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> BiS: FT—1E%%lEblockbusterfi#E S FETFIEBRMETZ TERMARFERIOKBERREM 4.

RAREZ, BAIIXIBREERAD FZZPROTACGHITIRIY. IREEEMLUTAERA: 1)PROTACTERZEFRITEILE, 2) ERmIUHFFR
BIISERKREMN4? 3) TAAISEMI iR, BNREREE=?

> PROTACHSERIFAINFILS, (ERENMSKERNLEH, WEIKIBAESTE.

PROTAC (EBHEFMHEEEIRGAR) AERIEIRET NI\ DF, EFEREFNERERSHRANES ZREEANL, HAAZE-
EAMRRS (UPS) KBEMRERNCHERE, e EREIER "FURS" B0, RRMGHEH. SEEESEFNEFERANS. Smd
80%HRIIEARPROTACEXFEEAE. FeliWAJIPROTACEA T ARAEIMSA4TRERIMER, T BRitR&ERIS FEEIRIT SRR
e (WARV-471) , EREFBEFENEATEA, XBAUSBOHFREERESPEPTEHARUAR.

> BSPROTACHRIFIELGZ L EFRITAORTEHIHREN.

IR EEE RIT R BEWRIIEIRE R R E AR, MERNORAYHZERNLTRES, TERRRKRESYSZORS FESBLKEND. £
#Nature Reviews, 20235 REREIRATHIZN270(Z5EE, HPORAWA25ZEE, XEH9%. SERANTEERBHRHIZNMET, &
2034FEA, HIRGYMBRRITEI3%HIMER, MPROTACEBZREBAMEBECHIR OFBRIE——Dbiologicals-likeRIriiR =14,

> BRI+ ITEERL TREENESRR.

BARINME: BATANEERRIEPROTACRARMAZTETERI o InRIIEEIEANER, BREEHIEMRAEREET A SIRATIEMN
HRBER. MAMLNRARERRSHER, FRIWRINRAIEN. HAPANTUERHFRBEIR "B NERGERAEEIETRE
IMAFFRBENIREHRRDE. PUTHER: ZRTHRA, E[pNEROSHEHRSFER, BEEWAIGRTZIRITHRERS S AIEEXRER.
> HHXIREY: BN, EiRED. 8RR, ah5EE. R,

> FPEIRD: BPARKRHUXG. TR INRIXEG, HEBGEXEE., BERZXKG
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B proTACHS): FHIRAIESEE & LBIER

> PROTAC (& & f&fise @i o) 9t AL R d —Fhe o F, EF2%MBmREa5miNmES 2 4%
BN, #mARNZE-FaiARA % (UPS) ¥ Bin& it &,

ElZR1: PROTACHLHIEE

PROTAC protein degraders have
many potential applications
beyond traditional small

The E3 lignse i ' molecule inhibitors.

facilitates the
tagging of the
0 target protein
PROTAC protein degraders have with ubiquitin
a unique molecular design that
allows them to recruit an E3

ligase to a target protein
The ubiquinated target

protein is recognized
and degraded by the
proteasome

L
PROTAC protein
degraders can be
recycled and can
bind additional
proteins

ARSI AnvinasER, RS
52 ERERE 5
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> FAEAUH LAY, PROTACH 2 fif s & 5% 4 9] A4 :
O ¥ “RITmB” Z8: BED5TI0H FIRBE R B4

&, B SEmRBAEES (HEZXRTF. LE2&89) 20

£z &, VA ¥ed ., PROTAC itz £-& OBk & L4
A&, LELEMF LD, AT ET T8 ES

SCE . Blde: @ik E w4k (ER) 89 ARV-471 Fele b if ik

%4k (AR) & ARV-110 3t NWs KRR, A -T877 LI

Fa AT PV ARSE o

O 2R & 254 ) A2 . %%ém% RREEERETREARL LARK
%, @ PROTAC id if 4 #g & é)ztxéf BRI R A g g
4 At 24

O S&EBEM 5% 4% PROTAC LA MEIALHEME, EAHSTFT
R ANBEa, BTSN E8K, L@3dE52itT

R G FE
O /% ﬁéﬁi’x % ¥ 7@ 41, PROTAC Ea“? T ERm (doie
mTau®& &) « B & LIz sm RmE R mﬁa%im
> MERABR KA : IBRA B EF, B AT £480%49 15 JRPROTACAH At
BE, T AREZEORSPMLGE RS Kiey, B2 Pi6RIE
¥ 98 AT, « 9%9%;%3\:;1‘&%33&%%%@ (4= IRAK4, BTK) A=
FIRB L APBRIT AR A PROTAC 4 f#m& e (deTau.
LRRK2) 7‘%#&,\73‘1‘1, B AT % 4 T 6 R AT - H#016 k
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B2 HAlRAK

PROTAC TARGET “::’ o Indication Status Company
ARV-110 AR CRBN Prostate cancer Phase Il Arvinas
ARV-471 ER | CRBN | Breast cancer | Phasell | Arvinas/Pfizer
ARV-766 AR (= Prostate cancer | Phasel Arvinas
BGB-16673 BTK CREN | B-cell malignancies | Phasel BeiGene
| KT-474 i IRAKA | CRBN | Autoimmune | Phasel I-(ymara!Sanofi
KT-413 IRAK4A | CRBN | NHL | Phasel Kymera
KT-333 S Liguid and solid tumours | Phasel Kymera
CC-94676 AR | CRBN | Prostate cancer | Phasel | BMS
NX-2127 BIK | CRBN | B-cell malignancies | Phasel Nurix
NX-5948 BTK | crRBN | B-cell malignancies | Phasel | Murix
DT2216 = BCLAL | VHL | Liguid and solid tumours | Phasel Dialectic therapeutics
ACE82 ER | cRBN | Breast cancer | Phase| Acecutar '
FHD-609 BRD9 E Synovial sarcoma " Phasel Foghorn
CFT8634 BRDY | CRBN | Synovial sarcoma | Phasel | C4 therapeutics
CFT8919 EGFR | CRBN | NSCLC T C4 therapeutics
| CG00141®  TRK | CRBN | Cancer | IND Cullgen
CFT1846 BRAF W&00 - BRAF Vﬁﬂd mutant solid tumours . Phase | C4 therapeutics
RMNKO5047 BRD4 | = Solid tumours and lymphoma | Phase /Il Ranok
AC176 AR e Prostate cancer | Phasel Accutar
ACB82 ER | CRBN | Breast cancer | Phasel Accutar
HSK29116 BTK | CRBN | B-cell malignancies | Phasel Haisco
. HP518 | AR ER Prostate | Phasel | Hinova
GT20029 AR - Acne and alopecia ' Phasel Kintor
ABBV-101 BTK | = B-cell malignancies | Phasel AbbVie
JMKX002992 AR = Froatate cancer | Phasel Jemincare/Roche
ASP3082 KRASS™ | - Cancer | Phasel Astellas
PRT3789 SMARCA2 . VHL Cancer . Phase | Prelude
NX0497 IRAK4 [ & | Rheumatoid arthritis ' IND MNurix
KT253 MDM2 | - Cancer | Phasel Kymera

HRISE: Ruffilli, C. (2025). Optimising PROTACs against integral membrane proteins, =B
UESSHARAT
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| PROTACS /> FRIELES

> S GFeAE G F A E 5D
> MfEmaEdps) POI: STIHMF & QT A et G X RAER) , BMA R, BZEZH (R @pXiEZ) ;
> BEHIRFHEHEF. LENLFIH LS, e3emBETE @ 69PROTACS VHL % #= /7 4 603 nM, 27 4% ¥4 10-30nM &9 DC50 [% fig
Brd4:
> ¥ IRV Yo s HEUARTT 24 dE E AR 5 (AeEGFR L858RI4 fZ7|CFT891945 & K Afjfs &, R B MEM R TAR) |
> HiEEMN: BT EA0HHREER, RIERBFREZ G,
> RAEH R
> T ARNM: RFRTERIST, bR HK;
> Hookz & : &K /Z B+ PROTAC 4£ %7, POI-PROTAC 2 E3-PROTAC =T 2 &4, #WH =T EA5HmHk (et TH,
SR ERRAETE) |
> EREITEE T EHFABARE R E ST,

