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KNP-101: FAP E& |L-12mut Immunocytokine

1

Chosst

[l

% W IFN-y 252 82 IFN-y 582 22/st Immunocytokme SEHA0|Ct FAP
Ao  Cancer-associated fibroblast(CAF)OlA &4 Yéigls MIZ  HPH  Serine
protease O|Ct, CAF = Extracellular matrix(ECM)Qt HAARK| NS E &HH5tH, Tumor cell 2t

ANEE ZZHHo=2 22| KNP-101 2 Tumor cell o & ZAHECt TME 2| Stromal
marker @I FAP & 0|&22M Tumor 2] ZFLt Antigen heterogeneity 2| A g 2235102}
st

KNP-101 2 FAP HEA3SIQt Heparin-binding site B¥0|E S35t Attenuated IL-12 & Z&Hl

IL-12 & p352 p40 22 F4El Heterodimeric cytokine 22 T cell 2+ NK cell 2] STAT4 A&,
IFN-y 28], Th1 &%}, Cytotoxicity € ZI8tCt. J2HAM Innate immunity 2t Adaptive
immunity £ SAI0l 2/d3te £ UR|TH HAUTFO Al BE=SH FN-y, 7H5d, WS =4 2
dSH SHo= A4 HE0| HSHH0|UCt BHH, KNP-101 2 IL-12 p40 2| K258A, K260A,
K263A, K264A B10|2 Heparin-binding ¥2| Y3512 Z0f Heparin O 2|3l Zstzls |L-
12 receptor A4S E Attenuate 5tFCt L5 Fc region 0= D265A, N297G Bi0|7t 25|
gA|e| Effector function 8 Y30 54 2(AsteIC}

oI
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KNP-101 2 FAP 2 &dli TME Off MdEidoz ZSAE =S dAE A0 Heparin-binding site
mutation S Sl IL-122] M4 S AStAZ] RUsH TL2ZA0ICE SAk= KNP-101 H|4
A2 Soll Mouse o3 HUWEO 7|1F FEEH2 0.5mg/kg, @4l IFN-y 7F 10ng/mL Of
EE5l= B2 10mg/kg 2 QISICE 0| 7|&2=2 Aitst Safety margin & < 20 H{O|O4,
SASH YAlOZ Philogen 2| IL12-L19L19 = 2F 5 HY, Sonnet SON-1010 & < 3 Hj,
PDSO1ADC & 2 1 Hf, Dragonfly DF6002 & 2f 0.1 HiZ A= & &%= MTD E£=
HNSTD 7|gte| Safety margin & OFL|Z|QF KNP-101 9| 7|ME8 & uf 245t Safety
margin & HACR 7Y 4+ Us ARZ THBICH
Figure 7. IL-12 2¥=S3} Safety margin H|i
Kanaph Philogen Sonnet PDS Dragonfl
P g Biotechnology 9 y
’\(‘*\Nlblzmyt FIexwh\leL\nker S
Molecule Ant-FAR é iz, i NHS L2 8¢ . s
4 AL
A & i g
(_KNP-101 ) SON-1010 PDS01ADC
B —— e
! : v v
i Tumor targetmg (tumor microenvironment) (EDB of fibronectin) {Aibumin Binding) (necrotic regions in cancer)
e
i IL-12 attenuation (Heparin binding site mutation) x x x
,,,,,,,,,,,,,,, Backbone IgG1 . effectorless  19G1 . MeG1  19G1.effectorless
___________D_gvelopmentstage Preclinical P1 Pz f'_2_ _____
o . . Solid Tumors, HNSCC, CRC,
L rreetindieston o mwmer R Ovaran Cancer __ Prostate Cancer %™
Efficacious dose in mouse (mg/kg) 05 0.4 15 05 01
with single IV injection : . : : :

Toxic dose in mouse (mg/kg)
resulting in systemic 10 ng/ml INF-y

(Source: ZtLIZE2HFEIA, |V Research)
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KNP-301: C3b/VEGF O|Z Fc 8¢ Chuizl

KNP-301 2 EX|(Complement) AZ9| Alternative pathway 2| &Z A9 C3b 2
YLARIZL VEGF & SA[0 XTH5H0, 2| =2 42|=(GA, Geographic Atrophy), 4lgetd
AMD(nAMD, Neovascular AMD) & 7| AMD & Target ot= LIO|Z2}QI0|Ct, &7 AMD =
B4/ (Non-exudative) GA 2t nAMD 2 FEEZ|0 & He[7t A £
257 |= St GA O|M= RPE(Retinal Pigment Epithelium, 2atAiA
membrane F812| Complement dysregulation 2} Photoreceptors A410] £ 24010|04,
nAMD OflAl= VEGF O 2|5t H| A 4l4ded o] sfalo|ct,

