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I 1. Overview
Summary - 1) o1 ESMO02Q] £21'3& ADC(Antibody Drug Conjugate)!

O|tH ESMOC] F2I|¢ &= ADC(Antibody Drug Conjugate)!
2023 ESMO ET 2022 ASCO, 2023 ASCO?} OfxF71X| 2 ADC Ijo| T2l =9| Q4 27t T4 HIIF O 252 HHS

10/19 MSD& & A& 22042, AH|2Fg 404 & 20| Daiichi Sankyo| HER3, B7-H3, CDH6 ADC 2| & & 8l & Xigy dl
AIHOH= Industry M|M40j|AM &= ADC & L-80| Tf4~(Astrazeneca, Daiichi Sankyo, Sanofi, Abbvie 5)

ADC, HAHZARX| g8 T FL& BarSo| L m Ut

2023 ESMOO]|M 7| BF4-E "0 YFH = Padcev, Keytruda -8 Q2L Q4 34 Z1t. X B Z 2% (chemotherapy) CHH| 2F 2H{Q] mPFS,
mOS A7 0!, 3080 M2 BZ X| &2 HIA T Foj|A 2|0

=
=
uin
10
rx
A
e}

Dato-Dxd(Trop2 ADC), Imfinzi 88 ETt 45879 FH(TNBC)0f|A] PD-L1 L1} FUGH| ORR 79%(CR 6, 437 PR), mPFS 13.8m &0l
T EZ QSR Chemo §8)0] mPFS7} 9~107HUR S ZHORITIT TNBC 1X} X| 2 7t &l

ADCO| X8 2HF0| YTHEICH - | AN ZH|Qt
ADCO| H|AM| MO0 20| M B & AUTHE| 1] 12, Trop2(Dato-Dxd, SG), HER3(Patritumab-Dxd), EGFR/HER3(BL-B01D1), MET(Telisotuzumab
Vedotin), CEACAM5(SAR-408701) ADC TO| H| AM|EH|Y M FO 2 QU4 XIYotd A&
Patrituumumab Deruxtecan(HER3 ADC) M A|7|m| 25ty 0f| A{ HERTHENA-LUNg01 Y% 27L& S0l TKI, i L QH0j| AIHOF EGFR H| A
M| EH|A0| M S /gL ZOI(ORR 29%. MPFS 5.5m). 2023 ESMOO]|AM & Y| HO| Xt MEIE0| Tt Z1F 2FH. CNS ORR 20%, HAMM X| 22
X G2 2UIM 33.3%2 4 A LIS ATHE FOj|M, [ TO] TX0]| Tt O] &l

7ligtotal e 5= ADC
10/22 GSK Eot $tAH|QFO| B7-H4 ADC 3 7|2k 712 142 8 50002, #|QF2 8 5008240 &Hits & £= ADC U & 2t
A K| 2FO] HS-20089(B7-H4 ADC, topoisomerase inhibitor toxin Af-§) DU UM 1% Z1f & H. TNBC ZHX0]|A ORR 28.6%(8/28), 't AQF
SEXtOfl A ORR 66.7%(2/3) &Ql. X7| Z1}0|ZI OFLt @A 371 Oy X| 28 BHe &UXt7}77% +EU S QO Jte/d &l

2023 ESMOO||A{ = HER3 ADC(SHR-A2009)2] EGFR EH0| T2t Q14 14f Zilt WHH. 69%(HH|F), 80%(H| AM|EE|RHO| BHX7t 3K EGFR
TKIZ X% 81Qt0 1Y, QM 1~117H(5 212t 371)Q) K| 2E B SIXFSO| QAoll ZLE. ORR 25%(H] AM| ZH2F 30%) 0!, mDoR 7m PR 9%
3 690 Br5-E X401 UG, FQl0[2 £7] Zit &0l

"#'U[Ll'x?;l x kotra ESMO Congress 2023 g&#7| -



I 1. Overview
Summary — 2) Big}sh= HAMIZH|2}9] A3 Landscape

SX0IX| & b AM| ZEH|QO] F*Y Landscape
' ESMOO|| M| EE H| AM|ZH Y XEL F 2997H. H| AN ZEH|fQ| FXY Landscapel AH|&0HA HYt0HD UG,
EGFR H| AM|ZH|Qf 1X} X| 28 YT H§ QS

ESMO 20230]|A FLAURA-2(Osimertinib, Chemotherapy)?] &|Z0| ME1E 8 Y H . Baselined]| &| 0|7} UUH X0 A, Osimertinib &S
= Oid| § &€ £Z9] PFS 7{{M &RI(HR 0.47 vs HR 0.75). Osimertinib, chemotherapy -8 2%H& &¢F EGFR HO| H| A M| ZH|QF &X(o] | ™
O] &Y Bl ZrA 2Ol L|HO| TIY HE =0 AUXpHY| MBE Tthmy &0

MARIPOSA(Lazertinib, Amivantamab) &8 mPFS 23.7m, Tagrisso i X2 16.6mZ FH/X 02 Q0|0tH Q4L &0l OSE 0|, HR 0.8
2 7t5’g &Ql. Grade 30’4 O]y BH-5-& 75%, Serious O]y BH-&-& 49%, £ 2 QT &Z FHL 35%=2 AR CHH| MY 0 2 =& (22
43%, 33%, 14%).

HE8 QS Tagrisso &5 UH| LT S A/da F2 UL H0|1 UYL 1X2 F§ 2H L AFEOIUH F3 X2 40| ZE0|gte THA.
UAOZ FRVHEHO M| YEI|ZHOS)ut SX MEHO| & 71 ET| HE Q80| SATHO|T EX| Q1] O] JHIS S AY £ Q=) X AS M
SOH= 20| HE UED 50| MU0 H £ 918

Tagrisso Wd, 60| 3t5

EGFR EXIEH0| = 4M|CH EGFR TKI2F EGFR mAb, 23] SEH®HO|= KRAS, BRAF, MET inhibitor 50| 7igrg] 11 Q-2 0]2]0| & ADC(Trop2, HER3,
MET), Chemo?t I0(mmuno Oncology)?| 8 2H T 71t &

HER3 ADC(HERTHERA-LUngO01), TagrissoQ| Ctot B8 FZFORCHARD), Amivantamab, Lazertinib, Chemo %8 (MARIPOSA-2), MET-ADC,
Tagrisso H8 5 CHFot Q4f TISHE |t HAY A 0| SEIOHA| #H9tot UL

{70 Unmet Needs?f & EGFR Exon20 insertion H| A Aj| 2|t
GXH EGFR Exon20 ins 10| H| AM|EH|QO] 1X| X| 22 & g YUY UE T HELEAHX| F8 AtE. 2k} X |22 & Amivantamab E&
Mobocertinib Z-8%|Lt, Mobocertinib@ Q4 3% &I E At FH. 0|5 EF 27t 0| =2 4%
Amivantamab, Chemotherapy %8 (PAPILLON), Sunvozertinib 59| EGFR Exon20 ins 1X} X| 20j|A 37Xl Q14 Aut YrE  EGFR Exon20 ins 2
Xt 0|4 X| 20f|A= CLN-081, BLU-415 7H&¢E| 11 Q1 2. ORIC-114&= 9HM Amivantamab, Chemo SO0t StX0| M 7% Zat S0

Fosd x kotra ESMO Congress 2023 27| -



I 1. Overview
Summary — 3) CfA| 27| A]2}$E KRAS

KRAS X{OliX|, BMSC| Mirati Q142 C}A| &£OIX|= Al

KRAS HHO| & THHEIO| Q) X|Qf 21X & THHEMQI ‘undruggable’ EFZI0 2 e QU oLt Amgen®| Lumakras, MiratiQ| Krazati? KRAS G12C
O[0f| FDA 7t& 5Q1& & S0tY| 0]04, Tr4-0] KRAS G12C XOlX|2F G12D XMl Pan-KRAS XOHX|7t FHHE| 1] A&

Lumakras@] Q14f 34f Z1to|| TSt FDAQ| £%H o|A 0| BMSTt MiratiZ 584=2{0f| Q1 40H= G LAl E =O0HX| 11 QUL
g ESMOOJ|M & 1) KRAS G12C MUiK|Q| &8 F01, 2) pan-KRAS X{0iX|, 3) KRAS G12D XMOliK| &y Z2ufS0| L&
KRAS X{0{X|, TH=ECH Y-8 02 matst FOFEIT)

MiratiQ| Krazati(Adagrasib)2 Keytruda §-8 Y4 2% KRYSTAL-7 & H. PD-L1 TPS=50% Cohort(n=51)0f|A{ ORR 63%, DCR 84% 2!,
KEYNOTE-0420{| M & HE Keytruda &= ORR 39% Chd| 24

MSDQ| MK-1084, Keytruda 81 MK-1084 &5 CHE Y 14 Zi & E. MK-1084, Keytruda §-8 ORR 71%2 2 MK-1084 &= ORR 22%
el =&

Pan-KRAS X{olix|2] 7t5d

Revolution Medicine?] RMC-6236& 7| & L}0| T2}olu}f Ea| E/gTe JEQ] RAS HHHEIQ EFIGH= First in class pan-RAS(on) XMOfiX|2 G12C,
G12D T KRAS Y £ H0|0f|Tt M8 Jt50F ThE mo| 2ol &2, W8 HY Q| G12 HO|(G12X)0]| Zr8E + UTHe Hoj|M ==

St ESMOO||M Y 1% YUIOIE Zaf &E. KRAS G12X 0] H| AM| ZH|AH(NSCLC) ZHX0| A ORR 38%(15/40), HI"JR(PDAC) &X0f|Af ORR
20%(9/46) &0l

KRAS G12D {OfHlo] 4 ZiltE SrEE|: Yt

ESMO 20230 &= 4+ YFOIM|2U2| KRAS G12D XMO[fX|| HRS-46429| A% 17 T2 21l € B, H| AN ZHY, YR, AT, S48 T Xt
187 IR, H| AM|ZZH|F 199011 PR &Rl 1179 SD. 33.3%(6/18)0f| 4| Grade3 O|*5Q] TRAE &I, 8 £ FHE {04 g &l

OFRIZIX| X7| Y4 ZLUZ FH/YO| A LRI X | AL, =X 20| F=. FF0|2] HRS-4642 20| = Mirati®] MRTX-1133, Revolution
Medicine2|] RMC-98057} KRAS G12D tHO| X{OiH| 2 7He| 1 Y&

Fosd x kotra ESMO Congress 2023 27| -



I 1. Overview
Summary - 4) 2U 7|AE CH40] X7| HIO[E Z7H, EOIAMEIL L Yo 20| Xt 22

QOIYY9| Lazertinib Y4 3% MARIPOSA, MARIPOSA-2 YH B, 90 20| M| 5
2023 ESMOO||M & 83HYgY2| Lazertinibl] &4 34 MARIPOSA, MARIPOSA-29] “4Af| Zi} & H

MARIPOSA /g0l A 1X} X| QI mPFS B8 23.7m, Tagrisso LA 16.6mZ FAHH L Z 89|01H| L&/ g &2I(HR 0.7, p<0.001). Tagrisso
CHER O] QI 7 %ol

CiOF £HE = 2L LY. grade 3 0 0| EH-5-& Lazertinib, Amivantamab 80| 75%, Tagrisso TH=0j| A 43%. o 2T 0|4 Et5
49% Vs 33%. F-E§H0M F7I0t E THE O]/ gt-g-& VTE(Venous Thromboembolism, JUE T F). §-822] 37%0| A LA (vs 9%). 1X} L E
FHE AHBOIH 0|2 X| 8 0| £E0{E + UTe E EOH 1T = 82

Lazertinib, Amivantamab %8 2% 2 Tagrisso TS | SrAISE M-S Qo &X[o] MeHO| W Bk 4 912 CHRYSALIS-29| Cohort DOj|A] ATK|
2 MET+ SHX}0j| A QI+ Zit 2OI(ORR 61% vs 14%, MPFS 12.2m vs 4.2m)3t HE Q. LHOFYO| & 11 (5 & &X}), -MET 0| £ FHIvH of| &
7t FX| G52 UXOf|A| = Tagrisso H=2 O] AT FHE 7HE +UAE H2=2 7|H

7| S0| £7| Y4 GlO|E Ch BN

GE0] O|fH ESMOO|| M = PHI|QHE Of|O|H|YIHI0].Q0, HZ -0, X|O[O|O| H|O|M, R2M HEME AapHl, E|RHI0|Q, FEHE F I X|2H/
HIO|Q 7|HS9| X7 2% HIO|& 7} HIHE

H2.0|9| ItEH A} ORIC Pharmaceuticals@ ORIC-114(VRNO7) U’ 174 F2F 21} & H. EGFR/HER2 Exon 20 insertion H| AM| |2t 1~67
X| 2 9k S} CH4Y. EGFR exon20 insertion 40| £HX} ORR 27%(4/15), R2PD B&HQ1 75mg0f|A{= ORR 75%(2/3) Q1. 7| Z0f| Amivantamab,

ChemoOf| &= X{EDt =] O] $FX}Oj|A XX 2 CR(complete Response) At &QIBH O Grade 3 O’y X| 8 & EEL8 19%Z tolerablePt L{QF
4 €01 EGFR Exon20 H| AM|ZH|QF 2K} X| 2H| 29| 7154 &0l

0f|0]H|¥HI0] 22| IHE A} I-MABL Givastomig(ABL111) U4 14 $2F Z1 BHH. Claudini8.2 Y/g TP Y X} CH4. 15ma/kgZtx

DLT/MTD @100 Grade 3 7t=%d 1HO 2 LHOFY Q& HAM Jhis DX} 179 ORR 24%, R2PD 12ma/kgdi| M= 40% ORR 91, Claudini8.2=
Zolbetuximab®| 14} 34f A RO 2 QAIZ O =2 Hhe O X7| ZAIX|0F 20| R Q)= Zap 29|

A2MO Tt /284 0]THg HUBM| EE T F(DLBCL) Xt CH4f Anbal-cel(CD19 CAR-T) QI4f 24 7+ Z1} 2FH . ORR 82%(32/39), CR
69%(27/39), 6711 EtS-E 70%, 67HY FLI%Y YEE 58% LRI, 7| H|O|&{7l OfLt 7| & &Z UjH| & CRH|E QI Uy 2 B 2HE 24
H | U o7 A% TRy o

Fosd x kotra ESMO Congress 2023 27| -
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I 2.0|"H ESMOZ

o|tH ESMOZ]

= 0|
T -0

& ADC!

& ADC(Antibody Drug Conjugate)!

2023 ESMO E3F 2022 ASCO, 2023 ASCOQ} OFXF7X| 2 ADC IH0| T2 E9| Q14f Z1t7} Ci4 HrgoiHon F24 dha

ESMOOj|A] 7| dt4 2 dho HrE L Padcev, Keytruda -8 2 2HTIQF U4 34 Zab BZ 2 Tfjd| 2F 2812] mPFS, mOS &%

ZHo|
=/

10/19 MSDE 7|21 E 22024 TH3y, A|2F2 40212¥240)| Daiichi Sankyo®| HER3, B7-H3, CDH6 ADC M| @hl Bl o XI84. 10/22
GSK 0t OtAH|CFO| B7-H4 ADC & A2 14 8,500TH=S, A2z 8,500 = 0| HHOt= T L0 0| HIZH1 US

ST

ADC(Antibody Drug Conjugate)&t?

AI10H= Industry MO & ADC & L 80| Cf4(Astrazeneca, Daiichi Sankyo, Sanofi, Abbvie )

Antibody

* Human or humanized (IgG1, 1gG2, IgG4)
for lower immunogenicity

= High specificity minimizes the risk of
oft-target effects

= Formation of antibody—antigen complexes
leads to internalization

Payload

= Highly potent cytotoxic compounds typically
derived from natural sources

Two main types:

1. Microtubule inhibitors: maytansines and

auristatins, as used in trastuzumab emtansine,

brentuximab vedotin

2. DNA damaging agents: calicheamicins,
anthracyclines, duocarmycins or pyrroloben-
zodiazepines, as used in gemtuzumab
ozogamicin or inotuzumab ozogamicin

Linker

* Conjugates the payload to the antibody
* Should remain stable in the circulation while

allowing selective intracellular release

Two main types:

1. Cleavable: acid labile, disulfide or enzyme
dipeptide, as used in gemtuzumab
ozogamicin or inotuzumab ozogamicin

as used in trastuzumab emtansine

2. Non-cleavable: thioether, hindered disulfide,

XtZ: ESMO Congress 2023, OfLHSH
Sousd x kotra

EV-302 4} U 813

1

X}&: ESMO Congress 2023, OfL5H
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I 2, 0|H ESMOQ| 2215 &= ADC!

