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B & . JECRBN-IKZF1/3 iR B4 TR KRE, BATH I EHFEHL (BMS/Celgene) 4i{2; BANESFAL, XEIFERET
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7BzZ—, A “ILZAHK” WEHIRFHHIE, FEDTEIHMA “RTRD” 98 K¥e 2k, KndrFREEL ST/ ke King s
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follow & me-better’ - &, AEWEEZRETFELESN B E R EE K. RNIAHCRBN-IKZF1/338 2 L4 %5 H 82 L K3 5a, F
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Target Protein Degrader (4 FJ&+PROTAC) iE R MAiX 16% # “ARTREL” ZEa+PF K a.
B AXWA 19613 40F G, WA HHERARG “Chfie r” X672 4 (Lk3%) ,
8 (Hi1e%) MREHN “RTRYG” , FHRDST/RKRRAEX 4% £ 46T
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EEAK A" .
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Table 1. Comparison of druggable and undruggable targets.

"Undruggable™

3,131 (16%) druggable targets

undruggable targets

typical examples kinases; GPCRs;

ARAIOVE fArgets nuclear receptors;

672 (3%) ‘
Tested & failed ion channels
672 (3%)
j__E;;; ;?;EA:?S binding pocket  well-defined, deep,
—— iI_.‘"\N i and narrow
\ 1‘;’;\;'1"‘%;9 ligand high-affinity ligands
Viable targets ligand activity ligand binding does

148 (1%) alter target activity

relationship clarified, as disease

_ with disease initiators/ activators
Nor:ec:;stzzse- generation
14,545 (74%) 3D-structure well-resolved
information

transcription factors; small
GTPases; phosphatases;
intrinsically disordered protein;
other proteins involved in PPI

extended and shallow pocket, or
even no pocket

low-affinity ligands

binder of some pockets does not
affect target activity

clarified, as disease activators or
suppressors

less-investigated
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1) eZ ol (3o 5328 AR N LAAEZERRA) - 5 FREMN
2) ¥6Ké-§iﬁf&é§/‘\%éﬁﬁi%
3) e aEharsl Gk ZR a5 X THERLT RATRKRGLESL)
4) EOFEREF (GE :Jix&iaﬁ'é: EXRBAERGATEOMEER)

Bx: 2 TRIAFEORGMILAR

Induced protem proximity | Bi: S FemiaienBafemLn
(A) Degradation (B) Stabilisation

E3 ligase o
S ., sy @ W &
-z & — e
‘ ‘ o .. Substrate
Target protein /
protein
(C) Inhibition (D) Activation | ® Substrat@
; 26S proteasome @
[ e [ Do -
: @ Ee3t L F ﬁféﬂ?)ﬁmzi%‘
S:SI\:; Regulator
‘ ®E3%5Hv$‘f§§6’%é*‘“\ , E2RLH

‘par‘mer
\ Alternative Degradatlon @] O O
L . Y k.
Target

hinding
partner Target

Fhayme pratein

| X No downstream No downstream
activity activity

#H & B:  {Screening for molecular glues — Challenges and opportunities)) Geoffrey A. Holdgate et; {Discovery of CRBN as a target of thalidomide: a breakthrough for progress in the development of protein degraders)
Junichi Yamamoto et., % B & & aAK5, &IRIERF AT
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B&: 2 THBRRELABEY IR OIE3LEEE,
Ak: 2E-ZOBKERN TR RER LR E G EMESBG DT HY

Protein Proximity Inducer

Ubiquitin chain
Neosubstrate Targeted Protein
(target protein) Deg rader Molecll\.lnlgr Glue
(TPD) (MG)

Ubiguitination 7 Degradation o & (

—

PROTAC
AUTAC
RIPTAC

PROTAB

Substrate receptor Ternary Polyubiquitination Neosubstrate
(E3 ubigquitin ligase) complex Degradation
(Proteasome) Copyright @ Degron Therapeutics

#H4 &K : Monte Rosa {Mining the CRBN Target Space Redefines Rules of Neosubstrate Engagement) ; & Z5 & 7 Pron x5, HIRIEIRH AT
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B molecular glue degrader

{Molecular glue-mediated targeted protein degradation: A novel strategy in small-molecule drug development) Xuegiang Tan et;
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B&: oF MR RbuH

lkaros ZF1-2-3
TBD interacts with Lon

OPEN OPEN OPEN CLOSED CLUQED

Sensor loop Drug binding Sensor loop adopts TBD & Lon close, Substrate binding
contacts HB and BPC  in tri-Trp pocket B-hairpin conformer stabilized by

N-terminal belt

#KH % B: {Molecular glue CELMoD compounds are regulators of cereblon conformation)) Edmond R Watson et.; 4& & 3 5F 50 B
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B LT o FHMIkE2y AALZRBTY, HF£1001C£ T, Bk: RAREMLIAE KA REEF

B S TREMHN LT hma )y, 2204 WA KK (thalidomide) . KAf
B B (lenalidomide; B &% : Revlimid) #=:4% & & (pomalidomide; #
=% Pomalyst) o

B RIARE A D B s 4 E 161.5 £ (2021 ) , HF B H 434

=% % 93eE LA (20245F) .

