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. < Ol=L = L—
1XFXIZ(10) L4 THAI] 271: 2A} K| R0j|M LS E HHLBt &
LA #HO| R 3 =[H0| RRE 712|X| gt=F{H2IXIE Sol| BEX| 2ot 2 7153 MM 27 X > 1XEEKXIZ(1L SoC) T T2t 7 [cH
OlA}
[EGFR-mutant NSCLC] 1L SoC 0|% VRN112| 7{t{2|X|(Broad Coverage) RNSAL) A AN 2A

a Osimertinib & 0| X| 2 0|= SIXIE A2 5t

SA&(2L +) UMM 2481 K| 2 g} stol
VRN11 Complete Coverage Area CNSPFS SOt =
_> 9.1months
@ Osimertinib 591 82 |
&2 BH A2 (Target engagement) Q!
Brain Metastasis
S %1“-3._*9_ My o=
Stand(z;rd é))f Care = (=Grade 3 A2 2 0|AHIS 2%)
0
Resistance Resistance

P Positive(+) Negatlvg(-) N\ mPFS ‘ 1L A2 1A JHA

ORR 87 5% * C797S Unknown Resistance > 7 m onth S oo

mPFS 11months Q //

v % B3, AHE2, L2o|Alof, B2 SO 1b/24 T 5
v ol 22 welo| X2t LIRS 4 &

Data cutoff October 9,2026, " R28% (= 160mg) 2 F2st EGFR C797S #0| eIXI20A 100%2] 42X 8H3E(7/8)

o

ORR, Objective responserate; PFS, Progression-free survival VORONOI
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VRN11-Osimertinib H|x: =|xo] gixt 4= 717t H4M(iPFS)
3MIEH EGFR X| 24| 0] | 0| El 2XHC797S negative) S CHACE 9. 17H&2| FIHLH FEIYEET [ZHIPFS) X F7HLH 2FH2sH(ICR) 20% 2

e

[biomarker-negative pts] Comparison of iPFS (N=20)

100 :
" 6'%02;5':3 Prior Lines, median (range) 3(1-9)
S — Prior 3G EGFR TKI 17/20 (85.0%)
o i 12-moiPFS
% 5. : ) 49.9% , Intracranial best response by RANO-BM
g i | Base CNS lesion VRN11 Osimertinib
£ o5 i i .
median iPFS: 9.1 mo (95% Cl,3.7-NR) E Patients,n 20 11
median Follow-up: 13.2 o (range, 1.2-19.4) ! TS
0 . . : : : | , , , : CR,n 4 (20%) 0(0%) |
0 2 4 6 8 10 12 14 16 18 D H
No. at risk Months PR n 0 (0%) 1(9 1%)
20 12 9 7 5 1 1 1 1 0 ’ ’
SD,n
With VRN11 Osimertinib'2 15(75%) 5(45.5%)
baseline BM (=160 mg, C797S negative) (T790M negative) Non-CR/Non-PD, n
6-mo iPFS 79.8% 31%
PD,n 1(5%) 2(18.2%)
12-mo iPFS 49.9% Not calculable
iPFS 9.1 months (3.7-NR) 3.5 months (1.0-NR) Disease control, n 19 (95%) 6 (54.5%)

Data cutoff: October 9,2026

BM, brain metastasis; CNS, central nervous system: CR, complete response; iPFS, intracranial progression-free survival; Non-CR/Non-PD, non-complete response/non-progressive disease; PFS, progression-free survival. VORONOI _ 6
'Eide JZ, et al. Osimertinib in T790M- positive and -negative patients with EGFR-mutated advanced non-small cell lung cancer: the TREM study. Lung Cancer. 2020;143:27-35.

2Eide 1JZ, et al. Intracranial effect of osimertinib in relapsed EGFR-mutated T790M-positive and -negative non-small cell lung cancer patients: results from a phase Il study. Acta Oncol. 2021;60(12):1565-1571.
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VRN11-0Osimertinib H|u!: x| £3t2 9! Target Engagement

Osimertinib2| =| E1t=2 20%21 ¥HH, VRN 112 224 Z| X2 &| FatkE 200%0 Cifet Human PoC Data 2=
Osimertinib CHH | HIoflA] 4uH, |oilA] 408l -5t Z2F X X|24(Target Engagement) =21

gtxjollrie] k| £t (Free Drug Concentration in Brain, K, csr) Target engagement H|11(Systemic - Brain)
VRN11 240mg 200%
Plasma and CSF concentration
120 112
20
— o
S o 200% @
£ 15
] VRN11 Osimertinib
dg 104 oe Kpuu, CSF = 2.0 Kpuu, CSF = 0.2
T o8, O
. ¢
I 60
=]
0 I ) I
2 d &
& Q\"’g&
S S
‘»@& 240mg BM patient
@Cc2D15
Monkey Human 0
Ko uu.cof 27 20 Systemic Conc. Brain Conc.
Ky uu.csOf Osimertinib in human has been reported, 0.22' #VRN11(320mg) & Osimertinib(80mg)

Source: 'Park S, et al. J Clin Oncol. 2024;42(23):2747-2756 VORONOI _ 7
*Arepresentative human PPB, 98.3% was used for calculation, K, cse measured in 1 patient who received 240 mg
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Case Report: x|xo| gtxtolxe]| x|= &2t (1)

2lat 143 40mgE] | TO| 2txjof| Chigh et 2ot 2l
8% o|EM ES Freedrug s= 371221

Phase 1a. Dose escalation

On-going

Ph.1b

Low dose

)
]
)
]
)
)

+ + + + + + +

)
)
)
|
)
|
)
]

G T U U U T U

[
[
[
[
[
[
[

]

} starting from40mg

[ 20mg

10mg ]

PR, Partial response; SD, Stable disease; PD, Progressive disease; TRAE, treatment-related adverse event; SAE, serious adverse event; DLT, dose limiting toxicity

Brain lesion

* Lung,brain, and pleural metastasis

+ Two prior systemic treatments, including
Dacomitiniband Osimertinib

+ Tumordisappearance of CNSlesion

I somg [ 320mg
80mg M 400mg
160mg I 480mg

0 240mg

PC9 DC pEGFR ICg,

Ba/F3 EGFR DC/LC Glg

PC9 Del19 pEGFR ICgg
BalF3 EGFR DC/LC Glsg
BalF3 EGFR D/L Glgg

Trough plasma concentration (ng/ml)

Ba/F3 EGFR D/L Glsg

VORONOI _ 8
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Case Report: x|xo| gtxtolxe] x|2 21} (2)
3MIEHEGFRTKIXIZ % 7H0| EtXI0IIA VRN 11 0] Z A SYLIA| k] e A4l 0l
Ij| 8t 50% 242 Overall PR(partial response) &