. ) N — . S
. PROTACEEIRIREE EZ4: PROTACTEEHO0OKSSIRL
A PROTAC protein degrader is a uniquely designed
small molecule composed of three parts _ ) 0 _ :
» N
T : g \ B
A binding domain A binding domain . % ol \\ 3
for the specific E3 ligase { -0 for the target protein 5 Sl
N 5’-60 ” \
s ad ) g q\
A linker Y - 2 Ta ) 80 : \. Hook effect
that connects and P s P : N\ Drac= 7%
positions the two domains AN .1000'1 """"" 110100100010000
, PROTAC concentration (nM)
BEISEE: Arvinas, HHRIESHZRT BEISEE: Biochemical Journal (2025) 482 921-937, thREAFATIER 7
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> M2020-F 3]20255%, PROTACH i@ e9BDRX H AL Z % L F, # A Sanofi. Pfizer. Eli Lilly., Bayer. Roche. Novartis%
KA b,

EZR5: 2020-2025FBDEBE{EMRS

E A - N T TINE
Sanofifk{§KymerazZ/"PROTACIIBISIFFFAIN, BRITESRRZMR

2020578 Kymera Therapeutics & Sanofi i BfIK1.5(%m, BRRESIRIE20{255T
Pfizerjk18ArvinasaIlERERZAPROTACIERZFIARV-471 ( REE£920.5(2555T (86.523mEfdFR 1423 ERR

2021478 Arvinas & Pfizer vepdegestrant) FISEHEREFA SIS )
Lilly3k1SLyciagILYTAC ( lysosome-targeting chimera, 5PROTACZE

2021488 Lycia Therapeutics & Eli Lilly {l) &S NBRMEN Bf1eR35005%E7, EREM1612ETT, ait416.35(2ETT

2021481 Vividion Therapeutics & Bayer Bayerlf{lgVividionF3KEEEHMEMBTES (BIEPROTACESF) Bit2012ET

Genentech (Roche) & EiF GenentechikigJemincarefYiEE=={AAPROTACKEESIIJMKX00299219

202248H Jemincare ES2 0 BfIF60005ETT, BEfEm5.912ET, AitH6.5(2ETT
Novartis§k{5ArvinashysE — R ifESZEZRPROTACI#XIARV-766 I

2024548 Arvinas & Novartis PREUAR-V7IIERIZEKITFE] BIE1.5{2E5T, BEEE10.1{2ET, aitl11.6{2ET

BRER: SREEN, AEHE, MRESHE, PERESHRAT
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,gclnmm%

vepdegestrant
MTX-23

BMS-986365

catadegbrutinib
GT20029
HRS-1358

KT-474
HRS-5041
HP518

luxdegalutamide
BGB-45035
QLH12016

KT-621
bavdegalutamide

bexobrutideg
CG001419
HP568

LT-002
TQB3201
ARV-806

BMS-986458

CFT1946
CFT8634

DT2216

ER
AR

AR

IRAK4
AR
KRAS G12D

BCL6

BRAF
BRD9

Bcl-xI

iH Az 11144

Pfizer(Top20 MNC);Arvinas(J&ff)
Montelino Therapeutics(&Hf)

Celgene(Bristol-Myers Squibb)(Top20 MNC)(

JEREF)

BTN (ERH)
FHRZL(FRE)
1B EZ (R
Kymera Therapeutics(/&#ff);Sanofi(Top20
MNC) (Tt Es)
(EEREEZS ()
B EIZL (RHF)

Novartis(Top20 MNC);Arvinas(JRf)
BTN (EER)
FEHIZS (R

Kymera Therapeutics (/&)
Arvinas(JRfff)

Nurix Therapeutics([5H)
Cullgen(JEH)
pisTell PRIA ()

RN ()
TEARKHS ()
Arvinas(J&HT)

Bristol-Myers Squibb(Top20 MNC)(J5H)

C4 Therapeutics([REH)

C4 Therapeutics(J5H)

University of Florida(J&#ff);Dialectic
Therapeutics(&ff)

= i A2 B ES

LAV FLER S HER PR MEFLBREE (R ERR), HR IR ZLER e, = IR ZL BRI (E R R) HIEAIEER
IEMF4BIEREIE EBIRRIS R NERIEAR
A5 EBRRI R INERIEAR
SO EBAREE A IS, 3RS A B B ISiE i B SR B L KERER M8 B RIS

2 (ERMERNT) IO X e, BERREHH 5 88, /) itk B4R R 14 E0Jeg; BARRRI &= ERIRAR
PEIE, SR MRS (ERERR) BRI [ERIIE:
EBE SEIE TR [ERIERR
RGBTSR AT IR AR IE TR ERIRIEAR
FRIE IS BREE, BRI R {73
EBIRRITIERE IERIIGAR
HRBEMZL AR (E RUE ), 15 e, X BRI S B, SR SR A S | B (E R NS) [ERIIRAR
B SRR AR SRR T AR R S A R (R RUER) [EIIE:
HIS IR E BRI iRE NERIIRAR
REPREMEADS ER B B R (ERUER) AR ERSR (ER MR BRI S R ER (ERUER
W)L (ERWRR)IBIER -BER MR RAERNER) \IEPRED
EBIRRISIIRE IIEPRAD

TEMEHEBARAE A M, 3RS A BAR A BB, i MM BB R v BB 8, 4L EE BB A IE BB I VS £
(ERMER) IS XM B/ N\ AR ERE SSECRISIA) R AT PR E R AN EBESNWER)  IGHRE
SLANEE PRI (EFURR), N TRK R A PR SLIAE (2= RALER) L]
FLERAE HROAMER B LG
RS (ERUER) SRR B IS (ERUER) IR EABAIM BB CE R KR, BRI ER BRI
(ERUER), B SRR REE AN S IR (ERRR) EE R (ERMWERR) IRIETIR

RESNER) MEBE LDRERRR) I/ ERIEER
A5 EBRRI IR /N EAIEER
LR BRIR S B IIEPRAD
IFET SR IREEABAIEM B IS S BB (ERMAR), B EE \IEPRED
IRV (ERURR) BB RBERNER) SEREERUERR) RO HERRIREERMR®D) IR
iBI=PIfE \IEPRED
KRR, DRSS (ERAUER): MR E RV B EE (ERURR) IS IRE (ER W) T 4R =R &

FHLERE) \IPRAD

B L
IIPRAD

NIERIEER

IHBIRRR
IHAIlR AR
PR

NERIIGAR
IGPRAD
\IPRAD

[EAIRER
I&FRED
I&FRET
IR
I/NHBIRER

[HAIMGER
[5Z8E]]
ERIRIIE

ERfRImAR
[i75z0]
LG
I/1EAIl

I/1IER Il
IHAIlRER

I/IEBIEER
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|- PROTACIIEEE‘%?%.E&-‘-’_, (2) & DB