H—

5t2 olafl Bruch’s membrane 2| E1t40| A5te|®™ Lipids 2 Lipoproteins A&9| CHAt
A0 RPE 8120 ZA=(0f Drusen & Y45t =0, Drusen Wo 2A5t= C3 L C5
59| TMMELS EXHAZ9 Alternative pathway S 223 A|ZICEH 0|2 QlI& AiMel
Anaphylatoxins(C3a, C5a)2| 2td S Bts 2L MAC(Membrane Attack Complex, C5b-9)0|
o3t MEZA ZZ0| RPE MILO| AtEE RYSt0{, RPE 9| 2| 7|58 2 Photoreceptor
MZo} aHatal oM 2H(Choriocapillaris) 7HA| GIMHo2 92 U AAMC|BA AT 2|2 HEHOl
GA 2 HEC

KNP-301 2| C3b blocker &= Endogenous complement regulator 2! CRIg(Complement
Receptor of the Immunoglobulin superfamily)2l Ig-V(Immunoglobulin Variable-like
domain)?t 1g-C2(Immunoglobulin Constant 2-like domain) Extracellular domain 22
THEC C3b = Alternative pathway 2| Amplification loop 2t C5 convertase 40|
204 5t7| mf20l, KNP-301 2 C3 A7t ofLfe} &dslE C3b & MEiHe=Z Azt et
2 Amplification 228 AA5HHAM Native C3 O 2§t Target sink & 229 £ YA =t
VEGF blocker = Aflibercept(Eylea)?t FAtSHAl VEGFR1 domain 2 2t VEGFR2 domain 3 2
M=l VEGF trap O|C}.

Figure 8. C3b 2} VEGF & SA| BEA5t= KNP-301 72

PURPOSE: To develop a best-in-class treatment for
neovascular and atrophic AMD, resulting in KNP-301

KNP-301 is a bispecific, multivalent
inhibitor of complement C2b and
VEGF in a single fusion protein:

*  (C2b-blocking domain: consists of
Human {' Moy extracellular domains Ig-V and Ig-C2

C3b block ; )
- H‘gcz of the CRIg protein, an endogenous
Fc { protein that binds C3b to negatively
s :: e regulate alternative complement
blocker { B8 o2 activation

* VEGF-blocking domain: VEGF-trap
design consisting of Domain 2 of
VEGFR-1 and Domain 3 of VEGFR-2
(modeled after Aflibercept)

* Indications:
1. Neovascular AMD (nvAMD)
2. Geographic atrophy (GA)

+ Therapeutic concept:

* To enable at least SOC-like efficacy through validated
mechanism

* PLUS an additional validated mechanism to transcend
SOC for both indications

* PLUS greater durability and decreased burden

(Source: ZtLIZE2HFEIA |V Research)
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KNP-301 2 H|gd AFE Sofl d=0| ez ZAst= C3 ECt C3 7t 2/d3st=HA
MME= C3bof 2k 108 o MEfdo= AFstn, C2, C4, C5, Factor B, FactorH & CH2 EX|
Chadzlof Cist A2 C3b ECh 150 HY Ol YCh= AE SRIFICt Ol Al EX
ANAE S ZH{SHA AAot7|2Ct 2E 220M 5= Alternative pathway 2| &4
SUACl C3b & YEAH2=Z Xfttots MEOICH ESH SAts 2026 F ARVO 5| LHO|A
KNP-301 2| Complement-mediated cell lysis &A|20| Syfovre tiH| 2F 3.5 BY, |zervay CHY|

of 4781 &gt OIS ZERIUCEH

—

Figure 9. KNP-301 2| B 2| 2t& 7| & 7|& SOC ChH| 248t 25 Hlu

Potent inhibition of complement-mediated hemolysis via C3b binding

"
C3b = Target | h

Human alemative pathway

of KNP-301 }\
c® g ®
o o N\ g
\ amolficaton SowrreqAaton 6
L___.IEJ ' 0
i *_
’ 0
om o0 1 » " W0 ‘“ < A
Concentration (pgiml) P £ a9
€

Greater potency in complement-mediated cell lysis compared to SOC agents

KNP-301 vs KNP-301 vs
Pegcetacoplan/Syfovre AVP/lIzervay
(anti-C3) (anti-C5)
- 05+
0.3+ .':" 0.4+ ==
£ - E [
. - 0.3+ .
- . -
o a 024 . i
0 ,4] & Knp301 . 0 * KNP-301
® Pegcetacoplan *e-a- 014 .4 IZERVAY R 139%
.
0.0 v rrmer—rrrr—r v 0.0 4+—rrrrmy—rrrmy—rrrreerrrrwrrm
10" 10° 104 107 104 104 0% 10* 10° 107 104 10
Concentration (M) Concentration (M)
AHS0 KNP-301| | Pegcetacoplan AHS0 KNP-301 IZERVAY
ICso (nM) 442 1549 ICso (nM) 798 376

¢ 2

Greater inhibitory potency (4.7-fold) and
more complete inhibition
vs. AVP/lzervay

