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1. DAC(Degrader-Antibody Conjugate)0|2t?

A0 EAE 21 H0|2E 220 HHA 2olK|(Targeted Protein Degradens Z
St &M8HM|E Degrader-Antibody Conjugate(DAC)2t! St} DACR M=ZR 7
ADC X|=H|7t 2 A= HoIth ADC2 713 2 X0l H0|2E B2 S88% ¢
A o7 2= U= A0|CE HEA Zoli|== PROTAC = EXEEMKY
gELC.

=
Al
=
t

rzl_OE‘L"

I
At

DACS & S20| UHTE XA Z0P7IT UMER LIRYEHE DACOIA| TrHz
SHHZE TOJRICH TR SSiRl= QME LYo ER CHEO) 2014 EFZl Deimie
SHAI7 IS AIAEIO| RISSHEE SiCt

1) EMIEIS HHIAl7| AIAS: QUIIE-TREOE AAL

TS SOATIS AIAHS QUIFE-TRE|0IS AIAOR 21T MA| U ZXfoks

AIARIOICE, ST STl 207t QIONTIAIGHS EFL TRt E3 27j017t A5 %tg
| SOECH. E3 2710RKs B B0 QUIHE(TE7 Of|iA2 TYE

CrE)S 20| EICH B THEHO| QHIEI0| 22 ZOB Ol TS SHA7IS

DREOIEOR Tt NSt EC. DREOMEEHE| BaEs HAOR HUF Ef

TS AZHOR SHfEICt

O T1—

Sk A
3 4 0

2) THE FoHHEt?

FHIFE-Z2E0FE MARS 0185t F7HA 2 HUE Zofikl= PROTACH 2AHRY

AH|0|Ct. PROTACE ERIHHED} E3 40| 2= HHMAES AHZ st A0|Ct. BHH
ANEEN= HE=ERZ ofLS| SAEAMAMPL Bt HHZO[L: E3 2|710tK| & S0

© 5 0|59 45XI8S RESICh

5

mr Mo J

EXAEA = PROTACL 27|82 SYott 77t e, 2X0| § 2 EFE 7t
X2 QUC} 2AHHO0| M2 A2 M FlHY 0| =22 & & ULE 2AEEA S 01|
= P

i M
edS4SXIaM HEREAS(E2E00|E, AL2|=010]E, EEEIE t0I1=)7
E0[5HAE 0152 7ISH 7IM0| #HoiXI17| O|H0 FDA £¢215 &2 XI=H[0|Ct,

inl
I'IO
>

’



=2 H0|H] 2024.11.11

J8 1. DACS| 7=(PROTAC CHAl EXFHAIHIZ} AFEE

E A)
PROTAC
* Toxicity = DAGC

% Low bioavailability
x Challenges in delivery

mAb Linker PROTAC

o v Enhanced targeting
= v’ Improved pharmacokinetics

x Toxicity
x Drug resistance
x Off-target effects

v’ Reduced toxicity

Xt2: European Journal of Medicinal Chemistry(2024), O[20{AISH 2| M X|MEf
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12! 2. DAC(Degrader—Antibody Conjugate)2| =& 7|

| Degrader-Antibody Conjugate (DAC)
- DAC binds to antigen of
' \cancer cell I T_ T
Antigen " . T

Endosome/Lysosome

=§' DAC s intemalized ) T
T T | K—“ into cancer cell .
f \\\_’ f Degrader drug is released

Cancer cell ik i

E3 ligase transfers ubiquitin &
1o target protein
A Degrader drug
5 Degrader drug binds to
Ubiquitinated target B E3ligase

target protein and E3 ligase
protein is sent to -—
proteasome
Proteasome
2 Protein target
T
e o
A% 5

Protein target is destroyed bylhe proteasome

N2 A, 00MSH 2|ARIME

I8 3. Cd e AlAY

Ub
Proteasome =

- (@

E3-ubiquitin-ligase complex (CRLA")

A=: CAS.org, DIZHOIMSH 2IMRHIE
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Xt2: Signal Transduction and Targeted Therapy(2022), DIZH0IMISH 2IMXIME
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H 2. 5ie| TPD &3 &% 7| (He g2
71y AEUE | AEAP| A7 | = EBI AT | MELY =
Pfizer(2,060m$)
Arvinas 2013 | 2018.00 | 192 | ARER opy g| BOr750mS) 02U C. Crews T4 AT2Y
Genentech(650m$)
Merck(434m$)
Celgene(455+m$)
Nurix Therapeutics 2009 2020. 07 1.91 BTK, CBL-B Q4 14+ Gilead(2.480%) PROTAC 7HALZ Mat
Sanofi(2.5b$)
Roche(900m$)
C4 Therapeutics 2016 | 2020.10 042 IKZF1/3, BRD9| {4 24| Calico(unknown) SHAZCH J. Bradner w4 Mg
Biogen(415m$)
GSK(unknown) VC 712 &Y
Kymera Therapeutics 2017 | 2020.08 3.19 IRAK4, STAT3 | &4 24| Vertex(1b$) Lilly, Amgen SSEAt
Sanofi(2b$)
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A-HREIOo MEUHE ENEAN Zls ME Z0Pt SAMUHA LX510
DIOVNS S Ciorst HSX02 SNSiT ULk HoIM QopiQIct
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0|=29| HIAA 7|Y Firefly Bio2t Lycia Therapeutics, Pinetree Therapeuticse= 20244
Ol SXE 2ATE Firefly Bio= Y2t0| 2|7t Al2]ZA9,4002t Z2f RX|) FXH0i| £
ot o2 QIHSICE 0] 7|¥2 DAC(Degrader-Antibody Conjugate) SHZES HI6H

AOPHY 7|O0ICt. XL ADCE 7Hefok= 7|0] HHEME Fohid| 7[R IIEELNE &
off DACZ 7H¥st= <7t H20 Firefly Bioe AHXCZ DACE /idsot= 7|¥€C=2
U QLEHERENE FAGHH.