320mg: 47-yr female with EGFR Del19/C797S NSCLC

Baseline C2D1
R 3.3yr Tumor disappearance =
Osimertinb —— | VRN11320mg - > =
of CNSlesions o
Baseline 8
- |
c
D J [J/ O =
2022-07-05 2025-11-20 2025-12-19 E
(C1D1) (c2p1) [aa]
Baseline and Treatment History VRN11 Treatment
S
* Lung, Brain, Bonemetastasis * Lungtargetlesion: 50% tumorreduction 5
- Diseaseprogressionafter Osimertinib « Twobrainlesions” wereabsentat first TA 2
. . -
 BaselinectDNA of EGFR mutation cleared <
« Overallbestresponse: PR i
PR, Partial response; SD, Stable disease; PD, Progressive disease; TRAE, treatment-related adverse event; SAE, serious adverse event; DLT, dose limiting toxicity VORONOI _ 9

*Non-target lesion
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Case Report: x|Ho| &xtolMel X|= Ea} (3)
3MIcH EGFR TKI X|= = =HO[7} 2k dist 2EXI0llA VRN 11 0| =X ST FA| | HHH A4 2101

Ij| t5tH 38% 242 Overall PR(partial response) 24

400mg: 71-yr female with EGFRL858R NSCLC

6.4yr Tumor disappearance
Osimertinib VRN11400mg L - > Baseline C2D1
of CNSlesion
Baseline
2018-08-30 2026-01-15 2026-02-05
(c1D1) (c2p1)

VRN11 Treatment

+ Lungtargetlesion: 38% tumor reduction

Brain Lesion

* Lungandbrain metastasis

« PriorEGFRTKI: Osimertinib, Lazertinib * Brainlesion™ CR
* Overall bestresponse: PR

PR, Partial response; SD, Stable disease; PD, Progressive disease; TRAE, treatment-related adverse event; SAE, serious adverse event; DLT, dose limiting toxicity VORONOI _ 10
*Non-target lesion
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VRN11-Osimertinib H|1: Progression-free survival(PFS); 2L treatment

sfeta!H X|= o[2f EXtCHA VRN 11 mPFS 7712 oA
Heavily pretreatedl 2HXI110f|= £} Osimertinib 2.8 ~ 4.077H2! CHH| $4X{SHHZ7 [7H o= a2l

ol

VRN11: Progression-Free Survival (PFS), WAl Osimertinib: Progression-Free Survival (PFS)'2
-negative

100+ . o
— mPFS: 4.07 months 1 . — mPFS: 2.8 months
751 6-mo PFS . Y
2 52.5% 2 -
2 i "
Prior Treatment . <l
1/2G 64.7% 25° mMPFS: 7.3 Mo (95% Cl, 1.9-NR) Atrisk 55 : H KR : b
EGFRTKI L median Follow-up: 7.2 mo (range, 1.2-14.6) ot Tt
0 : : ; : : ‘
0 2 4 6 10 12
3GEGFRTKI  82.4% _ Months WJ0G12819L(80mg), _
No. atrisk after 1 st/2nd-gen. EGFRTKI AURA Ph.1 (20 240 mg),
78 6 3 2 1 0 and platinum after 1st/2nd-gen. EGFR TKI
Chemotherapy 76.5%
(C797S X:glile > 320 Osimertinib? Osimertinib?
n?g ) o (T790M negative) (T790M negative)
mPES i 7.3 months i 4.07 months 2.8 months
| (95% ClI, 1.9-NR months) l (95% C12.1-4.3 months) (95% Cl12.1-4.3 months)
Data cutoff: October 9,2026 VORONOI _ 12

PFS, Progression-Free survival;
Source:'Takeda M, et al. Lung Cancer. 2023;177:44-50. 2Janne PA, et al. N Engl J Med. 2015 Apr 30;372(18):1689-99.
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ok o| M|CHH =<F oixj|2dn} =QF ZAlzdo| 78

— =X | o0 Oo—1—T1—
VRN112| ot B 2{A|210]| EGFR 2I1Z2X9Q1 522 3MICH EGFR-TKIELH 2RfXO 2 ZIAA|ZICEM PFS HEt

heterogeneous p
resistant tumors 7

| 1
Tumor Size(%) i i

: :
]
]
]
:
] Osimertinib 2L VRN112L
] 4.07months 7.3months
: ¥ L 1 1
]
1 4
] Growth of 4
1 /
]
]
]
]
]
]
]
]

I EGFR-mutanttumors
-50%! v

1
] 1st-2nd Gen. TKl vs 3 Gen. TKI
] Reduction of residual EGFR-mutant tumors
'60|
~70%! l

3rd Gen. TKI vs 4th Gen. TKI
Reduction of residual EGFR-mutant tumors

Time(months)

¢ 1 (. e e e e e e e e

1L 1-2 Gen. 3rd Gen
treatment EGFRTKI EGFRTKI
A = PFS 10months PFS 18.9months

VORONOI _ 13



ICs0 (NM), unbound

EGFR tH0| H]2-MIZH|2fof| CHet H ey 3 e 55 2A

VRN11 320mgailA] el EGFR O |0f| Chigh 461 2t stol
EGFR del19 % L858R0IA Osimertinib 80mg CHH| 44l Z=45t Target Engagement &, Ef2lst | EnkE 2 CNS ESM AFHY 29| 20l

In vitroTarget Engagement in Ba/F3-engineered Cell Lines Target engagement ratio(TER)

Systemic TER
VRN11 Osimertinib VRN11

8 500~ 320mg 80mg / Osimertinib
VRN11 320 mg Cyoyqn,ss 400- :
i A .............................................................. 300 CIaSSIC 56 14 i ~4X

6 o 1
S 200- .
2 100 I Classic + C797S 22 <1 140x
Q -

4 o . - a ic + i

56x = 25 1 Osimertinib 80 mg ctrough,ss Classic + Atypical 20 9 2X

5 207 ' Atypical 5 2 3x

2+ $ / - / -

x2.0 x0.2
\
0- Ty - Brain TER
S O R A2 > I N )
A > . ..
«f‘«bé) c,«%%@oﬁoe\;@q%%@% o%% Y «,é@o é%@é@zg\@o%@%%@& o@%ﬁi@o VRN11 Osimertinib VRN11
& & 320mg 80mg / Osimertinib
Classic =1 atypical Classic Classic Classic =1 atypical Classic Classic .
(uncommon) +atypical  /+ C797S (uncommon) +atypical  /+C797S Classic 112 2.8 ~40x
(uncommon) (uncommon)

Source: ASC02026 VORONOI _ 14
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PFS-CNS CR-Target engagement

TXFKIZ 20iM 7 [CHEl= 3R Aat: S PY2ISH(ICR)E 70% 014 X FEIRMHZET ZHPFS) 7 ol

CNS

90 PFS el ., Completeresponse(CR)
(months) . - 100%
ALK 3 gen, lorlatinib_ e~ 1320 (200%)
_“®" VRN11320mg~ - (expected) mo ’
/z,’ (expected) /,z
_* ALK 3 gen, lorlatinib (75%)
45 50%
e 3dgen, osimertinib
e 2ndgen, afatinib Target e 3dgen, osimertinib(22%)
1stgen, gefitinib engagement ¢ 2"gen, afatinib(<1-2%) Targetengagement
’ 0% . 15t gen, gefitinib(<1-2%)
0 30 60 0 30 60
EGFR ALK EGFR ALK
mPFS CNSCR
Osimertinib VRN11 Lorlatinib Osimertinib VRN11 Lorlatinib
2L+ 4.07m 7.3m 7.3m 2L+ 0% 20% 20%
1L 18.9m > 7Y (expected) >7y 1L 16% > 70% (expected) 71%