1) ADCe}L HYYAAIO] HE AlL4R| (1) 71-etS

Uio EV-302(KEYNOTE-A39)

EV-302 Q% 3%€ Enfortumab Vedotin, Pembrolizumab -8 £HZ vs HA{ 2 20| 1X} X|& Chemotherapy tX
1Xt §IEX[EQI PFS, OSOj|A] CHZE = CliH| 28}{of| 717t F i} 2Ol mPFS 12.5m vs 6.3m, mOS 31.5m vs 16.1m

Cisplatin 75, 275 &X2} PD-L1 High(CPS >10), Low(CPS <10) X} @ =0jjA C XA Chd| E2HOtEIvr 7 af 20l

HIOrO O|XE A Q72 QHE 02 300 |22 EZQ48 S HA|SiCH= XMojlMq 2 o|0], 7| Yra7 4L dtg

EV-302 Y4 Q¥4 ZaH(PFS)

EV-302 Y4 Q¥%d A2H(0S)

Progression-Free Survival per BICR

Risk of progression or death was reduced by 93% In patients who received EV+P

EEAPY P
I Events (% Pvalue | mPFS (95% Cl), months
£ BV womEs) s
— ¢
S0 Chemotherapy 444 307(6a) (030054
g
= bud
o . O e
i 404
% -

IR

] :

IR ™

g % :

N ] 1%

(T S S N AN N TN S /AT T B
Time (months)
Walrsh
EVsP 47 49 Woom AW % omomon $H5n 17 [} H 1

XtZ: ESMO Congress 2023, OtL5#

Sousd x kotra

125(104-165)
6.3 (6.2:6.5)

5 (54608
16.1(13.9-18.3)

Median survival follow-up: 17.2 months

n w1

Xt=: ESMO Congress 2023, OtLt5#

Risk of death was reduced by 53% in patients who received EV+
BN E—
) (Y 95%Cl) 1 P value | mOS (95% CI). months
90
. o £V woAnEY) g
801 Chemotherapy 444 226(509)  (0:384.%8)
£ N ‘
: M B1.4%
g 04 ",
n N
= 404 447%™
g S
6
0
104
04
0 46 B 101 W oB WDKK BN DU BB
Time (months)

W o o6 ® 2 N 8 1
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I 2, 0|H ESMOQ| 2215 &= ADC!

1) ADC2} HgelAIo] & AlLi] (2) Dato-Dxd(Trop2 ADC), PD-L1 £

BEGONIA @€ TNBC(&f5 279394 1Xt X[ &M Durvalumabilf T4t 2F=9| F8-E LOFE7| Yot 4. 2023 ESMOO|
M= BEGONIA &% Arm7(Dato-Dxd, Durvalumab §-8)2] ‘gAl| Z2df 2§

WX TNBCQ EZ Q92 HAWLIBAUH|K|Q} chemotherapy B-§. mPFSE 9~10m &
(PD-L1 gFd S Dato-Dxd, Durvalumab ¥-8.2 2 ORR 79%(CR 69, 439 PR), mPFS 13.8m, TNBC 1} X| 8 7H5/d &0l

BEGONIA(Dato-Dxd, Durvalumab ¥£) 24 91%J(ORR)

BEGONIA(Dato-Dxd, Durvalumab ¥£) Q% S1%J(PFS)

—— 0ngress 3
EREM™" BEGONIA Arm 7: Dato-DXd + Durvalumab
Antitumour Responses in 1L a/mTNBC
Confirmed ORR was 79% (49/62; 95% Cl, 66.8-88.3) with 6 CR and 43 PR
1004 # Antitumour responses were observed regardess of PD-L1 expression level as
assessed by 2 separate PD-L1 assays and scoring methods
£ =+
g2 91
o
100 — U Unknown/Missing #
2| spsspoLtTaP 0% cutor | \ U H
£§  2c3PoLicPst0atof | @ U H I
o
B Progressive disease W Stable disease W Not evaluable [ Partal response I Complete response

ssease (20%) POL! exprese

i
g
3
B
i

Xt&: ESMO Congress 2023, OtL5H

Sousd x kotra

EREM
0283

BEGONIA Arm 7: Dato-DXd + Durvalumab

Progression-Free Survival and Duration of Response

Median PFS was 13.8 months (95% CI, 11.0-NC)

|

Median DoR was 15.5 months (95% CI, 9.92-NC) ‘

107 — Durva + Dato-DXd (N=62)
094 —

08+ %

074 et

06 kN

05 e

044
03
02
014

Probability of progression-free survival

00

| O O R DO R T UL B R Y I O
012345678 910111213141516171819
Time from first dose date (months)

Number of patients at risk

Dura + 2 & &
DatoDXd 6261 65554245407 NUB8BVMUBIB2 20

Kaplon Vet anatyss was peromed Orcles edcate conscoed obsercaions

pefcerce elorel Dato 004, duopetarmab Sonasican DoR, duraion of egomse NC, ot calcdable PFS, prograsion fwe sl

Xt&: ESMO Congress 2023, OfL5H

L e N

094 S

084 L
074 %
06 re—
054
04
03 [
024
014
00

— Durva + Dato-DXd (N=62)

Duration and onset of objective response

T T T T T T T T 1T

9 10111213141516 17 18
t dose date (months)

)
:
7]

Number of patients at risk

Durva +

DaoDXd VaeLasaisaaasanvirmTiEnsntio

Data cutoff. 02 Feb 2023
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I 2. 0|H ESMO9Q| 2215 = ADC!

2) HI2MIZHIFOfIME SUSHA| JHEEID Q4= ADC

HI AN ZH QL 72X 02 TKIQF I07F HETHH| AFRE & FHO|U, 22 LHYAE T O 2 ADC S| SEOHA| - 1D /S
TROPION-PanTumor010{|A| Trop2 ADCi= Mutation(EGFR Ex19del/L858R, ALK, T790M T)H|IM &1/ &QI0IYH 7t5/dE EHE
Trop2(Dato-Dxd, SG), HER3(Patritumab-Dxd), EGFR/HER3(BL-B01D1), MET(Telisotuzumab Vedotin), CEACAM5(SAR-408701)

ADC 50| H| AM|EH|OF .25 0 2 OlAF X|Oj5}1] Ol

Tagrisso U“J BIAMIZH|Qto]| 7HY $Q1 ADCO| 28

TROPION-PanTumor010j|A Q15 ADCO| H|AM|=ZH|Q} 3t

Key ADCs developed in lung cancer

Datopotamab Sar408701
or

MGCO018
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Passaroetal., JCO 2023
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TROPION-PanTumor01 :
Dato-Dxd in NSCLC with Actionable Genomic Alterations

Best Change in SOD (per BICR) and Tumor

Best Overall Response (per BICR) x' Genotype®
(1
Da fo-DXd £
netd Q
R
ORR, n (%) 12 (35) £ o
CR 0 8% 20
PR 12(35) LI
S0, n (%) 14 (41) ¥ °°“‘“°*:‘
Non-CRIPD, n (%) 2(6) © u 8 6o
PD, n (%) 2(8) 100 W 8oy
NE.n (%) 4(12) i
DOR, median (95% CI). mo 95 (3.3-NE)

Clinical activity was observed in EGFR-
sensitizing mutations (Ex19del, L858R),
Including after osimertinib, and across
other AGAs

Xt2: ESMO Congress 2023, OtL5H
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o2} ADC (1) HER3 ADC, ko] ME.

8 2MojIME Qoloist Za} 2ol

HER3& HER22f DimerE O|F %f-§. EGFR TKIOf| X{&P &IX0jjM 20| ZOP I{Eof| HUH He= L UAS

Patrituumumab Deruxtecan(HER3 ADC)Q QA Af|74|H|_Feto|0f| Af HERTHENA-Lung01 214 242 K0l TKI, Chemotherapyo]| &
IO EGFR H| A M| ZH[QI0| M & 1142 &OIPt HE Q-2 (ORR 29%. mPFS 5.5m)

2023 ESMOY| M = &|FO| &K} METF0| Ofor Zuk YrH CNS ORR 20%, YA X[ & 9HX] §52 0N 33.3% 2 4 &4 &9l

CIQCH= FOf| A, k| 70| X CHEE O =01, ®iXl| 14 34 HERTHENA-Lung02 XI%4otd 9L

HER3-DxdQ| S/ Z2(HERTHENA-Lung01)

HER3-Dxd k0] Q1%

Patritumab
Deruxtecan

Tumor Reduction Across Diverse Mechanisms of EGFR TKI Resistance =

HER3-DXd 5.6 mg/kg (N=225)°

3
% Confirmed best overall response (BICR)
% WCR ®PR SD #PD WNE Ongoing treatment
i o
oe I
;g fli[”l!l [T P S )
SRR |
§=‘ 400
,5 400
\ B 800
1000
{llnmn

Snapshol data cutoff, 18 May 2023
Median study follow-up, 18.9 (range, 14.9:27.5) months.

wew, CR, complele oo, » m Epidermal growth factor feceptor. INC, memun
[ and ara inchudod © T700M was

neistry, NE, 001 evahioble rE oy . PR, pamal tésponse. SD, stable disease TKI, tylosing bnase inhibitor
jod a5 an £ M gndont nmm 10510

IASLC .1“ 2023 World Conference
Presented by: Helena A, Yu, Memorial Sloan Kettering Cancer Center, USA o Q - on Lung Cancer

Xt&: ESMO Congress 2023, OtL5H
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BRIV
2023

HER3-DXd Demonstrated Clinically Meaningful Intracranial
Responses in Patients With no Prior Radiotherapy

All patients with baseline BM | Patients whose baseline BM
by CNS BICR had not been irradiated

Responses by CNS BICR? (n=95) (n=30)b
CNS cORR, n (%) [95% ClI] 19 (20.0) [12.5, 29.5] 10 (33.3) [17.3-52.8]

CR, n (%) 15(15.8) 9(30.0)°

PR, n (%) 4(4.2) 1(3.3)

SD/non-CR/non-PD, n (%) 57 (60.0) 13 (43.3)

PD, n (%) 13 (13.7) 4(13.3)

NE, n (%) 6(6.3) 3(10.0)
CNS DCR (95% Cl), % 80.0 (70.5, 87.5) 76.7 (57.7-90.1)
CNS DOR, median (95% Cl), mo 9.2(8.1-11.1) 8.4 (5.8-9.2)
Snapshot data cutoff, 18 May 2023,

Median study follow-up, 18.9 (range, 14.9-27.5) months.

BICR, blinded independent central review; BM, brain metastasis; CNS, central nervous system; cORR, confirmed objective response rate; CR, complete response; DCR, disease control rate (CR + PR +
SD/non-CR/non-PD); DOR, duration of response; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease.
" Responses assessed by a panel of neuroradiologists according to CNS RECIST criteria. ® 7 patients had measurable target lesions; 23 had only nontarget lesions. ¢8 patients had only nontarget lesions.

Melissa L. Johnson, Sarah Cannon Research Institute, USA

Xt=: ESMO Congress 2023, OtLt5#
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|2} ADC (2) Enhertu, j2i0] 22of|M 21 SIHU BHS A4 7(2E Eol

Enhertu(Trastuzumab-Dxd)Q] =|™0| H| AM| L H|Q 2K}t e T EAM Z1F(DESTINY-Lung01, 02)

Enhertu @<

H| AN ZH|QF BIXI0]|A] &|XO0 Xo| X|&

Enhertul] S7HW S5/ Zat

FO 2 &JHO| Xt F7H Ul 85X £712F 5.4mg/kgd 9.5m, 6.4mg/kget 4.4m EE
A Q10| QAP QA QFH |

Enhertu®] BM 2|& 80| 2 SIHWH S/ At

‘.
..,Q DESTINY-Lung01 and -02

IC Objective Response Rates & Best Overall Response (BICR)

Measurable BM at Baseline T-DXd 5.4 mg/kg
T-DXdSAmghky | Pooled T-DXd 6.4 mgkg TR Bl s
DL-02 DL-01 HER2mIDL-02 £
BM BM a8’
n=14 n=30 [~
IC<ORR, n (%" 7(50.0) 9(30.0) g E I Partal
95% CP 230770 147494 cE Rasgonge
CR 3(214) 0 58 %
PR 4(286) 9(300) * B Without Prior Treatment :
SD 6(429) 13(433) ':' 754 Vth Prior Treatment
D 10.4) 4(133) 0 Yok Sugey
NE: 0 267) 1
Missing 0 267) Pooled T-DXd 6.4 mg/kg
IC-DCR, n (%)* 13(92.9) 2(13.3) 59 n=2r Progressive
95% CP 66,1998 541877 Dlons
IC-DoR, months® .
Median, (95% CIf 95 (36-NE) 44(28-102)

Partal
Response

12/14 (86%) patients with measurable BM receiving
T-DXd 5.4 mg/kg and 21/27 (78%) in the pooled

s from

6.4 mg/kg group experienced a reduction in brain lesion
size from baseline as their best overall response

.| I Without Prior Treatment
Weh Prior Treatment
“Indicates Surgery

Best % Change In Sum of

aman eyl growth tacor roceptcn 2 mudand IC nacanal G

was ol e obyecive %06 10 1
el i reons 7 b e proseSaon m Cran 456 o Kaian it s ] COad wi 1 Srockmeyer Crowey méi

o targe! s
EREM
David Planchard, MD, PhD Content of thes presentabion ts copynght and responsibility of the author. Permission is required for re-use
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L 1
%0 DESTINY-Lung01 and -02

IC Response (BICR) With or Without Prior BM Treatment

Measurable BM at Baseline

T-DXd 5.4 mg/kg Pooled T-DXd 6.4 mg/kg
DL-02 DL-01 HER2m/DL-02
BM BM
0 prior t Prior treatme 0 prior treatme
IC-cORR, n (%)* 4(50.0) 3(50.0) 3(214) 6(37.5)
95% CIP 15.7-843 11.8-88.2 47508 152646
CR 0 3(50.0) 0 0
PR 4(50.0) 0 3(214) 6(37.5)
SD 3(37.5) 3(50.0) 7(50.0) 6(37.5)
PD 1(125) 0 3(214) 1(6.3)
NE 0 0 0 2(125)
Missing 0 0 1(7.1) 1(63)
IC-DCR, n (%)* 7(87.5) 6(100.0) 10(71.4) 12(75.0)
95% CI® 47.3-99.7 54.1-100.0 41.9-916 476-92.7
IC-DoR, median, months* 71 95 44 56
95% CI¢ 36-NE NE-NE 29NE 29-NE
Time to IC progression, median, months 28 NE 26 56
1.3-10.9 NE-NE 12-6.9 0.6-14.0

IR bindod ecpendend conal o AL, bean measases CR complol esgonse DX DESTINY-Lung. HER2, b epdermal rowh fack ecagor 2t 1, macanil, I CORR.nrcranal confrmed oyecve tespans sl (C
CR IC-D ot evaiuabig PD. progr Jrpecetages ot o
umunmmlmwm-mmwmm!mnmrwu e BICR "Gased on Copper PEBrSon Memo ot SNJE IOPAron. “CAIABIE) 85 e Fom st 65900Sé 1 Brah Ul rogr8590 1 Lo Kapian Mese1
a02iyss and compuied wih ihe Brookmeyer-Crowkey meod

2023 David Planchard, MD, PhD presentabon is copynght and the author
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3) 7HekSH= 22 ADC (1) B7-H4 ADC Y4 14} Zat UE

10/229X}2 DA K[OFQ GSKO| HS-20089F & A2 14 8,5000H=3, A9k 8,5000H=2{0]| 7| =0|H

2023 ESMOOj|M THAK|2FO| HS-20089(B7-H4 ADC, topoisomerase inhibitor toxin AFg) 1P U 17y Z1f LH

77% AZOI.Q ZIOISICIT T}

HS-20089(B7-H4 ADC) S¥*J(TNBC)

HS-20089(B7-H4 ADC) S31/d(+42h)

Efficacy - TNBC

B HS-20089 showed promising anti-tumor activity in triple-negative breast cancer (TNBC).

B At potential target therapeutic doses of 4.8 and 5.8 mg/kg, the ORR were 33.3% and 27.3%, respectively.

Figure 5. Best Percent Change of Target Lesions in TNBC

0(13%87)

21.3(60610) 0 286(132487)

0(1.3987) 100.0(158,1000) 667(34990.1) 81.8(48297.7) 1000(251000) 75.0(55.1893)

w_
< 804 ;
*® ORR', % (95% Cl) 0.
E TNBC
% 40 - DCR, % (95% CI) 0.
B 2
g 0 Billnw -— g
E
i«
§ 40 - Treatment Group
= 07mgg
i 50 @ 1
= 48y
= 5amig
804 = 72mkg

o congress
2
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“Assessed according fo RECIST 1.1 by investigators.
*including 1 confirmed PR and 2 PRs awaiting confirmation
Others were confirmed PRs

ORR: Objective response rate,

DCR: Disease control rate

PR Partial response.

Clinical cutoft August 17, 2023

Efficacy - OC

B HS-20089 showed promising anti-tumor activity in ovarian cancer (OC), and the ORR was 66.7% in platinum-resistant OC.