Tz i AL b5 == S B ES EEE ==
V-3 EGFR REZRIAZ (R HEPF SMERIRK (ERER) Iﬁﬁllﬁﬁ IfRFRET
HSK29116 BTK BRERLR) 1S M EBLBRE B M, EARRE 2788, BARR M ES1E, /i B4R AR A (768, B4R I e IHAllE PR [5Z8E]]
ASP3082 KRAS G12D Astellas Pharma(Top20 MNC) () SCOEE AR BT (ERMER) S B E IR S E R 1Al IHAllEAR
AC0682 ERa Accutar Biotechnology (&) FLAREE HRIB AL AR IHAIEER IHAIlE AR
AC0176 AR Accutar Biotechnology (J&#H) RIS IHAIEER IERIRER
HSK40118 EGFR BRERLR) e/ NRRERTEE IHAllE PR IEFRET
HZ-Q1070 BTK FOIEEEZS (J5FH) JER1IE; BRI 22, BAEAE R IHAIEER IFRET
HJ-002-03 EGFR FMREZ (R B/ N AHE IEBIIRER EERIIRPR
CFT8919 EGFR L858R EZ)l;C4 Therapeutics(RHT) JE/NAEERHE 15l [&FRED
BG-60366 EGFR BTN (ERH) Bl IHAllE PR IHAIlE AR
HDM2006 HPK1 HIREZS ([RH) JERAIE; SEINER IEBIIRER ERRIIRPR
TQB3019 BTK TERKES (JEHF) FEE fER E; I feE; 5 IS5 IEBIEAR I ERRT
HSK47977 BCL6 BRERLR) MEE FES S ERE RS ABMIEHERE 1Al AR
HJ-004-02 EGFR FMEREZ (R e/ NmRE RS AE BRI F/ B RE e (ERALEER) IHAllE PR AR
1S MM EAHRE E 7, SRS A BAE A B, S M B A B S OB B B B IE 1D 4 X
ABBV-101 BTK AbbVie(Top20 MNC)(RHF) VREDEE, /N R R RS MR D e, B I 58 [EFRED IHAIlER
AH-001 AR LIREE (R HERERMR AR 2 IHAIlE AR
ARV-102 LRRK2 Arvinas(J&fff) IeEHR%m &PRRT ImPRRE
ARV-393 BCL6 Arvinas(J&Ffff) FEF S M EE B & R B4R M THIE M BB (ER L) 201 IHAIlE AR
BIIB142 IRAK4 Biogen(J&Hf);C4 Therapeutics(FH)(Fi e B S R EEm R IB R T K R EHER ERNER) 7T IHAllEAR
FHD-609 BRD9 Foghorn Therapeutics([&#f) BIERE I PRAE IHBIE AR
Gilead Sciences(Top20 MNC);Nurix
GS-6791 IRAK4 Therapeutics(JRE) (FoizE) KRR HER TR B S REMER 7T BRI
KT-253 MDM2 Kymera Therapeutics (/) SCORNEE, S BB B M7 (R LERR); W SR (Z R RR), BE T g 7T IHAIlEAR
SN AFE S S B SN T M B R (E R ) B2 AR TH I IR (E R ZER); TR K ETHL
KT-333 STAT3 Kymera Therapeutics(/&H) LR S IS (E S 5S) I&PRAD IEAIEAR
KT-413 IRAK4 Kymera Therapeutics(EHf) SRS MEARBARIM IRFRET IHAIGAR
NKT3964 CDK2 NiKang Therapeutics(/RHT) Sy Il PRE IHBImER
ONC1 not available Cyrus Therapeutics(J5Ef) SR SCANEE; M 7K I PRAE IHAIIRER
Genentech(Roche)(Top20 MNC)(RH);i5F
RO7656594 AR JEEZS(FNE) RI5URREE 7T IHAllEAR
SHR3591 AR 1EEREEZ (R EBIRRIS AR 2 0] IfRFRED
UBX-303 BTK Ubix Therapeutics(RH) [m#E=; B4RRRIM 7T IHAIIRER
Celgene(Bristol-Myers Squibb)(Top20
gridegalutamide AR MNC)(JRE) EBIRIS R 2] IHAIlE AR
1S MM EAHRE E 7, 3RS A BAE A BB, i M B T B4R B S OB B B B E 1D 4 X
zelebrudomide BTK;IKZF1;IKZF3 Nurix Therapeutics(J&#) PRERTEE, /N BB M B IS, BAB AR R, IR A M PR R R S g IRERET IHAIAR

BRKIR: EREYT, PERESHATAT

- EERBTIHRE Www.ipoipo.cn -



http://ipoipo.cn/

,§¢mﬂiE#

CHINA POST SECURITIES

PROTACSEIR “0-1" 3&fK, BEROMRE

73
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I 1 Arvoa7iEE: BeEmeE, EramEse T UL

> PROTACHY nx 25 LAk 304, FFEPR@ R A AN RP LT ey 24y ARV-471,
> ARV-471HArvinasfedE 3\ S| BEA T &, #H O W EZEFDARR T EH wiF, A2 mA 4R E 25 a9PROTACE 44 .
O ARV-47189280 77 2 lz 3, RmiEndlnsd, A3 RABRAALAFH P RME I EMN£2F, 2AESRI R T AFRIEE
T &I AR
> A T3 KIE, FEAeArvinasit R FFARV-47169 B LAV S5k, FRT A T RALRIE N EAB L EESRI T L 4
MRF, FRABAEGSHT HMTFE ),

12
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> ARV-47189220 55 3 1% ¥ . 22009CBRA=PFSE] 2L TR & 97 (L4288, AL ) , mMAANRBANLEZKFLF,
g7k Eek £ —2k . F b, ARV-47169 = HAVERITAC-2:X3b#% 4 F 22,

EIZR8: ARV-471, XHIEJRE. BAERIRFIAITIERIEE

v | et | huvestan | A | soc Guivestrantais

SE i pe = EMERALD EMERALD
Total (A%) 71 165 73 238
Erh: ESR1 Mut 41 83 30 113
giaEn:
CDK4/6£%i& 100% 100% 100% 100%
AlEZ3E 90.1% 96.4% 46.6% 81.1%
Fulvestrant&ia 78.9% 3.6% 94.5% 31.5%
Total EXU4EUE:
CBR 38.0% 13.7% (Phase2)
mPFS (mo) 3.7 1.9 (Phase2) . 1.9
ESR1 MutExiEEUE
CBR 51.2% 16%(plasmaMATCH)
mPFS (mo) 5.7 2.2(plasmaMATCH) - 1.9
#RIEIE: ) Clin Oncol. 2022 May 18;40(28):3246-3256., ArvinasBR/, SHFESHTAT
13
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| 2.1 ARV-471[0): 3HIREEEZ, ESR14543%

Patients With ESRIm All Patients Patients With ESRIm All Patients
Vepdegestrant Vepdegestrant Vepdegestrant Vepdegestrant Fulvestrant
Characteristic {n=136) | (n=313) | | Characteristic, % (n=136) (n=313) (n=311)
Median age (range), y 60 (26-87) 60 (34-85) 60 (26—-89) 60 (28-85) Mesisursbledissssab 7 75 7 7
Female, % 99 100 99 100
Prior lines of therapy in advanced/metastatic setting®
Postmenopausal, % 79 79 78 78
Race, % 1 82 80 82 76
White 43 51 47 46 2 18 20 184 234
Black or African American 3 4 2 2
) Prior endocrine therapy 100 100 100 100¢
Asian 45 37 39 41
Unknown/NR 9 7 12 9 Aromatase inhibitor 99 100 99 99
ECOG PS, % SERM 15 16 16 20
0 57 57 61 64
Prior CDK4/6 inhibitor 100 100 100 100
1 43 43 39 36
ESRIm, %s 100 100 43 43 Palbociclib 50 54 46 52
Sites of disease, % Ribaciclib 38 28 36 31
Visceral disease 68 68 63 63
Abemaciclib 16 25 20 21
Liver metastasis 46 44 40 36
Bone-only disease 18 18 18 20 Other' L 5 4 4

cth P iif 75

CHINA POST SECURITIES

BEKR: ArvinasAEIERME, HREESATER

BEERETIERE Www.ipoipo.cn
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I- 2.1 ARV-471o]jpx:

