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Efficacy(1): HER2 mutant solid tumors

CiISHMeH K| 0] VRN10S F2fSHHER2 0] 1redot sixjolA SEef e 2lol

Best Response in Target Lesion Size

20
2
80mg qé’.g . - SD SD PR
160mg o E PD SD
I 240mg f_-:, g
Bl somg &8 20 | -
£ ORR43% (3/7)
DCR86% (6/7)
-40
Patient # 007-002 009-004 001-001 004-001 009-006 008-001 004-003
HER2 R678Q G727A S310F V777L L755P V659E s310Y
(status)
anary Bladder Urothelial Pancreas Breast Lung Renal Lung
tumor site
No. prior Systemic Tx 2 4 3 7 3 2 3
Prior HER2 TKI N N Y N N Y
Prior T-DXd N N N Y Y N Y

S310F /S310Y: Extracellular domain, V659E: Transmembrane domain,

ORR, Objective Response Rate; DCR, Disease Control Rate

R678Q: Juxtamembrane domain, G727A /L755P /V777L: Kinase domain
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Casereport: 160 mg, HER2 S310Y lung adenocarcinoma

004-003(HER2 S310Y): 56 years old female patient progressed on T-DXd

Trastuzumab
+neratinib
. -3594%  -49.13%
Pembrolizumab
+Pemetrexed VRN10 160mg (PR) (PR) _
+Cisplatin T-DXd C1D1 .
SD SD SD Baseline Ongoing
q’ P ° o o
2023-01-03 2023-05-02 2024-04-01 2025-08-05 2025-10-26 2026-05-06
(c7D1) (C14D1)

VRN10 Treatment

» Metastatic site: Lung, lymphnodes,brain .
» Diseaseprogressionafter T-DXd .
treatment (~ 1yr)

Bestresponse: PR

CRwas achievedin 2 targetlesions: lung

atC3D1andbreastatC14D1

« Brainnon-targetlesion(NTL) was
decreased

* Duration of treatment: 10 months

(Ongoing)

TL1 (Liver)

TL2 (Breast)

NTL (Brain)

TL3 (Lung)
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Efficacy(2): HER2-positive metastatic Breast Cancer

ASE(T-DXd) X|= ZEO| L= HER2 2 [tiet Stx=0jlM ZHZEEE(DCR) 83% 22!

Best Response in Target Lesion Size

20
O\O -
55 I SD PR
160mg @ § SD
c =
@8 -20
£ ORR 17%(1/6)
DCR83% (5/6)
-40
Patient # 005-001 006-003 003-001 005-002 003-003 006-001
HER2 IHC 2+ IHC 2+
(status) IHC3+ ISH+ I[HC 3+ IHC3+ ISH + IHC3+
anary Breast Breast Breast Breast Breast Breast
tumor site
No. prior Systemic Tx 3 6 10 8 2 3
Prior HER2 TKI N N Y Y N
Prior T-DXd Y Y Y Y Y Y
KRO05-002 Target lesion: Brain VORONOI _ 5

ORR, Objective Response Rate; DCR, Disease Control Rate
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Casereport: 160 mg, HER2 positive Breast cancer

005-002: 37 years old female patient with HER2-positive disease who progressed on T-DXd and had CNS metastases

Baseline C3D1

Metastatic site: Brain

Early HER2 therapy + surgery (Complete resection of primary tumor)
Radiation + Systemic HER2 targeted therapy multiple lines
Tucatinib - T-DXd - Progression

VRN10 Treatment

» Bestresponse: SD
* Reduction in Braintarget lesions and non-targetlesionwas stable
« Duration of treatment: 6 months (Ongoing)
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TL (Brain)

,:';'_‘_’.: 12.7mm
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HER2 positive

24 1adt & HER2 2f2red S HO| 2|20 5ok 2t ol

Integrated PK-PD-Tumor Response Analysis

Step 1 - Patient treatment  Step 2 - Plasma/Serum  Step 3 - Sample split into two analyses Step 4 - Integrated

and blood collection preparation analysis
Branch A - PK analysis
VRN10
oral __, PKanalysis . VRN10 plasma VRN10 plasma
(LC-MS/MS) exposure (PK) exposure (PK)
% L&
— —> e
/) Branch B - Ex vivo Serum pharmacodynamic assay | Phospho-HER2
> - inhibition (%)
Cancer patient C2D15 Plasma / ;
| Phospho-HER2 Tumor
blood sample Serum el —> inhibition (%) shrinkage
VRN10-
containing In-cell western “Integrated PK-PD-Tumor
patient Serum  (96-well fluorescence response analysis”

assay)
v' Ex-vivo Serum Assay: &X0f|A| VRN 10 F0{gt = xiF/st &
pHER2 iH| 53 £H
v Integrated Analysis: 2txt2| PK, PD, &H| 5 Zfa
A =

