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VORONOI Overview
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Business Model
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VRN11. Resistance mutations in EGFR

VRN112 =L E=3M|CH 220 HEQRMHO 2, EGFR SAHO0| X|=X[0f] £XHSH= CHFet Unmet Needs s 7t

HIAMIZHI2 EGFR TKIs 7HE =

D orug f
DT + DC -
© Unmet Needs Double Mutation Drug + &£
D DT DTC J LT +1C C )
L LT - LTC c/s-DTC
//’ L cis-LTC (C Triple Mutation drug ))
& /’/ Double ( DT+DC ( Double Mutation Drug + £ ))
D . ke DC . DTC LT + LC
L Lc \ g LTc | cis-DTC
D, LEsERI 7 ( Triple Mutation drug ))
1X} X|2H| &2l . ¢is-LTC
EGFR TKls Potency H|nt
EGFR Mutation Potency
Dr
"9 D L DT LT DC LC DTC LTC Uncommon

Iressa, Tarceva

Gilotrif

Tagrisso

VRN11 DM
VRN11TM |

VRN11 DM+ |

D: EGFR Del19, L: EGFR L858R, T:EGFR T790M, C: EGFR C797S, EGFR Uncommon mutation: G719X, L861Q, etc.

trans-,LT+LC

trans-,DT+DC

versor-0c | wersireic
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VRN11. Resistance mutations in EGFR
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VRN11. EGFR Uncommon mutation

EGFR TKis Potency

EGFR Mutation Potency
G719X  L861Q  S768IV E"i‘r’]’S‘ZO Uncommon Mutation 1X} X| 2|
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VRN11. Resistance mutations in EGFR

VRN112 EGFR S¢HO| X|=H|0f| ZX{S+= CIFet Unmet Needs SH& 7t

EGFR TKis Potency H|x?

EGFR Mutation EGFR Uncommon Mutation
Drug
D L DT LT DC LC G L S
Iressa, Tarceva
Gilotrif
Tagrisso
VRN11

L: EGFR L858R, D: EGFR Del19, T:EGFR T790M, C: EGFR C797S, G: EGFR G719X, L: EGFR L861Q, S: EGFR S768I/V
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VRN11. M EH*°'| Off-target Toxicity 7} $1x5| 52 CIXiSH 2k
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: : TAL B2tE CAH TS
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| |
I % :
| | BIA} BOFS BA} BOS
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| ¢ \ AGC I
1 Q) \ 1
| A\ NN |
1 1
1 AN 1
1 MY I
Il \ I
! CMGC Il
1 / CAMK | Percent Control
| | . 0%
1 1 0.1%
1 1 @ 01-1%
1 1 ® 1-5%
1 I ® 5.10%
. B . S S B BN SN B RS BN BEEE BEEE RS BN BN GRS RS BN SN G M M M e e e e . -l

=X : Eurofins DiscoverX Kinomescan, 1 ulM concentration
top 10% cutoff, >x30-fold off-targets excluded
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VRN11. EGFR EXX|2X| k|-Si2txhH Eqlg
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7|= EGFR TKIsQ| |- Sztxiy Enlg

Preclinical Comparison of the Blood-brain barrier Permeability of Osimertinib with Other
EGFR TKls

Nicofa Coklough. Kan Chen, Peter Johnstrom, Nicole Strtimatter, Yume) Yan, Gail L Wrigley. Magnus Schou, Richard Goodwin, Katarina Vamas, Saly J. Adua, Minghui Zhao,
Don X. Nguyen, Garesh Maglennon, Peter Barton, James ATkinson. Lin Zhang, Annika Janefeldt. Joanne Wikson, Aaron Smith, AKiNiro Takano, Ryosuke Arakawa

Miknail Kondrashov, Jonas Maimquist. Evgeny Revunov, Ana Vazquez-Romero, Mohammad Mahdi Moein, Albert . Windhorst. Natasha A. Karp, M. Raymond V. Finlay.
Richard A Ward, James W.T. Yales, Paul D. Smith, Lars Farde. Zack Cheng, and Darren A E. Cross

