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I Targeted protein degraders have the potential to overcome limitations of
traditional small molecules and tackle “undruggable” targets

Historically, the efficacy of small molecule inhibitors has been limited by target selectivity, cell resistance and
difficulty binding to disease-related or multi-domain proteins."

J
Targeted protein a®
degradation (TPD) works E3 ligase * .‘ .

by harnessing the body's Protein of

|
5 interest (POI) ;
natural protein waste Laiion) ". ‘ Ubrqumn )

5 degrader
disposal process — the Proteasome
ubiquitin-proteasome
system to locate, break <7+ Degradation

down and eliminate these ) )
The degrader binds to the The degrader promotes Tagged proteins are

targets. POl and E3 ligase ubiquitination of the POI degraded by the proteasome

ADVANTAGES OF o o 0 CJ/
PROTEIN l
DEGRADERS 4
TARGETING UNDRUGGABLES PENETRATING BARRIERS SPECIFICITY
1. Verdine, G.L. Drugging the "Undruggable”. The Harvey Lectures. 2006;102:1-15.
Kastellas
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LBRDEFOENERE L THR. BETHIEEEZFBTZ2IET, SEIFLERBORRELRST
YRTYATNBENR RV BEONRE5| ERIEHREELH Y £7,
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We aspire to evolve TPD into a key capability for Astellas and a

1 i F . i 7
major driver of our pipeline expansion
Our three-step strategic roadmap charts a clear path for continued innovation:
Harvest KRAS hetero- Generate post-KRAS Expand into non-
bifunctional degrader pipeline pipeline in oncology oncology field
Establish hetero- Reinforce Explore TPD beyond
bifunctional degrader heterobifunctional heterobifunctional
platform degrader platform degraders
TPD, Targeted Protein Degradation; KRAS, Kirsten rat sarcoma viral oncogene homolog.
> astellas
ZIZhn, TPD DEBEICOWTI@MAIE W& xd, 72—,
T AT 7 ATIFIRE. ®DD Primary Focus % Y, Fh7zbld o DEEICEWNT, BEIAIC

RELA VNI M EEROHHDMEZIBETELLITOEREE, A4 T4 Z A TWDE
BELTWET,

Primary Focus ®—2& LT, TPD ICIZEEERLR TR EZIToCH Y, AERFERZMREL. 77 v
P74 —LDRT v ILERARRICKIETELLDICBHTVET, RMDENTH S KRAS
ZEFRZIFLHEL T, SEIFLNA VX —DEBEZOEEEEZBL T, 748 T 14 ZHi
L. ZIRICHI-2EEZRECESAREZELILEYET YA LTWET,

TPD TR A / R—> 3 VAIHICAIT T, 3EBREOHAO— Ny 7200 ES, £9
FIREL LT, KRASZIENETZ707 7 LEHRNESET, ATO2HEMT /L —K— ~
FANA T 7> 72 aF AT IoL—R—DT 7y b7+ —L%EFILL, BRATREAENEILAT S
TmHDEEE LFET,

RIS, B M@ E BBz ED LT, ZISHAAFRRICE WT KRAS [T < & > /X B RaaH
DRATZAVEBELET, TLTE0LIZFERELT. ~TH2EEEDFZEBA T, TPD
DELHEHAEEZEKRL XY,
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Mutated KRAS is a historically “undruggable” target and KRAS
G12D is the most common KRAS driver mutation?

Expression rate (%) of the G12D mutation:

Pancreatic ductal Colorectal Non-squamous non-small cell
adenocarcinoma (PDAC) cancer (CRC) lung cancer (NSCLC)
~40% ~15% ~5%

While approved KRAS G12C inhibitors exist, therapies targeting KRAS G12D are still needed.