Greater inhibitory potency (3.5-
fold) vs. Pegcetacoplan/Syfovre

(Source: ZtLIZE2HFEIA |V Research)

KNP-301 2 E7| PK AEO|AM Vitreous half-life = 226 A|Zt22Z Syfovre 131 A|Z
Faricimab/Bevacizumab 103 A|Z}, Aflibercept 94 AlZ+ S 7|2 2|2A CiH| ZAS0, NHP
ABO|ME Aflibercept 2 Aqueous humor half-life @F Faricimab | Vitreous half-life CHH| 2F
1.5 8f 21 o2 EQIZ|QUCt. Ol KNP-301 O] 9t W, £3| Retina OlA HluwZ 22f R2|€

tsdE EOIE HO|EZ, &= Human YH0ME FAL BlE 20|12 & ZHS 3 T
13 802 AYY 4+ As 72 FYH2= J[oiEt
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Figure 10. KNP-301 2| ¢t LY 7| 43 2 SOC CjH| PK 94 Hlw

Comparative vitreal half-life of KNP-301 vs. SOC agents for nvAMD and GA
(rabbit PK studies)

lzervay 9
Syfovre 131
Ranibizumab N 69
Afibercept I 94
Bevacizumab IS 103
Faricimab FRE— 103
KNP-301 I 226
0 50 100 150 200 250
Half-Life (hours)
KNP-301 shows an extended vitreal half-life in rabbit PK relative to SOC therapies
for nvAMD and GA
KNP-301 (2 mg/eye)
Residency Time Extrapolated From NHP data

ﬁ v e KNP-301 half-life (Monkey)

Z . ¢ Vitreous Humor PK 4.8 Days Vitreous humor

B * e ® Aqueous Humor PK 3.2 pays Aqueous humor

g 4 ¢ 4.5 Days Choroid 1.5x longer

.5. e 6.5 Days Retina half-life

£ in aqueous

g humor

o Aflibercept half-life (Monkey) : ~ «—— ¢ Aflibercept

g i 2mg/eye

S 2.2 Days Aqueous humor 1.5x longer
Faricimab half-life (Monkey) : < o ha.lf-llfe
1.5 mg/eye in vitreous

0 10X 3.0 Days Vitreous humor 0 humor
Days Post Dosing 3.9 Days Aqueous humor vs. Faricimab

Compared with Aflibercept and Faricimab in NHP studies:

v" Observed half-lives for KNP-301 are longer in ocular compartments and
tissues by 1.5-fold.

v' Penetration of KNP-301 from vitreous into the retina is high. Using vitreous-
to-retina C,,, or AUC,,, ratios, the penetration ratio of KNP-301 is similar as
that measured for brolucizumab in NHP PK studies(data not shown).

(Source: ZILIIH|2HFEIA, |V Research)

A GA AZOM 7t #e T2 FYoEe
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DLIE&eloF Bt BHH KNP-301 2 1 Old A& EUE 7|thot] VEGF arm 2 7HA|11
7| wfZof olglet A== =AHE Hﬂ ekt 2k=0|Ct "é._n_i 2023 @ Astellas =

lzervayE 2R5t IvericBioE 2F $5.9bil0f| QI4&5t¥ S0, 2026 Biogen2 Syfovre & ES{ 6t
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VEGF trap 2} Complement receptor 1 7|8t C3b/C4b AAHE ZEM2D, 2026 H ==Z0|AM
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inferior SIHAMEZ 12 F 7HADR] £E0E H3ct A8 E0lgion, U4 3 MM & 73%9]
327t 16 & FO ZHHE KI5t Macular atrophy 24 ZtA 7HsA7ER| BRI QAT
IBI302 7t VEGF 2t BHE SA|0| BE&ote A22AM EUE LSOl T2t KNP-301 A =2
12| gIt JtsE HeZ2 J|thElct £3| 1C50 ZHE H|WO|M [BI302 CHH| KNP-301 9
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Figure 11. KNP-301 vs. Syfovre, Izervay +2 /4 H[n
%A= KNP-301 Syfovre Izervay
e VEGF, C3b I cs
e HIE1S ADE NEE
. (GLP S8 ME 2 CMC 2i7) == ==
e o A ~
S LT 58 (ICop=42.3nM) E2HICe,=141.80M) 8 (1C.,>300nM)

x

x

125 018 Ris=n o
(IHE EEi= 2HEI0N Bt =040 (IHE E=04)
AIAEEEE Ol 2 T X2 o x x
Bt o) =012 H2 o1 L . » «
S8 AN =S M EA KR
0F 0|5 0| HRE BHE! Jhs A o
=2 9= HSE o Jsd A I B Rh ropESH x x
QA <5001 OILHE01 JHs o a a
Sre sty e S0pl/eye 100ul/eye 100ul/eye

(Source: 7LtIE|2tFE]

A, IV Research)