Table 4. Efficacy of HS-20089 in Patients with OC

I T NN

ORR', % (95% Cl) 500(1.398.7)
DCR, % (95% Cl) 100.0(15.8,100.0)

100.0(25,100.0) 66.7(94,992)
100.0(2.5,100.0) 100.0(28.2,100.0)

Figure 8. Best Percent Change of Target Lesions in OC

s 8

N

Bost Change From Baseline in Targel Lasion Size (%)
§ &8 &8 5 8 o % &8 8 8

mmangress “Assessed according to RECIST 1.1 by investigators,
02

Xt&: ESMO Congress 2023, OfL5H

Table 5. PST in Patients with OC
; Platinum- .
1 13 YES YES

2 2 YES

3 2 YES YES

PST: Previous systemic anti-umor therapy.

Ciinical cutoff: August 17, 2023

ESMO Congress 2023 g&#7| -
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2023 ESMOO]|M & HER3 ADC(SHR-A2009)2| ECFR 10| P U4 14 Bt L HE

69%(HHIRF), 80%(H| M| EE|NC| ZX[7F 3M|CH EGFR TKIE XY RS

Yol Z&E

ORR 25%(H| A M| ZH|2F 30%) 21, mDoR 7mZ PR 99

(O, M 1~117[(E

Tivdac 22732 U4 34 21%(0S)

R3S k|28 e &

232 ADC (2) HER3 ADC(SHR-A2009)2] 24} 14} Z7t A7}

=Y

F 670 Y- X| 40T QI8 O|0|t £7| Z1} Lol

Tivdac 23799 A4 34 SHA(PFS)

Baseline Characteristics

All patients NSCLC patients
(n=42) (n=36)

Median age (range), years 59 (42-68) 59 (42-68)
Female, n (%) 27 (64.3) 22(61.1)
Asian, n (%) 42(100) 36 (100)
ECOGPS 1,n (%) 35(83.3) 35(97.2)
Tumor type, n (%)

NsCLC* 36 (85.7) 36 (100)

Otherst 6(14.3) 0
Tumor stage IV, n (%) 42 (100) 36 (100)
Site of metastasis, n (%)

Bone 19(45.2) 17(47.2)

Brain 12(28.6) 11(30.6)

Liver 11(26.2) 8(22.2)
EGFR activating mutation, n (%) 34 (81.0) 34 (944)

Ex19Del 17 (40.5) 17 (47.2)

L858R 15(35.7) 15(41.7)

G719X 2(48) 2(5.6)
Median prior lines of systemic therapy 3(1-11) 3(1-6)
(range)
Prior 3rd-generation EGFR-TKI, n (%) 29 (69.0) 29 (80.6)

“All were lung adenocarcinoma. Colorectal cancer (n=3), endometrial cancer (n=1), gallbladder cancer (n=1), ovarian
cancer (n=1). *All patients with EGFR-mutated NSCLC previously received EGFR-TKI.

XtZ: ESMO Congress 2023, OtL5#
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BV Tumor Response

ORR

Ongress
2023

DoR

= All tumors: 25.0% (95% Cl 12.1-42.2)
* NSCLC: 30.0% (95% Cl 14.7-49.4)

* Median: 7.0 mo (range 2.8-8.5)
* 6/9 response ongoing

=45mgkg = 9.0mglkg
«30mghg = 7.5mglkg
15mghkg 6.0 mglkg

2 2
& -]
i 3

Best change in SoD from baseline (%)

L L 0 . . S LA S LK 2 LY
R R R A RS

BN EREENEREER :m m!!

Change in SoD from baseline (%)

—45mglkg —9.0mghkg » Treatment ongoing
30mghg — 7.5mgkg
15mghkg  6.0mghg

T T T T T T 1
6 12 18 u £ 3 2 4@
Weeks on study

Data are presented for 33 patients with a post-baseline diameter value in target lesions.

Data cutoff: Apr. 24, 2023. Median follow-up: 5.0 mo (range 0.7-12.4). LC, lung cancer; CRC, colorectal cancer; EC, endometrial cancer; GBC, galibladder cancer; OC, ovarian

cancer; SOD, sum of diameter

XtZ: ESMO Congress 2023, OtLtS#
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4) Tisotumab Vedotin, 21MPEZ7|2t 30% 7H IS Y% 34 Hat U E

Seagen€ 2023 ESMOO]|A] Tivdac(Tisutumab Vedotin)Q| 1~2X} X| 20| X{ETt X2 FEH QA 3% A Zar & E, £ 2
Tivdac® TF(Tissue Factor) ADC, t Xz chemotherapy

MOSO||A| Tivdac E0422 11.5m, X2 9.5m(p=0.0038, HR=0.7). MPFSOf|A{ £ 2L 4.2m, X2 L 2.9m(p<0.0001, HR=0.67)
2 808 FXE FANLE F&

Tivdac 2232 U4 34 H%(0S) Tivdac 23 32Y U4 34 SHE*(PFS)

Overall Survival (Primary Endpoint) Progression-Free Survival Per Investigator

1.0+ 104

094 Treatment Events/Total Median (85% CI) 5 094 Treatment Events/Total Median (95%C)) |
= Tisotumab Vedotin 1231253 115(98,149) 2 Tisotumab Vedotin 198/253 42(4044)
s 08 IC Chemotherapy 1407249 95(79,107) § 08+ IC Chemotherapy 194249 29(26,31)
S 07 Stratified log-rank P value*: 0.0038 3 074 Stratified log-rank P value*: <0 0001
- ’ HR (95% CI): 0.70 (054, 0.89) & HR (95% CI): 067 (0.54, 082
8 06 5 06
2 ]
2 054 T Tisoumab Vedotin E 054 —— Tisotumab Vedotin
° S

—— IC Chemotherapy ® IC Chemotherapy
E 04+ +  Censored s 04+ +  Censored
- 34 3 03
o ' £ ‘
& 024 3 024
35.3% 3
0.1 a_°. 014
00 T T T T T T T T 1 00 T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 2 2%
) Time (months) Time (months)

Patients at risk Patients at risk
Teohmb 23 191 109 52 2 n 4 1 0 o 148 62 % 5 2 {
IC Chemotherapy 249 212 150 87 3 19 11 1 0 0 IC Chemotherapy 249 % 34 1 4 1 1

"The threshold for statistical significance is 0.0226 (2-sided), based on the actual number of OS events at interim analysis. "The threshold for stabistcal significance is 00453 (2-sided), based on the actual number of PFS events at interim analysis.

223 Prof. Ignace Vergote Content of this presentation is copyright and responsibility of the author. Permission is required for re-use 02 Prof. Ignace Vergote

Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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HYlsE0 QM= HIAMIZH |20 43 Landscape

H ESMOO|M & THYTF H| AM| ZH| Q| Y Z1h=0| L E. gH ESMOO|| MISE HIAM|EHQ 252 5 2997l H[AM| T OF

_I H*Y Landscape H|£0A $HIOITD UL

EGFR t40| 1X}(MARIPOSA, FLURA-2, ATTENTION), 2XH(MARIPOSA-2), Exon20 insertion(PAPILLON), KRAS EHO| H| AM|ZLH|QF X}
(KRISTAL-7) 50| QI4f Z1t ErEEl . ADC(Antibody Drug Conjugate)Q] H| AM|ZH|QF QIA4f LT Tt FIH

2023 ESMOO]| 2|2 BlAMIZHIQY} 2

2023 ESMOOIA SEE 29 Ho| BIAMZE|S A4

OVERVIEW
N submitted abstract 299
- TiP 18
- LBA 21
Presidential
Proferred paper
Minioral 18
Poster 114

X}2: ESMO Congress 2023, OtL5H
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0

- Sensitizing mutations:

- Exon 20 insertion

Q

o

BRI
2023 Giulia Pasello

OVERVIEW: oncogene-addicted NSCLC

EGFR mutations

‘Stage V MSCLC, molecola ests paste (EGFR/ALI/ROS /BAAF/RET/NTRU/MET HERZ/EGFReczes/KRAS 125)

First-line: MARIPOSA
Second-line: MARIPOSA2

First line: PAPILLON
RET fusions

First line: LIBRETTO 431
KRAS mutations

First line: KRISTAL-7

Hendriks LE, Ann Oncol 2023

Xt2: ESMO Congress 2023, OtL5H
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1) EGFR H0] H|AMIZH|Q} 12t 73 &t

NCCN, ESMO 7{0| E2fQlof| =@ EGFR #H0| H| AM|ZEH(NSCIO0| M 7Py 1Y & X| =& Tagrisso(Osimertinib) H=.
Tagrissox 2022 7| & 54%{E€2{Q| IEE 7| S0 SSH A, EGRRNSALC 1At X8 S QJot [ A4 T

EGFR £HO| NSCLC 1X} 2IXIE T 0 2 TI%HOH= CHEXN Q40 2= FLAURA-2(Osimertinib, Chemo), MARIPOSA(Amivantamab,
Lazertinib), ATTENTION(Aumolertinib, Apatinib) 50| &

0]2/0{| &= Aumolertinib, Icotinib &, Osimertinib, Ramucirumab §-§ & YTt F8 4 X1 Y&

EGFR HIAMIZHQ} 12t 22 E st CHYsH Y 22 EGFR $0| H|AM|ZH|Y 9| 2|& Landscape $1%
1L combination treatment strategies in cEGFR-mutant NSCLC Current and future therapeutic landscape in EGFRm+ NSCLC
TREATMENT NAIVE POST-OSIMERTINIB
A I LINE Il LINE 11111 LINE
pad
Main 1L combination therapies :0(.'[ Osimertinib Tepotinib+Osimertinib in Patritumab Deruxtecan
-J @ (FLAURA, Soria JC, NEJM 2018; EGFRm+METampl (HERTHENA Lung 01, Yu HA
/ Ramalingam S§ NEIM 2020) (INSIGHT2, KiM TM WCLC 2023) || ASCO 2023; Johnson M, ESMO 2023)
AP A /9 ,ﬁ"' "-'._‘ i) Osimertinib + chemotherapy 1 --Al:iv-a:t:n;b:a:-,zl;z:r;r;b--}
| EOFR IR " AR O/ " i VIW ‘ (FLAURA 2, 1 (MARIPOSA 2, |
: Y -/ - ’ Studies are evaluating Janne P WCLC 2023) 1 Passaro A LBA 15) J'
EGFR TKIs in various [mmemm=em=mmm=a= 2 fmmmmmmmmmmmm -
Rl EGFR TKI + chemotherapy? ‘@"6'@ combination regimens I La“""{'&"’:{:’:&‘;"“”“ ]
1 "
to Improve 1L 1 Cho BC LBA 14) ]
freatment outcomes* b ————————
EGFR TKI + EGFR-MET mAb® [ r r Aumolertinib+apatinib
év (ATTENTION,
Hu Y LBA 69)
/ | A Osimertinib + ramucirumab
(OSIRAM Nakahara Y, LBA 70
i RAMOSE Le X LBA 71) Conlent of this presentation 1s copynght and responsibility of the author. Permission is required for re-use
Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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1-1) FLUARA-2, jZio|of|A{2] 7H5*d &l

ESMO 20230{|A{ FLAURA-2(Osimertinib, Chemotherapy)Q] & X0| MEI1Z &M gt
Baseline0]| k| 0|7} UAUH XA, Osimertinib @St CHH| § &L £F9| PFS 7iM &RI(HR 0.47 vs HR 0.75)

HE0{ Osimertinib, Chemotherapy -8 Q812 ST+ EGFR HO| H| AM|ZH|QF $tX}O| | XO| ghy HIE ZHA 2ol L|X0| XIYY
OrE OX L MRSl = BO|

FLAURA-22| k| 20| &2l MEOE Zut Osimertinib, Chemo Y& Q%9 1| 2i0| 24| 11}

OSIMERTINIB WITH ADDITION OF CTx SHOWED CONSISTENT PFS BENEFIT @ OSIMERTINIB WITH THE ADDITION OF CTx DEMONSTRATED A LOWER RISK @
ACROSS SUBGROUPS COMPARED WITH OSIMERTINIB MONOTHERAPY OF CNS PROGRESSION

o 109
2 Osimertinib + CTx Osimertinib monotherapy
T Ooimono ; g 099 e NS dasane troomign O\ ONS & The estimated
PRSarons sbgrogs' (B ) Evos ) HR .1 PFS by baseline CNS metastases status Isease progression 130338 progression bability of
Py = YT f 084 " NonCNS dsease progression == Non-CNS disease progression probability o
MO iGN oy N = woutn g a = Death = Death observing CNS
(™) 1108 N pu——ve— QAN [ |
e e we v weaw § 071 progression at
o A 00 — om0 g 24 months was 9%
o e W W . oo B 3 0 (95% C1 4, 16) with
Nom A /10 Wi S — LTIV XY ' | (] hy
Tone o rn N——rt N & ()5 .
Wit : s B bt g“ 5 05 o | osimertinib and the
0 o i Wi prassr v T TIRL ww 0814CTx,CNS 2 No 4 e pmme’ | addition Of CTX v§
T wm e — by o — O+ CTr,CNS® Yo § u Tt : 2% (95% C1 14, 3)
e A B 30 T i
b T o et = Oxlmano, NS # Yot é with osimertinib
il 441104 10118 r—— LT 0 S U TR ). R A, . SR, (TR H 024 monolheripy
1 W i Mo N TR S TR T T T T (A f
"or It 109/ 11 ——— MO\ ek Time from randomisation (months) E 014
Ry ol ' pebistool R I T B T T O I I R 3
' - S I I R 9 { t T T T T T T T T T 1
0 05 f ? LA L I T T T S Y T S I
Favours osimortinlb ¢ CTx #=—= = Favoursosimertiold —= 110 65 &4 70 60 % ¥ 2 A B § 1 0 0 3 b 9 1 19 Time (::omhs)z' U P 0 3 k)
X}2: ESMO Congress 2023, OtL5H X}2: ESMO Congress 2023, OtLGH
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2) ATTENTION study, TKI-TKI 52 20| 7157

EGFREHO| H| AM|ZH|Q 1X} X| 2 Aumolertinib, Apatinib 881t Aumolertinib &% Q8 THX Q4 XH|/O0Y I8 Zut i

&|™O| &x}t SR ORR Aumolertinib, Apatinib &8 81.8%, Aumolertinio &% 62.6%2 B8 A8 §50t L|H0| Y38 THM
ool g8 9 U= 98 BF Crade 4 0|4 X| 2 U £X18 glL

H| AM|ZH|QF L[ FO0], 77H0| &HX10jl ] Aumolertinib, Apatinib -8 %9 7t57d XAl

ATTENTION study(Aumolertinib, Apatinib) Q3’3 ATTENTION study(Aumolertinib, Apatinib) Qt21%J

Efficacy Safety

Group == AUM == AUM+APA

AUM#APA(n=48) AUM(n=50) P value
i ORR, % (08% CI)  72.0(56.2:647) 64(49.2.77.1) 0.34 Rash 14(20.17) 1(2.08) 5(10)
DCR, % (96% CI)  100(62.6-100) 94(83.5.98.8) 0,08 P 15(31.25) 0 §12) 0
::m:‘;;" AUMHAPA(fe4d) AUM(ne47) Pvalue =
Platelet count decrease 12(25] 4(8.33) 2(4 1(2)
EG"‘!] ORR, % (95% CI) 76(59.7.86.8) 68(529.80.9) 047 E (29) (8.33) ) @
o DCRBBACH 100021000 057(656006) o 9 Hypertension 12(25) 3(6.25) 3(6) 0
Q
AUMFAPA(n=11) AUM(n=10) Pyalue CK Increased 11(22.92) 0 8(16) 0
ORR, % (98% CI)  100(715:100) 60(26 267 8) 004 Q
W"ab:‘? DCR, % (98% CI] 100(71.5100) 90(55.5.99.8 048 'r;n ) WEC count decrease 1(2292) 1(208) 24 0
metastasis 2
AUMAPA(n=11) AUM(n=8) Pyalue I3 0% , Protelnuria 13(27.08) 1(2.08) 3(6) 0
IORR, % (96% CI)  B1.6(48 297 7, 62.6(24 591 5 0,38 J =
i WL i) ) p=048 ) AST Increased 8(16.67) 1(2.08) 204) 0
- HR=0.782 95%C1(0 349-1 554) !
AUM#APA(n=5) AUM(n=3) P value 000 : ALT increased 7(14.58) 1(2,08) 3(6) 0
With liver % (98% 60(14.7.94 7 ¢ a7 T T T T T
| ORR, % (98% CI) 50(14.7-947) 33.3(0.8-90.6) 04 7 7 ™ ™ i Noug:phll count 3(1°n°7) 1(2.08) 0 0
DCR. % (98" 099 crease
% (98% CI)  100(478-100) 100(29.2-100) PFS
+"At data cut-off (August 16, 2023), we recruited 104 patients in this tnal, of which 98 patients were evaluable Figure' ngreSSion free survival from ITT populalion ' Common gfad63 AES iﬂ AUM+APA group were ! p]a‘elet counl decfease and hypenensmn