1. Lee JK et al. npj Precis Oncol. 2022;6:91;2

KRAS, Kirsten rat sarcoma viral oncogene homolog. ) >
7 astellas
o >
—_
8 ~ N

WRDDOT > FZ v ATIVENE L THONTLE KRAS (2, FAT-bARINTSEN LIZERICD
WTZEBRWEL X,

KRAS & v /XY DERIT, SEITFELAAZSISRITIEPMoNTE Y, KETERICEMHS
N%# 180 HOFMEFID S B, 21 HHI. 11.6%TKRAS DEENTOONET, TNODERE
DRATEIEIET, TDELILGI2C» GL2D IR & M IINE T,

KRAS GI2CZE(ICW T 2EFNIEICHFEELF T, — AT, GI12D ZEIZFEERNA PDAC K5
DABEIZEWTEHEETHOONETHA., 2O GI2DZTEDEN & L TARINIEEEIL

FRTIEFEVWLLERA, IA7cbld. TOFBICKRELT v Xy b= —XDBRICERYBATUL
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There is high unmet need in cancers
expressing KRAS G12D mutations
— take PDAC as an example

PDAC is the 7t leading cause of cancer death in the world. '

<1 0-1 70/0 ORR associated with 2L+ treatments in studies. %'°

5-7 months median overall survival in 2L+. 210

8 00/ of 2L patients receiving irinotecan, 5 -fluorouracil and leucovorin* in the
Y NAPOLI-1 study experienced adverse events of at least grade 3.

1 2 80 / of 2L patients in the NAPOLI -1 study
(]

H 7 1 -
discontinued treatment for safety reasons.
*This therapeutic combinatior ppmv ed for eby the US FDA for the trealmet fp( nls with i after disease ion following
Safety data are h inal analysis after all patients were no long atm
1. Ushio, J. et al. Diagnostics (Base\) 2021 11 SGDIE vydeUSPI. 3.Chi orea EG et a\ CI Cance Res 2021 27:63438.4. Chung V, et al. JAMA Oncol 2017;3:5%. b
5. Hecht JR, et al. J Clin Oncol 2021;39:1148. 6. HufmanBM, et al. JAMA Network Open 2023;6:2249720. 7. Hammel P, et al. ASCO Gl 2022 LaFouchardiéreC, et al. J Clin Ocol2024421 aat
9. Gupta A, e| al Frc tiers Onc@023:28;13: 125013610 EnzlerT, et al.EurJ Cancer 2024: 113950. 11. Wangillam A, et alEurJ Cancer 2019;108:787. I 4
2L, DAC, p: ic ductal ORR, objective response rate
o R
9 R—,

KRAS GI2D ZRzH2BEIANEG K HFET HDADHRTHRENGH L LT, PDACICDWT T
AW LET,

PDAC [FEHFRDAAICL ZFRTFEROFR T 7 HBHICEZ L, REMATE 28R ETIIRONTZR

LW EAMONTWET, BPRNEBOSWEFEEDHETH, 2EFHE O RIEA

50T ARREICEEEF>THEYET, T LT INDIEFETHFEEDL I XV TH D728
BhastzslsRITrgErHY £7,

B Z 1L NAPOLI-1 &8k, A4V /ThH>v b-FU, AA 2R v Z2&EEINTBETIE, 80%TT L

— R 3LULDBEEERARD oM. 128% 02t LOEH TEFEPIEL X L7, BREORER
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Our lead program, ASP3082, is the first protein degrader for "
mutated KRAS G12D to enter the clinic

Combining unique capabilities with speed and potency

ASP3082 is in Phase 1 trials for the treatment of solid tumors harboring the KRAS G12D mutation, having demonstrated
a superior anti-tumor effect in preclinical studies when compared to conventional small molecule inhibitors.?

Preclinical studies showed that ASP3082:"
KRAS
Degrader

Potently and selectively degrades KRAS Exhibited significant tumor growth
G12D proteins, inhibiting the downstream inhibition with once-weekly intravenous

signaling that drives tumor growth. administration in mice xenograft
models.

If approved, ASP3082 could become a first-in-class therapy for cancers associated with the KRAS G12D mutation,

providing a new treatment option for patients with hard-to-treat cancers.

1. Nagashima, T. et al. ASP3082, a first-in-class novel KRAS G12D degrader, exhibits remarkable anti-tumor activity in KRAS G12D-mutated cancer models. Presented at the 34th EORTC-NCI-AACR Symposium on 4
Molecular Targets and Cancer Therapeutics, Barcelona, Spain, 26-28 October (2022). ) [ [
KRAS, Kirsten rat sarcoma viral oncogene homolog astellas

ZZH 5. ASP3028 DEREIZCOWT IEBAWLWAEL 9, 11 =R—,

U— K782 5 L0 ASP3082 I3, KRAS G12D ZE2HAE A E L= R Vv /R BHRBRBFER & L
RO TEREAY LB TT, I1E. KRASGI2D ZE%2 BT 2EFEHINADEEI A

