARITH
INFSESEIEN

REEF-HABIRERER, 2023 & Hibercell T AACR FRATF T IZmIFHDER, &
B 9“Inhibition of PERK by HC-5404 sensitizes clear cell renal cell carcinoma tumor models to anti-
angiogenic tyrosine kinase inhibitors”,

ZHAF AR IR, f5EFE HC-5404 3% PERK ATLAMSSE VEGFR-TKIs 3315 1ERRLMAEEE (ccRCC)
RIS, VEGFR-TKIs BB SEAEFFRE5 e RMALE, MiPEETAGE PERK
IRWEEEX T ERIAFEMALEL, BFFIESE, HC-5404 5 VEGFR-TKIs BX&iafr JLUZE
B3RS ccRCC RUMHIER, EEERLER TSEIMERI4E/. toh, E&I HC-5404 BTLL
138 axitinib #5577 ccRCC RRYFLIMEAERMZIER , FFEXIFERITE axitinib ;A7 P HITEHRAIM
ELEEEEZANEIER.
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TARGET INDICATION PRECLINICAL 2 PHASE 3

Advanced HNSCC, CRC, Bladder Cancer &
Other Advanced Solid Tumors
(monoTx)

RCC
(monoTx)
HC-7366
(GCN2)

RCC

Adaptive Stress (HIF-2a inhibitor combo)

Modulators

AML
(SOC agents combo)

Advance: «d RCC, Gastric Cancer & Other
Advanced Solid Tumors

(monoTx)
HC-5404
(PERK)

(VEGFR TKI combo)

Innate & Adaptive
Immune Modulator CRC-Based Liver Metastasis IIT
(ICI combo)

5.4-1 Hibercell ERFRER (2024.06)
ER&: https:/hibercell.com/pipeline/

ERILA Hibercell ARRI—HCEMERI/M, CN114585606A, FRil/9“fPH] PERK AL
B, HBEANREERBROBRAT", BrxEANEFERERNENLRFEE". %
CRIRISATERR] 2019 FF 8 B, 2022 FFHNERMER, FENXFERATFN 2022 F 6
R.

BB RNEHFRFFRIMIEENEEREIZCEY), IUIRESXENEYIRIZY)
BEY, XEASYIRTLABT A EENEMIE R EHRES R (PKR) HEAIFMEES (PERK)
AYRIRTIREE. ANEFAIBIRRREZNAIFIA PERK KIS e r B EAI AR RS,

BT AR BBRM T —MESREEEICEY, 2GRS SHEENIARR
RUZEHS, RILANRTZMEE, WSk, MRRESE, BEREEXMEEY, ATLOH
BRARRHEESHIGEATREME, NMEFthiHESEIREK.
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CN114585606A

HEIPERKEILED

CHE.

FAER
RBEH
BE (149)
PDF
FRE
ERER

S|@ER
BEER
=R
RS

FReo00B
=) ~ wE A
SRRl ARETH(ED. BaEYLE, ERTIDE
2019-08-29 @ US62/893512 PERKEBTF&TIEXRE. SRS, &
=@E 5 anxj/N:\'ﬁ)\'/M
20200828 @ PCT/US2020/048619 RN ?
=®a PCT =23% (L]
CN202080074307 X
= T
2021-0304 @ WO2021041973A1 RIBE ( Patsnap Al ~
Z =] PCT &5F
2022-04-22 LB RIFHMEEIISERRRUAY), URESXELAYINEYEAY.
EAEFNREN X AR T AT AT IR b R B SR (PKR) A ERES(PERK)RIZE

FIFE. ASHE A ERI R BPERKIIFS &7 SR B IS5,
2022-06-03 @ CN114585606A
ERAFE HEER  AFHOES
FREBIEHT MNESSESEILAY, RUAMESSHRRBIITRINGE,
SRT/SEE REERE (Ml =) DIANETEMAE, WIS, MRS, BITIRAUXRMLAY, TTLUMRAR

s (is) $75000 @ ® ARIBHESHTTRNE, N\TEPERERERR,

5.4-2 EFl) CN114585606A EE(=EIFE

BB https://home.zhihuiya.com/#/
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BT HEEAT-Mcl-1

6.1 ¥R

MERT, RHERESIRY. ERFNINERENERE T, IENAERLL, R
BEEREMER, NARATKIEMBIRE. KETDESIFEERENAE, THRE
TERPEERI LT IS REAIMIZS.