Figure 12. KNP-301 vs. IBI302, Vabysmo, Eylea 2 £4 H|1

A=Y KNP-301 IBI302 Vabysmo®(Faricimab) Eylea8mg
ERt VEGF, C3b VEGF,C3b,C4b VEGF, Ang-2 VEGF
1 Higiah Az = =
e (GLP S4 AIE 2 CMC 2t3) E=only) AEE HEE
ES=]
(£I0H 1 621K 22} Xisk Thss) © < c o
wHE2ER g o x x
C3b ([HHIZ2 S01X) C3b, C4b [(HHIZZ, DHBR)
o o A
Cbiiels £2 (IC,=0.05nM) EZHIC,=0.32nM: 7Hi &) * x
SUDIOI I Oll ! EI3 Kt o a x x
e 0171 ] A o] A
21718 <500l OILH 01 ks 50ul/feye 100pl/eye S0ul/eye TOul/eye
(Source: ZtLIZE2HFEIA, |V Research)
KNP-301 2 GLP S4AIE U CMC 7jge 223 Aejoln, 32 32 7la0jdg 2
Z0|Ct. IBI302 7} VEGF 2 EX ZAZE SA|0f 9H5t= 07|18 nAMD EHO|M
duHoz ZAIBotAL, Syfovre 2k Izervay 7t GA ZZA A¥E WSt U= HE2
125tH, GA & nAMD 2 SA|0| EfHSH= KNP-301 2 jMEl & 2 2&MS Higtoz
Best-in- Class SEESAZM 27| ©A 7|20|d 7tsg0| Ot HEHEILH SAts 8¢ I
AHorAtete] Za3/HY L 7|=0|dE Solf ArYetet Partnering A2 A5 A2M, OF
HiElo 2 KNP-301 o 224 7|=010A| 43 3% sAl ZUE L mo|Z2telof cfist

ZHEMOl Re-rating 0| 7HsE Z0|Ct,
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KNP-502: EP2/EP4 O|Z Z{slj|

KNP-502(0CT-598)&=

AR -IIO”

Jls0ld =of Yy 1

2 I =0l EP2/EP4 O|F
HlHZAM, PGE2 A= AAE Sl YMEL X2 T WES Aolfstct. I SI2Y E=
YA ZIEE AlSHH & =2 LY Cox-z EA7t SEE0] PGE2 42|7t 2H35| ALBICt
PGE2 = FH E‘%“IEOI EP2 ”i' EP4 £EX|0f ZE5I0 st HAAA LS E dY5tL,
S0 “OFE.% LMZO| ZZF @EE gdetsh=0l, o= Qs TME 7t & %=
oo RE FHM WHO0| YMstA ECh KNP-502 = PGE2 7t #8ste & JHA| 2
8|2l EP2 2F EP4 & SA[O| 2HTHSHO], O2{et HAAA Y 2HF =S X|THatct
Figure 13. PGE2 Of| 2|8t S D|M|&tA L HAAA| L NZE &4 23 7|H
' d
a PGE2
(Source: ZtLtIE|2HTEIA, |V Research)
SAte HYY ARE Sdi KNP-502 29| Olzfst 7|38 =2ME =QISIRCE <2 LFOoIN
1t o|F ZEY F2I9| COX-2/PGE2 7t 271510 2% W T cell 28 24 2L M2
Macrophage 37t & HAAA7F AZ(RUCH O2{L} KNP-502 & EHE FOE Al PGE2-
EP2/EP4 0| ATHE|Of 3ot S0 T W HIMESO| 23| 7|55t 2 YMEE
IHBORM B Bt SRl 20| Holct
Figure 14, OI$A 2EI0M NSCLC SoC &F KNP-502 HE £0 A| & &5 TIt
(A) TC1 tumor-bearing mice (B) SoC
2500
2500 @ Control "E 2000
+T - Cisplatin + Pemetrexed + aPD-1 Emu
E 2000 % = Cisplatin + Pemetrexed + aPD-1+0CT-5988 3
P > 1000
E 500

0
2 4 6 810121416182022 24 26 28 30 3234 36

SoC + OCT-598

2500
«E 2000
2 4 6 8 34 Eisw
octss tEEEEEEEEEEEEEE  tRERREEREREEEALAAE 3
=TT R
Pemetrexed 2 ™ AN
Claplatin T f T u;ﬁ%ﬁzﬁﬂd{ﬁmﬁ
[C) " SoC + OCT-598 Drug-off Rechallenge Days after treatment
"E B0 Naive mice challenged with TC1 tumor cells e
E o000 _ CR mice rechallenged with TC1 tumer cells
E 1500
Pl N 0 (1)

05

10 15 20 25 30 35 40 45 50 55 60 65 70

75 80 85

9 95 100 105

Figure 3. Administration: OCT-598 (30 mg/kg, PO, QD), anti-PD-1 Ab (10 mg/kg, IP, BIW), Pemetrexed (100 mg/kg, IP, BIW), Cisplatin (5
mg/kg, IP, BIW). (A) Tumer growth curve during treatment. (B) Individual plots of the graph (A). (C) Rechallenge experiment. Five mice with
complete response (CR) to previous combination therapy of OCT-598 and SoC were rechallenged with TC1 tumor cells.