ERHRE LT, B 1EKBRIETHTT,

BIBEERERER Tld. ASP3082 AP KRAS G12D & > /37 A&, HOBIRWICHR L. EEDOEEA

2|
RETDITROV T FIMEERARET DI ENREINTWET, £/, YV XAEBBEETILICE
WT, B 1 E0RERAERS TEERESEENGEREZRL £ L7,

ASP3082 1. 77 —R A V75 ADEERELG Y, KRASGI2DZEA2 BT H5HNABEIAD
BENSAXALERELLKEZDA]EE, BB EEZ, £ 1MHABR2HEBVN-LE L,
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I Phase 1 study design of ASP3082 12

Key Eligibility Criteria Dose Escalation Key Endpoints
Ellgtble patients had: Primary endpoints:
Locally advanced or 600mg - DLT, AE
metastatic disease with « MTD, RP2D
a KRAS G12D mutation Secondary endpoints:
* Received prior standard « ORR, DCR
therapy + PK, KRAS G12D levels
* Measurable disease by in tumors
RECIST v1.1
+ ECOG PS 0-2
n>3 40mg ASP3082 monotherapy v
Dose Expansion

https://clinicaltrials.gov/study/NCT05382559

KRAS, Kirsten rat sarcoma viral oncogene homolog; RECIST, response evaluation criteria in solid tumors; ECOG PS, Eastem Cooperative Oncology Group performance status; 1V, intravenous; 4
QW, once weekly; DLT, dose-limiting toxicity, AE, adverse event, MTD, maximum tolerated dose; RP2D, recommended phase 2 dose; ORR, objective response rate; DCR, disease control rate; PK, pharmacokinetics. ) 1S l € [ [ 1S
C

12 R=2,

B 1REHABROTY A v, AR TIEI KRASGI2D ZE2%2F L. AERIRELBATETE. £7-1&
EBREEELNADBEIAZEHAANTEY £7,

BEREIEFUERVATEICL28FEZEB L, AR A YOBICIIERZH ST TEY £¢
Ao ZDIZOWEREOHRICIE, H Y EDREEN’HHEEIADEINTEBY £,

AEE/— MIBWT, #EEIL 3 BEOBREY A4 7/)LHA 1B, ASP3082 Oi#kNIx5 %=
TE L7 BOOIZIIL—70OREZX10 I 7T LT, R4 EINTVWE, INEFTOHED
A600 VI LFTCORENTHEINTWET,

FEMAEBIILZEUEE T, BAMWE : MTD &, HEHAS4 AT T A7-OICE/ICHRTE LA
BHIEEM DLT 22 0BEEERZTIMMN-LE L, EOIBEWR. EVEIRE. BERNOE
RFEIFE, 2F Y KRASGI2DZE A4 v /X7 D&ICET 2B ITWE L7,
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Our Phase 1 study population primarily had advanced

¢ 13
pancreatic, colorectal and non-small cell lung cancer
Patient demographics and baseline characteristics
o monaerspy |
(Croscirsic | e | Oowmocin |
Median age, years (range) 66 (39-81) 64 (31-89)
Male, n (%) 30 (62.5) 62 (55.9)
Race, n (%)?
White 21(55.3) 64 (66.7)
Black or African American 2(5.3) 8(8.3)
Asian 15 (39.5) 23(24.0)
ECOG PS, n (%)
0 17 (35.4) 39(35.1)
1 31 (64.6) 72 (64.9)
Tumor type, n (%)
PDAC 31(64.6) 74 (66.7)
NSCLC 15 (31.3) 19 (17.1)
CRC 1(2.1) 16 (14.4)
Othert 1(21) 2(1.8)
(':'lae:igael; number of prior lines of systemic anticancer therapy 2(1-5) 2(1-7)
Data cutoff was 8 July 2024. *Percentages based on the number of patients with non-missing race information. One patient identified multiple races; 15 patients had missing race data. ®Included 1 patient with gallbladder
5"@? Zﬁi’fmy‘”?&%ag?éﬂei"ﬂ:ﬁ‘ﬁ&" Oncology Group performance status; PDAC, pancreatic ductal adenocarcinoma; NSCLC, non-small cell lung cancer; CRC, colorectal cancer. ) aste l l das