DOI: 10 1158/1078-0432 CCR-19-1671 Published January 2021 8 hes rimiwey

Table 2.
Summary of healthy rat brain and CSF distribution constants, Kp and Kpuu,

plus brain and plasma binding, fuplasma and fubrain, for 16 EGFR-TKIs. =~ zwsrreeeeeseseeees
Drug Brain Kp CSF Kp fuplasma% fubrain% Brain Kpuu : CSF Kpuu
Osimertinib 6.09 0.0047 1.66 (0.22) 0.057 (0.012) 21.0% 29.0%| Tagrisso
Icotinib 0.17 0.051 8.38 (0.15) 6.06 (0.77) 12.0% 61.0%
Lazertinib 1.17 ND 1.70 (0.35) 0.126 (0.018) 8.7% ND| | eclaza
Avitiniba 0.12 NV 0.87 (0.06) 0.623 (0.066) 8.6% NV
Erlotinib 0.14 0.034 8.77 (0.19) 5.18 (0.55) 8.4% 39.0%| Tarceva
Poziotinib 0.07 0.00068 1.10 (0.30) 0.912 (0.092) 6.0% 6.2%
Naguotinib 0.24 0.014 6.98 (1.61) 0.974 (0.192) 3.4% 20.0%
Dacomitinibb 0.76 0.0085 4.04 (0.27) 0.157 (0.023) 3.0% 21.0%
Tesevatinib 0.99 0.0042 3.39 (0.50) 0.087 (0.008) 2.5% 12.0%
AZ5104 0.32 0.0056 5.64 (0.22) 0.335 (0.064) 1.9% 9.9%
Olmutinib 0.12 NV 1.18 (0.59) 0.117 (0.016) 1.2% NV
Gefitinib 0.12 0.0074 4.38 (0.82) 0.341 (0.070) 0.9% 17.0% Iressa
Rociletinib 0.008 NV 2.10 (0.61) 1.98 (0.07) 0.8% NV
Afatinib 0.2 0.024 9.48 (0.75) 0.297 (0.031) 0.6% 26.0%| Gilotrif
Nazartinibc 0.041 0.0071 8.94 (0.72) 1.00 (0.10) 0.5% 7.9%
Note:

Kp determined from AUC brain/plasma and AUC CSF/plasma ratios using 6 rats per compound with one terminal sample per time point (Eq. 2)
with Kpuu determined by factoring in tissue binding to Kp using Egs. (3) and (4).
NVédno value determineddcompound detected at only one or two ti me

Fraction unbound in plasma fuplasma and fraction unbound in brain fubrain average of n = 3; (SD)

&X] : Nicola Colclough et al. Clin Cancer Res 1 January 2021; 27 (1): 189-201.

100%

75%

50%

25%

0%

EGFR X|=X2| kI

FEHH Enl= (Kp,uu, Brain/ Mouse, Rat)

= Mouse  Rat

%Y'ET

g

Tarceva
Erlotinib

%€ 0T

S
Iressa
Gefitinib

100%0[2¢

Gilotrif Tagrisso VRN11
Afatinib Osimertinib

%682

%0°T¢

T %9Y
%90
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VRN11. Technical Feasibility in-vitro

Highly potent against EGFR mutation

Il Iressa [ Tagrisso [l Gilotrif
[ Tarceva [leclaza [ VRN11

NSCLC 15t Line EGFR C797S DM m

0.01
0.005
II|| |‘|| Gilotrif WT
0 % % @ I N e m —m
DC LC

Del19 L858R

Ba/F3 EGFR Mutation(GI50, 1 M) )

Uncommon Mutations

ZX]: *Yun J, etal. Clin Cancer Res. 2019,25(8):2575-2587. doi:10.1158/1078-0432.CCR-18-2906
Gilotrif WT: HaCat cell
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VRN11. Technical Feasibility in-vivo

EGFR C797S Double Mutation 25! 2 NSCLC &gt ZHEH0|21 EGFR Del19 k| 0| 2 RI0|A Fof:t &5 =0l

EGFR C797S Double Mutation

Xenograft model (solid tumor)

2500~

2000+

15004

1000~

500+

Tumor Volume [mma}

Vehicle

Erlotinib (50mpk)

VRN11 (3npk)
VRN11 (l@npt)

5 VRNL1 (30npk)
5 10 15

Days after treatment

EGFR Del19

Intracranial tumor model (brain metastasis)

1x10°2-
% 1x103
o X
j ;
£ 1x10
5 1x106-
[
g 1x10 54
|—

1x104

Vehicle

Osimertinib ﬁ(lz.ﬁnpk)
VRN11 (5npk)
VRN11 (10npk)

VRN11 (20npk)

5 10 15 20 25
Days after treatment
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VRN11. Clinical Trial StUdy Plan phase 1b expansion