+The median follow-up time was 12.42 months
+Subgroup analysis showed that all patients had EGFR sensitive mutations
*ORR, objective response rate; DCR, disease control rate; iORR, intracranial objectivel response rate; IDCR, intracranial disease control rate;

CONgTess MDII[‘,IESS
MADRID MADRID
M YiHu Conlent of this presentabon 1s copynght and responsibiity of the author. Permission i3 required for re-use. YiHu ontent of this presentation is copynght and responsibiity of the author. Permission i required for re-use

X[&: ESMO Congress 2023, OfL45H X}2: ESMO Congress 2023, LS

+ No grade 4-5 treatment-related AEs were found in AUM+APA group
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2) Tagrisso W%, oSt 3t

Tagrisso Li’d £0k= o{TTt BFS. Tagrisso0|| TP L/g0| &40t 2912 34| 1) EGFR 37} SHEHO|(on target mutation), 2)

Q| SO (Bypassing pathway), 3) EHYF HeH(Phenotype Transformation)
EGFR S1tHO| = 4X[CH EGFR TKI2} EGFR mADb, 28| S0 = KRAS, BRAF, MET inhibitor 70| &-§

0|2J0jl.=. ADC(Trop2, HER3, MET), Chemo®} I0(Immuno Oncology)?] ¥-§2% 50| &8

+oluzd x kotra

CIY3t 71210 2 YAISH= Tagrisso LAt 2|2 212

Treatment Strategies to Overcome Resistance

On-target mutations

EGF
o CIOI8G
L71saV
l l G718A
LISZHPIFIQYN
GT96SIDRC
G748

4G TKIs =  F712L, L7981, TES4A, LE4AY,
VBA3I, LEIZV, VIZ26M, ETOIK,

Brigatingd

EAI4S GE24D, VBOAF, L747P,
JBJ-04-125-02 l-zl::; S7631, E7580
BLU-945 EGFR Amp

BLU-701
BDTX-1535
EGFR mAb EGFR/MET BsAb

Necitumumab

ERESM
23

Amivantamal

Xt&: ESMO Congress 2023, OfLGH

Bypass Pathway Activation

Phenotypic

Transformation

HERZ HER2

BRAF 1 PTEN

g

ADC

TROP2-ADC
Datopotamab deruxtecan
Sactituzumab gowitecan

HER3-ADC

Patrtumad deruxtocan

MET-ADC

Telsoturumob vedobn

Chemo+10

IMPOWER150
ORIENT 031
ATTLAS

ESMO Congress 2023 g&#7| -
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2-1) Tagrisso WY Al 2l= HER3 ADC

HER3&= HER22} DimerE O|&| Z-§. EGFR TKIO|| X{LhOF 2FXt0| A LHO| FO01K XHEof| HE o= Ay UL
Patrituumumab Deruxtecan(HER3 ADC)Q QM M|7|H|Qtets|of|Af HERTHENA-LUNgO1 QU4F 2452 S0H TKI, B 2ot o eHoj| AlTj

Ot EGFR H| A M| ZH|A0| M 8172 ZLRI(ORR 29%. mPFS 5.5m)

CJot EGFR TKI LH’d SHO|0j|ME S 11/dS HQ. TKIU’d A0 ADCOt FRYXIE e 21 UL

HER39| EGFR H|AA|Z|Q}o]| CHS Rationale

CIYst EGFR TKI Wi #ooll R 1/dS 20l= HER3 ADC

The Role of HER3 in EGFR mutated NSCLC

+ HER3 (ERBB3) is 1 of 4 members of HER family of RTK

+ HERS3 lacks strong intrinsic kinase activity but preferentially dimerized with HER2

+ HERS expression is found in 83% of NSCLC and associated with poor RFS

+ HERS3 expression is higher in pts with EGFR mutation and increase after progression with EGFR TKI

213
HER RTK Family
© ¢ 200 =
WERIEGPR 8 ~ R o 3,
4 } 3 ' : - 100~

Boforo AOF progression
EGFRTKI with EGFR TKI
treatment treatment

mmanzrm

X}2: ESMO Congress 2023, OtL5H

Sousd x kotra

G

ScAMpensesd H ot o S0l Rep 2019, Yonesala K ot o/ CCRT X2

HER3-DXd Demonstrated Activity in Patients With Diverse
Mechanisms of EGFR TKI Resistance

30 Confiemed BORY ' Ongoing
Mk Mok SO MPD  NE o teatment |

&
g
-y i __
K + l
40 +
® 50 £ a8y
g 60 Tl

from basetne
=

80 Confirmed ORR: 39%; PFS: 8.2 months

“"‘““”’"HvaHinHHHHHHH“’“!HHHH il

O EGFR i i | E .
e ; l gl 22 E -
p

R i
I - i 2|
=FRERIN R iﬁ |

. MHL d BOR CRPR, N, ot ovaluablo, PO, prograsso diseasa, SO stablo disonse, S0b), sum of dimolors
i 1 24,2020,
s mnc s rmm}ﬂ N diotono adeguth st paso B0 HOR OINE dueto 5D oo ey weoks) e 3?14
080 1 850y3 o1 ! B5508 CONA T 103, oiezndpummmm AR DX COKNON ALY, PRCA LSS EtE TSR EROBS KN, LGRS CEAT Qo

1h EGFR T

Jénne et al. Cancer Discovery 2021

X}2: ESMO Congress 2023, OtLGH
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2-2) Tagrisso W/ AIFE k2l= MARIPOSA-2, SA| SHAIZE QHM/

MARIPOSA-2¢& Tagrisso U’d H| AM|EH|Q &UXt=E U2 2 U= Amivantamab, Lazertinib, Chemotherapy 88 34

Ami, chemo 82 mPFS& 6.3m, chemo? mPFS& 4.2m(HR 0.48, p<0.001), Ami, Laz, Chemo?Q| 4X|| §-§=22 mPFS&
8.3m(HR 0.44, p<0.001)& FAHE O Z 89|TtAH| Chemo UiH| SB/FE M

O™ Q L9k, grade 3 O] EXrB QO Ami, Laz, Chemo 8 92%. Ami, chemo 8+ 72%, chemo = 48%

MARIPOSA-2 OJ%48t3 Q9f MARIPOSA-2 S1’g Zu(PFS)

Summary of Adverse Events (AEs) Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by 52% and 56%, respectively

Chemotherapy Amivantamab- Amivantamab-Lazertinib-

(n=243) e R el * Median treatment = 10 b-Ct Py Ami b-Lazertini-
duration was |0nger for s vs Chemotherapy Chemotherapy® vs Chemotherapy
Treatment duration, 3.7 months 6.3 months 5.7 months ; © Median PFS: 6.3 vs 4 2 months Median PFS: 8.3 vs 4.2 months
i the amivantamab- e
medan (ange) aiad) (et SIY) containing arms vs £ HR, 048 HR, 0.44
No. of chemotherapy cycles, chemotherapy § (95% Cl, 0.36-0.64) (95% CI, 0.35-0.56)
median (range) [ B P<0.001 P<0.001
Carboplatin 4(1-5) 4 (1-4) 4(1-4) . Amlvantamgb-conlamlng g 50
arms had higher rates of °
Pemetrexed 6(1-23) 9(1-22) 7(1-25) grade 23 AEs and dose by !
" 9 1
Chemotherapy Amivantamab- Amivantamab-Lazertinib- modifications vs & 4 '
TEAE, n (%) (n=243) Chemotherapy (n=130) | Chemotherapy? (n=263) chemotherapy 2 H T Amivantamab-Lazertinib-Chemotherapy
i ’ 2 : i
Any AEs 221 (%) 130(100) 263 (100) * Highestin the 2 faosc} i
Grade 23 AEs 17 (48) %(72) 2%2 (%) amivantamab- § 2 ; i Amivantamab-Chemothsrapy
; lazertinib- % |
Serious AEs 49(20) 2(3) 137 (52) chematherapy am < | o
AEs leading to death 3(1) 3(2) 14(5) 0 r + T + T 1
: - * AEs leading to death 0 3 6 9 12 15 18
Any AE leading fo treatment: o o Months
Interruptions of any agent 81(33) 84 (65) 202 (77) ; P @ = 7 7 0 0
Reductions of any agent 37 15) 53 (41) 171 (65) * Discontinuations of al Gty 31 “ o e ¥ : :
o agents due to treatment-
iecotiiatoelofaYcelt o) 2(18) () related AEs was 2%, 8% Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 42 mo; P<0.001%) & HR, 0.38 (83 vs 42 mo; PO.0DTY g
Discontinuations of all agents 10 (4) 14 (11) 38(14) and 10% m:n"gress 3Amivaniamat-Ezerinic-chemoiherapy am ncludes l patents regardiess of te dosing regimen received. *Nominal P-vae: endouint nat pert of ierarchical nypoihess testing E
due to AE 2023 BICR, bindad indspendent cenral review; I, confidence iiorva; HR, hazard rai; PFS, progression-Fee sunvival E
Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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2-3) TagrissoQt2] CtFsH g8 22k2 HESH= ORCHARD 4%

Astrazenecae Tagrisso Ul’d 2Xt0f| CHO Tagrisso?| Lyor 8 QS X -80= ORCHARD 42 ZI%otid UL
10| of| TEH(MET, C797X, ALT, RET, BRAF §) Ct40| X| 2H|S1t -8 U4 X0t Qe
X3 Aol T2t Tagrisso LA FHO FH UL HIE £ 91

ORCHARD % gAfe!

ORCHARD: Phase |l study in patients with EGFRm NSCLC
following progression with 1L Osimertinib

Phase 2 study in patients with metastatic EGFRm NSCLC following progression with first-line osimertinib

Group A: Treatment based on resistance mechanism detected
Osimertinib + savolitinib*
+ gefitini

nmary endgpomnt:
Investigator-assessed
ORR

Secondary endpoints:
s{y/foterab

mab + etoposi :!:- platinum, followed by durvalumab

nib 4 calcpolamab deruxtecan
TS | reriment

Analysls of tumour

biopsy froem patients Group 8: Non-matched arm for patients without a resistance mechanism detected progression

with EGFRm NSCLC 1 (to be filled sequentially)

progression on Blomarker emetrexed + urbopbun + durvalumab
first-line osimertinib nonmatche Osimertinib + necitumumab'
Oroteragy ) Osimertinib + carbo/cisplatin + pemetrexed
Future treatments 1, 2, etc. Folicws
U
Growp © ~*  for osm
Obaervational groug e Hatients whow Optimed t10atment wreobers medic stion not avallabie wittin Grosp A or #
(e 8 spuamoun hslology, premence of a0 o Bicmarker for which s ot Curreatly avaiable in
ORCHARDY I
—l Screen fallures with baseline NGS resuls

mmj:angress

Xt2: ESMO Congress 2023, OtL5H
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2-3) Tagrisso WJollA 71 &2 YIS E 2R[6H= MET o]

MET amplification 0| = Tagrisso@| 1%}, 2xf AFg0|| TE UI’gollM 7Py £ HI52 XIX[(5~30% +&

MET ©40|0j| Chet CH-8 =k 34| 1) MET TKI(Tepotinib, Capmatinib, Savolitinib ), 2) MET 0| 5%H|(Amivantamab), 3) MET
ADC(Telisotuzumab Vedotin) 50| &, £0| 34|TH EGFR TKIQ| 8 Qo2 Tl

SAVANNA(Savolitinib, Osimertinib), OCHARD, INSIGHT2(Tepotinib, Osimertinib), MARIPOSA(Amivantamab, Lazertinib &

Tagrisso 12}, 221 218 2FOJM 52 YIS E 2}A[SH= MET $o| MET ©o|oj| CHEF CHFSH 2|2 212
Resistance mechanism to second-ine osimertinib Resistance mechanism to first-ine osimertinib Agents Targeting MET dysregulated Signaling in NSCLC
i ,’ i,:?‘;'[‘fy.w Schematic diagram of HGFIMET signal transduction pathway
v“_\' _i L |11 ,“ ,;mﬁ;“
[ e (70X 0ot EGFR Mot - ‘/ e HGF
B =L - 00 o Selective MET EGFRMET bispeciic
by~ P R | et -1t (2] mhlbltors( Ib antibody
o (0] Accrarmd apitcasont type )
/ \ l] | | - extraceblar domain + Tepotinib * Amivantamab
‘ Y — +  Capmatinib
amo 1Lt G (rCoiine haery / “ HERIw (

[ | % - 0 st e / Srm + Savoltinib
| ' it | e N ; + Glumelinib (SC-244) :

5 2] Ao AP st l — AP sos ¢-MET .+ Bozitinb (APL-101) Antl‘body-drug
{ | I— \ - tnnsmembrane domaln g conjugates
‘\ y,' gad 0 Ao oy e ientern , e DRAFVROOE % collmembrane — v E(I;zzozvantlmb (TPX- + Telisotuzumab vedolin
\ |- *‘,:;‘“ ) + REGN5093

e PR (5%) A\ —
\ (7] Ueatcown S ) '— R i1 -~ tyrosine kinase domain
‘\—vum ey i ¥ \
N TR A =y Y12)0/1234/12)8
s B Torwtemuncns (5000, 506 v\\ o Multikinase MET
o [T , \_‘:” N \\ \— Ef\)'i:: - '“h“mm
sl i | e \ \ M ity N e « Crizotinib (type la)
r.fm.‘v:: ,‘/,“ | L ‘\\\i_ E;:ﬂ Ras/Rat/MAPK Paxillin/FAX  STAT3/S PI3K/AKY/mTOR Cabonnwb(lypell)
Pobicpe [ Bty « Foretinb (type Il
Xt&: ESMO Congress 2023, OtLtG# Xt&: ESMO Congress 2023, OtLGH
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2-4) 4 3448 AeWstn Y= MET ADC - Teliso-V

AbbvieQ| Telisotuzumab Vedotin(Teliso-V)& c-MET BEX FX|%| MMAE toxin€ X 89t ADC
Teliso-V 14 &2t Z1t0j| A Tagrisso -8 = ORR 44%(11/25) &9l
Teliso-V &= Y% 24 LUMINOSITY FZF Z1}0f|A] EGFR wt, C-MET 1fgfd ZHXHoj|A ORR 52.2%(12/23) &0l

LS =R 18 X ANLE 80| X THE. Tagrisso B-8.0 2 Q1Af 3Af X100 9)-Q

C-MET &3 ADC Telisotuzumab Vedotin(Teliso-V) Teliso-V, Tagrisso & Y% At

Telisotuzumab Vedotin plus Osimertinib in EGFRm NSCLC

* Majority of patients’ tumors were shrinking
+ Substantial proportion of patients have reached ~ 6 months of treatment
+ PFS and DOR were not mature

c-Met-Targeted ADC: Telisotuzumab Vedotin (Teliso-V)

Best Percentage Change From Baseline In

Target Lesion | TelisoV TelisoV
: MedDRA 24.1 Preferred ‘u.ugm)' (19 u;m). ;:.;;
; . s Term . .
Teliso-V is an ADC ! e, | ot
} 2 I ] I l l l l | I | ‘ I ORR 44% (11’25, ‘;wp’:ma?n:s;y‘i::::‘h:'“ 73‘(%&)’ ‘::% }3:;’3)
+ Composed of ABT-700, a I ‘ e | P adons 2 | sa | 6@
humanized lgG1 that 1 ! sl - O
targets c-Met e -:-:1-:1:»:;:-:::::7:;:-:~:~:~:j:7: g:?:u :ﬁf; 5:1"7], :::::
n Duration of Treatment Dfzziness 119 3 4(16)
i A A Dyspnea 0 422 4(16)
+ Conjugated to cytotoxic — Py enbolon | i | e
H H thi | p— ® Blurred vision 1(14, 3(17) 416}
microtubule inhibitor MMAE = SO RO 0 | 3w | s | e
via a cleavable valine-citrulline = Pimsoaysoteben LA B+
/ B 4 t 1 — rious > n 2
ABT-700 I = et | 4| i |
. P Preumonia 114 1(6) 28
vird Puimonary embotism 0 2(1) 2(8)
DNGress 2 ’
o vt A 898 000 < ) Golaman ot ol ASCO 2022
Xt2: ESMO Congress 2023, OtLH5H Xt2: ESMO Congress 2023, 0tLt5H
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3) EGFR Exon20 insertion H|2MIZT|2}, oISt Unmet Needs

2023 ESMOO||M = EGFR Exon20 insertion YHO| H| AM|ZH|QF Q4 Bt Th S H

T 2
AN EGFR Exon20 ins (HO| H| AM|ZH|O| 11 X| 22 & Mg YYLY HE Ee HEUZAMN F& A
A

2X} X|2 2 & Amivantamab E+& Mobocertinib &-8%|Lt, Mobocertinib@ Q4 3% A2 AHF FHE|H medical unmet needs
7t o] 2 4y

Exonl9 Deletion, L858R B10]0f| B|&H |7} FA| Q2 Exon20 HO| ¢12| EGFR exon20 insertion $0| B|AMIZH|Y) 2|& 710|E2tQ

EGFR exon20ins vs cEGFR mutations in NSCLC ESMO 2023 clinical practice guidelines: Management of

EGFR exon20ins mutations in NSCLC!