H(Serum)2 285t0{ A AMIZ L

2 (Tumor Shrinkage) s £¢& 24510 25| 213t

v pHEszioH

EUEEE -’g-otavma 240

2iXt % HER2 activating mutation EX[oj|A{e] S bt

Tumor response(ex-vivo correlation)

20 ¢ 2|0 4|0 6|° a.‘:' 1 ?o Patient HER2 status
O HER2IHC 1+

S © HER2IHC 2+
X2 @ HER2IHC 3+
S 0_ ................................................. E : :
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ex-vivo phospho HER2 inhibition (%)
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Efficacy(3): Brain Penetration

VRN10: k| F0]of| cist 0|5= 2|2 =R & 7|cH

ﬂ? BBB -
® =
VRN10 @ ‘ o

CNS metastatic lesion

Intracranial model(BT474, HER2 + Breast Cancer)

100+

* Vehicle

Relative Luminescence Signal

; —o—9
1 1 1 Ll 1 T

1
0 3 6 9 12 15 18 21

Days after treatment

v Brain Penetration: 2% 2f= L{H|
ZHH(BBB) M2 7[HoZ | LH)IME &

mDOT: median duration of treatment
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# Zongertinib (20mpk,QD)
- T-Dxd (10mpk,Q3W)

VRN101099 (12.5mpk,QD)
* VRN101099 (25mpk,QD)

ol
[=

NTL (Brain)

& 1a2foilA 0] 2kx} Chd

Baseline

Baseline

oL 2E

0'0

'1 *12.7mm

ZH(intracranial disease control) &l

CNS control in BM patients

Patients

with target lesion 1intra PD

2 Non-CR/non-PD
(1 with reduction)

75% (3/4)
v’ 3/4 (75%) Treatment ongoing

Patients
with non-target lesion

Intracranial DCR

C14D1

-

Decreased

1 intra SD with tumor reduction,
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Safety and Tolerability Outcomes in Dose Escalation

FUIEOR SIIEX| ZIgst IS S0 LBt otak el Siol

TRAE, n (%) Al G23 VRN101099 (N=35)
Any 19(54) 2(6) L]
Nausea 8(23) 0(0)
Diarrhea  9(26) 2(6) .

Rash  4(11) 0(0)
Dry skin 1(3) 0(0)
Pruritus 1(3) 0(0)

Grade 1

AST increased 1(3) 0¢(0) Grade 2

M >Grade 3
ALT increased 0(0) o0¢(0)
(I) 2I5 5I0 7I5
Patients(%)

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

v’ Overall, the safety profile was tolerable and manageable
across all dose levels.

v One drug-related Grade 1 AST increased was observedin
a one patient at 160 mg; notably, no hepatotoxicity was re
ported at higher dose levels.

v Diarrhea was effectively managed with loperamide admin
istered on an as-needed basis upon symptom onset

v’ Escalation to 480 mg is ongoing, with MTD not reached an
d RP2D determination ongoing.
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Key Eligibility Criteria

+ HER?2-altered solid tumors

» HER2 positive mBC or mGC with PD after
prior anti-HERZ2 therapy

» Other HER2-altered solid tumors with not
approved HER2-targeted SoC, progressed
on all available therapies

+ NSCLC with HER2-activating mutations
after prior HER2 TKIl or ADC.

Dose Escalation
» Standard “3+3” dose escalation

* Minimum of 18 and up to 72 pts, plus up to
36 additional backfill pts

» DLT assessment: first cycle of treatment
(i.e.Cycle 1,21 days of IP)

Sl QHO S QlALEtof Y

Phasela
(Dose escalation, Monotherapy)

320mg Backfill
240mg Backfill
160 mg Backfill

80mg

Phase 1b

(Monotherapy/Combination therapy)
Dose A
(Mono) Mono Expansion

HER?2 activating mutation

DoseB NSCLC
(Mono)
Dose A
(Combi) Combi Expansion
Dose B HER2 positive cancer
(Combi)

24 1a8 PK-PD H|O|E{0fl 275t0] Al 714 K=/ 2t
S TIH o
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Thank You
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