QT XQI MO 0f2f EGFR SO0 Chat EFY 20| 7Hs

VRN11. Phase 1b expansion plan

st 4o 2 7|}

EGFR Mutation Brain metastasis W) : Combination Drug Market Size
(Mono- / Combi-)
DC I
<7975 @ |02kt =5t Monotherapy ) Blueprint Medicines > Zai Lab
e B, = B 7[=0|H
A2kZ 300, & 7,300 A2t
. W) AR 2579 oAt
DT + DC _ _ Combination SIKIA 7[HF =X
C7975, trans- |MO0| &k} 5 3M[CH 22 (Etxf 71H =)
LT+ LC therapy
(@ Gilotrif Peak sales 0.4Z=2(2019)
G719X _ -
_ B, (&t 712 =)
Uncommon L861Q |™Oo|2kx} =gt Monotherapy )
(V) EGFR Exon20 ins. A&} 772 38 OfA
S768INV/ _ -
(BRI 7|k )
D ) B (¥ Tagrisso Peak sales 10.2x2(2028)
EGFR L|®0|2kx} =&t Monotherapy
L () Tarceva Peak sales 2.4Z&£1(2013)

L: EGFRL858R, D: EGFR Del19, T: EGFR 790M, C: EGFR C797S
£ Globaldata,, $1 =¥#1,247(MS2|=&t57H 2023 1€ 2L oHol7 |28 T

s
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VRN11. NSCLC A |12

HIAMIZH| 2 ZO0Fofl A SHHOIE

HI2MIZH o] S HHOIE 2t} = T=(%)

EGFR C797S

.20 30.24

EGFR

L858R & Del19

FE, 0IF thd] S=0F 37128 S, )2l EGFR E21H0| s

HI2MIZH 22| SHHO|E 2

EGFR RET

0] 1.6~2tj OJA}

3.96 1~2@ 1

ROS1

Exon20ins. fusion

ES (B3 48%, L2 45%, &= 43% -

= AE7IX| H 0iE =X

40 45.3~46.3

0|2 26%, 92 15%)

utant

& of=

=]
19 SIKH X |=H| EXH
Al E= -
(BIRE 2 7180 32) 25X oAl
Peak Sales i

Blueprint Medicines - Zai Lab

Reference FOJA CiY| =2 BHH 7|20[M
Deal ok7 300212
Blueprint Medicines
THELEAL Chia Tai Tianging Pharmaceutical
Group
Zx]:(1

(4) Mol Cancer. 2018 Feb 19;17(1):29.doi: 10.1186/512943-018-0778-0.

EXKIVITY (Takeda)

3784 OJAt

0.5Z2(E, Exkivity)

Blueprint Medicines-Lengo
Therapeutics

TRt B, 71ele

25,3004

Takeda
Blueprint Medicines

0.8Z=&I(E, Gavreto) / 1.2Z=2|(E, Retevmo)

U2, (EZHR) 7I20|H 2f 22 &

Rozlytrek (Ignyta)
Xalkori (Pfizer)

Gavreto (Blueprint Medicines)

Retevmo (Loxo Oncology)
1.5X% O|AF 12§ oAt

0.4=2I(E)/0.7Z=&(17)

Ignyta-Roche
QUADAL OF 22l 7[RIl

Turning Point Therapeutic-BMS

Blueprint Medicines - Roche

Eli Lilly-Loxo Oncology

QUMM 7[@I014 OF 9Z RS QUAN/2AL, OF 51758 7|H0I%
Blueprint Medicines BMS
Loxo Oncology Roche

) Mol Cancer Ther. 2013 Feb;12(2):220-9. doi: 10.1158/1535-7163.MCT-12-0620. Epub 2013 Jan 31. (2) J Hematol Oncol 14, 50 (2021). (3) Clin Cancer Res. 2012 Sep 15;18(18):4910-8. doi: 10.1158/1078-0432.CCR-12-0912. Epub 2012 Jul 3.

*EGFR Frequency: Am J Cancer Res. 2015 Aug 15;5(9):2892-911. eCollection 2015 *KRAS Frequency: Cancer Treat Rev.2021 May;96:102179. doi: 10.1016/.ctrv.2021.102179. Epub 2021 Mar 19 *ROS1 Frequency: J Clin Oncol. 2015;33(9):992-999.

doi:10.1200/JC0.2014.58.3302

- Peak Sales: Globaldata, $1 = 1, 247(M29|=8157H 20231 12 2! ofiol7 [=8
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VRN10. HER2+ introduction

Treatment Landscape for HER2 Positive Metastatic Breast Cancer after DB09 clinical trial

Systemic Therapy for HER2 Positive

Systemic Therapy for HER2 Positive
Metastatic Breast Cancer (post DB09, 1¢t line setting)

Metastatic Breast Cancer

1stline 2" Jine 3rd line

Taxane T-Dxd Tucatinib T-Dxd Taxane Other options
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