Small vs non-small
cancer cell

Recommend sanger sequencing or NGS
for the detection of EGFR exon20ins
[ESCAT, |-B]*

r_169% increased risk of
progression or death on
TKI treatment with EGFR

exon20ins vs CEGFR?

TKls are generally associated
with worse outcomes in EGFR
exon20ins vs other mutations

across treatment lines®
Prevalence' 79 2 %

0 Hlstonc:'sllyJ
used option

Disease progression

/ withdrawal*

Amivantamab Mobocertinib
Median rwOS to EGFR TK? 265 162  months + FDA and EMA approved + FDA approved
Median wPFS to EGFR TKI? 105 29  months « [lll, B; MCBS 3; ESCAT I-B]*t | + [lll, C; ESCAT I-B]*1+
i
i K S el ot denpe B g
X}&: ESMO Congress 2023, OtLt+5H Xt&: ESMO Congress 2023, SHL52

Sousd x kotra
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3-1) EGFR Exon20 insertion H|2M|ZH|Q} 7HEt 515

EGFR Exon20 insertion H| AM|ZH|QF I}O| T2}l Q X} 2Kt M2 U8 MO Z JL| 1] /UL

Xt XS Qg o 2 TIoYo= QRN UYL Amivantamab, B3t B8 34 PAPILLON study, 0|2]0{|&= EGFR TKI
Sunvozertinib, Fumonertinib §O| X7| % TI%Yot1d Y&

2Kt XS Yy 2 2 &= EGFR TKIZF TF4 78, Fumonertinib, Sunvozertinib& H| &0 CLN-081, BLU-415 &

EGFR Exon20 ins HIAMEHQt 14} 2|8 mo|Z2ol EGFR Exon20 ins HIAMZHQt 22} 04 2|2 mo|Zafol
Targeted therapies entering the 1L setting for EGFR Novel 22L EGFR TKIs are emerging for EGFR exon20ins
exon20ins mutations in NSCLC mutations in NSCLC

1L targeted therapies .@
o) Novel EGFR TKis %
-/ Q)
D D D

|

Ongoing studies are

investigating the use Studies are investigati
? \ ‘ | : gating
R Mobocertinib 3GEGFRTKI m of targeted therapies Sunvozertinib? et 3GEGFRTKI s Phase 112 novel EGFR TKIs with greater
j in the 1L setting for ‘ selectivity for mutated EGFR, thus

sunvozertinb® M 3G EGFRTKI N prase 12 IR sparing WT EGFR 459 This may

S

mutations' g TN lead to more manageable
' safety profiles®7 810
§- ' / i b BLU-451¢ m 4GEGFRTKI jd Phase1/2 J
/ J @ J '_m-‘ .
Xt2: ESMO Congress 2023, OtLH5H Xk2: ESMO Congress 2023, SIS
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3-2) PAPILLON /4o 2 &9Ist Amivantamab, Chemotherapy 89| 2=

PAPILLON Q%4 EGFR Exon 20 insertion H| AM|ZH|QF 1X} X| & ZXIE YO 2 Tt U4 34, 1XF HZHX|E mPFS
Amivantamab ,chemo -8 2%12] 11.4m, chemo 6.7m Cjjd| O| & 20| T E Ot JE0|AM SASH Z1f 2l

—

Grade 30| B22H8 75%2 chemoQ] 54% UjH| £ 0L} Amivantamabl & QI X|8 FHL 7%2 =X| %L
Amivantamab, chemo -8 2%12| EGFR Exon 20 insertion H| AN ZH|QF 1X} X|8 BZ 2O 29| 7154 &0l

PAPILLON 2’4 Z2H(R1’3) PAPILLON % ZnH(2r21°9)
Amivantamab- Chemotherapy
. e . . Chemotherapy (n=151) (n=155)
Primary Endpoint: Progression-free Survival by BICR :
ry P g y Median treatment duration, months (range) 9.7 (0.1-26.9) 6.7 (0-25.3)
Amivantamab-chemotherapy reduced risk of progression or death by 60% No. of chemotherapy cycles, median (range)
i Carboplatin 4(1-4) 4 (1-5)
= 100 A : - Median PFS
g Median folow-tp: 14.9 monihs (@5% 1) Pemetrexed 13 (1-34) 10 (1-37)
E Amivantamab-Chemotherapy 11.4 mo (9.8-13.7)
"g- a0 4 Chemotherapy 6.7 mo (5.6-7.3) CEEr s e ct th ¥
9 | HR, 0.385 (95% Cl, 0.30-0.53); P<0.0001 _Treatment-emergent AEs, n (%) Chemotherapy (n=151) (n=155)
E, 60 1 Any AES 151 (100) 152 (98)
5 Grade =3 AEs 114 (75) 83 (54)
& w0 ! Serious AES 56 (37) 48 (31)
2 | AEs leading to death 7(5 4(3
$ | .
28 204 i E Any AE leading to treatment:
é , i Interruptions of any agent 104 (69) 56 (36)
e, . . . | . . Ehemalnerapy Related interruptions of amivantamab 63 (42) -
0 3 6 ] 12 15 18 A 24 Reductions of any agent 73 (48) 35 (23)
::;:‘r_”::m_ Months Related reductions of amivantamab 54 (36) -
Crematherapy 153 135 105 74 50 3 15 3 0 Discontinuations of any agent 36 (24) 16 (10)
Chemciherapy 185 13 4 41 14 4 2 1 0 - P . .
Related discontinuations of amivantamab 10(7) -
ongress  Consistent PFS benefit by investigator: 12.9 vs 6.9 mo (HR, 0.38; 95% Cl, 0.28-0.51; P<0.0001%) Discontinuations of all study agents due to AES 12 (8) 12 (8)
WM “Niominel Pyalus; endpeind not part of hisrarsnical hypothess esfing. BICR, bindsd ndependent cenbral review, G, confdencs inkeval, 1R, hezmed rsio; ma, manthy; FF3, progression-fee survivel.
Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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3-2) WU-KONG 1, 15 Q4}o 2 018t Sunvozertinib?| 243t Q1%

EGFR Exon20 insertion H| AM|ZH|QF 1X} X| & 4 Z1f L HEWU-KONG 1, 15)
S 1’d Zit FX| ORRL 78.6%, %% mPFS= 200mgst 10.2m, RP2D9! 300mgof|A{ = 12.4m

TR S40f| ZAH 2899 YA DF BY FH A L

WU-KONG 1, 15 4} ZaH(S14)

B Grade 3 0|4 X|2 L HIXIEQ WE CPK A% 17.5%, MAt 7% 5. 8% 24 3.5%, X|2 FT 7%

WU-KONG 1,15 2}, 4t Za(QH4)

Results - Efficacy

= With median follow-up of 10.8 months, the median DoRs were 9.2 months
and not reached for the 200 mg and 300 mg cohorts, respectively, with 50%
responders still ongoing in both cohorts.

* With median follow-up of 11.5 months, the estimated median PFS was 10.2
and 12.4 months for the 200 mg and 300 mg cohorts, respectively.

« By investigator assessment, all patients (100%) achieved tumor shrinkage at
the target lesions. The confirmed objective response rate (ORR) was 78.6%
for both dose cohorts.

« Tumor response was observed in a variety of EGFR exon20ins subtypes,
and patients with baseline brain metastasis (6/9, 66.7%).

b [[]% x[F]% % % x % s s sEExGE~ xEsEEs ¥ ~ %

0

e

e s s e 1%
EsE bbbz

Figure 1. Best Tumor Size Change of Target Lesions
Xt2: ESMO Congress 2023, Ot} 5H
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Patient Demographics and Baseline Characteristics

Table 1. Patient Demographics of Efficacy Analysis Set

Ct reristi 200 mg 300 mg Total
(N=19) (N=9) (N=28)
Median age, years (range) 67 (43, 84) 68 (43, 77) 67 (43, 84)
Female, n (%) 16 (84.2) 5 (55.6) 21 (75.0)
Race (White/Asian), n (%) 0 (0.0y19 (100.0) 1(11.1)/8 (88.9) 1(3.6)227 (96.4)
ECOG (0/1), n (%) 4 (21.1)15(78.9) 6 (66.7)/3 (33.3) 10 (35.7)/18 (64.3)
Baseline BM, n (%) 6 (31.6) 3(333) 9(32.1)

BAM: Brain Metastasis: ECOG: Eastem Cooperasive Oncology Group.
Data cut-off date (DCO): September 15, 2023

Results - Safety

« A total of 57 patients were included in the safety analysis (200 mg, n = 26;
300 mg, n=31).

» Similar to previous reports®?, the most common 2= Grade 3 drug-related
treatment emergent adverse events (TEAEs) included blood creatine
phosphokinase increased (17.5%), diarrhea (7%), lipase increased (5.3%),
anemia (5.3%), QT prolongation (3.5%) and amylase increased (3.5%),
which were clinical manageable and reversible.

* There were 2 patients (3.5%) and 4 patients (7%) had dose reduction and
discontinuation due to drug-related TEAEs, respectively.

Xt&: ESMO Congress 2023, 0lLt5H
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I 4. KRAS 2{8HA, BMS Mirati 9142 CrA| &OFR[= 2]

KRAS Z{sli2ll, BMSQ] Mirati Q1452 CIA| £OIAl= 24

KRAS 0| = THHEIO| X|QF 21X 2 THEXNQI ‘undruggable’ EfZI0 2 LadX QAR OLt AmgenQ| Lumakras, Mirati®| KrazatiZ|
KRAS G12C EHO|0f| FDA 7t& 6918 &S0t 0[0], TF40] KRAS G12C X{OHX|QF G12D MUK, Pan-KRAS X{O[X|7t 7HE| 1 Q1S

LumakrasQ| 214 34 Z1to]| Cligt FDAS| HHX O|AH 0| ¥ BMS?| MiratiE 582 E2{0]| 01 40H= § AT &0fX| 1 92
ZH ESMOO||M & 1) KRAS G12C X{0liX|0] -8 £01, 2) pan—-KRAS X{oliA|, 3) KRAS G12D XO{X| Q14 ZutE0| Wi

KRAS o[ /¥ BRI KRAS 2{8}{2]| 7H 1%t

Drugging KRAS Examples of KRAS and Pan-RAS Inhibitors
ong o e o e e |

Sotorasib G12C Approved ASP3082 G120 Phase Il
Adagrasib G12C Approved HRS-4642 G120 Phase Il
'J & “ T } ,@ 6 JAB-21822 (Glecirasib) 612¢ Phase Il MRTX-A133  G12D Phase Il
[ | [ |[rn 0| [(exceec GDC-6036 (Divarasib) 612¢ Phase Il RMC-6236  Multi-RAS (ON) Phase Il
6120 264%) oroo || (oo | o[ s [ oo | o | o] we 1004 otac Phass Ul RMC6291  RASG12C(ON) Phase
§ GV <) 12500 (5 [ 1824 (28.2%) (59" 62 00O 108 . ; it
2 oy il Wil lisis O I YL-15293 612¢ Phase Ul JAB-23400 Multi-RAS (ON/OFF) Preclinical
i S | i e > B-2852 Multi-RAS (Switch U1l Preclinical
driven g G12e . 18,668 I:mu 80(1.1%) 190(0. B 02% MK-1084 G12C Phase Il pocket i)
3 ol vl (fpreony| wesy LY3537962 612 Phase Il
2 AP 9163 (07 80 )| [l 2848 12
cancer 1 M I l ' e I ; JNJ-74699157 G12C Phase /Il
ﬁ‘ GI2R il w0 (2002 0(0.0 000
€ am B o] [|aon| avon| | e oy Nk D-1553 G612C Phase Ul
Multiple I (] | 1,441 1.0 | 1195 21%) 48(02 510.9% Bl 1823911 G12C Phase Il
Sl2iln) 1030 50 1030 50 103050 1030 5 10 3 5 1030 5 103 5 10 % 8 D38-001 G12C Phase Ul
Estimatod now diagnoses/patents por year in the United States (1,000) 1BI351 (GFH925) 6120 Phase lll
HBI-2438 G12C Phase Il
X[&: ESMO Congress 2023, OfL45H X}2: ESMO Congress 2023, LS
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1) KRAS Z{oli2]]| & £0] (1) HAYAUZ A Y8 £0{9] 75792 BoIZE KRYSTAL-7

KRAS G12C SEHHO| H| AM|ZH|IQ 1X| X| 22 Krazati(Adagrasib), Keytruda 8§ Q% U 274 KRYSTAL-7 Zit & &
PD-L1 TPS=50% Cohort(n=51)g0%|A ORR 63%, DCR 84% &9l KEYNOTE-0420{|M YrE S Keytruda == ORR 39% Oi{H| £
Crade 3 Oy B LA HXZL 5%. X|2of UTTH 2F LR 10% 0[N &4, X|g& FHL2Z O|AX[X| &

PD-L1 TPS=50% KRAS G12C SHHO| H| AM|ZH|QF 1X} X| 2 2 Krazati(Adagrasib), Keytruda -8 Q% U4 3% XI5y

KRYSTAL-7 4 ZIH(QH4) KRYSTAL-7 Q4 ZBHQH)
KRYSTALT: Adagrasib + Pembroizumat in 1L AdvancediMetastafic KRAST2E NSCLE Treatm en t- Rel ated Ad verse E ven ts
ORR and Best Tumor Change from Baseline in Patients
Wi t h P D_ L1 T P S 2 50 0/0 Most Frequent TRAES® % Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148)
_ Any grade Grade 1 Grade 2 Grade 3 Grade 4
® Nausea 5 28 20 3 0
£ Diarthea 4 3 7 3 0
3 AlTincrease 3 15 13 9 1
E ASTincrease 2 10 8 13 1
‘; ____________________ 1 - Vomiting 2 17 11 1 0
E 40 Fatigue 26 12 10 4 0
‘; Decreased appetite 24 14 9 1 0
= Lipase increased 24 3 9 10 1
E B Comglete Responss®
8 7 e e = There were two Grade 5 TRAEs, one each of pneumonitis and pneumonia
Stakle Disease
0 B Progressive Disesse * Immune-related TRAFs® of any grade occurred in 18% of patients (26/148) and grade 23 occurred in 5% (8/148)

Evaluable Patients
* TRAEs led to adagrasib dose reduction in 46% of patients (68/148) and temporary dose interruption in 5% of patients (88/148)
= Confimmed ORR was 63% (32/51; 95% CI, 48-76) and DCR was 84% (43/51; 9% CI, 71-93) ! )
* TRAEs led to permanent discontinuation of adagrasib only in 6% of patients (3/148) and pembrolizumab only in 11% of patients

. ; : ~ - G50 .
Of those patients who experienced any grade hepatotoxicity, ORR was 70% (14/20; 95% CI, 46-88) (16/448): 4% of patients (6/148) discontinued both drugs due to TRAEs
WNHDHI WESTGeiDr B2 same N {251 madied full anaiyis set]. Weierfall pict echides res palen withiat postbaseing meezirement end ot pedert wihout confrmal IM 3CEN (efy ane assezsment of PR on dey 26, but minimum duriios reqairement for 80
It 42 daye) m-m-cr s CF. ifnourt~4 0% crange om bassing dus 10 lymiph node 2= darpet lesion, “nciudes AST nreese, ALT nosasy, W ey s D Aeton 3 o npatents it FO-L1 TPR 250% "Rty grade TRAES nocurming in 220% of patients. Yincludes all TRAES of colts, hepatits, adrenal insusiciency, hypophysis, typothyroigism, yperthyroigism, type 1 dabetes melitus, nephriis, Sievens-Jomson syndrome, toxic epidemal necroiysis, and preumonts
knmb‘w N3, Median folow-up 10.1 monthe Data a5 of 19 June 2023, Madian ilow-Up 8.7 menins
Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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1) KRAS 2{5}i2| & £0f (2) Keytruda 222 70%CH ORRE 213t MK-1084

MK-1084, Keytruda $-81f MK-1084 THS CHX Q4f 14f 21t &HE. 1A} YIIX| B OHHAg, 24t K| B Q1%
MK-1084, Keytruda %-§ ORR 71%.0.2 MK-1084 THS ORR 22% CfiH| &2

Crade 3 0|y X| & & 0|4 gh& Bl == MK-1084 ©5 9%, MK-1084, Keytruda 8 42%

MK-1084, Keytruda 52 Q4 14 QF4g Zat

MK-1084, Keytruda g8 Y4 14 91/g dut

Arm 1 Arm 2
MK-1084 Monotherapy MK-1084 + Pembrolizumab

MK-1084 all doses MK-1084 all doses
(n=54) (n=24)
Adverse events, n (%) Allgrades  Grade 3-4*  Allgrades  Grade 3-42
Patients with 21 treatment-related AE 31 (57) 5(9) 19 (79) 10 (42)