B%E10: ARV-4717EITT AR RIABI B ELR S

ITTABRIAZIFERS

£

cth P iif 75

CHINA POST SECURITIES

100+ Vepdegestrant
- Vepdegestrant n=313
904 — Fulvestrant Median follow-up, months 7.4 73
80+ Events, n (%) 186 (59) 198 (64)
704 Median PFS by BICR, months 3.7 3.6
(95% ci) (3.6-5.3) (2.2-3.8)
2 607 Stratified HR (95% ClI) 0.83 (0.68-1.02)
;; 504 2-sided P=0.07
T
o A0-
304
20+
104
0 T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 1 18
Sl S Time (Months)
Vepdegestrant 313 306 189 168 113 108 74 72 46 46 28 24 15 12 © - - 0
Fulvestrant 311 292 162 143 101 98 58 54 36 36 23 12 7 7 4 3 2 0

BEKR: ArvinasAEIERME, HREESATER
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| 2.1 ARV-471[Ofi: ESR1EFEETRERFETE

> S THERESRIAR R EE (XAXBH@FAARERNRLEGTATZ) |, ARV-4714ARE S R LI HENAE T R
FHY, AP At RAEBIMEKRKESAR, AALINESR (2.1400) é’aﬂaﬂﬂ, H 5 gm 3t R R T KRG R8T

43%

BER11 : WEkE4EsEE, ARV-4717EESR1EREZRT AEFHPFS. CBRFIORREERTT

Patients With ESRIm
100~ Vepdegestrant it
— \epdegestrant CBR?® ORRb
90+ = Fulvestrant Median follow-up, months 7.4 6.0 80 1
80+ Events, n (%) 79 (58) 95 (71)
Median PFS b B:: S h 5.0 21 o Sddnatio: . A8
704 edian y , months X - X o
6-month PFS (95% CI): (95% c1) (3.7-7.4) (1.9-3.5) 60 - (95% CI: 1.57-5.39)
~ 60 45.2% = P<0.001°
9 e sa ) Stratified HR (95% C1) 0.57 (0.42-0.77)
o 507 2r3idedipe0.001 s 0 0Odds ratio: 5.45
o 404 R 40 (95% CI: 1.69-22.73)
% a P=0.001°
;; 30 4 20.2 186
207 2.7% b Lin [
104 (15.1-31.2) 20 +
4.0
0 T T T T T T T T T T T T T T T T T 1 10 A T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
No. at risk Time (Months) 0
Vepdegestrant 136 134 87 78 55 53 38 37 22 22 15 14 10 8 4 3 3 2 0 Vepdegestrant Fulvestrant Vepdegestrant Fulvestrant
Fulvestrant 134 125 62 52 30 29 15 12 8 8 7 2 1 1 1 1 0 0 0 n=121 n=119 n=97 n=100

BRIRIR: ArvinasaEIE AR, PHRIESZFT
16
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I 1 Arv471EmE: TRAERESREERGTE
> EEARAZET, ARV-47T1 BARG BB T, B PR R Ko R EAERRK, LXKZHET7MEATREH (TRAE)

H1/2% . HFulvestrant4att, ARV-471694E4T R A7 P B TR R E4+ (TEAE) KA X 23 (87% vs 81%) , 12
PERREMH (Z38) . FRETFPH RN EERKOEHRAEREA L7, BARNDATTEETLH

E%E12: ARV-471H %L HEEE

Overview TEAEs in >10% of Patients in Either Group
Vepdegestrant Vepdegestrant
TEAEs, % (n=312) (n=312)
Any grade 87 81 TEAE, % Any Grade Grade 3/4 y
Grade 23 23 18 Fatigue® 27 1 16 1
Serious 10 9 .
ALT increased® 14 1 10 1
Leading to treatment discontinuation 3 1
= - AST increased® 14 1 10 3
Leading to dose reduction 2 NA
TRAES, % Nausea 13 0 9 1
Any grade 57 40 Anemia® ¢ 12 2 8 3
Grade 23 8 3
rade Neutropenia? 12 2° 5 1
QT prolongation Back pain 11 1 7 <1
TEAEs: vepdegestrant,10%; fulvestrant, 1%
A QT interval sub-study (n=88) confirmed a mild increase (11.1 ms) from baseline Arthralgia 34 1 g | 0
in mean QTcF, with upper 90% Cl (13.7 ms) <20 ms,f
indicating no large QT-prolonging effect Decreased appetite 11 <1 5 0
BEERIR: ArvinasABELEMAE, FRHRIESHTRT 17
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I .1 ARV-471E6: EEEEESRISEE LA

> £EEFAHH2H % ESR1R T AGER+/HER2-ME AN FLAIE /& & H & 22L+ (& KAL) BT, BAAMBEANEITE K,

> Strbk A, A 2k SERDs (ZHFMMEHEZ AT AFN) Al RKIEFRERRERISL 2 NAK mPFS ®F, 7T H
Mk, sbsPofR SERDs % HILE il (Gl) A TNREMH, IRRREALSMEZWRFTAE X4 1@,

> FEiFFeArvinas/n B B P E A O 3L B Bl & ¥ Vepdegestrant 89 B AL AN IR L H =T .

\

ElZ#13: ESR1Z=ZLHH ElZR14: ESR1EZBETHIZEN

Novel treatment options are needed for the ~20k patients?
in the US with ESR1I-mutated ER+/HER2- advanced or
metastatic breast cancer in the 2L+ setting

In VERITAC-2, vepdegestrant demonstrated 5-month median
PFS, with robust 2.9-month improvement over fulvestrant
in patients with tumors harboring ESR1 mutations

Vepdegestrant’s novel mechanism of action as a PROTAC ER
degrader differentiates it from other ER targeting therapies

v £ 0 99‘ @
&
MAPK PI3K/AKT in the 2L+ ESR1I mutant setting
pathway pathway
alteration upregulation
~10%" ~20%

Figure adapted from Lloyd et al. Ther Adv Med Oncol 2022

BRRIR: Arvinasi@Enis}, RERIESATAT BEERIR:  ArvinasiEaiiat, FHBESRTRAT 18
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I e ARV-aTIEBEREREY, ERrsr FRRLE

> BARRAE, AAVNAPROTACH) ML AN LR T4 A 3 5 ABA R ERR, 2T ELRFERMAGILKZ 0
AP, IR E, HATAAH F 1 FPROTACH K % A J iE 5% Sbreakthroughth 9 K &, ® % R4l ATk ¥ 4 # e &
2R, RTARGIARMLE 51 R T A A9AF R .

> =2, KAVIAHPROTACHEARAT Wy KAast i 5 & T F A0 ¥ B . MPROTACE & & MAFI A ik it =3k 5. o
K AOBLA, E3EEEERIR, EET ARG/ HERRYO S TEERABT LK EN RWGLER:

o 1) ¥e&Amtik: ARV-47142ARV-766 2494 %]k B T Tamoxifend= (+) -JQ-1 (ahiRZEMH L 4) ;

o 2) E3EgFeAR: BN L E il AE3 AN SN T Ml PEI MY EE, BRIkt R R RBZE
5 1% 69 CRBNA=VHLBLAR 2 F ;

* 3)Linker#yikit B AT XA M H e 7 £, HELNRZNE,

19
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I .. msssT. oegmPrOTACESR: — F SHMEX

> BWKRAE, TLAHARLERFTOHEKT &, ARG LITFTRR G838 AR B 4 b e AT Fe R A9 AR R B
T R IR GG T MR AE, Hm B AT — AT K K E S R

> 12/ A FABARE, KAIAN B LWPROTACKRIE{ER £E, EABCRBAETALY ORGHT 2 B TiaEE,
LERRBADSUWTH R, TFELEERLE S .