B 2020-20235F, kAREI 585 F ke RHEH R+ T H50010E T, KA
e AR e, 20219 AB 4B S1iL 128210 & T,

B AL EEREERAEETHMBENEFSEIEK, 20245F 4 5135.510 £ T
(2019-2024F-CAGR 10.4%) . ommnay ¥ s 1

W Reviimid (RARZME) 4 5 F 44 F/1C % 7 M Pomalyst/imnovid (/45 & k) 4 54 & 8L E T
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CRBN;CK1a;IKZF3;1KZ U N S e R
kAR oz Celgene(Bristol-Myers Squibb) ’ Fl’ ’ ) R NI AN N 7 A I N ’rﬂ?;riks 18R R, e EFT 2012-12-21 P b 2005-12-27
4E1ﬂt,«#)liﬁ%¥:’

ZRMEMB. FREHRB. BRI,

SR E Ip VE: 3 ~ _ /% N i i
AL I M . TR 05 BARKIA | #ELET | 2020-11-10 | #OEEF | 2013-02-08

Y S Celgene(Bristol-Myers Squibb) CRBN;IKZF3;IKZF1

o e1 s 0 | Griinenthal;Celgene(Bristol-Myers % REERB. RGP, \EE. - Lo g L
A B ;IKZF3; . ‘ REM | Pk -12- bof b -07-
RV Squibb) CRBN;IKZF3;IKZF1 ALZI . £ % B BRI | P LT | 1982-12-31 | o ET | 1998-07-16
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AL EE ML 15 F 7 % DR (CD38 i/ kAN B /R EXAA) —RIEHE Y 3) HhFbI7 Az —,

B&: Baldida P RIREBRA—ZXT &

B&: 20225 2KZ X HBHBEFAZI0TH (A)

P H

30,300
A (10.08%)

LETHEEENEETAIETRAAER A EERERENVIBBEESEAR BRULER
%E?&ﬁ EMETEAUTARE
BV AT I R/ L FE K i (VRA) W,
. i-r{f. AT P R/ L FE R (VCd) o CD38 WL/ B B/ 9E 44 (DRA)
Wl 2K ) R/ MK A (VT . CD38 HUGU/ B KT 1 /R R IR B R

e &R e LR EPMA  (povup)
CN38 HYL , i B A 22957 1] T ok Q4 A s PR

A 70 22
Ei:%ﬂ%&%%ﬁﬁ%%@%ﬁﬁ@
EFHES K HFeR BAREREST 3 RE KRBT

g

BRR IR IR e E, EARAY R KT, RARAAZZNEM, £ | REEFLFTRE LA ERT

@77 BAT W, AR KPFSH I, e 3K 13 K AL A2 AR
7—;&@%%%&4}@ é{ﬁziﬁ@jé&vﬂ@ EMAMBEL. PR, R ii#%ézﬁ&wfwﬁd% %zﬁ&)ﬂ%ﬁ%émﬂaiiﬁ%(%is"s
B, MRAER/RARBIEOE | ™ ot H#i‘%“ sugps [LATIHI+HCDIBHE for | 3)iT)F #92-4H AR &ILIT o
AN Z 25067 KR i A %g*ﬁ“ Sp g g [ E AR 6
PN R E, %%E*M'%k/ " 3VALEEAALTF o
BT TR {E*+*ﬂ]§f;ﬂk'@_—]‘m%ﬂ)ﬁ
SO AN A7 5 0 B BT N L
I H L. BIET O
EHayHLT R, AR #ﬁ’ﬁ"mgyz$ HRBH BT EA
VU b b A E e ) $.CD38% 4, BAK. HE. ”
Tt — A ST AR ) °

TARR: FEZREFHBLEE (Q0245441T) ; BIRER (TAFRRLERRE—F RKEFHBHY) RE: FRIERIT LA




' |

EEES S # = RIMiDs-- R AR E /i B B 3% CRBN K A /), FeAk M

HUAYUAN SECURITIES

lA WA & ke (thalidomide) ﬁzﬂﬂ‘—wsoiﬂwmaﬁﬂ&&}z hap L, BEEERGHEEFT. BELELF RZAT (Ae3ERT/NK@LEMRE) |
Fodn A R B AP BT IB IR E F-a (TNF-a) SHAEAEH. 2006-F A 53 ERNIBER LT H RGOS A THRB. VA B R gHig, %«
Ak P 3% 6 R AR AL TT A o

B AL E e HRARNEMCRBNEE S m AR 25, D EFFT) 5%, SUMMAE R £3%, BT A 2503 ) x4 R AR B &t 25 69 MM 2m Jz 35 78
¢ Immunomodulatory drugs (IMiDs) in multiple myeloma) %81, #a& F Al B, RMER, ALEBRWARATEREZRE, RRAER
FEBERAANRF, LX) RRIBEEGI04, A E 1004,

. B XS — R\ 1k %
Bi: B—RAERKHOTFHEMALEHTIE Bk: F—RAeH RoTHEMA KR
H{iiPFS H{z0S
F5E7) ORR(BZERMRE) XBEAR/AE
‘ Neosubstrate- (EHREFTN) | (B4Em)
binding 60%-80% 13.448 3848 MM-009/010i3&
CRBN REBEER | CRMM/RDSE) | (RRMM/RD) | (RRMM/RD) |  (BXA&HBERH)
b’n ding p— 35%-68% 4248 11.9-1548 MM-003iz38
_§;§= (RRMM/PAAE) | (RRMM/Pd) | (RRMM/Pd) | (BXSHEERE)
" 30%-50% X TDER
WHER | cpmm/TosE) | PR o (B SHEER)
2 -
_ . 60%-70% 18.548B M'L::URMALTE
Thalidomide Lenalldomlde Pomalidomide FDER | CRMM/IRASE) |(RRMM/IRd)| Rl iit:g%n*ﬂﬂ
_ 66%-76% O ImERiIS
W | crmm/ExamEes) | 206TR 6N (B ATWEER)
FHER: AL EREERRGFEERER (202554K) ; WFEHFHAKTS, ((Advances in molecular glues: exploring chemical space and design principles for targeted protein degradation) Hemant Kumar S.et;

{ Immunomodulatory drugs (IMiDs) in multiple myeloma) Raza Set.; AREZZAANXRT; LIRIERF AT




@ i—ﬁ%;[-.;%. # = /X.CELMoDs--Mezigdomide/iberdomide

B Mezigdomide Ziberdomide % # —/X.CELMoDs (cereblon E3 ligase modulators) if il 7% L[4 fEIKZF1/345 F R -F, LARZTRIPBIE: Lz
HrErBmie AT, AR ERIE (RAIL-2900 . BHET/INK@L) |, 2F L TE%IMIDs (e kAR B )