Lycia Therapeutics= 24 68, IO|Z2QIZ AMO= TIFAIZ|7| 2lef 19 6602 H
2 72O Al2|X C A2 ZE AZFCH LYTACR MEe| HHXS 255ks 7|a02 H
HES Folfole =X2 SYolLt FoliotdX} o= HHAES X|0 XHO|7F QUCE. Lycia
Therapeutics= 20214 88 Uzt0| Ha|et AUS Sdlf HY U EX X|2H SEHEES
= HOKE 169 L. Hok2 35009 H2f)2 MH3 02 QT

o OIH

Pinetree Therapeutics= 20199 A3 EUCH, MEIEH X = HE 2 HHMAHS
EfZIO2 CHHZIS 2ofist 4 Q= AbReptor™E3HE 7|8 EQot1! ULt 244 7€ Of
AEZMH|Y|7tt M4 HAQ] EGFR ZoiMl SESE0 thet ALUS MZASIALt. IRIE
o= Zf 45002 25 dzds oM, & w2s of 59 F0|H. Pinetree
Therapeutics= 1,7002t & 22| A|2|2 A HIE OpZoIRALCY.
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Firefly Bio 2022 0= INEIESY 2024.02 94 Solid Tumor Research Program (FRFL) &t QAL
Lycia Therapeutics 2019 0|2 ABIXC 202405 Lysosome Targefing Chimaeras wsier  HR  Yato| 2zl
Research Project
Avilar Therapeutics 2020 0= Seed 2023.02 75 Targeted Protein Degradation Program  H< &gt MUA
—-Pi _ OFAEZLA
Pinetree Therapeutics 2019 0J2 NBEA 202407 AstraZeneca-PineTree Oncology Dy mey =
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- i _ _ LHEOA
Neomorph 2020 02 ARIE A 202012 Neomorph-Novo Nordisk Research AjSiT s QIAL |
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Plexium 2017 02 AZIE B 2002.02 ﬁi?;/cli— Plexium Neurological Research NZ| REHOM o]
Amphista Therapeutics 2017 &= A2|= B 2021.03 53 Amphista—Merck Research Program k==l HIA MSD
Dialectic Therapeutics 2018 0= =[] | 2021.08 14.4 DT2216 k==l QAL 14t
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Dunad Therapeutics 2020 E= Seed 2021.11 24.1 CNS Research Program (DUTH) NG HetHly  LeHIEA
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Hl&E HHE ZoiM7I0|L A4 HYS &0
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(Proteovant Therapeutics)E H&IC
SKHIO| Qo] 247 RESIMZ UL
210[ZALO
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2023E0= 6209HS Fol Z2EQUEES
o2 HFERAL. SK
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IKZF2
PUTX-405

ER

p300

STAT3

SMARCA2

Heterobifunctional Target

Molecular Glue Target

Solid Tumors

HR+ Breast Cancer

oncology

Immunology, Oncology

oncology

oncology

Oncology

X2 SK2I0|ZA| A O[ANSH 2MAHIE]
I 4. =L THHE 2oHK| 23 HIA4EAL (%42
- i =2 EX} <OE = ox °
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]z Eh 2018 ARI=B 2023.07 100 RQlHI0|2 UP1002 NSCLC el
HEREEA 2018 AREEB 202202 200 keow), mRsxmEls “,\fggecwe TEHY YN
O|T|CIHIO|QHRHEEIA 2021 M&A 2024.10 HIZ7H bS] EPD-301 Yo T4
O|-FOERREA 2018 AZXA 2020.10 55 AEPSIQI, 2TLLIOI| ICT-201 NSCLC TolAL
OL0[H|AHIO|Q 2018 ARIE A 2021.09 100 KBQIH, EIUZ2| QX2 AB103e Yzxololl  HYY
I2j|0|MHIZHREA 2019 Al2I= A 2020.12 120 72218, ADFUAHO|EQIH| HIS7H HIS7H HIS7H
J2HH}0 |2 2014 pre-IPO 2021.07 300 KB B, ZHLHO|MEHA J2H-2002 NSCLC B3
AHIE2EFEA 2019 Seed 2019.09 24 S2I0IEMEIHA H|Z7H HZy HIQIAL

A= O|UF00|ETIDE, ZHAL,

D20 RS 2IMRIHE]
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1. Kymera Therapeutics (KYMR US): HYZEEOZ 2ilsk= PROTAC

Kymera Therapeuticse VC 7|8 &0 Azt0| 22|t AHMO0| B FEAt6t0] 17HE
HYERACE A= 20209 SESIUCE. ERI HEEO] 26iME &7|9I5H Pegasus
=13
=

o o
gte S3EE Aot QU 22 EMEHO|A HCH &
=

A HUECHs Piof Rao] £HS WET|2 ZRYC, SN TolZ2lel KT-3331 KT-
2532 4 14 B0ILt B3 IELIS SaADH e 20210 AFoHUC

71E M IO|Zaole HARISH X|ZH| KT-4742 At 248 0|0} shsd SHAEHS),
OIEL| IEAH(Atopic Dermatitis; AD), RA, Asthma, IBDZ} 20| HY Zaks MEFo=2
SIC} Ef7l CHEEIS |RAKAZ KT-474= PROTACOICH 2l AJO|E7IOl

Uot= =HOI| 2ol IRAKA= THE HHAEN 4o A0 HAEISS UTILL IRAKA=
§

o
-
3
Q
o
40

MIE LHO| EXHotH, Mollk|2 H20| gX| gte HEHOIC KT-474= IRAKAE Foflfol

A HAHS0| LOLEX| A o1, stsd SHARIHS), OFET| I|E Y (Atopic Dermatitis;