@ T AR IRGMTHA % K? 5S%Nature Reviews, 2023F4RJE Jm BART B 27010 £ 4, H P o)k

i A5 £ 4, X E9%. ft%‘ﬁuﬂﬂﬂ"%lé&f%ﬁ?%éﬁ%fr F20345F A4, 2R A 2R E33%49 T
5,

® X 11IAHPROTACE & iR i Ak & 45 BLa9 % 71, 28R B /£ TPROTAC/Z IL Tbiologicals—Iikefy J7 & Fnac A1

20
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CHINA POST SECURITIES

I . aenEsmErssA

> ORERBERIEDB. AHBINGGRE m/IBDR A, VA50770%% % (T5007 A) A% e# Tk, RERWHR, £
ZEKERBEADE LT AHTSNEE MR E O RBE M, X —ARADIRGM A ZE RN E T kR Mo fe g

P o

> DIRGHTIHAEEABRERN . R R NP, 202355 R R EAKT HA2701L £ 4, b o IR B hBILE S,
R E%. FF K HAPTGXAY T HHALFAM, A+ £2030F /5, HAKTIHIELKAI01LEL, L+ oRG4HmEK £991C
%4, &R E33%,

> msré’a FATVIN A R AT ARIRAGAD/CSU/PNAL 3% Kok, 4 RAE LS th L — R £Dupi B9 0 R 254, A 25 FTh2 A R
i B E AR KT A, WA IBDAUR, ILA T HEMEMAMKGAE TN, @ hWERIEY o IR HEIBD,

HBRBR, DR T AHE S IR T L —5E .

EZ15: 2021/2031ER/EmmimAETT

EZ=16: 2024-2034EXEERBEmOARTHZI

IL-17 and IL-23 Inhibitors Expected to Dominate Market Share

XX US Moderate to Severe PsO and Active PsA
2021 DISTRIBUTION 2031 DISTRIBUTION Oral Market Projection’ g

Market Size: $21.7B Market Size: $30.1B
900K AT
treated pts
V PDE inhibitors, 9% Biologic AT segment
/ PDE4
nhi ! ( inhibitors, 4%

IL-12/23 inhibitors, 15

treated pts

IL-17 inhibitors, 21%

IL-17 inhibitors, IL-23 inhibitors,
1L-23 inhibitors, 27% %

33% of AT

Topical
Topical corticosteroids, 3% corticosteroids,
TNF-a inhibitors, 21% 2%

FDC topicals, 3% ifarin BS analogesiine m;mr‘_oars FDC topicals, 2 Oral AT sengnt
o TR vz 2% 16% of AT
. inhibi y 9%
8pr0t§99m,5t Psoriasis Disease Landscape and Forecast (Clarivate, 2023) 2024 Over the next 10yrs
BEIKIR: ProtagonistEntasl, SPHRIESHTAR BEE: Takeda®EW, ARHBIESFATAT
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BE17: HANIGFRNER =¥57

KITKAFRIERZSE AR EE?EII NERIRAR

KT-474

IRAK4

BGB-45035 IRAK4

KT-621

LT-002

GS-6791

HPB-143

STAT6

IRAK4

IRAK4

IRAK4

IRAK4

Kymera
Therapeutics(/&
ff);Sanofi(Top20
MNC)(FetRzzs)

[ERiEc D)

Kymera
Therapeutics(J&H)

TEEV R

Biogen(J&Hf);C4
Therapeutics(&
) (o)

Gilead
Sciences(Top20
MNC);Nurix
Therapeutics(J&
) (o aR)

SIAY (R
);Photys
Therapeutics

KRR
I:Fﬂﬁ)\

ESREEERE KRB ESN  HIRR

RIMERZK T RS (ERENR)

12 1EREZR RIS (= RAUER), IR (= IRPRAD

SHCEIR) 4SRRI SR (ERURRR);
BRI RER (BRI,
SO (ERURR)EBTR-R
ERHEBAERER)

IREE (ERMERR), SMERAME 1/IIHAIGR

(ERMUERR) REIEA B B

(ERUER) BIERERBRAINE
SHERE), B B R IR Bm AT
BIERZK S HIERRE (ERUERR)E
BRERUER) RIS TR (ES
HIRNR) MBI B R (E RURNR)

BESRERE RREERT IR
BRR(ERERR)

ESEbinES SE A SE rend 2L

R/ BSRRIERB SRR iR

KBS RAEMERRS

\IEPRAD

\IEPRAD

il
A

Inactive

Active

IRPRRT
Active

NERIfRAR

Active

ERIRIIGAR

Active

IBRIEAR

Active

ERIRIIGAR

Active

ERIRIIGAR

EZ18:

not available
IRAK4
HPK1
IRAK4

not available
BTK
STAT6

not available
BTK C481S
BTK
JAK2;JAK3
JAK

JAK3
IRAK4
TYK2
Bel-xI

BTK

BTK

JAK

ITK

BRD4
Bcl-2
IRAK4
IRAK4

BTK

IRAK4
TYK2
EBNA1
MAPKAPK2
CDK9
IRAK4
IRAK4
IRAK4
IRAK4
BRD4
CDK9
FIt3;IRAK4
CDK4
BTK;IRAK4
STAT6
EP300

=§EIJH1IHEE%

CHINA POST SECURITIES

REIAIE % PROTACE L

e

i /2 A1)

{RICEH (RE)

BB (5EF)

Bl =S (REH)

BEAF (R

SR

FOIEEZ (FRH)

ERZG (R

B ===

EEER(FH)

State University of New York at Stony Brook([&#)
St. Jude Children's Research Hospital(J5#)
EEER (FH)

EEER(FH)

Arvinas(J&HT)

Cullgen(RH)

Novartis(Top20 MNC)(&Hf);Servier(EREH)
Accutar Biotechnology(J5#)
Biogen(J&#t);C4 Therapeutics(J&HT)(FoiE)
ASKA Pharmaceutical (J&RHT)

Nurix Therapeutics (/&)

C4X Discovery(J5H)

SEXF (R, LSRR AF (R
EERHRE)

ALER (R

TR (RE)

IR (FRE)

Arvinas(J&H)

Wistar Institute(J&Hf)
Celgene(Bristol-Myers Squibb)(Top20 MNC)([5#)
Max-Planck-Gesellschaft(/&Ff);CeMM Research Center([RE)
TG (RE)

AstraZeneca(Top20 MNC)(/RH)
Celgene(Bristol-Myers Squibb)(Top20 MNC)([5#)
ST SRR (ERER); R LLIZS BUBT URRER)
Tohoku University(JRHf)

Biolexis Therapeutics(J&RHf)

EREEY ()

NiKang Therapeutics(/&Hf)
TBHRAF (R AmMBEE A (R
Almirall(RHF)

Aurigene(JRHf)

BRKR: ERET, PERESHR

BRKR: ERE, PERES

EERBTIHRE Www.ipoipo.cn
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Il .. 5eproTAC (—) : STATS & LB IR

> STAT6RIL-4/IL-13f5 5 ilss ¥ RT3 skt R BT, & MECARERNAIESERlnIa s
AT B ERPTh2 KR SIS AT AR, A )
ﬁSTATéﬁIJé’?ﬁ%ﬁ?,%’{f«?—'fiiQé\%ﬁfzﬁéﬁﬁﬁ'ﬁ&%o Type | IL-4 Receptor Type Il IL-4 Receptor
&AL #E 5 (Dupilumab) 2 —FPiz 4 A2 5215 ik, i 4;&° yiL-13
ST AE fHWT IL-4/1L-1313 585, © A %k m a3k Lan
IR, B, Tk RAMA LR FIL AN KB KIS IE &
8 A, 3emSTATORRRIF T A 2 45

>smm&¢ B R-& 8 R A& g Ji-DNAFE B4 ) R IE
b, XARFFA R T IpRI RERFME . SR HISTATE
—H@mlEHEk. KR, STATOIEF £ A% Alied & G kit
LS ﬁ%%ﬁ%%é$#WT%%V®asmw%%ﬁ
£&#Dm%%%&ﬂ M R R A E ) ERE