Source: Douillard JY, et al. Br J Cancer 2014;110:55-62, Sequist LV, etal. J Clin Oncol. 2013 Sep 20;31(27):3327-34, Soria JC, etal. N Engl JMed. 2018 Jan 11:;378(2):113-125, Shaw AT, et al. Ann Oncol. 2026 Sep;37(9):1242-1252, Zhao J, et al. Clin Lung Cancer. 2013 VORONOI _ 15
Mar;14(2):188-93, Kim M, et al. Drug Metab Dispos. 2019 Apr;47(4):393-404, Park S, et al. J Clin Oncol.2024;42(23):2747-2756, Sun S, et al. J Clin Pharmacol. 2022;62(9):1170-1176, Lu S, et al. Cancer Commun (Lond). 2024 Sep;44(9):1005-1017, Kang L, et al. Front Oncol. -

2023 Feb 23:13:1094195, Shaw AT, etal. N Engl J Med. 2020 Nov 19;383(21):2018-2029, Janne PA, et al. J Clin Oncol. 2024 Mar 1;42(7):808-820, Eide I1JZ, et al. Acta Oncol. 2021:60(12):1565- 1571, Solomon BJ, et al. Lancet Oncol. 2018;19(12):1654-1667,
Takeda M, et al. Lung Cancer. 2023 Mar;177:44-50, in-house
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Case Report: g 14 = 40mgiE k| Ho| Exlol| chizt stet Zat 2ol

Phase 1a. Dose escalation

Ph1b/2 Lowdose

+ Upto 12 backfill patients may be enrolled from the 80 mg cohort,
subject to SMC safety confirmation.

40mg Casereport

* Lung, brain, and pleural metastasis
» Two prior systemic treatments, including Dacomitinib and Osimertinib

Baseline C2D1 C5D1
c
il
8 -51% Tumor
o reduction
Q 22.2mm D
o

C2D1 C5D1

Brain lesion

PR, Partial response; SD, Stable disease; PD, Progressive disease; TRAE, treatment-related adverse event; SAE, serious adverse event; DLT, dose limiting toxicity

VORONOI _ 16
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Case Report: 2 sz = |2 %2t 1M (EGFR del19, 80 > 160mg)

Phase 1a. Dose escalation

Ph1b/2 Lowdose

+ Upto 12 backfill patients may be enrolled from the 80 mg cohort,
subject to SMC safety confirmation.

80mg Case report

* 2= 19months,Bestresponse: PR

+ Safety: No TRAE

Pemetrexed VRNTT 5| VRNTT |_____

Afatinib + carboplatin 80mg 160mg
Baselinlz -21% -34%PR -47.4%PR
I ¢ e ® O ® ) °
"""""" 2024-12-17 2025-01-14 2025-06-05 -, 2025-07-28
(C1D1) (C7D1)

Left Lung
Target lesion

Pleural

(2o

C2D1 (80mg)

'-..gcgm )

C9D1 (160mg)

PR, Partial response: SD, Stable disease: PD, Progressive disease; TRAE, treatment-related adverse event:; SAE, serious adverse event; DLT, dose limiting toxicity

Data cut-off July 2, 2026

VORONOI _ 17
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In vivo REE S| ASEI VRN112| S UtS 0|=: Deeper Response
CDX 2H0i|A Osimertinib CHH| 22 Z2F 24x|(Depth of Response) &2t 210!

Tumor volume (mm3)

Subcutaneous CDX model(PC9 _Del19) Luciferase signal in SC model
PC-9 Luc Vehicle Osimertinib C e |
PC-9 Luc 101 NCG mouse (10 mg/kg, QD) : (10mg/kg, QD) i
i . P P 3 P : 1
250 NCG mouse - i
A |
200% ................................ a i
i
150 i
7.6x102 g . _ ;
100 photon/s g Euthanasia ' i
| I
50 = :
4 _ I
a o I
R 1
0 ‘ % SN GEGERE] s :
0 20 40 60 80 s )b o) ¢
Days after treatment Days after treatment o
-O- Vehicle

-O- Osimertinib (10 mg/kg QD)
@ VRN11 (10 mg/kg QD)

VORONOI _ 18
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PFS 2} Depth of Response 22| A212H|(ALK, EGFR)

ALK AI0f|M = Target Engagement’t £2 +5 3L 44 20| 31, 29X OE PFST| 0K |= 34t &

ALK inhibitor

RZ=0.94

Lorlatinib(3™ gen)

® Alectinib (2"gen)

Brigatinib 2"%en
nsartlglb 2" (gen(); )

Ceritinib (2"%gen)
Crizotinib (1%'gen)

T 1 T T 1
0.2 0.4 0.6 0.8 1.0

Gen factor/Remaining Volume

—

EGFR inhibitors
R2=0.88
VRN11
Osimertinib (3 gen)
Afatinib(2"d gen)
Erlotinib(1stgen)
I | 1 1

0.0 0.2 0.4 0.6 0.8
Gen factor/Remaining Volume

1.0

VORONOI _ 19
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Safety Profile

Grade 3 0142|242 2tz A2 29%5(2/82) 2 F{0{tLHY 2ol
ofF P HAI2 O 2 915t 1 E0f FTH(Permanent discontinuation) ARl S1S

UM 14 F F5ot QM Sl Lljof M =tol 45 7| M A 160mg 0|4 82k EHXte| o 7|7HH Bxt2 %0|(N=60)
Treatment-related Patients (10-560 mg, N=82) NoTRAE #Grade 2
adverse events™ G G2 2 G3 Total DG?ade 1 m= gra(;e 3 Oag'?ﬁ:
Any 28 (34) 20 (24) 2(2) 50(61) 100% -
EGFR-related w
Diarrhea 11(13) 3(4) 0(0) 14(17) 2 80%.
Pruritus 9(11) 4(5) 0(0) 13(16) k5 G1
Rash maculo-papular 9(11) 2(2) 0(0) 11 (13) ‘g 60%. 45%
Rash 5(6) 4(5) 0(0) 9(11) 5
Dermatitis acneiform 5(6) 0(0) 0(0) 5(6) 5
Dry skin 4(5) 1(1) 0(0) 5(6) € 40%; No
Paronychia 3(4) 2(2) 0(0) 5(6) 2 TRAE
Stomatitis 5(6) 0(0) 0(0) 5(6) a 20% 45%
Non-EGFR-related
Nausea 9(11) 1(1) 0(0) 10(12) , , , , , |
AST increased 7(9) 101) 0(0) 8(10) %y 2 4 8 8 10 12
ALT increased 7(9) 0(0) 0(0) 7(9) Months
Special interests Atrisk (n) 60 37 26 21 16 13 7
g‘}”grgf;itgea‘iion : EZ; ° Eg; : 28 : El; TR 12 0% 5B OB U 45%, 61 45K 2D
FZ Hx2(G3 0|4) 2 0.3%00 21tst0] S48t & 7| L2k IF
D?I'tF?ACIg;gch:Srcr}r?gﬁ: E;52"22061‘ patients and adverse events of special interest are shown. VORONOI _ 21