B£: % =4CELMoDs#= % — X IMiDs3t It

Immunomodulatory drugs Iberdomide

Lenalidomide Pomalidomide ot
NH, o '™ o o K‘Q’Q
o<{ N1 ) OQN 9 o-.(r}u o-'(r}
HN L o HH [
00 00 oo "

Cereblon binding

Targeted protein degradation

Tumor antiproliferation

Tumor apoptosis

Immune stimulation

Synergistic combinations

00000 -
Q00000 ¢

<X
o000
Q0000

FH % F: {Mezigdomide—A Novel Cereblon E3 Ligase Modulator under Investigation in Relapsed/Refractory Multiple Myeloma) Monique A Hartley-Brown et; &R iE & 4F 50 BT




Rl £ 2 % T A /PROTAC L JLFBDAwR . & KMNCH 487 Bl K AT 7T /=
B L ISGE + BD E N RIEHA ST EMRATLAR RN KL R+ FEBENGRS
B 2023-20255, BMS. #%. ¥ RKFTop20¥ B H LB IMI0EL HmRIE L) TFREE, ZEXHEHRAINMCELAL (AHHK+EAM) , F6
BRBAZTERHATN, QIELIEMHGlueXplorer®F 4 . Monte Rosa#IQUEENSF 3 3k 1F K 25 74 &
B & : 2023-2025-F % -F 4 f# ik /PROTAC 4R 33BDF 2L

B/ ZER/EH
7 k7 %7

HAR/E ERER/E
% %7 E I

ZHW

s R M B R A s R £

A — -
Merck & Co. Proxygen 2023/4/5 molecular glue degraders & R AT AW E 2,550.00 Phar;/:rct:;(ﬁcals TherOaru;Itics 2024/7/16 e R e e W5 E AT 15 930
Incyte BioTheryX 2023/4/5 molecular glue degraders e JR AT 13 347 P
— Vertex Orum
15 0 " 2
Astellas Pharma Cullgen 2023/6/15 cell cycle (a) program I& AR AT 35 AW E Pharmaceuticals ThemEae 2024/7/16 TPD? technology 15 930
Astellas Pharma PeptiDream 2023/7/25 three additional targets Ve AT 22.88 785.48 PineTree
~vel rotein dearaders for two AstraZeneca e —— 2024/7/23 pan-EGFR degrader W& & AT 45 R FE
Astellas Pharma PeptiDream 2023/7/25 P targits s AR AT 22.88 785.48 P
T Eisai Seed Therapeutics ~ 2024/8/6 molecular glue degraders 15 B AT AW A&
Genentech Biosrclioer::zes 2023/9/20 small molecule monovalent glues s & AT 47 2,000.00
— I - Pfizer Bio;zzri]:ines 2024/10/15 molecular glue degraders s & AT 49 1,500.00
onte Rosa u iscovery engine; s e
sz Therapeutics AR molecular glue degraders ks SR = LY Monte Rosa ~
5 Novartis Therapeutics 2024/10/28 MRT-6160; other VAV1 MGDs W R 1A 150 2,100.00
BristolMyers Squibb . "™ 2023/11/6 BMS-986497 W AT 100 A 2 :
e Biogen Neomorph 2024/10/29 molecular glue degraders e R AT AWE 1450
. DACs for th dditional t ts; b o . . - -

Merck & Co. C4 Therapeutics ~ 2023/12/12 chofror oriz 2ncgllgg;ta?;ii 8 W& R AT 10 KL E Eli Lilly Bic':/r'l:egc?iiitne 2025/2/28 molecular glue therapeutics s R AT AW E 1250
Bristol-Myers Squibb Proxima 2024/2/13 additional therapeutic programs W& & AT K FE 674 Sanofi Thell'\;:?;tics 2025/4/2 undisclosed program targeting TF s J& AT *WE 465
Bristol-Myers Squibb Proxima 2024/2/13 new small molecule therapeutics s R AT AW E 674 ioni H

yers Sq /2/ p &3 E .Or|9n|s 2025/5/21 small-molecule _m'onovalent glue W AT S FE
lecular glue discovery platform Blosciences medicines
molecu ;

Novo Nordisk Neomorph 2024/2/26 molecular glue degraders for W& & AT K FE A E Eilleed) Sefiemess Kymera. 2025/6/25 oral molecular glue CDK2 5 F T 85 AW E

cardiometabolic Therapeutics degraders

Merck KGaA C4 Therapeutics 2024/3/4 two targeted protein degraders e & AT 16 740 Monte Rosa degraders to treat immune- .

- Novartis Therapeutics 2025/9/15 mediated diseases; two W R AT 120 A E
Gilead Sciences  Nurix Therapeutics ~ 2024/4/2 C?)r::;:?rfzsefg?';gz:(tel!\:';i?::d e AR AT AW E AW E preclinical immunology portfolio
TRER T - Astellas Pharma FIMECS 2025/11/27 targeted protein degradation e R AT 2.63 98.76
Erasca EARE % 2024/5/17 JYPOO15 & R AT 20 345
e Py TNy Astellas Pharma FIMECS 2025/11/27 RaPPIDS ™ 2.63 98.76
Takeda o % e 2 W R o I AR . . -
e ST X 2024/5/23 GlueXplorer® platform s J& AT AR A BREL L T E 2 2025/12/30 AN9025 1815 K 4.87 222.12
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2 A = 3 . 0
TALZMEAF ST (DOR) = 74400 | Z2%ME (CR) : 23% (TAMA) H e b 758 A
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# ¥ % & : BMS Hematology PPT; Clinical Trials; {Safety and efficacy of pomalidomide plus low-dose dexamethasone in STRATUS (MM-010): a phase 3b study in refractory multiple myeloma) Meletios A Dimopoulos%; 4
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B CRBNJEA:% 24 % BH-F (IKZF1/3. SALLA. IRF4) . &% AR T (GSPTl) 155 @% % (CKla) ¥, J 25 bmiopth. ¥, GER LR