MR RIEES, [EXVSURBAAIEERE] EMELE 70 £, REITEF2HUENR
B, AEXEA— T, BFNEENSR; &, HREEEENE B HEETAN 7HE
ATSEERRNERER Bcl-2, ZERTEFRAT(EHIMEMBREE.

Bel-2 ZRIREH, E4HFIERNAREFNIRATIETAIFEEEENFR, 2P, Mcl-1 1
ATEAR Bel-2 RIKEAREBRINRZ—, HRAMMBAERERN Mcl-1 EHRFE
SHERARRMERIRE. SAIEEIESSIEIBEIAL,
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Intraceullar stress e.g
Oxidative stress
DNA damage
Ischemia

/

Puma

Noxa

Bel-2 [N Bl BH3 un BH2mm BHIs C
Mel-1
Bcel-xLL Bad, BH3 mimetics @

(synthetic molecules)
_.--=|Cytochrome C release|

6.1-1 Mcl-1 IBXAMAATRERR
ERR: doi.org/10.1016/j.¢jmech.2020.113038

6.2 BYHE

BEEESF-MOERE, BRERM-1"RI, SEiReEHARMERAIRKR VITEE, IGkR
AT 5 NEFR, IRARRIRTR 121, YRIMNEREM 14, IFERmF 17 1

AT/, ESMNEARIN Servier Group, Amgen, Astra Zeneca PLC. Gilead Sciences.
Prelude Therapeutics, Novartis AG, Ligand Pharmaceuticals; EREAUNTIERED . H25iEig

ENFESHE, UIRBAE, NSEEAMNE. ZRUEEE8. BUAMKS. =7 ’A
H, EAREFER Mcl-1 BREESZ949h, A8 Bel-xI/Mcl-1, Mcl-1/NQO1. Bcl-2/Bel-xI/Mcl-1.

CDKs/Mcl-1 SEXUEE/Z8EZ5),
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3
1 1
0 C |

IEERT BlmER IGEET IEER15 ImEw1/28

6.2-1 Mcl-1 BB AR A ER D70

B R https:/synapse.zhihuiya.com/homepage

6.3 Sl
BIYEESF - HAERE, BAEIRER-BRER, DT, “KHEE. PR

BAFER N Mcl-17, THLEF] 929 &R, H— LB ZEBIRE /AR AR
“KE". BUNERB". “hE", BEIEREEN 498 (4, BRE, #H—ERBTHDEEW
B, T, WEERIEEDD 120 HERE/168 REFIER,

XS _EIRGERFITONTIT : 1)1Z S AN SR BB AZNZ R 2K ETIERR] 2015 &;
2) ERHBA, EEMKNETHRDERAE. BERASE. EERENT. SFERER
TJ. University of Maryland Greenebaum Cancer Center, C4 EZNT], XX AEEEW AR
HBMRAE]. Noliva Therapeutics LLec, /HASBREFRIFHIZRNERAT, FEMXINTEEE

AEEBRAE].
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63-1 B/ Mcl-1 @ 10 FREFIRIBENEE (RIREFMIRE)

6.4 NRGYIREFIEH

AERFLAEN]

PRI ERAYF= 58 PRT1419 A, FFAZE)A Prelude Therapeutics, /3

B FVE: https:/synapse.zhihuiya.com/homepage

M Mcl-1 IR, BREkeRZ0, AT SERMMERYETSTY, W/NVARRRDE. PE. 1V BIEeR

. R PLARE. R AE NIRRT, BREE. LB, E3UESE. 55, Prelude Therapeutics

NEIRR Mcl-1 IEIFI9F &S, BXS CDK4/6, CDK9, SMARCA?2 B9FM#HIT T /3.