aProportion of patients on treatment at each point, by highest ongoing TRAE grade.
Right bar: pooled across all patients, % of on-treatment days by highest TRAE grade.
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o= ol al Al (o) E bl ] il o=zt Osimertinib
24 ofF 0| oty mEmi 3l AN U4 F£of g2 (Osimertinib A | Drs
21 45%
Osimertinib 'H22H| 2, =2 FAIEC= Qlol| &K| F£0{ 7 [Z10| LI HZET [ZHCHH| ZA5 MUS0| Aot 34 84%
44 62%
5 53%
Osimertinib =2 Y4HE QIFd T=m H|p1.2.3 2 FEE00 E HE ¥ F2 AUH|2 I HFE F0J7|2H =4S
ADAURA AURA3 FLAURA2
o chs chs g BBl HE/EE S
Grade =3 AE o o o o mPFS 25.571E mPFS 16.771&
any cause e e S 70% Actual exposure 19.3270& Actual exposure 17.9570&
Serious AE 20% 18% 19% 38%
Discontinuation 13% 7% 7% 12% 71%
dueto AE
Dose interruption 27% ~19% 19% 44%
monotherapy = combination therapy
Dose reduction 12% 3% 3% 10%

Source: "Herbst RS, et al. J Clin Oncol. 2023 Apr 1;41(10):1830-1840, 2Mok TS, etal. N Engl JMed. 2017 Feb 16;376(7):629-640. 3Jianne PA, etal. N Engl J Med. 2026 Jan 1;394(1):27-38, “Santos E, et al.

Adjuvant

Journal of Thoracic Oncology, 20S474, *Osimertinib (Tagrisso) : Therapeutic area: Non—small cell lung cancer: Reimbursement Review [Internet]. Ottawa (ON): Canadian Agency for Drugs and Technologies in

Health; 2025 Jan. Clinical Review.

VORONOI _

22
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Safety Profile: Onset Adverse

2 O[S 2 LR F0| X7|(0~4712)ol| LrsIH, 27| Ll

Patients (%)

Data cut-off July 2, 2026

40%

40 __
2[] I
0

Rash

33%
n=15

Diarrhoea

27%

Pruritus

20% ZU%

Dry skin

Nausea

9 /o

7%

9%

Timeto first onset of key AEs (=160mg)

0-4 months 5-8 months

any of the 8 events: 38 / 45 (84%)

. B .

Paronychia

Stomatitis

Fatigue

Rash

Diarrhoea

Events

He 2
—

any of the 8 events: 2/ 45 (4%)

Pruritus

Nausea

Paronychia

Stomatitis

Fatigue

Rash

Diarrhoea

Pruritus

Dry skin

Nausea

Paronychia

Stomatitis

Fatigue

VORONOI _ 23
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Safety Profile: Long-Term Exposure

320mg, 400mg= 671iE 0| & Ffet XIOIN = CHRE Grade 1 0| &FST2IEE|RIOM, FLghO[AHIS2 ¢S

Duration of treatment by dose (= 6 months)

320 mg | 120

320 mg Iy 11
320 mg I 110

320 me [N 7.

Max TRAE grade
No TRAE
Grade 1
m 320 mg
Grade 1 400 mg

Grade 1 » Ongoing

I EOT
No TRAE

Grade 1
Grade 1
Grade 2 - Diarrhoea, Paronychia

Grade 1

VORONOI _ 24
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45t oM E 7|4 2 EGFR Resistance-Negative(unknown) XI& of2{Ct2) X
SeotoEd TEmIS J|eto = sCRSHEE 715 =X

EZE K20 LHA/2S SR CHA QA AR H]m 1234

EGFR2L+2xt 7|2 &4

(expected)
Chemotherapy, VRN11
o Dato-Dxd Chemotherapy ML AT ETAEIS ) Amivantamzflgl +Chemotherapy
Pembrolizumab Amivantamab o
MPFS 9.1 73 44 42 5.6 6.3 8.3 133 115
(months)
87%
> Grade 3 67%
TRAE

43.7%

35%
25.6%
- |
|

EGFREZ |2 ES SIXICHAOZ VRN 112t HIESASIRMN| (chemotherapy) 22| HEL'H TIH

37%

H1L—o

Source: 'Passaro, A. et al. Annals of Oncology, Volume 35, Issue 1, 77 - 90, 2Janne PA, et al. N Engl J Med. 2015;372(18):1689-1699, 3Myung-Ju Ahn et al. J Clin Oncol 43, 260-272(2025), 4James Chih-Hsin Yang et al., JCO 42, 4029-4039(2024)
PFS, progression-free survival; TRAE, treatment-related adverse event; DCR, disease control rate VRN 11 @82| £X|2| Z, & 20| tha Bzt

oo
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EGFR C797S tHo| 2xjof|Aje] x|z =2

t

822 (>160mg)2 5ot 2E EGFR C797S HO| SHXK20HA SR MZT 17k 171
Progression-Free Survival
100 :
S 6-mo PFS
3 /% 66.7%
I e E L PR e . : #
e
Q |
£ 507 |
c :
ie) :
“ I
3 |
S 251 |
o median PFS: 11.0 mo (95%cCl,4.7-11.0)
median Follow-up: 10.8 Mo (range, 1.2-15.5)
0' T T i T T T
0 2 4 6 8 10 12
No. at risk Months
8 6 6 4 3 1 0

BM, brain metastasis; cPR, confirmed partial response; uPR, unconfirmed partial response; mo, months; NE, not estimable; ORR, objective responserate; PFS, progression-free survival; Amp, Amplification

Data cut-off: October 9, 2026; Median PFS estimate is not mature and subject to change with longer follow-up.
Response-evaluable: patients with C797S treated at = 160 mgand = 1 post-baseline tumor assessment. Median follow-up = time from first dose (C1D1) to data extract for all evaluable patients, regardless of progression, death or

discontinuation.

51 242N B2 E 87.5% 2101(7/8, Partial Response)

Best Response(= 160 mg)

20

Best change
from baseline (%)

A
S

_60_

Dose

EGFR

Prior
Lines

Y
=

M cPR
ORR 87.5% (7/8)

uPR =~ NE

480mg 320mg 400mg 480mg 240mg 160mg 320mg 320mg
L858R

L858R  Del19 Del19  /C797S Del19 Del19 Del19  L858R

/C797S /C797S /C797S /L718V  /C797S /C797S /C797S /C797S
/L792V

Amp. Amp. Amp. Amp.