J %o CRBN (Cereblon) YENE32 & ikiE8e 4 SR RMIAA A, BIELS IS TERAKR Geibfl Bk, RNEKSF) AESHERMEANLE
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B IKZF1 (lkaros) 5IKZF3 (Aiolos) : ##5# X H-F, » AR/ T@iesb. L EREKEOLRTHA K min i, @ieFf AT S, £ XK
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B%&: CRBNL TG ek g, 'ﬁnGSPTH%

B % : CRBN/IKZFI% fi#id 5% Sttt
| Len Neosubstrates Therapeutic effects \
5 —? N [ Pom |
P 1t Ibe Immunomodulatory |
. §§ 3:% : Cc-92480 aros / effects [
CRENET /& L Rioine \ IKZF1/3 |
M\ AR o Aeieteens L/
Bk jiE
ARID2 —> Anti-MM effects
T —3 Anti-MDS effects
DDB1 CKla
; -~ CRBN
ORBX 1 GSPT1 —> Anti-AML effects

neosubstrate
&3
(38%8)

CRBN-based
small-molecules

Anti-cancer effects
PLZF1 —> (apL, PLZF-RARq)

Anti-cancer effects
ZMYM2 ) (AML, ZMYM2-FGFR1)
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BTX-1188 BioTheryX IKZF1;IKZF3;GSPT1 KRB AR A QR EE Ak & JR Al ERN 2021-12-03
- Bristo-Myers ..o e e e e e o
BMS-986460 squibb(Top20 MNC) not available;CRBN HIKAUAT 7] IR SR & & A ELLEY S 2023-10-05
REM-422 Remix Therapeutics MYB;U1 snRNP SRR Ot BRI A R E A IR W6 R AT /1138 W R 2023-11-07
| BristolbMyers e n maae e
- A s 3 iz AT W% JE W%
BMS-986497 squibb(Top20 MNC) CRBN;CD33;GSPT1 A B R, B RS A 4R A 1& & AT 1#7 1 2024-05-17
Novartis(Top20
MRT-6160  MNC);Monte Rosa CRBN;VAV1 A4 IRt NGRS T K KRR W& R AT 1316 & 2024-09-19
Therapeutics
cemsidomide  C4 Therapeutics CRBN;IKZF1;IKZF3 FEEFERCE; S K ETHB W R AT 11347 15 2025-12-16
CYRS1542 Cyrus Therapeutics CRBN;GSPT1 KRG 15 JR A ¥R IS K 2025-04-30
BMS-986397  Celgene(Top20 MNC) CRBN;CK1a SR O R B RS A T R A & IR A ELLEY S 2021-07-07
MRT-2359 Monte Rosa Therapeutics CRBN;GSPT1 FARIG AR ) tm R A ;) fm A R HR B PR SURR SR AT AR E 16 AR AT /1138 2022-09-19
DN oo T e T
REC-1245 . RBM39;DCAF15 FARIG 90 RS (£ AR R), R 15 AR A7 1/113R 2024-11-07
Pharmaceuticals
STAR-LLD Starton Therapeutics CRBN;CK1a;IKZF1;IKZF3 AR E G d s % KR R e R A [E:5: 2025-06-12
PIN-5018 Pin Therapeutics CRBN;CK1a % E ;R IRTG  BERE SR IRAE SR & Ik A PR 2025-04-17
| vcomeanq  BrStORMyers e o
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i@ 3% % T CRISPR 7 i A2 VAV A B 3% N B2 B0 4 B)4E 52 o

!

B VAVIR — M X I REaFETHT, L TT@lefBmie ke Tif——iX — Ikt
VAV1#) &R W% T B FL 8 T Bk o

B BHAEpE: AF AR/ REREROIELEREHR (4107 EX) |
(29307 &F) o

AREXLTE (6207 EF) . ZARMAK (1307 &F) FoEZmEIL S

B&: VAVIS X LA L7 84 B % : VAVLil it A4 T/Bom M oh B #p %) 0% 2
Clinically validated pathway in
autoimmune/inflammatory disease %
T cell R BCR \ l B cell
*ORENCIA RINVOG T “ "
(abatacept) W= upadacitinib Feoeiton
\TYKZ \l / \ ﬁ
Rituxan \,/caART Hytrulo \ W W
7
7 ‘\
lLl \ll
Transcriptional Transcriptional
\/ P
y . tivation ~_7 activation <
N Cosentyx omvoh % =1
(secukinumab)y Juone oo el e
. [ ? » @ IL-6 o=
IL-17 ® :
:' - T-cell activity B-cell activity
. 7THUMIRA *ACTEMRA * *
adalimumab Tl VAV1 signaling increases cytokine production, proliferation, and differentiation

## KR : Monte Rosa {Molecular Glue Degraders (MGDs)— From the Bench to the Clinic) ; % JRiE K 5 BF
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B H4ERHAK, MYCIRF RPN T &GO REE, XA RIEEAE L3802 4508 B -FGSPTL = AR %1, BT AGSPTLAR A MYCIRE5) AL AT 98 69 74 97 ¥e. 5. o
GSPT1%F & % fig 7 i i3 M4 AR GSPT1 52 IL3T MYC IR 5 &) ik 3 69 45 & T 1.
B HAaidpsE: NSCLC (JE#mfaffisz) ; SCLC (hhamfaifisz) ; Lung NE (BH3E) ; ATZUARIE: JUBRJE.

