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ADC (Antibody-Drug Conjugates) 2H|-2F= TetA

Cell-specific ANTIBODY ‘
(MIZ E0[H 2Hx) | Cytotoxic DRUG (payload)

(BN AE U4E Ho|2E) @ CEXNZH ZAXMO T oF2 Mt T
© YMZE F0|=Z2st EM F HO|ZE
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0

& ADCE7IE BEQY FANS0)| 2ol:= L de| thet K|S

H2oM BEQE X=H2 AR HE +AS U WA LH S

HEH ©F 25% A& 2023 HIO|A|E & S 2 K| QAL ZHAAL
2028 7|Z $30B =2 Al & oo X<k 20| Mld 22| 30%7F ADC 22 A<k
ADC AEHAJEH Fat ADC A1 QIARAIE 742 ADC Licensing A|2 712 30|
340
$30B 255 L]
$43B
180 CAGR 52%
$158 110 $23.3B
$3B $12.2B
2019 2024 2028 2020 2021 2022 2023 5001 2002 023
=X :Evaluate =X :Beacon E=X:Dealforma
ﬁ o il gyi
ER= (' Bristol Myers R . 5
23.023; |_o'_t Squit}bm ‘Bl.‘:r!]“-f(?cl‘ﬁ::f)ﬂ Synufﬁx AT
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Ctat, 7| ADC HIO|2E £ SHEE 8 7| H (R H3HHIQL DNA 244H) P3N

@ 5221 XsiH| S DNA SAH| AlZo| S41 A HO|ZC AL HIE

*  Tubulin inhibitor (58%) *  Tubulin inhibitor (51%) ¢ Tubulin inhibitor (25%)
Adcetris, Kadcyla, Polivy, Padcev, Blenrep, Tivdak, Elahere * DNA damaging agent (22%) * DNA damaging agent (21%)
* DNA damaging agent (42%) *  Others (27%) *  Others (54%)

Mylotarg, Besponsa, Enhertu, Trodelvy, Zynlonta

100% 73% 46%
FDA 5¢ S EHA 223 Ay
ADC ADC ADC

© eP8E 71’12| mjo|2=0] Cigt MEXE/SHH LYY SHAIE S 5510 T X0 O Mgt 22 Ho[2E /T 28

@ %12 ADCO]| AFBE|= H|o| 2 E2| CHIIO| Z7I5ED R4S (Ofl: Targeted Protein Degradation)

Source: clinicalleader.com
Tubulin inhibitor (Auristain, Maytansinoid), DNA damaging (Calicheamicin, Topoisomerase | inhibitor), Others (TPD, Proteasome inhibitor, Immunomodulator, RNA polymerase Il inhibitor, Topoisomerase Il inhibitor, etc)
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TPD (Targeted Protein Degradation) EX{THHE HslA|

TPDEMN MY E A - EHE ZoiM= INS=Z X A A (2 ghdile

or
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—
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500
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(q) E3EopioieLEsEE POzl wodmt 1y .
N =R ERE (EGFRE) uman Genome
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TPD (Targeted Protein Degradation) EXTHHA HsliH| Z& QRUM

AFEEMG) oiM2E 0B 7|5d = ARZ Sl A|

HL

TPD & LjEAMOI S/ =

& A EXIEEH (Molecular Glue, MG) =25liX|

© B THEEILE 2|71 Ajolo] THIFY EHIY B

FHIF| Bl 3 2OIE RESh= MEX 22
=

i

FESI 2HO|

@ Xt HAH|ofl= PROTACCT EHE| Se83st -IFH HHo| gl
- Mechanism: inducing PPl between E3 - Feature: monovalent
and neosubstrates - Linker: no linker
- Molecular weight: < 500Da - Binding pocket: nonessential
- Rule of five: within
=9 = =
0 B. °|37| vo.l = I' OHI'" o~
(Heterobifunctional molecule degrader) ‘
o PROTAC
@ CHE : Proteolysis-Targeting Chimeras (PROTAC®)
% X CHEXIS :I.x-l" .y (o] JK=] E|$lOl S T =
@ H= |_|'—| ==EB E|7W|°1| |'7'" °|'°:| H |1THH'I |g|' 5 iEE“oI'ET - Mechanism: inducing spatial proximity of E3 - Feature: bivalent
= Sh=HIA O 3 XH=E and POIs - Linker: with linker
=& Froh=HAMO R XIF - Molecular weight: 700~1200 Da - Binding pocket: required

- Rule of five: beyond

Source: Novel approaches to targeted protein degradation technologies in drug discovery.
Yu Xue a, Andrew A Bolinger a, Jia Zhou a*
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B7-8 TPD HiH| 7iidEl 25, ofset & g 220