AD)1} e mEZ=M £2 SUE L.

st o2 HIE o0 nEALR JOZE RYUote Ty Hate= 9of 109 He

T2 AHE Yol UCt. OfEN IRH AYHEE & 80Y Hel= Ty O At

O|Ct KT-474= T2 AptHY Hatoz M3F S 7hsottt

KT-474= 2020 AtcI|et OF 20 g2 29| 20|MA AHofs HZst To|Z2t10]

Ot Xt 738 A= KT-47401 Chet 24 A2 SCHolH, stel Sile O wiEA T
SFAICH D LHINCH Alll= KT-4749 OHMY 3 &5 H0|E HEE Sdf 833 =

7t540| T WESH A= HOICEH

S B2 MRS s AS8CE K58 H:* OfotE= HOIM0| =2 X=NE M

0|QLCt. PROTAC2 ZT M
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I3 13. HAZE0A PROTACY| 712
Immune-
inflammation is a
$250B WW
market?! spanning
multiple

therapeutic areas.

$250B

Immune-

Immunology inflammation

/

Injectables
dominate,
comprising >75% of
the established
market.

outside of traditional immunclogy

XI&: Kymera Therapeutics, O|Zi0IAIZH

EERE

g X|gH EESLR

7% 14, #780= ¥asH=
IRAKA4
SCAFFOLDING
KINASE
IL-1R/TLR Pathway
R Cytokines
it 4 bé‘é!h‘?a
LRs o 1R
£ o
Cytoplasm | | .
N mypes
s &)
KTd?d IRAKL/Z f_

Catalytic *m_‘ Scaffolding

Th1/Th2/Thi7?
Inflammation

IRAK4 is master regulator of
innate immunity with
scaffolding and kinase functions

Xt&: Kymera Therapeutics, OJ2{0IAISH

a3 15. Xafix| 2Ot sat7t ol

HI

S5TATG TYK2
TRANSCRIPTION SCAFFOLDING
ACTO KINASE
IL-4/13 Pathway IL-12/23/IFN Pathways
TypeliL-4 Tre L4 Wl
m or
L4 L4 © iL-13 F‘f,::':mp i ok
||.-dR.r.\' yo |8 -dﬁfl’ N IL-13Ral
i~ ™ f@ffm Wlwe @Dl
\ J tyr e totin
% DD L 4
KT-411 * KT-295 * * *
eThE | Tyoet N L 23ALAZ inlammation |
Inflammation

STAT6 is the only specific
transcription factor responsible
for IL-4/13 signaling

TYK2 is a JAK family scaffalding
kinase required for Type | IFN, IL-
12 and IL-23 cytokine signaling

2| MRMIE]

18 16. IRAKAS] £XI2 HA!

SRR 25

Only Degrader Can Fully Block Inflammation

LPS + IL-1B 2> IL-6

150
X
1007 u Inhibitor
50
Degrader
> »
0 T T T 1
-6 -4 -2 0 2
Log[Compound] (nM)

A2 Kymera Therapeutics, D|2{HMSH 2| X|MIE]

Reduced IRAK4 in Skin Lesions of AD and HS Patients

0.3

Ja

g

U —

Je

x 2

<< O 024

©a

© oo

g3

9 [=]

SE

s 01+

4 a

c £

©

[ 5]

=

0.0+
MAD
Healthy AD Patients HS Patients AD Patients HS Patients
Subjects (Baseline) (Baseline) (Day 28) (Day 28)
(Baseline)
Xt=: Kymera Therapeutics, D252 2| AR[MIE
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I 5. Kymera Therapeutics I}0[Z2t0l

2024.11.11

oz SHENY  ERI =3 QUL EHA| MEL|AL LIS OUAE
Dioys} s TH26 HS 4 24 Z2
KT-474  IRAK4 St 3Hdg, OFED| IR o 2y A= 2641 S5 AD QA 241 B2
KT-621 STAT6 A E AN 14 TH25 A 14 HloIH
SUH| KT-295 TYK2 2OA S IND A1 TH25 Q& 14k 7HAl
KT-333 STAT3 12 bt 14 MEHAL 3 0l F
KT-253 MDM2 & AL 14 ME AL 82 01
At=2: Kymera Therapeutics, D2{HMSH 2| X|MIE]
12l 17. Kymera Therapeutics A|715% 0] & O[HIE
wnteray —
( 2, 030 r A=T| KT-474 KT-621
s _ 1AF IND 29I
24 917 =i & IND 52
3,500 KT-333 Q4 14 X
27} HlO|E WE
3000 | =7t HolH
KT-413 4k 14 KT-474
2,500 CiOJg & OtUAE (AT
2,000 KT-333 &t 144
HIO|E &H
1,500
1,000 |
500
0 1 1 1 1 1 1 1
23.01 23.04 23.07 23.10 24.01 24.04 24.07 24.10

Az EEHI, DIZHNSH SMXIHE
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2. Nurix Therapeutics (NRIX US): DACZ £& PROTAC

Nurix Therapeutics= 200940 AZIE|0f, 2020 LIAH| AXZUCE Deligasedt=
EUES ERotl ULt Deligase= TR Zoli0 RS E3 2|70tA| 2t0[E22]2f 1
2 —1“— ULt FEAE LHHNOI ':f““’é! 2oli(TPD) 71 Qo= HEE M&(TPE;
Targeted Protein Elevation)2t= 2f#S 0120610 A=S 7S TPEW M= 2|7I0tA|
MKt 018 2|710M| AXFZt 2|7I0tHIQ| 7SS XMaliotH HutE 2of 7Isk A
ofl=lCt O|=QlcH BEASH 2|70K7t LM O = XOjoh= HHUHAEIS| 20| =OFEICY,