Increased ALT® 8 (15) 2(4) 10 (42) 3(13)
Increased AST® 9(17) 2(4) 8(33) 2(8
Diarrhea 7(13) 12 4(17) 0
Pruritus 4(7) 0 7(29) 1(1)
Fatigue 7(13) 0 3(13 0
Nausea 9(17) 0 1(4) 0
Anemia 4(7) 1(2) 1(4) 1(4)
Increased blood ALP 2(4) 0 3(13) 0
Vomiting 5(09) 0 0 0
Rash 12 0 3(13) 1(1)
Arthralgia 3(6) 0 1) 0
Decreased appetite 12 0 2(8) 0
Papular rash 12 0 2(8 1(1)
Alopecia 3(6) 0 0 0
Dry skin 3(6) 0 0 0
Pyrexia 0 0 28 0
Hypocalcemia 0 0 2(8) 0
Hypothyroidism 0 0 28 0
Maculopapular rash 0 0 28 0

Xt&: ESMO Congress 2023, OtL5H
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MO aldoses ol perdy lperdyy  WKAOBAallcoses ot prcly el per oy
N4 h3) 1) =2 1) =4

ORR (H5%C). 2(0%) o3 fo5-40) 11 -89 T -89 N4
Bestovrelreponse n (4
(R 0 0 0 0 0 0
B ney ) ol i) o] 60
9 ) 50 e M 0] ]
i) ) i) 0 [ 0 0
3 i ] | 1] 0 M)
N 0 0 0 ] ! !
Te orespanse monbs
N 0 1809 0 1400 1608 1109 {40
Nt e 1414) 14142 149 141242 ) TIEE)
CR, compiteresponse, NA, ot avaiable NE, net eveluabe PR, ptel response S0 stabl diesse 3l 30, 203 are incuded

11 effcacy-valiale patets wih NSCLC,

Detabase cutff dte August4

ihodfor bomal daa XY e
et per RECKT vrsn 11 wihconfmation e paropants v a0 25 of datzbase uloft
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2) pan-KRASQ] 7Is%J - RMC-6236, XEBTH YOlHA|DH 7154 =2 4t Zat wa

RMC-6236L 7| & IOo| 2ol & E/gTte 4JEHQ| RAS HHHAIS EFHITHE First in class pan-RAS(on) XOiX|2 G12C, G12D
T KRAS @51 HHo|of|aF M 8 JHs0t CfE mo|xafolar |, WL Ho| G12 HHO|(G12X)0]| ZH88 4= QUCH= Ho|M F£5
= ESMOO||M 2% 17 EGI0|E Zat YrH . KRAS G12X HHO| H| A M| EH|2H(NSCLC) ZtX10jjA ORR 38%(15/40), FI%H2H(PDAC)
X1l A1 ORR 20%(9/46) =01, LiCFg L& CtA TOE|, TPy Oot SAF8 0 YiXi(81%)il 11H(46%). =0 THE £0 FHL 1%
H}O| 20} QI KRAS VAF(Variant Allele Frequency) ZhA ZOI(T|2F 80%, H|IHR 92% Xl 50% O] 4 ZA)

RMC-6236, 2|29] pan-RAS(on) A{8H| RMC-6236 HIAMZH2t 9114 ZAHORR)

RMC-6236 is a First-in-Class, RASMULTI(ON) Inhibitor KRASS'2X NSCLC: Best Response
Evaluable for Efficacy (N = 40)?

Best overall response, n (%)

3
=3

* RMC-6236 is a novel, oral, AMC.6236 i - ‘jg(;“n‘fn“(fn - ;ﬁgf’;g‘o” W er 10)
non-covalent RASMULTI(ON) Biongeo Wiomar R 14(35)
inhibitor that is selective for the \’ RAS(ON) RAS(ON) 504 + ontowme 20 s ((:;)
active, GTP-bound or ON state of NE® 1)
both mutant and wild-type variants °Rc':n';r(,;/°e’d " 151‘238’
of the canonical RAS isoforms - 01 :t(:;)(cmwsn). e

* Preclinical studies have *Unconfirmed PR per RECIST 1.1,

"Patients who received first dose of
RMC-6236 at least 8 weeks prior
lo data extract date.

One subject withdrew from study
without post-baseline scans.

<
S

demonstrated deep and sustained
regressions across multiple o~
RASMUT tumor types, particularly el

it
3

4 Steric
+Occlusion

Best % Change from Baseline in Target Lesion

PDAC and NSCLC harboring bt
G12X i Cyclophilin A inary Compl Non-covalent
KRAS mutations 1HOR Slnary Complex Inhibitory Tri-Complex SDAVVDVADVDVADDVVDVDSDODVDDVDVVDDVDVVDVYYV KRASGI2Mutation
5658186611195 666116 6186131219126 6 6 451813 5 26 6 27 1127 1217122713  Week of Most Recent scan
KRASS' defined as mutation at codon_ 12 which encodes glycine (G)tonherg X=AD,RSorV. CR, complete response; DCR, disease control rate; NE, not evaluable; ORR, objective response rate; PD, progressive disease;
CYPA, cyclophilin A; GTP, guanosine triphosphate; KRAS, Kirsten rat sarcoma viral oncogene homolog; Mut, mutant; — ongress PR, partial response; RECIST, Response Evaluation Cmena in Solid Tumors; SD, stable disease.
NSCLC, non-small cell lung cancer; PDAC, pancreatic ductal adenocarcinoma; RAF, rapidly accelerated fibrosarcoma; RAS, rat sarcoma; M Kathryn C. Arbour, MD Content o this presentation . e author. Permission is required for re-use
RBD, RAS-binding domain, Data Extracted 12 Oct 2023, 7
Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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3) KRAS G120 2{sHAiI2] )’y Adte YHE|D /Tt = Y20I2] HRS-4642 17

ESMO 20230||M 5= 4 PFOIH|2FQ] KRAS G12D XMOX| HRS-46422] U4 14 T2 21} &E
HIAMZHQ, CHYR, YR, A & &XF 187 e, | AM|ZEH| 1590j[A PR QI 119 SD. 33.3%(6/18)0{|A Grade3 O|%
O] TRAE &QI 8 £ FHE Q4livr 0|4 grg &0l
ORI DX £7| YU ZUE 2 1/g0| JA| OIE|X| = G2, F£T AU £5, FF0|9| HRS-4642 2|0f| = Mirati®] MRTX-1133,
Revolution Medicine] RMC-98057} KRAS G12D 0| X{oliX|=2 7dtc] 1 Q1 &

HRS-4642 )4 AaH([H%Y) HRS-4642 % ZH(QH2’g)

Tumor response Safety summary

All tumors (n=18) NSCLC (n=10) = No dose dependent trend observed in the incidence of AEs. TRAEs occurring in >2 patients}
BoR 1 PR, 11 8D, 2 non-CR/non-PD 1PR, 78D, 1 non-CR/non-PD Al patients Hypercholesterolaemia - NN 500
DCR 77.8% (14/18) 90.0% (9/10) (n=18) Infusion related reaction ~ | -+ ¢
Patient with target Proteinuria N : o
. ) 53.8% (7113 62.5% (5/8
lesion shrinkage* 4(T13) b (5/6) Any AE, n (%) 18 (100%) Angemia - 9
i s
50 m15mg Hypertriglyceridaemia 389
& CRC m50mg Grade 23 9(50.0%) Lipase increased N 333
5 40 [ ;gg mg Hypoalbuminaemia — NN 27 8
oy NSCLC  300mg Any TRAE, n (%) 18 (100%) Hyperglycaemia - NN 222
@
e ALT increased NN 222
s 2 Grade 23 6(33.3%)"
IS CRC Platelet count decreased —|INNNN 222
T PDAC _ .
3 I . NSCLC \ocie Leading to dose reduction 0 Hypercalcaemia N 157
5o - scie Hypocalcaemia NN 167
o
€ o NSCLC NsoLct l Leading to dose interruption 8 (44.4%) Pyrexia N 167
- CRC  (cpre Asthenia ~JIN 15 7
g’ 20 NSCLC NSCLC Leading to treatment discontinuation 0 Neutrophil count decreased N 157 ——
£
2 ! WBC decreased - JINN 167 G’ d“ 3
2 » Leading to death 0 AST increased - 167 B Grade 1-
|
50 Serious 1(5.6%)t 0 20 40 60
NSCLC Incidence rate (%)
ONEresS  Data cutoff: Aug4, 2023. Dat hown for 13 patients with baseline target | d had at least -basel i ONgress
BT e e o e e ey s RIS e st ot 2 et L g s AST A T g 5 b, AL, s s
PR, patial response; S, stable disease. AST, aspartate ; TRAE, adverse event; WBC, white blood cell
X[&: ESMO Congress 2023, OfL45H X}2: ESMO Congress 2023, LS
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1)

Crjo| YEE Q8HYP /2 ATHO| MARIPOSA U4 At
MARIPOSA-2, Chemotherapy tHH| SH%J 71 &2l

5t0|2}Z 9] Belvarafenib, Cobimetinib 82 4} 1b% At Y E

B 2L%0| VRNO7(ORIC-114) Y% 1b%, 22 AIRAMIR Q] 715/ &2l
oflojH|¥HLo|2] ABL111 Y% 1% A, Claudinl8.2 EtZ0|M 7H5’g 2!
2]0F0]0] L HIO1A9] GI-101 QA 1/24F 27+ AT} wE

22M0| Anbal-cel(CD19 CAR-T) Y4} 24} @ E

HIEZE Vactosertib, Keytruda & 4% 1b/2a%}, 300mg £z A} 2|2 74
A2l Pexa-vac, Libtayo € Y4 1b/2a% At U

10) E|2H[0|29] HYFY| TU2218 Y4 laty AN U
11) R2AHEO| Q901 Y4 1/2% TIAIQI ZAE YUH
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1) ECjo| YR E QY /QAAEIO| MARIPOSA Q% Zat

1XE X[ EQ! mPFS -8 23.7m, Tagrisso X 16.6m=Z SAH X .0 2 Qo0 2442 &QI(HR 0.7, p<0.001)
2Kt X| B2 mOSoj|& 0| =Y. F0{F1f T 222 Hazerd Ratioe 0.8, p=0.112 41H 32|’ & Otx] HQIZ|X| F&

-1 /|

Lazertinib S0 mPFS= 18.5m& Tagrisso HS29| 16.6m Cid| 274¥ 1% =2, OfX|QF 02 00|t Ax O

Q4 ZHO|AM = Tagrisso S Cfjd] AT IHM FIHE 20|

MARIPOSA PFS ZAx} MARIPOSA OS A}
Lazertinib Monotherapy Demonstrates Meaningful Clinical Activity Interim Overall Survival
Early survival data show a trend favoring amivantamab + lazertinib vs osimertinib
100 ~ Median PFS 100 -
_ Median follow-up: 22.0 months (35% CI)
R Amivantamab + Lazertinib 23.7 mo (19.1-27.7) —_
o Osimertinib 16.6 mo (14.8-18.5) 5
§ 04 185mo (14.8-20.1) > 80
T £
g E T mmm o, Amivantamab + Lazertinib
g 60 4 3 80 - Osimertinib
& o
g 5
] ' -]
2 40 Amivantamab + Lazertinib £ 4
0 Lazertinib 3
o ]
£ Osimertinib T
3 2 Median follow-up: 22.0 months
2 204 B 20
c o
2 HR, 0.80 (95% CI, 0.61-1.05); P=0.112
I
¢ 0 T T T T T T T T T T 1 0 r r T r r . r r ' '
o 3 & 9 12 15 18 2 24 A 3N B 0 3 6 9 12 15 18 21 4 27 30 3B
No. at sk Months Months
Amivantamab + Lazettnb 420 391 357 332 21 4 1% 106 60 3 8 0 No. at risk
Osimerinb 428 404 358 325 266 205 160 % 8 =z 10 0 Amivantamab + Lazertinib 420 403 389 382 374 B0 203 201 12 58 14 0
26 w0 o 157 13 103 L M 19 8 2 0 ) Osimertinlb 420 416 409 395 372 349 280 186 110 54 13 0
XtE: ESMO Congress 2023, OtLtE# Xt&: ESMO Congress 2023, OtLH5H
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1-1) GIst Q1A JHM, CHOF LopY e &

Ut O A 7HMO||E S0, BTl H-H 0 o
grade 3 0|4 O]’y HIg-L Lazertinib, Amivantamab 80N 75%, Tagrisso TS0 M 43%. A 20t O] HE-g 49% vs 33%
O] ur-5of| o|ot k= FH H[E EIt 35% vs 14%Z2 HE £H0| HXO| &2
HR LA F7I0F E THE 0|4 ¥h§-2 VTE(Venous Thromboembolism, HWME T F). H-8 22| 37%00M B4 (vs 9%)
MARIPOSA of’g ¥+3 29 MARIPOSA O]4¢tg T 2ujl

Summary of Adverse Events (AEs)

* Median treatment duration was 18.5 mo for amivantamab + lazertinib and 18.0 mo for osimertinib

Most common TEAEs (220%)
by preferred term, n (%)

Safety Profile

*  Safety profile of amivantamab +

Related to EGFR Paronychia
infibiton Rash lazertinib was consistent with prior
Amivantamab + Osimertinib Diarhea reports, mostly grades 1-2

0, = = .

TEAE, n (%) Lazertinib (n=421) (n=428) Dermatts xcnelfu.rm +  EGFR- and MET-related AEs were
Any AE 421(100) 425(99) S“;m"::s higher for amivantamab + lazertinib
Grade 23 AEs 316 (75) 183 (43) P —— Hm,m gcc?;;iﬂ;hlsa which was higher
Serious AEs 205 (49) 143(33) inhtilon Ppheral sdama
AEs leading to death (8) 31(7) \ Other e * Incidence of grade 4-5 AEs was

ALT increased low and comparable between arms
Any AE leading to treatment: Constipation - )

) AT ereased * Rates of ILD/pneumonitis remained
Interruptions of any agent 350 (83) 165 (39) o low, at ~3% for both arms
Reductions of any agent 249 (59) 23(5) Decreased appelie
Discontinuations of any agent 147 (35) 58 (14) Anemia

Nausea B Amivantamab + Lazertinib: grade 1-2
. B Amivantamab + Lazertinib: grade 23
Hypocaloemia B Osimerinib: grade 1.2
Treatment-related AEs leading to discontinuations of all agents occurred in 10% of patients treated Coup . _ Mosmenn g
with amivantamab + lazertinib and 3% with osimertinib 100% 50% 0% 50% 100%
X}2: ESMO Congress 2023, OtL5H Xt2: ESMO Congress 2023, Of

Sousd x kotra
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1-2) 12t Y8 0|¥0o| 22 SMoj| LSt 2gI

F CI2 0012 1k 6 82 ALRUICIN O|Y X2 SMO| ZO|E 4 QICH= X

1X}2 Tagrisso 58 &-88 FL 0|Z chemotherapy(Carboplatin, Pemetrexed), Amivantamab, Lazertinib 58,
Amivantamab, chemotherapy 8 T2 SM8& &8 £ U8

1Xt2 Amivantamab, Lazertinib 8§82 AFEOHLHH TS X140{= chemotherapy £07t 7t5e A

EGFR HIAMIZHIQ} 12} 2|20]| W2 22}, 34t 2|8 M

First-line Treatment Options for EGFRm NSCLC

L 2L
FLAURA
Osimertinib Carbo/Pem AmilLazer* QOral (daily)
(mPFS 18.9 mo) (mPFS 4255 mo) (nPFS 6 tmo Rash, Diarrhea, Paronychia- mainly mild

FLAURA2
Intravenous (every 2 weeks)
Paronychia, rash, IRR, VTE
AE's likely to continue through first-line treatment

> Intravenous (every 3 weeks)
Amivantamab + Lazertinib Hematologic toxicities, nausea
(MPFS 23.7 mo; HR 0.70 vs. osi) Lt i, AE'’s greatest during first 3 months?
TIME

Osimertinib + Carbo/Pem AmilLazer*
(mPFS 25.5 mo; HR 0.62 vs. osi) FFSS o)

MARIPOSA

X}2: ESMO Congress 2023, OtL5H
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1-3) Lazertinib, Amivantamab & 2%9| Y Ygf - MET+ &2HR0]| 213

Tagrisso TS Cil| 2HAI0H A7 S 71X)7] o §Rt2e 0l B .