& : GSPT1H T A (MRT-2359) s K AT

B&: GSPTLAL#] 359) :
Genes involved in protein synthesis NSCLC/SCLC/Lung NEAZ & & 35 T i I MYC & X
R Activity of MRT-2359 in NSCLC, SCLC and Lung NE Patient-derived

Xenograft Models

Adeno
NSCLC

100
0 Il- Il-_I PD modulation
I Targeted mass spectrometry
in 7 representative models
1504
-100-
N-Myc (gPCR)

e SCLC 100, NE-LC _|- 60%

oS

DNA /

Best % TV change

g

Collection of PDX models

Protein

-

GSPT1Protein Level

=

Ribosome with

u
S

MRT-2359 50

elF4E grOWing 10 ma/kg QD % 3
complex i i : £
p peptlde chain ; oJIII--II E ofm- Vehicle  MRT-2359 10 ma/kg
¥ =

mRNA o . . "A N :CC)' N-Myc(:;:ﬂo)
Initiation ——> 2  Termination ”%ém ‘“‘““”S&ﬁ

[ biomarker negative Il biomarker positive

1=}

FH & ®: Monte Rosa {Q4 and Full Year 2024 Earnings Call and Plpellne Update: Proteome Editing Through Molecular Glue Degraders Innovating Beyond New Heights | March 2025) ; {From Serendipity to Rational Design:

Taking Molecular Glue Degraders to New Heights | October 2023) ; & JRiE A & % AT
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u EIWn\%#ﬁP%J M AF, MRT-8102 (NEK79FMMEAR) 4 FHELPENEK7S /R, FRAKI K E DRBAR, HAFEWH@ER TR, BiTipH
NLRP348 %, MRT-81027 MLk @it & A 509 K g2 B F A M54 X 0 FREKXGBR, m_H ERBFHRmit RO RERER Z, AT, #/
I M A SR T kAR i T, S HON R R R AR B B & PR R K

B NEK7HF MR HAEE D EORE: KRG LIETET X (FEEZEAFHLADT0H 29007 A) ; ARAMRSE L (BHFAFHLHITA) ;
BET K (BHEAFEA3007 24507 A) ; % (BHAFHLAH1007 £3007 A)

B & : NEK7HF &R L4 B&: NEK79 FHMER#ELRN E

a2 ' . . e . Cardio-Immuno-Metabolic Rheumatology Allergic Diseases
‘e ,Same ~
S
[ =

- NEK7
Metabolic dysfunction- ' Gout < 4 Asthma

+ @ associated steatohepatitis
o d + ~7-9M U.S. addressable population + ~3M U.S. addressable population, + ~1-3M U.S. addressable population, with
Inactive | Active Wheel-like DFO -1L- 1B Activate : o il o . e representing the approximately one-third non-Type 2 disease representing 30-50%
NLRP3 NLRP3  oligormerization Dro-IL-18 NLRP3 complex arge and rapidly-growing market; of gout patients with stage 3+ CKD of severe asthma

> @

f- IL-18 IL-18

» @  Pyroptosis

22

Inflammation-driven diseases (selected examples)

Cytokine secretiol

Heart Joints Brain Metabolic
Pericarditis Gout Parkinson Obesity Atherosclerosis

FH KB : Monte Rosa {Degrading Proteins, Making Medicines MRT-8102 Phase 1 Clinical Data Update January 7, 2026) ;

Glue Degraders Innovating Beyond New Heights | March 2025) ; 4&JRiE 54 50 FF

development effort mainly focuses on
reducing steatosis

+ Growing scientific evidence that
targeting inflammation could provide

additional clinical benefit

Recurrent pericarditis

+ ~40K U.S. addressable population

+ Significant unmet need for therapies with

improved safety and tolerability
profile given typically long duration of
treatment

+ Strong preference for oral treatments

among patients

* Gout SOC therapies are contradicted or

« High unmet need among chronic

S | « High NLRP3 inflammasome activity in
lack safety data in CKD patients, non-type 2 inflammatory subtype

imposing a major treatment challenge
« Non-type 2 presents lack of response to

- corticosteroid therapy, responsive to anti-
refractory patients, who often suffer TSLP

from breakthrough flares
* Potential to expand to Type 2

inflammatory subtype

Osteoarthritis -
e ST

+ ~3-4,5M U.S. addressable population
« Canakinumab decreased rates of knee and

hip replacement

« A safe, novel anti-inflammatory option

for long-term management

* 4-5L treatment option for patients

refractory to SYSADOA* and NSAIDs

€Q4 and Full Year 2024 Earnings Call and Pipeline Update: Proteome Editing Through Molecular
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MRT-6160 CRBN VAV1 137 2024/8/7 2025/4/10 AR EER 2026 20254 A 1Bk, TR NHEREE B 3
2026.1 IR R WE: WY MRT-8102%/KCRPK-F85%,
MRT-8102 CRBN NEK7 133 2025/6/27 2026/1 KE; sRERR 94%W) L XA HCRP Z2mg/LATF
2026 N#E %, T—XK#AH420265FIND
Monte Rosa 5 Ak B b 4 ;
MRT-2359 CRBN GSPT1 /U8 2022/10/12 2026/5 *%@g;ggg%&, 2026 N H M AT PR B 3D
x4 NA CCNE1/CDK2 s & Al FURR S % 2026 i#% 3 IND
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e HP-003 CRBN VAV1 % R AT 8 4 %95 % % A 2026H2 i 2 IND
" ICP-490 CRBN IKZF1;IKZF3 /11347 2024/8 FEFHFEHCE 2026 2024478 f i AR E F & LB 16 R
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_____ GLB-007 CRBN  WIZZBTB7A W /k#T S IK 20 .5 2026 B 20265F K FF 185 5
Bristol-M Mezigdomide  CRBN IKZF1/3 A% K  2023/1/10 2026/7/18 EZ Ak ¥ 2026 i 712026-F i 4 % #% (SUCCESSOR-2)
ristol-ivlyers
Squibb BMS-986470  CRBN WIZ;ZBTB7A  I/IIFANE R 2024/7/17  2027/1/6 HeK 28 e 5 2027 U 1A A%
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B BMSA1973FF 4 KR E & (aﬁ%#ﬂﬁ’ﬁhii—%ﬁ‘%%&m ;
2006 FBMSHL ¥ T Celgene, 313 B AT % M0 E e £hdhe & (GRAR
Bl B k) 2023J’:FBMSZ$FJT K \%F%ﬁ%ﬂxCELMODSO Fa
%2025, BMSE - #A CAR-TH & (Breyanzi) VAR —/=K4H Tk
iRz (lberdomide/Mezigdomide)