B, MmBEA A AR R REARAET EML, B |
%&iﬁﬁ%%%ﬁ% ‘@xmq

IL-13Ral

KT-621

_v_

Th2 Inflammation

BEER: KymeraBR, ARHBIESFATFr

23

EZRBETIRS

www.ipoipo.cn



http://ipoipo.cn/

I «re1mmn: sERE

> e 5% 36 4 A 3K T IL-44= 1L-13% F 69 TARCH=Per iostinfEDupi F=KT-62145 25 5 44 T &9 48 37 ] 42

KT-6213F & 84 K-F 562 pM /24 pM , #Dupi #194pM/637pM.
> AR SEIRR B A HDME v A2 A A TARCHI A Yy 2 3e P, 8/32 mpk 4 &9KT—621 89 #p 4] 2 5% T 25 mpk@9Dupi; ZEARIK

e A A R I, 32 mpk 4L 89KT-621FiF#=Dupi A8 a9 474 L

BZ20: KT-621IGKRRIEGE

25 Dupitf S EZERE

=§¢mﬂiE#

CHINA POST SECURITIES

PA1C50 %k &,

IL-4 Induced TARC Release
in Human PBMC

ICsq
-8 KT-621 62 pM
-~ Dupilumab 194 pM

8

Percentage to DMSO

107 10! 10 10° 10 10°

Concentration (pM)

IL-13 Induced Periostin
Release in Human Bronchial
Smooth Muscle Cells

ICsq
@ KT-621 24pM
~#- Dupilumab 637 pM

;

Percentage to DMSO

1
10° 10! 10¢ 107 10t i
Concentration (pM)

104

109 o

TARC (pg/ml)
g
I

TARC (CCL17)
Reduction in Lungs

2.5

Reduction in Lung
Goblet Cell Metaplasia

E| * *% %% H *  kxx e HH
o 2.0
[=]
L]
v 154
e ©
> T
T o 1.0
1 )
3 8 0.5
] ] T
— 00— T
RO - S - = N -
o & & & &K FH& & &S
o8 LTS O R NSNS AR R A
: O F Y G R
R A8 - 3 ‘é\-b ,@‘Q = .{‘\c}e’ Aé‘\ & & .\\oéa (’b-('
WP e PP oF P Qo*“’ Lol e o
o )

2/8/32 mpk doses showed 72/85/91% STATé6
degradation respectively in mouse spleen

BREER: KymeraBR, ARHBIESFATFr
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I- KT-621 Phasela: STATOG[#

th B i %

WR IR R R T L2

> fig: ARNLHERTFIHIPTEAR LR FPARASKKEBRAR, RREHEFARTTIEKRE, HZ=50mghf, %A

STATO6 % A &R,
> kP Fe>1.5mght, BFTREPTEAIEBKPRAERKEMEAE, ARLHBILARNKIKE, RkE5higk by

STATO% fif 5 4248 K PE

ElZR22: REFIEKT-6211ERZEFHIPEHR

ElZR21: FAEFIEKT-6217EMKRPAIFEESR

STAT6 Degradation in Blood with 14-Day

STATé Degradation in Skin with 14-Day

KT-621 Dosing KT-621 Dosing
g 2007 , 100~
= 1 gg_ y A -8~ Placebo n=18 £ -8 Placebo n=17
g 50— / iafiiton -4 e % B 1.5mgQDn=7
,;2 ; M_H -+ 12.5mg QD n=7 S e WO
e'lﬂ 0 et =¥ 25 mg QD n=9 Eo - 25mg QD n=8
a -4~ 50 mg QD n=9 =W 4~ 50 mg QD n=9
i LU —
%‘E % -8 100 mg QD n=9 & = o- - 100 mg QD =9
s b 4 -l 200 mg QD n=9 ) - i
i T i 4 L] =
UE o e ., 62 - 200 mg QD n=9
S N 55
f (=)
2 \ —a//3/ 2
- / =
2 b E
e <
-100 =
TR ] T W T N S | | | :
Ohr 8hr 24hr D4 D7 D14 D18 D28 D38 i 7 Ta o8
OMN TREATMENT ON TREATMENT
Time (Day)* Time (Day)*
BERE: Kymera: KT-621 Phasela Z55&E 4kl HHRESHSAT 25

BERE: Kymera: KT-621 Phasela Z55&E Ak, HHRESHSAT
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KT 621 Phasela: E¥rEY T IERE, 5Dupilk¥En]
Il . PR

> TARC (37#ITh23R5) K J2 B N 69 A s A A E )

: 14 R&% )6

¥4 TARC MK & &k 37%.

th B i %

CHINA POST SECURITIES

H o 50mg FH=4

% 14 X TARC 3 A & P& 37%, 12.5mg 2BT4{k 36%, 200mg ZELT&4K 31%, H L TMAk0@ 5 5 E S5 L% gk
TIREPHRERY,

> Eotaxin-3 (IL-4/IL-13 i@ % & E4FFHe FTHmieR-F) .
100mg 7| =& 28 %k 63%, 25mg A4k 62%, 12.5mg 2AT&41K 58%, JM4kta A

£ 8.7 (CRSwWNP) #=% 52 Bty iREmLE £ ZE 24,

14 X%

525 )5, P4z Eotaxin-3 Mikm =ik 6
5B A A R

B3£24: AEFIEKT-621%FEotaxin-3f&ERMER

%oﬁ¢
2 R

EZR23: REFIEKT-621XI TARCHIBEARER

Serum TARC! with 14-Day
KT-621 Dosing

Serum Eotaxin-3! with 14-Day

KT-621 Dosing

-8 Placebo n=18 -@— Placebo n=18
P - 1.5mg QD n=9 Day 14 £ 209 - 1.5mg QD n=9 Day 14
% - 12.5mg QD n=7 i - ChTARCF o & 12.5mg QD n-7 A (l;:tcar:(in-i?
s rm lange rrom 3] o rm lange
,5.“53 ¥ 25 mg QD n=8 Bassline [a2] 0- -¥=25mgQln=¢ From Baseline
= 4~ 50 mg QD n=8 Median ) 5 % 50 mg QD n=8 Median )
§ . o &~ 100 mg QD n=9 B e < ~8= 100meONin=a Placebo -4%
] - s 8 _and - =
g)o % - 200mg QD n 15 me 15% go 8 20 - 200 mg QD n=9 15mg -28%
(]

5= 12.5mg -36% 5= 125mg -58%
o 204 25 mg -21% 3} 40+ 25 mg -62%
=R ™
g 50mg -37% IE 50 mg -55%
< 100 mg -11% & 60 100 mg -63%

40 200 mg -31% 2 200 mg -42%

T -80 T
08 28
ON TREATMENT ON TREATMENT
Time (Day)* Time (Day)*

R sty A ks ZN YR st 3 - . SEE oty 3 2N
BRISKEIE: Kymera: KT-621 Phasela ZRiERME, FHRESTATER BREIKR: Kymera: KT-621 Phasela &5Ri&EM#L, FHRMIESHATAT 26
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I (r621. mettEmuie

> A RBRETHAT R, “eF a5/ A LER, ZMNMATEELSEFRAAX (FTH)
> K hEX:

= EIREMH (Serious Adverse Events) .

X EE IR EH (Severe Adverse Events) .