- - —_—
2571 et ofse Z2nfd
@ =X (Molecular Glue) O = z7| M
Degrader A Degrader B TPD?
nanomolar nanomolar picomolar ng/mL
10000

- 1000
TPD?
100 /
. . 10
(© PROTAC® (Heterobifunctional)
2 O AL THA
120 - 1 Degrader A Q Rg 7
z 80 —
= 0.01 AR HXIQ
B 60 oo—l——|0”|:H-°|jT—|o %)
5 Heterobifunctional 0.001 MTD ZAZ LIOR 7HM E=]
® 40 Degrader ’ ! ! ! ! @ 3
100 200 300 400 b o5
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GSPT1 Zoliots 2 A A 2oiA - &l B A ehdIPd Mol —» 2ZH 2ER A S7t— M E AtE(apoptosis)

GSPT1 =dllM|e| M=Z==/d 7| =

CHHZEIO| HY ZZ s
R P o ot Zststol 2 3= oAt
QE09| GSPT1E8| M= GSPT10]| Z%tHs}n, GSPT12 eBF1L = SEe = o N A HES O Ml TLAF
E3 2|7loH| SEHE WA M2 g4gl chatEo| a2 of7f =EH 2 HS X HEA
GSPTl 2l GSPT1
G Cap
- l:.) - A ‘
CuL4 e T
GSPT12| %HI%IF_@F%‘\/
Z2EH|O}E 2o CHgd ghg gl

* (EHA 2020 #EP598)

TPD2 GSPT1 31 EL2 EX}XI0l GSPT1 2FE Z & 4Z0f £E0/X o= XE
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©
> -40 —
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205 O] &5, 2507 O M= 2312
1

—GSPT1 =sliX|0f RiIZior S ME

Non-AML Leukemia

NHL+

Melanoma-
Multiple myeloma
Esophagus
Gastric

Colon

Pancreas -
NSCLCH

SCLCH

Breast-

Breast - ER/PR++
Breast -HER2++
Breast - TNBC
Glioblastoma
Neuroblastoma=|
Hepatocellular carcinoma-|
Urinary/Urothelial4
Ovary+
Endometrial~
Neuroendocrine tumor-
Sarcoma-

NEPCH

AML] 6——o—<+ iAo
o | o

P A0Pl e v oo

o |e
R T R IY IR Y
e e e e 1

o o pooMhe § @ oo [ ]
e e dudefelfedvn o
o0 BPnfe o

Y YWY v L 4

*o 00000 ¢ Noge o

A

ORM-1023

ORM-5029

ORM-1023

ORM-1023

10-41

Note: Each dot represents a cell line.

10-10 10 10 107
Log10 ECsg

106 10
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ORM-5029 (HER2)
ORM-1023 (Etz! H|Z7H)
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CRBN 7|8t 2AHEAH| o] FFEL2|0| = 12| (glutarimide ring) S
28510, sfeh 1= HA 210] A0 HPH oz Hetd = U=
CHfot ADCRFHO|| HZ 7h58H DAC HE BH EHE

i)
- —
—~ADC 27
g B 1L proTAb 25

Sr|0f jst EX HE HEY U ME L S22 Al, U7l ME -
Jl+2H1E o) B8} HEfe] SoHS WE PROTADS ‘b,
Cherst X7t WE E2718 285101 PROTAb SA1e] HEHA
OF% E M2 SEALF
= = O=2 OO0

Source: Xvivo, Salute.co.in

2024 ADC Linker and Conjugation Summit, PROTAb A F 22
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TPD2-PROTADb : CRBN(M|Z|E.2) 7|t TPD; Q4+ I A ORUM

thalidomide—=
(1950's)

pomalidomide
(2013)

lenalidomide =
(=}

2 H
: IKZF1, IKZF3, ® Qo y IKZF1, IKZF3,
C[i"{)“ v o  CKla @::
O EF L

NH.

o]

{ﬂ): IKZF1, IKZF3,
(o]

i

[s]

2

Bt 2 0| E(Thalomid) + M4 & l22|0]E (Revlimid) Z U3 A E(Pomalyst)
CHEEES CiedE+S M YNBSS, EAISS
20219 OHEHE MU 1289 & 33 2
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TPD2-PROTADb : CRBNZ|Ht TPD2| DAC M & & ORUM

THERAPEUTICS

& TPD2 PROTAbL - CRBN 7|t DAC M & A 7|=:

@ THYE Zo Al MSTHHIAHZ 2TTHHO|ZE WE

@ 2= CRBN 7|4t Zslid|of| 21X - CHELE TPD= CRBNZ |8

s - sep 2 CRBN|T W8Y  Glutarimide of
CRBN 7|2t TPDE 27{-0| 2= A
27 et o TE < /' CRBN-based
— — — ; degraders
/ AN N\ / w § ( N
PP 7
ivai}\%i w o | —> | ¥ 1 O .