198 Z2|0E, 20 AReI, 23 S0[RIQF S& WL HUS MIZoIALE. SOIRHMIH)2E
o] Aok SdllM= DAC =0f2 = SOIC.

a3 18. Btz Tl =™ AJAR: TPDL} TPE

A Powerful Targeted Protein
Cellular System Elevation (TPE)

Harness ligases
to decrease specific
protein levels

Inhibit ligases
to increase specific
protein levels

Targeted Protein Ubiquitin is ligated to
Degradation (TPD) target proteins to tag
them for degradation by
the proteasome

At2: Nurix Therapeutics, DI2{0IIMIS2 2| MX|AIE

12 19, THXl ASTPE; Targeted Protein Elevation)

E3 ligase decrease the levels of substrate proteins Ligase inhibition leads to elevated levels of substrate
proteins which can restore cellular process

High
Levels of Substrate Proteins

Low
e Y 9 & Levels of Substrate Proteins

a g @

Xt2: Nurix Therapeutics, DI2{0IIMIS 2 2| MX|AIE
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BTKE EtC=Zok= HHAX|= A NX-59487}
BTKS| M=o 22 BMIE 2 0[Lt A7HH

EHA 2024014 J(H‘j”H =

st IMMO| H=

Tatfe 82 5 70| oot 2= XK 79F)2t 1Y

E=
(G13)0f CHEH Z10|H 50mgOilAl 600mg7ZtK| 1Y 13 AT §0] Bl
SIXH26Y) ooz BE 0N 69.2%2 ORRS

AL 7Pt Jtset i B3RS

o= L=
SO

CLLEHY FTRY was) $XS0| 291 3

22N BME A EOF

o
IO Ol 717 F&5| oS0l

SE=

2024.11.11

U b= JiY oM MOo[Z2I0[Ct.
AEIBts AO7ICt Nurix therapeutics=

X|ZHQl NX-5948°| 1a/bAt0i| CH

O A =
S BrY BES 8
HIAIO

AO=Z X|Z7t Tt

KHEFA] CC
EO -

471X X|2H(covalent BTK

E= Br

inhibitors (96.8%), BCL2 inhibitors (90.3%), and non—covalent BTK inhibitors (25.8%))

S w2 0| Y= BHOIQI,
05 E3ol0 BTK M| LY B2l =

JF0E NX-594801 248 &

2H2 AlZoR FHet H0ICt BTK Mafkl=
40| gig B B52 ¥ 4 r. 5

2 UoiH QOB UL TaNOIN B

O S5 QS TS HFOICt

T2 %XI—OI BTK(43.3%), PLC2G(20.0%)2

051 Ol= BTK Matixet= Eel BTK oK/t
2txtel BTKO
IXI2t BTK 23hKiE 012

=o{H

=L L

T QIOiC}.

MM
7K

E<1|i:|:|0|7} UALL 4 =

=L

325 4 QICHD 0j2F0

I, RAL O ATE HIEOR 20751

—_— bl
& 20. NX-5948 24 1atf &5: ORR 69.2%
CLL disease-evaluable patients® n=26
Objective response rate (ORR)", % (95% CI) 69.2 (48.2-85.7)
80 Best response, n (%] * Patient with Richter’s Transformation (RT)
CR 1] (u_u] to Hodgkin's on biopsy
g 60 PR/PR-L 18 (69.2) # Patients with CNS involvement at baseling
& . SD 6(23.1) ® Patient responses that improved from SD to PR
g PD 2(7.7)
E “Patients without identified target lesion|s) at baselne are E\'al :ated a8 disease-evalable per wCLL, wn e they
s 20 may not be represented in watertsl plot: *Objective responss rate includes CR + CRI+ nPR + PRAL +
@
- g o * L] . . #
g < :
c @
£ £ -0 4
23
>8
] = 40 3
- ¥ gV E"EEE E EEEEEEEEEEEEEE
T 60 * 3
- 4
< +r 3 $ s 3
£ .80 ¥ Ongoing $§ 3 3
g + & 3 3 3

CR, complete response: CRi, complete respanse with incamplete marrow recovery: nPR, nodular partial response: PD, progressive disease:
PR, partial response; PR-L, partial respanse with rebound lymphocylosis; SD, stable disease; SPD, sum of products diameters

inton K, et al. Orai presentation 3t

Data cutoff: 17 April 2024
European Hematology Assaciaton Hybrid Congress; 16 June 2024

Xt=Z: Nurix Therapeutics, DI2{0IAISH 2| XX IME
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a3 21. BTK Zalim2| =&

2024.11.11

T3 22. YN THY EXISC| 9MY DETY

" '

SFKs, SYK  No Drug

== OnTreatment == Discontinued

BTK Scaffolding

-2
BTK kinase inhibition BTK Degrader

Change from baseline
in SPD (%)