B |berdomide/Mezigdomide & Z A % X P B #i %}?%‘J%figﬂ )6 ®75
HETEBERATH. ERZEE R Tlberdomidet 8 &/ G S K MEF
BB RG R R ERE,

B FNBMSEEIEHFZREHME L AT AFHA T X (CAR-TETCESH) 9
AR

B4%: BMSE £ % X B H B ST HEMIRACAR-TH *

B % : BMS 2026-F

GE: &3

NME registrational data Key next wave early-stage data

2026

* Admilparant IPF (ALOFT-IPF)

* Arlo-cel 4L+ MM (QUINTESSENTIAL)

+ Iberdomide RRMM PFS (EXCALIBER-RRMM)
* Mezigdomide RRMM (SUCCESSOR-2)

1973 2006 2019 2021 2023 2025
Bristol Revlimid is BMS acquires BMS is the first CELMoDs Breyanzi
Laboratories launched by Celgene & only advance into becomes the
develops & Celgene, company with late-stage only CART
markets transforming Launches two approved trials, FDA-approved
bleomycin, a multiple I_Reblozyl & CART cell reinforcing across five
chemotherapy myeloma integrates therapies: BMS’ cancer types,
treatment still treatment Revlimid, leadership in the most of
used today Pomalyst, & a Abecma & targeted any CD19-
rich Breyanzi protein directed CAR T
hematology degradation cell therapy
pipeline

FH & B: BMS 2026 JPM PPT; BMS 2025412 A PPT {Hematology Drug Development Update) ; 4&IRIE % 5F % FF

2026

» BCMAXGPRC5D dual-targeting CAR T RRMM

« Golcadomide 1L FL (GOLSEEK-2)

* MYK-224 HFpEF (AURORA)

+ Pumitamig Solid Tumors?

+ Zola-cel Autoimmune Diseases (Breakfree-1 & 2)

B&: BMSHE =K 9T MR E £A2200K% A

if;( ; Oncology

~3.5M patients?®

Pumitamig? Iberdomide &
PD-L1 x VEGF-A bispecific antibody Mezigdomide
Oral CELMoD protein degraders
+ Poised to transform SoC * Potential to be new
across 10+ tumor types foundations of care in
» Expanding development multiple myeloma
program: * Oral, accessible therapies
+ Expect 8 registrational superior to IMiDs
trials underway by EoY + Iberdomide demonstrated
» Broadening across NSCLC statistically significant
« Novel combinations with improvement in MRD
ADCs, other 10, and negativity rates in RRMM
targeted therapies « Combinable with current
& novel therapies (CART &
TCEs)

>200K+ patients'0
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B QuEEN™ 3| %¥: N3 SERLHEKFS, 9% EIEL T LML T.
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) . BARas (RAFGIARIR L @0 L AW A TEfE) o

B A THMBeeT KIBCRBNAT YA TELE MBI L # A7 ENH B-K & G-loop. #E7% G-loop
B E, 3tA %GR A (PDB+AlphaFold2) #t4Tia%s, FM# /& T F& e &,

B kAR E: B iR ARG RS
B/, WEEMAX R apER GFR, e, FKE) Mmieie s

B % : Monte Rosa QuUEEN -F 4

QUEEN™ - Quantitative and Engineered Elimination of Neosubstrates

Breakthroughs enabling rapid discovery of potent, selective, and oral MGDs

AI/ML

In silico discovery using proprietary
Al-powered algorithms

Proximity Screening

\\\\\\

j{ “ Specialized suite of biochemical,
cellular and proteomics assays to
e~ | assess proximity and degradation in
e 4 high throughput

#H# %k : Monte Rosa 202552 A PPT {Mining the CRBN Target Space Redefines Rules of Neosubstrate Engagement) ;

Structure-based Design

Proprietary database of protein
structures to enable rapid
optimization of MGD chemistry

MGD Library

Growing 50K compound library for
novel degron and target space
exploration

Proteomics

Integrated proteomics engine and
database to identify novel targets and
explore cellular complex formation
and protein degradation

AR SR (B8

(4 GSPT1. CKla) & CRBN &4 F@mtEH“H»-F
(dm vAvVl) .

B%k: £ FHMER T XIECRBNITHIHEILIE R ie &

B-hairpin G-loop Full length proteins
template
Other
G- 5 t " G+2 AI/ML 646 : 729
» t’.';,:2 ZF n:‘n-_c H,
G4 - q Sy Gioop

~ | proteins

l
r . ‘_‘ G+1

!
/’T;“ ;'-Y‘Glycine

(GO)

G3 G2 G- .