Note: Structure of SMol006 molecular glue binding to CRBN E3 ligase
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& PROTAb A, X 2%} CHH| &5 T4

(=]

PROTAb A
Anti-BCMA mAb

GGFGG Traceless Linker
BRD4 Degrader A

MM Cells

140
120 -#- BCMA-BRD4 PROTAb A
100 & |gG-degrader A (non-cell binding control)
2 go4 A Anti-BCMA antibody (naked antibody)
% 60 ¥ BRD4 degrader A (naked degrader)
:E 40 Formulation buffer
20
0
- T T T T T 1 T 1
24 1 10 9 8 7 65 5 4

Log concentration[M]

@ o9 MEE MY U EX CHITY S8)S B0l PROTAD B

PROTAb B AML Cells

Anti-CD33 mAb

GGFG Traceless Linker
BRD4 Degrader B

Source: Zheng Q, et al,, ADC Linker & Conjugation Summit 2024

140

-e- CD33-BRD4 PROTAb B q}@b RO

120 »9 »9 NN ° 0

100 ® Conjugate blocked w/ excess CD33 Ab 0° R R R R R R AR
2 @ Conjugate blocked w/ excess non-binding Ab
£ e Uug / 9 BRD4A + % ~—SF =W
© 60 * BRD4 degrader B (naked degrader)
S 0 ¥ (D33 antibody (naked antibody) b-actin » e

20

0
204 12 41 40 9 8 - PROTAb B
log concentration [M]

heterobifunctional
degrader B
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TPD2-PROTAD : CRBN 7|2t 28lim[0f| H& 7153t & DR

& T1PD2 PROTALO]| 2|3t PROTACS| $HA| 25

@ SH[ofl 2t M= S01H
TPD? PROTAbs @ =olimlel P8d 57

b
Heterobifunctional degrader-Antibody conjugate
@ SN 7|8 g5 St 2N M= X THIEZo| ME

@ FTA 2L

@ HUFALROIE ST X MH0|EE

\V /4 Yo f & TPD2 PROTALS| =% &1}
o7 i°*

© gHet 2ol B Tyl X3
=
o

Anti-X antibody Y-degrading @ CiYst ®g
(surface target X) heterobifunctional degrader © U U HIEY MSS0M 25 M IS

(intracellular target Y)
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N ZEEH o 42
TS AdX] St identify tool ligands/
E22=s 2958 _ PROTACS in silico
candidate screening
selection \ /—-\
7
o CITfOl 2EE 23] oaon
9t =8 E CIxfQIstT g o ,
A : . docking pose/
[ score
optimization phy,f)mgrcrher'/?fral
g:( degrader #*"
developability, opt;mlzatlon
etc
novel leads
PROTAb synthe5|ze novel
screening optimization / vurtual hits"
\), test target
r / degradation (DCs)
EVE S '
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[ -

=2 A, EAH, 2oliFlel =ghol| 2ls) X

A 3L HO|2E XM JHLSH2 ZiZio| MSTof| st

ZH B (HZ EH)

sy mETTE!
TPD E}2 (M= LY) B7-H3 DLL3 BAFF-R IL-6R
v = orar BCMA EGFR BCMA IL-11R
3y= |S&= CD19 HER2 CD19 IL-13R
CD20 HER3 IL-1R TACI
AR ER BTK CD38 Nectin-4 IL-3R  TNFR Family
Bel-xL GSPT! IKAROS D56 PSMA IL-4R Integrin
BRD4 IKAROS IRAK4 CD123 RORT IL-5R a4/p7
BRD9 IRAK4 JAK CLND18.2 TROP2
BTK STAT3 NLRP3 ’
CDK9 RIPK2 ZoFst H| = oFst
STAT3
ALL MM Asthma
AML NHL Atopic dermatitis
Breast NSCLC Castleman disease
CCL Sarcoma Lupus
Colon SCLC Multiple sclerosis
Gastric Rheumatoid arthritis

Sjogren's syndrome
Ulcerative colitis 28
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© 7|&0|Ho 2 BMSE SliTt T2 70| QA B 3l
@ Y14k 20243 6 AIZH(NCT06419634)
@) AMLI} HR-MDS X|20]| 7|0t Z1o 2 of At
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© SARte| 2lojdA Bl FHAAS B2 2 TPD? DAC 7| &2 283
FHRHEE X 2H|2f HA[H| A

© 282 TPD7 |53 A8l 7HEE DACO ChsH TMA| S
2o HAE FSE S M 7t
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10002 E22| =7} S, OIUAE 3l 2EE| = 7k
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by undruggable targets
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