PROGRAM

SMARCA2
PRT3789(IV)

CDK?
PRT2527

SMARCA2
(Oral)

SMARCA*®
Precision ADC

New precision
ADCs"

Small Molecule
Discovery

CANCER INDICATIONS

Patients with SMARCA4
mutated NSCLC and other

cancers

Patients with B, T-cell
malignancies and AML

Patients with SMARCA4
mutated NSCLC and other
cancers

Solid Tumors & Heme
Malignancies not
addressed by selective
SMARCAZ2 degraders

Solid Tumors
Heme Malignancies

Solid Tumors
Heme Malignancies

DISCOVERY PHASE 1 PHASE 2/3 STRATEGIC PRIORITIES

Drive to POC in 2024

Drive to POCin 2024

Target IND 1H 2024

Advance a Precision ADC Program with
SMARCA Payload

Continue to build Precision ADC
platform with novel payloads

Advance a first-in-class small molecule
program for a biomarker selected cancer

6.4-1 Prelude Therapeutics E M= mR{EE

KB https:/preludetx.com/science/pipeline/

IEEETF -5 IRERER, 2023 & Prelude Therapeutics = AACR FF2 A FF 7RSS
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58, EJ9“Abstract 6147: Mcl-1 inhibitor PRT1419 demonstrates anti-tumor activity in PBRM1 -

altered clear cell renal cancer and synergizes with standard of care agents”,
IZARAIN, PRT1419 B2—FEREL. B, iEFMHRI Mcl-1 {IHI7], XSFISLIGERERY
SEORFOMN AT iye B s LY E . SRR IIAE PBRM 1 SR HYERRRAE SR R+,
PRT1419 EEMHIMEEKFFESHARAET, M7 PBRMI-WT MEEEIHTIAEIER.
PBRM 1 RUGRIS(EARAE BT EFRIRIAIEIN, NTIIBI0RS Mcl-1 IPHIFIAIEURAE 72 PBRMI -
loss ccRCC A1, Mcl-1 #DHIF PRT1419 BEGLIEIE Sunitinib F1 Everolimus AYHTAHEERER, X LL
R IMZREA PBRM1 AITEIES ccRCC Y Mcl-1 MHIFIBRRMETESR, F/91F(E PRT1419 BTATY

PBRM1 &Y ccRCC ML TIRICIKIE,

Figure 2. ccRCC cell lines with PBRM1 mutations are Figure 4. PRT1419 synergizes with Standard of Care (SoC) agents in
sensitive to PRT1419 in vitro PBRM1-mutant ccRCC
) T A
(A) Waterfall plot showing half maximal inhibitory PRT1419 (M) PRT1419 {jib)
A LoolFK 11414 1L} concentration (IC50) for PRT 1419 in the ccRCC N . o 001 0.04 042 DAT . o 042 047 141 10 2933
2 Rl 0 1 2 panel. (B) Cell Titer-Glo assay assessing SNU349 o I o2 204 KMRC-1 B —
inhibition of 3D spheroid growth in PBRM1 i ) Mo
mutant and WT ccRCC cell lines following UUT (BE1 4D aM1 TWE WS __ D04 725 516 493 304 254 98
treatment with MCL-1 inhibitor PRT1419 (72h). £ 1o I a5 100 1an 3 ) .
Values shown are cell viability calculated as Iy E 037 REEEEY O 2 128 172
) :
: percentage of vehicle (DMSQO) control. (C) £ 057 851 594 238 168 134 T 111 T0B 554 424 25 217 101
KMRC-2 PRT 1419 treatment induces concentration- H 2
760-P dependent increase in cleaved Caspase 3/7 111 [ESAH) A3 174 133 333 78 578 432 28 25 155
786-0  PERM1WT activity in PBRM1-mut lines but not WT lines. (D, 075 %5 26 161 35 10 766 572 36 216 174 6
ACHN E) PBRM1 depletion via RNAi in 769-P (PBRM1
AdSH WT ccRCC) induces sensitivity to PRT1419. B 7IP Score @ ZIPmar ZIP Scoe & ZIPmar
Cellline © o 0 i 40 Celllne @ 0 20 30 0
B D N T | S S T
100 100 . i } SNUsY [ ] KMRLCT L]
(] _}“-\g\ Sunitinibr  HI708 . Everolimuse  CAKI2 .
z £ 3 \&\ PRITIAS o r . PRI1819 s .
£ w £ o0 1 3 cAriz . ENUBD Il ®
g PERM{ WT 8 . ]
& - 7E9-P 3 - Contrel s Cabozantinibs 001272 . . o HMRC1 ¢
g acopani g
o - 7860 n .o e SO PRI KRG * pRTIare NI *
- ACIIN MU0 . SNUB10
¥ A498 L — |
10° 10+ 100 100 107 107 L1 100
PBRM Mut [ - - D
PRT1418 (jiM) — PRT1413 () Venicle Belzutfan Annexin V
[+ SNUID E = — PRT{418 PRT1410 + Bolzutifan
= O CAKIZ 045 Vehicle E
‘; 100 . E 4 - KMRG1 |~ 100 2
] P . o EC,, > 10 uM T
iz A P 2 : £ om0
5z 7 i + KMRG-2 iz H PRI E;-
8 5 /'/F i sz Bz sl -
i3 ¥/ / e iz &~ Control T s 2 w70 TEl "
E A lr,/' E“ & siPRRM1 .. / 2y Boloutifan .
2 o mq—';‘ 5 o = & “
-— £ 2
= E 025 PRT1415 + .
10 100 100 0 1w 10 e 10 o = Belzutifan
PRT 1419 (MM} PRT1418 (i) T T T T T T T 1 ——
o 1 2 3 a4 5 & 7 day 6 0 1 2 3
Tims {d) Apeplosia
{Annexin V MFI)