-— Protein classes \ i

CRBN binding / Domain types

Other HUP

35 40 ﬁ‘ﬂ:’l‘ :

Phosphodiesterase

/
— Ligase Kinase
Transcription 212
factor B-hairpin G-loops
in 272 domains

Motor
protein RRM Q

Chaperone

729
proteins in
96 protein

classes

CKla N{IN[ITINGIE[EFC
A A4

G-5 GO G+2

D ——————————————

B-hairpin G-loop

RNAmetabolism | Translation
Chromatin factor
protein

B%&: X TPPIFRIEG-loopty AT K M

Leverage knowledge of ternary Algorithms tailored
complex structures to degron discovery

Expand lysis across the pr

Proprietary ternary complexes Ultra-fast fingerprint search for surfaces Identify surface patches that

X-ray & cryoEM that mimic known degron surfaces match known degron interfaces
Known
GSPT1 fAlceit-mimicry™
Not degron
@
MRT-2359 & ﬁ,s |
% P 8 § N : Degron \
- ’\I. . 5 T ® ‘
it -‘, g_pil' ss = Minimize
g, Fingerpent |~ Applcsion- i difference
Cansiulong agars descriptor | speciic layers. Not degron ‘/
Degron
Prediction

48 JRAE F 5L PT
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S WL FIMARM/A E): Monte Rosa -- H AR 7 & 2 A 2 5T 32 5

BT ATk 2 F K BCRBNAT A9 AL AL & i e & 4o 2 T PPIF 3K
JEG-loop I MLIL &4, Monte Rosait /& X Ik 2 % ﬂFﬂv&%%ﬁ@&
Y Fa BT 6YE3EEEE (mVHL).

Monte Rosa 2 AT & X B EMTB . BB BRAYLE KR = KA

B&: EATTIAEBRESG X I i8iLCRBN MGD/EFXAH
RN Ea” 450 R “Yik

Novel binding mode

Type 5 Shallow
cavity
(MGD-induced .
pocket) 90
Apo-state

/-\ (starting frame)

'\/ l + CRBN:MGD
MGD % ")

2 1A Pocket carved
4= by the MGD

CRBN

MGD-engaged

(end frame)

Low Il W High
Pocket propensity

B % : Monte Rosa A & &

e

Target Compound Indication(s) Discovery IND-Enabling Clinical ici d o
Milestone

<

2

o "

= VAV MRT-6160  Lmmune-mediated — Phase 2 initiation {1 NOVARTIS *

& Diseases

£

< T

> IND submission
NEK7

g NS Optimized g;g:;;::mw IND submission '

£ primize in 2026 £

Castration-resistant Additional CRPC data

3

8

5 CCNE1 Amplified Tumors issi

. CENEL/CDK2 Discovery Breast Canql::,er ' - IND;u;:(;r;ﬁss . ’ , £
Multiple Targets  Discovery :)S:]Iéotl;:gn;tlc Dlseases) Lead optimization "‘
Multiple Targets  Discovery ﬁzﬁ?l?gglsar;dmseases Undisclosed

E% #— P ZE/EMGDYH ) : RFETERAZLE AR E3;

fAlceit AI-powered surface characterization

CUL3 E3 ligase (#1)

CRBN (#31)

VHL (#132) -

{Accelerating Molecular Glue Discovery through Al/ML & Computation) ;

FEWE L
%, FFRER FMGDH AT HIE3 L L5

CRBN is one of a handful of high-scoring E3 ligases

_— RING Ligandable
High propensity to form pocket
] EEN CULL/F-box PPIs around pocket
S — CUL2/5
—— == CUL3IETB
S CUL4DCHF
/|
S
e — CRBN
A
S
-
S
S
N
1 Lower PPI propensity
— around pocket Shallow pocket
_ A requires large
g ligand
—— 1 \§
-
— -
— .
VHL
ow - high
Reprogrammability Low Il W High
PPI propensity
CRL & RING families shown
B R AE F AT R
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# /L CRBN/IKZF f2 /% 78 18 B 4y “best-in-class” , A LLZHRELE “HH B K+ & IMiDs/CELMoDs” , FHASLILE 1 4,

B EANTFAIBABLAEHEEIANERET R, BB LELEFTOBRMBERTFEMEQNFHHETR, B D2 TFTHRMER. 2 TRAEMNE
IR F 89 % AR AR Ao

B A8 T SBHP-001 (0 FAR) 4Fstdeik R B MR 3N K, 16 K/AT s AFHP-002 (BTK-PROTAC) B EHK FImEEEFHRER
AL, CYRIERLR BN QERBG. 8 F LRAEBARIEAMI6E, L HLHP-002 (PROTAC) #2CY006 (DAC) @it £ Fit¥e & FFAEAT I8 4
ITH AR, R ZHUH R 696 FF 2 T R K,

B % HP-001 (4H-FAk) 4b, £H HP-002 (BTK-PROTAC) . CY008 (PROTAC) . CY006 (DAC) %, #mEiRB. AXKEmR, FH DTk
FEF+F IR 49 Z LR F)

B%: Bz LILFEFE

HP-002 Protac Hematologic Malignancies k\\\\\‘\‘

HP-003 Molecular glue Autoimmune

CY002 Molecular glue Solid tumor k\\\\
CY006 DAC Tumor/Autoimmune

CY008 Protac Autoimmune

TR R R AR ALE R SEIRIER I TPT
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B HP-001AZETH % AW FHBIGETHE. HP-001:B T 9 FLEMEILE FRACRBNE A /) SHILHE, HIKZFIEMRE ) 8B 0E KATATH
#CC-924803% 7%104%, AMMADLBCLAGAL & ¥ 52 31.0.01-0.09 nM &9 AR AR S IE7E K B o

> Mezigdomide (CC-92480) Br AWM ERMAEREMNEHNZ XM FHRBEE I T: L4ME (ORR) £41%, VT4 MEF4
A (95%C15.4-9.5) , iz ut/& 4 A4 (PFS) 4.44A
B iz 25100 nME R L T4 H T 4 R 51, HIRSALLA. GSPTIFBLIefEM R &, 1 &4 % o 4L 4 1000-80004% o
Bk A o FE AAR Y T 75 FRPMI-8226 4% KA 75 7K i, ¥ 25 £ HO294L A W 15 K BP 1K s 98% A7 %, IKZF1/3% & IR % (80%/70%) o