3 ey
e ’:’: '
Oncogenic Oncogenic Oncogenic e D
At2: Nurix Therapeutics, O|2{0IIAIS2 2| AX|MIE] Xt2: Nurix Therapeutics, D|2{OAIZH 2| MX|ME]
E 6. Nurix Therapeutics®| I}0|Z2t0l
o2 SHEXY MOA ER X33 A4 HA IIELJAL
SIHH| NX-5948 TPD BTK BAMIE 2B Uat 1bet
NX-2127 TPD BTK + IKZF BMIZE QB Ua 1bet
NX-1607 TPE CBL-B il QA 1ot
Multiple TPD Undisclosed Undisclosed SRS U3
Multiple TPD Undisclosed Undisclosed SEEHYE ZIoE
Multiple TPD Undisclosed Undisclosed SEEHYE Al
Multiple DAC Undisclosed &% SESHYE oK
HAs} NX-5948 TPD BTK AS/RPHHY IND A1
NX-0479/GS-6791 TPD IRAK4 S0MEIA TEE 2 V(B HEY Het IND A1 dz|o=
STAT6 degrader TPD STAT6 H2g g5y A SHEHYZE Al
Undisclosed TPD Undisclosed GE/ A1 SESHWUZ  Afel]
At2: Nurix Therapeutics, OI2{0IIAIS2 2| AX|MIE]
12! 23. Nurix Therapeutics A|7k5Y 50| U OHIE
R o 14 23}
EHA Bloje wr  (NX=5048)
Z2|0{E NX-0479 (NX-5948)
2,000 i ApeTje} 1
SN A
Aot oty
1,500 AACR HJOJEf WE Mcﬁxﬁ'ogffﬁ
(NX-2127, NX-5948) ( 5948)
ASH CIO|H &&
1,000 / (NX-2127, NX-5948)
500 [ Y
0 1 1 1 1 1 1 1
23.01 23.04 23.07 23.10 24.01 24.04 24.07 24.10

Nz SEHI, DIAMSH 2IMRHIE
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3. Arvinas (ARVN US): 214 3% Zik= 40Q24/1Q250 374

|O
HU

Arvinase PROTAC(proteolysis-targeting chimeras) S2Z 7|8 &
2018 9Y LIACIO| ARGIGICE MSC2 PROTAC A0 Tfst &=
Craig Crews w47} AAXICE

30
0 ron
N

Bkl
0x m?
peel
i

Ho
1]

ArvinasQ| 71& HI2 QA mO|Z2tQl ARV-471= ER(MAEZA ) LM HO|M
QUSURIZHZ 3I0|XRt Z&5 4t F0|CH ARV-4712 ERE EFICZ k= PROTACO|
Ct 310|XRF & 209 22 120 Aoz AMHIE H £F 22 35 28

oo

20209 QYAX|ZH ARV-471& PROTACO| 7iE YE(PoC)S 2AZ5IAUCL ARV-471
(Vepdegestrant)= X1 4 34 S0|C} VERITAC-2 A2 ARV-471 HHUQH QA
OF ER+/HER2- R SXQ2At XEHM)E UHRE Sit 11Xt XHes FTHME
(PFS)O|CH & 34 A= 4024/10Q2501 3702 0IFF0ICt VERITAC-3 YA T
[0t 1Xt X|ZHIS EFICZ of11 UL} Palbociclib(E0|AhQt H2QHOICt Hen &
Aot 1bd A7 21 ORR2 31%, DOR2 14.670 0|t

Arvinase FU0IA ARV-4719] OFHY & §52 25t & MEAZRSE MSES
BIA5E A|20|Ct. ArvinasE LRRK2S EfZl6t= PROTACS 0|25t0 H|ZEtS X|ZH| 7Y
US AIZSIICE LRRK2S) SHHOIL ot *548 MEYS A OIEZE2(0t 245 Yo7
0, 2EXMOZ2 T 20| AAMEC} X

Hl 250| o S/UT

T 04 mo|Z2kRl ARV-393= BRL6E Et 8} PROTACO|C}. HISXIZIFES First
in class= HEE1! QUC}. BCL6E HISARIEEE & ofLi2l DLBCLOIA 85% Ol =
AHOIZL LEfHTE izt 74,0008 0140] DLBCLE Rl QI 64IH AEo=
BCL6E EMIC=Z ot= X|=X= giCt. BCL6 HHE Folfll= CHE UAX|=M=2 25
8k =0

T2 24. ARV-471 24| M3 Sirf M2t

& Pfizer

Adjuvant (Post-Surgical) - 5 "
Metastatic Breast Cancer in US (~60K)

First Line Second/Third Line
VERITAC-2 monotherapy
pivotal trial

VERITAC-3 vepdeg + palbo

~TIVE- PR - e o B Y3
TACTIVE-N neoadjuvant trial :.u blll_citlu_n pivotal trial TACTIVE-E: in combination

with everolimus

to inform potential
adjuvant trial
TACTIV N com tblﬂatlﬂll
with CDK4i (PF-0722

TACTIVE-U: in combination
' with ribofabema/l
' Pending further data and regulatory agreement:
Planned trials® ! Planned: Pivotal Vepdeg + | | Planned: Pivotal Vepdeg

i Pfizer's novel CDK4 inhibitor | | combeo with palbo and
{ atirmociclib (PF-07220060) | | potentially other CDK4/6i

K& Arvinas, D105 3 2IMRIME
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3 25. LRRK22| EAH0| 2 2 g}
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12! 26. LRRK2 Protac vs. X{sHA|

Mutations in and increased expression of LRRK2

( | )

Lysosomal Neuroinflammation Mitochondrial
Dysfunction Damage
| J

Lysosomal Pathway Engagement
(LRRK2 PROTACY? vs. Kinase Inhibitor)

T 150+

2

£ " _e PROTAC

~ LRRK2 PROTAC Degrader
s GNE-7915

b LRRK2 Kinase Inhibitor

3

g

7

[} 1 1 I 1

-10 -9 -8 -7 -6
[Compoundje, ] Cortex, M

XE: Arvinas, DI2HOIAISH 2| M IHIE

1% 27. DLBCLOIM BCL62| gt

XE: Arvinas, DI2HOIAISH 2| M IHE

1% 28. DLBCLOIM S ALO|= Z4

- ‘ Memory B Cell
NORMAL —»
BCL6& turns off

o IgV hypermutation
Ig isotype switching

Plasma Cell

@ @ Apoptosis

Naive
B Cell

e b
e

|.e ONCOGENIC - .y . )
BCL6 does not ""#B
turn off, leading &
to proliferation .
and survival of B-
Cells