Lazertinib, Amivantamab 8 Q89| HML S H/dit c-MET FHIE Ot c-MET HH0| f11f QFHQ =0 ZXt o|T X|8
=M

CHRYSALIS-29| Cohort DOJIA &X|Z MET+ 2Xt0j|A 2UTE B} LOI(ORR 61% Vs 14%, MPFS 12.2m vs 4.2m)%t Hf U

MO

UoHg0| =1 (F L &X}), c-MET HHO|E FHITH 0| T I} FX| grQ BHX £ Tagrisso =0 %] CfjH| SAIor HH S JFE £ QUL
CHRYSALIS-2 Cohort D: MET $o|oj| It2 Q114 xo| &Ql

CHRYSALIS-2 Cohort D: Efficacy based on biomarker

* Among 101 evaluable patients, 77 had sufficient tissue for MET IHC (training (n=50) and validation set (n=27))
« MET 3+ staining on 225% of tumor cells was identified as predictive of response

* Atotal of 28 of 77 (36%) patients had MET 3+

» MET amplification was detected by NGS of ctDNA in 1 patient

* Baseline NGS of ctDNA does not predict response to Amivantamab plus lazertinib

MET=
ORR=GI% (17/28)

H
30%
RR (85% CI, 21-40) g % 3
ORR 61% 14% X
Median 10.8 months {95% C1, 41-79) | (05% CI, 6-27) 3
DOR (5% C1. 5.5-NE) Median 10.8montns | 6.8 months
69% DOR (5% C1, 29-NE) J95% CI, 19-NE)
usvs CI, 56-78
WS O ! s 86% 61%
5.7 months (95% C1, 67-96) |(95% C1, 48-75)
Medisi Pr's {95% C1, 4 0-8.2) B
Median PEYl 122 months 4.2 months i
A 5% C1L80-NE) 5% CIL 28-64 ;
Median OS Not estimable : : aticial.
ERESMD
>0

XtZ: ESMO Congress 2023, OfLHSH
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2) MARIPOSA-2, Chemotherapy CHY| Q1% 7HM &9l

MARIPOSA-2& Tagrisso U’d H| AM| ZH|Q UXISE U L2 Ut Amivantamab, Lazertinib, Chemotherapy -8 3%
Amivantamab, chemo 82 mPFS& 6.3m, chemo?] mPFS& 4.2m(HR 0.48, p<0.001)

Amivantamab, Lazertinib, Chemo 4% 8872 mPFS& 8.3m(HR 0.44, p<0.001)& FAHXM OS2 89|0A| Chemo thH| S 1HE
ik

MARIPOSA-2 PFS MARIPOSA-2 OS

Primary Endpoint: Progression-free Survival by BICR

At a median follow-up of 8.7 months, amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy
reduced the risk of progression or death by 52% and 56%, respectively

Early Interim Overall Survival®

At time of data cutoff, the median follow-up for the study was 8.7 months

_ 1004 ¢ Lazertinib
* vsC Py c py vs C
g Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
2 100 100 4
T80 HR, 0.48 HR, 0.44 = = »
] (95% CI, 0.36-0.64) (95% Cl, 0.35-0.56) £ g Lazertinib-Cl
o P<0.001 P=0.001 2 Amivantamab-Chemotherapy 2 w7
- H £ 2
g g g g o
= 0 o
a e e
2 o 4 o 0
8 404 2 2
Q Lazertinib-C 2 2
§ ) 2w
H 5 HR, 0.77 5 HR, 0.96
] ] 5 (95%C1, 0.49-121) Chemotheraj 5 (85% CI, 067-1.35) Chemothera
e Amivantamab-Chemotherapy s, — e = — |
E 0 3 6 9 12 15 18 2 0 3 6 9 12 15 1B 2
Months Months
0 T No.at sk No.atisk
0 3 6 9 12 15 18 Anivananab Chemcheragy 131 1 ] El % 1 0 AmivantanabLazsriab Chemoterapy 23 41 m 101 ] 1 3 0
Months t % m 18 3 » ] 0 f % - 158 8 k] 8 0 0

;:; ‘2 1‘; i; ; : S Includes all randomized patients regardless of dosing regimen received

\erapy 263 135 49 17 8 0 0 + Median follow-up for the modified amivantamab-lazertinib-
chemotherapy regimen was 5.4 months
Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001%) & HR, 0.38 (8.3 vs 4.2 mo; P<0.001%)
Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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2-1) MARIPOSA-2, HA| SHAIYE AW/, Lazertinib P-&ofl TS of

>
et

=/

OHAIE L U2HY. grade 3 0|4 O] HE8-& Amivantamab, Lazertinib, Chemo 8 92%, Amivantmab, chemo 8= 72%,
chemo =t 48% 2 F& AU=0| =0E+5 0|y gts0| & 570t B&

Amivantamab, Chemo -8 2%10]| Lazertinib& F£710t= Z12| O|M & ¥ Intracranial PFS ZHO||A| Lazertinib& ZEtot 4| &

=1t Amivantamab, Chemo 82| X[0|7} glol, O] Jits Blee 57t

MARIPOSA-2 OJ4}8t2 Qof

MARIPOSA-2 intracranial PFS

Summary of Adverse Events (AEs)

Chemotherapy

(n=243)

Amivantamab-
Chemotherapy (n=130)

Amivantamab-Lazertinib-
Chemotherapy? (n=263)

Median treatment
duration was longer for

Tre:.tmenl duration, 3.7 months 6.3 months 5.7 months the amivantamab-
median (range) (0-15.9) (0-147) (0.1-18.6) containing arms vs
No. of chemotherapy cycles, chemotherapy
median (range)
Carboplatin 4(1-5) 4(14) 4(14) . Amlvantamgb-conlammg
arms had higher rates of
Pemetrexed 6 (1-23) 9(1-22) 7(1-25) grade 23 AEs and dose
Chemotherapy Amivantamab- Amivantamab-Lazertinib- modifications vs
TEAE, n (%) (n=243) Chemotherapy (n=130) | Chemotherapy? (n=263) chemotherapy
Any AEs 207(%3) 130 (100) 263 (100) * Highestin the
Grade 23 AEs 117 (48) 9% (72) 242(92) amivantamab-
- lazertinib-
Serious AEs 49(20) 2(3) 137 (52) chemotherapy arm
AEs leading to death 3(1) 3(2) 14 (5) .
Any AE leading fo treatment: ABs keading t decth
were low
Interruptions of any agent 81(33) 84 (65) 202 (77)
Reductions of any agent 37 15) 53 (41) 171 (65) * Discontinuations of all
e agents due to treatment-
Discontinuations of any agent 9(4) 24(18) 90 (34) related AEs was 2%, 8%,
Discontinuations of all agents 10 (4) 14 (11) 38 (14) and 10%

due to AE

XtZ: ESMO Congress 2023, OfLHSH

Sousd x kotra

Intracranial Progression-free Survival by BICR

Amivantamab-chemotherapy and amivantamab-lazertinib-chemotherapy

reduced the risk of intracranial progression or death by 45% and 42%, respectively

100 4

Patients who are progression-free (%)

.

Lazertinib-

vs C Py c py* vs Cl
Median icPFS: 12.5 vs 8.3 months Median icPFS: 12.8 vs 8.3 months
HR, 0.55 HR, 0.58
(95% Cl, 0.38-0.79) (95% CI, 0.44-0.78)
P=0.001° P<0.001®

Amivantamab-Chemotherapy

Lazertinib-C

No. at risk
Amivantamab-Chemotherapy 131 103
Amivaniamab-Lazortinib-Chomotherapy 263 211
Chemotherap 23 167

Xt&: ESMO Congress 2023, OH

g

Months

@
7
3
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3) $H0|2fZ 9] Belvarafenib, Cobimetinib £ 4} 1b%} 2t YUR

SUHO| TAF | AMZHQF, FTR, U /X 239 Ul pan-RAF X{0[{X| Belvarafenib, MEK X{0}iX{| Cobimetinib 88 &1

BRAF fusion/indel tX72(SC-A, ZAH

% 105, | AN THQF 37, CHROF 19, HIHRF 199)2] S-8/d Zil ORR 66.7%, DCR 93.3%,

mDOR 12,0m, mPFS 13.7m 29I

FA§LZ QP X| & FH 9%, BRAF fusion X[t HA| X2t QP g Xfo] UEUX| &&

Belvarafenib, Cobimetinib g2 4 1b%} 8179 Za}t

Belvarafenib, Cobimetinib -2 4 1b% Q214 At

SC-A:
BRAF fusion/indel
(N=15)
ORR, n (%) 10 (66.7)
cPR, n (%) 10 (66.7)
SD, n (%) 4 (26.7)
PD, n (%) 1(6.7)
NE, n (%) 0
DCR*, n (%) 14 (93.3)
mDOR (month) 12.0
mPFS (month) 13.7

"DCR: CR+PR+3D

Xt&: ESMO Congress 2023, OtL5H
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SC-B:

BRAF Point mutation

(N=8)
0
0
4 (50.0)
4 (50.0)
0
4 (50.0)
NA
2.1

Safety Profile

Treatment Emergent AE (210%) vs.

Treatment Related AE

Dermatitis acneiform -
Rash

Diarrhoea

CPK increased
Constipation -
Decreased appetite -
Anaemia -

Pyrexia -

Pruritus

Fatigue |-

Stomatitis -
Nausea

AST increased -
Headache |-
Dyspepsia |-

- Al
. >Gr3

100 80 60 40 20 o

T T T T
20 40 60 80 100

Subject percentage (%, N=133)

* 9% of all patient discontinued the study due to AE
« BRAF fusion subjects exhibited similar safety profile as all subjects

Xt&: ESMO Congress 2023, OfL5H
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4) 22:-0| VRNO7(ORIC-114) Y’ 1b%}, 22t 2ZHI20| 7Hs/d Q!

2023 ESMOO]|AM ORIC-114 EGFR/HER2 Exon 20 insertion H| AM|ZH|QF A4 1o F2F 2 YH. 1~671 X|2E B2 &Xt Y

7] Z90]| Amivantamab, Chemoo]| = Xjj&¢ot

75%(2/3)

0| XA x| X2 CR(complete Response) A

|. RP2D(75mg QD) ORR

Grade 3 O]’y X| & L&A EZE 19%, X2 FH 4%, 8T &L 16%. EGFR Exon20 H| AM|ZZH|QF 2X} X| 2 X| 22| TH5/d &0l

VRNO7(ORIC-114) Y4} 14} 9114 ZAn}

X2USH H2} Case

[

ORIC-114 ANTITUMOR ACTIVITY IN EXON 20 INSERTION MUTATED NSCLC PATIENTS

EGFR Exon 20 Insertion Mutations

joeo

HER2 Exon 20 Insertion Mutations

|l o .

}
;
}

X}2: ESMO Congress 2023, OtL5H
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PATIENT VIGNETTES

Baseline End of Cycle 2: Complete Response

N

;,vn \

- "
| N

Baseline (1 out of 4 lesions shown)

Xt2: ESMO Congress 2023, OtLI&#

e

End of Cycle 1: Complete Response

Confirmed Complete Intracranial and Systemic Response in Patient with EGFR Exon 20 Mutated
NSCLC and Active CNS Metastases that Progressed on Prior EGFR Exon 20 Therapy

+ Patient: 55F with EGFR exon 20 mutated NSCLC
+ Prior therapy: Pemetrexed/cisplatin and amivantamab
+ CNS metastases at baseline: Four active CNS non-target

lesions

- Previously untreated
- No prior surgery

= No prior radiation

+ ORIC-114 dose: 75 mg QD
+ Systemic response: Partial response after Cycle 1 (60%

reduction of all target and non-target lesions) followed by
complete response at the end of Cycle 2 (100% reduction of
all target and non-target lesions), subsequently confirmed

+ CNS response: Complete response after Cycle 1 (100%

reduction of all 4 CNS lesions), confirmed after Cycle 2

+ Grade 22 treatment-related AEs: Grade 2 mucositis and

paronychia

+ Duration of treatment: Cycle 9 (ongoing)

ESMO Congress 2023 37| -
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5) ojjojH|2b}o|22] ABL111 Y%} 1% At Claudinl8.2 EFIOAM 7Hs%d &ol

Claudin18.2/4-1BB EfZl O| Z%K| ABL1112] QI4f 14 7t Z1t, o4y, Q 11/ &0l

15mg/kg SH7tX| DLT/MTD Qi&, 559 Xt § 4-1BBQ| F£ Q2 HXI80| 2=/ Grade 3 121, Grade 4 0]/ O] Htg U2
2M Ity SX} 1799 814 Z1 ORR 24%, HH8H0 2 MHYE 12mg/kg2 ORR 40% &0l

Claudin18.2= Zolbetuximab?| Q14 34 ‘dH 0.2 YA =) £5 8h= BN, &7| 20X|0F F20| Y= A= Za ol
ABL111 Q4 14 Q1% ZA

Figure 4A: Best Percentage Change in Target Lesions
100

5 mgirKg 8 mp¥g

Safety

No DLT was reported up to 15mg/kg, and MTD was not reached

&0

12 mpg 5 mgKg
i

It LN 2%

+  The most commonly reported TRAEs (reported from >10% of subjects) were Grade 1 or 2 nausea (23.6%), vomiting (16.4%), g%
fatigue (14.5%), and anemia (10.9%) % “ O P PO py g sD_ SD
10 subjects (18.2%) expenenced at least one Grade 3 TRAE. No Grade 3 TRAEs occurred in more than 1 subject e TN l """""""""""""""""""""""""""""""""""
80 8 80 3 88 65 8 % 20, 100
Event onset of gastrointestinal TRAES were generally after 14 days of treatment and recovered within 1 week; none led to E w &
drug withdrawal &
i S e : } ¥ =
Table 2: Treatment-related Adverse Events (TRAEs) Occurred in 25% (N=55) - -
a 80
Bralaind Suns va?c 1 Grade 2 Grs‘i‘ic 3 b'!l?t 4 Gr:qt 5 All Grades .
n (%) (% ni%) n{%) n{%) n %)
100
Nausea 10(18.2) 3(55) 0 0 0 13(2.6) Figure 4B: Duration of Treatment = it
Vomiting T{127) 2(36) 0 0 0 9(16.4) pressns | - — — - W 2 movg smo%g
Faligue 70127) 1(1.8) 0 0 0 8(145) Ewchans | 99 - B rumemes: CLONE 2 %
Stormach | 85 - » Treatment Ongoing
Anemia 118) 4(13) 1(18) 0 0 6(10.9) Ssomach | I 4 @ A @M
Stomach | 358
Abdominal pain 2(36) 1(18) ] ] 0 3(55) Euxhaza | 98
Sromeech | 80 - - - . -
Aanine aminotransferase increased 2(368) 0 1(1.8) 0 0 3(55) Stomach :' -~ »
Stomach
Diarthea 3(55) 0 0 0 0 1(55) Stomach | EETIe
Gastroesophagea! jurcson | S0 e
Headache 1(18) 2(36) 0 0 0 3(55) | ey
stomocn | ST
Lymphocyte count decreased 1(1.8) 1(1.8) 1(1.8) 0 0 3(65) Gasrouscphigua jurcson | IR
Somect |
Pruritus 2(36) 0 1(1.8) 0 0 3(55) Stomach | [
Sromach | (D
Pyrexia 3(55) 0 0 0 0 3(5.5) Stomach | 80 g
Stomech | 100 -
White blood cell count decreased 0 2(38) 1(18) 0 0 3(55) 0 » ") 1 128 ) s 20 2%0 ) 200

Xt&: ESMO Congress 2023, OtLtFH
Sousd x kotra

™ 100 p po
Study Days (C1D1 to End of Treatment date)

X}&: ESMO Congress 2023, OfL5H
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6) Zlofojo|ieHf|o]}10] GI-101 Y% 1/2%4 St At UH

KEAIC IL-2 28t AN G-1019) ¥ 1/29 &
Grade 3 0| X|2 A 22§ 41%2 2T
GI-1012] TH|Z, HEM|Z FI+ patol FEIY MEI|ZHPFS)Q| it

Zit. FDA Q! IL-2 2F=2!

A 2ol

GI-101 Y% 1/2% Q1% Ak(swimmer plot)

21| 95% CHH| 40t QFE4J Q1. Grade 4 0|4 X8

Z2F7 4id| ereg,

Quy o

ol
d 2xtg oo

—

GI-101 Y4} 1/2% - THIE 2719} PFS 42t &ol

Anti-tumor Activity:
Objective Response and Treatment Duration in Dose Expansion Phase

Progrossion froe sunvival (7.