2 2 2 6 2 2 1 4
VORONOI _ 27
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Rapid Achievement of Best Response in EGFR C797S + Patients

O 2 Ml X|ZE HIT O Q2 7 |7H RS ASSH 31X

Lo — O i

Speed of Best Response

20l CiM=T 22 Zok A

Osimertinib in T790M+ patients’  YRN11 2320mg in C797S+ patients

40 ; e eseene ettt ettt
o 0%
% 20 d g | - 320 mg
E‘ ol *._5 ” 400 mg
£ £ 20
= -20 { L
2 0] KX N
s X o -40- _!/.
g -60 £
2 80 2
R -100 S 60 ——
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8
Time from baseline CT (month) Time from baseline CT (month)
Depth of Response Time to Best Response

VRN11 = 160 mg?

- O,
(C797S-positive) 45.9%

26 days

Osimertinib 80 mg?®

- 0,
(T790M-positive) 43.7%

54 days

v 223t Target Enga gementE HIEO 2 24 X| 20| Osimertinib CHH|
=10 212 Zk ZA 201(26Y vs. 54Y, C797-positive vs. T790M- positive)

Cho JH, et al. Osimertinib in T790M-positive NSCLC: efficacy and resistance profile. PLoS One. 2019.

2Time from first dose to best response in C797S-positive patients who recei
30h DK, etal. PLoS One.2019;14(1):e0210225, Data shown are for T790M-

ived = 160 mg of VRN 11 (1-cycle = 28 days)
positive patients

d

Case Report

TL (Lung)

63-year-oldmale - 480mg - ECOG O - 6 prior lines

Resistance shifted from MET ampto C797S

C797S after osimertinib +savolitinib

EGFRVAF (entry): L858R 25.74%, C797S 25.36%, L718V 1.75%, 792V 0.42%

All4targetlesionsdecreased: 2 lung, 2 lymphnode
-43.8%

\ 4

Baseline

C2D1
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EGFR C797S Competitive Landscape

218 (Grade= 32 5ol ST OFFHY A0 R 15

i

X HISE(ORR) It S22 &

C797SORR: VRN1187.5%

Silevertinib ) . .
DzZD6008 BH-30643 HS-10504 (BDTX-1535) 2-fold higher efflc?cy
compared to competitors
Clinical study Ph1 Ph1 Ph1 Ph1 Ph2 100% -
87.5%
( ) 300mg 400mg(RP2D) ( )
42.9% (9/21 36.4% (12/33
O, O,
ORR 87.5%(7/8) (60mg) 43.8% (14/32) (200mg)
31.8% 52.9%

i ' ik et B : 52.9%
i i 50% - 429% 43.8%
! =G3TRAE 2% Not reported 20% 35.3% 65.7% 35% : 36.4%
I :
I e S S N A

Dose reduction 7.3% Not reported 16% 0% 42.9% 32%

O% b T T T T 1

v DZD 6008 Grade =3 TRAE: Lymphocyte count decreased 8.3%, Anemia 4.2%, Malaise 4.2%, Fatigue 4.2%, Amylase increased 4.2% VRN11  DZD6008 BH-30643 HS-10504 Silevertinib
v' BH-30643 Grade =3 TRAE: Bilirubin increased 13%

Sources: Silevertinib: ASC02026, DZD6008: Wang et al. ASCO 2025 abstract 8616, ASC02026, NCT06905197. HS-10504: AACR2026, BH-30643: BlossomHill JPM 2026, ASCO 2026, NCT06706076. VRN11: VORONOI _ 29

Voronoi internal & ESM02026.
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EGFR Resistance-Positive(C797S) 7}&&¢! Tzt

SOIE| T X|2HI7Hgti= EGFR C797S 10| H2i0ll VRN 12| S 225 U Lok 7|1t 75201 271

3% 29| Driver 0|2 USD 1B 2= 0{= ojjAt

EGFR C797S Ho| 2’4 H|E12

v XK= 0|2 C797S &4 HIE

Eta2|2 E=E/EE MY HIE

C797S 24 HIE 3% C797S 2’4 HIZ 10%
1%

monotherapy
combination therapy

v 1X} X|2 0|5 & ofL |2},
2kF0|M(2L+) B4 K| 2 2IRI0IME C797S HHO| K| b

Source: 'Santos E, et al. Journal of Thoracic Oncology, 205474, 2WCLC2024

H|AM|ZH|2 5|7 Driver tHo| X TKI A H| 2 (Commercial Potential)

_~--EGFRC797S(3%)
---- HER2 mutation(2-4%)

Unknown d _ s
7% - RET fUSIon(1 '2 A))
// ALK fusion(3-5%)

-- MET exon14 Skipping(2-3%)
— BRAF(1-2%)
\ ROS1(1-2%)

KRAS NTRK(<1%)
20%
gL LM H|E CHE k=W IS &1 HE Annual Sales
EGFR C797S 3% VRN11 2027-2028 $ 1B(expected)
(expected)
HER2 mutation 2-4% Zongertinib 2025 $1B(estimated)
(Hernexeos)
. Lorlatinib
-B0,
ALK fusion 3-5% (Lorbrena) 2015 $1.2B
RET fusion 1-2% Selpercatinib 2020 ~$0.58
(Retevmo)
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VRN11 Phase 1/2 Expansion

Ph1/2 Dose selection

v' Lowdose 320mg

Ph1/2 Cohort

Move to First Line (1L)

1L common EGFR

Treatment-naive
Enrolling

CohortB

Overcome Resistance after 3G TKI

C797X Combination

Common + C797X
Enrolling

Cohort A

1L atypical EGFR

Treatment-naive
Enrolling

CohortD

Lesion =2 5 mm and/or LM

CohortE

Post-3G TKI; BOIN design
Cohort G

CNS lesions, C797S~ ( = 160 mg, n=20; 85% post-3G TKI): 6-/12-mo iPFS 79.8%/49.9% (osimertinib, T790M—, post-1:2G TKI: 31% at 6 mo); mPFS 9.1 mo.

C797S+ ( = 160 mg): 7/8 with > 40% target lesion reduction; median time to best response 26 days (osimertinib, T790M+: 54 days);

mPFS 11.0 mo.

C797S- ( = 320 mg,n=17; 82% post-3G TKI): mPFS 7.3 mo (osimertinib, post-1:2G TKI: 2.8—-4.1 mo).
- Well tolerated: TRAEs mostly G1-2 (any 61%, = G3 2%); no DLT or treatment-related discontinuation.