Cell line-derived xenograft (CDX) model
QCI-LY1 GCB DLBCL

1800+

16001 PO QDx22
o~ 14007 ® Vehicle
E 1200] - ARV-393
T o0 ARV-393
<]
E oo
2
§ 600
=

400

2004

0 2 4 6 B 10 12 14 16 18 20 22 24
Day

A2 Arvinas, DI2§0IASH 2IMRIME

0l

A2 Arvinas, DI2H0IASH 2IMRIME

J8 29, CiUet HAAMME satE HOl ARV-393

Double Hit/HGBCL
apooy  GCB DLBCLLY2214

Day

Breadth of efficacy beyond DLBCL demonstrated in multiple
patient-derived xenograft (PDX) models with no body weight loss®

o0 DLBCL ABC/GCB LY6934 4500 Burkitt LY3148 NHL NOS LY12962
4000- T 4000 _ 3000
4= 3500 < 3500, ”E 2500
£ ao000 £ 3000 s
‘3 2500 % 2500 ::, 2000
£ 2000 5 2000 E 1500
= 1500 5 1500 § 1000
= 1000 = 1000: s 00
500 500 L
atialini - o L 00 e s el
5 10 15 20 25 0 5 10 15 20 25 Day
Day Day

A2 Arvinas, DI2§0IASH 2IMRIME

4 mice/group, PO QDx21
=@= vehicle

== ARV-393
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E 7. Arvinas 24 mo|zziol

o2 SHEZ Ef2l XSS U EA| MEL{A CHS OfUAE
SIOtH| ARV-471(Vepdegestrant)  ER Y UM 3N 310|Xt 4Q24/1Q25 E=2101Z}
ARV-393 BCL6 BMIZE OfAZEQf et 14t
Undisclosed HPK1 1 oFN &=QF Helr
Undisclosed KRAS HIAMIZHQL, CHAY, ARt et
Undisclosed Myc 113 OfM FOF Ty
ARV-766 AR MY UM 1 CHIE|A
MFAER ARV-102 LRRK2 M7 1A XIstA XstA Of| OJAF 1A}
Undisclosed Alpha Synuclein  CHUASISE, Ii7leHY U
Undisclosed mHTT SIEIEHY YA
Undisclosed Tau o IaY Ty
A& Arvinas, OJ2HOIMSH 2|AXME]
T2 30. Arvinas2| A|7[= 0] 2! O[HIE
(areray) ARV-471
5,000 ¢ K™
S10[XF2} ARV-471 FDA Fast Track XI&
|
4,000
sto[xtel Aheszol HIE|AQ ARV-766
2to| A Aot
ARV-471 2% Zot &8 ARV-471 + YA HE 1bAt
3,000 | ARV-766 / 27w
14 S7HHIO|E 2E /
2,000 l
1,000
O 1 1 1 1 1 1 1
23.01 23.04 23.07 23.10 24.01 24.04 24.07 24.10

A2 Arvinas, DI2H0ASH 2|IMRIAE
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4. Monte Rosa Therapeutics (GLUE US)

Monte Rosa Therapeutlcs._ XYY S3E52 ERSt 7IY0ICE QuEEN™
NE

Discovery Engine0l2t= AIE Soff MEHE0| =2 EAEANE K=ttt GSPT1S Ef
A= ol= UM MRT-2359, VAVIE EfACE ol= MRT-61607t Y&0| H=C}.
MYC THHEZ QU= AMZOA MYCS TR Sy TSt TR WSS S7t
A|7{ HHHEIO] HAO| AHEMOZ UNLIASIC. elFAE, 4EBP1Lt 242 HHEHEI2S mRNAZL
HUiAs HY5k= A2 S=0 olm DREX[2E IFF0A GSPT12 HHES 2tgA7 = 9
&g oitf. 0] 20| McH= TIf=(X] LM 2hgE HEE0| MS0XX| Sh=Ct,

MRT-2350= GSPT1Z BRI GH= SXHAHOIC MYCO| TFHOR 0p|&l b

AMER, AMZEY, A SO| Hpist MSF0| 8 4 T WM Uy 14 8 B0

NS 218 5O, 2H24 24 80| 2 HOR BOICk MRT-2359% BMS7H I

3t CC-900009 SUBH EFZIAIE7 XS XD QU To|Z2olo|Lt, BE SZUlA X
= f

A/AOIERI UE 27, MESS0| HEE|X| LUTHT LHIYCE

MRT-6160= 103 =HIE|AZ} 229 S0 =er TO|ZtRI0|C VAVIS Ef o=
=]

of
Fé:]%
S

= SXPAFOICE VAVIS T MES B MES EEEr 204 3 7o HE0| X2 2
. FQW Q170) T2P MRT-61602 T M B ME £87| 07} 252 25 5%
Ch 0] YL AVIPIe] WS UOT|= AOIETIO RHIS LANZCL A U 14
S0I01, 1025 4 140l CifSt E2t0l 2T &H7} 7[CHEICt

Monte Rosa Therapeuticse= 108 HIE|AS| H2 FIP7t ASEIACEH QA 14 THA 0|
A 2299 = AMO|=Q| 20| LigtCh=h| Q|o|7t ALt TS Monte Rosa TherapeuticsE
Kymera Therapeutics2t 20| HIZSX|=H|0 Chot #4l0] O =CH, Ol HHd 2
offKl 71zl AIE 2t 7tsd SHOIM S-HOICE