BI7 EA A LA R R FE 4 (TEAEs) L FH| AR BHEAE X,

AAEL N LT KEREEBTHALGTRREEHS (TRAE)

TE A% TEAEs FHAZZHa9H L,

A iRtE, FHREASTFORE (ECGs) ¥ LKA X T

ElZ<25: SAD/MADR\FIRIA R M55 [El3R26: KT-621E&ESTATORIEIEZE M4

@ STATS

DN N N N NN

TRAEs by Preferred Term: SAD Cohorts STAT ® Other STAT
L ]
SAD SAD
AE Term (severity) Placebo KT-621
(n=12) (n=36) =
Headache (mild) 1(8.3%) 0 3
g
TRAEs by Preferred Term: MAD Cohorts 7 2
MAD MAD
AE Term (severity) Placebo KT-621
(n=18) (n=52)
0_
Nausea (mild) 1(5.6%) 0 3 % 2
Asthenia (mild) 0 1(1.9%) el
BERE: Kymera: KT-621 Phasela Z55&E Ak, HHRESHSAT BERE: Kymera: KT-621 Phasela Z55&E 4kl HHRESHSAT 27
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I «re2iEsREits

Bl$E27: KT-621[548:FFA1t%

Ph3 AD, CSU,
PN, BP, EoE

Ph2b AD

Dose Ranging

Ph1HV Ph1b AD ST Qr =00
SAD-MAD Single Arm, Open Label

Ph3 dose

v'Completed Ongoing Ph2b Asthma Ph3 Asthma,
Dose Ranging COPD, CSRwWNP
Ph3 dose
Startin Q1 2026
« Safety & tolerability * Dosing for 28 days « Efficacy and safety in * Ph3 dose selected for AD can
- STAT6 degradation s Bismarkersinbised two initial Th2 diseases be used for other indications
« Th2 biomarkers o _Sk_'“ 'es"f“_s ) ]';Zifhc::: seiection ior I(?sﬁrgcf lvshlilfaht;faméap’
* Clinical activity asthma dose can be used for
other respiratory indications
such as COPD and CRSwNP

BRSKIR: KymeraBERM, SHFIESHZAT
28
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I- 2.2 H%PROTAC (Z) : IRAK4

> IRAK4R —FP & RBs, BEXRRARTPHELERAHAC, CHAB T LGB ERABEET, LB T I EHRMER
“EN%|MMKﬁiﬁf%£%ﬁwl% TLR/IL-142 T8 R & £ A £ 92 K EMH KRB R BAILE P RIEER, X
1348 APROTACH & /1 B A T 5 A8 9743, QIR TALRBE TR E ., ok, BRER. LEEWHR. #w,
F%m%i%&%\%ﬂmﬁﬁk\%%iﬁﬁﬁ%%o
>>ﬂ%.m4%(mm4mmm>k&%%mm4‘wwmﬁﬁ%ﬁﬁ%%ﬁ%i%%%,M%Ta%%{fﬁ\iﬁ
NEA M RENR KR, AET LR RERFRRTET #6918

EZ28: IRAKMERHGIREE: FAZIRAKABIAJIZEMTIL-1R/TLRIKFIRISIERIF N

IL-1R/TLR Pathway Degrader Advantage TLR agonists | Cytokines IL-1,
. IL-a/B, IL-18, secreted e Inhibitor Y TLR:— ® IL-18, IL-33, IL-36
signaling “__33’ "__3(; . TNF-a, IFN-y, !  AK4 H 2 .
g IL-16, IL-6, i Scaffoldin - & Kinase :
. H a g Cell membrane
IL-8, IL-10, ! Role A N Role
) IL-12, 1117, i G X
TiRs O IL-23 ; w 5
mLi24s7es QU LR -‘\ INKIp38  NFxB i IRFS/7 i % J
'l o Clinical Pathway Validation 0
L / ./. IL-1a/IL-1B : Rheumatoid Arthritis, CAPS, Hidradenitis Suppurativa %_' IRAK4
m i IL-1o: Atopic Dermatitis DEGRADER IRAK 1/2)
Myddosome | (TR IL-1B: Gout; CANTOS Outcomes Data in Atherosclerosis and Lung Cancer =
Y IL-18: Macrophage Activation Syndrome TRAFG )§ESiEkicscme
IREKINEAKS INK/p38 IL-36: Generalized Pustular Psoriasis, Atopic Dermatitis

IRAK4 SMI: Rheumatoid Arthritis

Catalytic x X Scaffolding
@ Human Genetics function function
<2 Adult humans with IRAK4 Null Mutation are healthy
NF«B
IRAK4 degrader has potential to achieve a broad, well-tolerated Th1/Th2/Th17 inflammation
c-dun anti-inflammatory effect, providing multiple development . . . .
\\{;I‘\.’ﬂ \MTX opportunities in autoimmune inflammatory diseases IRAK4 is a master regulator of innate immunity

with scaffolding and kinase functions

BREE: KymeraB®, Kymerai@E~i4RHRAK4 Degradation vs. Inhibition, HHRESTRSRAT J
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I racemimen: peesmsEmEs 14 020F LBEY

> IL-1R/TLRIZ T i8R £ S A 2 KM M P B ERivh, BRHAYAEEHKHMETL 1.4 1,
> A 4R K (AD) : BEXKEART 5540 F; ARMEITFAEE (HS) : HE XS4 78.8 &
> "R A4 #ew (Asthma) @ &EFH AT 4290 7; BHEHMEMMER (COPD) : EHHXHEA:T 3370 7
> BWms: mmtagmEk (UC) : X sA8:iT 190 ; £ F B5m (CD) : EEFH AT 140 7
> RUERF: EREXT X (RA) : BEXKSART 470 77; Z4M Rk (SLE) : BH K FAT 56.1 &

ElZ29: IRAKATIZES]: IL-1R/TLRESEIENSSiER, BERFHFKX

Patient

DERMATOLOGY Numbers!? RESPIRATORY NTﬁtZéi
AD  » 55.4M % Asthma » 42.9M
HS » 788K COPD » 33.7M

GASTROENTEROLOGY RHEUMATOLOGY

@ Uuc »19M [ 3
CD »14M S

Total Potential Patient Impact:
>140M patients!

BEERIR: KymeraBW, HHFIESHARAT
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I .. Rakasdtb s RagHs £ 5.1 i %

> IRAK4 T&fE2 fMr IL-1R/TLR @R M FMNL 5T, LA A DS THEMFIFN X XS KRS TP L4k, IRAK4
M AR T Ap ) 09 KA L HE4m T
v' IRAK4 A R E% (KO) ALTABFTLRIK &, mAX 3P4 L id b &M ik F X —3 F: |IRAK4AHY % 2 3 sk %t Myddosome
oMM RAr BRI ETHFERETE, RIPHEEEERLETHEX DAL, ST 7 4Ll
IRAK4 &M (M dE#kBadpH]) AT TLR 455489 NF-k B %54{%,
IRAK4 T&/F (dmdEi&Badpd)) AEFELET IL-1R+TLR A9 %,
FETABT TSR L& & 28 77 dy, |RAKA T4 FRAR T i3 B 30 4
AR TIRE (HS) BH A dtmie £A 4, IRAKA TEfEX A KB m o TFTapHH (SMI) R &8
s |RAK4 K-F,

ANENEA NN

EZ30: IRAKA FEAEFIFIINGD F BRI MERI L

Legend Compound IL-6 IC50 (NM)
Superiority Over SM kinase Inhibitor —&  IRAKA Degrader 08
- Negative control 450
LPS +IL-1 > IL-6 > IRAK4 SMI (PF-06550833) N/A

150

160 KT-474 DCs, = 2.1 nM in human immune cells
KT-474 only degraded IRAK4 in human immune

cells at concentration 10-fold above the DC,,

KT-474 better able to inhibit IL-6 under both
LPS and LPS + IL-1p than clinically active IRAK4
SM kinase inhibitor

PF-06550833

50

| : . In high inflammatory state conditions,
% 4 2 0 2 degradation is the only mean to pathway

Log[Compound] (nM) blockade

31

BREIR: KymeraiEst4#}HRAK4 Degradation vs. Inhibition , HHBIEZSRZAT
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I 7474 1%

> KA BHWKEI S, IRAKAE & &AL K

o
> ADA=HS & & A

2% Bt R Ak IRAKAK -3 T AL ¢

0.216% £0.103, HS¥ =5 A0.236M% £0.096)