FAER 89 0e R ATHFE, HP-0010 Bk 7 AR IND W 4R 5F B 3h £ & /34 EMM B NHLAY 12015 & 1232 (CTR20242943) o % &~ &= T2024512 A
FFE—20E K, BARANZLI00A VA L, HP-001#k £2025512 A 30H & % R 1547 &% 425,

2B 18] 7.6

B %: HP-001% .
@%' # = X CELMoDs-Mezigdomide4: #)

NJ\N

THRR: BEGLER, LAEAEH2025FFK, LM EFHCN121698876A; L IRIEKF 5 AT
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PR R BVAVL Y F I AR IR T2026/02/09:E N s R, £ % AMARILER &,

B A TPEEREENATRERAHI T, PEHERAESZ ABEZEL (MS) E%5$40.235/1075 AF, RAF X &EFL#IH1: 2.02. &P E
1A HE, FRBAFKLH3300 (F45: A) , 20185FMSHFIAFTE (F—MELHBE) .

B Monte Rosa #9VAV1% T & A MRT-6160 15 R AT IR R 15 F X T KAEA b LI RAFOIRELE K Jm R B 2h3; BT, Monte Rosaft20255F 1% #£ 9117
12 EAWEREKIED %K AART/B8 A .
HRA FRTRRAMT/BRIERT BE: 5 REBRLIA AT

S S, YR ) A
B % : MRT-6160/% /)R % F M X T XARA g
SRR IFHEL Em K&K s inflammation and loss of oligodendrocyte/
R 7 & s § e el b e ——————) axonal loss
(=
MRT-6160 reversed disease progression resulting 2 g
in lower overall disease burden than standard of care 2 e Q O
.2 g Y
5= E Tg’ S S ..:;‘»‘I:::O Q-.:::-x. iy s \.J‘
—s— Vehicle 58 —?V.‘Q Ty g
Fingolimod, 3 mg/kg U= i ’; H .}
o 41 -= MRT-6160, 1 mgkg [ - -
H £
@ & 3 %
T
L a2
£ Treatment start: « Preclinical: « FDA approved drugs for - Refractory to most current therapy
o = Day 8 . .
14 S Prevention relapsing MS: Ocreli bl ve)
a RIS*Rcfor Rx individualized based on S ECIEEHRAR. REATYRIGOICSSVE
0 - e . : : b q
0 3 6 9 12 15 18 2 relapsing MS patientiprofile gz iiEcinicaliftials
Time post disease induction (Day) - « Acute attacks: steroids,
plasma exchange

50

B & : B g VAVIS T %A% A% T2026/02/093 Nk &

Noow
S S

XHES BEHER FRISARBHR TENFE

Disease score (d20)
>

Disease score (AUC)

o

JEEEmREEESRR

RN ZRIEE (MS)

CXHL2600035 ICP-538

THERR: PERBGRFIFF ;SR iﬁﬂhl"ﬁﬁ L dEAE (20235) ; Monte Rosa {MRT-6160, a highly selective and first-in-class VAV1-directed molecular glue degrader, demonstrates activity in multiple immune
mediated disease models) ; Crownbio’s M ; &Rk 5 5F % FF
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— 5 7 9
ERIER NPT T QAT WAR RN 87) BA b Rl 294 T 0958 K 4K 530 L 5 F 4
AHRERAE M, REAADNE PR AXARLBEM NS ARERAENRADEP . ARSRETARNARN TENCATFRELES, AN
AR S GO AT R B, ARESHEOTH . TR, ELAMNERREAE FHEAELR, HIEEH RN b R T IEH KL ARIF A0
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BB SR FIR e Ao ) AR AL T ARGEAAT 7 49 SR AT LS I, A4 A7 80 #M T B 2 A F 40 & 60 IR%, HEATIRIRE BT i 2 B 5 oMl e =
B AN TARIE ARSI A1 LRBERNRE. AN A RIREFTA1ELTET K B840 HH T HRB A, BEEEY A £0EH 560 8K RIEH.
ARARAE AN A FTH, BTN TR, 2N ARERE— A, KBAMNDFAS BN, RIREQEITINH TR 7 KIS H 4 3
Bk RAEATHAA, SOMERT IR AL A 8) AR 89 J A7 KAk o o FEAF AN 8 T 4731 AL FIR 89, A A6 S M AR, i 9 h &b “ S R iE A7
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o R A ARILAARIL,
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HEREFTHFEILT, AN TRAFAARE FRAN SN RATIERF TS, LT AKX LN S RERFIRERTHRAT. M HMEFe ik e &
MHEERS. ANIFES AR TTEANRESNGBITEEEENLS. A, BT HFE L HER] KNS & /3 AKX AR TR G AR 0 KRS 5 A # A
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BT EHA

EHFWETIFR: UREHDEH6ANAN, EAMT TRMTHEEIRB G RERAIRAE, &4 TF:

FEON: AR R AT AR A A HR Bk R £20%6 VA L

Wi AR BRI EATH % AR A RAK IR PR 5% ~20% Z 9] ;

Tk AR AT A B A ROR B R AE-5%~+5%Z ] ;

BAF: AR AT A R A ROR R T-5% A AT .

T BTFRMAERBRLENGTAH, REANTBOELEARNLERENEARAIKEN, RELERE, BERMNLELEAHGZTIFR.

TR EGEFRL: UREBEN6NA N, TLRERIAATTRATH ALK FERRATE, 2T

A AT BARRARARB HAT AR A4

Tk TR ERAE RIS A LR BE LS

AK: AR ERRKETREAT 5 A E AL

HAVERRBEE, RBEHERFT AR AR A IF AR IERITFBATE . RAVR AR IFRIAR R, A TR LT 23
BRZEANRE L HIEAN R ETAAGERERL, S0 HMUBR I EEXENR L, BEZ R EEERSE, UFEFULE R RN 8512
By TSR AASAR G 3T P ROk AR BT 25 0.
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