18 31. MRT-2359 =& 7|H

Genes involved in protein synthesis

@ e.g., elF4E, 4EBP1 and 4EBP2
i /

P¥p
22,
4EBP1 Protein
3

Ribosome with
elF4E growing
complex peptide chain GSPT1
ANG AN Y A

mRNA
Initiation ——> 2 Termination

Xt2: Monte Rosa Therapeutics, DIZfHAISZ 2|AMXME
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J8 32.VAV1: T/B MZQ| 7|58 =X
T cell B cell
TCR BCR
Cytokine “ ,'
receptor
\\\wn %\iil -/ \ﬁ
JAK )
) ‘\
Y \
4 N
Transcriptional Transcriptional
activation ctivati Y
~_~7 activation 3= \l:s] .
e puin N
* o > v L6 Ja
I-17® 3
T-cell activity 4 B-cell activity 4
XtZ: Monte Rosa Therapeutics, O[2{0f M5 2|MXME
J8 33. ApHEY 2 oY g3y S X|=ske HAUS
& 5 &
o o F: 2
& & & S S S,
3 § & i < & e b S S P e oy
S O &5 o 2 .5 o & W L S Rt & 5 L > B
O o & 8 & & N G e S > N 3 &
O L & e & & & @ S @ F & & S ¥ ‘?g"\ T e e
Rt O & & & S o § L oy
F G N G & G T 3 v & T Y 4
Anti-TNF* [ ] & ® <] & @®
Anti-IL-17° @ (] & ®
Anti-IL-23¢ & &
Anti-IL-6¢ [ =] [ ]
Anti-CD20° @ @
Anti-VLA4' i
Anti-FcRNE [
CTLA4-Ig" @ ® ®
Anti-IFNa/3' 2]
Anti-BlyS/BAFF 0]
S1PR modulator* @
JAK1-3inhibitor P ) ] ® L] @®
TYK2 inhibitor™ &
VAV potential <P ? ? ? ? ? ? ? ? ?
ca s ol
Approved i} ek A\ X Y 0 ﬁ a = = g
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Equity Research
2024.11 11 20163 HEE 7|¥O=2 Degrader-Antibody Conjugate(DAC) Z3HZ(TPD?)t

TPS? E1ES ERotdl UCE DACE 7|Z ADCete| 542 SYUotLt MZ& Ho|
EEE AIESITL TPD*2 BRI HHEE  HADAC; Degrader-Antibody

= EINEN 3,000,000% .

T Conjugate), TPS*’= EfZl THEHEIS OFHSIAIZ 4= Qe 71&0|C TPD*EHEN =
slgt 2Rl 30,000~36,000 GSPT1CHEEE! XsMIS 0|35t GSPT1 S3HEZ Ut CHFSH SHA||Q CHUSH HO|ZESE
515 2ol ojx ZSINZ 4 Ql= PROTAb Z31Z0| QICt.

. 214291185 QREH|ZHFEC| EME 7|E2 ADC 7159 stAEe HME 23l 7|=2 SRS
oS BG4 QICH CEHE 2ofi|Q] 22 2E MIZELE £F E0IXOZ Mdol=
O ON5| HEE RLdk= MEOIE S0 LME)Qt YMMEE F26H7| HFELCE
(22 Hlo|QE) DAC 7|22 Sofl ME E0|82 O &Y £ U2 A2 J|tj=C}. Eot S40] ¢
Mojst 5| =2 ADCHME 2 BXE0= M JVise AC=Z HOICH

mihwa.seo@miraeasset.com
LEHRRES| EXHRIE
OSHZ 7= EEEﬂﬂf El2 DACOIIA HO|ZE=0[At D(DegradenOil sHE==
GSPT1 S V=S R0t QAT Lo, Tiefet oAt Ciefet HO|IZE8 2
NZ 4 Q= 271 71591 PROTAD SHEE Q511 YLt TN $REX ot
Otzt SHE 7I=0[H0 ot 7tsdx =2 7|00

QHE Y 2LEHZREHY ot”o*ilﬁlﬂ ORM-50292} AUAX|=H ORM-
6151= 25 Yo 14 HHZ DAC 7I&S 71T OO|E2t0l & 0] 7+ TA
JHAIEIRACE. ORM-5029= 30235 H %I’é! 140 AIRE] oK ESBUAY &
0|04, 25 ofEtV| e 1 21t 2010] Jtse A= 22t
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@7|=0|™ EMYTE: QEHZFE2 A% ™ 0[0] 249] 7|=0[™ AdS ~E
ofCt 20234 108 0= BMSOl| ZHUX|=H ORM-615610] Cfet #E|E O|H
gLt 20244 7€0l= 0= AXHQ| HEIA TOk:E|ZA(Vertex Pharmaceuticals)
ot Z|CH 3702 EFAI0H CHOH REAFHE X=X MAMXIK| 240l et 7|=01H A
SHE 7l 2 AYS of £ 7|¥e= &= J|=0]
II|
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FA0( (242 -255 -469 979
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T8 35. ADC®} TPD2| ™S o|gst TPD?

oM

THERAPEUTICS

b TPD?

Protein degrader conjugated to antibody

BTRENGTHS STRENGTHS
» v 4 - & Clinically validated & Clinically validated
» d modality modality
@ Target undruggable @ Tumerftissue specificity
Protein Degraders proteins (& Wide therapeutic windaw
Small molecules Degrade, not inhibit (& Good physicochemical Toxin mpjugated
& Catalytic MOA properties to antibody
ARVINAS A W
5 S0 K
LIMITATIONS LIMITATIONS k .
: - Sicycle immun.gen
- i () Mo tissue specificity (¥ Dearth of navel, 5
Hinova ,* @ Low call permeability differentiated Mersana FYXIS PSeagen
P Mo Bnn () Unfavarable PK pPRilgediclassns Yingera

Ri2: QEERE, DIHNAEH 2IMAIME
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PROTAC