(Source: 7tLtILE |2t

OTEIA
™ ==,

IV Research)
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KNP-502& 2025\ % FDAIND 918 ot &2 4142 213 Zolch A4 42 DHg
SHA0IM KNP-502 TS S0{0] OFdY U Lo, MTD & ZHsts Q4toz Ausct ot
Dose escalation Ol 24 1b/2 M0 BZ FARHD BES S5 U &5 ASE oy
A0 Y4 1b 4 Z7I0) By AE WM EE AL AL B 20| B Y
B2 7|0|HE JHSSICHT BEHEICH S5 SAl #A BEQI WY AOLH UE AR
AN S5 3 ZECH: HOIM SALS JIQItAI0l HEs| Z25 OMER J|csict

KNP-503: SHP2 Allosteric Inhibitor

KNP-503 & SHP2 & Allosteric 3t #5064 KRAS #0| Z¥o| ths L HE 222} BBB
SIS E5 HM0| E= RBMEZS SAI0| Target sts F2ZZOICH SHP2 = PTPN1I
Tr;‘”m Encoding 3= Phosphatase 2, M|Z2t2| Receptor tyrosine kinase(RTK)OA ZEEl
¥ AUBE GRB2/SOST & 7% RAS-RAF-MEK-ERK ZZ=2 MISiCh FHMZO HZol=
043* |':'F A0 M= RTK AlZ 7} 2423t €L PTPNT1 activating mutation O 2445t
AS-M Mz AMSE A3IEITH M2t SHP2 2 A|5HE KRAS HO| 0jA AZAIS
$_

2UE 7Iohg &+ A =

(=] 0>

.I

0.

NP
0&" 0
02
oln

Lo
— —

TS KRAS G12C, MEK, ERK inhibitor 2 MAPK Z2E& xfthet™ 7|22| Negative feedback 0|
release T|HAM QMZEO| RTK-SHP2-SOS1 HA2E &olf RAS 2 ERK ASE CHA| &ds5te &
QICt. 0|21t Reboundsignaling2 EAH2|&2A|9] EE sMstn WHE RYote 22 HQI0|
ZICt SHP2 inhibitor &= 0|2{St Upstream 2| Bypass signaling 2 26l mutant KRAS £
otLl2t WT RAS o AMEHSI= Y £ U0, Sotorasib S KRAS inhibitor 2 HEA42=2
JHeE| 2 Qlot

Figure 15. RAS Z=Z AAA| £0| Al SHP2 of 2|3t ERK 2{jgdst U 34 L4 o7y 7|

RTK RTK
‘ RAS pathway
pe | inhibitor
oR8_| GRB
sHp2 | SOS1 sup2 | 5081
‘ &
| 2
/[NE1 NF1 b+
RAS RAS pathway s ! &
hibit |
' inhibitor v g
RAF RAF ||
\J +
MEK MEK |} treatment time
\ 4 +
b | R ERK |/
* ERK*( t Figure 1. SHP2 mediates adaptive
i activation o ® o0 st
Abnormal ERK activation by resistance to RAS pathway inhibition

RAS/RAF/NF1 mutation (RTK/SHP2-depdenent)

(Source: ZtLIZE2HFEIA |V Research)

KNP-503 2 SHP2 9| &4 Active Site & &% ztttsh= CHAl HEO| Allosteric site Ol Z &l
CHEi210] Closed inactive conformation & 9t 3tst= Allosteric inhibitor O|Ct. 7|& Allosteric
inhibitor = SHP2 7t Open active conformation ME{E M&St= Activating mutation Of| A
orE Ut Yot £ UZ|DH H|YY AEHEZ Ed KNP-503 & D61V, S502P, E76K & SHP2
Activating mutation OM= CHRZ CHH| 374~2,100 Hf Y2 sE2 O] SHPZ g4
Aotz A0 =l ALCE.

12



IV Research Company Note

Figure 16. KNP-503 2t TNO155 2| SHP2 WT X 2Hd3} HO[A|of| CHSt in vitro C|O[E{ H[x

In vitro activity

Biochemical ICg, (nM) PERK ICg, (nM) Cell viability IC5, (nM)
H358 H1838
G12C)+
ST FERB((HRETE, (KRAS G12C) (NF1 LOF, 3D culture)
Compound A 0.4 <0.1 422 22.7
TNO155 3 42 5,409 440
Biochemical ICz, (nM) Cell viability ICs, (UM)
U937 MC38
SHP2WT SHP2 D61V SHP2 S502P SHP2 E76K (SHP2 GBOR) | (SHP2 G503V)
Compound A 04 4.7 1.3 1.6 2.7 341
TNO155 3 >10,000 486 1,590 >10 >10