Activity, observed almost entirely after 3G TKI progression, is consistent with estimated target engagement ~4 x (systemic) and ~40x (CNS: Kp,,, csr 2.0 vs 0.22)

that of osimertinib 80 mg.
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VRN11 2l& 70 HEE

et es Y -k RS HlO|ES BECZ, EGFR HO| M Hie| DISE |z +R oS SHE oh= e 71 e}

2t X|=(2L +) Clo|Efofl 7|4kst 1x} x| = (1L) 22| TIl/2hd

= O

/__ - 1XHX|2(1L) T2icielel Het o “\

VRN11 (expected)  Osimertinib'2
>-60%(Low)

Depthofresponse -70%(High) -50%
CNSCR 270% 16%
40~60m(Low)
PFS > 7y(High) 18.9
=Grade 3 TRAEs Low 13%

M A

Data cutoff October 9,2026

7I&55217IcH(2L +)
,\Osimertinib* CHH| &5t Ak H|o[E &l
Kp,uu,CSF : 0.2vs 2.0
Brain Metastasis CNSPFS: 3.5vs9.171&)

Resistance Resistance
Positive(+) Negative(-) ’\
C797S Unknown Resistance PFS7.371¥

ORR 87.5% (7/8, =160mg)
PFS 1174

Source: 'Soria JC, etal. N Engl JMed. 2018 Jan 11;378(2):113-125. 2Jianne PA, et al. J Clin Oncol. 2024 Mar 1;42(7):808-820.

ot X ok M 510l(>Grade 3 TRAES 2%)
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Clinical results (1) HER2 mutation patients

PD
30
20 v TKDm ORR: 40% (2/5)
9 SD v" Non-TKDm ORR: 43% (3/7)
2 10
S
§ 0 -
S 10
ks SD
£ 20
S
g 30 SD SD
S 40 SD cPR
g TKD mutation cPR cPR
-50 .
Non-TKD mutat
- on mutation SD cPR
-60 cPR
HER2 mutation R678Q  G727A  S310Y L7558  S310F  V777L  S310F  S653C  L755P  V659E  S310Y  YVMA
Primary site CBDC uc GC CRC PDAC BC HNC AVC NSCLC RCC NSCLC ~ NSCLC
. H SEV
HEE;‘_’{XS - - . - Tﬂc T-DXd ZAN : T-DXd - NER ELVN
T-DXd  T-DXd
No. prior systemic TXs 2 4 1 2 3 7 1 1 3 2 3 7

Evaluable patients had at least one post-baseline tumor assessment.

Abbreviations: VORONOI _ 36
Treatments: ELVN, ELVN-002; H, trastuzumab; HP, trastuzumab plus pertuzumab; LAP, lapatinib; NER, neratinib; SEV, sevabertinib: T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan; TUC, tucatinib; ZAN, zanidatamab; ZON, zongertinib. -
Tumor types: AVC, ampulla of Vater cancer; BC, breast cancer; CBDC, common bile duct cancer; CRC, colorectal cancer; CxCa, cervical cancer; EC, esophageal cancer; EMC, endometrial cancer: GC, gastric cancer; HNC, head and neck cancer; mBC, metastatic breast cancer;

mGC, metastatic gastric cancer: NSCLC, non-small-cell lung cancer: PC, pancreatic cancer; RCC, renal cell carcinoma; SGC, salivary gland cancer; SKC, skin cancer; UC, urothelial carcinoma.
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HER2 Domain-Specific Mutation & Efficacy Profile

HER2 SHHO| 0 20N X2 =2

3zl

HER2 =9I 25
//‘ N ~N
(_;j > Extracellular
Domain
@
Mzw :j
(Extracellular) "
ANNTARNAN L o
Mz Transmembrane
doULdULL S oo
7
Mz ot D
(Intracellular) @
@ ©®
Tyrosine
Kinase
< Domain

'Beamion LUNG-1 (NCT04886804)
2SOHO-01 (NCT05099172)

gl 40| 342 (Structural Domains of HER2)

HER2 0]
CHEE tHO|

S310F
S310Y

V659E
S653C

Exon 20 insertion
(A775_G776insYVMA)
L755S,

V777L

TKI
HER2 Ho|
seleE Phase
Indication
Prior Tx
Solot2 2
All

Zongertinib
Sevabertinib

VRN10
1A
All NSCLC
ADC
42% | 100%
(5/12) (3/3)
40% | 100%
(2/5) (2/2)
43% | 100%
(3/7) (1/1)

Sevabertinib?
1B
NSCLC

ADC

Zongertinib'
1A 1B
All NSCLC NSCLC
ADC
31% 35%
(32/105)  (15/43)
38% 71% | 48%
(9/24)  (53/75) | (15/31)
30%
(6/20)

64%
(52/81)

38%
(21/55)

70%
(51/73)

14%
(1/7)
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Clinical results (2) HER2 positive patients

PD
30
PO PD pp v ORR: 17% (3/17)
20 PD
X
2 10 SD SD
2 0 .
Q [
S -10 SO sD g l I
©
£ 20 SD
o SD
= -30
S 40 sD SD cPR
4@ - Breast Cancer sSD
m .50 Other solid tumor
cPR
-60
cPR
HER2status  IHC3+ 'HC3+ IHC2+ o0 yoge  IHO2Z+ IHC3+ e HCS+ o 0g, IHOS I:jsiz: e | EE 0 flRC e
ISH+ ISH+ ISH+ ISH+ Amp ISH+ Amp Amp + (S310F)
Primary site EC BC GC GC EMC GC BC GC BC SGC BC BC SKC CRC HNC
H
. HP H H HP
Prior H H H H LAP HP H
H T-DXd T-DXd T-DM1 T-DM1 TUC - ZAN
HER2-TXs ZAN T-DXd T-DXd T-DXd T-DXd T-DXd -EDD'\)?(] ZON T-DXd T-DXd T-DXd
No. prior systemic 1 3 5 4 2 3 6 3 10 4 7 2 5 2 1
TXs
Evaluable patients had at least one post-baseline tumor assessment.
Abbreviations: VORONOI _ 38

Treatments: ELVN, ELVN-002; H, trastuzumab; HP, trastuzumab plus pertuzumab; LAP, lapatinib; NER, neratinib; SEV, sevabertinib; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan: TUC, tucatinib; ZAN, zanidatamab; ZON, zongertinib.
Tumor types: AVC, ampulla of Vater cancer; BC, breast cancer; CBDC, common bile duct cancer; CRC, colorectal cancer; CxCa, cervical cancer; EC, esophageal cancer; EMC, endometrial cancer; GC, gastric cancer; HNC, head and neck cancer; mBC, metastatic breast cancer;
mGC, metastatic gastric cancer; NSCLC, non-small-cell lung cancer; PC, pancreatic cancer; RCC, renal cell carcinoma; SGC, salivary gland cancer: SKC, skin cancer; UC, urothelial carcinoma.
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CNS Activity: HER2 YVMA Intracranial Model (Leptomeningeal metastasis)

VRN10, DFRA0{M 48| Enf2d 2101 (Kp,uu,CSF ~1)
XFRISHS YVMA 0] 1LY 2ol 27 of ] Flofct St s 2ol

HER2 HO| H|AMZRO| CHEES

CSF Exposure

e o o

Source: WCLC2026

Total flux (Photon/s)

1%1019 -

5x10°

0

DATO

DAT 12

0

BaF3 HER2 YVMA
LM model

5 10 15
Days after treatment

20

Body weight change (%)

BWC

20—
10
0{
104
204
304

A
=)

T
0 5 10 15
Days after treatment

Zongertinib
(30 mg/kg, BID)

Survival
S 100
@ 804
s
2 60
S 40
£
g 20-
0_
0 5 10 15
Days after treatment
IAM-1363

(300 mg/kg, QD)

O - Vehicle

-@ Zongertinib (30 mg/kg, BID)
- |AM-1363 (300 mg/kg, QD)
@ VRN10 (50 mg/kg, QD)