N

Xt2: Signal Transduction and Targeted Therapy(2022), Ol2{0MISH 2IMXME

glue

l.....,.-.,
s

a3 37. 2EHERES SHE T8

[y

Aathwdy Bioconjugation &
Ry |~ GSPT Platform " R
] TPD?2 Approach (DAC) Molecular Glue P 3
mi Dual-Precision I — W
$ Targeted Protein Degradation %’/’
: D & ' ), Oncology PROTAD Platform 4 -
Bioassay (ko) Traceless Linker = ,,\g

Pharmacology ﬁﬁ ")

Physics-based Medicinal
Modelling Chemistry

|

Nz QEHFE, DR0ASH 2IMRIIE

TPS2 Approach ‘tyg
Dual-Precision Targeted P ‘\iﬁ
Protein Stabilization ‘ﬁ:
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Az QEHERE, DI2H0ASH 2MXIE

ZolxIe gt
LISt upt uanSIauVI I AT
GSPT1 binds eRF1 to mediate stop codon
recognition and nascent protein release Integrated stress
response & apoptosis

13 39. GSPT1

Orum’s neoDegrader binds GSPT1 and
recruits E3 ligase complex

Cap

L.
Ubiquitination and proteosomal ./"

degradation of GSPT1

Disrupted protein synthesis

Az QEHRIFE, D2joASH 2IMRIME
J% 40. PROTAb S3HE
Step 1: Step 2:
Installation of linker to Conjugation of linker-
payloads to antibodies

«"__5 %‘J
T -%/
. A of,
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MV4-11 (AML) - CDX, n=9

150 1400
T 12004 -8 Vehicle
= -O- Synagis-SMol249
2% % 1000 = OR283 (CD33 Ab)
E i ‘E’ 800 * SMol006
; % —— Venetoclax (po, 50 mgrkg qd x 21)
3 50- z 8007 ~+— CC-90009 (i, 5 ma/kg bid x 10)
® E 4004 —&— Mylotarg (iv, 0.1 mgrkg x 1)
\ - &~ 0ORM-6151 (iv, 3 ma/kg x 1)
0 N 200+
0 - ::‘,O, = ——O~
—16 L T T T 1 Days
3 6 18 21 24 27 30 33
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T2l 43. ORM-6151: ZAMAUS CiH| ¥ BXI2

Hematopoietic progenitor cell colony formation assays

Total Erythroid CFU-GM

CFU-Mk

CFU-E + BFU-E) (Erythroid + CFU-GM + CFU-GEMM)
120 10— 100
] -
Tt 00— — o0
é ‘ * e ‘ ]
o 80 3-\ 50 —+ CC-900
= & B0~
= 60— 1 \ 50 * ORM-6
2 X 40
- 40 - 40 — Mylotas
k) i 204
;g 20+ \Q\ 20 il
o
o T +—i—r—t—t Log (M) - o T Log (M)
=10 4 B -0 B
IC50 (M) Description Total Erythroid CFU-GM CFU-MK
CC-00009 Small molecule GSPT1 degrader 28608 1 DOE-08 4 D0E-08
ORM-8151 GSPT1-CD3p TPD” 5.6E-07 1.95E-07 > 1.00E-08
Mylotarg Approved CD33-targeting ADC 2 40E-10 <1,0E-10 &.70E-08

CFU-E. Cobony-forming unit-crythroid
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3. gimaotiA A5E 4™

CSERIFES A% M 0/0] 2719 JIZ01H Aot MBI, 20239 102 O1F
BIMIS SOHRLX|2A| ORM-61510] T 19] 8HDH 2| 7or HZBIACE. ORM-6151
OIZ220E GSPTI B3 2P| HOI2E2 NBEC BUSE 52 GSPT1 &
X SR QAIS AIHEH 7|02 GSPT1 T im0 Chaf Q4F ZE0| QL= BMS
ofo| e o ojo)7} ALk,

20244 7&0il= 0= AXie| HEIA mOlRE[ZA(Vertex Pharmaceuticals)2t ZCH 374
9| EtZI0l CHotod Et2l & & DIUAE 20§ 31,0008 22| 22 E3E 7|20[H A
OFS HMIZAZICt & 9.3% =2{Q| ZO|Ct. Vetex= QEHZHREIQ| Z2ES 0|51 KA

AEY XZHC| HAMAIME WS,
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J18 46. BMS, VERTEX2} 7= A2 XA

U Bristol Myers A
Squibb® VERTEX

e BMS, industry leader in hematology oncology e Vertex is a leader in innovator science to
and molecular glue degraders, acquired create transformative medicines for serious

ORM-6151 (now BMS-986497)

* BMS has assumed control of all aspects of
the program

e Phase 1 commenced in June 2024

(NCTOB419634)

» Potential to benefit patients with AML and HR-
MDS

e $100M upfront; eligible for an additional $80M
in milestones

diseases

License and option agreement to research
novel TPD? DACs as targeted conditioning
agents for use with gene editing.

Vertex can exercise up to three options, each
for a target-exclusive license to develop and
commercialize a TPD? DAC

$15M upfront; eligible for up to $310M per
target in milestones, and tiered royalties

N2 DI2HHAISH IMAIME
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Targeted Protein Degraders Current Approaches in Protein Degradation| Orum's Next Gen Approach
® L "
] & i -
A TR = =

— R —ra All cells Tissue-specific Cell-specific
k. Penetrate cells Degrader acts on )

indiscriminately, including specific tissues
healthy cells,

Increased risk of
off-target toxicity

™ Maolecular glues
Monavalent protein degraders. engaging

@  E3Egese and neosubsirate -:
® Cell-targeting degraders
L W ‘ ) . delivered specifically to

Y disease-causing cells (eg.
Heterobifunctional Degraders [, - tumor cells)
Modular small molecuse comprsed of

target protesn and E3 ligase binder el By

Still cannot distinguish healthy
and disease-causing cells

More precision
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