100y

=

8
I

3
3

10-experienced

Lymphocyte expansion
 Fold change » 2 (N=24)

! & Fold change 5 2 (N=10)

| 1 Lrgtone iows mre ot
L ke 0 1 04l 0f 35 patwets

gvvwg} cancer g 5 'l L} . L} L}
rvical cancer (3)
| 3 . P
Ganvcalcan | el Correlation of Lymphocyte and Immune Cell Expansion with PFS
rvical Cﬂn 0! 1 M M M M
R 1 0 0 > "
R . ] 100y,
NSCLG (317 H ' ' —
N%%t ' ' £l M Lymphocyte expansion
N IE = 3 + Fold change > 2 (Ne43)
NEEEE 3 ' il | v Fold change 2 (Ne17)
NSCLE 3 ! 1 \
NSCLC (1) : \
arian cancer (4 : L 0 L} . 2 \
arian cancer (6) (] © L.
arian cancer a 1 L] L] 3 8
Ovanancavgeul 1 'l 1 . o | | ‘"
U8k (517 (] (] 8 4 \ . —
U e ] Py .
e ‘
UEG 31 ' b T t T T 1
E! 7—:—.—.- 0 ¢ ] [} 0 \
E 8 :'i E—" e s | me (Months
R
E § 24 —— —
2 1) -—
AG (31 : » Ongoing
éggg 1 ~ L} # Complete response (CR)
HNSCC (2) L] ] L] 1] [] 1] 0 Partial response (PR)
EnOomEliS cance |3| e —— - B Stable disease (SD)
Pancreatic cancer (4)-fs L)) ’ . 1 Prog: disease (PD)
Tumor type 0 10 2 ) 40
(Line of prior systemic therapy) Weeks

Xt&: ESMO Congress 2023, OtL5H Xt&: ESMO Congress 2023, OfL5H
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7) A2419| Anbal-cel(CD19 CAR-T) Q%4 244 &U&,

&g/ 25’d QITdHUBAM| EE Z5(DLBCL) YAt Oy CD19 CAR-T ¥ 2y 3¢ EZlf €&

ORR 82%(32/39), CR 69%(27/39), 67iH Y& 70%, 670 SXI%Y MEE 58% &I, X7| 4|O|g{?] OtLt 7| & oFF Cfid| &L

CR H Ql

Y 2y Bl 2AHZ 249 7| U 617F L7g TR oIy

Anbal-cel Y% 2% S1/g ANt

LP cell, CAR-T cell®] #31%a} Clinical Response?] |

Efficacy Outcome N=39
Objective Response Rate, ORR, IRC* 32 82%
Complete Response, CR 27 69%
Partial Response, PR 5 13%
Stable Disease, SD 2 5%
Progression Disease, PD 3 8%
Not Evaluable, NE 2 5%
Duration of Response (DOR) 70 %
(Survival rate by 6 months)

Progression Free Survival (PFS) 58 %

(Survival rate by 6 months)

*“IRC=Independent Review Committee

XtZ: ESMO Congress 2023, OtL5#
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Results: Immune Phenotype Changes

Figure 1, The cellular phenotypes of leukapheresis product (LP) that
correlated with 6M clinical response to anbalcabtagene autoleucel.

A B,
‘ £ P
& . i !
R
T » [}
e . 42 4
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" 1
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i
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R NnlR 2 R NenlR
C
o & L 0
< €
: ' H .
" wou ‘
bl T L R &
8™ 4, 8 o e
O e [ L R
[ " ' ] |
o' [N ol |8 (W
3 % '
¢ u ¥ T

R NedR R NenlR

Figure legend (A) CD4/CDB ratio, (B) the percentage of PD-1+LAG-3* of CD4* or CDB*, (C) The
frequency of PD-1* or TIGIT* CD3" in T cells from patients in each response groups (CR, n=16,
Non-CR n=10) al the time of leukapheresis. Statistical analysis was done by Kruskal-wallis Test for
(A) and unpaired two-tailed ttest for (B.C)

Xt=: ESMO Congress 2023, OtLt5#

“COB" CAR-T cots in D14

Figure 3, The phenotypes of DAY14 post-infused CAR-Ts that
correlated with 6M clinical response to anbalcabtagene autoleucel.

m

Dﬂ m v ‘ %m

R o q»‘RTIMQ

Figure legend (A) The frequency of CD27-CDB* CAR-T cells in blood on day 14 after CAR-T
infusion in each response groups (CR, ne17, Non-CR ne10). (B) The percentage of IL-2CD4*
CAR-T cells in blood on day 14 after CART infusion (CR, n=10, Non-CR n=4). (C) The parcentage
of FOXPY'CD4* CAR-T celis (CR, n«17, Non-CR ne10) (D) The fraquency of CDS6* or CD34*
CAR-T colls (CR, n=17, Non CR n=10) . Statistical analysis was done by unpaired two tailed 1lest
for (AB) and Kruskal-walis Test for (C.0)

ESMO Congress 2023 g&#7| -
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8) HIEHE Vactosertib, Keytruda 2 4} 1b/2a’%}, 300mg £ 2 Za} 2= Z7H

O|H0|| X|= 2rQ HO|/4g T &Xt 105 T4 Vactosertib, Keytruda 88 Q% 1b/2a% 200mg, 300mg £ & Zidr &8
300mg 1 29| S/ Zif XX &5, ORR 18.75%, mPFS 1.22m, mOS 17.35m& 200mgz* Clid| 7™

300mg 1€ 29| QFH4d Z1t Grade 3 0|4 £X8 37.5%, SAI80 2 QI X|§ FT 9.38%

300mg 1% 29| BHO2 U 3 TYE N = o1y
Vactosertib Y%} 1b/2a% S 173 Ayt

Vactosertib 94} 1b/2a%} QF24) Zat

Overview of Efficacy (RECIST) Overall, (N=105) | 200mg QD, (N=30) | 200mg BID, (N=36) | 200mg TID, (N=7) | 300mg BID, (N=32)

Objctve Response Rats(ORR) () 14(1339) 51667 3639 0(00) 6(1675)
Median Progression Free Survival(mPFS), Months 131 140 13 12 12
Progression Free Survival Rate at 6 Months, n(%) 18(17.14) 6(20.00) 6(1667) 0(0.00) 6(18.75)
Median Overall Survival(mOS), Months 1580 152 15,80 NC 17.35
Overall Survival Rate at 12 Months, n(’) 64 (60.95) 16(5399) 2(6111) 5(57.14) 2 (66.75)
Objective Respons Rate(ORR), %) 15(14.29) 5(16.67) 4(1111) 0(000) 6(18.75)
Median Progression Free Survival(mPFS), Months 131 140 13 12 12

Progression Free Survival Rateat 6 Months, n(*) 20 (19.09) 6(2000) 7(1944) 0(0.00) 7(2186)
NG NotCatued ——

S 1 nol updaled

Xt&: ESMO Congress 2023, OtL5H
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Overall, (N=105) | 200mg QD, (N=30) | 200mg BID, (N=36) | 200mg TID, (N=7) | 300mg BID, (N=32)
04 16 (%) (6 (%) 6] A4 €] A0 6]

TEAE 90 (85.71), [691) 23 (76.67),97) 31 (86.11), [272) 7(100.00), [57] 29(90.63), [265)
TEAES| 2(1.90),2) 2(667), 2]
Immune-related TEAE 26 (24.76), [95] 8(2667), [16] 6(16.67), [22) 1(1429), 1) 11 (34.38), 6]
Grade 3.5 TEAE 33(31.43), [74) 10(33.33), [13) 7(19.44), (29] 4(57.14),19) 12(37.50), (23]
TEAE related to Dermatology 51(48.57), [125) 13 (43.33), [28) 17 (47.22), [28] 3(42.86), 1) 18 (56.25), (58]
TEAE rolated to Adrenal Insutficiency 2(1.90),12) 1(2.78),[1) 1(3.13),[1)
Serious TEAE 20(19.05), [27] 6(20.00), [6] 6(16.67), [10] 1(1429), 1] 7(21.88), [10]
Serious TEAE related to Vactosertib 9(8.57,[11) 1(3.33), 1) 2(5.56), [2] 6(18.75),[8)
Discontinue due to TEAE 9(8.57),10) 3(10.00), (3] 3(8.33),13) 3(9.38), 14
IAbbreviatons TEAE, reatment-amergentadverse event n No of subjects wih advese event, E, No of dverse event * Emply boxmeans 0"
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9) MetHl9] Pexa-vac, Libtayo € %4 1b/2a’%} At U=

O’/ 2H 27 LMIZEY T Pexa-vac, Libtayo -8 2 1b/2a% Zuf. QFHg, 1°d &2l

Pexa-vac U EOC(IV), HAX|FE YHX| &L Arm CO| §8/d Z1f ORR 23.3%, DCR 63.3%, MPFS 4.57m, mOS 25.13m
Pexa-vac M EH(IV), O|H0f| HAX|EE BFQ Arm D2| G 1’ Zi} ORR 17.9%, DCR 67.9%, mPFS 6.31m, mOS 18.53m
Crade 30|y X|g &H EZXL8.0 Arm C 40%, Arm D 47%

Pexa-vac, Libtayo & Y% 1b/2a’y 42l Pexa-vac, Libtayo & Y4 1b/2a’y Qu4Y At

Methods: Study Design and Outcomes Results: Clinical Characteristics at Baseline

Arm A: Pexa-Vec: every 2 wks for 3 b(Days-7,8,22) ORR (95% CI) - % 133(1.7,40.5) 125(1.6,383) 23.3(9.9,423) 17.9.(6.06,36.9)
+Cemiplimab : 350 mg IV, every 3 wks (N=27) Until disease
IT Pexa-Vec progression DCR (95% CI)- % 60.0(32.383.7) 56.3(29.9-80.2) 63.3(43.9-.80.1) 67.9(47.6-84.1)
7 R : unacceptable BOR-no.%
No prior anti-PD1 Arm B : Cemiplimab : 350 mg IV, every 3 wks (N=27) toxicity,
or anti-PD-L1 withdrawal * 2 ? ) )
v 0 Arm C: Pexa-Vec: weekly 4 tx (Days-7,1,8, and 15) of consent, PR 2 2 6 5
+Cemiplimab : 350 mg IV, every 3 wks (N=20) or meet other so 7 - 12 14
protocol criteria for
5 R discontinuation PD 3 5 10 8
Prior anti-PD1 WP Ve Arm D : Pexa-Vec : weekly 4 tx (Days -7,1,8,and 15)
or anti-PD-L1 +Cemiplimab : 350 mg IV, every 3 wks (N=27) Not Evaluable 3 2 1 1
Median months PFS (80% CI) 427[2.37-NR] 5.65[2.07 -NR) 457[4.34-15.44) 6.31[3.29-NR)
Primary endpoint Median months OS (80% CI) 21.98[21.98 - NR] 20.83[19.52-NR] 25.13[22.01 -NR] 18.53[14.75-NR])
Overall Response Rate by RECIST 1.1
2 ORR-Overall Response Rate, DCR-Disease Control Rate, BOR-Best Overall Response , CR-Complete Response, PR-Partial Response, ,SD-Stable Disease, PD-Progressive Disease,
Secondiny sucpolet: PFS-Progression Free Survival, 05 Overall Survival

- ORR according to irRECIST

- Best radiographic response (based on irRECIST)

- Disease control rate (complete response [CR] + partial response [PR] + stable disease [SD] by irRECIST
- Esti y I ival irRECIST
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10) EISHI0|Q0] Biojster| TU2218 U4 1a%) 2t UE

TGF-B/VEGF B8 O| FXolX| TU2218 Y4 1oy At & H. O|H ¥ SHE XX BT U /g &l
1a%f 15mg, 30mg, 52.5mg, 75mg, 97.5mg, 135mg 85 5 HA|0|A Grade 3 0|442] OFE & HxtR DLT/MTD 92
AH O 4 Keytruda 8 1b4 8H O 2 52.5mg 1 28] &7, 23 3% 1b4 7HA[OH XI%Yot1 UL, 1boIM S 1 ol 2

TU2218 Y4 1a% OARI TU2218 Y4 1a%y) Qg At
Figre3 ;
smg Dose (BID) 156mg 30mg 525mg 75mg 97.5mg 135mg Total
a5 BID Preferred Term N=3 N=4 N=4 N=3 N=3 N=5 N=22
~Ig n(62) n (G2) n (G2) n(G2) n (G2) n62) | ne62)
I 1(1) 2(1) 1(0) 2(1) 2(1) 2(0) 10(3)
75"0 BID ’ ” Diarrhoea 0 0 1(0) 10) 10) 100) 4(0)
: BID i ’ ’ Vomiting 0 1(0) 1(0) 1(0) 0 0 3(0)
Constipation 2(0) 0 0 0 0 0 2(0)
52.5mg Cohort6 Stomatitis 0 0 0 0 (0 2(1) 3(2)
Dyspepsi 0 0 0 0 0 1(0) 1(0)
wm B‘D ’ i' Lower gastrointestinal 0 0 0 0 1(0) 0 1(0)
haemorrhag
15“0 BID i ’i Cohort § Pruritus 0 1(0) (1) (1) 300 2(1) 8(4)
%:sh 0 0 0 1(0) 3(0) 4(0)
sh maculo-papular 1(0) 0 0 0 0 1(0)
BID ' " Cohort 4 Asthenia 0 0 0 0 10) 0 1(45)
Fatigue 0 (1) 0 0 1(1)
’ i ' Cohort 3 Decreased appetite 0 0 1(1) (1)
Dehydration (1) 0 0 (1)
Headache 0 0 0 1(0) 1(0) 3(0) 5(0)
Cohort 2 ' 0 0 (1 0 1(0) 0 2(1)
i 0 0 0 0 1(1) 0 1)
OLT evaluable patint i 0 0 0 0 2(1) 0 2(1)
i 0 0 0 0 10 0
Cohort 1 Figure 3 TU2218 dose escalation accorging to the BOIN method and DLT evaluable patents ; 3 3 ; 10 o
0 1(0) 0 0 0 1(0)
X}2: ESMO Congress 2023, OtL5H Xt2: ESMO Congress 2023, OtLI&#
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11) F2IMEQ| Q901 Y4t 1/2%4) TIRIOI ZAE| WH

o 223 8% A|ZASE Cyclin dependent kinase 7(CDK7) X{0[X| Q9019] % 1/2%d Y Xl &7H
* Part 10{|M DY Y 8T 5T (Dose Escalation)& Tl H-8F(R2PD)1t Q7Y <l

© Part 20| AM|ZE[O} QUIOF M85 YA Ol4 Y. Keytrudat -8 S| HIA| X1t 0%, Part 1 Q4+ 5 2540t SHXt PR R}

Ol 75 Ol

Q901 A% 1/2%¢ A% LA

Q901 Y% 1/2% S F7tA 1=

Part 1: Dose Escalation Part 2: Dose Expansion

Single agent dose escalation Single agent dose expansion
* mTPI design’
(n=3~14) MTD/RP2D (n=30)

Dose Level 3
. (n=3~14)

Dose Level 2

. (n=3~14)

Dose Level 1%
(n=3~14)

Combination dose expansion

Cohort 2: HR*™ HER2™* broast cancer
Q801 in combination with fulvestrant® In patients with
HRAHER2" breast cancer

il
(nw28)

Cohort 3; ICI combination"
Q901 In combination with pembrolzumab® in patients with
the selected solid iumor

Bl
(n=28)

a: Standard dose for fulvestrant (S00 mg IM Q2W for 3 doses. then Q4W thereafler) b: ICI combination indication will be selected after the completion of single agent dose escalation. ¢:
400 mg pembrolzumab IV QBW d: A modified Toxicity Probability Interval (mTP1) design (Ji. 2013) with a target DLT rate of approximately 30% will be applied.

Xt2: ESMO Congress 2023, Ot} 5H
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Objectives
Part 1 (Dose escalation single agent)
Primary

. ation of the i to d dose (MTD), dose-limiting
toxicities (DLTs), and safety profile of Q901 monotherapy

+ Establishment of the recommended Phase 2 dose (RP2D) of Q901
monotherapy

Secondary

+ D ination of tha pt kinetics (PK) of Q901 monotherapy

+ Observations of participants for any evidence of anticancer activity of
Q901 monotherapy

Exploratory

« Assessment of changes In blood levels of circulating
pharmacodynamic markers

« Assessment of correlations between PK and the pharmacodynamic
response

Part 2 (Dose expansion single agent or in combination)

Primary
+ Evaluation of the safety and tolerability and evidence of anticancer
activity of Q901 when istered alone or in cof

* Establishment of the Recommended dose (RD) of Q901 in
combination

Secondary

+ Determination of the pharmacokinetics (PK) of Q801 monotherapy or
in combination

Exploratory
« Assessment of changes in expression of tumor biomarkers

Xt&: ESMO Congress 2023, 0lLt5H
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S5 BAUMY Y SR HIZFA

T

« EXfo|7I0| §UY|7HS FHY 0| 1VHYL 7| FOE XS

- 7lo) 27
BUY(O4+)_SESF717H TR2L TiH| 15% O ¥5 0134
Neutral(FE)_SHEZF77F HEIF UH| -15%~15% 5=
Reduce|5HA)_SEFI7F HEIt THH| 15% O OFf 75

FUCICE
Overweight(H| FHTH)_Y X427 HIX| 3 ChH] 15% O| f Y5 o™
Neutral(Z3&)_5X| 471 HI{X| 4 THY| -15%~15% =
Underweight(H| & X A)_HEX| 471 HIfX| 4 THH| -15%~15% S

S5 BUY(@H<~) Neutral33) Reduce(iE)
JGEXAIEO HIE  95.02% 4.52% 0.45%
* 7] 29 2023 109 302

ESMO Congress 2023 g&#7| -

oA
100%