Table 1. Activity assessment of Compound A on SHP2 WT (top) and activating mutants (bottom) from biochemical and
cellular assays

(Source: ZHLtZE[2HFEIA, |V Research)

HQd ObRA ZEOIM KNP-503 2 Z3st o= L HE 558 ERACH KRAS G12V NCI-
H441 REAM 25mg/kg 2 5mg/kg £ TGl = 22 96%, 99%= TNO155
2.5mag/kg TGl 62%E A3|gien, KRAS G12D LS180 REOME 1mg/|<g 2 5mg/kg EH
A 242 72%, 77%2] TGl € 20 RMC-4630 30mg/kg TGl 61%ECH =Xt KRAS G12C
NCI-H358 Z&0|A= Sotorasib H& Al B &Y A7|7t &0 d=EC Za §A , 8 02| 2%
Tumor regression O ZAE|RCH EFH H1737-luc =S¥ ZEOM 10mg/kg L=
20mg/kg € FOES o 22 <2 ITY HF AATH UEMHSD, 8 ARt 7@
Brain/Plasma 2! CSF/Plasma H|€0| 22t 0.273 1} 0.523 22, BBB & E36l | =23}
L2l =Est HA| SN E5S We Aol Zol=( ALt

Figure 17. KNP-503 2| KRAS 0| &Z 22 CH4 invivo & &5 U pERK A HI}

(A) (B)
NCI-H441 NCI-H441
__ 1500+ - Vehicle 5 100
”E =+ Compound A 2.5mg/kg, QD =
£ ~ Compound A 5mglkg, QD E 80 :TNO155 ICsufOEz:Ml
E 10004 ~+ TNO155 2.5mglkg, QD 1.__ . Compound A (IC5,=0.1 nM)
3 £
g % 40
E 500+ g
~ 20
SN g
To 7 14 21 2 3
days Flasma i nﬂ10 [nM],
(© (D)
g e L5180 = vaics s [ sm
2500 —~ Compound A 1mg/kg, QD
E )
T 2000 -+ Compound A 5mg/kg, QD Group TGl Group TGl
5 1500 -+ RMC-4630 30mg/kg, QD  Compound A, 2.5mg/kg, QD 96%  Compound A, Img/kg, QD  72%
[=]
Z 1000 Compound A, 5mg/kg, QD  99%  Compound A, 5mg/kg, QD  77%
=]
E s00 TNO155, 2.5mg/kg, QD 62%  RMC-4630,30mg/kg,QD  61%
(=4
o 7 14 21
days

Figure 3. Compound A inhibited in vivo tumor growth of NCI-H441 (KRASG'2V) cells and LS180 (KRASG'2D) cells.
Drug/vehicle was orally administrated once a day. The average tumor volumes of NCI-H441 (A) and LS180 (C) were
plotted, and the percentages of tumor growth inhibition are summarized (D). Plasma concentrations and pERK levels
from the tumors were plotted (B).

(Source: ZILIIE|2HRFEIA, |V Research)
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Figure 18. KNP-503 2 Sotorasib H& £F£00]| [}£ in vitro & invivo &2 A[HZ] =3}

(A)
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(B)
120- NCI-H358 120 NCI-H358
B = 100
100 g
=5 80 § 80
ws ©
-~ C = —
60— s~ 60
¥ 9 <
x © 2
W 40 = 404
S
204 S 204
0- 0-
+ - +  Compound A (250 nM) - + - + Compound A (500 nM)
- - + + Sotorasib (25 nM) - - + + Sotorasib (20 nM)
24h treatment 5-day treatment
NCI-H358
0/8R i
NCI-H358 g 2500 mm Vehicle
5 2000 1/8R Compound A 0.5mg/kg QD
-o- Vehicle § 4/6R === Gompound A 5mglkg QD
Compound A 0.5mgrkg QD 5 1500 2/8R == Sotorasib 10mg/kg QD
== Compound A 5mg/kg QD £ 1000 /57 wmm COMPOUNd A 5mg/kg QD+
. =1 v i
-= Sotorasib 10mg/kg QD = igg Sotorasib 10mg/kg QD
_a Compound A 5mg/kg QD + £ 300
Sotorasib 10mg/kg QD @
2 200 *R: tumor regression
S 100
o 0
= -100

Figure 5. Combination effect of Compound A and Sotorasib was tested in vitro (A and B) and in vivo (C). NCI-H358
cells (KRAS®12C) were treated with Compound A, Sotorasib or both for 24hr for pERK measurement (A) and 5 days for
cell viability assay (B) to assess combination effects. (C) Combination effect was confirmed in NCI-H358 xenograft
mouse model by treating Compound A, Sotorasib, or both.