6.4-2 Mcl-1 IS5 PBRM1 SRZTEHIKR

KB https:/preludetx.com/wp-content/uploads/2023/04/Fultang_Mcl-1_AACR-2023_Poster-6147 23MAR23.pdf
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LA Prelude Therapeutics ARRI—HEEMEF /M. CN113166173A, FREAVEAE
BEAREEIS 1 (Mcl-1) EBEIPHIFIAR-EBRATEYD, LN ERRERE 2018 & 11
B, BIBANEREETIEBRAT.

BRI AR RETE S SEERERMIBRITE IR, LURAMEHDE] Mcl-1 /9

IRE LIRS EE AT IR
BRI R EFISCAER T — IR-FERRBR T, BIFA
FIERAT, NMEGEERSTRNE

CN113166173A
{ERBBERBMRE1(MCL-1)BRMSIXE- RREITED

CE < =- A mm ~

5%, BEGEHD

FPe®o0DB

et TR TATFSRAINAY, FHATEARINUAN
8 2018-11-09 @ US62/758202 NEMESY R EERINSERZE. o
S=iEg R 50
BHES (667) Tra T
2019-09-27 @ US62/907451 =t -7 v _“1 ’
EbE o =] by s et N
SFIniE

2019-10-02 @ US62/909635
Eee Y] ont | DR
RIBBS [Fasnon Al =
2019-11-08 @ PCT/US2019/060638

- @igg PCT =i

IR EA S S SRORERERNF IR, URMEIEMC- 189S AL
BEEF IEEEEATINER,
=

2020-05-14 @ WO02020097577A1
FBFE AFHLE)B PCTFF ZERARAT e AR TEY, SIEA—TEMCL-1IDEIH, RESsHDSI4REE
B, NmAaRENATNAENE
2021-05-08 o
#AESHEREE

2021-07-23 @ CN113166173A
BRAFE Zaierl ATHAES

B 6.4-3 EF) CN113166173A EE(EEFE

B RiR: https://home.zhihuiya.com/#/
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$£HtLE KRASEESEIE-SOS1

7.1 8RR

RAS RAXKBENAMNREER. RAS FA—1DFIR, ERNERRESERIASE
Ay, WIIEH GTP EEREERR (GAPs) MBIRRITREF (GEFs) W1,

RAS BEREZESD FRIEE, E50F WRKREKET (EGF) ) SHRUERE
BEHES, SHEENZFBRRE. FUNBRaRABZASEREFZAREEER
2(GRB2)RY SH2 &Etais4ES . FAY, GRB2 B9 SH3 LEAifEEE SOS BRAMMESY, & SOS
BHEMTIREE. ETE LR SOS1 BRI RAS 5 GTP 55, RAS-GTP 55/5AIH#H
—LEE NipEl, EPREENEARRENERREE (MAPK) BESFEHEEIES 3-5

B (PI3K) /EERBES B(Akt) HZLAMIEIRERICEH (mTOR) HEEK,
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EGF