13 k=3,

WEREDFIEIE KRASGI2D ZR 2B T 5NMAREDEE BB ORRML TH Y., K¥H PDAC
DEEHEI AT, ZNLNMIKEIEA D IENREMA A, NSCLC, £7I3KENA CRC TLze ZD
fib. BDSRAA ENEGD A, TNENLIPIT > rya—LanTEY £,

BIBEIA VHOPRREIZ2 THYEF LT Ly JELETiz 1l T34y, aEE7LV—7
TlEl1HAhHbZ74 LT,
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I ASP3082 safety profile in doses up to 600mg 14

ASP3082 monotherapy QW
Any grade | Gade3 |

Charsctaristic, i (%] 300-600mg (n = 48) | Overall (N = 111) | 300-600mg (n = 48) | Overall (N = 111)

TRAEs 43 (89.6) 83 (74.8) 5(10.4) 7 (6.3)
TRAESs occurring in 2 5% of all patients

Infusion-related reaction 17 (35.4) 21 (18.9) 0 0
Fatigue 6 (12.5) 20 (18.0) 1(2.1) 1(0.9)
Rash? 10 (20.8) 13 (11.7) 0 0
Urticaria 9(18.8) 11 (9.9) 0 0
Nausea 5(10.4) 10 (9.0) 0 0
Pruritus 6 (12.5) 9(8.1) 0 0
AST increased 6 (12.5) 8 (7.2) 2(4.2) 2(1.8)
Vomiting 3(6.3) 6 (5.4) 0 0
No Gr4 or Gr5 TRAEs

» Three patients (2.7%) experienced a DLT and discontinued treatment: 2 patients at 450mg (Gr3 ALT increased; Gr3
ALT/AST increased) and 1 patient at 600mg (Gr3 cholangitis and neutrophil count decreased)

escalation. MTD has not yet been reached. ®Included System Organ Class preferred terms of “rash” and “rash maculo-papulas
QW, once weekly, TRAE, treatment-related adverse event; ALT, alanine AST, aspartate ami Gr, grade; DLT, dose-limiting toxicity.

Safety evaluation included 111 patients who received = 1 dose of 10-600mg ASP3082. Median duration of freatment with ASP3082 was 5.1 weeks (range: 0.1-59.4). No dose reductions were permitted during dose )
-
astellas

14 =, FEFMEBEE THILZE2HEICOWTIHBAWELET,

TL—F3DBEEERIAF THOBESATRERRWLE L, BRRIEI2METIE6.3%. =
BRTIH104%TL7, 7L—FADEEERERBELLBEC, AEFRICLURTLAEES
AMEWERBATLT

3ploBHEITHAEFREME. DLT IC&YiaEahELELT, YAMILE BEEZTITRI L
MTERD T2, FIETE2MENH Y E LTz TDHIH2H1IF450 2 ) 77 LDEREERT

TWE L7 1HNET7L—F3DALT £E&. 1HIE7L—F3DALT X AST ERICK Y &
S%xHhkELFEFL, INODOEFIT—BMT, HE5EZFIET S EEEL E L7, Hy's Law OEHE
ICRYTHEMIESSVETATLE,

600 SV /7 LDEEAZIT/-1HIE, 7L —F3DBEEXREFHEKBIDI-O, &EEZDIELF
L7

BEHLEZ R ONI-HBESRIGTFHERMUICTLIZD, ZJL—R3IELEMIEZHY FEATL
7=
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ASP3082 exceeded target exposure in the body =2 300mg QW

” 15
and KRAS G12D was degraded in a dose-dependent manner
ASP3082 exposure in blood KRAS G12D degradation by IHCP
1000000 — 100+ o
19
° l o
)
Effcacy.-predicted !/ =
100000 - 2Oet=* s | Y e g
o High target o &F L ©
£ BN g
;; o g 0 9 507 g
2 10000 - s o8 s
2 N B S 25
S 10004 © i ¢ o 9.5
< = e . ]
L ) e ¥ 0 lo
o
100 <
[ | [ [ | T | 1=} -25- T T T T T
10 20 40 60 90 140 200 300450 600 140 200 300 450 600
Dose, mg Dose, mg
Eﬂicac/l g jets based on quantitative systes msph rmacology model using 9 KRAS G12D tumor cell lines evaluated in mouse tumor growth inhibition and allometric scaling 4
pesenldlyym & white lines within each bos )
OW once weekly AUC,,,, area under the curve from time 0 to time Tau; IHC, immunohistochemistry. L] SLC | l 1S