(Source: FHLtZE|2tREl

A |V Research)

Figure 19. KNP-503 k| 0| S0 Cjet &= =5
H1737-luc

20000 @ Vehicle
A KNP-503, 10mg/kg, PO, QD*21

KNP-503, 20mg/kg, PO, QD*21
|

:

Dosing for 21days

= |
E=3Y

AHis 2l

Bioluminescence
(photon/second/10¢)

:

le]
oe
~J
r

21 28

(Source: ZtLIZE2HFEIA |V Research)

KNP-503 9| AHMAt=2= TNO155, RMC-4630, RLY-1971/GDC-1971, BBP-398, JAB3312
50| QICt CHEE KRAS G12C, EGFR, MER/ERK F BOIEOiH|ol Moz Jjute|ni,
Edema, Cytopenia, Rash, Gastrointestinal toxicity S Pathway class effect & 2t2|a{0F StC}.
Relay Therapeutics & 2020 Y RLY-1971 2 Genetech Off 2/ $695mil, A 2= $75mil
22 7|&0|M3UCE L5 Jacobio 9 Glecirasib+JAB-3312 HE QAL SHP2 HE 2o
PoC € YUS3MCt |0, 1 2 KRAS G12C NSCLC 102 & &0l ORR71%, mPFS
12.2 JHYO| EOIg|Y T 3z 22 QA 3 AFS ZISH Z0|Ct KNP-503 2 &z H|QlA A|EE
Y S22, KNP-301 2| =2Y 7|50/ 0| CF ElAtZ &H| 20 SESZ=M AL
7| 2 oto|xzeleZ J(tis|n ALt
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KNP-504: SOS1-RAS AtS2k2 25|

KNP-504(CK-1001/YH44529)= SOS1 O| RAS-GDP £ RAS-GTP 2 Z&st= Nucleotide
exchange £ ZFttsto] CHFst RAS #10| 42t RTK/RAS/MAPK inhibitor 2| Feedback
resistance & AH'dot= Selective SOS1 inhibitor O|Ct, RSHSHO| 7|=0[d =0 YH44529
IEHOZ gl Qon, A GLP SHAIEES A=t AFo=Z 2027 W IND AZ0|
Of| o =Tt

vl

SOS1T € RAS 2| Guanine nucleotide exchange factor 2 GDP-bound inactive RAS & GTP-
bound active RAS 2 Z&t5tCH SOS1-RAS interaction & X}EHsHH KRAS & OfL|2} H-RAS, N-
RAS 2| Nucleotide loading & Y% MAPK signaling & 42| SHAHIOA A& 4~ QIC}.

KRAS G12C inhibitor & GDP-bound mutant 0ff Z2%&etx|2t X|& & RTK-SOS1 2 £3 Wild-
type RASQt 22 mutant RASQ| Feedback activationO| ERK rebound & {gsh 4 %Ef oloj|

SOS1 inhibitor & Upstream adaptive response £ Ztttall KRAS G12C, EGFR, MEK, ERK
inhibitore] 258 SEA17|2 WIEHE xftote EE Partner2 7iYE1 O'Ef KNP-504 =
SOS1 2} SOS2 & =2 SOS1 MEHME ZH=C} SOS2 € 2ICHstR| YSo=2 M HARZ2I0] RAS
(=]
=

Signaling 2 Y& 22|53l Therapeutic window 0f R2|& Aoz 7|Ci=IC,

Figure 20. KRAS/MAPK AZZE HE2 2 SOS1 XA} RAS/MAPK ZZ 22| HE £0f 28 7|H
RTK u@® RTK o @ €@ EGrRinhibitor
I e L L
Grb2 Grb2 @ SOS1inhibitor
SOS1 SOS1
b GTP GDP GTP
KRAS ————==— KRAS KRASG12C g gAY ————=a+ yRAS
— inhibitor ~~
GAP o GAP *
RAF RAF
X r1
MEK MEK inhibitor ‘ MEK
3 3
ERK — ERKinhibitor M) ERK —
2 L
Proliferation/ Proliferation/
Survival Survival
Figure 1. KRAS/MAPK pathway Figure 2. Combination of SOS1 inhibitor

(Source: FHLtZE|2tEEl

with RAS/MAPK inhibitors

A IV Research)

SAte HY4Y AYEES Solf KNP-504 o &Y et HE Jtsde el KRAS G12C
o Z2R0A TGI(Tumor Growth Inhibition)&, KNP-504 ©= 77%, Sotorasib ©S
64%UE vtH £ SZo| HE2 TG 105%S 7|25t 10 02| ZF0A  Tumor
regression S EOICE |2 DEO|M= Sotorasib HE 0|E £4g 2rttst Foz 2 F

Ol4) Y AA7t RAI=IUC. £t EGFR #0| B|AMZEH QY LHO|M= Osimertinib §&22
Y G AdAet MY AHO| AA[JSH, TS AHFT ALt WA 2Ae E10R(R
OFOtC}

LS AN
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Figure 21. KNP-504 T U AMG 510 H& £0{0f| [}E invivo £
Q Efficacy study of compound A