EGFR-SOS cluster
~5-20 x (SOS-EGFR-S0OS)

o

EGFR
EGFR GAPs
(o) -
DS
SH2 = > % ot " active SOS1

7

SH3

autoinhibited

SOS1
¢ =inhibitory phosphate group

7.1-1 SOS1-KRAS EhETR=E

B RiE: doi.org/10.1016/j.cbpa.2021.02.014

7.2 BHYAHE

BEEES-HOERE, EERIERSOSI"KI, SARmETAMERA

mPR VILHE, ImER
SRR 5 NG (9809 MRTX-0902, ZG2001, B1-1701963, SYH-2038. SIM-0506) ,

IGAREIGRR 19 14, ZHDRIIMEREGF 8 4, IFEFAEF 3 1
AERAT/M K, EIMNEFRIN BMS, Mirati Therapeutics, Boehringer Ingelheim, Satya Pharma

Innovations, Revolution Medicines, Forma Therapeutics, Hanmi Pharmaceutical - EREAER
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WA EDHIZD . GAKBPFEHA. STEFIHERS.

ENAESSE, LAMEAE, ER KRAS SRLHENREISLNE, By Eam, LA

SRFhpS SOS1 ERERASZAMISN, iR KRAS-SOS1, EGFR-SOS1 Z3NHE/ZE02454),

10 HERIFR HiEsS

H{EFFseRT

9 i EERESRIE
BRnERAE

3t

e T
8 Hanm T @ LHFA18- S .
Pharmaceutical Co B - il i 1 Bristol Myers
e @XNW-22013 Y e [ Squibb Co.
[GERAT LA ® SOS1/KRAS (Schronding...

@HM99462 AT \eoea
g ' v llEF= 158

7 Satya Pharma

Innovations Pvt Lid. BI-1701963

/' @s0s1 inhibitors(Satya Ph...
' : . @ MRTX-0902 °,

'/ ®S0S1 inhibitor(Satya Pha

1 i - -I - :
o UC-773587 | | 1

@Z7G2001/
6 University of v Lo o - S
Cincinnati (Ohio) euUC-857993 -« .
- @ BI-1701963_,-

* X e 2 TR ERIEER
. ®SIM-0506 . g svH-2038

HERAE

. @SCR-8388 /-

-~ ®Bl-3406 .,

3 C.H. Boehringer
Sohn AG & Co. KG

9
]
]
i
)]
it
ol

7.2-1 HEBAED 10 B9 (BTFHAHRE)

ERE: https:/synapse.zhihuiya.com/homepage

7.3 ¥R

BYEET - HAERE, BATHRE-SRER, PRIT®a. “KEE. Tra/iE
B/RFIER A SOS1”, HIE 1416 (LR, t— PR RIERIRE S HFRANRFHELR,
“SKE", RMERIB". “hE", WEREEN 846 4. BRE, H—LRHEADREER N
B, TR, WSIEREEN 247 BB 272 FEFER.

XS _EIREERFITONTIT  1)1Z S RS R RBARNZ R ZRXEATIERR] 2014 F,
B 2020 SFHHARIBHEIRES, 2) TFRHBA, EEMXIIRHELDLE. KAUBET
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BRADBIR/AE]. Kumguat Biosciences, FEMERHIAT. WHEEDHZHRNDERAT. C4

EA T, THIRMDBIRAT]. Acerand Therapeutics &, FEMX NN FEEMFIZSRD
BIRAE]. IMLBEZIERHEBRAE. LE8BREEAFAGRAT. BAEFRNDERA
8. LEREEARRERAE. RIXARLFAH AT OERATE.

=3 (US) FE (CN)

BRESLD THBREMSERE.

FURETROARLE LEEBERETER
Kumgquat Biosciences, IR GER R R,

EERREREAT LESSEmETAR..

TEEmemEsaR. EnsERisARLT
BERETD rEREESHEER
CAEHLHE ERARSINGMES
=iEREERLE LisSwEnEGRE.
rapeu BEREEEGREAER.

WA MR (M)

e
)
=3
=)

| III‘

#
E ]
4 o
2
-

10 5 20 25

& 7.3-1 #8r2 SOS1 ERiF (ZFIN) ADth (IREFIPRESRM)

FiE: https://synapse.zhihuiya.com/homepage

7.4 (RSB EFIZH

WYEFLL IND BI TR ERRI= A ACE-47228211 Affl, FFRAEI/I Acerand
Therapeutics, B&_EARGEFT ACE-47228211, Acerand Therapeutics i&%5/87 PARP1 3N&IF.
FGFR2 {5, 4 X EGFR IHIFIE.