20

VRN10
(50 mg/kg, QD)
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Clinical Case Study: Intracranial Response

Casel: HER2 A775_G776insYVMA - NSCLC

Pemetrexed +

Cisplatin Atezolizumab Sevabertinib ELVN-002 Gemcitabine Docetaxel T-DXd CiD1 C3D1 C5D1 C7D1
® P @& P @& PR _@® SO & S @ o e o o o o (J
2022-09-05 2023-01-31 2023-05-06 2024-01-09 2024-10-29 2025-05-27 2025-10-21 Baseline 2026-06-04 2026-07-16 2026-08-27 2026-10-06
Baseline C3D1 -56.14% -56.14% -56.14%
TL[Lung] 34.0mm ———— > 13.0mm Baseline C3D1 PR PR PR

RANO-BM RANO-BM RANO-BM
Ll L

* 2Lung TL PR achieved at First Tumor

Assessment (-56.1%)

*  Deep partial response following relapse on
Dec’jfed sevabertinib, ELVN-002, and T-DXd

’ / ) ) «  Brain NTL also decreased (RANO-BM: Non-
N

- CR/Non-PD)

NTL [Lung]
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Clinical Case Study: Intracranial Response

Case2: HER2 positive Breast Cancer

Docetaxel + ——
Carboplatin + Tamoxifen + Docetaxel + Tucatinib + (ONGOING )
Trastuzumab + Trastuzumab + IT Trastuzumab + Trastuzumab +
Pertuzumab Pertuzumab Methotrexate Anastrozole Pertuzumab Capecitabine T-DXd C1D1 C3D1 C7D1 C11D1
® ¢ ® r e ° ® R o - ® o o o o C
2019-02-07 2019-07-18 2022-09-01 2022-09-14 2022-09-22 2023-04-06 2023-06-29 Baseline  2025-11-19 2025-12-30 2026-03-25 2026-06-17

Ve

Baseline 301 -7.88% | {—12.50% J [ -14.67%
TL[Brain] 15.7mm > 12.7mm | SD SD SD )
RANO-BM RANO-BEM RANO-BM
¢ : SD [-7.9%] SD [-13%] SD [-14.7%]

*  Heavily pretreated: 7 prior systemic regimens, including 5 HER2-directed
therapies (prior T-DXd)

«  Braintargetlesion reduced; non-target lesions stable (SD per RANO-BM)

+  Duration of treatment: 10.6 months (ongoing)
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3’8 o= thH| Foft e

ZY kZ CHH| Flofct MEHOZ ZhEM S M= Al @ &

v Shared hepatotoxicity, divergent off-target toxicities
: a selectivityissue across HER2 TKis.

Tucatinib
L @ Sevabertinib
1LY y/ - MRcKA ™
Zongertinib [
AG n BUB1 ~ ' § :
i ) PRKDs é/
' 'JNKs - »

ZHOLS | 2 S U M=

AST increased

ALT increased

Source: a. Borges VF, Ferrario C, Aucoin N, et al. Tucatinib Combined With Ado-Trastuzumab Emtansine in Advanced ERBB2/HER2-Positive Metastatic Breast Cancer: A Phase 1b Clinical Trial. JAMA Oncol. 2018:4(9):1214-1220.doi: 10.1001/jamaoncol.2018.1812

b. Heymach JV, Ruiter G, Ahn MJ, et al. Zongertinib in Previously Treated HER2-Mutant Non-Small-Cell Lung Cancer. N Engl J Med. 2025;392(23):2321-2333. doi: 10.1056/NEJMo0a2503704

c.Le X, Kim TM, Loong HH, et al. Sevabertinib in Advanced HER2-Mutant Non-Small-Cell Lung Cancer. N Engl J Med. 2025;393(18):1819-1832. doi: 10.1056/NEJMoa2511065

d. Heymach JV, Opdam F, Barve M, et al. HER2-Selective Tyrosine Kinase Inhibitor, Zongertinib (Bl 1810631), in Patients With Advanced/Metastatic Solid Tumors With HER2 Alterations: A Phase la Dose-Escalation Study. J Clin Oncol. 2025;43(11):1337-1347.doi: 10.1200/JC0-24-01727

Zongertinibb— - -
Sevabertinib®— . I
—_ Al = Al
VRN101099-F = > Grade 3 i == > Grade 3
I 1 1 I 1 I 1
0 10 20 30 0 10 20 30
Patients(%) Patients(%)
Left Ventricular Dysfunction
Zongertinibd
VRN101099 - no events observed g 5 rode 3
1 I 1 1 1 1
0 2 4 6 8 10
Patients(%)
VORONOI _ 44
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Safety Profile

TRAEs occurring in =5% of patients are shown.

VRN10, 80 - 480mg
Drug-related AE (n=50)
All = Grade 3
Any 38 (76%) 3(6%) ]
Diarrhea 26 (52%) 2 (4%) I
Nausea 16 (32%) 0
Vomiting 6 (12%) 0
Decreased appetite 3(6%) 0
Rash 4 (8%) 0
Fatigue 3(6%) 0 Grade 1
Grade 2
Stomatitis 3(6%) 0 = > Grade 3

1
0 25 50 75 100
Patients(%)

Combined term, includes rash, rash maculopapular, exfoliative rash
Abbreviations: adverse event; TRAE; AE, adverse event; AST, Aspartate Aminotransferase; ALT, Alanine Aminotransferase.

BE 82 £F0|A HUHEOZ ossin
o E]II'OI sto|

=2 ==

re

2| 7hsot oA

—_ =

MAL A A| 2H2H0| = (loperamide) S 20| 2t &0
olo] Mo = 2| 7ks

E[CHif8=H(MTD) ol EE6HK] 943

&M 560mg £ XH F
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Unique Binding Mode and On-Target Degradation

AFEstel Z2elS S8 HER2 ~8HI2] MIZE Lixtst 5 25l 7=

A B C VRN101099 treatment
_____________ : ° Dynamics of cell surface of HER2 level mm Ba/F3 HER2 YVMA
5 S  20- 3 H1781
: E e . E E B 5637 HER2 mutation
@ | 25 o- : . = Ccw2
D ® 5 |_| U: I mm BT474
E » 5 207 B3 SK-BR-3 HER2 High
i 25 ! ! =3 JIMT1
: P 8 _40- ' 1 B R R T T
: c & : ! = ZR-75-1
! t ] ]
5 5 g0 ; v BN HCC1806 HER2 Low
—rmomnmnons ' Tucatinib Zongertinib VRN101099 3 ] SW48
o

HER2 expression

S 1.5

w

4 - mm DMSO

= = Zongertinib_0.1uM
bl | B Zongertinib_1uM
& BE Zongertinib_10pM
S 05 1 VRN101099_0.1uM
R =1 VRN101099_1pM
E = VRN101099_10pM
S 0.0

FE®E®™ ™~ ~| HER2
T | GAPDH

Zongertinib
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VRN 10 induced HER2 internalization(vs. Zongertinib)