NCI-H358 (KRAS ©12C)

2000+ TGI (%)

=#- Vehicle control
1500 =8~ Reference, 50 mg/kg 79
Compound A, 150 mg/kg 7
- AMG 510 10 mg/kg 64

AMG 510, 10 mg/kg
+Compound A, 150 mgkg 105

Tumor volume (mm?)
2
o
<

4 Reference is MRTX0902 (Mirati, SOS1 inhibitor)
n-lr T T T 1 that was synthesized In-house

0 7 14 21 28

Days after the start of treatment
Female BALB/C nude mice bearing NCI-H358 human lung tumors were treated with reference and compound A
(single agent, oral, BID) and in combination with AMG 510 (oral, QD); Mice n=10/group

PERK Modulation
in NCI-H358 (4hr after last dosing)
120

=
= @ 1600
& 100 S 1400
s > 1200 I
© E 1000 UMl
80 S 800
3z £ 600
= 60 S a00 Regression:
£ 5 200 10/10 100%
s S *
c = 0 s
404 LS T T T T T
Vehicle Reference Compound A Vehicle Reference Compound A AMG 510 AMG 510
50 mglkg BID 150 mglkg BID 50mgikg 150 mgikg 10 mglkg ¢ 10 mefha
ompound
150 mgikg

* In the H358 mouse xenograft model, as a single agent, compound A
showed comparable tumor growth inhibition when compared to the
reference compound, which was also correlated with pERK modulation

+ Significant regression was observed when combined with AMG 510, a
KRAS G12C inhibitor

(Source: ZILIIE|2HFEIA, |V Research)

KNP-701 £ ADC SEiE

S A9l ADC Z2HE SoluFlex Link = 0| & CHEO|AIZ} Genentech 0o &3 ADC A7l
28 U LSRE v|gte=2 JidE Al ADC Z3ME 7|=0|Ct ADC O|A high-DAR Z} &t
Hydrophobic payload = Potency & =% 4 U= BHH, Aggregation, HE0|4 Uptake, &
Clearance, 7H0|Lt &4 =4 2 &2 Therapeutic index & {8 £ Ut Sz ot
SoluFlex Link = Payload 2 HydrophobmtyE Masking st= 2144 Linker 2M 24, 244,
PK, &5, 7| Tumor regression 2 7HM3IRACE. SoluFlex Link 7|82 &%t SAte| & ADC

Io| Z2jele KNP-701 2 GC =429t 50 L 50 F22 3S/HY Zoct,

KNP-701 2 EGFR x c-MET Target O[S0l 2l SoluFlex Link 2t z|Z3tEl Payload &
Agst ADC 2, EGFR TKI Wdat ot o[AHE A0 AstHA ADC o 243t PK &
JHAEE mo|Ea2tolo|ct, KNP-701 2] DAR 2 4~8 £&0|04, O}F =2 Potency 2| Payload Of
O|Z5}A| 1 Therapeutic index & 123t Payload € 2835 s202 Ef|s] T 2S4S

=

s or_ 20| BEQICH HA SAHS KNP-701 ©f non-GLP SAAIES Hsstn 9o

S0 KNP-701 ©f A9l Payload © £8 U 287132 3
Zigi 01|o ot 2H26 YHE Payload 2 2tE4i1t &7, DAR 4~8 #F0|M= ADC 2
FAMI HZ QMY 2435 PK, DAR S 22 EX0| £2g=27t &5 SoluFlex Link
% A

=2 =2
HE FYAS WISHE Y 2471 B HYOICH SAHS 2H27 KNP-701 o GLP S4AIE
[u]

|'|_|0|I

J|

0
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+ JIE ADC XIZK| CHel G Si2 XIE 21Ny

Figure 22. &4 Y A&z} 3182 HA A2 7|82 ML ADC Modality 2 23
ADC =4 0I1=&Hl ADC X=Xl KNP-701
2 ESSyal]
EHHIOIQEEA} GCBiopharma
HLIQI(]- cEs S JHEL RI2H ¢ P SSHA Y
| EcFrREo= 3
x‘_|¢g 2H ' EGFROI CH3! 2i={0| 248124
« J1E ADC XISH| [HH| 24 2 OFRA ZrH S , l CMET S0/ 21|
. & 9 ojEst T2 A \x CMETOH CHet 1xi0) Zit2y
* i HoI=E
CIfst AR JIRe| HIoIZE S K orxey
‘ « A0l ZA0| £|XiBIE! HlolZS v ) A

Ol B4, ASS IZMA L 55 WY

OISZH £H %2

OISEHI ADC IH0IZ2t! X

2= s

(Source: 7tLIZE2HFEIA, |V Research)

Figure 23. SoluFlex Link zl$4 &7 712

+ JIZ ADC XIZX| CHHl 24 % or8s S
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Figure 25, SoluFlex Link 28 ADC 2| Zaist Antitumor Activity &2l
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