15 R—2, ASP3082 DAEFKNTOREEICEES 2T —XIZOWT, THALLLET,

EDNT 773 @AEZL0MHBEYITEEZ AUC ZHERICRLTWEY, ®R58300I U7
TLT, FEALDBEIADAUICHEWVIS>DERIF<CEEICEL TV E LT,

D75 713. BRAEICHITS KRASGI2D ZEZ v /R DHBRL N LERL TWET, 512 300
SIS LULE. ThbhE PKEBITTEWIY OBEAUC # LAZ Z EARINHEIZBWL
T. AERENL GI12D X /X ODEIMERINE LT,

INOOFERICEDWT, BHEICOEFELTL300 TV LU LEOETREZZIT-EHEIAIC
%EEOT\ EEFTﬁLf:L\tIEE\L\iTO
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Antitumor activity was observed in patients with PDAC and

_ 16
NSCLC receiving doses between 300-600mg
PDAC NSCLC
W 300mg
W 450mg
8 §$ W 600mg
H 2, Ongoing
ﬁg :% treatment
£ 5
g 5 ................

Response by prior lines of therapy

- ASP3082 monotherapy QW
Parameter =23 (n=17) 23 (n=10) Overall (n = 27) Parameter

ORR?, n (%) 4(235) 1(10.0) 5(18.5) ORRY, n (%) 3(23.1)
DCRS, n (%) 8 (47.1) 5 (50.0) 13 (48.1) DCR¢, n (%) 11 (84.6)

<Unconmed P per BECIST,1.1:otan! lchides 27 pafents it FIAC o recebed oueev»HanAs 082 S 1 N g ot aetne amseewues (4 e e e Cmpared WA Attt O e Wl 50 a8 Al 10 e e ok o
a3t entry. + ens who hod ecen ided in confirmation, o 1.1, =Ur pes REC

senes S )
"o 5D vased on REGIST o1 1 y g]SlC”J\

16 *—,

3007 600 2 V77 LDEZZITT-PDAC, BLUNSCLCEED T+ —X—7+—)L7 0Oy
T

EIZBERLLTWS DA PDAC T, BELEEEFENBOONE L7z, ABEARARTIE, Fra
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Responses to ASP3082 over time in patients with PDAC and

NSCLC i
*
- PDAC 00 NSCLC
— 300mg — 300mg
60| 450mg ., 80 450mg
* — 600mg » — 600mg
pE 40~ Ongoing p g 607 Ongoing
é E treatment % jg 404 treatment
© 2 20 E &
°E © g 20
58 O S E P
Eo Eo . =
3 9 50 >
£ -20- - ———
(7] 2 (7] 2 -20]
o o
-40-| -40
-60- T T T 1 =604 T T T T T 1
Baseline 6 12 18 24 30 36 Baseline 6 12 18 24 30 36
Weeks Weeks
» At data cutoff, 6 of 27 (22.2%) patients remained on » At data cutoff, 8 of 13 (61.5%) patients remained on
treatment treatment
» DOR and PFS endpoints were not mature at data cutoff » DOR and PFS endpoints were not mature at data cutoff
+ For 5 patients with PR, median time to response?® was 2.6 » For 3 patients with PR, median time to response?
months (range: 1.4-3.0 months) was 1.4 months (range: 1.0-1.5 months)
*Dataset includes 27 patients with PDAC who received 21 dose of 300-600mg ASP3082 and had =1 non-missing post-baseline assessment (4 patients excluded compared with safety dataset). One patient with SD was
excluded from the spider plot due to delayed data entry. *Time to response was defined as time from the start of the study intervention until the date of best overall response without confirmation by investigators per RECIST )
v1.1. PDAC, pancreatic ductal adenocarcinoma; NSCLC, non-small cell lung cancer; DOR, duration of response; PFS, progression-free survival; PR, parfial response. aste I [ as