Induced HER2 Internalization and Enhanced T-DXd Uptake Superior In Vivo Tumor Regression of T-DXd Combination
6007 o T-DXd 6007 « T-DXd
o + T-DXd + Zongertinib 5 nM
c s ¢ T-DXd + Zongertinib 12 nM \@ BT-474 (HER2+ Breast cancer)
® 2 £ 400 a0y 0o
& é 8 © Cycle1 —» Cycle2
X £% 200 2001 X
n =3 g
£ Q
g . 5
2
Time (hr) (V]
£ §7.6x
5
o 260071 & T.pxd 6007 » T-DXd = ‘ 42.3x
| § = T-DXd + VRN101099 5 nM + T-DXd + Zongertinib 5 nM g
© ca = T-DXd + VRN101099 12 nM = T-DXd + Zongertinib 12 nM =
> g3 Label only | Label only -
o §% 400+ 400 ° T T T T T 1
- s _; o« 0 7 14 21 28 35 42
2'2 g3 S Days after treatment
o £
VI o -~ T-DXd (2.5mg/kg, Q3W) 4% Zongertinib +T-DXd (2.5mg/kg, Q3W)
7]

{1 Zongertinib (20mg/kg, QD)  ~* VRN101099 + T-DXd (2.5mg/kg, Q3W)

Time (hr)
-/ VRN101099 (12.5mg/kg, QD)

v H2A| 5T oEH(5nM, 12nM)2E HER2 LixtzHAl v’ Zongertinib & ChH| S5t Sok iR

v HER2 Internalization £%I2 %t T-DXd Uptake BtH
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In vivo anti-tumor efficacy in T-DXd resistance model

T-DXd L E MIZ 718k F7HLH(Intracranial , IC) % LisHSubcutaneous , SC) 220l =5 2l

Tumor volume {mms)

AKR1C Overexpressing(OE) T-DXd resistant

1000 -

=

=

=
1

BCRP Overexpressing(OE) T-DXd resistant
NCI-N87 SK-BR-3

-o Vehicle

-»- T-DXd (5mg/kg, Q3W)

-o- Zongertinib (20mg/kg, QD)
-+ VRN101099 (12.5mg/kg, QD)
-»- VRN101099 (25mg/kg, QD)

-~ Vehicle

-~ T-DXd (10mg/kg, Q3W)

-o- Zongertinib (20mg/kg, QD)
-~ VRN101099 (12.5mg/kg, QD)

100+

..............

0 5 10 15
Day after treatment Day after treatment

Relative Luminescence Signal

v AKR1C has beenreported to mediate metabolism of the T-DXd payload DXd.

v BothDXd and Zongertinib are substrates of BCRP, whereas VRN 10is not.
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Case Report: HER2-Mutant Patients(1)

S [1g|WAW 56 Female - 160 mg - Lung Cancer HER2 S310Y

pembrolizumab +pemetrexed +cisplatin SD = trastuzumab +neratinib SD - T-DXd SD - VRN10 PR

2110140 46 Female - 160 mg - Breast Cancer HER2 V777L
Baseline C3D1

_TL[Lung] 13.1mm ====memmmmmemme—eeeeee >  Omm “CR” palbociclib+letrozole PR - fulvestrant Unknown > fulvestrant+alpelisib PD -
‘ everolimus +exemestane SD —> capecitabine PR = paclitaxel PR - T-DXd PR - VRN10 SD

* Anti-Tumor activity in heavily pre-treated setting (=7 prior Tx)
* Tumorresponse by RECIST v1.1: SD (-29.7%in Liver TLat C5D1)
* Discontinued due tonon-TL PD

“Decreased”

2E1i180 72 Male - 80 mg - Pancreatic Cancer HER2 S310F

FOLFIRINOX Unknown = nab-paclitaxel +gemcitabine Unknown =
trastuzumab+tucatinib SD - VRN10 SD

PROHANEE|FoV. 205 x 220

HNS Head
1

* Tumor response by RECIST v1.1: SD (-26.7% shrinkage in Stomach at C3D1)
* Txinterrupted for ~3 weeks due to underlying disease
* Discontinued to subject withdrawal

* Priortherapies, including T-DXd, all reached only stable disease
* Achieved PR at C5D1 with continued response by -49.1% at C14D1
* OQverall PR with sequential CRin TLs; Lung at C3D1 and Breastat C14D1
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Case Report: HER2-Mutant Patients(2)

V014 60 Male - 320 mg - Lung Cancer HER2 L755P V[0 4= 62 Female - 240 mg - Lung Cancer HER2 A775 _G776insYVMA

MEDI5752(anti-PD-1xCTLA-4 bispecific antibody) + pemetrexed +carboplatin SD - pemetrexed+cisplatin PD - atezolizumab PD - sevabertinib PR = ELVN-002(HER2 TKI) SD
pembrolizumab+ pemetrexed+carboplatin PD - T-DXd PR - VRN10 PR -> gemcitabine SD = docetaxel PD = T-DXd PR - VRN10 PR

Baseline
TL[Lung] 34mm

/ Baseline
TL[Brain]

* PR maintained with VRN 10 following prior T-DXd (17 months)
* Overall PR with -35.8% tumor reductionin 2 Lung TL at C5D1
* G3diarrhearesolved within a week via anti-diarrheal regimen

* 2Lung TL PR achieved at first tumor assessment of -56.1%
* Deep partial response following relapse on sevabertinib, ELVN-002, and T-DXd
* Brain NTL also decreased
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Evaluation of resistance in ENU-induced mutants

(A)ENU-induced drug-resistant mutation profiles.

(B)GI50 valuesin YVMA and YVMA with secondary mutations (YVMA+mutation) (n = 3)

(C)Fold changes of GI50 shifts in YVMA mutation models.

B
Ba/F3-HER2 Ex20ins YVMA
A 600000~
= o~ VRN10
Resistant mutation profile by ENU ; ° = Zongertinib
§4ooooo- -+ Sevabertinib
VRN101099 . ATP-binding pocket 2 200000
-7 T862AIS £
W {wm C805S -
Zongertinib / - others 0-.5 4 103 102 10 10° 10! 102
% _________________ 105 104 103 102 10 10° 10' 10

Y - g:éii;e the ATP-binding [Compound] (uM)

Ba/F3-HER2 YVMA/T862A

400000
-~ VRN10

-& Zongertinib
-4~ Sevabertinib

3000001

200000

100000

Luminescence (RLU)

0 I I I I r
105 104 10 102 10" 10° 10' 102
[Compound] (uM)

Luminescence (RLU)

Ba/F3-HER2 YVMA/T862S

600000 . e VRN10
-& Zongertinib
400000 -« Sevabertinib
2000001
0

) ) I I
105 104 10 102 10" 10° 10' 102
[Compound] (uM)

10 20 30
Resistant clone frequency (%)

ENU-induced mutation / YVMA Gl shifting

T862S T862A"
VRN10 1.0 4.8
Zongertinib 16.1 299
Sevabertinib 19.8 78.4

1: HER2 T862A also confers cross-resistance to competing agents like zongertinib and sevabertinib (Yuji Shibata et al., 2026 AACR).
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