IEEET-HIEIREKE, Acerand Therapeutics F- 2024 £ AACR FELHHT T OISR
#EE, #REXJ9“Abstract 5947: Discovery of ACE-47228211, a highly potent and selective SOS1
inhibitor”,

IZARRI T — SRR IERT SOST DT ACE-47228211, SOS1 fEETISZAEREER
#B8 (RTKs) #1KRAS ESESHEXEIER, XWTIKNEAMERY RTKs FIFFER, se35R
KRAS EHZEXETE, ACE-47228211 TEAIMIAMESCIGPRIVERESATDHENEMY, X KRAS-
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MAPK IXshHIIEE S BZRUDEIVER, FHB5S KRAS G12C #IKIF] RTK 2825 fhyeatEAlch

HEMDHIFI BRI, b, ACE-47228211 EERIFNARIDEMEMSR, Kk
EXBeAYRI ERFIZYIEEER.

Programs Indication  Discovery IND Enabling IND Phasel Phaselll
Selective PARP1 inhibitor Solid Tumor  co——

Selective FGFR2 Inhibitor Solid Tumor  cr——————

S0S1 Inhibitor Solid Tumor

4th-gen EGFR inhibitor (dm*) Solid Tumor

Undisclosed Solid Tumor  co—

Undisclosed Solid Tumor o

Undisclosed Solid Tumor e

7.4-1 Acerand Therapeutics B M= REE

B RR: https://www.acerand.com/pipeline.html

EHRLARBABMEREIRIZBR O BIRABN—HEFAB. CN115043842A, FRELA
“PREEUTEASEIDHIFI R B RIS AMN A", BRishtEs 2021 3 A,

LSRR KRS N ARSI SR R EH &AM AE. B, K&
HEMEER () s, RNRIPBERTT T MU EYIRIHIETTIEREIF/ SOS1
IR, AKBUEYIRY soSI BEERIFRIEREHISIFRBEESEIFZNE. AN
FHREFERRISEIER",

AR IR —FMEEEE, SiEErY sos1 fiERI, FFiaTT KRAS SREESE]
AUEBRESRRR, FR DI ATE? .

BARTNRO Z AR BBRM T —FEBIREMDS SOs1 RItEY), BEBEIFRIARINGRY
2. AN RSN E R SENER. % SR EEEIT T HRAIR X F EIS L.
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R AENAHEHENS LRSS BRI G RART. RAIYETIERIBIESIAMR

P ETESHOTHT, RABEIERE”,

CN115043842A
RIS EERE S E0NS

WMFEER e
iHEEH 2021-03-09 @ CN202110257196.2
&igH El iz
B (54)
2022-09-13 @ CN115043642A
FEF =RAAE LEEE  AFRAEE
SFifiE
EIRHE (Hll FE)
e
H §3,700 ¥
— HEAFE
—— IPCH2E IPC(8) CO7D487/04 CO7D471/04  CO7D405/12
CO7D405(14  CO7D498/04 CO7D237/28  CO7D239/95
L
g CO7D237/34  COTD215/46  CO7D217/24  CO7D215/54
HEORE AB1K31/519  AB1K31/4375 AB1K31/53  AB1K31/4085

we

FEEA B AR AR 2 M R HSIE T AR
B, B, sRBkaNBEEN()RTSE, F2
BEIRAFF T AR b S MIa sl E 5 E R R AERS0S 15D
RIFIRMRIE, TEBLAMYSOS1 BERIFAILE
EIBHFRERSETNERY, SRHFHEE
BELIZRNEA,

REFES [ Patsnapal

Feo OB

WMEFE—SESRE, SEMNSOS1NEN, BTaTKRASETSHMETES

£, FEL BEBIETE?

ARERETAESSFHHIRSOS1EMLESY, BEETHFANGEE, Bt

INFMRANEENSANERE. B ARESIR ER R R R R R EIE.

AB1K31/5025 AB1K31/4709  AB1K31/4725
AB1K31/502 AB1K31/517  AB1K31/5383

[ 7.4-2 EF] CN115043842A BEEEHE

FiE: https://home.zhihuiya.com/#/
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(PICRIERHATIEERER: (5132hR) BEZ9T24E) 2024 F55 2 HA
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FE 8-I5IWR[4,3-cIWENEFF(1,2,4) =R EBED IFIFIAGIRTH. SRLARESEITN(D]
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https://home.zhihuiya.com/#/
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