EZ%31:

IRAK4 BEREFIEAURRY 1 HBETE

.=.IRAK4§

38 o

a 07 @ Healthy volunteer MAD cohorts
) HS/AD patient cohort
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KT-474 plasma C, 4, (ng ml™)
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CHINA POST SECURITIES

£

7 B 5T 52 7180 100%09 1&h¢, At EEBRHEHEHOEMRL S —

2KT-474:5 9728 X )&, ADA=HS % Bk F IRAKAK-F K ta T % (ADE

Mean (+ SE) IRAK4 levels in skin

(fmol pg™ protein)

HAR G5 FM,

(@]
0.6 —
n=48 n=7 n="1 n=6 n=10
0.119+0.01 0.216+0.063 0.236+0.046 0.103+0.053 0.096+0.023
0.4 —
*kk
° 8 '
(@]
o ® &
e Q ©
0.2 4 &)
(~] o
@ ]
’ O
0 T T T Q@
Healthy AD patients HS patients AD patients HS patients
volunteers  (baseline) (baseline) (day 28) (day 28)
MAD cohorts
(baseline)

EREIKIR: Nat Med. 2023 Dec;29(12):3127-3136., HHRESHFAT
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| KT-474: 1HR&UREIGRARTT0E

> ADEE 7B EE A HIFE, BOice T T E5—F/24/) Hﬁ’aﬂé{ﬁ%ﬁ HF (NRS) BRRESFNH 5T%/T1%; K%
HE: BhaRE T EAE IR (EASI) F3MEik 37%; JZEALE: S E2—)8/24 Jidayre EsE % NRS -F 35 51K
52%/63%.

> ALRRMEFREE (HS, &#T &) : &£ 12 B & (&F+ 10 PP T HE) 25k

vV Rl At fe e T iJr;i (AN Count) ZRRERN 42% (PEEZEEH 50%) ; HS Wk & (HISCR50/75) 4#
A A 42%/25% (b= EEHH 50%/30%) ;

v RmE5IEE: K NRS LM E 50% (FPEEEE 60%) ; SfHJEE NRS -FHEIK 62% (P& E EE 68%) ;

vV Al ZF 5k AN Count -FHIE&IK 46% (“Pﬁls‘i@%‘ 51%) , J&J% NRS B3Pk 49% (P& & &% 55%) , £
THWAT HS 69 KgEAem KA B F L EAF A

EZR32: KT-474: 1HBEUREEADFIHSEBERITRN

Clinical Activity: Atopic Dermatitis (AD)

Hidradenitis Suppurativa

AD clinical endpoints collected in the trial included EASI score, Peak Pruritus NRS and vIGA-AD. Peak Pruritus NRS was used to derive Responders: All Patients (n=12%) Moderate/Severe (n=10)
Peak Pruritus NRS responder rate. Results are shown in the table below. vIGA-AD was stable or improved in all patients. AN Count 0/1/2 42% 50%
Atopic Dermatitis (n=7) HiSCR50/ HiISCR75 42%125% 50%/30%
i o o
Responders: Pain NRS30 50% 60%
Peak Pruritus NRS: Past Week/Past 24 Hours 57%I71%
Mean Reductions:
AN Count -46% -51%
Mean Reductions: "
Pain NRS -49% -55%
EASI =379
" Peak Pruritus NRS -62% -68%
Peak Pruritus NRS: Past Week/Past 24 Hours -52%1-63%
*One patient started on concurrent HS medications on Day 34 and was censored at Day 35 and Day 42 from Mean Reductions values.
Note: Results represent highest response/deepest reduction across Days 28 through 42. Note: Results represent highest response/deepest reduction across Days 28 through 42. Pain and Pruritus scores measured over past week.
EASI: Eczema Area and Severity Index; NRS: Numerical Rating Score; vIGA: Validated Investigator Global Assessment AN count: Abscess and inflammatory nodule count; HiSCR: Hidradenitis Suppurativa Clinical Response; PGA: Physician Global Assessment

BEISKIE: KymeraBE/, HHFIESHTFR
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I- Bt : BGB-45035 (IRAK4 PROTAC)

> BGB-45035% & #FAY 1 B £ 5T KX 49 IRAK4 PROTACT% % 5,

|RAKABG & AR 45 M, FE/E AR BRI T 60-96/ Bt 6955 K ¥ % 3,

> BGB-45035-2 H AT & K —4 Tk Rk =
PEZEFEREFHNEENEXTERAEE PR IR, T2BREL
—HERBILRRFS —ERFENE M T EHFRE,

EZ=33: BGB-45035ImAREURRED

}WMMM%%W%%O#J]RW’

BE—HEERPLEREELANZTLA S,

.gchmm#

CHINA POST SECURITIES

g, HRIEIFD

5 727 11BGB-45035 f& A 474 J7 J7 s ANE 69
%mfﬁﬁm&uﬁé%&%éwrﬁ%oim
il )\éﬂ @:E‘%&fi‘i’wofﬁlé‘iﬁ T 1E .

+ Designed with best-in-class properties:

+ Faster and deeper IRAK4 degradation with
stronger cytokine inhibition compared to
KT474 in preclinical models

* No QT prolongation

Clinical progress

+ SAD and MAD completed

+ Phase Ib in prurigo nodularis (PN)/atopic
dermatitis initiated (AD)

+ Long half-life in human (60-96 hours)

+ Complete and sustained IRAK4 degradation in
peripheral blood up to 7 days after a single dose
of BGB-45035

+ Phase 2 to start in 2H25; POC for tissue
IRAK4 degradation expected before YE 2025

SAD

MAD

% IRAKA Change from Bascéne

$8b8o33588F

IRAK4 degradation in blood

- Fuceto e
& SADDLY el
- SADDLY oet)
- SADDLI n=4)
+ SADDUA -6}
© SADDUS (et

£ SADDUS (ne8)

1466783
Beas0 Time (days)

& Placeho (n=}
& MADDLY in<8)
4 MADDL? in<8)
< MAD DL (=t}
S MAD DU (=)

Time (days)

BRER: BFtENETR, PERESATAT
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I serroTACEERES
FEKymerai® =44, A 7T EHILAE B Z10%R £V 0y

> DIRMEMRF|FEARAEMBIFNGIT R, ALZ2RLTRLBRFETHL.
B EH, AT HAEEE, X% 5L STAT6/IRF5/IRAKA T 6y EE M E kA, Z4Mh377% (systemic
< ] 710012/4501¢ /55010 £ 4 v b, A# X @3t F1045 5 65 0 IR 77 & 69 4& 4t

advanced therapies) X‘f)lé’:!’rﬁ%’\%]
30%, Xt &2 &9 77 3 MR B AR 25 )N o
EF&34: B%PROTACHIZE
I N T R

Immune
Classes &
Sjérgren's

Indications
Asthma COPD CRSwNP

STAT6

KT-621

Systemic Advanced

Systemic Advanced
Therapies: 3%

Therapies: 7%
i >140M Patients
(~ 54% mod./severe)

Therapies: 1%
>130M Patients l ( Z;‘E/)M P;';ients |

~ 549 . ~ 65% mod./severe

(~ 54% mod./severe) >$10B1 >$4581

>$55B1
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> BARTTHE: RAVAA RA K RKIEPROTACK K & A T LT AL G RA @A IEeE%, LRE
BT HACERA R L 2 G RARA L T B89 b, mAEARG KGR FTREK, &4
FINROIA S o HAVAAAT L B AT H R A B I “ 8 RFTA” WERDERAKALE )T BT IA KT
R AE ) 0 SV B
> PATHEE: TRTHEA, £aaF) FRFPETFHA, Bibd kel RT R GIITHER2
RIEE REM
> ABRARE): BFATN . BImEH., B BHER. LFHL,
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