17T _R=2, TNHDFEMICOVWT, AETDBEIALED TCIHBLWV-LET,

FT—Rhy bFT7OEETIE, EB5DT7IIL—71HZE=50EAR : DOR & EIETEAFHIR : PFS =T
MEITOSDIC, +oLBT—EAFELBEONTHEY FHA, TNTHL—EHOEEIAIZIT—TEREDH
R, SBEABEL TWBZ ERDAY F9,

ENEWN PREZRLIZ-BEIAICEWT, 2% OB O P R(EIL PDAC D 56T 2.6 1 A.
NSCLC » 3T 1.4 hATL 7=
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The results and safety profile of ASP3082 support further

& i p A 18
clinical investigation
Safety profile Dose-dependent Antitumor activity
in doses degradation of KRAS in patients with
up to 600 mg G12D mutant protein PDAC and NSCLC
» Phase 1 study ongoing, as a single agent or in combination therapy
NEXT regimens’
+ PDAC: 2L+ monotherapy, 1L combo w/ chemo
STEPS - NSCLC: 2L+ monotherapy
+ CRC: 2L+ monotherapy, combo w/ cetuximab
» Proof of Concept (PoC) judgment anticipated for 1H CY2025
KR’L\S‘ }gi::t’:ﬁa:;' Zﬁrc::r(:‘;‘:alngggggsearf ?:)?nolog‘ PDAC, pancreatic ductal adenocarcinoma; NSCLC, non-small cell lung cancer, CRC, colorectal cancer; CY, calendar year. ) 1S l e I l 1S

18 ==,
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LEoXRRBET—2ho, 6002V S5 LETOREEICE TS Z2M707 7140, KRAS
GI2DZE &R v/ DASKENL DR, Z L TPDAC., BLUNSCLC 2FICH T2 5EEREMH
D3 mHHERINE L 7=,

INHDFERIL. ASP3082 DX LR ARKRABR CORFTE T R—FF2HDTHEIEZTWE
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Robust early research pipeline leveraging advantages of

protein degraders “

Discovery Preclinical P1
Target “undruggable” proteins with Y Y Py
W shallow pockets or scaffold proteins undisclosed ASP4396 ) | ASP3082

(e.g., KRAS)

Tumor targeting by antibody and N/
4 enhanced payload activity due to its undisclosed

catalytic nature

A

® ®

L o )

undisclosed,

i Target-/tissue-selectivity enabled
by suitable E3 ligases

A

»  Degrader-antibody conjugate
(DAC)

KRAS, Kirsten rat sarcoma viral oncogene homolog. )
7 astellas

@® Heterobifunctional degrader

I TPD DA T4 v DRk e THBWLET, 20 =2,

A Primary Focus Tld, & > /X7 BNRBBEIOFHE £5 LI RAVIERRE D S0 7o, 1BV
A 7742 BLTWET,

ASP3082 %> ASP4396 A 5T %K DV HI T Lld, INFEFTHES>TELTANNEY T4 2EDL
T, KRASDESBRT Y FDEWR /NI ETH 7=, RERDOBEERITIIHEE TEICHEET
52 DL Wscaffold /0B E TUYRT ATV BREX Y RIEEZRE L TVWET,
Tz, RUNVENRFER XA O—FelLimFaryasr—b TOL—K—=TVXART
4 AP a2 —F IDACICEBEBEANDX—T T4 THRIA L TWES, &V /X0 BHEFHE
Bl AEE AT O N b, ERDORAA— RITHRTLYEEDERNADC I BO— K&
BT EMFLTVETD,

SHICETHETHFA B U —EERRL., BRERGCHEBBERGIZS02RFHLTEY £7,
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Our portfolio consists of targeted protein degraders —

addressing historical “undruggables”

Program Mechanism Indication Origin/Partner Current phase
ASP3082  KRAS G12D degrader KRAS G12D+ solid tumor Phased
PoC judgment: 1H CY2025
ASP4396 g?fgfeﬁ:ég f?gg\ri%egaoez) KRAS G12D+ solid tumor
. IND enabling
ASPxx Pan KRAS degrader KRAS + solid tumor IND target: FY2025
ASPxxx (DAC: degrader-antibody conjugate) KRAS + solid tumor IND enabling
Undisclosed  Undisclosed Cancer I .-','QFIMECS
Undisclosed  Cell cycle protein degrader Cancer Guugen
(;.\ Undisclosed Undisclosed Cancer —}%
D Undisclosed » [ Discovery
O programs Degrader Undisclosed .
v i , [ Discovery
Q Undisclosed SN Solid tumor :
. programs 9
Rceckad Undisclosed Non-oncology indications |scvery
programs 5

Current status, accurate as of September 2024.

KRAS, Kirsten rat sarcoma viral oncogene homolog; PoC, proof of concept; CY, calendar year; IND, investigational new drug; FY, fiscal year.
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I Our in-house expertise further advances this complex modality 22

Over the past four years since the discovery of ASP3082, we have been developing follow-on programs while enhancing our
TPD drug discovery platform to enable the quick and efficient creation of optimized TPDs.

Identify Binders Optimize Complex Structure
Specialized capabilities to identify unique Specific capabilities to design optimized ternary complex structure
and high-quality POI/E3 binders leveraging advanced digital/Al capabilities
Astellas’ proprietary high Ternary complex modeling Simulation system using
throughput biophysical assays and design technology Tokyo-1/generative Al
« Screening of our large library with world- « Al/in silico modeling of ternary complex + Astellas‘ original simulation methods
leading throughput speed, leading to a structure using Astellas’ original algorithm integrated with Tokyo-1/generative Al,
high success rate in finding binders. and compound design techniques, combined enable the acceleration of 3D structure
Multiple new E3 binder acquisitions are with permeability prediction, can accelerate the generation for degraders (more than 50-
ongoing. drug discovery process. folds).

Proprietary ready-to-use E3 binder-linker library.

@D Partial E3 binder-linker
350 O library for rapid synthesis PoC Results

< (Min)

o o = 100 e
- i x50
L4S ¢ 1

Ability to form a ternary 1
complex (HTRF)

Original score

TPD, Targeted Protein Degradation; POI, protein of interest; Al, arfificial intelligence; PoC, proof of concept; CPU, central processing unit, GPU, graphics processing unit )
7 astellas

22 R—2,

=T ARE) T4 E R VNI ESRFER A BB L T, IR OEFILEY = M TAS
TEX34L5, AEDODHENICEITITDDITERHINTULET,

W=t F=2y TEHRNBEFARF—LEZNL T, AF=BIEEMANRTAE) T4 2/E L. D
FEADOEEBRERICOWT, ME? O ESREBEONZRET A TEET,

FIU U h—TOBD X FIFELRENR U NRVENLA o Z—E E3UAT—ENRA X —%5H
AEHET, WA, BEY. FRAEEEEE2E L. Z2IRIChI-2&EEEBE T 5A/6EH%
Bl BRGAEDET YA THIEHLTEET,

F1TRTT7RAOEERAI I aL— 3 yFET, TOKYO-1, AOFRT A4 7 RADTA/EY F 1(C
W, BTV SEYIalL—yaroEEt. BEMLAAIEEE Y £ T,
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Collaboration with external partners — acquiring novel POI/E3

23
binders to develop innovative targeted protein degraders

With our partners, we’re already developing next-generation targeted protein degraders capable of recruiting various E3 ligases with
disease- or tissue-specific characteristics, allowing a degrader to preferentially work inside a tumor or disease-impacted organ.

Target expandability Functional enhancement
<> ‘:} Converting POI binder to access Modifying the E3 binder to join to
O Yr () different targets will allow expansion in different E3 ligases will allow protein
multiple indications and disease areas. =10 E3 degraders to exert their full potential.
binder binder
Partnership 2 Partnership
% Platform for identifying macrocyclic e FIMECS  Piatform for discovery of cancer-
peptides with the potential to bind to specific E3 ligase binders
PeptiDream new POIs with high affinity and
selectivity. Paitriershilp

cullgen

Platform for the discovery of a wide
range of potential E3 ligase binders.

We also pursue new partnerships that enhance our understanding of challenges such as cell resistance and tumor recurrence

and help establish the infrastructure needed to expedite the development and delivery of these novel therapies to patients.

POI, protein of interest.

)JSIL‘HJ\
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At Astellas, we believe the TPD
modality could transform the
treatment landscape for some
of the world’s most devastating
diseases.

We are making strategic
investments in TPD to
accelerate our research and
development, bringing together
the right expertise and
capabilities to realize the
platform’s therapeutic potential .
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